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Amendment [04] [21-FEB-2022]

This amendment is considered to be substantial based on the criteria set forth in Article
10(a) of Directive 2001/20/EC of the European Parliament and the Council of the

European Union.

Overall Rationale for the Amendment:

The protocol has been amended to provide updates including the addition of the end of
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1. PROTOCOL SYNOPSIS FOR STUDY 205207

Rationale

This is a phase I/I1, single arm, open label, two-part study that will assess safety,
tolerability and clinical activity of belantamab mafodotin (previously referred to as
GSK2857916) given in combination with a programmed cell death-1 (PD-1) inhibitor
pembrolizumab in patients with relapsed/refractory multiple myeloma (RRMM).

Belantamab mafodotin is a humanized (IgG1) antibody drug conjugate (ADC), which
binds specifically to B cell maturation antigen (BCMA). The antibody is conjugated to
the microtubule inhibitor monomethyl auristatin-F (MMAF) to result in an ADC
molecule. Belantamab mafodotin has been produced in an afucosylated form to generate
an enhanced antibody dependent cellular cytotoxicity (ADCC). This dual mechanism of
action is expected to improve clinical activity by targeting dividing (ADC) and non-
dividing tumor cells (ADCC).

B-cell maturation antigen expression is restricted to B cells at later stages of
differentiation [Darce, 2007] and according to GSK internal data all patients with MM
express various levels of BCMA on the surface of the tumor cells. In addition,
GSK2857916 belantamab mafodotin was shown to induce immunogenic cell death (ICD)
characterized by expression of ecto-Calreticulin, release of adenosine tri phosphate
(ATP), and secretion of HMGB1 in BCMA expressing multiple myeloma cell line (GSK
unpublished data). Treatment of mice harbouring syngeneic tumors derived from the EL4
lymphoma cell line expressing human BCMA (EL4-hBCMA) with belantamab
mafodotin delays tumor growth and promotes durable regressions. Mice which responded
remained immune to re-challenge suggesting an engagement of the host immune system
and immunologic memory, providing a strong rationale for clinical combinations with
immuno-modulatory agents (GSK unpublished data). Exposure of dendritic cells to tumor
cells undergoing ICD evokes an inflammatory phenotype (innate response), where
mature dendritic cells (DCs) are activated and may induce an antigen-specific T cell
response. It is hypothesized that the T cell dependent anti-tumor response induced by
belantamab mafodotin can be further augmented by PD-1 inhibitor, pembrolizumab when
both drugs are used in combination.

Objective(s)/Endpoint(s)

Part 1: Dose Escalation

Objectives | Endpoints
Primary
e  To determine safety, tolerability and to o  Percent of subjects with adverse events
establish the recommended Phase 2 dose (AEs), changes in clinical signs and
(RP2D) of the combination of belantamab laboratory parameters
mafodotin and pembrolizumab in subjects
with RRIIVIMn pembrofizu n sty o Number of subjects with dose limiting
toxicities (DLTs)
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Objectives

Endpoints

Secondary

To evaluate clinical activity of the combination
of belantamab mafodotin and pembrolizumab
in subjects with RRMM

Overall Response Rate (ORR), defined as
the percentage of subjects with a confirmed
partial response (PR) or better (i.e., PR, very
good partial response [VGPR], complete
response [CR] and stringent complete
response [SCR]), according to the
International Myeloma Working Group
(IMWG) Response Criteria [Kumar, 2016]

To evaluate the pharmacokinetic profile of
belantamab mafodotin when administered
intravenously in combination with
pembrolizumab’

Pharmacokinetic (PK) parameters following
IV administration as data permit.

To assess anti-drug antibodies (ADASs)
against belantamab mafodotin’

Incidence and titers of ADAs against
belantamab mafodotin

Exploratory

To assess Minimal Residual Disease (MRD)
in subjects who achieve ZVGPR or better

Minimal Residual Disease (MRD) negativity
rate, defined as: the percentage of subjects
who are MRD negative in subjects who
achieve VGPR or CR

To characterize the relationship between
clinical response and other biologic
characteristics

BCMA expression levels on malignant cells,
serum sBCMA levels, serum cytokines, and
immune cell characterization and their
relationship to clinical response (Protein,
RNA, DNA analysis)

To investigate the relationship between
genetic variants in the host and response to
belantamab mafodotin in combination with
pembrolizumab

Possible relationship between host genetic
variation and response to belantamab
mafodotin in combination with pembrolizumab

To evaluate the tolerability of belantamab
mafodotin in combination with pembrolizumab
based on patient self-report of symptomatic
adverse effects

Symptomatic adverse effects as measured by
the Patient-reported outcome version of the
Common Term Criteria for Adverse Events
(PRO-CTCAE)

Impact of ocular adverse effects on quality of
life as measured by the Visual Function
questionnaire(s): National Eye Institute 25-
item Visual Function Questionnaire (NEI-
VFQ-25) and Ocular Surface Disease Index
(OSDI)

To evaluate disease and treatment related
symptoms and associated impacts on
function and health-related quality of life

Exit Interview

1.

PK and ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be

triggered only in case of unexpected clinical findings.
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Objectives

Endpoints

Primary

To assess the clinical activity of the
combination treatment with
belantamab mafodotin and
pembrolizumab in subjects with
RRMM

Overall Response Rate (ORR), defined as the
percentage of subjects with a confirmed PR or better
(i.e., PR, VGPR, CR and sCR), according to the IMWG
Response Criteria [Kumar, 2016].

Secondary

To further evaluate safety of
belantamab mafodotin administered
in combination with pembrolizumab
in subjects with RRMM

Number (percent) of subjects with AEs, changes in
clinical signs and laboratory parameters
Ocular findings on ophthalmic exam

To further characterize the clinical
activity of the combination
treatment with belantamab
mafodotin and pembrolizumab in
subjects with RRMM

Clinical benefit rate (CBR), defined as the percentage
of subjects with a confirmed minimal response (MR) or
better per IMWG

Duration of response (DoR), defined as: the time from
first documented evidence of PR or better to the time
when disease progression (PD) is documented per
IMWG, or death due to PD among subjects who
achieve an overall response, i.e. confirmed PR or
better.

Time to response (TTR), defined as: the time between
the date of first dose and the first documented evidence
of response (PR or better) among subjects who
achieved a confirmed response of PR or better.

Time to best response, defined as the time between the
date of first dose and the first best documented
response (PR or better) among subjects who achieve a
confirmed response of PR or better.

Progression-free survival (PFS), defined as: the time
from first dose to the earliest date of PD per IMWG, or
death due to any cause.

Time to disease progression (TTP), defined as: the time
from first dose until the earliest date of PD per IMWG,
or death due to PD.

Overall Survival (OS), defined as the time from first
dose to death due to any cause

To evaluate the pharmacokinetic
profile of belantamab mafodotin
when administered intravenously in
combination with pembrolizumab'

Pharmacokinetic (PK) parameters following IV
administration as data permit.

To assess anti-drug antibodies
(ADAs) against belantamab
mafodotin’

Incidence and titers of ADA to belantamab mafodotin

1"
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Objectives

Endpoints

Exploratory

To assess Minimal Residual
Disease (MRD) in subjects who
achieve 2VGPR or better

Minimal Residual Disease (MRD) negativity rate,
defined as: the percentage of subjects who are MRD
negative in subjects who achieve VGPR or CR

To characterize the relationship
between clinical response and
other biologic characteristics

BCMA expression levels on malignant cells, serum
sBCMA levels, serum cytokines, and immune cell
characterization and their relationship to clinical
response (Protein, RNA, DNA analysis)

To investigate the relationship
between genetic variants in the
host and response to belantamab
mafodotin in combination with
pembrolizumab

Possible relationship between host genetic variation
and response to belantamab mafodotin in combination
with pembrolizumab

To explore the effect of the
combination therapy of belantamab
mafodotin with pembrolizumab on
symptoms and health-related
quality of life in subjects with
RRMM

Changes from baseline in symptoms and health-related
quality of life as measured by the European
Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire 30-item Core Module
(EORTC-QLQ-C30) and European Organisation for
Research and Treatment of Cancer Quality of Life
Questionnaire 20-item Multiple Myeloma Module
(EORTC-QLQ-MY20)

To evaluate the tolerability of
belantamab mafodotin in
combination with pembrolizumab
based on patient self-report of
symptomatic adverse effects

Symptomatic adverse effects as measured by the PRO-
CTCAE

Impact of ocular adverse effects on quality of life as
measured by the Visual Function questionnaire(s): NEI-
VFQ-25 and OSDI

To evaluate disease and treatment
related symptoms and associated
impacts on function and health-
related quality of life

Exit Interview

1.

Overall Study Design

PK and ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be
triggered if unexpected clinical findings have been identified.

This is a phase I/I1, single arm, open label, two-part study to determine the recommended
Phase 2 dose (RP2D) of belantamab mafodotin in combination with pembrolizumab, and
to evaluate safety and clinical activity of the combination in subjects with RRMM.

Type and Number of Subjects

The study will enroll adult subjects with RRMM, who have undergone stem cell
transplant or who are considered transplant ineligible. Subjects must have been

previously treated with at least 3 prior lines that include the following: an

12
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immunomodulatory imide drug -IMiD (eg. lenalidomide or pomalidomide), proteasome
inhibitor -PI (eg. bortezomib, ixazomib or carfilzomib) and an anti-CD38 antibody alone
or in combination. Line of therapy are defined by consensus panel of the International
Myeloma Workshop [Rajkumar, 2011].

Overall, it is estimated that up to 40 evaluable subjects will be enrolled in this two-part
study (up to 12 in Part 1, and 28 in Part 2).

End of Treatment and End of Study Definitions:

A final data cut-off will occur when all participants have either died, progressed,
withdrawn consent, or have been followed for a minimum of 24 months from the time the
last participant receives their first dose of study treatment (LSFD).

Following 24 months post LSFD, a Post Analysis Continued Treatment (PACT) will be
implemented. At this time, the collection of data for all recruited participants who no
longer receive study treatment will stop entirely and clinical trial database will be closed.
Those participants still benefiting from belantamab mafodotin in the opinion of their
treating physician may continue to receive study drug and only SAEs, overdose and
pregnancy cases, and pre-specified ocular data will be reported directly to GSK.

Key Inclusion Criteria
Subjects eligible for enrolment in the study must meet all of the following criteria:

e Provide signed written informed consent, which includes compliance with the
requirements and restrictions listed in the consent form
e Male or female, 18 years or older (at the time consent is obtained)
e Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1.
e Histologically or cytologically confirmed diagnosis of MM as defined according
to IMWG, 2014 [Rajkumar, 2014], and
o Has undergone stem cell transplant or is considered transplant ineligible, and
o Has been treated with at least 3 prior lines of anti-myeloma treatments,
including: an IMiD (eg. lenalidomide or pomalidomide), proteasome inhibitor
(eg., bortezomib, ixazomib or carfilzomib) and an anti-CD38 antibody, alone
or in combination. Line of therapy are defined by consensus panel of the
International Myeloma Workshop [Rajkumar, 2011].
o Has measurable disease defined as one of the following:
a) Serum M-protein >0.5 g/dL (=5 g/L).
b) Urine M-protein >200 mg/24h.
¢) Serum FLC assay: Involved FLC level 210 mg/dL (=100 mg/L) and an
abnormal serum free light chain ratio (<0.26 or >1.65)
e Subjects with a history of autologous stem cell transplant (SCT) are eligible for
study participation provided the following eligibility criteria are met:

a) Transplant was > 100 days prior to study enrolment.
b) No active infection (s).
c) Subject meets the other eligibility criteria outlined in this protocol.

e Subject has adequate organ system functions defined in the Table below:
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System Laboratory Values

Hematologic

Absolute neutrophil count (ANC)? >1.0 X109/L

Hemoglobin > 8.0 g/dL

Platelets >75 X 109L

Hepatic

Total bilirubin =1.5X ULN
(Isolated bilirubin >1.5xULN is acceptable if
bilirubin is fractionated and direct bilirubin <35%)

AST and ALT <25 X ULN

Renal

eGFR? =40 mL/min

Spot urine (albumin creatinine ratio) <500 mg/g (56 mg/mmol)

Cardiac

LVEF (Echo) >50%

QTcF interval® < 470 msecs

1. Without any Growth factor support (e.g.colony stimulating factors (including granulocyte colony stimulating
factor [G-CSF], granulocyte-macraphage colony-stimulating factor [GMCSF], recombinant erythropoietin) or
any thrombopoietin receptor agonists) within 2 weeks before the first dose of study drug.

2. As calculated by Modified Diet in Renal Disease (MDRD) formula
3. The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF)

All prior treatment-related toxicities (defined by National Cancer Institute-
Common Toxicity Criteria for Adverse Events (NCI-CTCAE), version 4.03,
2010) [NCL 2010] must be < Grade 1 at the time of enrollment except for
alopecia, and Grade 2 neuropathy.

A female subject 1s eligible to participate if she 1s not pregnant or breastfeeding,
and at least one of the following conditions applies:

Is not a woman of childbearing potential (WOCBP)
OR

Is a WOCBP and using a contraceptive method that is highly effective (with a
failure rate of <1% per year), preferably with low user dependency, as
described i Appendix 8 during the intervention period and for 4 months after
the last dose of study intervention and agrees not to donate eggs (ova, oocytes)
for the purpose of reproduction during this period. The investigator should
evaluate the effectiveness of the contraceptive method in relationship to the
first dose of study intervention. Contraceptive use by women should be
consistent with local regulations regarding the methods of contraception for
those participating in clinical studies.

A WOCBP must have a negative highly sensitive serum pregnancy test (as
required by local regulations) within 72 hours of dosing on C1D1 and agree to
use effective contraception during the study and for 4 months after the last
dose of study medication.
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Additional requirements for pregnancy testing during and after study
intervention are located in Appendix 8.

The investigator is responsible for review of medical history, menstrual
history, and recent sexual activity to decrease the risk for inclusion of a
woman with an early undetected pregnancy.

Male Subjects:

e Male subjects are eligible to participate if they agree to the following from the
time of first dose of study until 6 months after the last dose of study treatment
to allow for clearance of any altered sperm :

e Refrain from donating sperm

PLUS either:

e Be abstinent from heterosexual intercourse as their preferred and usual
lifestyle (abstinent on a long term and persistent basis) and agree to
remain abstinent

OR

e Must agree to use contraception/barrier as detailed below

e Agree to use a male condom, even if they have undergone a successful
vasectomy, and female partner to use an additional highly effective
contraceptive method with a failure rate of <1% per year as described
in Appendix 8 when having sexual intercourse with a woman of
childbearing potential who is not currently pregnant.

e Contraceptive use by men should be consistent with local regulations
regarding the methods of contraception for those participating in
clinical studies.

Key Exclusion Criteria

A subject will not be eligible for inclusion in this study if any of the following criteria

apply:

Systemic anti-myeloma therapy or an investigational drug <14 days or five half-
lives, whichever is shorter, preceding the first dose of study drug

Plasmapheresis within 7 days prior to the first dose of study drug

Prior treatment with a monoclonal antibody within 30 days of receiving the first
dose of study drugs

Has received prior therapy with an anti-PD-1, anti-PD-L1, or anti PD-L2 agent or
with an agent directed to another stimulatory or co-inhibitory T-cell receptor (e.g.,
CTLA-4, OX 40, CD137) and was discontinued from that treatment due to a
Grade 3 or higher immune related adverse event (irAE)

Current corneal epithelial disease except mild punctate keratopathy

Any major surgery within the last four weeks prior to the first dose of study
therapy

Presence of active renal condition (infection, requirement for dialysis or any other
condition that could affect subject’s safety). Subjects with isolated proteinuria
resulting from MM are eligible, provided they fulfil criteria for adequate renal
function defined in the inclusion criteria

15



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

e Any serious and/or unstable pre-existing medical, psychiatric disorder or other
conditions (including lab abnormalities)

e Has received prior radiotherapy within 2 weeks of start of study therapy. Subjects
must have recovered from all radiation-related toxicities, not require
corticosteroids, and not have had radiation pneumonitis. A 1-week washout is
permitted for palliative radiation (<2 weeks of radiotherapy) to non-central
nervous system (CNS) disease.

e History of (non-infectious) pneumonitis that required steroids or current
pneumonitis

e Current active liver or biliary disease per investigator assessment defined by the
presence of ascites, encephalopathy, coagulopathy, hypoalbuminemia, esophageal
or gastric varices, persistent jaundice, or cirrhosis. Note: Stable chronic liver
disease (Gilbert’s syndrome or asymptomatic gallstones) or hepatobiliary
involvement of malignancy is acceptable if subject otherwise meets entry criteria

e Malignancies other than disease under study are excluded, except for any other
malignancy from which the subject has been disease-free for more than 2 years
and, in the opinion of the principal investigators and GSK Medical Monitor, will
not affect the evaluation of the effects of this clinical trial treatment on the
currently targeted malignancy (RRMM). Subjects with curatively treated non-
melanoma skin cancer are allowed

e Has known active CNS metastases and/or carcinomatous meningitis. Subjects
with previously treated brain metastases may participate provided they are
radiologically stable, i.e., without evidence of progression for at least 4 weeks by
repeat imaging (note that the repeat imaging should be performed during study
screening), clinically stable and without requirement of steroid treatment for at
least 14 days prior to first dose of study therapy

e Evidence of any cardiovascular risk defined in the protocol

o QTcF interval >470 msecs

o Evidence of current clinically significant uncontrolled arrhythmias;

* including clinically significant electrocardiogram (ECG) abnormalities
including 2nd degree (Type II) or 3rd degree atrioventricular (AV)
block.

o History of myocardial infarction, acute coronary syndromes (including
unstable angina), coronary angioplasty, or stenting or bypass grafting
within six months of Screening.

o Class IIT or IV heart failure as defined by the New York Heart Association
functional classification system

o Uncontrolled hypertension

o Presence of cardiac pacemaker (or defibrillator) with a predominantly
ventricular paced rhythm, limiting ECG/QTCcF analysis.

o Abnormal cardiac valve morphology (>Grade 2) documented by
echocardiogram (subjects with grade 1 abnormalities S i

can be entered on study). Subjects with moderate
valvular thickening should not be entered on study.

e Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs
chemically related to belantamab mafodotin or pembrolizumab, or any of the
components of the study treatment.
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Pregnant or lactating female
Known active infection requiring antibiotic, antiviral, or antifungal treatment
Known HIV infection
Presence of hepatitis B surface antigen (HBsAg), or hepatitis B core antibody
(HBcAb at screening or within 3 months prior to first dose of study treatment)
Positive hepatitis C antibody test result or positive hepatitis C RNA test result at
screening or within 3 months prior to first dose of study treatment
NOTE: Subjects with positive Hepatitis C antibody due to prior resolved disease
can be enrolled, only if a confirmatory negative Hepatitis C RNA test is obtained
NOTE: Hepatitis RNA testing is optional and subjects with negative Hepatitis C
antibody test are not required to also undergo Hepatitis C RNA testing
Has received a live-virus vaccination within 30 days of planned start of study
therapy
Active autoimmune disease that has required systemic treatment in past 2 years
(i.e. with use of disease modifying agents, corticosteroids or immunosuppressive
drugs). Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid
replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered a
form of systemic treatment
Has a diagnosis of immunodeficiency or is receiving chronic systemic steroid
therapy (in dosing exceeding 10 mg daily of prednisone equivalent) or any other
form of immunosuppressive therapy within 7 days prior the first dose of study
therapy
Has a known psychiatric or substance abuse disorder that would interfere with the
subject’s ability to cooperate with the requirements of the study.
Has had an allogenic tissue/solid organ transplant

Study Treatment and Duration

Product name: Belantamab mafodotin Pembrolizumab

[Formulation 20 mg/mL, 1.5 mL/vial 100 mg/4 mL
description:]

Route of Administration Delivered as IV infusion. Refer to Delivered as 30 min IV infusion

Study Reference Manual (SRM) for
details.

Treatment Duration

Belantamab mafodotin and pembrolizumab will be administered via intravenous (IV)
infusion on day 1 of each 21-day cycle (once every 3 week dosing schedule). Subjects
enrolled in Part 1 and 2 will be treated until disease progression, intolerable toxicity,
informed consent withdrawal, or for a maximum of 35 cycles (approximately 2 years, See
Combination Treatment Schematic below).
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Combination Treatment Schematic
1cycle=21 days

(—A—\

CiD1 Cc2D1 C3D1 Cc4aD1 C5D1 ceD1.............. C35D1

1‘ Belantamab mafodotin

A Pembrolizumab

Dosing:

-Belantamab mafodotin and pembrolizumab on D1 of each cycle
-Belantamab mafodotin first, Pembrolizumab as second iv infusion (1hr apart)
-If IRR related to GSK2857916, the PD1 dosing will be delayed

-Max treatment duration: 35 cycles combination treatment

Subjects who discontinued treatment for reasons other than PD will be followed up every
3 weeks until confirmed PD, initiation of a new anticancer therapy or death. All subjects
with confirmed PD will be followed for OS every 3 months until the end of study. End of
study is defined as when all subjects have been followed for 36 months from first dose of
study treatment, or died, or withdrew consent, or are lost to follow-up, or the study is
early terminated, whichever occurs first. The next subsequent therapy will be collected
for all subjects who have confirmed PD before initiation of new anticancer therapy.

Treatment Arms
The study will comprise of two parts: Part 1- dose escalation and Part 2- expansion.
Part 1: Dose Escalation

Part 1 dose escalation will characterize the safety and tolerability of escalating doses of
belantamab mafodotin in combination with 200 mg pembrolizumab to establish the
RP2D. The following dose levels of belantamab mafodotin in combination with 200 mg
pembrolizumab are planned to be studied: 2.5 mg/kg (dose level [DL] 1) and 3.4 mg/kg
(DL2) (as outlined in Dose Escalation Schematic for Part 1 below). Additionally, other
dose levels may also be explored. Dose level 1.92 mg/kg may be tested if dose level 2.5
mg/kg is not cleared. During the dose escalation, at least 3 evaluable subjects will be
studied per dose level. In Part 1, any subject who received at least one treatment cycle of
the combination will be evaluated for DLTs. Subjects who have received only
belantamab mafodotin or have been withdrawn from the study for reasons other than
toxicity but prior to completion of DLT observation period will be replaced.
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Dose Escalation Schematic for Part 1
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Dose Limiting Toxicity Criteria (Part 1 only)

The DLT observation window will be 21 days (=1 cycle). Any subject in Part 1 who
received at least one treatment cycle of the combination of belantamab mafodotin and
pembrolizumab will be evaluated for DLTs using National Cancer Institute (NCI)
CTCAE Version 4.03 [NCI, 2010]. In addition, for belantamab mafodotin treatment
related corneal events, the GSK grading scale for corneal events (Appendix 9) should be
used for evaluation of DLT.

A DLT is defined as an AE that meets at least one of the criteria defined below and is
considered by the investigator to be clinically relevant and attributed (definitely,
probably, or possibly) to the study therapy during the 21 day DLT observation period.

1. Any Grade 4 non-hematologic toxicity
2. Any Grade 3 non-hematologic toxicity, with the following exceptions (i.e., the
following will not be considered a DLT): Grade 3 diarrhea, nausea, or vomiting that
responds to standard of care within 72 hours; Grade 3 hypertension (controlled
following addition of 1 antihypertensive medication); and Grade 3 tumor lysis
syndrome
3. Any Grade 3 or greater non-hematologic laboratory value if either:
e The laboratory abnormality persists for >48 hrs despite supportive treatment, or
e The abnormality leads to hospitalization
4. Hematologic toxicity:
e Grade 4 hematologic toxicity lasting >7 days, except thrombocytopenia:
e Grade 4 thrombocytopenia of any duration
e Grade 3 thrombocytopenia associated with clinically significant bleeding
e Grade 3 or greater febrile neutropenia lasting >48 hours despite adequate
treatment:
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5. Nephrotoxicity requiring dialysis, and not considered to be due to disease under study
(ie. myeloma) based on investigator’s assessment

6. Liver toxicity meeting pre-specified GSK liver stopping criteria

7. Prolonged delay (>14 days) in initiating Cycle 2 due to any treatment
(pembrolizumab or belantamab mafodotin) related toxicity, with the exception of
Grade 1-2 corneal events (GSK grading scale for belantamab mafodotin treatment
related corneal events)

8. Any treatment-related toxicity that causes the subject to discontinue treatment during
Cycle 1

9. Any other toxicity considered to be dose-limiting that occurs beyond 21 days will be
considered in the selection of the dose to recommend for expansion cohorts

10. Any other event which in the judgment of the investigator and GSK Medical Monitor
is considered to be a DLT

A subject who develops a DLT will be allowed to continue on study treatment if the
toxicity did not meet predefined stopping criteria and recovered to < Grade 1 within 14
days if the investigator and medical monitor agree that for a given subject the potential
benefits may outweigh the risks.

The dose escalation will complete when RP2D is determined. The RP2D will be the
maximum pre-specified dose of 3.4 mg/kg, or a lower dose that provides adequate PK
exposure, tolerability and clinical activity.

Recommended Phase 2 Dose (RP2D)

All available data from Part 1 will be analyzed after the last cohort of subjects complete
the 21-day DLT observation period. Data considered for RP2D selection will include,
but not be limited to: safety, available PK profile, and observed signs of clinical activity.
A dose level below maximum pre-specified dose (3.4 mg/kg) may be selected as RP2D if
compelling safety and encouraging clinical activity can be demonstrated at dose levels
below 3.4 mg/kg.

Part 2: Expansion

Once the RP2D has been identified, an expansion cohort (Part 2) will open for enrollment
of up to 28 subjects with RRMM in order to confirm the safety profile and to evaluate the
clinical activity of the combination.

If necessary, alternative schedules and/or additional dose(s) can be explored after RP2D
is identified.
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Safety Assessment
Safety assessments during the study will include, but not limited:

e AEs, SAEs, AEs leading to discontinuation of study treatment

¢ C(linical laboratory safety assessments, including hematology and clinical
chemistry data

e Other safety measures, including data for vital signs, the performance status of the
ECOG scale, ECG, echocardiogram (ECHO), and serum pregnancy test for
female subjects of childbearing potential

e Ocular exam

Corneal Supportive Care Guidelines (belantamab mafodotin)

Corneal events, which commonly manifest as a superficial microcystic keratopathy, have
previously been observed with antibody drug conjugates, including those conjugated to
MMAF. It is required that sites establish a close collaboration with an ophthalmologist
(or optometrist, if ophthalmologist is not available) who will be responsible for assessing
subjects on study and managing subjects who develop a corneal event in close
communication with the GSK Medical Monitor and possibly a GSK ophthalmologist.

Subjects will be assessed by ophthalmologists (or optometrist, if ophthalmologist is not
available) at baseline, and then every three weeks prior to each dose of belantamab
mafodotin for the first 4 doses. After the 4™ dose of belantamab mafodotin, if there are no
significant ocular symptoms or vision changes, the frequency of ophthalmologic exams
may be decreased to once every 6 months until end of study treatment. In case of
persistent or newly developed ocular symptoms or vision changes, the subject will have
further ophthalmologic exams, at least every 3 months until resolution (to Grade 1 or
baseline) or more frequently as clinically indicated by the eye care specialist.

Further information regarding corneal event associated with belantamab mafodotin,
including a grading scale and prophylactic measures are in Appendix 9.

Clinical Activity Assessment

Standard disease assessments for MM will include laboratory tests (serum and urine M
protein test, sSFLC, and corrected calcium), bone marrow core biopsy and aspirate (in case
of suspected CR or to demonstrate progression), immunohistochemistry (IHC) of bone
marrow samples to confirm sCR to confirm stringent CR) or imaging, and minimal
residual disease by Next Generation Sequencing (NGS; in subjects with achieve
confirmed VGPR or CR). Response evaluation will be performed according to the
International Myeloma Working Group Uniform Response Criteria for Multiple
Myeloma 2016 [Kumar, 2016]. Minimal residual disease negative rate will be assessed in
those subjects who achieve a VGPR or CR.
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Pharmacokinetic assessments

Blood PK samples will be collected during the trial and analysed for belantamab
mafodotin (ADC and total antibody) and cys-mcMMAF concentrations. Blood samples
for pembrolizumab measurements will be collected and stored, but will only be analyzed
in case of unexpected clinical findings.

Translational Research

BCMA expression in plasma cells from bone marrow aspirates will be evaluated at
baseline, and at additional timepoints if available, by IHC. ITHC markers may include but
will not be limited to: BCMA, Blimp1, CD138, and CD38.

Soluble BCMA (sBCMA) concentrations in serum will be evaluated in all subjects.

Additionally, bone marrow tumor tissue may be evaluated for any DNA/RNA changes
correlating with clinical response.

Value Evidence and Outcome

The impact of potential ocular toxicity will be assessed using the selected items from the
Questionnaire of NEI-VFQ-25 and OSDI.

A subset of items selected from the PRO-CTCAE Version 1.0 Item library will be
applied to evaluate symptomatic toxicity in subjects.

Subjects enrolled in Part 2 only will self-complete additional questionnaires to assess the
symptoms related to multiple myeloma and its treatment, and the impact of these
symptoms on daily functioning. Symptoms will be assessed using two questionnaires:
EORTC-QLQ-C30 and EORTC-QLQ-MY20.

To further evaluate disease and treatment related symptoms and associated impacts on
function and health-related quality of life, subjects enrolled in both Part 1 and 2 will
participate in an Exit Interview conducted via telephone subsequent to the End of
Treatment visit.

Statistical Analysis

For part 1, no formal statistical hypotheses are being tested. In Part 1, the dose escalation
decisions will be guided by the Modified Toxicity Probability Interval (mTPI) approach,
as well as the totality of the safety data. After the last cohort of subjects in Part 1
completes the 21-day DLT observation period, a formal interim analysis will be
performed to support the RP2D decision, except for scenarios where RP2D is clearly
defined by the toxicity profile.

The primary goal of Part 2 is to confirm safety and to characterize clinical activity of the
combination and to detect if meaningful overall response rate (ORR) can be achieved.

22



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

During part 2 of the study, treatment-rated Grade 4 or higher AEs will be continuously
monitored starting from when 5 subjects are dosed. If observed toxicity level is
significantly higher than 12% at 1-sided alpha of 0.025, the study may be terminated
early based on totality of safety data. The 12% threshold is chosen based on 11% Grade 4
or higher AE observed in study BMA117159.

For Part 2, futility analyses for ORR will start when 10 subjects are evaluable.
Enrollment may stop if the stopping rule is met based on totality of data.

Primary analysis of the data captured in Part 1 and Part 2 will be performed
approximately 15 months from the last subject first visit (LSFV) to test the hypothesis
that a meaningful response rate (ORR) can be achieved of the combination. Participants
may discontinue the study treatment if meaningful response rate (ORR) cannot be
achieved. For primary analysis, data may be combined from parts 1 and 2.

Final analysis of the data captured in Part 1 and Part 2 will be undertaken after all
subjects meet at least one of the following criteria: have reached the end of study or died.
End of study is defined as when all subjects have been followed for 36 months from first
dose of study treatment or died or withdrew consent or are lost to follow-up or the safety
stopping criteria is met, whichever occurs first.
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2. INTRODUCTION
21. Study Rationale

Multiple myeloma (MM) is an incurable malignancy and accounts for 1% of all cancers
and for 10% of all hematologic malignancies. Worldwide, approximately 103,000 new
cases are diagnosed annually, and an estimated 30,330 new cases and 12,650 deaths will
occur in the U.S. in 2016 [Siegel, 2016]. Despite significant advances with current novel
therapies and hematopoietic stem cell transplantation (HSCT), novel therapies like
second- and third-generation proteasome inhibitors (PIs), immunomodulatory agents, and
recent addition of monoclonal antibodies (mAbs), most MM patients will relapse and
ultimately develop resistance to existing therapies [Laubach, 2014]. Thus, there is a need
to develop treatments with novel mode of action (MOA) which could potentially prevent
the cross resistance to existing therapies.

Before the introduction of daratumumab, patients with disease refractory to both
immunomodulatory agents and PIs had a median overall survival (OS) ranging from 9
months [Kumar, 2012] to 12 months [San Miguel, 2013].

Daratumumab [DARZALEX, 2017], is a human IgGk monoclonal antibody that was
granted accelerated approval as monotherapy for the treatment of relapsed/refractory
multiple myeloma (RRMM) in the US in November 2015 based on the results from a
Phase II monotherapy study (n=106), which reported 29.2% overall response rate (ORR)
and median progression free survival (mPFS) of 3.7 months in patients with RRMM
[Lonial, 2016]. The median number of prior lines of treatment reported in this study was
5.

Daratumumab has also been approved in combination with lenalidomide/dexamethasone
or bortezomib/dexamethasone for patients who were previously treated with at least one
prior line of therapy, and in combination with pomalidomide and dexamethasone for
patients previously treated with at least 2 prior lines of therapy based on improvement in
mPFS and ORR [DARZALEX, 2017; Janssen-Cilag International NV, 2016].

While the data with daratumumab indicates that prolongation of PFS can been achieved,
patients continue to relapse after treatment with daratumumab; additional treatment
options to control the disease are needed. Patients with RRMM who relapse after
daratumumab, IMiD, and PI based therapies, have few treatment options available.

B cell maturation antigen (BCMA, also referred to as TNFRSF17 or CD269) is a member
of the tumor necrosis factor (TNF) receptor superfamily and regulates a variety of
cellular functions. BCMA is expressed in mature B lymphocytes and binds to two TNF
family ligands BAFF (B-cell-activating factor belonging to the TNF family) and APRIL
(a proliferation-inducing ligand) which influence B cell survival and proliferation. Mice
deficient for BCMA are viable, have normal B cell development, and exhibit normal
humoral responses [Xu, 2001]. BCMA is widely expressed on malignant plasma cells in
MM and to a lesser degree in other B cell malignancies [Tai, 2006]. A soluble form of
BCMA has been identified in serum from MM patients and shown to correlate with
progressive disease [Sanchez, 2016]. Since all malignant plasma cells express various
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levels of BCMA, MM has a biologically based rationale as a key indication for anti-
BCMA therapy.

Belantamab mafodotin (previously referred to as GSK2857916) is a humanized
immunoglobulin G1 (IgG1) antibody-drug conjugate (ADC) that binds specifically to B
cell maturation antigen (BCMA). The parent antibody (GSK2857914) competes with the
BCMA ligands APRIL and BAFF and is conjugated to the microtubule inhibitor
monomethyl auristatin-F (MMAF), resulting in an ADC molecule. The conjugate is
produced in an afucosylated form to generate enhanced antibody-dependent cellular
cytotoxicity (ADCC). In addition, when MM cells expressing BCMA are exposed to
belantamab mafodotin, immunogenic cell death (ICD) markers are induced. Exposure of
dendritic cells to tumor cells undergoing ICD may result in antigen-specific T-cell
response, enabling the patient’s own immune response against the MM tumor.

Of the four proposed mechanisms of action (MOA) for belantamab mafodotin, the ADC
and ADCC MOA s have been linked to efficacy in non-clinical models: in vitro and in
vivo against multiple myeloma cell lines, and ex vivo against primary patient myeloma
samples. Inhibition of BCMA signaling has been demonstrated biochemically; however,
functional effects on myeloma cells have not been demonstrated. ICD markers on cells
are induced by belantamab mafodotin both in vivo and in vitro, but effects on efficacy
have not been established in non-clinical models. These different mechanisms may
enable belantamab mafodotin to deliver anti-tumour activities targeting both dividing and
non-dividing tumour cells and associate the cell kill with an adaptive immune response;
these MoA characteristics clearly differentiate belantamab mafodotin from existing
approved treatments [GlaxoSmithKline Document Number 2013N175128 09, 2021]

Belantamab mafodotin is a very good candidate for combining with immunomodulating
drugs, including programmed cell death 1 (PD-1) inhibitors, due to auristatin-induced
immunogenic cell death (ICD) on target MM tumor cells (GSK unpublished data). ICD
is characterized by induction of the endoplasmic reticulum (ER) stress response and
exposure of danger-associated molecular patterns (DAMPs), many of which are Toll-like
receptor ligands. Exposure of dendritic cells to tumor cells undergoing ICD evokes an
inflammatory phenotype (innate response) including an increase in co-stimulatory
markers CD86 and MHC Class II antigens, and activation of NFkB, an intermediate of
inflammatory signalling pathways. Mature dendritic cells (DCs) play key roles in
priming robust immune responses in tumor-bearing hosts and ICD can induce an
effective anti-tumor immune response through activation of DCs and consequent
activation of specific T cell response, by priming of tumor antigen-specific T cells
[Kroemer, 2013; Muller, 2014]. The T cell anti-tumor response can be further augmented
by pembrolizumab.

Programmed cell death-1 (PD-1) expressed on T cells is a member of the CD28
superfamily that delivers negative signals upon interaction with its two ligands,
programmed cell death ligand 1 (PD-L1) or programmed cell death ligand 2 (PD-L2).
Physiologically PD-1 and its ligands are broadly expressed and exert a wider range of
immunoregulatory roles in T cell activation and tolerance. Recent studies show that PD-
1/PD-L1 interaction regulates the induction and maintenance of peripheral tolerance and
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protect tissues from autoimmune attack. PD-1 and its ligands are also involved in
attenuating tumor immunity, and facilitating tumor progression.

Many tumors, including MM use various escape mechanisms to evade the immune
control and to promote tumor growth and clonal tides [McLaughlin, 2016]. One of those
mechanisms is the expression of PD-1 ligands (PD-L1). Recent advances in cancer
treatment include successful checkpoint blockade by using antibodies binding to PD-1 or
PD-L1 (e.g., pembrolizumab, nivolumab). The anti-PD-1 and anti-PD-L1 antibodies have
a favorable safety profile and have resulted in durable responses in a variety of cancers,
including melanoma, kidney cancer, lung cancer, and Hodgkin lymphoma. The agents
continue to be evaluated in various solid tumors and hematological malignancies, alone
or in combination with other therapies [Dolan, 2014]. There is also growing body of data
demonstrating broad expression of PD-1 and its ligands in the microenvironment of MM,
and indicating an important role of the PD-1 pathway [Liu, 2011; Kuranda, 2010;
Atanackovic, 2014; Benson, 2010]. Although, so far, anti-PD-1 treatment alone has not
been effective in MM [Lesokhin, 2014; Suen, 2006].

The KEYNOTE-023 study examined whether an anti-PD-1 treatment (Keytruda
[pembrolizumab]) in combination with immunomodulatory agents may create synergism,
in this case lenalidomide and dexamethasone. Lenalidomide doses of 10 mg and 25 mg
were examined, with the 25 mg dose further explored. Of the subject’s evaluable for
efficacy (N=40), 88% of subjects had a decrease in M protein. The ORR for this
population was 50%, including a 38% ORR for subjects who were lenalidomide
refractory [Mateos, 2016]. Based on these findings, the KEYNOTE-183 and KEYNOTE-
185 studies were initiated, exploring combinations of pembrolizumab with
immunomodulatory agents.

Following review of both studies by data monitoring committees, KEYNOTE-183 and
KEYNOTE-185 were placed on full clinical hold. In both studies, it was determined that
the benefit-risk was unfavorable for the combination of pembrolizumab with
immunomodulatory agents. The US FDA also placed Cohort 1 (combination with
lenalidomide and dexamethasone) of KEYNOTE-023 on full clinical hold as a result of
the data from KEYNOTE-183 and KEYNOTE-185. Please refer to Section 2.3.3 for
additional information.

This study will evaluate the safety and anti-myeloma activity of belantamab mafodotin in
combination with pembrolizumab. Safety will be closely monitored with dose
modification guidelines in Section 6.5. GSK will also use an internal Safety Review
Committee (iISRC) as described in Section 10.9.1. for review of safety. We hypothesize
that given the immunogenic properties of the cell death induced by belantamab mafodotin
an augmented anti-tumor activity will be observed in MM subjects, when treated with
combination of belantamab mafodotin and pembrolizumab.
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2.2, Belantamab mafodotin

2.21. Nonclinical Pharmacology

In vitro, belantamab mafodotin demonstrated both ADC and ADCC cytotoxicity against
all MM cell lines tested, including those with low BCMA expression. Further,
belantamab mafodotin activity was demonstrated under conditions designed to mimic the
human target cells and microenvironment in the bone marrow, including in the presence
of physiological concentrations of BCMA ligands, the presence of shed BCMA, a large
range of BCMA expression levels, and at concentrations of belantamab mafodotin
hypothesized to be achievable in humans. The presence of the drug conjugate on the
antibody had no impact on the Fc receptor engagement, with identical ADCC potency of
the ADC compared to the unconjugated mAb. Likewise, afucosylation of the mAb
portion had no impact on the ADC activity compared to the wild type (WT) fucosylated
molecule. Belantamab mafodotin significantly inhibited tumor growth in xenograft
models of female mice bearing human MM NCI-H929, OPM2, and MM Sluc cells.
Additionally, a single dose male monkey study showed a pharmacodynamic effect on
BCMA expressing cells in the blood.

In vivo safety pharmacology studies were not conducted with belantamab mafodotin.
Evaluations of potential cardiovascular effects were performed in the 3-week toxicology
studies. Electrocardiograms (ECG) were monitored in monkeys for up to 24 hours
following repeat dosing and did not produce any evidence of test-article induced
electrocardiographic waveform abnormalities, arrhythmias or QTc changes. Serum
cardiac troponin I was also measured in the rat and monkey 3-week studies and no
treatment-related effects were observed.

2.2.2. Nonclinical Pharmacokinetics Metabolism of Belantamab
Mafodotin

Detailed information is available in the Investigator’s Brochure [GlaxoSmithKline
Document Number 2013N175128 09, 2021].

2.23. Toxicology of belantamab mafodotin (GSK2857916)

A range of nonclinical toxicology studies have been conducted to support the intravenous
administration of belantamab mafodotin to humans. Detailed information is available in
the Investigator’s Brochure [GlaxoSmithKline Document Number Number
2013N175128 09, 2021].

224. Genotoxicity of belantamab mafodotin (GSK2857916)

Intact biopharmaceutical therapeutics, such as monoclonal antibodies and antibody drug
conjugates, do not directly interact with DNA or other chromosomal material. Therefore,
genetic toxicology studies with belantamab mafodotin were not performed [ICH S6(R1),
2011]. The active moiety of belantamab mafodotin is MMAF cytotoxin which is
expected to be genotoxic in mammalian systems given it is a microtubule disrupting
agent.
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2.2.5. Effects in Humans (belantamab mafodotin)

Data from two belantamab mafodotin single agent studies conducted in heavily pre-
treated RRMM patients (Q3W schedule via IV administration) is summarized below.

In the FTIH study DREAMM 1 (BMA117159) (NCT02064387), as of 28 August 2018
primary analysis data cut-off, a total of 73 subjects with RRMM received at least 1 dose
of belantamab mafodotin frozen drug product ranging from 0.03 mg/kg to 4.6 mg/kg
once every 3 weeks [GlaxoSmithKline Document Number 2013N175128 09, 2021].
Subjects were heavily pre-treated: 57% of subjects had 5 or more prior lines of therapy.
Data from DREAMM 1 demonstrates a manageable safety profile with thrombocytopenia
and corneal events being the most frequently reported AEs. All subjects in Part 2 (MM
patient population) initiated belantamab mafodotin treatment at 3.4 mg/kg and
experienced at least one AE. The most common events occurring in >30% of subjects
were corneal events, thrombocytopenia (including the preferred term platelet count
decreased), nausea, fatigue, anemia, and aspartate aminotransferase increased. In Part 2,
Grade 3/4 AEs were reported in 29/35 subjects (83%) and SAEs were reported in 17/35
(49%) subjects. The most common SAEs were lung-associated infections, pneumonia,
pyrexia, and IRR.

Corneal events are the most frequently reported adverse events associated with
belantamab mafodotin in the clinic, which include keratopathy (microcyst-like superficial
deposits in the corneal epithelium), blurred vision, dry eyes and photophobia. These
findings are consistent with those previously reported with other antibody drug-
conjugates utilizing monomethyl auristatin F in terms of manifestation and incidence of
events [Donaghy, 2016; Eaton, 2015]. In Part 2 of DREAMM 1, corneal events were
reported in 24/35 (69%) subjects, most commonly blurred vision (18/35; 51%), dry eye
(13/35; 37%) and photophobia (10/35; 29%). Most subjects experienced Grade 1 or 2
corneal events (19/35; 54%); 5 (14%) subjects had Grade 3 events. The median duration
of corneal events for subjects with a resolution date (n = 16) was 35 days (range 5-442).
Corneal events led to dose reduction in 16 (46%) subjects, and dose interruptions or
delays in 17 (49%) subjects [ Trudel, 2019].

Thrombocytopenia/platelet count decreased was reported in a total of 40 subjects (55%)
in the All Treated Population (N=73), and 22 subjects (63%) in Part 2 (N=35).
Belantamab mafodotin may cause transient worsening of thrombocytopenia in some
subjects, but in most cases these events are resolved during between-dosing intervals. In
the Part 2 MM population, two serious bleeding events were reported: intracranial
hemorrhage in a subject with a history of an intracranial bleeding in the setting of disease
progression, and hematuria in a subject with a large bladder mass in the setting of
progressive disease.

As of the efficacy cut-off date of 31 August 2018, a total of 35 subjects were treated at
the 3.4 mg/kg dose in Part 2 of the ongoing DREAMM 1 study. The ORR was 60% (95%
CI: 42.1, 76.1): comprised of PR, 6%; VGPR, 40%; CR, 9%; and stringent CR (sCR),
6%. The median duration of response (DoR) was 14.3 months (95% CI: 10.6, NR). The
median PFS (mPFS) in this population was 12.0 months (95% CI: 3.1, NR). For subjects
refractory to both immunomodulatory agents and Pls (n = 32/35), the confirmed ORR
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was 56% (95% CI: 37.7, 73.6) and mPFS was 7.9 months (95% CI: 2.3, Not Estimable
[NE]) [Trudel, 2019].

A Bayesian logistic regression model (BLRM) was used to determine the dose-response
relationship for both ORR and >Grade 2 corneal event rate (as determined by NCI-
CTCAE grading Version 4.0) based on data from all 73 subjects with RRMM in
DREAMM 1. The model showed that the posterior probability of observing an ORR
>30% is 100% in the 3.4 mg/kg dose group and 83% in the 2.5 mg/kg dose group.
Similarly, the posterior probability of observing >Grade 2 corneal event rate is also
higher in the 3.4 mg/kg dose group. Based on this analysis, these two doses (2.5 and 3.4
mg/kg) were selected for further evaluation.

The ongoing Phase II study 205678/ DREAMM 2 (NCT03525678) is evaluating these
two IV single agent doses (2.5 and 3.4 mg/kg) administered Q3W until disease
progression in subjects who have failed at least 3 prior lines of anti-myeloma therapy,
including an anti-CD38 antibody, and who are refractory to an immunomodulatory agent
and a proteasome inhibitor. A total of 194 subjects received frozen drug product in the
main cohort and 24 subjects received 3.4 mg/kg lyophilized drug product. Preliminary
data from this study indicated no new safety signals, and the profile of adverse events
was similar to the experience in the DREAMM 1 study for both arms. Both dose levels,
2.5 and 3.4 mg/kg, were shown to have a positive benefit/risk profile.

2.2.51. Pharmacokinetics and Pharmacodynamics

The pharmacokinetics and pharmacodynamics of belantamab mafodotin (antibody-drug
conjugate, including complex with soluble BCMA (sBCMA)) and total monoclonal
antibody (total mAb; including complex), and cys-mcMMAF were investigated in 291
participants with RRMM following IV administration at doses from 0.03 to 4.6 mg/kg
Q3W in Study BMA117159 (n=73) and at doses of 2.5 or 3.4 mg/kg Q3W in Study
205678 (n=218).

Maximum concentrations (Cmax) of belantamab mafodotin and total monoclonal
antibody were observed at or shortly after the end of infusion (EOI), while cys-mcMMAF
Cmax values were generally observed on Day 2. On a molar basis, plasma concentrations
of cys-mcMMAF were <1% of belantamab mafodotin concentrations. There was limited
accumulation (less than 2-fold) of belantamab mafodotin or cys-mcMMAF during
subsequent cycles.

Belantamab mafodotin pharmacokinetics were well described by a linear, two
compartment population model, with a time-varying decrease in clearance in a population
pharmacokinetic analysis. At Cycle 1, belantamab mafodotin had a systemic clearance of
0.92 L/day, steady-state volume of distribution of 10.8 L, and an elimination half-life of
12 days in participants with RRMM in Study 205678. Over time, clearance was reduced
by 28%, resulting into 0.72 L/day, with an elimination half-life of 14 days. The time to
50% change in clearance was approximately 50 days.

No clinically significant differences in the pharmacokinetics of belantamab mafodotin or

cys-mcMMAF were observed based on age (34 to 89 years), sex, race (African
American/Black and White), body weight (42 to 130 kg), mild or moderate renal
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impairment (eGFR >30 mL/min/1.73m?) or mild hepatic impairment (NCI-ODWG
classification). Higher serum levels of 2-microglobulin, IgG, and soluble BCMA
(sBCMA) and lower levels of albumin are associated with more advanced multiple
myeloma or a higher multiple myeloma disease burden. Higher baseline IgG and s BCMA
levels, and lower baseline albumin levels were associated with higher belantamab
mafodotin clearance leading to lower average and trough concentrations (Ctau) of
belantamab mafodotin. Higher baseline IgG and sSBCMA levels were associated with
higher cys-mcMMAF central volume of distribution leading to lower cys-mcMMAF
Cmax.

In nonclinical studies, cys-mcMMAF had limited metabolic clearance. In vitro data
suggested that belantamab mafodotin and cys-mcMMAF are unlikely to perpetrate a
drug-drug interaction or to be a victim of a drug-drug interaction with inhibitors or
inducers of cytochromes (CYP) P450. Cys-mcMMAF was an in vitro substrate of organic
anion transporting polypeptides (OATP)1B1 and OATP1B3, multidrug resistance
associated proteins MRP1, MRP2, and MRP3, a borderline substrate of bile salt export
pump (BSEP), and a possible substrate of P-glycoprotein (P-gp). Following the
administration of belantamab mafodotin to participants with RRMM, only intact cys
mcMMAF was detected in pooled human urine, with no evidence of other MMAF related
urinary metabolites.

Free SBCMA levels were measured in Study BMA117159 and Study 205678. All
participants exhibited reductions in free SBCMA concentration at end of infusion
compared to baseline at Cycle 1, with a return to near-baseline level by seven days after
dosing, reflecting binding of belantamab mafodotin to sSBCMA. Maximum decreases
ranged from 2% to 97%, which were qualitatively dose-dependent, with larger reductions
in free SBCMA at higher doses.

Exposure-response analyses performed for Study 205678 and/or Study BMA117159
found that ocular safety endpoints were most strongly associated with belantamab
mafodotin exposure, while efficacy endpoints had a weaker association with belantamab
mafodotin exposure. Both safety and efficacy endpoints were associated with patient
characteristics. Belantamab mafodotin Ctau was associated with probability of corneal
events and keratopathy, and cys-mcMMAF Cmax was associated with probability of
thrombocytopenia. Probability of occurrence of dry eye, blurred vision, neutropenia and
infusion related reaction were not associated with an exposure measure. In addition, the
results of the analysis of concentration against corrected QT interval (QTc),
concentration-QTc analysis, demonstrated that belantamab mafodotin or cys-mcMMAF
did not have a significant effect on cardiac repolarization.

Additional information related to belantamab clinical PK, PD, and exposure-response
relationships can be found in the Investigator’s Brochure [GlaxoSmithKline Document
Number 2013N175128 09, 2021]
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2.3. Pembrolizumab
2.31. Pharmaceutical and Therapeutic Background

The importance of intact immune surveillance in controlling outgrowth of neoplastic
transformation has been known for decades [Disis, 2010]. Accumulating evidence shows
a correlation between tumor-infiltrating lymphocytes (TILs) in cancer tissue and
favorable prognosis in various malignancies. In particular, the presence of CD8+ T cells
and the ratio of CD8+ effector T cells/FoxP3+ regulatory T cells (T-regs) correlates with
improved prognosis and long-term survival in solid malignancies, such as ovarian,
colorectal, and pancreatic cancer; hepatocellular carcinoma; malignant melanoma; and
renal cell carcinoma. Tumor-infiltrating lymphocytes can be expanded ex vivo and
reinfused, including durable objective tumor responses in cancers such as melanoma
[Dudley, 2005; Hunder, 2008].

The PD-1 receptor-ligand interaction is a major pathway hijacked by tumors to suppress
immune control. The normal function of PD-1, expressed on the cell surface of activated
T cells under healthy conditions, is to down-modulate unwanted or excessive immune
responses, including autoimmune reactions. PD-1 (encoded by the gene Pdcdl) is an Ig
superfamily member related to CD28 and CTLA-4, which has been shown to negatively
regulate antigen receptor signalling upon engagement of its ligands (PD-L1 and/or PD-
L2) [Greenwald, 2005; Okazaki, 2001].

The structure of murine PD-1 has been resolved [Zhang, 2004]. PD-1 and family
members are type I transmembrane glycoproteins containing an Ig Variable-type (V-type)
domain responsible for ligand binding and a cytoplasmic tail, which is responsible for the
binding of signaling molecules. The cytoplasmic tail of PD-1 contains 2 tyrosine-based
signaling motifs, an immunoreceptor tyrosine-based inhibition motif (ITIM) and an
immunoreceptor tyrosine-based switch motif (ITSM). Following T cell stimulation, PD-
1 recruits the tyrosine phosphatases SHP-1 and SHP-2 to the ITSM motif within its
cytoplasmic tail, leading to the dephosphorylation of effector molecules, such as CD3
zeta (CD3(), protein kinase C-theta (PKCB0), and zeta-chain-associated protein kinase
(ZAP70), which are involved in the CD3 T cell signaling cascade [Okazaki, 2001;
Chemnitz, 2004; Sheppard, 2004; Riley, 2009]. The mechanism by which PD-1 down-
modulates T cell responses is similar to, but distinct from that of CTLA-4, because both
molecules regulate an overlapping set of signalling proteins [Parry, 2005; Francisco,
2010]. As a consequence, the PD-1/PD-L1 pathway is an attractive target for therapeutic
intervention in RRMM.

2.3.2. Pre-Clinical Pharmacology of Pembrolizumab

Therapeutic studies in mouse models have shown that administration of antibodies
blocking PD-1/PD-L1 interactions enhance infiltration of tumor-specific CD8+ T cells
and ultimately lead to tumor rejection, either as a monotherapy or in combination with
other treatment modalities [Hirano, 2005; Blank, 2004; Weber, 2010; Strome,
2003;Spranger, 2014; Curran, 2010; Pilon-Thomas, 2010]. Anti-mouse PD-1 or anti-
mouse PD-L1 antibodies have demonstrated antitumor responses in models of squamous
cell carcinoma, pancreatic carcinoma, melanoma, acute myeloid leukemia and colorectal
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carcinoma [Strome, 2003; Curran, 2010; Pilon-Thomas, 2010; Nomi, 2007; Zhang,
2004]. In such studies, tumor infiltration by CD8+ T cells and increased IFN-y,
granzyme B and perforin expression were observed, indicating that the mechanism
underlying the antitumor activity of PD-1 checkpoint inhibition involved local infiltration
and activation of effector T cell function in vivo [Curran, 2010]. Experiments have
confirmed the in vivo efficacy of anti-mouse PD-1 antibody as a monotherapy, as well as
in combination with chemotherapy, in syngeneic mouse tumor models (see the
Investigator’s Brochure [IB], Keytruda IB, 2021).

2.3.3. Pembrolizumab Background

Pembrolizumab is a potent humanized immunoglobulin G4 (IgG4) monoclonal antibody
(mAb) with high specificity of binding to the PD-1 receptor, thus inhibiting its interaction
with PD-L1 and PD-L2. Based on preclinical in vitro data, pembrolizumab has high
affinity and potent receptor blocking activity for PD-1. Pembrolizumab has an acceptable
preclinical safety profile and is in clinical development as an intravenous (IV)
immunotherapy for advanced malignancies. Keytruda (pembrolizumab) is indicated for
the treatment of patients across a number of indications. For more details on specific
indications refer to the Investigator brochure.

Keynote-183 was a randomized trial which evaluated pomalidomide and low-dose
dexamethasone with or without pembrolizumab in subjects with relapsed and refractory
multiple myeloma. The ORR was 34% in the pembrolizumab containing arm versus 40%
in the control arm without pembrolizumab; however, there was no difference in time-to-
progression between arms. There were 29 deaths in the pembrolizumab arm compared to
21 in the control arm, reflecting an overall survival hazard ratio of 1.61 (95% CI: 0.91,
2.85) [Krauss, 2018]. An analysis conducted with the removal of subjects with high-risk
disease characteristics (high-risk cytogenetics, plasmacytoma and quadruple refractory
status) resulted in a similar number of deaths (n=13) in both arms [Mateos, 2018].

Keynote-185 was a randomized trial which evaluated lenalidomide and dexamethasone
with or without pembrolizumab in subjects with newly diagnosed multiple myeloma. The
ORR was 64% in the pembrolizumab containing arm versus 62% in the control arm
without pembrolizumab; however, there was no difference in time-to-progression
between arms. There were 19 deaths in the pembrolizumab arm compared to 9 in the
control arm, reflecting an overall survival hazard ratio of 2.06 (95% CI: 0.93, 4.55)
[Krauss, 2018].

Refer to the Investigator’s Brochure (IB)/approved labeling for detailed background
information on MK-3475 [KEYTRUDA Product Information, 2018; Keytruda IB, 2021].

2.4. Assessment of Nonclinical Data for Belantamab Mafodotin
when Co-Administered with Pembrolizumab

The current nonclinical and clinical safety information for both belantamab mafodotin
and pembrolizumab, used as single agents, provide support for their use in combination
in the target patient population. Based on the mechanism of action of belantamab
mafodotin (following engagement with both target and the FcyRIIIA, leading to ADCC
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activity and the potential for cytokine release as a result of inflammation secondary to
non-specific cytotoxicity) and the identified potential for pembrolizumab to cause
cytokine release in vitro, there may be a potential risk for cytokine release when these
agents are administered in combination. The risk is considered to be low. To ensure the
safety of subjects, a careful dose escalation of belantamab mafodotin will be
implemented where no more than one subject will be dosed per day.

In addition, the starting dose of belantamab mafodotin in this combination regimen has
been selected to be 1 dose level below a dose that has been shown to be well tolerated
during the belantamab mafodotin monotherapy dose escalation and should provide a
sufficient safety margin when pembrolizumab is added at 200 mg. In addition, close
clinical monitoring will be implemented.

3. OBJECTIVE(S) AND ENDPOINT(S)
Part 1: Dose Escalation
Objectives | Endpoints
Primary
e  To determine safety, tolerability and to e  Percent of subjects with AEs, changes in
establish the RP2D of the combination of clinical signs and laboratory parameters
belantamab mafodotin with pembrolizumabin | e Number of subjects with dose limiting
subjects with RRMM toxicities (DLTs)
Secondary
e  To evaluate clinical activity of the combination | e  Overall Response Rate (ORR), defined as
of belantamab mafodotin and pembrolizumab the percentage of subjects with a confirmed
in subjects with RRMM partial response (PR) or better (i.e., PR, very
good partial response [VGPR], complete
response [CR] and stringent complete
response [sCR]), according to the
International Myeloma Working Group
(IMWG) Response Criteria [Kumar, 2016].
e  To evaluate the pharmacokinetic profile of e Pharmacokinetic parameters following IV
belantamab mafodotin when administered administration as data permit.

intravenously in combination with
pembrolizumab’

e  To assess anti-drug antibodies (ADAs) e Incidence and titers of ADAs against
against belantamab mafodotin belantamab mafodotin
Exploratory
e  Toassess Minimal Residual Disease (MRD) | e  Minimal Residual Disease (MRD) negativity
in subjects who achieve ZVGPR or better rate, defined as: the percentage of subjects
who are MRD negative in subjects who
achieve VGPR or CR
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Objectives

Endpoints

To characterize the relationship between
clinical response and other biologic
characteristics

BCMA expression levels on malignant cells,
serum sBCMA levels, serum cytokines, and
immune cell characterization and their
relationship to clinical response (Protein,
RNA, DNA analysis)

To investigate the relationship between
genetic variants in the host and response to
belantamab mafodotin in combination with
pembrolizumab

Possible relationship between host genetic
variation and response to belantamab
mafodotin in combination with pembrolizumab

To evaluate the tolerability of belantamab
mafodotin in combination with pembrolizumab
based on patient self-report of symptomatic
adverse effects

Symptomatic adverse effects as measured by
the Patient-reported outcome version of the
Common Term Criteria for Adverse Events
(PRO-CTCAE)

Impact of ocular adverse effects on quality of
life as measured by the Visual Function
questionnaire(s): National Eye Institute 25-
item Visual Function Questionnaire (NEI-
VFQ-25) and Ocular Surface Disease Index
(OSDI)

To evaluate disease and treatment related
symptoms and associated impacts on
function and health-related quality of life

Exit Interview

1.

PK and ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be

triggered only in case of unexpected clinical findings.

Part 2: Expansion

Objectives

Endpoints

Primary

To assess the clinical activity of the
combination treatment with belantamab
mafodotin and pembrolizumab in subjects
with RRMM

Overall Response Rate (ORR), defined as
the percentage of subjects with a confirmed
PR or better (i.e., PR, VGPR, CR and sCR),
according to the IMWG Response Criteria
[Kumar, 2016].

Secondary

To further evaluate the safety of belantamab
mafodotin administered in combination with
pembrolizumab in subjects with RRMM

Number (percent) of subjects with AEs,
changes in clinical signs and laboratory
parameters

Ocular finding on ophthalmic exam

To further assess the clinical activity of the
combination treatment with belantamab
mafodotin and pembrolizumab in subjects
with RRMM

Clinical benefit rate (CBR), defined as the
percentage of subjects with a confirmed
minimal response (MR) or better per IMWG

Duration of response (DoR), defined as: the
time from first documented evidence of PR or
better, to the time when disease progression
(PD) is documented per IMWG,; or death due
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Objectives

Endpoints

to PD occurs among subjects who achieve an
overall response, i.e. confirmed PR or better

Time to response (TTR), defined as: the time
between the date of first dose and the first
documented evidence of response (PR or
better) among subjects who achieved a
confirmed response of PR or better

Time to best response, defined as the time
between the date of first dose and the first
best documented response (PR or better)
among subjects who achieved a confirmed
response of PR or better

Progression-free survival (PFS), defined as:
the time from first dose until the earliest date
of PD per IMWG, or death due to any cause

Time to disease progression (TTP), defined
as: the time from first dose until the earliest
date of PD per IMWG, or death due to PD

Overall Survival (OS), defined as the time
from first dose until death due to any cause

To evaluate the pharmacokinetic profile of
belantamab mafodotin when administered
intravenously in combination with
pembrolizumab’

Pharmacokinetic parameters following IV
administration as data permit.

To assess ADAs against belantamab
mafodotin’

Incidence and titer of ADA to belantamab
mafodotin

Exploratory

To assess Minimal Residual Disease (MRD)
in subjects who achieve 2VGPR or better

Minimal Residual Disease (MRD) negativity
rate, defined as: the percentage of subjects
who are MRD negative in subjects who
achieve VGPR or CR

To characterize the relationship between
clinical response and other biologic
characteristics

BCMA expression levels on malignant cells,
serum sBCMA levels, serum cytokines, and
immune cell characterization and their
relationship to clinical response (Protein,
RNA, DNA analysis).

To investigate the relationship between
genetic variants in the host and response to
belantamab mafodotin in combination with
pembrolizumab

Possible relationship between host genetic
variation and response to belantamab
mafodotin administered in combination with
pembrolizumab

To explore the effect of belantamab
mafodotin in combination with pembrolizumab
on symptoms and health-related quality of life
in subjects with RRMM

Changes from baseline in symptoms and
health-related quality of life as measured by
the European Organisation for Research and
Treatment of Cancer Quality of Life
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Objectives Endpoints

Questionnaire 30-item Core Module (EORTC-
QLQ-C30) and European Organisation for
Research and Treatment of Cancer Quality of
Life Questionnaire 20-item Multiple Myeloma
Module (EORTC-QLQ-MY20)

e To evaluate the tolerability of belantamab o  Symptomatic adverse effects as measured by
mafodotin in combination with pembrolizumab the PRO-CTCAE
based on patient self-report of symptomatic e  Impact of ocular adverse effects on quality of
adverse effects life as measured by the Visual Function
questionnaire(s): NEI-VFQ-25 and OSDI
e  To evaluate disease and treatment related o  Exit Interview

symptoms and associated impacts on
function and health-related quality of life

1. PKand ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be
triggered if unexpected clinical findings have been identified.

36



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

4. STUDY DESIGN
4.1. Overall Design

This is a phase I/, single arm, open label, two-part study to determine the RP2D of
belantamab mafodotin administered in combination with 200 mg of pembrolizumab, and
to evaluate safety and clinical activity of the combination in subjects with RRMM. The
study will be conducted in two parts: Part 1: dose escalation of belantamab mafodotin
with a constant dose of pembrolizumab at 200 mg, and Part 2: expansion cohort at RP2D
of belantamab mafodotin in combination with 200 mg pembrolizumab. A total of up to
40 evaluable subjects with RRMM will be enrolled into this study (up to 12 in Part 1, and
28 in Part 2).

4.2. Study Treatment and Duration
4.21. Study Treatment
The treatment schematic is depicted in Figure 1.

This is a single arm, open label study. Subjects in Part 1 and in Part 2 will receive
belantamab mafodotin and pembrolizumab via IV infusion on day 1 of each 21-day cycle.
Belantamab mafodotin will be administered first, as an IV infusion, followed by at least 1
hour rest. Refer to the SRM for details on belantamab mafodotin infusion. Provided there
is no infusion related reaction (IRR) warranting a prolonged interval between dosing,
pembrolizumab will be administered as second drug over approximately 30 min via [V
infusion. If a subject develops IRR during or after belantamab mafodotin infusion, he or
she will be treated according to institutional guidelines. In such cases the infusion of
pembrolizumab may have to be delayed until IRR has recovered to Grade 1 or less, and
investigator considers it safe to continue with infusion with pembrolizumab. The infusion
of pembrolizumab may be delayed for up to the +3 day window from scheduled visit to
allow for recovery of IRR, and to accommodate scheduling conflicts. If a subject does not
recover from IRR to Grade 1 or less within the +3 day window, the dosing of
pembrolizumab will be skipped in a given cycle, and may be resumed in the next cycle.

Figure 1 Study Treatment Schematic
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Dosing:

-Belantamab mafodotin and pembrolizumab on D1 of each cycle
-Belantamab mafodotin first, Pembrolizumab as second iv infusion (1hr apart)
-If IRR related to GSK2857916, the PD1 dosing will be delayed

-Max treatment duration: 35 cycles combination treatment
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4.2.2. Duration of Treatment

Subjects will be treated until disease progression, intolerable toxicity, informed consent
withdrawal, or for a maximum of 35 cycles (approximately 2 years).

After the study treatment discontinuation, subjects will undergo end of treatment
assessments 30 days (£7 days) after the last dosing, or prior to the start of new anti-
cancer treatment (whichever occurs first). Subjects who discontinued treatment for
reasons other than PD, will be followed up every 3 weeks until confirmed PD, initiation
of a new anticancer therapy or death. All subjects with confirmed PD will be followed for
OS and subsequent anti-cancer therapy every 3 months until the end of study. End of
study is defined in Section 5.5.2.

4.2.3. Part 1: Dose-Escalation

Part 1 dose escalation will characterize the safety and tolerability of escalating doses of
belantamab mafodotin in combination with 200 mg pembrolizumab to establish the
RP2D. In the currently ongoing FTIH study (ClinicalTrials.gov Identifier:
NCT02064387), no DLTs were observed up to the highest tested dose level of 4.6 mg/kg
of belantamab mafodotin and 3.4 mg/kg was selected as RP2D dose. The following dose
levels of belantamab mafodotin in combination with 200 mg pembrolizumab are to be
tested in this study: 2.5 mg/kg and 3.4 mg/kg (as outlined in Figure 2). Additionally,
other dose levels may also be tested if emerging data suggests a beneficial risk/benefit
profile at those dose levels. The RP2D from the monotherapy FTIH study (3.4 mg/kg
(ClinicalTrials.gov Identifier: NCT02064387)) will not be exceeded in this combination
study. During the dose escalation, at least 3 evaluable subjects will be tested per dose
level, and escalation will be guided by the modified Toxicity Probability Interval (mTPI)
approach.

Figure 2 Dose Escalation Schematic for Part 1
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The mTPI design assumes the true underlying toxicity rate for maximum tolerated dose
(MTD) of belantamab mafodotin falls within the range from 25% to 35% and centered at
30%. The monitoring rules for guiding dose escalations are provided in Table 1.
Columns provide the numbers of subjects treated at the current dose level, and rows
provide the corresponding numbers of subjects experiencing toxicity. The entries of the
table are dose-finding decisions (i.e., E, S, and D) representing escalating the dose,
staying at the same dose, and de-escalating the dose. In addition, decision U means that
the current dose level is unacceptable because of high toxicity; the current dose level and
any higher dose level should be excluded from the trial. For example, when one of three
subject’s experiences toxicity, the decision can be located at row 1 and column 3, which
is S — to stay at the current dose level. Consequently, the next cohort of subjects will be
treated at the same dose level currently being used. If 0 of 3 subjects experiences
toxicity, the decision is at row 0 and column 3, which is E — to escalate. Thus, the next
cohort of subjects will be treated at the next-higher dose level. If three of three subjects
experiences toxicity, the decision is DU — to de-escalate to the next-lower dose level, and
exclude the current dose and any higher dose from the trial, because the high toxicity
level is unacceptable. In dose escalation (E)/de-escalation (D), no dose skipping is
allowed.

Table 1 Dose-Escalation Monitoring Rules for Part 1 Using the mTPI Method
Number of Subjects treated at current dose
1 2 3 4 5 6
" 0 E E E E E E
r 1 S S S S E
E 2 DU S S S
° 3 DU DU S
2 4 DU DU DU
£ 5 DU DU
z 6 DU

The table was generated based on a beta/binomial model and precalculated before trial initiation.
The letters in different colors are computed based on the decision rules under the mTPI method
and represent different dose-finding actions. In addition to actions de-escalate the dose (D), stay
at the same dose (S), and escalate the dose (E), the table includes action unacceptable toxicity
(DU), which is defined as the execution of the dose-exclusion rule in mTPI. Excerpted from Ji et
al . [Ji, 2010]

The DLT observation period for subjects in Part 1 is 21 days after the first dose of the
study treatment. The complete safety data from DLT observation period of at least 3
subjects are needed for dose escalation decisions. Subjects who have only received
belantamab mafodotin or have been withdrawn from the study for reasons other than
toxicity but prior to completion of DLT observation period will be replaced.

In Part 1, dose escalation/de-escalation decisions will take into account all available
safety and tolerability data. The decisions will be informed by the mTPI approach and
will occur following review of these data and joint discussion by the GSK Study Team
and investigators.

The dosing may be adjusted to expand any cohort to further evaluate safety at a given
dose level, or to add cohorts to evaluate additional, intermediate dose levels of
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GSK2858916 after discussion between GSK study team and investigators. The study
procedures for these additional subject(s) or cohort(s) will be the same as that described
in Section 5 and Section 7. The dose of pembrolizumab will be kept constant at 200 mg
throughout the study.

4.2.31. Dose-Limiting Toxicity Criteria (Part 1 only)

Any subject in Part 1 who received at least one treatment cycle of belantamab mafodotin
in combination with pembrolizumab will be evaluated for DLTs.

All toxicities will be graded using National Cancer Institute (NCI) CTCAE Version 4.03
[NCI, 2010]. In addition, for belantamab mafodotin treatment related corneal events, the
GSK Grading Scale (Appendix 9) should be used for evaluation of DLT.

A DLT is defined as an AE that meets at least one of the criteria defined below and is
considered by the investigator to be clinically relevant and attributed (definitely,
probably, or possibly) to the study therapy during the 21 day DLT observation period.

e Any Grade 4 non-hematologic toxicity
¢ Any Grade 3 non-hematologic toxicity, with the following exceptions (i.e., the
following will not be considered a DLT): Grade 3 diarrhea, nausea or vomiting that
responds to standard of care within 72 hours; Grade 3 hypertension (controlled
following addition of 1 antihypertensive medication); and Grade 3 tumor lysis
syndrome
e Any Grade 3 or greater non-hematologic laboratory value if either:
e The laboratory abnormality persists for >48 hrs despite supportive treatment or,
e The abnormality leads to hospitalization
e Hematologic toxicity:
e Grade 4 hematologic toxicity lasting >7 days, except thrombocytopenia:
e Grade 4 thrombocytopenia of any duration
e Grade 3 thrombocytopenia associated with clinically significant bleeding
e Grade 3 or greater febrile neutropenia lasting >48 hours despite adequate
treatment:

e Nephrotoxicity requiring dialysis, and is not considered to be due to disease under
study (i.e., myeloma) based on investigator’s assessment

e Liver toxicity meeting pre-specified GSK liver stopping criteria (see Section 5.4.1.1)

e Prolonged delay (>14 days) in initiating Cycle 2 due to any treatment
(pembrolizumab or belantamab mafodotin) related toxicity, with the exception of
Grade 1-2 corneal events (GSK grading scale for belantamab mafodotin treatment
related corneal events; Table 17)

Any treatment-related toxicity that causes the subject to discontinue treatment during
Cycle 1
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e Any other toxicity considered to be dose-limiting that occurs beyond 21 days will be
considered in the selection of the dose to recommend for expansion cohorts
e Any other event which in the judgment of the investigator and GSK Medical Monitor
is considered to be a DLT

A subject who develops a DLT will be allowed to continue on study treatment if the
toxicity did not meet predefined stopping criteria (Section 5.4) and recovered to < Grade
1 within 14 days, if the investigator and medical monitor agree that for a given subject
the potential benefits may outweigh the risks.

4.2.3.2. Completion of Dose Escalation and the Recommended Phase 2 Dose
(RP2D)

The dose escalation will complete when RP2D is determined. A dose level at or below
the pre-specified max dose of 3.4 mg/kg may be selected as RP2D in combination with
the fixed dose of 200 mg pembrolizumab. All available data from Part 1 will be analyzed.
The totality of the data including, but not be limited to, safety, available PK profile, and
observed signs of clinical activity will be considered for the RP2D selection of
belantamab mafodotin to be administered in combination with pembrolizumab. If
necessary, alternative doses and schedules can be explored to determine additional
clinically active regimens.

Once the RP2D has been identified, an expansion cohort (Part 2) will open for enrollment
of up to 28 subjects with RRMM in order to confirm the safety profile and to evaluate the
clinical activity of the combination.

If necessary, alternative schedules and/or additional dose(s) of belantamab mafodotin can
be explored after RP2D is identified.

4.3. Type and Number of Subjects

The study will enroll adult subjects with RRMM, who have undergone stem cell
transplant, or are considered transplant ineligible, and who have been previously treated
with at least 3 prior lines that include the following: an immunomodulatory agent (i.e.
lenalidomide or pomalidomide), proteasome inhibitor (i.e. bortezomib, ixazomib or
carfilzomib) and an anti-CD38 antibody alone or in combination. Line of therapy are
defined by consensus panel of the International Myeloma Workshop [Rajkumar, 2011].

Overall, it is estimated that up to 40 evaluable subjects will be enrolled in this two-part
study (up to 12 in Part 1, and 28 in Part 2).

44. Design Justification

This is the first clinical study in which belantamab mafodotin will be administered in
combination with pembrolizumab. Therefore, a two-part study design is implemented to
allow for careful safety assessments during dose escalation. Part 1 will consist of dose
escalation to establish the RP2D of belantamab mafodotin in combination with 200 mg of
pembrolizumab. Once RP2D has been established, Part 2 will enroll an additional 28
subjects with RRMM to further confirm safety and to assess the clinical activity of the
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combination at the RP2D of belantamab mafodotin. Futility analyses will be conducted
from when response data is available from 10 subjects. Details of the futility analysis are
described in Section 9.5.2.

4.5. Dose Justification
451. Belantamab Mafodotin Starting Dose Justification

The starting dose for belantamab mafodotin will be 2.5 mg/kg administered intravenously
Q3W on Day 1 of each 21-day Cycle. Careful dose escalation and monitoring will be
implemented to protect subjects’ safety throughout the study.

The 2.5 mg/kg dose is considered to be appropriate starting dose for combination with a
fixed dose of 200 mg pembrolizumab:

. The starting dose of 2.5 mg/kg is one dose level below the 3.4 mg/kg, which had
an acceptable safety profile in FTIH trial;

. Per currently available data, it is anticipated that the starting dose of 2.5 mg/kg
will be well tolerated and is not expected to result in an excessive toxicity;
J Based on the non-specific clearance mechanism with large capacity of both:

belantamab mafodotin and pembrolizumab, the likelihood for drug-drug
interactions from combining belantamab mafodotin with pembrolizumab is low.

4.5.2. Pembrolizumab Dose Justification

The dose of pembrolizumab for this study is 200 mg every 3 weeks (Q3W). Based on the
totality of data generated in the Keytruda development program, 200 mg Q3W is the
appropriate dose of pembrolizumab for adults across all indications. As outlined below,
this dose is justified by:

* Clinical data from 8 randomized studies in melanoma and NSCLC indications
demonstrating flat dose- and exposure-efficacy relationships from 2 mg/kg Q3W
to 10 mg/kg every 2 weeks (Q2W), representing an approximate 5 to 7 fold
exposure range (refer to the IB) [Keytruda IB, 2021].

* Population PK analysis showing that both fixed dosing and weight-based dosing
provides similar control of PK variability with considerable overlap in the
distributions of exposures, supporting suitability of 200 mg Q3W.

* Clinical data showing meaningful improvement in benefit-risk including overall
survival at 200 mg Q3 W across multiple indications, and

* Pharmacology data showing full target saturation in both systemic circulation
(inferred from PK data) and tumor (inferred from physiologically-based PK
[PBPK] analysis) at 200 mg Q3W.

Among the 8 randomized dose-comparison studies, a total of 2262 subjects were enrolled
with melanoma and non-small cell lung cancer (NSCLC), covering different disease
settings (treatment naive, previously treated, PD-L1 enriched, and all-comers) and different
treatment settings (monotherapy and in combination with chemotherapy). Five studies
compared 2 mg/kg Q3W versus 10 mg/kg Q2W (KNO0O1 Cohort B2, KN0O1 Cohort D,
KN002, KNO010, and KN021), and 3 studies compared 10 mg/kg Q3W versus 10 mg/kg
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Q2W (KNOO1 Cohort B3, KNO00O1 Cohort F2 and KNO006). All of these studies
demonstrated flat dose- and exposure-response relationships across the doses studied
representing an approximate 5- to 7.5-fold difference in exposure. The 2 mg/kg (or 200 mg
fixed-dose) Q3W provided similar responses to the highest doses studied. Subsequently,
flat dose-exposure-response relationships were also observed in other tumor types
including head and neck cancer, bladder cancer, gastric cancer and classical Hodgkin
Lymphoma, confirming 200 mg Q3W as the appropriate dose independent of the tumor
type. These findings are consistent with the mechanism of action of pembrolizumab, which
acts by interaction with immune cells, and not via direct binding to cancer cells.

Additionally, pharmacology data clearly show target saturation at 200 mg Q3W. First, PK
data in KNOOI evaluating target-mediated drug disposition (TMDD) conclusively
demonstrated saturation of PD-1 in systemic circulation at doses much lower than 200 mg
Q3W. Second, a PBPK analysis was conducted to predict tumor PD-1 saturation over a
wide range of tumor penetration and PD-1 expression. This evaluation concluded that
pembrolizumab at 200 mg Q3W achieves full PD-1 saturation in both blood and tumor.

Finally, population PK analysis of pembrolizumab, which characterized the influence of
body weight and other subject covariates on exposure, has shown that the fixed-dosing
provides similar control of PK variability as weight based dosing, with considerable
overlap in the distribution of exposures from the 200 mg Q3W fixed dose and 2 mg/kg
Q3W dose. Supported by these PK characteristics, and given that fixed-dose has
advantages of reduced dosing complexity and reduced potential of dosing errors, the
200 mg Q3W fixed-dose was selected for evaluation across all pembrolizumab protocols.

4.6. Benefit: Risk Assessment
Pembrolizumab

Specific information regarding warnings, precautions, contraindications, adverse events,
and other pertinent information on pembrolizumab that may impact subject eligibility is
provided in the pembrolizumab approved labelling. For detailed background information
on pembrolizumab refer to [Keytruda SmPC, 2017 and KEYTRUDA PI, 2018, Keytruda
IB, 2021].

Belantamab Mafodotin

Summaries of non-clinical findings and information regarding warnings, precautions,
contraindications, adverse events, and other pertinent information on belantamab
mafodotin that may impact subject eligibility is provided in the Investigator’s Brochure
[GlaxoSmithKline Document Number 2013N175128-09, 2021]
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4.6.1. Risk Assessment

The risk assessment and risk mitigation plan for belantamab mafodotin and study
procedures are summarized in Table 2. Refer to Table 5 for pembrolizumab guidance.

There is a risk of overlapping toxicities with the combination of belantamab mafodotin
and pembrolizumab. Potential overlapping toxicities and risk mitigation plans are
provided in Table 2. The frequency and intensity of these assessments will allow
Investigators and GSK to identify and to react to potential worsening of toxicities.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Potential overlapping toxicities for belantamab mafodotin in combination with pembrolizumab)

Keratopathy (changes
to the corneal
epithelium, potentially
resulting in vision
changes)

Eye disorders
associated with
pembrolizumab

Belantamab mafodotin: Changes in corneal epithelium on ocular
examination have been frequently observed with belantamab mafodotin.
This was most commonly associated with: blurred vision, dry eyes,

photophobia, and changes in visual acuity.

Participants with a history of dry eye were more prone to develop

changes in the corneal epithelium.

Based on available follow-up data, visual acuity returned to, or near
baseline in most cases and no permanent loss of vision reported.

Pembrolizumab: Eye disorders including dry eye, uveitis, and rarely

Vogt-Koyanagi-Harada syndrome, have been reported with
pembrolizumab.

Active monitoring for corneal events according to Table 4.

Timely evaluation and management by an ophthalmologist
(or an optometrist if an ophthalmologist is not available)
upon developing corneal related events (see Section 6.5.1
and Appendix 9).

In the event of new-onset eye-related symptoms (such as
pain, significant loss of visual acuity, or bothersome foreign
body sensation), participants are to urgently seek medical
attention by a qualified eye care specialist (appropriate
testing includes slit lap examination [includes fluorescein
staining] and measurement of visual acuity). Appropriate
management should be initiated immediately as defined in
Section 6.5.1.

Recommendations for dose delays / reductions are provided
in Section 6.5.1.

Infusion related
reaction

Belantamab mafodotin: IRRs were reported in patients treated with
belantamab mafodotin. Most IRRs observed to date were Grade 1 to 2

and manageable with medical treatment.

Pembrolizumab: Pembrolizumab may cause severe or life threatening
infusion-reactions including severe hypersensitivity or anaphylaxis.
Signs and symptoms usually develop during or shortly after drug

Subjects will be closely monitored for signs of IRR.
Premedication prior to first infusion of belantamab mafodotin
is not mandatory but may be considered based on
investigator judgement.

If an IRR occurs during belantamab mafodotin
administration, management may follow guidance in Table 4

45



TMF-14344600

CONFIDENTIAL

205207
Protocol Amendment 04

Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

infusion and generally resolve completely within 24 hours of completion
of infusion.

or local standard of care. Management of pembrolizumab
infusion reactions is provided in Table 6.

Thrombocytopenia

Belantamab mafodotin: Thrombocytopenic events of all grades (1-4)
are among the most common AEs associated with belantamab
mafodotin.

Pembrolizumab: Thrombocytopenia has been reported with
pembrolizumab therapy.

Hematological panels are assessed frequently. Supportive
therapy (including transfusions) is provided according to
standard medical practice, and dose reductions or treatment
discontinuations are outlined in Section 6.5.

Neutropenia

Belantamab mafodotin: Neutropenic events, including febrile
neutropenia have been observed with treatment with belantamab
mafodotin,

In a study of belantamab mafodotin in combination with lenalidomide/
dexamethasone, two fatal cases of severe infections associated with
neutropenia have been observed.

Pembrolizumab: Neutropenia has been reported with pembrolizumab
therapy.

Hematological panels are assessed frequently.

Consider prophylactic antibiotics, per physician discretion
and local institutional guidance, in subjects with Grade 3-4

neutropenia SIS cven if afebrile.

Immediately hospitalize subjects with febrile neutropenia
and initiation appropriate management, per local institutional
guidance.

Consider additional supportive treatment(s) per local
practice (e.g., growth factors).

Dose reductions or treatment discontinuations are outlined
in Section 6.5

Potential for
cardiotoxicity related
to an inflammatory

Belantamab mafodotin: Nonclinical studies, predominantly in monkey,
increased activation of macrophages was noted in a number of organs
at 23 mg/kg/week, reflective of a systemic inflammatory response.
Minimal inflammatory changes (inflammatory cell infiltrate and/or

Subjects with significant cardiac risk factors will be excluded
from study participation.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

response with
belantamab mafodotin

Cardiac disorders
associated with
pembrolizumab

haemorrhage) were also noted in hearts (atrial epicardium, ventricle
endocardium) of single monkeys, which were nonadverse and
reversible.

Incidence of cardiac events reported to date with belantamab mafodotin
was relatively low and mostly grade 1-2.

Pembrolizumab: Cardiac disorders including pericarditis, pericardial
effusion, and myocarditis, have been reported with pembrolizumab
therapy.

Close monitoring of vital signs and ECG, troponin, and
ECHO will be performed.

Treatment as medically indicated. Monitoring of other
cardiac parameters as clinically indicated.

Dose modifications for myocarditis with pembrolizumab are
provided in Table 5.

dose dependent and reversible primary glomerular injury and tubular
degeneration (in rat and monkey), accompanied by large molecular
proteinuria (albuminuria) and enzymuria. Single cell necrosis of the
kidney and bladder urothelium was also noted in the 13-week monkey
study. Severe tubular degeneration/regeneration and marked
glomerulonephritis exacerbated by immune complex disease, likely

Hepatotoxicity Belantamab mafodotin: In nonclinical studies liver is a target organ for | Only subjects with well-preserved liver function per the
toxicity, with increased liver weights and/or raised hepatobiliary enzymes | inclusion/exclusion criteria will be allowed on study.
and transaminases observed | both rat and monkey. These changes in
the liver were without clinical consequence in the shorter duration Subjects with Hepatitis B (HBV) and C will be excluded.
studies and in the rat 13-week study. In the monkey 13-week study,
progression of liver toxicity to include minimal multifocal hepatocellular Liver function tests will be frequently monitored. In case of
necrosis was observed at all doses administered (=3 mg/kg/week). liver abnormalities, management will be implemented
. . : , . according to clinical practice. Subjects that meet liver
Mild elevations of liver enzymes have been reported in some patients . o . ) .
ireated with belantamab mafodotin. iﬁgslng criteria (Section 5.4.1.1) will be withdrawn from the
Pembrolizumab: Hepatitis has been reported with pembrolizumab
treatment.
Nephrotoxicity Belantamab mafodotin: Non-clinical safety studies have demonstrated | Subjects will be monitored for kidney function by assessing

creatinine, eGFR, electrolytes, and albumin/creatinine
rations (spot urine).

Subjects will be educated about the need of maintaining
adequate urinary output.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

associated with ADA, led to the early euthanasia of one monkey
following 5 weekly doses of 10 mg/kg.

Increased albumin/creatinine ratio (albuminuria) not indicative of disease
progression has been reported in clinical trials and named patient
programs with belantamab mafodotin.

Pembrolizumab: Renal disorders, including nephritis and acute kidney
injury, have been reported with pembrolizumab treatment.

Management will be implemented according to clinical
practice.

Dose reductions and treatment stopping criteria will be
applied according to Section 6.5.

Dose modifications for nephritis and renal dysfunction with
pembrolizumab are provided in Table 5.

Pulmonary toxicity
(pneumonitis)

Belantamab mafodotin: Nonclinical safety experiments have
demonstrated the presence of progressive microscopic changes in the
lungs (prominent alveolar macrophages associated with eosinophilic
material; mixed perivascular/neutrophilic inflammation) in rats at all
doses tested.

Cases of pneumonitis, including fatal events, have been observed with
belantamab mafodotin although a causal association has not been
established.

Pembrolizumab: Pneumonitis has been reported with pembrolizumab
treatment.

Monitoring for clinical signs and symptoms potentially
related to pulmonary toxicity. If a participant experiences
new or worsening pulmonary symptoms, (e.g., cough,
dyspnea) without obvious etiology, appropriate diagnostic
evaluation should performed (see protocol section 6.5.1)
and further treatment with belantamab mafodotin delayed
(refer to protocol section 6.5.1).

An overall benefit/risk assessment should be considered for
the participant prior to continuing belantamab mafodotin
treatment.

Dose modifications for pembrolizumab are provided in Table
5.

48



TMF-14344600

CONFIDENTIAL

205207
Protocol Amendment 04

Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Potential for Other
Laboratory
abnormalities

Belantamab mafodotin: An increased magnitude of AST relative to
ALT consistent with increased skeletal troponin | was observed in the
single dose monkey study. Increased skeletal troponin | and/or creatine
kinase and aldolase was observed in the rat 3-week study.

Cases of elevated aspartate aminotransferase (AST), lactic
dehydrogenase (LDH) and creatine kinase (CK) alone or concomitant
with no clear clinical correlate have been observed in clinical studies.

Pembrolizumab: AST and ALT increase have been reported with
pembrolizumab treatment.

Laboratory parameters will be monitored as outlined in
Section 7.

Subjects with significant laboratory elevations (=x3 ULN)
should, where possible, have a sample sent to central
testing of CK and LDH isoenzyme levels.

Dose modifications for pembrolizumab ALT and AST
elevations are provided in Table 5.

Embryo-Fetal Toxicity

Belantamab mafodotin: Nonclinical reproductive studies with
belantamab mafodotin have not been conducted. Embryo-fetal toxicity is
expected due to the cytotoxic component, cys-mcMMAF via nonspecific
uptake and/or BCMA-mediated toxicity (due to reports of BCMA
expression in human placental cells [Langat, 2008]).

Use of belantamab mafodotin in pregnant women may cause fetal harm.
Pembrolizumab: Animal reproduction studies have not been conducted
with pembrolizumab; however, in murine models of pregnancy blockade
of PD-L1 signaling has been shown to disrupt tolerance to the foetus
and to result in an increased fetal loss. These results indicate a potential
risk, based on its mechanism of action, that administration of
pembrolizumab during pregnancy could cause fetal harm, including
increased rates of abortion or stillbirth.

See Contraception requirements in Section 6.11.1.

Risks Related to Belantamab mafodotin not listed under potential overlapping toxicities

Immunosuppression

In non-clinical studies belantamab mafodotin has been associated with
decrease in immunoglobulins in monkeys at all doses. An increase in

Subjects who have active infection will be excluded.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

immunoglobulins was seen in rats (rats are not an antigen specific
species for belantamab mafodotin).

MM subjects frequently are immunodeficient due to the underlying
condition. Assessment of changes in immunoglobulin levels is
challenging in patients with MM.

Subjects will be monitored for infections and those who
develop infection will receive immediate treatment according
to standard practice.

Impaired Male and
Female Fertility

In animal studies, belantamab mafodotin treatment has resulted in
testicular toxicity and adverse effects on spermatogenesis. Reversibility
of testicular and ovarian toxicity is unknown at this time.

Ovarian toxicity (luteinized non-ovulatory follicles) was observed in a 3-
week rat study (weekly dosing) and was not observed following

12 weeks off dose. In a 13-week rat study where drug was administered
once every 3 weeks, these changes were not observed.

Men who may wish to father children in the future will be
advised to have sperm samples frozen and stored before
treatment.

Women of child bearing potential who may desire offspring
in the future will be counselled about the option of having
eggs frozen before treatment.

See Contraception requirements in Section 6.11.1

Study Procedures

Bone marrow
aspiration/biopsy

Pain, infection, bleeding may occur after the procedure

Subjects will be treated according to institution’s practice

Incidental findings
during imaging data
acquisition

During the acquisition of imaging data (e.g.., MRI, CT, PET, ECHO),
non-MM disease or drug related clinical abnormalities could be found by
the radiographer or echocardiographer performing the exams.

Copies of all medical images that include non-disease, and
clinically relevant abnormalities will be shared with the site
for storage.
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4.6.2. Benefit Assessment

Currently there is no cure for MM, and after exhausting available treatment options
patients frequently relapse, become refractory, and ultimately die of their disease. This
study will test a novel combination of belantamab mafodotin and pembrolizumab to
assess safety, tolerability and clinical activity of this treatment. Belantamab mafodotin
has been shown to induce immunogenic cell death phenomenon of MM cells in vitro,
which provides a rationale for testing it in combination with pembrolizumab. It is
reasonable to hypothesise that such combination will benefit MM patients, who are
refractory to currently available treatments.

4.6.3. Overall Benefit: Risk Conclusion

Although there is limited human experience with belantamab mafodotin, and no clinical
experience with the combination of belantamab mafodotin with pembrolizumab, given
the currently available safety data and the low likelihood of drug-drug interactions
between belantamab mafodotin and pembrolizumab, combination therapy may have an
acceptable safety profile. Additionally, the combination may provide anti-tumor effect in
subjects with MM; but this is unknown.

Of note, excess deaths were noted with pembrolizumab in combination with lenalidomide
and dexamethasone (Keynote-185) or in combination with pomalidomide and
dexamethasone (Keynote-183) leading the FDA to suspend these phase 3 trials, in
addition to other trials of anti-PD[L] therapies in combination with immunomodulatory
agents in myeloma or non-Hodgkin’s lymphoma were suspended . Please refer to Section
2.3.3 for additional information. This statement does not apply to patients taking
KEYTRUDA (pembrolizumab) for an approved indication. The safety and efficacy of
using KEYTRUDA (pembrolizumab) for approved, on-label uses have been proven.
(www.fda.gov/Drugs/DrugSafety/ucm574305.htm). Considering the measures taken and
described in Section 7, to minimize risk to subjects, the potential risks associated with
belantamab mafodotin in combination with pembrolizumab noted in Section 4.6.1 are
justified by the anticipated benefits that may be afforded to subjects with MM.
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5. SELECTION OF STUDY POPULATION AND
WITHDRAWAL CRITERIA

Specific information regarding warnings, precautions, contraindications, adverse events,
and other pertinent information on belantamab mafodotin that may impact subject
eligibility is provided in the Investigator’s Brochure [GlaxoSmithKline Document
Number 2013N175128 09, 2021].

Specific information regarding warnings, precautions, contraindications, adverse events,
and other pertinent information on pembrolizumab that may impact subject eligibility is
provided in the pembrolizumab approved labelling. For detailed background information
on pembrolizumab refer to [Keytruda SmPC,2017 and KEYTRUDA PI, 2018].

Deviations from inclusion and exclusion criteria are not allowed because they can
potentially jeopardize the scientific integrity of the study, regulatory acceptability or
subject safety. Therefore, adherence to the criteria as specified in the protocol is essential.

5.1. Inclusion Criteria

Subjects eligible for enrolment in the study must meet all of the following criteria:

1. Provide signed written informed consent, which includes compliance with the
requirements and restrictions listed in the consent form

2. Male or female, 18 years or older (at the time consent is obtained)

3. Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1
(Appendix 2)

4. Subjects must:

e Has histologically or cytologically confirmed diagnosis of MM, as defined by
IMWG, 2014 [Rajkumar, 2014], and
e Has undergone stem cell transplant or is considered transplant ineligible, and
e Has been treated with at least 3 prior lines of prior anti-myeloma treatments
including an IMiD (eg. lenalidomide or pomalidomide), a proteasome
inhibitor (eg. bortezomib, ixazomib or carfilzomib) and an anti-CD38
antibody alone or in combination. Line of therapy are defined by consensus
panel of the International Myeloma Workshop [Rajkumar, 2011].
e Has measurable disease defined as one the following:
a) Serum M-protein >0.5 g/dL (=5 g/L)
b) Urine M-protein >200 mg/24h
¢) Serum FLC assay: Involved FLC level >10 mg/dL (=100 mg/L) and an
abnormal serum free light chain ratio (<0.26 or >1.65)
5. Subjects with a history of autologous stem cell transplant are eligible for study
participation provided the following eligibility criteria are met:

a) transplant was > 100 days prior to study enrolment

b) no active infection (s)

C) subject meets the remainder of the eligibility criteria outlined in this
protocol

6. Adequate organ system functions as defined in Table 3
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Table 3 Adequate Organ System Function
System | Laboratory Values

Hematologic

Absolute neutrophil count (ANC)? >1.0 X 10%L

Hemoglobin > 8.0 g/dL

Platelets >75 X 109L

Hepatic

Total bilirubin <1.5X ULN
(Isolated bilirubin >1.5 xULN is acceptable if
bilirubin is fractionated and direct bilirubin <35%)

AST and ALT <2.5XULN

Renal

eGFR? >40 mL/min

Spot urine (albumin creatinine ratios) <500 mg/g (56 mg/mmol)

Cardiac

LVEF (Echo) >50%

QTcF interval® <470 msecs

1. Without any Growth factor support (e.g.colony stimulating factors (including granulocyte colony stimulating factor
[G-CSF], granulocyte-macrophage colony-stimulating factor [GMCSF], recombinant erythropoietin) or any
thrombopoietin receptor agonists) within 2 weeks before the first dose of study drug.

2. As calculated by Modified Diet in Renal Disease (MDRD) formula

3. The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF)

NOTE: Laboratory results obtained during Screening should be used to determine
eligibility criteria. In situations where laboratory results are outside the permitted range,
the investigator may retest the subject and the subsequent within range screening result
may be used to confirm eligibility. If laboratory results were obtained more than 72 hours
before first dose, laboratory results must be redone within 72 hours prior to first dose to

confirm eligibility.

7. All prior treatment-related toxicities (defined by National Cancer Institute-
Common Toxicity Criteria for Adverse Events (NCI-CTCAE), version 4.03,
2010) [NCL 2010] must be < Grade 1 at the time of enrollment except for
alopecia and Grade 2 neuropathy.
8. A female subject 1s eligible to participate if she 1s not pregnant or breastfeeding,
and at least one of the following conditions applies:
e Is not a woman of childbearing potential (WOCBP)

OR

e Is a WOCBP and using a contraceptive method that is highly effective (with a
failure rate of <1% per year), preferably with low user dependency, as
described mm Appendix 8 during the intervention period and for at least 9
months after the last dose of study intervention and agrees not to donate eggs
(ova, oocytes) for the purpose of reproduction during this period. The
investigator should evaluate the effectiveness of the contraceptive method in
relationship to the first dose of study mtervention. Contraceptive use by
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women should be consistent with local regulations regarding the methods of
contraception for those participating in clinical studies.

A WOCBP must have a negative highly sensitive serum pregnancy test (as
required by local regulations) within 72 hours of dosing on C1D1 and agree to use
effective contraception during the study and for 4 months after the last dose of
study medication.

Additional requirements for pregnancy testing during and after study intervention
are located in Appendix 8.

The investigator is responsible for review of medical history, menstrual history,
and recent sexual activity to decrease the risk for inclusion of a woman with an
early undetected pregnancy.

Male subjects:

e Male subjects are eligible to participate if they agree to the following from the
time of first dose of study until 6 months after the last dose of study treatment
to allow for clearance of any altered sperm:

e Refrain from donating sperm

PLUS either:

e Be abstinent from heterosexual intercourse as their preferred and usual
lifestyle (abstinent on a long term and persistent basis) and agree to remain
abstinent

OR

e Must agree to use contraception/barrier as detailed below:

e Agree to use a male condom, even if they have undergone a successful
vasectomy, and female partner to use an additional highly effective
contraceptive method with a failure rate of <1% per year as described in
Appendix 8 when having sexual intercourse with a woman of childbearing
potential who is not currently pregnant

e Contraceptive use by men should be consistent with local regulations
regarding the methods of contraception for those participating in clinical
studies

Exclusion Criteria

Deviations from exclusion criteria are not allowed because they can potentially
jeopardize the scientific integrity of the study, regulatory acceptability or subject safety.
Therefore, adherence to the criteria as specified in the protocol is essential.

A subject will not be eligible for inclusion in this study if any of the following criteria

apply:

1. Systemic anti-myeloma therapy or an investigational drug <14 days or five half-lives,
whichever is shorter, preceding the first dose of study drug

2. Plasmapheresis within 7 days prior to the first dose of study drug

3. Prior treatment with a monoclonal antibody within 30 days of receiving the first dose
of study drugs

4. Has received prior therapy with an anti-PD-1, anti-PD-L1, or anti PD-L2 agent or

with an agent directed to another stimulatory or co-inhibitory T-cell receptor (e.g.,
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CTLA-4, OX 40, CD137) and was discontinued from that treatment due to a Grade 3
or higher immune related adverse event (irAE)

Current corneal epithelial disease except mild punctate keratopathy

Any major surgery within the last four weeks prior to the first dose of study therapy
Presence of active renal condition (infection, requirement for dialysis or any other
condition that could affect subject’s safety). Subjects with isolated proteinuria
resulting from MM are eligible, provided they fulfil criteria given in Table 3

Any serious and/or unstable pre-existing medical, psychiatric disorder or other
conditions (including lab abnormalities) that could interfere with subject’s safety,
obtaining informed consent or compliance to the study procedures.

Has received prior radiotherapy within 2 weeks of start of study therapy. Subjects
must have recovered from all radiation-related toxicities, not require corticosteroids,
and not have had radiation pneumonitis. A 1-week washout is permitted for palliative
radiation (<2 weeks of radiotherapy) to non-CNS disease.

History of (non-infectious) pneumonitis that required steroids, or current pneumonitis

. Current active liver or biliary disease per investigator assessment defined by the

presence of ascites, encephalopathy, coagulopathy, hypoalbuminemia, esophageal or
gastric varices, persistent jaundice, or cirrhosis. Note: Stable chronic liver disease
(including Gilbert’s syndrome or asymptomatic gallstones) or hepatobiliary
involvement of malignancy is acceptable if subject otherwise meets entry criteria
Malignancies other than disease under study are excluded, except for any other
malignancy from which the subject has been disease-free for more than 2 years and,
in the opinion of the principal investigators and GSK Medical Monitor, will not affect
the evaluation of the effects of this clinical trial treatment on the currently targeted
malignancy (RRMM). Subjects with curatively treated non-melanoma skin cancer are
allowed.

. Has known active CNS metastases and/or carcinomatous meningitis. Subjects with

previously treated brain metastases may participate provided they are radiologically
stable, i.e., without evidence of progression for at least 4 weeks by repeat imaging
(note that the repeat imaging should be performed during study screening), clinically
stable and without requirement of steroid treatment for at least 14 days prior to first
dose of study therapy

Evidence of cardiovascular risk including any of the following:

a. QTcF interval >470 msecs.

NOTE: The QT interval should be corrected for heart rate by Fridericia’s
formula (QTcF).

b. Evidence of current clinically significant uncontrolled arrhythmias;

1. including clinically significant ECG abnormalities including 2nd
degree (Type II) or 3rd degree atrioventricular (AV) block.

c. History of myocardial infarction, acute coronary syndromes (including
unstable angina), coronary angioplasty, or stenting or bypass grafting within
six months of Screening.

d. Class III or IV heart failure as defined by the New York Heart Association
functional classification system (Appendix 4)

e. Uncontrolled hypertension

f. Presence of cardiac pacemaker (or defibrillator) with a predominantly
ventricular paced rhythm, limiting ECG/QTcF analysis.
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g. Abnormal cardiac valve morphology (>Grade 2) documented by
echocardiogram (subjects with grade 1 abnormalities Sl
I con be entered on study). Subjects with moderate
valvular thickening should not be entered on study.

15. Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs
chemically related to belantamab mafodotin or pembrolizumab, or any of the
components of the study treatment.

16. Pregnant or lactating female.

17. Known active infection requiring antibiotic, antiviral, or antifungal treatment.

18. Known HIV infection.

19. Presence of hepatitis B surface antigen (HBsAg), or hepatitis B core antibody
(HBcAb at screening or within 3 months prior to first dose of study treatment

20. Positive hepatitis C antibody test result or positive hepatitis C RNA test result at
screening or within 3 months prior to first dose of study treatment.

NOTE: Subjects with positive Hepatitis C antibody due to prior resolved disease can
be enrolled, only if a confirmatory negative Hepatitis C RNA test is obtained
NOTE: Hepatitis RNA testing is optional and subjects with negative Hepatitis C
antibody test are not required to also undergo Hepatitis C RNA testing

21. Has received a live-virus vaccination within 30 days of planned start of study therapy.
Note: Seasonal influenza vaccines for injection are generally inactivated flu vaccines
and are allowed; however intranasal influenza vaccines (e.g., Flu-Mist) are live
attenuated vaccines, and are not allowed.

22. Active autoimmune disease that has required systemic treatment in past 2 years (i.e.
with use of disease modifying agents, corticosteroids or immunosuppressive
drugs). Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid
replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered a
form of systemic treatment.

23. Has a diagnosis of immunodeficiency or is receiving chronic systemic steroid therapy
(in dosing exceeding 10 mg daily of prednisone equivalent) or any other chronic form
of immunosuppressive therapy within 7 days prior the first dose of study therapy

24. Has known psychiatric or substance abuse disorder that would interfere with the
subject’s ability to cooperate with the requirements of the study.

25. Has had an allogenic tissue/solid organ transplant

5.3. Screening Failures

Screen failures are defined as subjects who consent to participate in the clinical trial but
are never subsequently randomized. In order to ensure transparent reporting of screen
failure subjects, meet the Consolidated Standards of Reporting Trials (CONSORT)
publishing requirements, and respond to queries from Regulatory authorities, a minimal
set of screen failure information is required including Demography, Screen Failure
details, Eligibility Criteria.

Individuals who do not meet the criteria for participation in this study (screen failure)

may be rescreened. Rescreened subjects must be assigned a new unique subject number
that is different from the initial number.
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5.4. Withdrawal/Stopping Criteria

Subjects will receive study treatment until disease progression, death or unacceptable
toxicity (including but not restricted to meeting stopping criteria for significant toxicity as
outlined in Section 5.4.1), or completion of pre-assigned treatment by reaching a
maximum of 35 treatment cycles. In addition, study treatment may be permanently
discontinued for any of the following reasons:

e recurrent Grade 2 pneumonitis

e subject has met any of the protocol defined safety stopping criteria (Section
5.4.1)

deviation(s) from the protocol

request of the subject or proxy (withdrawal of consent by subject or proxy)
investigator’s discretion

concurrent illness that prevents further administration of study treatment(s)
study treatment must be permanently discontinued in case of pregnancy
subject is lost to follow-up

study is closed or terminated

The primary reason study treatment was permanently discontinued must be documented
in the subject’s medical records and electronic case report form (eCRF)

If the subject withdraws the consent and discontinues from treatment due to toxicity,
‘adverse event (AE)’ will be recorded as the primary reason for permanently
discontinuation on the eCRF.

Once a subject has permanently discontinued from study treatment, the subject will not
be allowed to be re-entered the study.

After the study treatment discontinuation, subjects will undergo end of treatment
assessments 30 days (£7 days) after the last dosing, or prior to the start of new anti-
cancer treatment (whichever occurs first). Subjects who discontinued treatment for
reasons other than PD will be followed up every 3 weeks until confirmed PD, until
initiation of a new anti-cancer therapy or death. All subjects with confirmed PD will be
followed for OS and next subsequent anti-cancer therapy every 3 months until the end of
study. End of study is defined in Section 5.5.2.

The following actions must be taken for subjects who fail to attend the clinic for a
required study visit:

e The site must attempt to contact the subject and re-schedule the missed visit as soon
as possible.

e The site must counsel the subject on the importance of maintaining the assigned visit
schedule and ascertain whether or not the subject wishes to and/or should continue in
the study.

e In cases where the subject is deemed ‘lost to follow up’, the investigator or designee
must make every effort to regain contact with the subject (where possible, 3
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telephone calls and if necessary a certified letter to the subject’s last known mailing
address or local equivalent methods). These contact attempts should be documented
in the subject’s medical record.

e Should the subject continue to be unreachable, only then will he/she be considered to
have withdrawn from the study with a primary reason of “Lost to Follow-up”.

A subject may withdraw from study treatment at any time at his/her own request, or may
be withdrawn at any time at the discretion of the investigator for safety, behavioural or
administrative reasons. If a subject withdraws from the study, he/she may request
destruction of any samples taken, and the investigator must document this in the site
study records.

54.1. Safety stopping criteria

5.4.1.1. Liver Chemistry Stopping Criteria

Liver chemistry stopping and increased monitoring criteria have been designed to
assure subject safety and evaluate liver event etiology.

The diagram below illustrates Liver Stopping Event Algorithm (Figure 3).

Figure 3 Liver Stopping and Monitoring Even Algorithm

# If subjectto be monitored weeklymustreferto Liver Safety Required Actions and Feollow up
Assessments section in the Appendix
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( Plus
No Bilirubinz2x
ULHN (>35% ALT=3xULM LTz3xULN
direct) Plus
Yes Mo No persist for
= ‘”_F‘t'-'-" —> L TeswULn [ Symptomsof monitor 4 weeks or
INR=>1.5, if B liverinjury weehkdy for stoppmg
measured ar 4 weeks criteria
Possible hypersensitivity, mel
Hy's Law
T Yes ‘ful Me
Yes |
[ Discontinue Study Treatment ]
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Refer to Appendix 5 for required Liver Safety Actions and Follow up Assessments.
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5.4.1.2. Study Treatment Restart or Rechallenge

If subject meets liver chemistry stopping criteria do not restart/rechallenge subject with
study treatment unless:

e GSK Medical Governance approval is granted (as described below),
e Ethics and/or IRB approval is obtained, if required, and
e Separate consent for treatment restart/rechallenge is signed by the subject

If GSK Medical Governance approval to restart/rechallenge subject with study treatment
is not granted, then subject must permanently discontinue study treatment and may
continue in the study for protocol-specified follow up assessments.

5.4.1.3. QTc Stopping Criteria

If a subject that meets the corrected QT (QTc)! interval duration criteria below, study
treatment(s) will be withheld.

e QT interval corrected for heart rate by Fridericia’s formula (QTcF = QT /
CubeRootRR) >530 msec

OR
e Increase of QTcF by >60 msec from baseline

'Based on average QTc value of triplicate ECGs to include manual over-read. For
example, if an ECG demonstrates a prolonged QT interval, obtain 2 additional ECGs
over a brief period (e.g., within approximately 10 minutes of the abnormal ECG, if
possible, and approximately 10 minutes apart from each other), and then use the averaged
QTc values of the 3 ECGs to determine whether the subjects should have study
treatment(s) withheld.

The QTc should be based on single or averaged QTc values of triplicate
electrocardiograms obtained over a brief (e.g., 5-10 minute) recording period.

5.41.4. Left Ventricular Ejection Fraction (LVEF) stopping criteria

Echocardiography (ECHO) must be performed at Screening and as outlined in the Time
and Events Table (Table 7). Subjects who have an asymptomatic, absolute decrease of
>15% in LVEF compared with baseline or an absolute decrease of >10% in LVEF
compared with baseline and the ejection fraction is below 50% should temporarily
interrupt study treatment and have a repeat evaluation of LVEF within 1 week. ECHO
should be repeated every 1 to 2 weeks for 4 weeks or until LVEF recovery to within 15%
of baseline or to above 50% and within 10% of baseline depending on which stopping
criteria above were met.

e If the LVEF recovers (defined as absolute decrease <15% compared to baseline or
>50% and absolute decrease <10% compared with baseline) at any time during the
next 4 weeks, after consultation and approval of the GSK Medical Monitor, the
subject may be restarted on belantamab mafodotin at a reduced dose. For such
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subjects, monitoring of LVEF will be performed 2, 4, and 8 weeks after rechallenge,
and then per protocol

e If LVEF does not recover within 4 weeks, treatment with the combination of
belantamab mafodotin and pembrolizumab should be permanently
discontinued. Ejection fraction should be monitored every 4 weeks for a total of 16
weeks or until resolution

Subjects with Grade 3 or 4 symptomatic left ventricular systolic dysfunction must
discontinue treatment with the combination of belantamab mafodotin and
pembrolizumab. Ejection fraction should be monitored every 4 weeks for a total of 16
weeks or until resolution. Copies of all ECHOs and cardiology consultations performed
on subjects who experience a >15% decrease in LVEF from baseline or >10% decrease
in LVEF from baseline and whose cardiac ejection fraction is <50% will require review
by a GSK medical monitor. Instructions for submitting qualifying ECHOs/MUGAs are
provided in the Study Reference Manual (SRM).

5.4.1.5. Troponin Evaluation and Stopping Criteria

If post-screening, the local troponin is >Institutional ULN it is recommended that
subjects undergo urgent evaluation of cardiac ischemia symptoms and ECG should be
performed to rule out cardiac ischemia. An urgent repeat of troponin value and collection
of sample for central lab evaluation should be obtained within 24 hours.

Asymptomatic subject:

If the second value of troponin is <ULN the subject can continue on study with close
follow up of symptoms, ECG, and further troponin measurements as clinically indicated
If the second value of troponin remains >ULN treatment with belantamab mafodotin
should be interrupted. The subject should undergo cardiac evaluation including ECHO
testing for cardiac function. Any re-start of study treatment must be discussed with the
GSK medical monitor who will consult with a member of the internal cardiotoxicity
panel prior to restart. If the second value of troponin exceeds the threshold for MI
according to local lab parameters, obtain cardiology consultation immediately.
Permanently discontinue belantamab mafodotin and withdraw the subject from the study.

Symptomatic subject:

Obtain cardiology consultation immediately. Permanently discontinue belantamab
mafodotin and withdraw the subject from the study.

5.4.1.6. Valvular Toxicity Stopping Criteria

Subjects who have a new asymptomatic, moderate regurgitation or stenosis by ECHO
(Grade 2 mitral/tricuspid/aortic valvular toxicity per National Cancer Institute- Common
Toxicity Criteria for Adverse Events [NCI-CTCAE], version 4.03, [NCI, 2010]) should
temporarily discontinue study treatment and have a repeat evaluation by ECHO within

1 week. ECHO should be repeated every 1 to 2 weeks for 4 weeks or until valve
recovery to baseline.
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e If the valve recovers to baseline any time during the next 4 weeks after

consultation and approval of the Medical Monitor, the subject may be restarted
on belantamab mafodotin at a reduced dose(s). For such subjects, monitoring of
the valve via ECHO will then be performed 2 and 4 weeks after rechallenge, and
then per protocol.

e Ifrepeat ECHO does not reveal valve recovery to baseline within 4 weeks, then
the subject should permanently discontinue study treatment . The valve should
continue to be monitored via ECHO every 4 weeks for 16 weeks or until
resolution.

e Subjects with a Grade 3 or 4 EE G
I 2 vular oxicity

must discontinue study treatment. Valvular toxicity should continue to be
monitored every 4 weeks for 16 weeks or until resolution. If recovery occurs
(return to baseline via imaging AND symptom resolution) within 4 weeks, the
subject may receive belantamab mafodotin at a reduced dose after consultation
and approval of the Medical Monitor.

Echocardiogram must be performed as outlined in the Time and Event tables (Table 7,
Table 8, and Table 10). Copies of all ECHO(s) and cardiology consultations performed
on subjects who experience valvular toxicity will be required by GSK for review.
Instructions for submitting qualifying ECHOs are provided in the SRM.

5.4.1.7. Corneal Toxicity Stopping Criteria
Corneal events should be graded according to the guidelines provided in Appendix 9.

Subjects who develop Grade 4 corneal toxicity have to be discussed in detail between the
treating ophthalmologist (or optometrist, if an ophthalmologist is not available), the GSK
Medical Monitor, and possibly a GSK ophthalmologist, in order to determine whether the
subject can be allowed to continue treatment with belantamab mafodotin, or should be
permanently removed from study. If subject is allowed to continue on study, the dose of
belantamab mafodotin will be reduced by 1 dose level. The decision will be documented
in study files, together with individual assessment of risk-benefit. For details on re-start
guidance, see Table 4.

5.4.1.8. Infusion-Related Reactions
Infusion-Related Reactions Associated with Belantamab Mafodotin

Premedication is not required prior to infusion of belantamab mafodotin unless deemed
medically appropriate by the investigator following evaluation of infusion related
reactions. Premedication should be considered in any subject who experienced an
infusion related reaction at first or any subsequent infusion with belantamab mafodotin

Infusion-related reactions should be managed by guidelines provided in Table 4. A
subject that experiences a Grade 4 IRR after belantamab mafodotin, should be
permanently withdrawn from the study.
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Infusion-Related Reactions Associated with pembrolizumab

If an IRR occurs during and/or after the infusion of pembrolizumab, refer to Table 6 for
further guidance.

5.4.1.9. Allergic and Anaphylactic reaction stopping criteria

All subjects will be monitored carefully for evidence of allergic response. A subject that
exhibits signs or symptoms of severe hypersensitivity or anaphylaxis will receive
appropriate medical treatment and be permanently withdrawn from the study.

Additional stopping criteria in case of significant toxicity are provided in Section 6.5.1

5.5. Subject and study Completion
5.5.1. Subject completion

For Part 1 and Part 2, a subject is considered to have completed the study if they received
at least 1 cycle of combination study treatment, and:

e The subject is followed until death, or

e The subject is followed until the end of study

The end of study is defined in Section 5.5.2. The end of study analyses will be performed
at that time.

The eCRF should continue to be completed during the follow up period (every 3 months
(27 days) until the end of study. Please refer to Table 10 for assessments to be completed
during PFS follow-up visits or OS follow-up. OS follow-up data can be based on
contacting subjects via phone calls/e-mails/or, other means of communication. Subjects
who cannot be contacted will be considered lost to follow up. Follow-up data will be
entered into the eCRF.

5.5.2. End of Study Definition

A final data cut-off will occur when all participants have either died, progressed,
withdrawn consent, or have been followed for a minimum of 24 months from the LSFD.

Following 24 months post LSFD, PACT will be implemented. At this time, the collection
of data for all recruited participants who no longer receive study treatment will stop
entirely and clinical trial database will be closed. Those participants still benefiting from
belantamab mafodotin will continue to receive study drug as assessed by the investigator,
or can choose to discontinue belantamab mafodotin and only SAEs, overdose and
pregnancy cases, and pre-specified ocular data will be reported directly to GSK.

Dispensing of study treatment following 24 months post LSFD, will utilize a manual
resupply option, and drug accountability assessment will be performed at the site. All
participants will be monitored and will receive follow-up care in accordance with
standard local clinical practice. For participants who do continue to receive belantamab
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mafodotin beyond the time of the final data cut-off, investigators will continue to report
all SAEs, pregnancy and overdose cases up to 70 days after last dose of study treatment,
and pre-specified ocular data (see SRM) will be reported until resolution unless the event
is considered by the investigator to be unlikely to resolve, or the patient is lost to follow
up. Additionally, any SAE and pre-specified ocular event that are ongoing at the time of
this data cut-off must be followed up to resolution, unless the event is considered by the
investigator unlikely to resolve, or the patient is lost to follow-up. GSK retains the right
to request additional information for any patient with ongoing AE(s)/SAE(s) at the end of
the study, if judged necessary.

5.5.3. Treatment after the End of Study

The investigator is responsible for ensuring that consideration has been given for the
post-study care of the subject’s medical condition whether or not GSK is providing
specific post-study treatment. If a subject remains on treatment at the time end of study is
achieved they may be offered an option to extend treatment.

6. INVESTIGATIONAL PRODUCT

The term of “Study Treatment” are used throughout the protocol to describe belantamab
mafodotin and pembrolizumab as the investigational products (IP)

6.1. Investigational Products
Product name: Belantamab Mafodotin Pembrolizumab
[Formulation Solution containing 20 mg/mL, Solution containing 100 mg/4 mL
description:] 1.5 mLivial
Dosage form: 20 mg/mL solution for infusion 100 mg/4 mL solution that should
Supplied as frozen liquid. be stored under refrigeration at 2-
Protect from light. 8°C (36-46°F).
Protect from light. Do not freeze. Do
Not Shake.
Unit dose 20 mg/mL, 1.5 mL/vial 100 mg/4 mL
strength(s)/Dosage
level(s):
Route of Administration | Delivered as IV infusion over at Delivered as 30 min IV infusion

least 30 minutes. Infusions may be
prolonged in the event of an
infusion reaction. If subjects
experience clinically significant
infusion reactions, the infusion rate
may be slowed for all future
administrations of study
treatment(s) for each subject.
Should a global change in infusion
rate be required, it will be
communicated to sites in writing.
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Dosing instructions: Dilute belantamab mafodotin Dilute pembrolizumab injection
solution in normal 0.9% saline to (solution) prior to intravenous

the appropriate concentration for Administration in 0.9%

the dose. See SRM for detailed Sodium Chloride Injection, United
preparation procedures. States Pharmacopeia (USP) or 5%
Dextrose Injection, USP. See SRM
for detailed preparation procedures.

Manufacturer/ Source of GSK/Baxter Merck
Procurement:

6.2. Medical Devices

Not applicable.

6.3. Treatment Assignment

Dose level allocation will be performed by GSK after subject has given written informed
consent and has completed the necessary screening assessments. Eligible subjects will be
enrolled to receive GSK2857916 at an assigned dose in combination with 200 mg of
pembrolizumab.

Additional details are outlined in the SRM.

6.3.1. Study Treatment Administration

For belantamab mafodotin, please refer to the SRM for additional details on
administration. For pembrolizumab, the study medical staff should make every effort to
target infusion timing to be as close to 30 minutes as possible. However, given the
variability of infusion pumps from site to site, a window between -5 minutes and +10
minutes is permitted (i.e., infusion time is 30 minutes -5 min/+10 min).

The Pharmacy Manual contains specific instructions for the preparation of the
belantamab mafodotin and pembrolizumab infusion and administration of infusion
solution.

6.3.1.1. Belantamab Mafodotin Administration
Belantamab mafodotin will be administered to subjects intravenously as mg/kg calculated
dose at the study site . The dose to be administered is based on actual body weight

calculation, and may be reduced for toxicity according to protocol guidelines.

Administration will be documented in the source documents and reported in the eCRF.
The time of start and end of infusion will be documented in eCRF.

Belantamab mafodotin will be administered over at least 30 minutes on Day 1 of each

cycle at the assigned dose. Premedication is not required prior to infusion unless deemed
medically necessary by the investigator, in which case it should be administered
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according to institutional recommendations. In case of infusion related reactions related
to belantamab mafodotin the rules outlined in Section 5.4.1.8 and in Table 6 should be
followed.

After the infusion of belantamab mafodotin has been completed subject will be required
to enter at least 1 hour rest period before start of pembrolizumab infusion. In case of IRR
during belantamab mafodotin infusion, subject needs to recover to Grade 1 or less in
order to be able to receive pembrolizumab infusion.

6.3.1.2. Pembrolizumab administration

Pembrolizumab will be administered using IV infusion on Day 1 of each 3-week
treatment cycle after all procedures and assessments have been completed.

Pembrolizumab will be administered as a dose of 200 mg using a 30 min IV infusion
after at least approximately 1 hour rest period after completion of belantamab mafodotin
infusion. Premedication is not required prior to infusion unless deemed medically
necessary, in which case it should be administered according to institutional
recommendations.

In case of IRR during or after preceding belantamab mafodotin infusion, the
administration of pembrolizumab will be delayed to allow for recovery to Grade 1 or less.
In total, the infusion of pembrolizumab may be delayed for up to the allowed +3 day
window from the scheduled dose date to allow for recovery, and to accommodate
scheduling conflicts in a given cycle. If the subject does not recover from IRR to Grade 1
or less within the +3 day window, the dosing of pembrolizumab will be skipped in a
given cycle, and may be resumed in the next cycle.

All subjects are required to remain under observation at the study site for at least three
hours post-infusion of the last study drug administered for the first two study treatment
dosing visits. At subsequent study treatment dosing visits, for subjects who experience
infusion-related reactions, the post-infusion observation time should remain as at least
three hours; for subjects who do not experience infusion reactions, these subjects should
remain under observation for a time period not shorter than one hour (or longer as per the
judgement of the investigator or as per institutional guidelines.)

In case of IRR during pembrolizumab administration —please refer to Table 6 for
management guidelines.

Detailed information on the preparation and administration, refer to [Keytruda SmPC,
2017 and KEYTRUDA PI, 2018].

6.4. Planned Dose Adjustments

6.4.1. Adjustments due to body weight

The actual body weight in kg at the baseline (assessed on the Cycle 1 Day prior to
dosing) will be used for dose calculation of belantamab mafodotin in all subjects during
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the treatment period. However, if the change of body weight is greater than 10%, the
dose should be re-calculated based on the actual body weight on the day of dosing.

A fixed dose of pembrolizumab will be used during the study.
6.4.2. Intra subject dose escalation

For subjects enrolled in Part 1 intra-subject dose escalations of belantamab mafodotin
may be considered on a case-by-case basis, provided that the subject completed at least 2
cycles at originally assigned dose, has tolerated treatment well, and did not experience
the treatment related Grade 3 or higher toxicity. A subject’s dose may be increased to that
of a completed cohort that has not exceeded the maximum pre-specified dose of

3.4 mg/kg. Approval must be obtained from a GSK Medical Monitor. Dose-escalation
decisions will be documented on a Dose Escalation/De-escalation Decision Form (see
SRM).

6.5. Subject Specific Dose Adjustment Criteria

6.5.1. Dose modifications and management for belantamab mafodotin-
related toxicity

Subjects should have their dose (including the first dose and subsequent doses) delayed
or reduced for toxicities according to the recommendations as listed in Table 4. Dose
reductions are only allowed for belantamab mafodotin.

In individual cases where, in the judgement of an investigator, waiting a full planned
Cycle (21 days) to resume treatment after delays due to toxicities would be detrimental to
the subjects’ health, the Medical Monitor should be contacted to discuss an earlier re-
start. An earlier re-start may be considered only for subjects who have recovered from
toxicity to Grade 1 or less. Dosing cannot occur more frequently than every 21 days (£3
days). In such cases, efficacy and safety assessments must remain every 3 weeks from
the initial efficacy and safety assessments (Cycle 1 Day 1), which may result in 2
separate visits (1 for disease assessment [Table 8] and 1 for dosing [Table 9]).

No dose reductions are allowed for pembrolizumab. Dose Modification Guidelines for
Pembrolizumab-Related Adverse Events are listed in Table 5.

If belantamab mafodotin is held or discontinued for any toxicity, pembrolizumab is to be
held or discontinued.

For drug related toxicities which are not listed in Table 4 and Table 5, the general rule of
withholding the dose at Grade 3 or greater toxicity should be followed.

Resuming treatment will be possible with or without dose reduction after the toxicity has
resolved to Grade 1 or less, and in agreement between Pl and GSK Medical Monitor.
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Toxicity

Grade

Recommendations to belantamab mafodotin

Recommendations to
pembrolizumab

Serum creatinine elevation or
decrease in eGFR which cannot
be explained by concomitant
sepsis, TLS, other severe

If absolute serum
creatinine increase
from baseline of >0.

Repeat serum creatinine within 48 hours

If confirmed: withhold therapy, institute treatment and monitoring
as clinically indicated, and follow for resolution

Discuss any further dosing with Medical Monitora

See Table 5 for guidance on
pembrolizumab

(on days of dosing) )

infection with fever or dehydration 5 mg/dL
Serum _cr'eatininezGrade 3 (acute >3.0mg/dL from Provide appropriate medical treatment, Resume. treatment w?th
kidney injury) . ) . . . pembrolizumab only if
baseline Permanently discontinue treatment with belantamab mafodotin .
Or 3.0-6.0xULN treatment with belantamab
mafodotin may be continued
Re-test (at least 7 days apart).
If not confirmed, continue belantamab mafodotin at current dose
If confirmed on re-test and no clear evidence of disease
progression® .
o Interrupt treatment with belantamab mafodotin Resumel treatment W!th
, , . >2000 mglg o Repeat testing within 4 weeks pembrolizumab only if
Sppt urine (albumin / creatinine o If spot urine <2000 mg/g (224/mg/mmol) may restart treatmer)t with belantamab
ratios) (or 224 mg/mmol) belantamab mafodotin with one dose level reduction | Mafodotin may be continued
o If spot urine remains >2000 mg/g (224/mg/mmol)
after 4weeks; permanently discontinue belantamab
mafodotin and discontinue study treatment; provide
treatment as clinically indicated and follow for
resolution
: Withhold treatment until thrombocytopenia recovered to
Thrombocytopenia 3.4 Grade 2 or less (£G2). Delay treatment until the next

If Grade 3-4 thrombocytopenia is considered disease-related,
treatment may be continued with dose reduction and more

belantamab mafodotin dose
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Toxicity

Grade

Recommendations to belantamab mafodotin

Recommendations to
pembrolizumab

frequent hematology monitoring, until recovery to Grade 2 or
less.

o Implement supportive treatment (e.g. transfusion) as clinically
indicated and per local practice.

Febrile neutropenia

Defined as: single
temp of 38.3°C, or
sustained 38°C for
>1 hr AND ANC
<1.0x109L

e Withhold belantamab mafodotin and pembrolizumab and
hospitalize subject with appropriate management, per local
institutional guidance

o Consider additional supportive treatment per local guidance (e.g.,
growth factors)

e Upon recovery, consider a dose reduction of belantamab
mafodotin, if neutropenia was drug related

Delay treatment until the
next belantamab
mafodotin dose

Neutropenia

23 (Defined as ANC
<1.0x109L

e Ifnoted on Day 1 of any cycle, withhold belantamab mafodotin.
Repeat hematology (CBC) as clinically indicated until recovery to
Grade 2 or less.

e Resume belantamab mafodotin at pre-hold dose once neutropenia

recovers to Grade <2 [SiSII o~ Day 1 of the
subsequent cycle.

e Implement supportive care as clinically indicated per local practice

Delay treatment until the
next belantamab
mafodotin dose

In case of
recurrence of
frequent episodes of

e Consider dose reduction of belantamab mafodotin, if it was drug-
related.

Delay treatment until the
next belantamab
mafodotin dose

neutropenia SISl
C I
omea Preservative-free artificial tears:
Belantamab mafodotin Treatment Management Care
Rzlzltwezn&a(\) mne1:|c; Vc; ;]r:st’rea ment | Regardless of Grade | ® Increase to 1 drop as frequently as every 2 hours, as needed
Grade 1 per GSK | ¢  Continue treatment with current treatment with belantamab None
Scale mafodotin
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Toxicity Grade Recommendations to belantamab mafodotin Re;zrr:r;::ﬂiﬁt::; to
If Grade 2 finding (visual acuity and/or exam finding) and the
subject is asymptomatic, continue dosing with belantamab
mafodotin.
If Grade 2 finding (visual acuity and/or exam findings) and the Hold/Delay treatment
patient is symptomatic. until the next
Grade 2 per GSK o DOSE REDUCE and continue treatment. belantamab mafodotin
Scale o Ifalready on 1.92 mg/kg, subject may continue at current dose
dose.
Upon improvement of either visual acuity or ophthalmic exam
findings to <Grade 1 and improvement in symptoms, dose may be
re-escalated to previous dose.
If Grade 3 finding (exam finding) and the subject is
asymptomatic: continue dosing with belantamab mafodotin.
If Grade 3 exam finding and the subject is symptomatic or Grade
3 visual acuity: HoI_d/DeIay treatment
Grade 3 per GSK o HOLD belantamab mafodotin . Upon improvement of either until the next ,
Scale visual acuity or ophthalmic exam findings to < Grade 2 and belantamab mafodotin
improvement in symptoms continue treatment with dose dose
REDUCTION.
o Ifalready on 1.92 mg/kg subject may continue at current dose
If after event resolution eye symptoms are considered stable for at
least 3 cycles consider re-escalation to previous dose.
Hold treatment with belantamab mafodotin. Stop tregtment with
. . . pembrolizumab.
Treatment re-start may be possible after discussion and
Grade 4 per GSK agreement between the treating ophthalmologist*, treating Further treatment only
Scale possible if belantamab

mafodotin is allowed to
restart
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Toxicity Grade Recommendations to belantamab mafodotin Recommen'd ations to
pembrolizumab
9 Stop the infusion,_provide medical treatment and continue at slower See Table 6 for guidance on
pace after resolution to Grade 0-1 pembrolizumab
Further treatment with belantamab mafodotin needs to be discussed
Infusion Reactione 3 with Medical Monitor. Continuation only allowed after recovery to
<Grade 1 and with pre-medication, and extension of infusion time to 2-
4 hours. Any future infusion needs to be pre-medicated
4 Permanently discontinue Permanently discontinue
2 Continue when toxicity resolves to Grade 0-1 See Taple 5 for guidance on
" pembrolizumab
Pneumonitis
Grade 3-4 Permanently discontinue Permanently discontinue

a. Medical Monitor may consult GSK's nephrotoxicity panel about plans to continue therapy

o

Corneal toxicity should be graded according to GSK scale for belantamab mafodotin treatment related Corneal Events (Appendix 9).

c. If symptoms resolve within one hour of stopping drug infusion, the infusion may be restarted at 50% of the original infusion rate (e.g., from 100 mL/hr to 50 mL/hr). Otherwise
dosing will be held until symptoms resolve and the subject should be premedicated for the next scheduled dose
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6.5.2. Dose modification and toxicity management for immune-related
AEs associated with pembrolizumab

AEs associated with pembrolizumab combination exposure, including coadministration
with additional compounds, may represent an immune-related response. These immune
related AEs (irAEs) may occure shortly after the first dose or several months after the last
dose of pembrolizumab combination treatment and may affect more than one body
system simultaneously. Therefore, early recognition and initiation of treatment is critical
to reduce complications. Based on existing clinical study data, most irAEs were
reversible and could be managed with interruptions of pembrolizumab combination
treatment, administration of corticosteroids and/or other supportive care. For suspected
irAEs, ensure adequate evaluation to confirm etiology or exclude other causes.
Additional procedures or tests such as bronchoscopy, endoscopy, skin biopsy may be
included as part of the evaluation. Dose modification and toxicity management guidelines
for irAEs associated with pembrolizumab are provided in Table 5.

Attribution of Toxicity:

When study interventions are administered in combination, attribution of an adverse
event to a single component is likely to be difficult. Therefore, while the investigator may
attribute a toxicity event to the combination, to belantamab mafodotin alone, or to
pembrolizumab alone, for adverse events listed in Table 5, both interventions must be
held according to the criteria in [Table 5].

Holding Study Interventions:

When study interventions are administered in combination, if the AE is considered
immune-related, both interventions should be held according to recommended dose
modifications.

Restarting Study Interventions:

Subjects may not have any dose modifications (no change in dose or schedule) of
pembrolizumab in this study, as described in Table 5.1If the toxicity does not resolve or
the criteria for resuming treatment are not met, the subject must be discontinued from all
study interventions.If the toxicities do resolve and conditions are aligned with what is
defined in Table 5, the combination of belantamab mefodotin and pembrolizumab may be
restarted at the discretion of the investigator.
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Dose Modification Guidelines for Pembrolizumab-Related Adverse Events

o

General instructions:

1. Severe and life-threatening irAEs, should be treated with IV corticosteroids fllowed by oral steroids. Other immunosuppressive treatment should begin if the

irAEs are not controlled by corticosteroids.
2. Pembrolizumab must be permanently discontinued if AE does not resolve or the corticosteroid dose is <10 mg/day within 12 weeks of the last
pembrolizumab treatment.
The corticosteroid taper should begin when the irAE is <Grade 1 and continue at least 4 weeks.
If pembrolizumab has been withheld, pembrolizumab may resume after the irAE decreased to <Grade 1 after corticosteroid taper.

Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
Pneumonitis Grade 2 Withhold ¢ Administer corticosteroids (initial e Monitor subjects for signs and symptoms of
dose of 1 to 2 mg/kg prednisone or pneumonitis
equivalent) followed by taper o Evaluate subjects with suspected pneumonitis
Recurrent Grade 2, | Permanently e Add prophylactic antibiotics for with radiographic imaging and initiate
Grade 3 or 4 discontinue opportunistic infections corticosteroid treatment
[ ]
Diarrhea / colitis Grade 2 or 3 Withhold o Administer corticosteroids (initial o Monitor subjects for signs and symptoms of
Recurrent Grade 3 | Permanently dose of 1 to 2 mg/kg prednisone or enterocolitis (i.e. diarrhea, abdominal pain,
or Grade 4 discontinue equivalent) followed by taper blood or mucus in stool with or without fever)

and of bowel perforation (i.e. peritoneal signs
and ileus).

o Subjects with = Grade 2 diarrhea suspecting
colitis should consider GI consultation and
performing endoscopy to rule out colitis.

o Subjects with diarrhea/colitis should be advised
to drink liberal quantities of clear fluids. If
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
sufficient oral fluid intake is not feasible, fluid
and electrolytes should be substituted via IV
infusion.
AST/ALT Grade 2 Withhold o Administer corticosteroids (initial ¢ Monitor with liver function tests (consider
elevation or dose of 0.5 to 1 mg/kg prednisone or weekly or more frequently until liver enzyme
Increased Bilirubin equivalent) followed by taper value returned to baseline or is stable
Grade 3?2 or 43 Permanently ¢ Administer corticosteroids (initial
discontinue dose of 1 to 2 mg/kg prednisone or
equivalent) followed by taper
Type 1 diabetes New onset TIDM | Withhold* e Initiate insulin replacement therapy e Monitor subjects for hyperglycemia or other
mellitus (T1IDM) or | or for subjects with T1DM signs and symptoms of diabetes.
Hyperglycemia Grade 3 or 4 e Administer an antihyperglycemic in
hyperglycemia subjects with hyperglycemia
associated with
evidence of B-cell
failure
Hypophysitis Grade 2 Withhold e Administer corticosteroids and o Monitor for signs and symptoms of hypophysitis
initiate hormonal replacements as (including hypopituitarism and adrenal
: clinically indicated. insufficiency)
Grade 3 or 4 Withhold or
permanently
discontinue*
Hyperthyroidism Grade 2 Continue o Treat with nonselective beta-blockers | e  Monitor for signs and symptoms of thyroid
(e.g. propranolol) or thionamides as disorders.
: appropriate
Grade 3 or 4 Withhold or
Permanently
discontinue'
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

corticosteroids

AEs conditions pembrolizumab and/or other therapies

(CTCAEV4.03)
Hypothyroidism Grade 2,3 0r4 Continue e |Initiate thyroid replacement e Monitor for signs and symptoms of thyroid

hormones (e.g. levothyroxine or disorders.
liothyroinine) per standard of care

Nephritis; grading | Grade 2 Withhold e Administer corticosteroids e Monitor changes of renal function
according to (prednisone 1 to 2 mg/kg or
increased Grade 3 or 4 Permanently equivalent) followed by taper.
creatinine or acute discontinue
kidney injury
Neurological Grade 2 Withhold Based on severity of AE administer Ensure adequate evaluation to confirm etiology,
Toxicities corticosteroids and/or exclude other causes

Grade 3 or 4 Permanently

discontinue

Myocarditis Asymptomatic Withhold e Based on severity of AE administer | ¢  Ensure adequate evaluation to confirm etiology

cardiac enzyme corticosteroids or exclude other causes

elevation with

clinical suspicion of

myocarditis

(previously CTCAE

v4.0 Grade 1)

Grade 2,3 0r4 Permanently

discontinue

Exfoliative Suspected SJS, Withhold Based on severity of AE administer Ensure adequate evaluation to confirm etiology,
Dermatologic TEN, or DRESS corticosteroids or exclude other causes
Conditions Confirmed SJS, Permanently

TEN, or DRESS discontinue
All Other irAEs Persistent Grade 2 | Withhold e Based on severity of AE administer | e  Ensure adequate evaluation to confirm etiology

or exclude other causes
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
Grade 3 Withhold or
discontinue based
on eventd.
Recurrent Grade 4 | Permanently
or Grade 4 discontinue

abnormal

AE(s)=adverse event(s); ALT=alanine aminotransferase; AST=aspartate aminotransferase; CTCAE=Common Terminology Criteria for Adverse Events;
DRESS=Drug Rash with Eosinophilia and Systemic Symptom; Gl=gastrointestinal;; ir=immune related; IV=intravenous; SJS=Stevens-Johnson Syndrome;
T1DM=type 1 diabetes mellitus; TEN=Toxic Epidermal Necrolysis; ULN=upper limit of normal.

NOTES: Non-irAE will be managed as appropriate, following clinical practice recommendations.

1. AST/ALT: >3.0 - 5.0 x ULN if baseline normal; >3.0 5.0 x baseline, if baseline abnormal; bilirubin:>1.5 3.0 x ULN if baseline normal; >1.5 - 3.0 x baseline if
baseline abnormal
2. AST/ALT: >5.0 to 20.0 x ULN, if baseline normal; >5.0 20.0 x baseline, if baseline abnormal; bilirubin:>3.0 10.0 x ULN if baseline normal; >3.0 - 10.0 x
baseline if baseline abnormal
3. AST/ALT: >20.0 x ULN, if baseline normal; >20.0 x baseline, if baseline abnormal; bilirubin: >10.0 x ULN if baseline normal; >10.0 x baseline if baseline

4. The decision to withhold or permanently discontinue pembrolizumab is at the discretion of the investigator or treating physician. If control achieved or < Grade
2, pembrolizumab may be resumed. .

5. Events that require discontinuation include but are not limited to: encephalitis, and other clinically important irAEs (eg. Vasculitis and sclerosing cholangitis).

6.5.3. Dose modification and toxicity management of infusion-reactions related to pembrolizumab

Pembrolizumab may cause severe or life threatening infusion-reactions including severe hypersensitivity or anaphylaxis. Signs and
symptoms usually develop during or shortly after drug infusion and generally resolve completely within 24 hours of completion of
infusion. Dose modification and toxicity management guidelines on pembrolizumab associated infusion reaction are in Table 6.
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6.6. Blinding
This is an open-label study.

6.7. Packaging and labelling/Preparation/Handling/Storage

The contents of the label will be in accordance with all applicable regulatory
requirements.

Open label vials of belantamab mafodotin solution 20 mg/mL, 1.5 mL, each carton
contains 1 x vial.

Open label vials of pembrolizumab solution (100 mg/4 mL), each carton contains 1 x
vial.

6.7.1. Belantamab Mafodotin
Preparation

Belantamab mafodotin Solution for Infusion, 20 mg/mL, 1.5 mL is supplied as a frozen
liquid. Before use, thaw each vial of belantamab mafodotin and prepare infusion solution.
Refer to the SRM for further details on preparation of belantamab mafodotin.

Handling

Under normal conditions of handling and administration, investigational product (IP) is
not expected to pose significant safety risks to site staff. A Material Safety Data Sheet
(MSDS) describing the occupational hazards and recommended handling precautions will
be provided to site staff if required by local laws or will otherwise be available from GSK
upon request.

In the case of unintentional occupational exposure notify the study monitor, the GSK
Medical Monitor and/or the study manager.

Refer to the SRM for detailed procedures for the disposal and/or return of unused study
treatment(s).

Administration

Belantamab mafodotin is compatible with polyvinylchloride-lined or polyolefin-lined
intravenous infusion administration sets, 0.2 micron polyethersulfone filters, or optionally
a polyurethane catheter. Doses of belantamab mafodotin are to be administered as an [V
infusion via an infusion pump that can ensure precision to the decimal point of a mL for
the infusion rate at lower doses. It is recommended to prime the IV tubing with at least 15
mL prior to dosing.
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Storage

Belantamab mafodotin must be stored in a secure area under the appropriate physical
conditions for the product. Access to and administration of the belantamab mafodotin
will be limited to the investigator and authorized site staff. Belantamab mafodotin must
be dispensed or administered only to subjects enrolled in the study and in accordance
with the protocol.

Belantamab mafodotin is to be stored at a temperature range of -50°C to -15°C.
Maintenance of a temperature log is required.

6.7.2. Pembrolizumab
Preparation
Pembrolizumab will be provided in a single-use vial at 100 mg/4 mL (25 mg/mL).

Preparation for intravenous infusion: withdraw the required volume from the vials of
pembrolizumab and transfer into an intravenous (IV) bag containing 0.9% sodium
chloride injection, USP or 5% dextrose injection, USP. The final concentration of the
diluted solution should be between 1 mg/mL to 10 mg/mL. Refer to the SRM for further
details on preparation of pembrolizumab.

Handling

Under normal conditions of handling and administration, investigational product (IP) is
not expected to pose significant safety risks to site staff. A Material Safety Data Sheet
(MSDS) describing the occupational hazards and recommended handling precautions will
be provided to site staff if required by local laws or will otherwise be available from GSK
upon request.

In the case of unintentional occupational exposure notify the study monitor, the GSK
Medical Monitor and/or the study manager.

Refer to the SRM for detailed procedures for the disposal and/or return of unused study
treatment(s).

Administration

Pembrolizumab infusion solution should be intravenously administered over 30 minutes
through an intravenous line containing a sterile, non-pryogenic, low-protein binding 0.2
micron to 5 micron in-line or add-on filter. However, given the variability of infusion
pumps from site to site, a window between -5 minutes and +10 minutes is permitted (i.e.,
infusion time is 30 minutes -5 min/+10 min).
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Storage

The vials of pembrolizumab (100 mg/4 mL) solution should be stored under refrigeration
at 2-8°C (36-46°F) in original carton to protect from light. Do not freeze and do not
shake.

6.8. Product Accountability

In accordance with local regulatory requirements, the investigator, designated site staff,
or head of the medical institution (where applicable) must document the amount of
investigational product (IP) and other study treatments dispensed and/or administered to
study subjects, and the amount received from and returned to GSK, when applicable.
Product accountability records must be maintained throughout the course of the study.
Refer to the SRM for further detailed instructions on product accountability.

6.9. Compliance with Study Treatment Administration

Both study drugs: belantamab mafodotin and pembrolizumab will be administered
intravenously to subjects at the study site. The dose of pembrolizumab will be 200 mg.
The dose of belantamab mafodotin is based on body weight calculation, and will be
escalated from 2.5 mg/kg to 3.4 mg/kg in Part 1. The dose of GSK 1857916 in Part 2 will
be the RP2D as established in Part 1. The dose of belantamab mafodotin may be reduced
for toxicity according to protocol guidelines.

6.10. Treatment of Investigational Product Overdose

Selected non-serious and serious adverse events are also known as Events of Clinical
Interest (ECI) and must be reported to the sponsor within 24 hours of awareness.

Events of clinical interest for this trial include:

1. an overdose of Sponsor's product, as defined below — Treatment of Overdose, that
is not associated with clinical symptoms or abnormal laboratory results.

2. anelevated AST or ALT lab value that is greater than or equal to 3X the upper limit
of normal and an elevated total bilirubin lab value that is greater than or equal to 2X
the upper limit of normal and, at the same time, an alkaline phosphatase lab value that
is less than 2X the upper limit of normal, as determined by way of protocol-specified
laboratory testing or unscheduled laboratory testing.*

*Note: These criteria are based upon available regulatory guidance documents. The
purpose of the criteria is to specify a threshold of abnormal hepatic tests that may
require an additional evaluation for an underlying etiology. The trial site guidance for
assessment and follow up of these criteria can be made available. It may also be
appropriate to conduct additional evaluation for an underlying etiology in the setting of
abnormalities of liver blood tests including AST, ALT, bilirubin, and alkaline
phosphatase that do not meet the criteria noted above. In these cases, the decision to
proceed with additional evaluation will be made through consultation between the
study investigators and the Sponsor Clinical Director. However, abnormalities of liver
blood tests that do not meet the criteria noted above are not ECls for this trial.
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For this study, an overdose of pembrolizumab will be defined as 1000 mg or >5 times the
indicated dose.No specific information on the treatment of overdose of pembrolizumab
and belantamab mafodotin.

In the event of an overdose (defined as administration of more than the protocol-specified
dose) of belantamab mafodotin and pembrolizumab, the investigator should:

e contact the GSK Medical Monitor immediately

e closely monitor the subject for adverse events (AEs)/serious adverse events
(SAEs) and laboratory abnormalities until belantamab mafodotin can no longer
be detected systemically (at least 3 months)

e obtain a plasma sample for pharmacokinetic (PK) analysis within 24 hours of
the event if requested by the GSK Medical Monitor (determined on a case-by-
case basis)

e document the quantity of the excess dose as well as the duration of the
overdosing in the eCRF
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6.11. Lifestyle and/or Dietary Restrictions
6.11.1. Contraception

Belantamab mafodotin and pembrolizumab may have adverse effects on a fetus in utero.
The cytotoxic component of belantamab mafodotin, MMAF, disrupts microtubule
function, is genotoxic, and can be toxic to rapidly dividing cells, suggesting it has the
potential to cause embryotoxicity and teratogenicity and should not be administered to
pregnant or lactating women [GlaxoSmithKline Document Number 2013N175128 09,
2021]. Furthermore, it is not known if pembrolizumab has transient adverse effects on the
composition of sperm. Subjects should be informed that taking the study medication may
involve unknown risks to the fetus (unborn baby) if pregnancy were to occur during the
study.

6.11.1.1. Female Subjects

In order to participate in the study, WOCBP must adhere to the contraception
requirement (from the day of study medication initiation) during the study and for 9
months after the last dose of study treatment. If there is any question that a WOCBP will
not reliably comply with the requirements for contraception, that subject should not be
entered into the study. Full details are in Appendix 8.

6.11.1.2. Male Subjects

Male subjects with female partners of child bearing potential must comply with the
contraception requirements highlighted in Section 5.1 from the time of first dose of study
medication until 140 days after the last dose of belantamab mafodotin. Details on
contraceptive options for subjects with a partner of childbearing potential are in
Appendix 8.

Men with a pregnant or breastfeeding partner must agree to remain abstinent from penile-
vaginal intercourse or use a male condom during each episode of penile penetration from
the time of first dose of study until 6 months after the last dose of study treatment to
allow for clearance of any altered sperm.

6.11.1.3. Lactation Restrictions

Female subjects who are lactating must discontinue nursing prior to the first dose of study
treatment and must refrain from nursing throughout the treatment period and for 4
months following the last dose of study treatment.

6.11.2.  Subjects with Contact Lenses

Contact lenses are prohibited while on the study treatment (from first dosing to the end of
study treatment). Contact lens use may be restarted after the ophthalmologist (or an
optometrist if an ophthalmologist is not available) confirms there are no other
contraindications.

Use of bandage contact lenses is permitted during study treatment as directed by the
treating ophthalmologist (or optometrist if an ophthalmologist is not available).
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6.12. Concomitant Medications/Vaccinations and Non-Drug

Therapies

Subjects will be instructed to inform the investigator prior to starting any new
medications from the time of first dose of study treatment until the end of the treatment
visit. Any concomitant medication(s), including non-prescription medication(s) and
herbal product(s), taken during the study will be recorded in the eCRF. Additionally, a
complete list of all prior anti-cancer therapies will be recorded in the eCRF.

If future changes are made to the list of permitted/prohibited medications, formal
documentation will be provided by GSK and stored in the study file. The SRM will be
updated to include this information. Any such changes will be communicated to the
investigative sites in the form of a letter.

6.12.1. Permitted Medication(s)

Subjects should receive full supportive care during the study, including transfusion of
blood products, growth factors, and treatment with antibiotics, anti-emetics,
antidiarrheals, and analgesics, as appropriate.

Concomitant therapy with bisphosphonates and RANKL inhibitors are allowed.

Subjects may receive local irradiation or elective surgery, eg. for pain control after
discussion with the medical monitor.

6.12.2. Tumor Lysis Syndrome (TLS) Prevention and Treatment
Recommendations

Subjects with a high tumor burden with a high proliferative rate might be at risk for TLS
and should be monitored for clinical and laboratory signs of tumor lysis. Specifically, all
subjects with elevated uric acid (>8 mg/dL, or >476 mmol/L) should receive prophylaxis
with allopurinol, or rasburicase. All subjects should be hydrated to reduce risks for renal
toxicity and tumor lysis syndrome (TLS) with belantamab mafodotin treatment. Adequate
fluid volume status should be maintained throughout treatment and blood chemistries
should be monitored as indicated in the Time and Events Tables in Section 7 or more
frequently if clinically indicated. Prior to the first dose in Cycle 1, all subjects should
receive at least 250- 500 mL of intravenous normal saline or other appropriate
intravenous fluid. Additionally, 250-500 mL of intravenous fluid should be given as
needed following belantamab mafodotin administration. Intravenous hydration should be
continued, as needed, in subsequent cycles and subjects should be monitored for fluid
overload during this period.

If the constellation of clinical and/or laboratory signs tested on Cycle 2 Day 1 indicates a

possibility of developing TLS, subjects should be hospitalized with frequent monitoring
of clinical signs and clinical chemistries and treated accordingly.

83



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

6.12.3.  Supportive Care Guidelines for Corneal Events (Belantamab
Mafodotin)

Corneal events, which commonly manifests as a superficial microcystic keratopathy, has
previously been reported with antibody drug conjugates, including those conjugated to
MMAF [Tannir, 2014; Eaton, 2012; Younes, 2012]. It is required that the sites establish a
close collaboration with an ophthalmologist (or optometrist, if ophthalmologist is not
available) who will be responsible for assessing subjects on study and managing subjects
who develop corneal toxicity in close communication with GSK Medical Monitor and
possibly a GSK ophthalmologist.

Subjects will be assessed by ophthalmologists (or optometrist, if an ophthalmologist is
not available) at baseline, and then every three weeks prior to each dose of belantamab
mafodotin for the first 4 doses. After the 4™ dose of belantamab mafodotin, if there are no
significant ocular symptoms or vision changes the frequency of ophthalmologic exams
may be decreased to once every 6 months until end of study treatment. In case of
persistent or newly developed ocular symptoms or vision changes, the subject will have
further ophthalmologic exams, at least every 3 months until resolution (to Grade 1 or
baseline) or more frequently as clinical indicated by the eye care specialist.

Subjects who have signs or symptoms of corneal toxicity present at end of study will
continue to be followed monthly for up to 12 months, or until deemed clinically stable by
an ophthalmologist (or optometrist, if ophthalmologist is not available), whichever comes
first. Clinically stable is defined as:

e Any GSK Grade 1 exam finding (§j#jli] keratopathy) and a one-line change in vision
when compared to baseline or,

e No exam findings, and a one-line change when compared to baseline or,

e Any GSK Grade 1 exam finding (@j#jij keratopathy) and no change in vision from
baseline

Further information regarding corneal toxicity associated with belantamab mafodotin,
including a grading scale and prophylactic measures are in Appendix 9.

6.12.4. Supportive Care Guidelines for Pembrolizumab

Subjects should receive appropriate supportive care measures as deemed necessary by the
treating investigator. Suggested supportive care measures for the management of AEs
with potential immunologic etiology are outlined along with the dose modification
guidelines in 6.5.2. Where appropriate, these guidelines include the use of oral or
intravenous treatment with corticosteroids, as well as additional anti-inflammatory agents
if symptoms do not improve with administration of corticosteroids. Note that several
courses of steroid tapering may be necessary as symptoms may worsen when the steroid
dose is decreased. For each disorder, attempts should be made to rule out other causes
such as metastatic disease or bacterial or viral infection, which might require additional
supportive care. The treatment guidelines are intended to be applied when the
investigator determines the events to be related to pembrolizumab.
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Note: If after the evaluation the event is determined not to be related, the investigator
does not need to follow the treatment guidance. Refer to Table 5 for guidelines regarding
dose modification and supportive care.

It may be necessary to perform conditional procedures such as bronchoscopy, endoscopy,
or skin photography as part of evaluation of the event.

6.12.5. Prohibited Medication(s)

Chronic treatment with oral steroids is prohibited while the subject is on study, unless for
treatment of acute complications related to study treatment, or pre-medication prior to
belantamab mafodotin, or pembrolizumab infusion. Steroids may be used to treat infusion
related reactions. Inhaled steroids are allowed for management of asthma, or COPD.

Elimination pathways for belantamab mafodotin and cys-mcMMAF have not been
characterized in humans. Cys-mcMMAF was not an inhibitor, an inducer, or a good
substrate of cytochrome P450 (CYP) enzymes in vitro. Cys-mcMMAF was shown to be a
substrate of P-glycoprotein (P-gp), and strong inhibitors of OATP1B1 and OATP1B3
should be avoided unless considered medically necessary.

A list of Prohibited Concomitant Medications is provided in SRM, based on known
interactions or characteristics of each component of the Study Treatment.

Other Prohibited Therapies:

o Plasmapheresis is prohibited from 7 days prior to study entry through the end of
study.
J Anti-cancer therapies other than those referred to as Study Treatment that include

but are not limited to chemotherapy, immunotherapy, biologic therapy, hormonal
therapy (other than physiologic replacement), surgery, and radiation therapy
(other than palliative intervention as described in Section 6.12.1). Radiation
therapy or surgery may be permitted after mutual agreement of the investigator,
the sponsor and the subject.

o Investigational agents other than pembrolizumab and belantamab mafodotin

o Live vaccines within 30 days prior to the first dose of trial treatment and while
participating in the trial. Examples of live vaccines include, but are not limited to,
the following: measles, mumps, rubella, chicken pox, yellow fever, rabies, BCG,
and typhoid (oral) vaccine. Seasonal influenza vaccines for injection are generally
killed virus vaccines and are allowed. However, intranasal influenza vaccines (e.g.
Flu - Mist) are live attenuated vaccines, and are not allowed.

6.13. Continued Access to Study Intervention after the End of the
Study

Participants receiving belantamab mafodotin following 24 months post LSFD (at the time
of study completion) may continue to receive belantamab mafodotin, if, in the opinion of
their treating physician, they are continuing to derive clinical benefit from continued
treatment. Study treatment will continue until a study discontinuation criterion (see
Protocol Section_5.4) as assessed by the investigator has been met. Investigators will
report all SAEs, overdose and pregnancy cases until 70 days after receipt of their last
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dose of study treatment and pre-specified ocular data (see SRM) will be reported until
resolution unless the event is considered by the investigator to be unlikely to resolve, or
the patient is lost to follow up. Post EOS, data cut-off, recording and follow up of SAEs
and pre-specified ocular data will be done via paper forms. Drug accountability data will
also be collected at site. Assessments will revert to standard of care at their particular site.
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7. STUDY ASSESSMENTS AND PROCEDURES

A signed, written informed consent form must be obtained from the subject prior to any
study-specific procedures or assessments being performed.

Protocol waivers or exemptions are not allowed with the exception of immediate safety
concerns. Therefore, adherence to the study design requirements, including those
specified in the Time and Events Table, are essential and required for study conduct.

The timing of each assessment is listed in the Time and Events Tables (Table 7, Table 8,
Table 9, and Table 10). The timing and number of the planned study assessments may be
altered during the course of the study based on newly available data (e.g. to obtain data
closer to the time of peak plasma concentrations) to ensure appropriate monitoring for the
following assessments: safety, PK, or other assessments. The change in timing or
addition of time points for any of the planned study assessments listed above must be
approved and documented by GSK, but this will not constitute a protocol amendment.
The IRB or EC will be informed of any safety issues that require alteration of the safety
monitoring scheme. The maximum amount of blood collected in Screening and during
the first Cycle 1 from each subject for the Dose Escalation and for the Dose Expansion is
no more than 120 mL of blood (the details will be provided in SRM).

Whenever vital signs, 12-lead ECGs and blood draws are scheduled for the same nominal
time, the assessments should occur in the following order: 12-lead ECG, vital signs,
blood draws. The timing of the assessments should allow the blood draw to occur at the
exact nominal time. Detailed procedures for obtaining each assessment are provided in
the SRM.
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Table 7 Time and Events Table: Part 1 and Part 2 — Screening Assessments
Study Assessments!? Screen? Notes
Informed Consent X 1. All assessments will apply to Part 1 and 2 unless stated otherwise. Assessments scheduled on days
Baseline Demographics X of dosing should be done prior to drug administration, unless otherwise specified.
Medical History X 2. All Screening assessments must be performed within 28 days prior to first dose unless otherwise
Physical Exam X specified. Informed Consent must be signed before any study-specific assessments are performed.
Concomitant Medications X Screening Assessment do not need to be repeated on C1D1 unless otherwise specified.
ECOG Performance Status X 3. Screening ocular examination to be performed by an ophthalmologist (or an optometrist if an
Safety ophthalmologist is not available) within 28 days prior to the first dosing. See Section 7.3 5 for list of
Ocular Exam X3 ophthalmic exam procedures.
Vital Signs (BP, HR. Body Temperature) X 4. Perform only in women of child—l_)egring potential__ A serum pregnancy_test must be performed at
Weight and Height X screening. If test is completed within 72 hours prior to_ the ﬁrst dose, this assessment need_ not be
Pregnancy Test X repeateq on C1D1. For ques_,honab_le cases, f_olllcle—stlmulahng hormone (FSH) and estradiol (as
Hematology X needed in women of non—ch_lldbear_lng_ potential {_)nly) should be performed at Ioca_l lab.
Clinical chemistry X 5. eGFR as calcul_ated by _M0d|ﬁed D_|et in Renal Dlsgase (MDRD) formula (Appendix 3)
- 6.  Albumin / creatinine ratios (spot urine from first void).

EG.FR - X 7. Troponin will be measured at the local lab (troponin | or T) and a central lab (troponin I).
Ur|na|vs_|s - — - X 8. BNP to be measured locally at screening; if cardiac workup is required due to safety concerns during
Spot Urine (albumin / creatinine ratio) X8 the study, BNP should be measured.
CRP X 9. Trplicate ECG measurement.
HBsAg, HBcAb, HCV tests X 10. LVEF may be performed within 28 days prior to first dose. To be sent for central imaging storage.
Troponin X7 11. Skeletal Survey: Imaging of bones for Iytic lesions by a method aligned with the institutional guidance
BNP X8 (X-ray, CT, or MRI). Skeletal survey results within 28 days prior to C1D1 may be used for screening.
12-ead ECG X Same modality used at Screening must be used throughout study.
LVEF and valves assessment (ECHO) X10 12. In subjects with known or suspected extramedullary disease. May be performed up to 28 days prior to

T T C1D1 as screening value. Needs to be performed by the same method throughout the study as was
Beta2 microglobulin X done at baseline (i.e. if CT!_PET scan was used as baseline, subject need_s to be foll_owe_d by CT/PET
Skeletal Survey Xt scans). Selected targe@ Iespn needs to be measured and followed over time. For sites in Germany,
UPEP 24 hr urine collection X only MRl is allowed as imaging modality.
Urine immunofixation X
SPEP X
Serum Immunofixation X
Extramedullary Plasmacytoma Assessment
(by whole body CT or whole body MRI or X12
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Study Assessments! Screen? Notes
Serum Kappa, Lambda free Light chain, FLC X 13. Only required for subjects with IgD/E myeloma If patient has IgD or IgE myeloma, then IgG/A/M
ratio testing is not required.
Calcium corrected for albumin (serum) X 14. FISH testing at least for: t(4;14), t(14;16), amp (1q), del(1p) and 17p13del. FISH results from samples
IgG, IgM, IgA X taken within 60 days prior to first dose are acceptable.
IgD/E X13 15, Samples from within 28 days prior to first dose are acceptable. A portion of the aspirate collected for
Bone Marrow (BM) disease assessment will be used for biomarker research (BM aspirate clot is preferred for BCMA
Aspiration/Biopsy analysis), for FISH testing, and MRD testing. MRD testing will be performed by a central lab.
BM aspirate for FISH testing X1 16. Archival samples are acceptable; however, they should not replace fresh BM biopsies/aspirates
BM aspirate for BCMA expression and X15
immune cell characterization
BM aspirate for MRD testing X1
BM aspirate/biopsy for percent malignant X15, 16

plasma cell

Health Qutcomes

PRO-CTCAE X
NEI-VFQ-25 and OSDI X
Abbreviations:

BP = Blood pressure; BNP = B-type natriuretic peptide; CRP = C-reactive protein; CT = Computed tomography; eGFR = Estimated glomerular filtration rate; ECG = Electrocardiogram;
ECHO = Echocardiogram; ECOG = Eastern Cooperative Oncology Group; FISH = Fluorescence in situ hybridization; FLC = Free light chain; HBsAg = surface antigen of Hepatitis B
virus; HBcAb = Hepatitis B core antibody; HCV = Hepatitis C virus; HR = Heart rate; Ig = Immunoglobulin; LVEF = Left Ventricular Ejection Fraction; MRD = Minimal residual disease;
MRI = Magnetic resonance imaging; NEI-VFQ-25 = National Eye Institute 25-item Visual Function Questionnaire; OSDI = Ocular Surface Disease Index; PET = Positron emission
tomography; PRO-CTCAE = Patient-Reported Outcomes Version of the Common Term Criteria for Adverse Events; SPEP = Serum protein electrophoresis; UPEP = Urine protein

electrophoresis
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Table 8 Time and Events Table: Part 1 and Part 2 — On Study Assessments Completed Independent of Dosing
D:1 1 = E 3 | Treatment Period:
Study Assessments? y Q3W from Wk 4 Notes
(Week | (Week .
until EOT
1) 2)

Physical Exam X X All assessments will apply to Part 1 and 2 unless stated otherwise. Assessments scheduled on

Vital Signs (BP, HR, Body e X @ days of dosing should be done prior to drug administration, unless otherwise specified.

Temperature) Assessments for C1D8 can be performed up to +3 days of the scheduled date. All assessments

Adverse Events? Ongoing frgm Cyple 2_can be performed i3 da)_!s of l_he scheduled date unless olherwise _spec'rﬁ_ed_ _

Concomitant Medications Ongoing Single vital sign assessment rgqmre_d if dosing is held. Refer to Table 9 for additional vital sign

Genetlics® X assessments to be completed if dosing.
AEs/SAEs will be collected from first study dose up to 45 days post the last dose All related SAEs

ECOG Perf Stat X

STOTAE 0 g s Safety are to be collected from consent through OS follow-up. AEs/SAEs will be followed unfil the event

is resolved, stabilized, otherwise explained or subject is lost to follow up.

QOcular Exam X5 : : . ]
Informed consent for optional sub studies (e.g. genetic research) must be obtained before

Hematology X X X llecti le. The sample will be collected on G1D1 prior to infusi

Clinical chemisty X6 X X collecting a sample. The sample will be collected on prior to infusion.

OERE X6 X X On-study ocular exams to be performed up to 5 days before scheduled study dose by an

£ - - ophthalmalogist (or an optometrist if an ophthalmologist is not available) every three weeks prior

Urinalysis X X to each dose of belantamab mafodotin for the first 4 doses. See Section 7.3.5 for list of

CRP X ophthalmic exam procedures. After the 4t dose of belantamab mafodotin, f there are no
significant ocular symptoms or vision changes, the frequency of ophthalmologic exams may be
decreased to once every 6 months until end of study treatment. In case of persistent or newly
developed ocular symptoms or vision changes, the subject will have further ophthalmologic
exams, at least every 3 months until resolution (to Grade 1 or baseline) or more frequently as
clinically indicated by the eye care specialist.
If completed within 72 hrs prior to the first dose, this assessment does not need to be repeated on
Day 1 of Cycle 1. Refer to Table 11 for comprehensive list of lab tests.

Free T3, Free T4 and TSH X X8

For subjects that develop Grade 3 or 4 thrombocytopenia and/or neutropenia, blood counts
should be monitored more frequently until resolution to a <Grade 2. In addition, subects should be
monitored for signs and symptoms of bleeding, infection and other associated events and
evaluated promptly. Institute supportive care (e.g transfusion, growth factors) and other
treatments as clinically indicated and in accordance with local institutional guidelines.

eGFR as calculated by Modified Diet in Renal Disease (MDRD) formula (Appendix 3)

Every 6 weeks from first dose while on study.
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D:; 1 2 E 3 | Treatment Period:
Study Assessments? Q3W from Wk 4 Notes
(Week | (Week til EOT
1) 2) unti

LVEF and valves X0 10. ECHOs to be done locally up to 7 days prior to scheduled visit. On treatment ECHOs will occur
assessment (ECHO) 10 every 12 weeks from C1D1 (e.g., Week 13, W25, W37, efc ) and will continue regardless of dose

Disease Evaluation delays. All ECHOs will be sent for central imaging storage.
Skeletal Survey X1 11. At the time of suspected disease progression or as clinically indicated. Same modality used at
UPEP 24 hr urine collection X6 X Screening must be used throughout study.
Urine immunofixation X6 X12 12. At time of first achieving SPEP or Urine M protein ~ Og/dl (suspected CR) and until suspected PD
SPEP X6 X after CR or sCR.
Serum Immunofixation X6 X12 13. Q12 weeks (13 weeks) through 1 year and then as clinically indicated . To be performed by
Extramedullary the same method throughout the study as was done at baseline (i.e. if CT/PET scan was used as
Plasmacytoma Assessment baseline, subject needs fo be followed by CT/PET scans). Selected target lesion needs to be
(by whole body CT or whole X1 measured and followed over time. For sites in Germany, only MRI is allowed as imaging modality.
body MRI or CT/PET) Imaging is_ from Cycle_- 1 Day_ 1. _
Serum Kappa, Lambda free o X 14. t(l)?glt?rn%eﬁsurl]:}atdrfet;ru?::gects with IgD/E myeloma. If patient has IgD or IgE myeloma, then IgG/A/M
gggf:lag’r;tigaft:ﬁ 15. Bone marrow aspirate sample to be collected at C3D1 (+ 7 days). BM aspirate clot is preferred for
albumin (serum) X6 X BCMA analysis and immune cell characterization/profiling. _
IgG. IgM, IgA G X 16. Optional ._add|t|onal _bone marrow as_plrat(_e samples may be collected at C1D8 or during any 3
gD }E1 i X X week period, or at time of Progressive Disease for biomarker assessments.

Bone Marrow (BM) 17. MRD assessment to be performed by a central _Iab_ at the time of first ach|_e\.r|ng VGPR or _CR_

Aspiration/Biopsy Repeat MRD testing 6 and 12 months after achieving VGPR or CR (provided VGPR/CR is

- maintained). Additional samples to be collected for biomarker research are encouraged, as part of

BM asp!rate for _BCMA the same BM draw.
expression and immune cell Xt Xe:8 18. At the time of suspected CR for confirmation of PC% <5% (always) or at time of suspected PD
Gharaotgrlzatlon - (only if not evident otherwise). Bone marrow core biopsy is preferred.
BM asp!rate for MRD festing X1 19. IHC only to confirm sCR at the time of confirmation of CR bone marrow biopsy/aspirate is
BM aspirate and biopsy for X18 performed. IHC to confirm sCR on BM biopsy when CR is achieved. Absence of clonal cells in
disease assessment BM biopsy by IHC is required to determine sCR.
BM biopsy to assess sCR X1 20. Additional assessments may be conducted for those subjects who experience worsening in visual

Health Outcomes function.
PRO-CTCAE X X X
NEI-VFQ-25 and OSDI X X X20
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D:;'I 1 2 E 3 | Treatment Period:
Study Assessments? Q3W from Wk 4 Notes
W"ﬁe" ‘wze}e" until EOT
EORTC-QLQ-C30 and 21. Collected pre-dose every Q6 weeks from C1 until EOT
EORTC-QLQ-MY20 (Part 2 X21 X21

only)

Abbreviations:

AE = Adverse Event; BP = Blood pressure; CR = Complete response; CRP = C-reactive protein; CT = Computed tomography; eGFR = Estimated glomerular filtration rate; ECHO =
Echocardiogram; ECOG = Eastern Cooperative Oncology Group; EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire 30-
item Core Module; EORTC-QLQ-MY20 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire 20-item Multiple Myeloma Module; FLC = Free
light chain; HR = Heart rate; Ig = Immunoglobulin; IHC = Immunohistochemistry; MRD = Minimal residual disease; MRl = Magnetic resonance imaging; NEI-VFQ-25 = National Eye
Institute 25-item Visual Function Questionnaire; OSDI = Ocular Surface Disease Index; PC = clonal plasma cells; PD = Progressive disease; PET = Positron emission tomography;
PRO-CTCAE = Patient-Reported Outcomes Version of the Common Term Criteria for Adverse Events; Q3W = Every 3 weeks; sCR = Stringent complete response; SAE = Serious
adverse event; SPEP = Serum protein electrophoresis; T3 = Triiodothyronine 3; T4 = Triiodothyronine 4; TSH = Thyroid Stimulating Hormone; UPEP = Urine protein electrophoresis;

VGPR = Very good partial response
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Table 9 Time and Events Table: Part 1 and Part 2 — On Study Assessments with Dosing Days (Cycles)
Day 1 of C2 -
Stud c1Day | ¢! ga’ 35
y 1 (Week (IF DOSING) Notes
Assessments! (Week _
1) 9 Cycles =21
)
days
1. All assessments will apply to Part 1 and 2 unless stated otherwise. Assessments should be done prior o drug
Safety administration, unless otherwise specified. Assessments for C1D8 can be performed +3 days of the
scheduled date. From Cycle 2, assessments can be performed +3 days of the scheduled date unless
Infusion Related Vital otherwise specified.
Signs (BP, HR, Body X2 2. For the first infusion, Infusion vital signs must be assessed for each infusion (belantamab mafodotin and
Temperature) pembrolizumab) at: pre-dose (within 30 min prior to SOI); at the end of infusion (EOI) (+15 min); and 1 hr (+10
Weight X X min) post EOI. For subsequent infusions, infusion vital signs must be assessed for each infusion (belantamab
Pregnancy Test X3 X3 mafodotin and pembrolizumab) at pre-dose (within 30 min prior to SOI); at EOl (+15 min), and 30 min (+10
Troponin X X4 min) post EOl. On dosing days with PK sampling time points, vital signs should be assessed prior to
Spot Urine (albumin / PK samples being drawn. See Section 7.3.7.
creatinine ratio) x>0 X 3. Perform only in women of child-bearing potential. Pregnancy tests may be either pre-dose serum or urine and
Triplicate 12-lead should be performed within 72 hours prior fo dosing.
ECG X X X7 4. Pre-dose. Troponin will be measured at the local lab (troponin | or T) and a central lab (troponin I).
PKand ADA | ©- Albumin/ creatinine ratios (spot urine from first void).
Pharmacokinetics® 6. If completed within 72 hrs prior to the first dose, this assessment does not need fo be repeated on Day 1 of
for belantamab Cycle 1. Refer to Table 11 for comprehensive list of lab tests.
: X8 X3 Xe 7. Triplicate ECGs to be performed at pre-dose (within 30 minutes prior to SOI belantamab mafodotin) and at EOI
mafodotin and e ; ) .
pembrolizumab (within 30 min after belantamab mafodotin EOI) at each cycle. ECG recordings should be made after at least
— 10 min rest and collected no more than 2 min apart. On days with PK sampling time points, ECGs should be
Immunogenicity 9 . ]
(ADA) X X performed prior to PK samples being drawn.
: 8. PKsamples to be obtained at as described in Section 7.4.1. The sSBCMA samples must be taken at the same
Biomarker : )
time of any belantamab mafodotin PK sample.

9. Pre-dose belantamab mafodotin (within 30 min prior to SOI) at C1 Day1 (week 1), C2, C5 and every 3 cycles
thereafter (i.e., C8, C11,..) until EOT for both belantamab mafodotin and pembrolizumab ADA samples. If
belantamab mafodotin is administered but pembrolizumab is planned to be held during any of the above Cycle

Soluble BCMA X10 X10 X10 timepoints, pre-dose pembrolizumab ADA should still be collected.
10. Serum sBCMA samples will be collected each cycle at pre-dose (within 30 minutes prior to SOI), at every time

a PK sample is collected, as indicated in Section 7 4 1_, and at every MRD assessment timepoint.
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on Cycle 1 Day 1 until end of treatment.

- At the start of each infusion, subjects may apply cooling eye masks to their eyes for approximately 1 hour as long
as tolerated.
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Day 1 of C2 -
Study C1Day | ¢! 8[’“ c35
Assessments! 1 {Tre k (Week ((I:F E:EsSI:NZ(?I} Notes
2) o
ays
Serum cytokines/ X X Xt
chemokines!! 11. Collect a cytokine/chemokine serum sample during C1D1 at pre-dose (within 30 minutes prior to SOI
Plasma-cfDNA X12 X2 belantamab mafodotin), EOI of pembrolizumab (within 30 minutes after EOI) (even when infusion is interrupted
Whole blood RNA X13 X13 X13 or halted), 4 h after belantamab mafodotin SOI, 24 h after belantamab mafodotin SOI (+1 h); at C1D8 (+3
Crvooreserved days, on same day as PK sample collection) dose, and pre-dose belantamab mafodotin (within 30 min prior to
Pgmf)s X1 X X1 S0l) at C2D1 and C5D1. o o
Treatment 12. Collect pre-dose belantamab mafodotin (within 30 min prior to SOI) at C1D1, at every 12 weeks thereafter
— (pre-dose belantamab mafodotin), and at every MRD assessment timepoint.

Administration of Day 1 of each | 13. Collect pre-dose belantamab mafodotin (within 30 min prior to SOI) at C1D1, C1D8 (+3 days, on same day as
belantamab X cycle PK sample collection), and pre-dose belantamab mafodotin (within 30 min prior to SOI) at C2D1 and C5D1.
mafqdptln“i_ 14. Collect during C1D1 at pre-dose (within 30 minutes prior to SOl belantamab mafodotin), EOI of pembrolizumab
Admlnlst_ratlon of X Day 1 of each (within 30 minutes after EQI) (even when infusion is interrupted or halted), 4 h after belantamab mafodotin
pembrolizumab® cycle SO, 24 h after belantamab mafodotin SOI (1 h); at C1D8 (+3 days, on same day as PK sample collection)
Premedication if X X (at the start and pre-dose belantamab mafodotin (within 30 min prior to SOI) at C2D1 and C5D1.
needed'® of each cycle) | 15 A window of + 3 days is acceptable for administration of study treatment after C1. Belantamab mafodotin wil

be administered first as IV infusion, followed by 1 hr rest period. Refer to SRM for details. Pembrolizumab will

be administered as second, in a 30 min infusion, 1 hr after belantamab mafodotin EOI, provided subject did

not develop IRR requiring intervention. If planned Cycle treatment is delayed due to toxicities which have

resolved, if in the judgement of the investigator, treatment needs to be initiated prior to next planned Cycle, this
Corneal evert]ts can be discussed with the medical monitor. Dosing cannot occur more frequently than every 21 days (+3
management: days).
preservative-free X7 X7 16. Premedication should be considered in any subject who experienced an infusion related reaction at first or any
artificial tears and subsequent infusion with belantamab mafodotin and pembrolizumab.
cooling masks'? 17. Comneal management information:

Abbreviations:

ADA = Antibody Drug Antibody; BP = Blood pressure; cfDNA = Circulating free DNA; ECG = Electrocardiogram; EQI = End of Infusion; HR = Heart rate; IRR = Infusion related reaction;
PBMC = peripheral blood mononuclear cell ; PK = Pharmacokinetics; QID = 4 times a day; SOI = start of infusion
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Table 10 Time and Events Table: Part 1 and Part 2 — End of Treatment and Follow-up Assessments
End of PFS Follow- 0S
Study Assessments! - Follow- Notes
Treatment Visit2 up? up*
Physical Exam X X 1. All assessments will apply to Part 1 and 2 unless stated otherwise.
Vital Signs (BP, HR, Body X 2. Safety follow up to occur within 30 days from the last dose, or prior to the new anti-MM
Temperature) treatment (whichever occurs first).
Related Related | 3. PFS follow-up every 21 days (+7 days) for subjects who discontinue IP for a reason other
Adverse Events? X SAEsonly | SAEs only than PD. Disease evaluations will continue until confirmed PD, death, start of a new
Concomitant Medications X X anticancer treatment, withdrawal of consent, or end of the study whichever oceurs first.
Safety Once subject progresses, move to OS Follow-up.
Ocular Exam X6.7 X7 X7 4. The survival for MM will be documented in medical charts. No visit necessary. Contacts
ECOG Performance Status X will be made via phone calls, emails or other means of communications every 12 weeks
Hematology X (£ 14 days) until end of study (Section 5.5.2). Subject does not need to come in for visit
Clinical chemistry X X unless they are being followed for corneal signs that are present at the end of study
Pregnancy Test X8 X? X2 freatment. )
eGER' X 5. AE/SAEs will be collected to 45 days post the last dose. All related SAEs are to be
Uninalysis X collected from_ﬁrstdose thrpugh OS_foIIow-up_ {-‘\ESI_SAES will be followed until the event is
CRP X resolved, stabilized, otherwise explained or subject is lost to follow up.

6. Ifa subject develops signs / symptoms, or they require additional treatment, e g. topical
steroid for more than 7 days, additional assessment by an ophthalmologist (or optometrist,
if ophthalmologist is not available) will be implemented. Intraocular pressure should be
monitored if steroid eye drops are used more than 7 days. See Section 7 3.5 for list of
exams.

7. Subjects with decreased visual acuity or corneal signs or symptoms at the end of study
treatment visit will have follow-up ophthalmic exams at 3 and 6 weeks from the last dose

; ; of study treatment and then every 6 weeks (+7 days) until deemed clinically stable by an
fg(:tig{:]r;e[g?iﬁ;:nm / X eye care professional, or up until 1 year (whichever comes first). See Section 7.3.5 for list
of exams.

8. Perform only in women of child-bearing potential. May be either serum or urine.

9. Final pregnancy test (serum or urine) must be performed in women of childbearing
potential at the EQT Visit. Follow up pregnancy assessment by telephone (for WOCBP
only) should be performed 4 months after the last dose of belantamab mafodotin.

10. eGFR as calculated by Modified Diet in Renal Disease (MDRD) formula (Appendix 3)

11. Albumin / creatinine ratios (spot urine from first void).
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End of PFS Follow- | _ 0%
Study Assessments! T m— : Follow- Notes
reatment Visit up up?
Troponin'2 X
Free T3, Free T4 and TSH X 12. Troponin will be measured at the local lab (troponin | or T) and a central lab (troponin I).
12-lead ECG X3 13. Obtain a triplicate ECG measurement.
LVEF and valves x4 14. Sent for central imaging storage.
assessment (ECHO) 15. At the time of suspected disease progression or as clinically indicated. Same modality
Disease used at Screening must be used throughout study.
Evaluation 16. At time of first achieving SPEP or Urine M protein ~ Og/dl (suspected CR) and until
suspected PD after CR or sCR
Skeletal survey X X® 17. In subjects with extramedullary MM, if the last radiographic assessment occurred =8
UPEP 24 hr urine collection X X weeks prior withdrawal from study treatment, and PD has NOT been documented
Urine immunofixation X16 X16 otherwise, a new assessment should be obtained at the time the subject withdrew from
SPEP X X study treatment. To be performed by the same method throughout the study as was done
Serum Immunofixation X6 X16 at baseline (i.e. if CT/PET scan was used as baseline, subject needs to be followed by
Extramedullary CTIPET scans). Selected target lesion needs to be measured and followed over time. For
Plasmacytoma Assessment X17 Xte sites in Germany, only MRI is allowed as imaging modality.
(by whole body CT or whole 18. As clinically indicated with same method as was done at baseline.
body MRI or CT/PET 19 Only required for subjects with IgD/E myeloma. If patient has IgD or IgE myeloma, then
Serum Kappa, Lambda free X X |ngNM testing Is not required.
Light chain, FLC ratio 20. One PK sample for belantamab mafodotin and pembrolizumab should be collected at the
Calcium corrected for end of treatment visit.
albumin (serum) X X 21. Collect one ADA at least 8 weeks post last dose.
IgG, IgM, IgA X X
IgD/E™8 X X
Subsequent anti-MM X X
Treatment
PK and ADA
Pharmacokinetics for
belantamab mafodotfin and X2
pembrolizumab
Immunogenicity (ADA) X X2
Biomarkers
Soluble BCMA X
Plasma-cfDNA X
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0s
End of PFS Follow-
1 -
Study Assessments Treatment Visit2 up? Fol:l:;w Notes
Bone Marrow
(BM) 22 MRD assessment to be performed by a central lab at the time of first achieving VGPR or

Aspiration/Biospy CR, repeat testing at 6 and 12 months after achieving VGPR or CR (provided VGPR/CR is
BM aspirate for MRD testing Xz X2z maintained). Additional samples to be collected for biomarker research are encouraged,
BM aspirate and biopsy for X2 X2 as part of the same BM draw. MRD testing will be performed by a central lab.
disease assessment 23. Only to confirm CR or suspected PD at this visit.
BM biopsy to assess SCR X23 X238 24. Bone marrow aspirate sample to be collected at EOT. BM aspirate clot is preferred for

. BCMA analysis and immune cell characterization/profiling.

BM te for BCMA
expraessz:(r)anzrg immune cell X22,24 X2 25_ Subjects who discontinue participation in the study will continue to be assessed during
characterization follow-up until resolution of visual symptoms. Continue to follow-up with subjects via

Health Outcomes telephone who are still experiencing visual symptoms even after study discontinuation.
PRO-CTCAE X 26. Exit Interview should be performed within approximately 21 days of end of treatment visit
NEI-VFQ-25 and OSDI X X X2
EORTC-QLQ-C30 and
EORTC-QLQ-MY20 (Part 2 X
only)
Exit Interview X2

Abbreviations:

AE = Adverse Event; ADA = Antibody Drug Antibody; BP = Blood pressure; cfDNA = Circulating free DNA; CR = Complete response; CRP = C-reactive protein; CT = Gomputed
tomography; eGFR = Estimated glomerular filtration rate; ECG = Electrocardiogram; ECHO = Echocardiogram; EORTC-QLQ-C30 = European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire 30-item Core Module; EORTC-QLQ-MY20 = European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire 20-item Multiple Myeloma Module; FLC = Free light chain; HR = Heart rate; Ig = Immunoglobulin; MRD = Minimal residual disease; MRI = Magnetic resonance imaging;
NEI-VFQ-25 = National Eye Institute 25-item Visual Function Questionnaire; OS = Overall survival; OSDI = Ocular Surface Disease Index; PD = Progressive disease; PET = Positron
emission tomography; PFS = Progression free survival, PK = Pharmacokinetics; PRO-CTCAE = Patient-Reported Outcomes Version of the Common Term Criteria for Adverse Events;
sCR = Stringent complete response; SAE = Serious Adverse Event; SPEP = Serum protein electrophoresis; T3 = Trilodothyronine 3; T4 = Trilodothyronine 4; TSH = Thyroid
Stimulating Hormone; UPEP = Urine protein electrophoresis; VGPR = Very good partial response
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71. Screening and Critical Baseline Assessments

The following demographic parameters will be captured during Screening: date of birth,
gender, race and ethnicity.

Medical/medication history assessed as related to the eligibility criteria listed in Section
5.

Baseline (at Screening and/or on Day 1 prior to belantamab mafodotin infusion)
assessments obtained will include:

e Complete physical examination, including height (in cm) and weight (in kg).

e Vital signs (blood pressure, body temperature, pulse rate)

Ocular exam

Eastern Cooperative Oncology Group (ECOG) performance status

Clinical laboratory tests outlined in Table 11

Serum beta-human chorionic gonadotropin (B-HCG) pregnancy test for female
subjects of childbearing potential only

12-lead electrocardiogram (ECG)

Echocardiogram (ECHO)

Imaging studies CT, MRI or PET-CT (for subjects with extramedullary disease)
BM aspirate/biopsy for disease assessment, FISH, BCMA

Serum (soluble BCMA, chemokines/cytokines, and anti-drug-antibodies)
Plasma cfDNA

Review of concomitant medications

PRO-CTCAE

Procedures conducted as part of the subject’s routine clinical management (e.g., blood
count, imaging study) and obtained prior to signing of informed consent may be utilized
for Screening or baseline purposes provided the procedure meets the protocol-defined
criteria and has been performed in the timeframe of the study.

Cardiovascular medical history/risk factors will be assessed at baseline.
7.2. Efficacy

Standard disease assessments for MM will include the following assessments:

UPEP (24 hour), with M protein

Urine Immunofixation

SPEP, with M protein

Serum immunofixation

Corrected Calcium

Quantitative Immunoglobulins (IgG, IgA, and IgM and for subjects with IgD or IgE
myeloma, quantitative IgD or IgE)

e Serum kappa and lambda free light chains and FLC ratio
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e Bone marrow aspirate and/or core biopsy at screening for baseline PC percentage and
FISH analysis; and for disease response assessment at time of suspected CR/sCR, or
PD
e Attime of VGPR or CR, MRD testing on bone marrow aspirate
e Imaging by CT, MRI, CT/PET or X-ray to assess EMP and bone lesions. For sites in
Germany, only MRI is allowed as imaging modality
e Skeletal survey (Screening and as clinically indicated). For sites in Germany, only
MRI is allowed as imaging modality

Response evaluation will be performed according to the International Myeloma Working
Group Uniform Response Criteria for Multiple Myeloma 2016 [Kumar, 2016].

Clinical activity measured as ORR which is defined as follows:

The percentage of subjects with confirmed sCR, CR, VGPR, and PR as assessed by 2016
recommendations of the International Myeloma Working Group (IMWG)) [Kumar,
2016]. Other assessments of interest like CBR, PFS, TTR, DOR, and OS may also be
considered. Minimal residual disease negative rate will be assessed in those subjects who
achieve a VGPR or CR.

In subjects with extramedullary myeloma- the disease assessments have to include
imaging (e.g., computed tomography [CT] scan, magnetic resonance imaging [MRI], or
PET/ CT scan) and physical examination (as indicated for palpable/superficial lesions).
For subjects with skin only involvement, skin lesions should be measured with a ruler.
Measurement of tumor size will be determined by the Sum of the Products of the
maximal perpendicular diameters of measured lesions (SPD).

Baseline serum disease assessment will be completed during screening period (within 28
days prior to the fist dose of study medication) and baseline imaging within 28 days prior
to the first dose of study treatment. On study serum and urine based assessments (M-
protein, FLC, immunofixation) and imaging, for extramedullary disease, will be
performed as required. The final assessments will be performed during final study visit
(End of treatment visit). See the Time and Events Tables (Table 7, Table 8, and Table
10) for the schedule of assessments of anti-cancer activity. Assessments must be
performed on a calendar schedule and should not be affected by dose
interruptions/delays. For post-baseline assessments, a window of +3 days is permitted to
allow for flexible scheduling. For imaging assessments, a window of Q12 weeks (&3
weeks) through 1 year and then as clinically indicated.

In subjects with extramedullary MM: if the last radiographic assessment was more than 8
weeks prior to the subject’s withdrawal from study and progressive disease has not been
documented, a disease assessment should be obtained at the time of withdrawal from
study.

MRD negativity rate (defined as: the percentage of subjects who are MRD negative by
clonoSEQ). During treatment, testing will be performed for subjects achieving VGPR or
CR. In subjects who have achieved MRD negativity, the testing will be repeated after 6
and 12 months (provided CR is maintained) from time of first documented negative
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MRD result to assess sustained MRD negativity. MRD testing will be performed by a
central lab.

7.3. Safety

Planned time points for all safety assessments are provided in the Time and Events
Tables (Table 7, Table 8, Table 9, and Table 10).

7.3.1. Adverse Events (AE) and Serious Adverse Events (SAEs)

Definition of and Procedures for Recording, Evaluating, Follow-Up and Reporting of an
AE or SAE can be found in Appendix 7 (Section 12.7)

The investigator or site staff will be responsible for detecting, documenting and reporting
events that meet the definition of an adverse event (AE) or serious adverse event (SAE)
as outlined in Section 7.3.1.2.

7.3.1.1. Time Period and Frequency of Detecting AEs and SAEs

The investigator or site staff is responsible for detecting, documenting and reporting
events that meet the definition of an AE or SAE.

All AEs will be collected from the time the first dose of study treatment is administered
until 45 days following cessation of treatment regardless of initiation of new anticancer
therapy.

All SAEs will be collected from the time the first dose of study treatment is administered
until 45 days following cessation of study treatment. In addition, any SAE assessed as
related to study participation (e.g., protocol-mandated procedures, invasive tests, or
change in existing therapy), study treatment or GSK concomitant medication must be
recorded from the time a subject consents to participate in the study up to and including
any follow-up contact. All SAEs will be reported to GSK within 24 hours, as indicated in
Section 7.3.1.7.

After discontinuation of study treatment, the investigator will monitor all AEs/SAEs that
are ongoing until resolution or stabilization of the event or until the subject is lost to
follow-up. At any time after 45 days the investigator may report any AE that they believe
possibly related to study treatment.

Investigator is no longer required to to review and approve SAEs in InForm within 72
hours of awareness of event. They will continue to record casuality assessment for SAEs
in source notes.

Following 24 months post LSFD, participants still deriving clinical benefit in the opinion
of their treating physician may continue to receive belantamab mafodotin. For these
participants, GSK will continue to collect safety information including SAEs, overdose
and pregnancy cases and pre-specified ocular data via paper forms which will be reported
directly to GSK. For these participants, SAEs, overdose and pregnancy cases will be
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reported during the treatment period and for up to 70 days after last dose and pre-
specified ocular data will be reported until resolution unless the event is considered by
the investigator to be unlikely to resolve, or the patient is lost to follow up.

7.3.1.2. Method of Detecting AEs and SAEs

Care must be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended
and non-leading verbal questioning of the subject is the preferred method to inquire about
AE occurrence. Appropriate questions include:

“How are you feeling?”

“Have you had any (other) medical problems since your last visit/contact?” or for
pediatric studies, “Has your child had any (other) medical problems or seem to act
differently in any way since his/her last visit/contact?”

“Have you taken any new medicines, other than those provided in this study, since your
last visit/contact?” or for pediatric studies, "Has your child needed to take any medicines,
other than those provided in this study, since his/her last visit/contact?”

Definition of an AE

Any untoward medical occurrence in a subject or clinical investigation subject,
temporally associated with the use of a medicinal product, whether or not considered
related to the medicinal product.

Note: An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally
associated with the use of a medicinal product. For marketed medicinal products, this
also includes failure to produce expected benefits, abuse, or misuse. Examples of events
meeting the definition of an AE include:

e Exacerbation of a chronic or intermittent pre-existing condition including either an
increase in frequency and/or grade of the condition

e New conditions detected or diagnosed after study treatment administration even
though it may have been present prior to the start of the study

e Signs, symptoms, or the clinical sequelae of a suspected interaction

e Signs, symptoms, or the clinical sequelae of a suspected overdose of either study

treatment or a concomitant medication (overdose per se will not be reported as an
AE/SAE).

“Lack of efficacy” or “failure of expected pharmacological action” per se is not to be
reported as an AE or SAE. However, any signs and symptoms and/or clinical sequelae
resulting from “lack of efficacy” will be reported as an AE or SAE, if they fulfill the
definition of an AE or SAE.

Events that do not meet the definition of an AE include:
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e Medical or surgical procedure (e.g., endoscopy, appendectomy); the condition that
led to the procedure is an AE.

e Situations where an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital).

e Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present
or detected at the start of the study that do not worsen.

e The disease/disorder being studied or expected progression, signs, or symptoms of
the disease/disorder being studied, unless more severe than expected for the subject’s
condition.

Definition of an SAE
An SAE is any untoward medical occurrence that, at any dose:

a. Results in death
b. Is life-threatening

NOTE: The term 'life-threatening' in the definition of 'serious' refers to an event in
which the subject was at risk of death at the time of the event. It does not refer to an
event, which hypothetically might have caused death, if it were more severe.

c. Requires hospitalization or prolongation of existing hospitalization

NOTE: In general, hospitalization signifies that the subject has been detained
(usually involving at least an overnight stay) at the hospital or emergency ward for
observation and/or treatment that would not have been appropriate in the physician’s
office or out-subject setting. Complications that occur during hospitalization are
AE:s. If a complication prolongs hospitalization or fulfills any other serious criteria,
the event is serious. When in doubt as to whether “hospitalization” occurred or was
necessary, the AE should be considered serious.

Hospitalization for elective treatment of a pre-existing condition that did not worsen
from baseline is not considered an AE.

d. Results in disability/incapacity, or

NOTE: The term disability means a substantial disruption of a person’s ability to
conduct normal life functions. This definition is not intended to include experiences
of relatively minor medical significance such as uncomplicated headache, nausea,
vomiting, diarrhea, influenza, and accidental trauma (e.g. sprained ankle) which may
interfere or prevent everyday life functions but do not constitute a substantial
disruption.

e. Is a congenital anomaly/birth defect.

f.  Medical or scientific judgment should be exercised in deciding whether reporting
is appropriate in other situations, such as important medical events that may not
be immediately life-threatening or result in death or hospitalization but may
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jeopardize the subject or may require medical or surgical intervention to prevent
one of the other outcomes listed in the above definition. These should also be
considered serious. Examples of such events are invasive or malignant cancers,
intensive treatment in an emergency room or at home for allergic bronchospasm,
blood dyscrasias or convulsions that do not result in hospitalization, or
development of drug dependency or drug abuse.

g. Protocol-Specific SAEs:

e All events of possible study treatment-induced liver injury with
hyperbilirubinemia defined as alanine aminotransferase (ALT) >3 times upper
limit of normal (ULN) and bilirubin >2 times ULN (>35% direct) (or
ALT >3 times ULN and international normalization ratio (INR) >1.5, if INR is
measured) or termed ‘Hy’s Law’ events (INR measurement is not required and
the threshold value stated will not apply to subjects receiving anticoagulants).

NOTE: Bilirubin fractionation should be performed.

e Any new primary cancers

Laboratory and Other Safety Assessment Abnormalities Reported as AEs and
SAEs

Any abnormal laboratory test results (hematology, clinical chemistry, or urinalysis), or
other safety assessments (e.g., ECGs, radiological scans, vital signs measurements)
including those that worsen from baseline, and events felt to be clinically significant in
the medical and scientific judgment of the investigator are to be recorded as an AE or
SAE, in accordance with the definitions provided.

In addition, an associated AE or SAE is to be recorded for any laboratory test result or
other safety assessment that led to an intervention, including permanent discontinuation
of study treatment, dose reduction, and/or dose interruption/delay.

Any new primary cancer must be reported as a SAE.

However, any clinically significant safety assessments that are associated with the
underlying disease, unless judged by the investigator to be more severe than expected for
the subject's condition, are not to be reported as AEs or SAEs.

7.3.1.3. Follow up on AEs and SAEs

After the initial AE/SAE report, the investigator is required to proactively follow each
subject at subsequent visits/contacts. All SAEs, and non-serious AEs of special interest
(as defined in Section 4.6.1) will be followed until resolution, until the condition
stabilizes, until the event is otherwise explained, or until the subject is lost to follow-up
(as defined in Section 5.4). Further information on follow-up procedures is given in
Appendix 7.
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7.3.1.4. Cardiovascular Events

Investigators will be required to fill out event specific data collection tools for the
following AEs and SAEs:

e  Myocardial infarction/unstable angina

e Congestive heart failure

e  Arrhythmias

e Valvulopathy

e  Pulmonary hypertension

Cerebrovascular events/stroke and transient ischemic attack
Peripheral arterial thromboembolism

Deep venous thrombosis/pulmonary embolism
Revascularisation

This information should be recorded in the specific cardiovascular eCRF within one week
of when the AE/SAE(s) are first reported.

7.3.1.5. Disease-Related Events and/or Disease-Related Outcomes Not
Qualifying as SAEs

An event which is part of the natural course of the disease under study (i.e., disease
progression or hospitalization due to disease progression) does not need to be reported as
a SAE. Death due to disease under study is to be recorded on the Death eCRF.
However, if the underlying disease (i.e., progression) is greater than that which would
normally be expected for the subject, or if the investigator considers that there was a
causal relationship between treatment with study treatment(s) or protocol design or
procedures and the disease progression, then this must be reported as a SAE.

7.3.1.6. Adverse Events of Special Interest

Adverse events of special interest (AESI) for belantamab mafodotin are corneal events,
thrombocytopenia and infusion related reactions. The severity of all AESI will be graded
utilizing the National Cancer Institute Common Toxicity Criteria for Adverse Events
(Version 4.03 [NCI, 2010]). Severity of belantamab mafodotin treatment related corneal
events will also be graded using the GSK scale for corneal events provided in Table 17.
Guidelines for dose modifications and interruptions for management of common
toxicities associated with the study treatment(s) are provided in Table 4.

For pembrolizumab, an overdose as defined in Section 6.10 that is not associated with
clinical symptoms or abnormal laboratory results is an AESI.

7.3.1.7. Regulatory reporting requirements for SAEs

Prompt notification of SAEs by the investigator to GSK is essential so that legal
obligations and ethical responsibilities towards the safety of subjects are met.
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GSK has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a product under clinical investigation. GSK will
comply with country specific regulatory requirements relating to safety reporting to the
regulatory authority, IRB/EC and investigators.

Investigator safety reports are prepared for suspected unexpected serious adverse
reactions according to local regulatory requirements and GSK policy and are forwarded
to investigators as necessary.

An investigator who receives an investigator safety report describing a SAE(s) or other
specific safety information (e.g., summary or listing of SAEs) from GSK will file it with
the IB and will notify the IRB/EC, if appropriate according to local requirements.

Prompt Reporting of SAEs and Other Events to GSK

Serious adverse events (SAEs), pregnancies, and liver function abnormalities and any
other events meeting pre-defined criteria will be reported promptly by the investigator to
GSK as described in the following table once the investigator determines the event meets
the protocol definition for that event.
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Initial Reports Follow-up Information on a Previous
Report
Type of Event Time Frame Documents Time Frame Documents
All SAEs 24 hours SAE data collection 24 hours Updated SAE data
tool collection tool
“CV events” and/or Initial and ‘CV events” Initial and follow Updated “CV
‘death” follow up and/or “death” | upreportstobe | events” and/or
reports to be | data collection | completed within ‘death” data
completed tool(s) if one week of when | collection tool(s) if
within one applicable the applicable
week of when cardiovascular
the event or death is
cardiovascular reported
event or death
is reported
Pregnancy 24 Hours Pregnancy 2 Weeks Pregnancy
Notification Form Followup- Form
Liver chemistry abnormalities:
ALT >3 times ULN and 24 hours? SAE data 24 hours Updated SAE data
bilirubin >2 times ULN collection tool; collection tool.
(>35% direct) (or ALT Updated Liver
>3 times ULN and INR Liver Event eCRF Event eCRF?
>1.5,if INRis and liver imaging
measured)° and/or biopsy
eCRFs if
applicable?
ALT =5 times ULN; 24 hours? Liver Event eCRF® 24 hours Updated Liver
ALT >3 times ULN with Event eCRF®
hepatitis or rash or 3
times ULN >4 weeks
ALT >3 times ULN and 24 hours? Liver Event eCRF
<5 times ULN and does not need to
bilirubin <2 times ULN be completed
unless elevations
persist for 4 weeks
or subject cannot
be monitored
weekly for 4
weeksP

T

anticoagulants.

GSK to be notified at onset of liver chemistry elevations to discuss subject safety.
Liver event documents should be completed as soon as possible
INR measurement is not required; if measured, the threshold value stated will not apply to subjects receiving

Methods for detecting, recording, evaluating, and following up on AEs and SAEs are

provided in the SRM
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7.3.2. Pregnancy

Do not collect pregnancy information for female subjects known to be pregnant during
the screening phase or before exposure to study.

The need for a screening pregnancy test depends on whether a female subject is of
childbearing potential or non-childbearing potential.

If a female subject is of childbearing potential, she must have a serum -human chorionic
gonadotropin (B —HCG) pregnancy test performed within 72 hours prior to the first dose
of study treatment. Subjects with positive pregnancy test result must be excluded from
the study. Subjects with negative pregnancy test result must agree to use an effective
contraception method as described below during the study and for 4 months following the
last dose of study treatment.

Details of all pregnancies in female subjects will be collected after the start of study
treatment and for 4 months following last dose of belantamab mafodotin.

Details of all pregnancies for female partners of male subjects will be collected after the
start of study treatment and 6 months following last dose of belantamab mafodotin.

If a pregnancy is reported, the investigator must inform GSK within 24 hours of learning
of the pregnancy and must follow the procedures outlined in Appendix 8.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered SAE.

Pregnancy testing (urine or serum as required by local regulations) should be conducted
at the end of relevant systemic exposure (4 months after the last dose of belantamab
mafodotin) and correspond with the time frame for female subject contraception in
Section 5.1.

7.3.3. Medical Device Incidents (including malfunctions)

Not applicable for this study

7.3.4. Physical Exams

At screening and on dosing days, a full physical examination will include assessments of
the head, eyes, ears, nose, throat, skin, thyroid, lungs, cardiovascular, abdomen (liver and
spleen), lymph nodes and extremities. Height and weight will also be measured and

recorded.

During interim visits and at the end of study, a brief physical examination will include
assessments of the skin, lungs, cardiovascular system, and abdomen (liver and spleen).

7.3.5. Ocular Examinations and Procedures
Study sites must establish a close collaboration with an ophthalmologist (or an

optometrist if an ophthalmologist is not available) who will be responsible for assessing
subjects while they are on study and managing subjects who develop treatment-related
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changes in vision associated with belantamab mafodotin. Management of subjects with
treatment-related changes in vision must be performed in close communication with the
GSK Medical Monitor and the coordinating ophthalmologist (or an optometrist if an
ophthalmologist is not available).

Subjects will be assessed by eye care specialist (ophthalmologist, or an optometrist if an
ophthalmologist is not available) at screening/baseline.

A full screening/baseline ophthalmic examination for all subjects must include for both
eyes (OU):

1. Best corrected visual acuity

Documentation of manifest refraction and the method used to obtain best

corrected visual acuity

Current glasses prescription (if applicable)

4. Selected anterior segment (slit lamp) examination with focus on the cornea and
lens, including fluorescein staining of the cornea

5. Intraocular pressure measurement

6. Dilated funduscopic exam

(98]

The on treatment and follow-up ophthalmic exam should be performed for both eyes
(OU) as described below and in the Time and Events Tables (Section 7):

1. Best corrected visual acuity
Documentation of manifest refraction and the method used to obtain best
corrected visual acuity

3. Selected anterior segment (slit lamp) examination with focus on the cornea and
lens, including fluorescein staining of the cornea

4. Intraocular pressure measurement (if clinically indicated)

5. Dilated funduscopic exam (if clinically indicated)

The end of study treatment visit ophthalmic exam should match the baseline (screening)
exam.

Additional examinations should be performed at the discretion of the treating eye
specialist.

7.3.6. ECOG Performance Status

The performance status will be assessed using the ECOG scale (Appendix 2) as specified
in the Time and Events Tables (Table 7, Table 8, and Table 10).

7.3.7. Vital Signs

Vital sign measurements will include systolic and diastolic blood pressure, temperature,
and pulse rate. Vital signs should be measured after resting for at least 5 minutes. Vital
signs will be measured more frequently if warranted by the clinical condition of the
subject. On days where vital signs are measured multiple times, temperature does not
need to be repeated unless clinically indicated.
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First Infusion:

Monitoring intervals: Vital signs must be monitored at pre-dose (within 30 minutes prior
to start of each infusion), and at the end of each infusion, and 1 hour post end of infusion.

Subsequent Infusions:

Monitoring intervals: Vital signs must be monitored at pre-dose (within 30 minutes prior
to start of each infusion) and at the end of each infusion, and 30 min post the end of
infusion.

In case of infusion related reactions or cytokine storm, monitoring will be performed with
higher frequency (as clinically indicated).

7.3.8. Electrocardiogram

Triple 12-lead ECGs will be obtained at designated time points specified in the Time and
Events Table (Table 7, Table 9, and Table 10) during the study using an ECG machine
that automatically calculates the heart rate and measures PR, QRS, QT, and QTc
intervals. At each assessment, a 12-lead ECG will be performed by qualified personnel at
the site after the subject has at least a 10 minute rest.

For triplicate ECGs, 3 individual ECG tracings should be obtained as closely as possible
in succession, but no more than 2 minutes apart.

The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF). Refer
to Section 5.4.1.3 for QTc withdrawal criteria. ECGs will be collected and stored
centrally. Refer to the SRM for details regarding ECG procedures.

7.3.9. Echocardiogram

Echocardiograms (ECHOs) will be performed at baseline to assess cardiac ejection
fraction and cardiac valve morphology for the purpose of study eligibility, as specified in
the Time and Events Table (Table 7). Additional ECHO assessments will be performed
at specified time points indicated in the Time and Events Table (Table 8 and Table 10) or
if clinically warranted. The evaluation of the echocardiographer should include an
evaluation for LVEF and both right and left-sided valvular lesions.

Copies of all ECHOs performed on subjects will be stored in a central location if further
evaluation is warranted.

7.3.10.  Clinical Safety Laboratory Assessments
All protocol required laboratory assessments, as defined in (Table 11), should be

performed according to the Time and Events Table (Table 7, Table 8, Table 9, and Table
10) Details for the preparation and shipment of samples will be provided in the SRM.
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Prior to administration of the first dose of study treatment, results of laboratory
assessments should be reviewed. Any laboratory test with a value outside the normal
range may be repeated (prior to the first dose) at the discretion of the investigator.

If additional non-protocol specified laboratory assessments are performed at the
institution’s local laboratory and result in a change in patient management or are
considered clinical significant by the Investigator (for example SAE or AE or dose
modification) the results must be recorded in the subject’s CRF. Refer to the SRM for
appropriate processing and handling of samples to avoid duplicate and/or additional
blood draws.

All laboratory tests with values that are significantly abnormal during participation in the
study or within 45 days after the last dose of study treatment should be repeated until the
values return to normal or baseline. If such values do not return to normal within a
period judged reasonable by the investigator, the etiology should be identified and the
sponsor notified.

Asymptomatic elevations of lactate dehydrogenase (LDH) and creatine kinase (CK) and
AST have been observed in study BMA117159. Subjects with significant elevations (>x3
ULN) should, where possible, have a sample sent for central testing of CK and LDH
isoenzyme levels.

Hematology, clinical chemistry, urinalysis and additional parameters to be tested are
listed in Table 11.
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Table 11 List of Clinical Laboratory Tests

Hematology
Platelet Count RBC Indices: Automated WBC Differential:
Red blood cell (RBC) Count MCV Neutrophils
White blood cell (WBC) Count MCH Lymphocytes
(absolute)
Hematocrit MCHC Monocytes
Hemoglobin Eosinophils
Basophils
Clinical Chemistry
Blood urea Potassium Aspartate aminotransferase (AST) | Total and direct bilirubin
nitrogen (BUN)
Creatinine Chloride Alanine aminotransferase (ALT) Uric Acid
Glucose Total carbon Gamma glutamyl transferase (GGT) | Albumin
dioxide (CO,)/
bicarbonate
Sodium Calcium Alkaline phosphatase Total Protein
Magnesium Phosphorous | Creatine kinase (CK) LDH
Troponin BNP T3, T4 and TSH
Routine Urinalysis
Specific gravity

pH, glucose, protein, blood and ketones by dipstick

Microscopic examination (if blood or protein is abnormal)

24-hour urine protein

Spot urine (albumin / creatinine ratio)!

Other screening tests

Hepatitis B (HBsAg)

Hepatitis B core antibody (HBcAb)

Hepatitis C (Hep C antibody -- if second generation Hepatitis C antibody positive, a hepatitis C PCR test
should be performed)

Follicle stimulating hormone (FSH) and estradiol (as needed in women of non-child bearing potential
only)

FISH analysis?
Other Laboratory Tests
eGFR Pregnancy test (urine | IgG, IgM, IgA C-reactive protein
or blood — according (CRP)
to local practice)
Beta2 microglobulin Kappa, lambda free ADA Genetic Sample®
LC, FLC ratio
Immunofixation Serum Protein Urine Protein MRD testing
Electrophoresis Electrophoresis
(SPEP) (UPEP)
Serum M-protein calculation | Corrected calcium LDH and CK
with albumin isoenzymes*
Biomarker Measurements
Soluble BCMA (sBCMA) Serum cfDNA (plasma) Peripheral blood
(serum) cytokines/chemokines mononuclear cell
Whole Blood RNA
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1. Obtained from first void

2. FISH testing at least for: t(4;14), t(14/16), 17p13del. Biopsy samples from within 60 days prior to first dose are acceptable.
3. Informed consent for optional sub studies (e.g. genetic research) must be obtained before collecting a sample

4. Subjects with significant elevations (=x3 ULN) and performed by central laboratory

7.3.11.  Suicidal Risk Monitoring
Not applicable for this study

7.3.12. Patient-Reported Outcome Version of the Common Term Criteria
for Adverse Events (PRO-CTCAE)

The PRO-CTCAE is a patient-reported outcome measure developed to evaluate
symptomatic toxicity in subjects on cancer clinical trials [Basch, 2014]. The PRO-
CTCAE was designed to be used as a companion to the CTCAE, the standard lexicon for
adverse event reporting in cancer trials. The PRO-CTCAE includes an item library of
124 items representing 78 symptomatic toxicities drawn from the CTCAE. PRO-CTCAE
provides a systematic yet flexible tool for descriptive reporting of symptomatic treatment
side effects in cancer clinical trials. In the present study, a subset of items selected from
the PRO-CTCAE Version 1.0 Item library will be administered. The PRO-CTCAE will
be administered to select subjects based on the availability of translated versions.

7.3.13.  Visual Function Questionnaires (VFQ) and Ocular Surface
Disease Index (OSDI).

The impact of potential ocular toxicity will be assessed with the use of a visual function
questionnaire. The visual function questionnaire will include select items from the NEI-
VFQ-25 and OSDI. The NEI-VFQ-25 consists of a base set of 25 vision-targeted
questions representing 11 vision-related constructs, plus an additional single-item general
health rating question [Mangione , 2001]. The NEI-VFQ-25 generates the following
vision-targeted sub-scales: global vision rating (1), difficulty with near vision activities
(3), difficulty with distance vision activities (3), limitations in social functioning due to
vision (2), role limitations due to vision (2), dependency on others due to vision (3),
mental health symptoms due to vision (4), driving difficulties (3), limitations with
peripheral (1) and color vision (1), and ocular pain (2). In addition to the 25 items from
the NEI-VFQ-25, additional questions will be administered to further assess the impact of
ocular toxicity on visual function.

The OSDI is a 12-item questionnaire designed to assesses both the frequency of dry eye
symptoms and their impact on vision-related functioning [Schiffman, 2000]. The OSDI
has demonstrated good reliability, validity, sensitivity, and specificity, and can be used as
a complement to other clinical and subjective measures of dry eye disease by providing a
quantifiable assessment of dry eye symptom frequency and the impact of these symptoms
on vision-related functioning.

All subjects will use the Self-Administered version, unless their vision prevents them
from being able to complete the questionnaire on their own. Subjects who are not able to
complete the questionnaire on their own and require assistance should use the Interviewer
Administered format. If the Interviewer Administered format is being used, it should be
read to the subjects verbatim, and subject responses should be recorded directly without
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any interpretation. For any additional assessments conducted via telephone (either during
participation in the treatment period or during follow-up), the Interviewer Administered
format should be used.

The NEI-VFQ-25 and OSDI will be administered to subjects in different regions based
on the availability of translated versions.

7.4. Pharmacokinetics
7.41. Blood Sample Collection for Pharmacokinetics

Blood samples for pharmacokinetic (PK) analysis of belantamab mafodotin (ADC and
total monoclonal antibody [mAb]), cys-mcMMAF and corresponding blood samples for
sBCMA as well as pembrolizumab will be collected at the time points indicated in Table
12. The timing of PK samples may be altered and/or PK samples may be obtained at
additional time points to ensure thorough PK monitoring and need to be accompanied by
a corresponding SBCMA sample. Note that SBCMA samples will also be collected
independent from PK samples, as described in the Time and Events table. Samples for
pembrolizumab will be collected and stored. Pembrolizumab PK samples will only be
analysed if clinical observations warrant it (e.g. to rule out or confirm suspicion of DDI).

Each PK sample should be collected as close as possible to the planned time relative to
the dose (i.e., time zero) administered to the subject on PK days. The actual date and time
of each blood sample collection will be recorded. All PK, sBCMA, and anti-drug
antibody (ADA) samples once collected (regardless of dosing) may be analyzed if the
sample date and time have been recorded.

Table 12 Pharmacokinetic and sBCMA blood sampling times

Cycle Day Sampling Times Belantamab | sBCMA | Pembrolizumab Sampling window
Mafodotin
C1D1 Pre-dose X X Within 30 minutes
belantamab prior to start of
mafodotin infusion
EOI belantamab X X Within 30 min after
mafodotin EOI
Pre-dose P Within 30 minutes
Pembrolizumab? prior to start of
infusion
EQI Pembrolizumab? P Within 30 min after
EOI
2 hr SOI belantamab X X +15 min
mafodotin -
24 hr SOI X X
belantamab +1 hr
mafodotin
C1D4 Any time X X +1day
C1D8 Any time X X +3 days
C2D1 & C5D1 Pre-dose X X Within 30 minutes
belantamab prior to start of
mafodotin infusion
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Cycle Day Sampling Times Belantamab | sBCMA | Pembrolizumab Sampling window
Mafodotin
EOI belantamab X X Within 30 min after
mafodotin EOI
Pre-dose P Within 30 minutes
Pembrolizumab? prior to start of
infusion
EQI Pembrolizumab? P Within 30 min after
EOI
C8D1 & C11D1 Pre-dose X X X Within 30 minutes
belantamab prior to start of
mafodotin infusion
EOI belantamab X X Within 30 min after
mafodotin EOI
C14D1 and Pre-dose X X X
every 3 cycles belantamab Within 30 minutes
thereafter (i.e., mafodotin prior to start of
C17, 20, until infusion
EQOT)
End of X X X
Treatment

EOQI = end of the infusion; SOI = start of the infusion, EOT = end of treatment;
X = time relative to belantamab mafodotin dose; P = time relative to pembrolizumab dose
1. To be obtained pre- and post- first dose of pembrolizumab irrespective of any dose delay

Details on PK blood sample collection including blood volumes, processing, storage and
shipping procedures are provided in the SRM.

7.4.2.

Pharmacokinetic Sample Analysis

Plasma analysis will be performed under the control of the GSK Bioanalysis
Immunogenicity and Biomarkers (BIB) group, the details of which will be included in the
SRM. Concentrations of belantamab mafodotin (ADC and total mAb) and cys-
mcMMAF will be determined in plasma samples using the currently approved
bioanalytical methodology. Raw data will be archived at the bioanalytical site (detailed

in the SRM).

Once the plasma has been analysed for belantamab mafodotin (ADC and total mAb) any
remaining plasma may be analysed for other compound-related metabolites and the
results reported under a separate GSK BIB protocol.

If analysis is warranted, concentrations of pembrolizumab in serum will be performed
under the control of Merck, the details of which will be included in the SRM. Raw data
will be archived at Merck’s data repository, OpenLab (detailed in the SRM).

7.5.

7.5.1.

Biomarkers

sBCMA Analysis

To measure any changes in soluble BCMA (sBCMA) concentration during the study,
serum will be collected at the time points specified in the Time and Events Tables (refer
to Table 9 and Table 10) and per PK Table 12.
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7.5.2. Cytokine and Chemokine Analysis

Cytokines in the blood have been found to correlate with tumor pathway activation. A
broad panel of cytokines/chemokines will be evaluated as outlined in the Time and
Events Table (refer to Table 9).

7.5.3. Subject Stratification/Predictive Biomarkers

This is an open-label and single-arm study, no subject stratification will be performed.
BCMA exhibits varied expression across haematological malignancies and therefore,
BCMA expression at baseline may be an important predictor of response to belantamab
mafodotin in combination with pembrolizumab. Though the majority of MM subjects
express BCMA, the intensity of expression varies. To evaluate whether BCMA
expression has utility in patient stratification, BCMA protein expression will be measured
by IHC in malignant plasma cells at baseline, and other timepoints if available, and will
be correlated with clinical outcomes and potentially other biomarker or disease
assessments. Because BCMA can also be detected in circulation, the soluble form
(sBCMA) has the potential to serve as a surrogate marker of BCMA at the cell surface.
This study will correlate subjects SBCMA levels with BCMA cell surface expression and
clinical response.

Any blood and bone marrow samples collected during this study may be used for the
purposes of measuring novel biomarkers to identify factors that may influence scientific
advances in multiple myeloma, hematological malignancies and/or medically related
conditions, as well as the biological and clinical responses to belantamab mafodotin in
combination with pembrolizumab. If relevant, this approach may be extended to include
the identification of biomarkers associated with AEs.

Unless stated otherwise, these investigations may be performed irrespective of whether a
response to belantamab mafodotin in combination with pembrolizumab is observed.

Samples will be collected at the time points indicated in the Time and Events Tables
(Table 7, Table 8, Table 9 and Table 10). The timing of the collections may be adjusted
on the basis of emerging data from this study or other new information, in order to ensure
optimal evaluation of the pharmacodynamic and/or biomarker endpoints. Novel or
emerging candidate biomarkers associated with the biological response to advanced
multiple myeloma, hematological malignancies and/or medically related conditions, as
well as biological and clinical responses to belantamab mafodotin in combination with
pembrolizumab, may also be evaluated. These analyses may include but are not limited
to:

e Tumor/bone marrow BCMA receptor expression by IHC and/or by RNA analyses.

e Soluble factors, including circulating cfDNA, blood and derivatives including
cytokine/chemokine analysis of serum

e Immune cell characterization and/or profiling of peripheral blood and/or bone marrow
aspirate samples by protein and/or RNA analyses

e Additional soluble marker measurements that include serum levels of sSBCMA
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e RNA/DNA/gene and/or protein analysis of tumor tissue/bone marrow aspirates or
samples in circulation

7.5.4. Tumor Biomarker Analysis

To further characterize the subject population, biomarkers (e.g. expression of genes and
proteins) related to the activity of the investigational compound may be assessed in
malignant cells.

BCMA expression in plasma cells from bone marrow aspirates or trephines will be
evaluated at baseline, and other timepoints if available, by IHC. Analysis of the immune
context (immune cell characterization) of bone marrow aspirate samples may also be
performed to analyse the tumor microenvironment. Additional bone marrow aspirate
samples may be taken during the treatment period for biomarker research. All bone
marrow aspirate samples collected may be evaluated for additional DNA/RNA/protein
biomarker analyses.

7.5.5. Circulating Cell Free DNA (cfDNA) Analysis

Tumor specific circulating nucleic acid (¢cfDNA) levels detected in plasma or serum have
been found to correlate with increasing tumor burden and decline following therapy.
cfDNA in cancer subjects can harbour many genetic alterations (mutations, microsatellite
alterations, aberrant methylation), which are generally consistent with the tumor. Tumor-
specific circulating cfDNA has the potential to be a useful biomarker of therapeutic
response as well as offering a less invasive blood based technique for identifying and
selecting subjects for certain treatments. Given this promise, cfDNA will be explored to
determine whether mutations in cfDNA can be identified. This test will also be explored
to correlate increasing cfDNA levels with increasing tumour burden.

7.5.6. Immunogenicity Assessments

Serum samples for determination of anti-belantamab mafodotin and anti-pembrolizumab
antibodies will be taken from all subjects at the time-points specified in the Time and
Events Table in Table 9.

Samples will be analyzed for the presence of anti-belantamab mafodotin antibodies using
validated immunoassays. Samples collected for pembrolizumab will be collected and
stored. Analysis of pembrolizumab samples will only be performed if considered
clinically indicated. All samples will be tested in screening assay, and positive samples
will be further characterized for specificity and antibody titers. Details of blood sample
collection (including volume to be collected), processing, storage and shipping
procedures are provided in the SRM. For each subject, immunogenicity results, including
the incidence and titers, will be reported.

7.6. Genetics

Information regarding genetic research is included in Appendix 6 (Section 12.6)
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An important exploratory objective of the clinical study is genetic research. Participation
in genetic research is optional but all subjects who are eligible for the clinical study will
be given the opportunity to participate. Subjects may decline participation without effect
on their medical care or care during the clinical study. A separate consent signature is
required for genetic research.

Subjects who provide consent will have a blood sample taken for analysis. The
presence/absence of genetic variations in host DNA will be analyzed to determine their
relationship with response (safety, tolerability, pharmacokinetics (PK) and efficacy) to
treatment with the combination of belantamab mafodotin and pembrolizumab.

Information regarding genetic research is included in Section 12.6. In approving the
clinical protocol the IEC/IRB and, where required, the applicable regulatory agency are
also approving the genetic research described in Section 12.6 unless otherwise indicated.
Where required by regulatory authorities, approval of the genetic assessments can occur
after approval is obtained for the rest of the study. If so, then the written approval will
clearly indicate approval of the genetic assessments is being deferred and the study,
except for genetic assessments, can be initiated. When genetic assessments will not be
approved, then the approval for the rest of the study will clearly indicate this and
therefore, genetic assessments will not be conducted.

7.7. Value Evidence and Outcome

Three Health-Related Quality-of-Life (HRQoL) assessments will be performed in this
study. More details about all patient questionnaires can be found in the SRM. The
following assessments will be administered to subjects in different regions based on the
availability of translated versions.

7.71. European Organization for Research and Treatment of Cancer
Quality of Life Questionnaire 30-item Core module (EORTC QLQ-
C30)

The EORTC QLQ-C30 is a 30-item questionnaire containing both single- and multi-item
measures [Aaronson, 1993]. These include five functional scales (Physical, Role,
Cognitive, Emotional, and Social Functioning), three symptom scales (Fatigue, Pain, and
Nausea/Vomiting), a Global Health Status/QoL scale, and six single items (Constipation,
Diarrhea, Insomnia, Dyspnea, Appetite Loss, and Financial Difficulties). Scores for each
scale and single-item measure are averaged and transformed linearly to a score ranging
from 0-100. A high score for functional scales and for Global Health Status/QoL
represent better functioning ability or HRQoL, whereas a high score for symptom scales
and single items represents significant symptomatology [Proskorovsky, 2014].

7.7.2. European Organization for Research and Treatment of Cancer
Quality of Life Questionnaire 20-item Multiple Myeloma module
(EORTC QLQ-MY20)

The EORTC QLQ-MY?20 is a supplement to the QLQ-C30 instrument used in patients
with multiple myeloma [Aaronson, 1993; Cocks, 2007]. The module comprises 20
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questions that address four myeloma-specific HRQoL domains: Disease Symptoms, Side
Effects of Treatment, Future Perspective, and Body Image. Three of the four QLQ-
MY20 domains are multi-item scales: Disease Symptoms (includes bone aches or pain,
back pain, hip pain, arm or shoulder pain, chest pain, and pain increasing with activity);
Side Effects of Treatment (includes drowsiness, thirst, feeling ill, dry mouth, hair loss,
upset by hair loss, tingling hands or feet, restlessness/agitation, acid
indigestion/heartburn, and burning or sore eyes); and Future Perspective (includes worry
about death and health in the future, and thinking about illness). The Body Image scale is
a single-item scale that addresses physical attractiveness. As with the QLQ-C30, QLQ-
MY20 domain scores are averaged and transformed linearly to a score ranging from 0—
100. A high score for Disease Symptoms and Side Effects of Treatment represents a high
level of symptomatology or problems, whereas a high score for Future Perspective and
Body Image represents better outcomes [Proskorovsky, 2014].

7.7.3. Exit Interview

All subjects in Parts 1 and 2 will participate in an Exit Interview. The Exit Interview will
be conducted to further evaluate disease and treatment related symptoms and their
associated impacts on function and health-related quality of life. The Exit Interview will
be conducted by a trained interviewer via telephone subsequent to the End of Treatment
visit. The Exit Interview should be scheduled to be completed within approximately 21
days of the end of treatment visit.

8. DATA MANAGEMENT

e For this study subject data will be entered into GSK defined CRFs, transmitted
electronically to GSK or designee and combined with data provided from other
sources in a validated data system].

e Management of clinical data will be performed in accordance with applicable GSK
standards and data cleaning procedures to ensure the integrity of the data, e.g.,
removing errors and inconsistencies in the data.

e Adverse events and concomitant medications terms will be coded using MedDRA
(Medical Dictionary for Regulatory Activities) and an internal validated medication
dictionary, GSKDrug.

e CRFs (including queries and audit trails) will be retained by GSK, and copies will be
sent to the investigator to maintain as the investigator copy. Subject initials will not
be collected or transmitted to GSK according to GSK policy.

9. STATISTICAL CONSIDERATIONS AND DATA
ANALYSES

Statistical considerations and data analysis may be performed separately and/or combined
for Part 1 and Part 2.
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9.1. Hypothesis(es)
9.1.1. Part 1: Dose-Escalation Phase

No formal statistical hypotheses are being tested in Part 1. Analysis of the data obtained
from Part 1 will only utilize descriptive methods.

9.1.2. Part 2: Expansion cohort

The primary goal of Part 2 is to characterize clinical activity of the combination and to
detect if meaningful response rate (ORR) can be achieved. Based on historical
information [Lokhorst, 2015] and clinical judgement, the null hypothesis has been
defined as ORR <40%. The alternative hypothesis has been defined as ORR >60% based
on clinically meaningful improvement of 20%.

In Part 2, treatment-related Grade 4 or higher AEs will be continuously monitored
starting from when 5 subjects are dosed. Based on the 11% Grade 4 or higher AEs
observed in the FTIH study (BMA117159), it is considered that the combination
treatment has unacceptable toxicity if observed treatment-related Grade 4 or higher AEs
is significantly higher than 12% at 1-sided alpha of 0.025.

9.2. Sample Size Considerations
9.21. Part 1: Dose-Escalation Phase

The total number of subjects to be enrolled into Part 1 will depend on the number of
subjects needed to characterize individual dose cohorts. The sample size is not driven by
statistical considerations. However, based on assumptions that 2 different dose levels will
be tested (up to 6 subjects per dose level) it is anticipated that up to 12 evaluable subjects
will be enrolled in Part 1.

9.2.2. Part 2: Expansion Cohort

Sample size for Part 2 is estimated based on hypothesis specified in Section 9.1.2 using
the Predictive Probability design [Lee, 2008]. Details of sample size calculation are
provided in Appendix 12. The optimal design has Nmax = 28, type I error rate of 0.10
and power of 80.6%. The expansion cohort may be stopped early for futility if the
predicted probability of success is less than 1.5%. If the true ORR is 40%, the expected
sample size is 20 and the probability of early termination is 86.1%; if the true ORR is
60%, the expected sample size is 28 and the probability of early termination is 15.6%.

9.3. Sample Size Sensitivity
There i1s no need to perform sample size sensitivity analysis.
9.3.1. Sample Size Re-estimation or Adjustment

Sample size re-estimation is not planned for this study.
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9.4. Data Analysis Considerations
9.4.1. Analysis Populations

All Treated Population: will consist of all subjects who received at least one dose of
study drug(s). Safety and clinical activity data will be evaluated based on this population.

The Pharmacokinetic Population: This will consist of those subjects in All Treated
Subjects Population from whom at least one PK sample is obtained and analyzed.

DLT Evaluable Population: will consist of subjects fulfilling the ‘All Treated’
population criteria during part 1 (Dose Escalation) and are followed up for a 21-day
period or withdrawn within 21 days due to an AE meeting the definition of a DLT as
defined in Section 4.2.3.1.

All Evaluable Population: This is the population used for decision-making at the futility
analysis during part 2 (Expansion Cohort). This will be the population for Bayesian
predictive adaptive design as defined in Section 9.5.2 and summaries of response if data
warrant. In general, subjects are evaluable if they have received at least 1 dose of
treatment for both drugs and the time from the first dose to the time of data cut-off is
more than 66 days, i.e., reached the time of three planned disease assessments. Details on
deriving the evaluable population will be provided in the RAP.

Additional analysis populations may be defined in the Reporting and Analysis Plan
(RAP).

9.5. Interim Analysis
9.5.1. Part 1: Dose Escalation

During dose escalation, no formal interim analysis will be performed. Data will be
reviewed through data visualization tools to inform dose escalation decisions. The mTPI
design will be utilized to guide dose escalation/de-escalation decisions. More details of
the dose escalation procedure are described in Section 4.2.3.1.

After the last cohort of subjects in Part 1 complete the DLT observation period, a formal
interim analysis will be performed to support the RP2D decision, except for scenarios
where RP2D is clearly defined by the toxicity profile. Data considered to support RP2D
decision will include but not be limited to safety, available PK profiles and observed
signs of clinical activity. Details of the interim analysis will be provided in the RAP.

9.5.2. Part 2: Expansion

Continuous safety monitoring will be conducted for the expansion cohort starting from
when 5 subjects are dosed. The observed number of treatment-related Grade 4 or higher
AEs will be compared against the safety stopping rule in Table 13. Enrollment may stop
if the safety stopping rule is met based on totality of safety data. For example, if there are
3 events out of 5 dosed subjects, enrollment may stop after review of all safety data, if
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there is 2 or fewer events out of 5 dosed subjects, enrollment will continue. Operating
characteristics for the safety stopping rule are provided in Appendix 11.

Table 13 Safety Stopping Rules for the Expansion Cohort
Number of dosed subjects Stop if treatment related Grade 4 or higher
AEs larger or equal to this number
5 3
6-10 4
11-14 5
15-19 6
20-25 7
26-28 8

Interim analyses for ORR will start when at least 10 subjects are evaluable as defined in
Section 9.4.1. Subjects who initially received RP2D in Part 1 may also be included. The
observed number of subjects with unconfirmed response of PR or better will be compared
with the stopping boundary in Table 14. Enrolment may stop if the stopping rule is met.
Final decision will be based on the totality of data. For example, if there are 2
unconfirmed responses out of 10 evaluable subjects, enrolment may stop after review of
all available data; if there are 3 or more unconfirmed responses out of 10 evaluable
subjects, enrolment will continue.

Table 14 Decision Making Criteria for Futility Analysis
Number of < This Number of Probability of continuing | Probability of continuing
Evaluable Responses to Stop Early | enrolling when enrolling when
Subjects for Futility ORR=0.4 ORR=0.6
10 2 83.3% 98.8%
11 2 83.3% 98.8%
12 3 75.5% 98.1%
13 3 75.5% 98.1%
14 4 68.6% 97.5%
15 4 68.6% 97.5%
16 5 62.3% 96.9%
17 6 52.9% 95.7%
18 6 52.9% 95.7%
19 7 46.7% 94.9%
20 7 46.7% 94.9%
21 8 41.6% 94.2%
22 9 34.6% 92.8%
23 9 34.6% 92.8%
24 10 30.2% 91.9%
25 11 24.4% 90.2%
26 12 18.8% 87.7%
27 13 13.9% 84.5%
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Number of < This Number of Probability of continuing | Probability of continuing
Evaluable Responses to Stop Early | enrolling when enrolling when
Subjects for Futility ORR=0.4 ORR=0.6
28 14 0.0% 0.0%
9.6. Primary Analysis

Primary analysis will be conducted approximately 15 months from the last subject first
visit (LSFV). If meaningful response rate (ORR) cannot be achieved, participants may
discontinue the study treatment and will undergo end of treatment and follow-up
assessments as defined in Section 4.2.2. Statistical considerations and data analysis may
be performed separately and/or combined for Part 1 and Part 2.

9.7. Final Analysis

Final analysis of the data captured in Part 1 and Part 2 will be undertaken at the end of
study (Section 5.5.2). Data from the two parts may be combined for some analyses at the
end of the trial, as appropriate.

9.8. Key Elements of Analysis Plan

Data will be listed and summarized according to GSK reporting standards, where
applicable. Complete details will be documented in the RAP. Any deviations from, or
additions to the original analysis plan described in this protocol will be documented in the
RAP and final study report.

As it is anticipated that accrual will be spread thinly across centers and summaries of data
by center would be unlikely to be informative, data from all participating centers will be
pooled prior to analysis.

All data up to the time of study completion/withdrawal from study will be included in the
analysis, regardless of duration of treatment.

As the duration of treatment for a given subject will depend on efficacy and tolerability,
the duration of follow-up will vary between subjects. Consequently, there will be no
imputation for missing data.

Demographic and baseline characteristics will be summarized.
9.8.1. Clinical Activity Analyses

The primary endpoint ORR and other applicable secondary endpoints (e.g., CBR, DoR,
TTR, TTP, PFS) will be based on the responses assessed by the investigator.

At futility interim and the primary analysis, the primary endpoint (ORR) will be analyzed
based on the All Evaluable population. Otherwise, all efficacy endpoints will be analyzed
based on the All Treated population unless otherwise specified. The analytical methods
planned for each endpoint are described in Table 15.
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Table 15 Statistical Analysis Methods for Clinical Activity Endpoints (Part 2)

Endpoint Statistical Analysis Methods

Primary Overall Response Rate (ORR) is defined as the percentage of subjects with a
confirmed PR or better (i.e. PR, VGPR, CR and sCR), according to the International
Myeloma Working Group (IMWG) Response Criteria).

The number and percentage of subjects in the following response categories will be
presented: sCR, CR, VGPR, PR, overall response (SCR+CR+VGPR+PR), minimal
response (MR), stable disease (SD), progressive disease (PD), and not evaluable
(NE). The corresponding 95% CI for ORR will also be provided. Subjects with unknown
or missing responses will be treated as non-responders, i.e., these subjects will be
included in the denominator when calculating percentages of response.

Secondary Secondary clinical activity endpoints of Part 2 of this study are CBR, DoR, TTR, PFS,
TTP and MRD Negative Rate.

Clinical benefit rate (CBR), defined as the percentage of subjects with a confirmed
minimal response (MR) or better per IMWG.

Duration of response (DoR) is defined as the time from first documented evidence of
PR or better until disease progression (PD) per IMWG, or death due to PD among
subjects who achieve an overall response (i.e. confirmed PR or VGPR or CR or sCR).
Responders without disease progression will be censored at the censoring time point
for TTP.

Time to response (TTR) is defined as the time between the date of first dose and the
first documented evidence of response (PR or better) for subjects who achieve an
overall response (i.e. confirmed PR or VGPR or CR or sCR).

Time to best response, defined as the time between the date of first dose and the
first best documented response (PR or better) for subjects who achieve an overall
response (i.e. confirmed PR or VGPR or CR or sCR).

Progression-free survival (PFS) is defined as the time from first dose until the
earliest date of disease progression (PD) per IMWG, or death due to any cause.
Determination of dates of PFS event and dates for censoring will be described in the
RAP.

Time to disease progression (TTP) is defined as the time from first dose until the
earliest date of PD per IMWG, or death due to PD. Determination of dates of TTP
event and dates for censoring will be described in the RAP.

For all the TTE endpoints described above, median TTE with 95% CI will be estimated

employing the Kaplan-Meier method. A Kaplan-Meier survival curve will be generated.

The number and percentage of subjects who had the event or were censored will also

be reported. In addition, PFS rate with 95% Cl at 6,

12 and 18 months will be estimated using Kaplan-Meier methods for the PFS endpoint.

0S is defined as the time from first dose until death due to any cause. Subjects who
withdraw consent from the study or are lost to follow-up will be censored at the time of
withdrawal or lost to follow-up. Subjects who are still alive at the clinical cut-off date for
the analysis will be censored at the last known alive date or last contact date. The last
contact date will be determined by the maximum collection/assessment date from
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Endpoint Statistical Analysis Methods

among selected data domains within the clinical database. Survival rate 12, 18 and 24
months will be reported from Kaplan-Meier analysis as data permits. .

9.8.2. Safety Analyses

The All Treated Population will be used for the analysis of safety data. All serially
collected safety endpoints (e.g. laboratory tests, vital signs, ECGs) will be summarized
according to the scheduled, nominal visit at which they were collected and across all on-
treatment time points using a “worst-case” analysis. Complete details of the safety
analyses will be provided in the RAP.

9.8.21. Exposure Duration

The number of subjects administered study treatment will be summarized according to
the duration of therapy.

9.8.2.2. Adverse Events

Adverse events (AEs) will be coded using the standard MedDRA and grouped by system
organ class. Adverse events (AEs) will be graded by the investigator according to the
National Cancer Institute- Common Toxicity Criteria for Adverse Events (NCI-CTCAE),
(version 4.03, [NCI, 2010]). In addition, for belantamab mafodotin treatment related
corneal events, the GSK grading scale for corneal events (Appendix 9) should be used.

Events will be summarized by frequency and proportion of total subjects, by system
organ class and preferred term. Separate summaries will be given for all AEs, treatment-
related AEs, and SAEs and AEs leading to discontinuation of study treatment. Adverse
events (AEs), if listed in the NCI-CTCAE (version 4.03, [NCI, 2010]) will be
summarized by the maximum grade. Otherwise, the AEs will be summarized by
maximum intensity.

Characteristics (e.g. number of occurrences, action taken, grade, etc) of the following
AEs of special interest will be summarized separately:

e Corneal events

e Thrombocytopenia

e Infusion related reactions

The incidence of deaths and the primary cause of death will be summarized.
9.8.2.3. Clinical Laboratory Evaluations

Hematology and clinical chemistry data will be summarized using frequencies and
proportions according to National Cancer Institute-Common Toxicity Criteria for
Adverse Events (NCI-CTCAE) (Version 4.03, [NCI, 2010]). Laboratory test results
outside the reference ranges that do not have associated NCI-CTCAE criteria will be
summarized using proportions. Further details will be provided in the RAP.
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9.8.24. Other Safety Measures

Data for vital signs, ECGs, and ECHOs will be summarized based on predetermined
criteria identified to be of potential clinical concern (PCI). Further details will be
provided in the RAP.

9.8.3. Pharmacokinetic Analyses
9.8.3.1. Concentration Time Data

Linear and semi-logarithmic individual concentration-time profiles and mean and median
profiles (when applicable) by belantamab mafodotin dose will be plotted for belantamab
mafodotin (ADC and total mAb), cys-mcMMAF, and pembrolizumab (if tested) in Part
L.

Concentrations of belantamab mafodotin (ADC and total mAb), cys-mcMMAF, and
pembrolizumab (if tested) will be listed for each subject and summarized (when
appropriate) by planned time point and dose cohort in Part 1 and Part 2.

9.8.3.2. Derived Pharmacokinetic Parameters

Pharmacokinetic analyses will be the responsibility of Clinical Pharmacology Modeling
and Simulation, GSK.

For Cycle 1, belantamab mafodotin, total mAb, cys-mcMMAF, and pembrolizumab (if
measured) concentration-time data will be analyzed by standard non-compartmental
methods, if data permit. Calculations will be based on the actual sampling times recorded
during the study.

From the plasma concentration-time data, the following PK parameters will be
determined for belantamab mafodotin, total mAb, and pembrolizumab (if measured) for
each participant after each dose of belantamab mafodotin or of pembrolizumab, as data
permit:

e Maximum observed plasma concentration (Cmax), time to Cmax (tmax),
concentration at the end of infusion (C-EOI), and concentration prior to next dose
(Ctrough)

e For Cycle 1: area under the plasma concentration-time curve from time 0 to the end
of the dosing interval [AUC(0-7)], last time point where the concentration is above
the limit of quantification (tlast)

For cys-mcMMAF, Cmax, tmax, C-EO]I, tlast, and area under the plasma concentration-
time curve from time 0 to 168 h after dosing [AUC(0-168)] will be computed at Cycle 1,
as data permit.

Pharmacokinetic parameters will be listed and summarized descriptively (mean, standard
deviation, median, minimum, maximum, geometric mean, and the standard deviation,
CV% and 95% confidence interval of log-transformed parameters) by dose cohort in Part
1 and Part 2.
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Belantamab mafodotin data from this study may be analyzed using a population
pharmacokinetic approach. If performed, the initial analysis will use the most current
population pharmacokinetic model and will include computation of systemic clearance
(CL), volume of distribution, and/or terminal phase half-life (t/2). The results of the
population PK analysis may be provided in a separate report.

9.8.4. Pharmacokinetic/Pharmacodynamic Analyses

If deemed appropriate and if data permit, exposure-response relationships between
belantamab mafodotin, cys-mcMMAF, and/or pembrolizumab (if measured) exposure
measures (e.g., dose, concentration, Cmax, or AUC) and clinical activity (e.g., ORR)
and/or toxicity may be explored by population methods. Results of this analysis may be
provided in a separate report.

9.8.5. Translational Research Analyses

The results of translational research investigations will be reported either within or
separately from the main clinical study report (CSR). All endpoints of interest from all
comparisons will be descriptively and/or graphically summarized as appropriate to the
data.

Further details on the translational research analyses will be addressed in the RAP.
9.8.5.1. Novel Biomarker(s) Analyses

The results of these biomarker investigations may be reported separately from the main
clinical study report. All endpoints of interest from all comparisons will be descriptively
and/or graphically summarized as appropriate to the data.

Additional exploratory analyses may be performed to further characterize novel
biomarkers.

9.8.5.2. Genetic Analyses
Further details on genetic analyses will be addressed in Section 7.6
Exploratory Response Prediction Biomarkers

Cell surface BCMA and sBCMA pre dosing will be quantified as a potential predictive
biomarker for clinical activity. Post dosing SBCMA will be quantified to assess dynamics
during treatment.

If the data permit, an attempt will be made to identify a statistically and clinically
meaningful threshold for BCMA expression which serves as an indicator for potential
efficacy. Full details of analysis approaches will be provided in the RAP.
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9.8.5.3. Exploratory analyses of DNA, and Protein

Exploratory analyses may be performed on remaining study samples for analyses of
DNA, RNA and protein to understand changes in response to the combination treatment
with belantamab mafodotin and pembrolizumab.

The results of exploratory investigations will be reported separate from the main clinical
study report (CSR). All endpoints of interest from all comparisons will be descriptively
and/or graphically summarized as appropriate to the data.

9.8.6. Immunogenicity Assessment

For each subject, the results and titers of anti-belantamab mafodotin binding antibodies
will be listed for each assessment time point with time-matched belantamab mafodotin
plasma concentration. The frequency and percentage of subjects with positive and
negative results will be summarized for each assessment time and overall for each subject
by dose cohort. The detailed information will be included in the RAP.

10. STUDY GOVERNANCE CONSIDERATIONS

10.1. Posting of Information on Clinicaltrials.gov

Study information from this protocol will be posted on publicly available clinical trial
registers before enrolment of subjects begins.

10.2. Regulatory and Ethical Considerations, Including the
Informed Consent Process

Prior to initiation of a study site, GSK will obtain approval from the appropriate
regulatory agency to conduct the study in accordance with International Conference on
Harmonization Good Clinical Practice (ICH GCP) and applicable country-specific
regulatory requirements.

The study will be conducted in accordance with all applicable regulatory requirements.

The study will be conducted in accordance with ICH GCP, all applicable subject privacy
requirements, and the ethical principles that are outlined in the Declaration of Helsinki
2008, including, but not limited to, the following:

e [RB/IEC review and favorable opinion/approval of the study protocol and
amendments as applicable
e  Obtaining signed informed consent

e Investigator reporting requirements (e.g. reporting of AEs/SAEs/protocol
deviations to IRB/IEC)

e  GSK will provide full details of the above procedures, either verbally, in writing,
or both.
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e Signed informed consent must be obtained for each subject prior to participation
in the study

e Optional assessments (including those in a separate protocol and/or under separate
informed consent) and the clinical protocol should be concurrently submitted for
approval unless regulation requires separate submission.

e Approval of the optional assessments may occur after approval is granted for the
clinical protocol where required by regulatory authorities. In this situation,
written approval of the clinical protocol should state that approval of optional
assessments is being deferred and the study, with the exception of the optional
assessments, can be initiated.

GSK will provide full details of the above procedures, either verbally, in writing, or both.

Written informed consent must be obtained from each subject prior to participation in the
study.

10.3. Urgent Safety Measures

If an event occurs that is related to the conduct of the study or the development of the IP,
and this new event is likely to affect the study of subjects, the Sponsor, and the
investigator will take appropriate urgent safety measures to protect subjects against any
immediate hazard.

The Sponsor will work with the investigator to ensure the Institutional review board
(IRB)/ethics committee (EC) is notified.

10.4. Quality Control (Study Monitoring)

In accordance with applicable regulations, Good Clinical Practice (GCP) and GSK
procedures, the site will be contacted prior to the start of the study to review with the site
staff the protocol, study requirements, and their responsibilities to satisfy regulatory,
ethical, and GSK requirements. When reviewing data collection procedures, the
discussion will include identification, agreement and documentation of data items for
which the eCRF will serve as the source document.

The investigator and the head of the medical institution (where applicable) agrees to
allow the monitor direct access to all relevant documents and to allocate their time and
the time to their staff to monitor to discuss findings and any issues.

Monitoring visits will be conducted in a manner to ensure that the:

e Data are authentic, accurate, and complete.
e Safety and rights of subjects are being protected.

e Study is conducted in accordance with the currently approved protocol and any other
study agreements, ICH GCP, and all applicable regulatory requirements.
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10.5. Quality Assurance

To ensure compliance with International Conference on Harmonization Good Clinical
Practice (ICH GCP) and all applicable regulatory requirements, GSK may conduct
quality assurance audits of the site. Regulatory agencies may conduct a regulatory
inspection at any time during or after completion of the study. In the event of an audit or
inspection, the investigator (and institution) must agree to grant the auditor(s) and
inspector(s) direct access to all relevant documents and to allocate their time and the time
of their staff to discuss any findings/relevant issues.

10.6. Study and Site Closure

The end of the study will be defined as the date of the last visit of the last subject
enrolled.

Upon completion or termination of the study, the monitor will conduct site closure
activities with the investigator or site staff (as appropriate), in accordance with applicable
regulations, International Conference on Harmonization Good Clinical Practice (ICH
GCP), and GSK Standard Operating Procedures.

GSK reserves the right to temporarily suspend or terminate the study at any time for
reasons including (but not limited to) safety issues, ethical issues, or severe
noncompliance. If GSK determines that such action is required, GSK will discuss the
reasons for taking such action with the investigator or head of the medical institution
(where applicable). When feasible, GSK will provide advance notice to the investigator
or head of the medical institution of the impending action.

If a study is suspended or terminated for safety reasons, GSK will promptly inform all
investigators, heads of the medical institutions (where applicable),and/or institutions
conducting the study. GSK will also promptly inform the relevant regulatory authorities
of the suspension/termination along with the reasons for such action. Where required by
applicable regulations, the investigator or head of the medical institution must inform the
IRB/EC promptly and provide the reason(s) for the suspension/termination.

10.7. Records Retention

Following closure of the study, the investigator or head of the medical institution (where
applicable) must maintain all site study records (except for those required by local
regulations to be maintained elsewhere) in a safe and secure location. The records must
be easily accessible when needed (e.g., for a GSK audit or regulatory inspection) and
must be available for review in conjunction with assessment of the facility, supporting
systems, and relevant site staff.

Where permitted by local laws/regulations or institutional policy, some or all of the
records may be maintained in a format other than hard copy (e.g., microfiche, scanned,
electronic); however, caution must be exercised before such action is taken. The
investigator must ensure that all reproductions are legible and are a true and accurate
copy of the original. In addition, they must meet accessibility and retrieval standards,
including regeneration of a hard copy, if required. The investigator must also ensure that
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an acceptable back-up of the reproductions exists and that there is an acceptable quality
control procedure in place for creating the reproductions.

GSK will inform the investigator of the time period for retaining the site records in order
to comply with all applicable regulatory requirements. The minimum retention time will
meet the strictest standard applicable to a particular site, as dictated by local
laws/regulations, GSK standard operating procedures, and/or institutional requirements.

The investigator must notify GSK of any changes in the archival arrangements, including,
but not limited to archival of records at an off-site facility or transfer of ownership of the
records in the event that the investigator is no longer associated with the site.

10.8. Provision of Study Results to Investigators, Posting of
Information on Publicly Available Clinical Trials Registers
and Publication

Where required by applicable regulatory requirements, an investigator signatory will be
identified for the approval of the clinical study report. The investigator will be provided
reasonable access to statistical tables, figures, and relevant reports and will have the
opportunity to review the complete study results at a GSK site or other mutually-
agreeable location.

GSK will also provide the investigator with the full summary of the study results. The
investigator is encouraged to share the summary results with the study subjects, as
appropriate.

The results summary will be posted to the GSK Clinical Study Register no later than
eight months after the final primary completion date, the date that the final subject was
examined or received an intervention for the purposes of final collection of data for the
primary outcome. In addition, a manuscript will be submitted to a peer reviewed journal
for publication no later than 18 months after the last subject’s last visit (LSLV). When
manuscript publication in a peer reviewed journal is not feasible, a statement will be
added to the register to explain the reason for not publishing.

10.9. Review Committees
10.9.1. Internal Safety Review Committee

An Internal Safety Review Committee (iISRC) will be utilized in this study and comprise
individuals who are not members of the clinical study team. The iSRC are positioned to
offer an internal, independent review of safety data to protect the interests of subjects and
ensure their safety. All efforts will be made to maintain the study integrity and validity of
study data. The schedule of planned reviews of safety data and the analysis plan for iSRC
review is described in the iSRC Charter, which is available upon request.
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12. APPENDIX
12.1. Appendix 1: Abbreviations and Trademarks

Abbreviations

ADCC Antibody dependent cellular cytotoxicity
ADC Antibody drug conjugate

AE Adverse Event

ALT Alanine aminotransferase

ANC Absolute neutrophil count

APRIL A proliferation-inducing ligand

AST Aspartate aminotransferase

ATP Adenosine tri phosphate

AUC Area under the curve

AUC(0-t) Area under the concentration-time curve
AV Atrioventricular

BAFF B-cell-activating factor belonging to the TNF family
BCG Bacillus Calmette-Guerin

BCMA B cell maturation antigen

BP Blood Pressure

BNP B-type natriuretic peptide

BUN Blood urea nitrogen

CBR Clinical Benefit Rate

cfDNA Circulating Cell Free deoxyribonucleic acid
CK Creatine kinase

CNS Central Nervous System

CONSORT Consolidated Standards of Reporting Trials
COPD Chronic Obstructive Pulmonary Disease
CO2 Carbon dioxide

CPK Creatinine phosphokinase

CRF Case Report Form

CR Complete Response

CRP C-reactive protein

CSR Clinical study report

CTCAE Common Terminology Criteria for Adverse Events
CT Computed tomography

Ctrough Concentration at trough

Cv Coefficient of variation

CYP Potent cytochrome P450

DAMPs Danger-associated molecular patterns

DCs Dendritic cells

DDI Drug-Drug interaction

DKA Diabetic ketoacidosis

DLT Dose limiting toxicities

DNA Deoxyribonucleic acid
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DOR Duration of Response

EC Ethics committee

ECG Electrocardiogram

ECHO Echocardiogram

ECOG Eastern Cooperative Oncology Group
eCRF Electronic case report form

eGFR Estimated glomerular filtration rate
ER Endoplasmic reticulum

EMA European Medicines Agency

EORTC-QLQ-C30

European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire 30-item Core
Module

EORTC-QLQ-MY20

European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire 20-item Multiple
Myeloma module

EOS End of Study

FDA Food and Drug Administration

FISH Fluorescent in situ hybridization

FLC Free light chain

FNRP Female of non-childbearing potential

FRP Female of reproductive potential

FSH Follicle stimulating hormone

FTIH First Time in Human Trial

GFR Glomerular filtration rate

GGT Gamma glutamyl transferase

GSK GlaxoSmithKline

GVHD Graft-versus-host disease

HBcAb Hepatitis B core antibody

HBsAg Surface antigen of Hepatitis B virus

HBV Hepatitis B

HCV Hepatitis C

HIV Human Immunodeficiency Virus

HNSTD Highest non-severely toxic dose

HRT Hormone replacement therapy

HSCT Hematopoietic stem cell transplantation

IB Investigator Brochure

ICD Immunogenic cell death

ICH GCP International Conference on Harmonization Good Clinical
Practice.

IFN-y Increased interferon-y

IL-2 Interleukin-2

IMWG International Myeloma Working Group

IND Investigational new drug

IgG ImmunoglobulinG

IgM ImmunoglobulinM

IgA ImmunoglobulinA
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INR International normalization ratio

IP Investigational product

ITIM immunoreceptor tyrosine-based inhibition motif

IRB Institutional review board

IRR Infusion related reaction

ITSM immunoreceptor tyrosine-based switch motif

v Intravenous

IVRS Interactive voice response system

LDH Lactate dehydrogenase

LSFD Last subject first dose

LSLV Last subject’s last visit

LSLV Last subject last visit

mAb Monoclonal antibody

mTPI Modified Toxicity Probability Interval

MM Multiple myeloma

MMAF Monomethyl auristatin-F

MRI Magnetic resonance imaging

MSDS Material Safety Data Sheet

NCI National Cancer Institute

NEI-VFQ-25 National Eye Institute 25-Item Visual Function
Questionnaire

NOAEL No observed adverse effect level

NSCLC Non-small cell lung cancer

NSAIDS Non-Steroidal Anti-Inflammatory Drugs

NYHA New York Heart Association

ORR Overall Response Rate

OTC Over the counter

(ON] Overall survival

PBMC Peripheral blood mononuclear cell

PACT Post Analysis Continued Treatment

PCR Polymerase chain reaction

PCI Potential clinical concern

PD Progressive disease

PD-1 Programmed cell death 1

PD-L1 Programmed cell death Ligand 1

PD-L2 Programmed cell death Ligand 2

PFS Progression Free Survival

PI Principal Investigator

PK Pharmacokinetics

PRO-CTCAE Patient-Reported Outcome Version Of Common Toxicity
Criteria for Adverse Events

PR Partial response

PTS Platform Technologies and Science

QTcF Corrected QT interval for heart rate by Fridericia’s
formula

RAMOS Registration and Medication Ordering System
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RAP Reporting and Analysis Plan
RBC Red blood cell
REM Rapid eye movement
RIBA Recombinant immunoblot assays
RP2D Recommended Phase 2 Dose
RNA Ribonucleic acid
SAE Serious adverse event
SAS Statistical Analysis System
SEB Staphylococcal enterotoxin B
SOI Start of infusion
SOP Standard operating procedure
SPEP Serum Protein Electrophoresis
SRM Study Reference Manual
STD1o Severely toxic dose 10
TIDM Type 1 diabetes mellitus
TLS Tumor Lysis syndrome
TTP Time to Disease Progression
TTR Time to (best) Response
TNF Tumor necrosis factor
UK United Kingdom
ULN Upper limit of normal
USA United States of America
USP United States Pharmacopeia
VGPR Very good partial response
WBC White blood cell
WT Wild type

Trademark Information

Trademarks of the GlaxoSmithKline
group of companies

DARZALEX
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Trademarks not owned by the
GlaxoSmithKline group of companies

Chiron RIBA

Flu-Mist

Keytruda

MedDRA

SAS
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12.2. Appendix 2: ECOG Performance Status'
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12.3. Appendix 3: Modified Diet in Renal Disease Formula

MDRD eGFR =175 x (S¢)"15 x (Age) 0203 x (0.742 if female) x (1.212 if African
American)

GFR is expressed in mL/min/1.73 m2, SCr is serum creatinine expressed in
mg/dL, and age is expressed in years.

The link below will auto-calculate the creatinine clearance:

http://nephron.org/cgi-bin/MDRD GFR/cgi
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12.4. Appendix 4: NYHA Functional Classification System

The New York Heart Association (NYHA) Functional Classification: Class I, I1, I1I
or IV Heart Failure [NYHA, 1994] provides a simple way of classifying the extent of
heart failure. It places subjects in one of 4 categories based on the level of limitation
experienced during physical activity:

Reference:

The Criteria Committee of the New York Heart Association (NYHA). Nomenclature and
Criteria for Diagnosis of Diseases of the Heart and Great Vessels. 9th Ed. Boston, Mass:
Little, Brown & Co.; 1994:253-256.
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12.5. Appendix 5: Liver chemistry stopping and monitoring

criteria and required actions and follow up assessments
12.5.1. Liver chemistry stopping criteria

Phase I/II liver chemistry stopping and increased monitoring criteria have been
designed to assure subject safety and evaluate liver event etiology.

Liver Chemistry Stopping Criteria — Liver Stopping Event

ALT-absolute ALT > 5xULN

ALT Increase ALT > 3xULN persists for >4 weeks

Bilirubin.2 ALT > 3xULN and bilirubin > 2xULN (>35% direct bilirubin)

INR2 ALT > 3xULN and INR>1.5, if INR measured

Cannot ALT > 3xULN and cannot be monitored weekly for 4 weeks
Monitor

Symptomatic? ALT > 3xULN associated with symptoms (new or worsening) believed to be

related to liver injury or hypersensitivity

Required Actions and Follow up Assessments following ANY Liver Stopping Event

Actions Follow Up Assessments

o Report the event to GSK within 24 e Viral hepatitis serology*

hours e Only in those with underlying chronic hepatitis B

at study entry (identified by positive hepatitis B
surface antigen) quantitative hepatitis B DNA and
hepatitis delta antibodys.

o Complete the liver event CRF and
complete an SAE data collection tool if
the event also meets the criteria for an

SAE? L ,
o Blood sample for pharmacokinetic (PK) analysis,

o Perform liver event follow up

assessments

Monitor the subject until liver chemistries
resolve, stabilize, or return to within
baseline (see MONITORING below)

Do not restart/rechallenge subject with
study treatment unless allowed per
protocol and GSK Medical Governance
approval is granted (refer to language
within this appendix)

If restart/rechallenge not allowed per
protocol or not granted, permanently
discontinue study treatment and may

if it can be obtained within 45 days after the
last doseb

Serum creatine phosphokinase (CPK) and
lactate dehydrogenase (LDH).

Fractionate bilirubin, if total bilirubin>2xULN

Obtain complete blood count with differential to
assess eosinophilia

Record the appearance or worsening of clinical
symptoms of liver injury, or hypersensitivity, on
the AE report form

Record use of concomitant medications on the
concomitant medications report form including

144




TMF-14344600 CONFIDENTIAL

205207
Protocol Amendment 04
continue subject in the study for any acetaminophen, herbal remedies, other over the
protocol specified follow up assessments counter medications
MONITORING: e Record alcohol use on the liver event alcohol
e o intake case report form
For bilirubin or INR criteria: o P o
e Repeat liver chemistries (include ALT, Zud LR et
AST, alkaline phosphatase, bilirubin) and | ¢  Anti-nuclear antibody, anti-smooth muscle
perform liver event follow up antibody, Type 1 anti-liver kidney microsomal
assessments within 24 hrs antibodies, and quantitative total immunoglobulin

e Monitor subjects twice weekly until liver G (IgG or gamma globulins).

chemistries resolve, stabilize or returnto | ¢  Serum acetaminophen adduct HPLC assay

within baseline (quantifies potential acetaminophen contribution

A ialist or henatol itation i to liver injury in subjects with definite or likely

* specialist or hepalology consuitation Is acetaminophen use in the preceding week
recommended [James 2009]). NOTE: not required in China

For All other criteria:

o Liverimaging (ultrasound, magnetic resonance,

o Repeat liver chemistries (include ALT, or computerised tomography) and /or liver biopsy
AST, alkaline phosphatase, bilirubin) and to evaluate liver disease: complete Liver Imaging
perform liver event follow up and/or Liver Biopsy CRF forms.

assessments within 24-72 hrs

o Monitor subjects weekly until liver
chemistries resolve, stabilize or return to
within baseline

1. Serum bilirubin fractionation should be performed if testing is available. If serum bilirubin fractionation is not
immediately available, discontinue study treatment for that subject if ALT > 3xULN and bilirubin > 2xULN.
Additionally, if serum bilirubin fractionation testing is unavailable, record presence of detectable urinary
bilirubin on dipstick, indicating direct bilirubin elevations and suggesting liver injury.

2. Allevents of ALT > 3xULN and bilirubin > 2xULN (>35% direct bilirubin) or ALT > 3xULN and INR>1.5, if
INR measured which may indicate severe liver injury (possible ‘Hy’'s Law’), must be reported as an SAE
(excluding studies of hepatic impairment or cirrhosis); INR measurement is not required and the
threshold value stated will not apply to subjects receiving anticoagulants

3. New or worsening symptoms believed to be related to liver injury (such as fatigue, nausea, vomiting, right
upper quadrant pain or tenderness, or jaundice) or believed to be related to hypersensitivity (such as fever,
rash or eosinophilia)

4. Includes: Hepatitis A IgM antibody; Hepatitis B surface antigen and Hepatitis B Core Antibody (IgM);
Hepatitis C RNA; Cytomegalovirus IgM antibody; Epstein-Barr viral capsid antigen IgM antibody (or if
unavailable, obtain heterophile antibody or monospot testing); Hepatitis E IgM antibody

5. If hepatitis delta antibody assay cannot be performed, it can be replaced with a PCR of hepatitis D RNA
virus (where needed) [Le Gal , 2005].

6. Record the date/time of the PK blood sample draw and the date/time of the last dose of study treatment
prior to blood sample draw on the CRF. If the date or time of the last dose is unclear, provide the subject’s
best approximation. If the date/time of the last dose cannot be approximated OR a PK sample cannot be
collected in the time period indicated above, do not obtain a PK sample. Instructions for sample handling
and shipping are in the SRM.
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Phase I/II Oncology liver chemistry increased monitoring criteria with continued
therapy

Liver Chemistry Increased Monitoring Criteria — Liver Monitoring Event

Criteria Actions
ALT >3xULN but <5xULN and o Notify the GSK medical monitor within 24 hours
of learning of the abnormality to discuss subject

bilirubin <2xULN, without symptoms believed
to be related to liver injury or hypersensitivity
and who can be monitored weekly for 4 weeks | ¢  Subject can continue study treatment

o Subject must return weekly for repeat liver
chemistries (ALT, AST, alkaline phosphatase,
bilirubin) until they resolve, stabilise or return to
within baseline

safety.

o [fatany time subject meets the liver chemistry
stopping criteria, proceed as described above

o If, after 4 weeks of monitoring, ALT <3xULN and
bilirubin <2xULN, monitor subjects twice monthly
until liver chemistries normalize or return to within
baseline.

References

James LP, Letzig L, Simpson PM, Capparelli E, Roberts DW, Hinson JA, Davern TJ, Lee
WM. Pharmacokinetics of Acetaminophen-Adduct in Adults with Acetaminophen
Overdose and Acute Liver Failure. Drug Metab Dispos 2009; 37:1779-1784.

Le Gal F, Gordien E, Affolabi D, Hanslik T, Alloui C, Dény P, Gault E. Quantification
of Hepatitis Delta Virus RNA in Serum by Consensus Real-Time PCR Indicates

Different Patterns of Virological Response to Interferon Therapy in Chronically Infected
Patients. J Clin Microbiol. 2005;43(5):2363-2369.

12.5.2.  Liver Safety Drug Restart or Rechallenge Guidelines

If subject meets liver chemistry stopping criteria do not restart/rechallenge subject with
study treatment unless:

e GSK Medical Governance approval is granted (as described below),

e Ethics and/or IRB approval is obtained, if required, and

e Separate consent for treatment restart/rechallenge is signed by the subject

If GSK Medical Governance approval to restart/rechallenge subject with study treatment
is not granted, then subject must permanently discontinue study treatment and may
continue in the study for protocol-specified follow up assessments
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12.5.2.1. Rechallenge Following Liver Stopping Events that are Possibly Related
to Study Treatment

Following drug-induced liver injury, drug rechallenge is associated with a 13%
mortality across all drugs in prospective studies.! Clinical outcomes vary by drug,
with nearly 50% fatality with halothane readministered within one month of initial injury.
However, some drugs seldom result in recurrent liver injury or fatality.

Risk factors for a fatal drug rechallenge outcome include:

e hypersensitivity' with initial liver injury (e.g. fever, rash, eosinophilia)

e jaundice or bilirubin >2xULN with initial liver injury (direct bilirubin >35% of
total)

e subject currently exhibits severe liver injury defined by: ALT >3xULN,
bilirubin >22xULN (direct bilirubin >35% of total), or INR>1.5

e serious adverse event or fatality has earlier been observed with drug
rechallenges®?

e cvidence of drug-related preclinical liability (e.g. reactive metabolites;
mitochondrial impairment?)

Rechallenge refers to resuming study treatment following drug induced liver injury
(DILI). Because of the risks associated with rechallenge after DILI this should only be
considered for a subject for whom there is compelling evidence of benefit from a critical
or life-saving medicine, there is no alternative approved medicine available, and a
benefit:risk assessment of rechallenge is considered to be favourable.

Approval by GSK for rechallenge with study treatment can be considered where:

e Investigator requests consideration of rechallenge with study treatment for a subject
who is receiving compelling benefit with study treatment that exceeds risk, and no
effective alternative therapy is available.

e Ethics Committee or Institutional Review Board approval for rechallenge with study
treatment must be obtained, as required.

e If the rechallenge is approved by GSK Medical Governance in writing, the subject
must be provided with a clear description of the possible benefits and risks of study
treatment administration, including the possibility of recurrent, more severe liver
injury or death.

e The subject must also provide signed informed consent specifically for the
rechallenge with study treatment. Documentation of informed consent must be
recorded in the study chart.

e Study treatment must be administered at the dose specified by GSK.

e Subjects approved by GSK Medical Governance for rechallenge with study
treatment must return to the clinic twice a week for liver chemistry tests until stable
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liver chemistries have been demonstrated and then standard laboratory monitoring
may resume as per protocol.

e [f after study treatment rechallenge, subject meets protocol-defined liver chemistry
stopping criteria, study treatment should be permanently discontinued.

e  GSK Medical Monitor, and the Ethics Committee or Institutional Review Board as
required, must be informed of the subject’s outcome following study treatment
rechallenge.

e GSK to be notified of any adverse events, as per Section 7.3.1.

12.5.2.2. Restart Following Transient Resolving Liver Stopping Events NOT
Related to Study Treatment

Restart refers to resuming study treatment following liver stopping events in which there
is a clear underlying cause (other than DILI) of the liver event (e.g. biliary obstruction,
pancreatic events, hypotension, acute viral hepatitis). Furthermore, there should be no
evidence of alcoholic hepatitis or hypersensitivity, and the study treatment should not be
associated with HLA markers of liver injury.

Approval by GSK for study treatment restart can be considered where:

e Investigator requests consideration for study treatment restart if liver chemistries
have a clear underlying cause (e.g., biliary obstruction, hypotension and liver
chemistries have improved to normal or are within 1.5 x baseline and ALT
<3xULN).

e Possible study treatment-induced liver injury has been excluded by the investigator
and the study team. This includes the absence of markers of hypersensitivity
(otherwise unexplained fever, rash, eosinophilia). Where a study treatment has an
identified genetic marker associated with liver injury (e.g. lapatinib, abacavir,
amoxicillin/clavulanate), the presence of the marker should be excluded. If study
treatment-related liver injury cannot be excluded, the guidance on rechallenge in
Section 12.5.2 will apply.

e There is no evidence of alcoholic hepatitis.

e Ethics Committee or Institutional Review Board approval of study treatment restart
must be obtained, as required.

e Ifrestart of study treatment is approved by GSK Medical Governance in writing, the
subject must be provided with a clear description of the possible benefits and risks of
study treatment administration, including the possibility of recurrent, more severe
liver injury or death.

e The subject must also provide signed informed consent specifically for the study
treatment restart. Documentation of informed consent must be recorded in the study
chart.

Study treatment must be administered at the dose specified by GSK.
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Subjects approved by GSK Medical Governance for restarting study treatment must
return to the clinic once a week for liver chemistry tests until stable liver chemistries
have been demonstrated and then laboratory monitoring may resume as per protocol.

If after study treatment re-start, subject meets protocol-defined liver chemistry
stopping criteria, follow usual stopping criteria instructions.

GSK Medical Monitor, and the Ethics Committee or Institutional Review Board as
required, must be informed of the subject’s outcome following study treatment
restart.

GSK to be notified of any adverse events, as per Section 7.3.1.
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12.6. Appendix 6: Genetic Research
Genetics — Background

Naturally occurring genetic variation may contribute to inter-individual variability in
response to medicines, as well as an individual's risk of developing specific diseases.
Genetic factors associated with disease characteristics may also be associated with
response to therapy, and could help to explain some clinical study outcomes. For
example, genetic variants associated with age-related macular degeneration (AMD) are
reported to account for much of the risk for the condition [Gorin, 2012] with certain
variants reported to influence treatment response [Chen, 2002]. Thus, knowledge of the
genetic etiology of disease may better inform understanding of disease and the
development of medicines. Additionally, genetic variability may impact the
pharmacokinetics (absorption, distribution, metabolism, and elimination), or
pharmacodynamics (relationship between concentration and pharmacologic effects or the
time course of pharmacologic effects) of a specific medicine and/or clinical outcomes
(efficacy and/or safety) observed in a clinical study.

Genetic Research Objectives and Analyses

The objectives of the genetic research are to investigate the relationship between genetic
variants and:

e Response to medicine, including belantamab mafodotin or any concomitant
medicines;
e  Multiple myeloma susceptibility, severity, and progression and related conditions

Genetic data may be generated while the study is underway or following completion of
the study. Genetic evaluations may include focused candidate gene approaches and/or
examination of a large number of genetic variants throughout the genome (whole genome
analyses). Genetic analyses will utilize data collected in the study and will be limited to
understanding the objectives highlighted above. Analyses may be performed using data
from multiple clinical studies to investigate these research objectives.

Appropriate descriptive and/or statistical analysis methods will be used. A detailed
description of any planned analyses will be documented in a Reporting and Analysis Plan
(RAP) prior to initiation of the analysis. Planned analyses and results of genetic
investigations will be reported either as part of the clinical RAP and study report, or in a
separate genetics RAP and report, as appropriate.

Study Population
Any subject who is enrolled in the study can participate in genetic research. Any subject

who has received an allogeneic bone marrow transplant must be excluded from the
genetic research.
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Study Assessments and Procedures

A key component of successful genetic research is the collection of samples during
clinical studies. Collection of samples, even when no a priori hypothesis has been
identified, may enable future genetic analyses to be conducted to help understand
variability in disease and medicine response.

e A 6 mL blood sample will be taken for Deoxyribonucleic acid (DNA) extraction. A
blood sample is collected at the baseline visit, after the subject has been randomized
and provided informed consent for genetic research. Instructions for collection and
shipping of the genetic sample are described in the laboratory manual. The DNA
from the blood sample may undergo quality control analyses to confirm the integrity
of the sample. If there are concerns regarding the quality of the sample, then the
sample may be destroyed. The blood sample is taken on a single occasion unless a
duplicate sample is required due to an inability to utilize the original sample.

The genetic sample is labelled (or “coded”) with the same study specific number used to
label other samples and data in the study. This number can be traced or linked back to
the subject by the investigator or site staff. Coded samples do not carry personal
identifiers (such as name or social security number).

Samples will be stored securely and may be kept for up to 15 years after the last subject
completes the study, or GSK may destroy the samples sooner. GSK or those working
with GSK (for example, other researchers) will only use samples collected from the study
for the purpose stated in this protocol and in the informed consent form. Samples may be
used as part of the development of a companion diagnostic to support the GSK medicinal
product.

Subjects can request their sample to be destroyed at any time.
Informed Consent

Subjects who do not wish to participate in the genetic research may still participate in the
study. Genetic informed consent must be obtained prior to any blood being taken.

Subject Withdrawal from Study

If a subject who has consented to participate in genetic research withdraws from the
clinical study for any reason other than being lost to follow-up, the subject will be given a
choice of one of the following options concerning the genetic sample, if already
collected:

e Continue to participate in the genetic research in which case the genetic DNA sample
is retained

e Discontinue participation in the genetic research and destroy the genetic DNA
sample
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If a subject withdraws consent for genetic research or requests sample destruction for any
reason, the investigator must complete the appropriate documentation to request sample
destruction within the timeframe specified by GSK and maintain the documentation in
the site study records.

Genotype data may be generated during the study or after completion of the study and
may be analyzed during the study or stored for future analysis.

e If asubject withdraws consent for genetic research and genotype data has not been
analyzed, it will not be analyzed or used for future research.

e  Genetic data that has been analyzed at the time of withdrawn consent will continue
to be stored and used, as appropriate.

Screen and Baseline Failures

If a sample for genetic research has been collected and it is determined that the subject
does not meet the entry criteria for participation in the study, then the investigator should
instruct the subject that their genetic sample will be destroyed. No forms are required to
complete this process as it will be completed as part of the consent and sample
reconciliation process. In this instance a sample destruction form will not be available to
include in the site files.

Provision of Study Results and Confidentiality of Subject’s Genetic Data

GSK may summarize the genetic research results in the clinical study report, or
separately and may publish the results in scientific journals.

GSK may share genetic research data with other scientists to further scientific
understanding in alignment with the informed consent. GSK does not inform the subject,
family members, insurers, or employers of individual genotyping results that are not
known to be relevant to the subject’s medical care at the time of the study, unless
required by law. This is due to the fact that the information generated from genetic
studies is generally preliminary in nature, and therefore the significance and scientific
validity of the results are undetermined. Further, data generated in a research laboratory
may not meet regulatory requirements for inclusion in clinical care.
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Appendix 7: Definition of and Procedures for Recording,
Evaluating, Follow-Up and Reporting of Adverse Events

Definition of Adverse Events

Adverse Event Definition:

An AE is any untoward medical occurrence in a patient or clinical investigation
subject, temporally associated with the use of a medicinal product, whether or not
considered related to the medicinal product.

NOTE: An AE can therefore be any unfavorable and unintended sign (including
an abnormal laboratory finding), symptom, or disease (new or exacerbated)
temporally associated with the use of a medicinal product.

Events meeting AE definition include:

Any abnormal laboratory test results (hematology, clinical chemistry, or
urinalysis) or other safety assessments (e.g., ECGs, radiological scans, vital signs
measurements), including those that worsen from baseline, and felt to be clinically
significant in the medical and scientific judgement of the investigator.
Exacerbation of a chronic or intermittent pre-existing condition including either an
increase in frequency and/or intensity of the condition.

New conditions detected or diagnosed after study treatment administration even
though it may have been present prior to the start of the study.

Signs, symptoms, or the clinical sequelae of a suspected interaction.

Signs, symptoms, or the clinical sequelae of a suspected overdose of either study
treatment or a concomitant medication (overdose per se will not be reported as an
AE/SAE unless this 1s an intentional overdose taken with possible suicidal/self-
harming intent. This should be reported regardless of sequelae).

"Lack of efficacy" or "failure of expected pharmacological action" per se will not
be reported as an AE or SAE. However, the signs and symptoms and/or clinical
sequelae resulting from lack of efficacy will be reported if they fulfil the definition
of an AE or SAE.

The signs and symptoms and/or clinical sequelae resulting from lack of efficacy
will be reported if they fulfil the definition of an AE or SAE. Also, "lack of
efficacy" or "failure of expected pharmacological action" also constitutes an AE or
SAE.

Events NOT meeting definition of an AE include:

Any clinically significant abnormal laboratory findings or other abnormal safety
assessments which are associated with the underlying disease, unless judged by
the investigator to be more severe than expected for the subject’s condition.
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e  The disease/disorder being studied or expected progression, signs, or symptoms of
the disease/disorder being studied, unless more severe than expected for the
subject’s condition.
e Medical or surgical procedure (e.g., endoscopy. appendectomy): the condition that
leads to the procedure is an AE.
e  Situations where an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital).
e  Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s)
present or detected at the start of the study that do not worsen.

Definition of Serious Adverse Events

If an event is not an AE per definition above, then it cannot be an SAE even if serious
conditions are met (e.g., hospitalization for signs/symptoms of the disease under study,
death due to progression of disease, etc).

Serious Adverse Event (SAE) is defined as any untoward medical occurrence that,
at any dose:
1. Results in death

a. Islife-threatening
NOTE:

The term 'life-threatening' in the definition of 'serious' refers to an event in which the
subject was at risk of death at the time of the event. It does not refer to an event, which
hypothetically might have caused death, if it were more severe.

b. Requires hospitalization or prolongation of existing hospitalization

NOTE:

e In general, hospitalization signifies that the subject has been detained (usually
mvolving at least an overnight stay) at the hospital or emergency ward for
observation and/or treatment that would not have been appropriate in the
physician’s office or out-patient setting. Complications that occur during
hospitalization are AEs. If a complication prolongs hospitalization or fulfills any
other serious criteria, the event is serious. When in doubt as to whether
“hospitalization” occurred or was necessary, the AE should be considered serious.

e  Hospitalization for elective treatment of a pre-existing condition that did not
worsen from baseline is not considered an AE.

c. Results in disability/incapacity

NOTE:
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e  The term disability means a substantial disruption of a person’s ability to conduct
normal life functions.
e  This definition is not intended to include experiences of relatively minor medical
significance such as uncomplicated headache, nausea, vomiting, diarrhea,
influenza, and accidental trauma (e.g. sprained ankle) which may interfere or
prevent everyday life functions but do not constitute a substantial disruption

d. Is a congenital anomaly/birth defect

e. Other situations:

e  Medical or scientific judgment should be exercised in deciding whether reporting
is appropriate in other situations, such as important medical events that may not be
immediately life-threatening or result in death or hospitalization but may
jeopardize the subject or may require medical or surgical intervention to prevent
one of the other outcomes listed in the above definition. These should also be
considered serious.

e Examples of such events are invasive or malignant cancers, intensive treatment in
an emergency room or at home for allergic bronchospasm, blood dyscrasias or
convulsions that do not result in hospitalization, or development of drug
dependency or drug abuse

f. Is associated with liver injury and impaired liver function defined as:

e ALT > 3xULN and total bilirubin” > 2xULN (>35% direct), or
ALT > 3xULN and INR™ > 1.5.

* Serum bilirubin fractionation should be performed if testing is available; if
unavailable, measure urinary bilirubin via dipstick. If fractionation is unavailable and
ALT = 3xULN and total bilirubin > 2xULN, then the event 1s still to be reported as an
SAE.

** INR testing not required per protocol and the threshold value does not apply to
subjects receiving anticoagulants. If INR measurement is obtained, the value is to be
recorded on the SAE form.

e Refer to Appendix 5 for the required liver chemistry follow-up instructions

Definition of Cardiovascular Events

Cardiovascular Events (CV) Definition:
Investigators will be required to fill out the specific CV event page of the CRF for the
following AEs and SAFEs:

e  Myocardial infarction/unstable angina
e  Congestive heart failure

Arrhythmias
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Valvulopathy

Pulmonary hypertension

Cerebrovascular events/stroke and transient 1schemic attack
Peripheral arterial thromboembolism

Deep venous thrombosis/pulmonary embolism
Revascularization

Recording of AEs and SAEs

AEs and SAE Recording:

When an AE/SAE occurs, it is the responsibility of the investigator to review all
documentation (e.g., hospital progress notes, laboratory, and diagnostics reports)
relative to the event.

The mvestigator will then record all relevant information regarding an AE/SAE in
the CRF

It is not acceptable for the investigator to send photocopies of the subject’s
medical records to GSK 1n lieu of completion of the GSK, AE/SAE CRF page.
There may be instances when copies of medical records for certain cases are
requested by GSK. In this instance, all subject identifiers, with the exception of
the subject number, will be blinded on the copies of the medical records prior to
submission of to GSK.

The investigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other clinical information. In such cases, the diagnosis will be
documented as the AE/SAE and not the individual signs/symptoms.
Subject-completed Value Evidence and Outcomes questionnaires and the
collection of AE data are independent components of the study.

Responses to each question in the Value Evidence and Outcomes questionnaire
will be treated in accordance with standard scoring and statistical procedures
detailed by the scale’s developer.

The use of a single question from a multidimensional health survey to designate a
cause-effect relationship to an AE is inappropriate.

Evaluating AEs and SAEs

Assessment of Intensity

The investigator will make an assessment of intensity for each AE and SAE reported
during the study and will assign it to one of the following categories:

Mild: An event that 1s easily tolerated by the subject, causing minimal discomfort
and not interfering with everyday activities.

Moderate: An event that is sufficiently discomforting to interfere with normal
everyday activities

Severe: An event that prevents normal everyday activities. - an AE that is
assessed as severe will not be confused with an SAE. Severity is a category
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utilized for rating the intensity of an event; and both AEs and SAEs can be
assessed as severe.

An event 1s defined as ‘serious’ when it meets at least one of the pre-defined
outcomes as described in the definition of an SAE.

Assessment of Causality

The investigator 1s obligated to assess the relationship between study treatment
and the occurrence of each AE/SAE.

A "reasonable possibility" 1s meant to convey that there are facts/evidence or
arguments to suggest a causal relationship, rather than a relationship cannot be
ruled out.

The mvestigator will use clinical judgment to determine the relationship.
Alternative causes, such as natural history of the underlying diseases, concomitant
therapy, other risk factors, and the temporal relationship of the event to the study
treatment will be considered and mvestigated.

The nvestigator will also consult the Investigator Brochure (IB) and/or Product
Information, for marketed products, in the determination of his/her assessment.
For each AE/SAE the investigator must document in the medical notes that he/she
has reviewed the AE/SAE and has provided an assessment of causality.

There may be situations when an SAE has occurred and the investigator has
minimal information to include in the initial report to GSK. However, it is very
important that the investigator always make an assessment of causality for
every event prior to the initial transmission of the SAE data to GSK.

The investigator may change his/her opinion of causality in light of follow-up
mformation, amending the SAE data collection tool accordingly.

The causality assessment 1s one of the criteria used when determining regulatory
reporting requirements.

Follow-up of AEs and SAEs

The investigator 1s obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as may be indicated or as requested by GSK to
elucidate as fully as possible the nature and/or causality of the AE or SAE.

The investigator 1s obligated to assist. This may include additional laboratory tests
or mvestigations, histopathological examinations or consultation with other health
care professionals.

[If a subject dies during participation in the study or during a recognized follow-up
period, the investigator will provide GSK with a copy of any post-mortem
findings, including histopathology. ](if performed)

New or updated information will be recorded in the originally completed CRF.

157



TMF-14344600 CONFIDENTIAL

205207
Protocol Amendment 04

The mvestigator will submit any updated SAE data to GSK within the designated
reporting time frames.

Reporting of SAEs to GSK

SAE reporting to GSK via electronic data collection tool

Primary mechanism for reporting SAEs to GSK will be the electronic data
collection tool

If the electronic system is unavailable for greater than 24 hours, the site will use
the paper SAE data collection tool and fax it to the [Medical Monitor or the SAE
coordinator]

Site will enter the serious adverse event data into the electronic system as soon as
it becomes available.

The investigator will be required to confirm review of the SAE causality by
ticking the ‘reviewed’ box at the bottom of the eCRF page within 72 hours of
submission of the SAE.

After the study is completed at a given site, the electronic data collection tool (e.g.,
InForm system) will be taken off-line to prevent the entry of new data or changes
to existing data

If a site receives a report of a new SAE from a study subject or receives updated
data on a previously reported SAE after the electronic data collection tool has been
taken off-line, the site can report this information on a paper SAE form or to the
[Medical Monitor or the SAE coordinator| by telephone.

Contacts for SAE receipt can be found at the beginning of this protocol on the
Sponsor/Medical Monitor Contact Information page.

SAE reporting to GSK via paper CRF

Facsimile transmission of the SAE paper CRF is the preferred method to transmit
this information to the [Medical Monitor or the SAE coordinator|

In rare circumstances and in the absence of facsimile equipment, notification by
telephone 1s acceptable, with a copy of the SAE data collection tool sent by
overnight mail

Initial notification via the telephone does not replace the need for the investigator
to complete and sign the SAE CRF pages within the designated reporting time
frames.

Contacts for SAE receipt can be found at this beginning of the protocol on the
Sponsor/Medical Monitor Contact Information page.
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SAE reporting to GSK via PIMS

Facsimile transmission of the following PIMS listings for the corresponding
subject 1s the preferred method to transmit SAE information to the [Medical
Monitor or protocol contact]:

e SAE listing

¢ Demographic listing

¢ Study treatment listing

In rare circumstances and in the absence of facsimile equipment, notification by
telephone is acceptable, with a copy of all required information sent by overnight
mail.

If the PIMS system is unavailable when the SAE occurs, the site will use the paper
SAE form and fax that to the [Medical Monitor or protocol contact]. The site will
enter the SAE data into PIMS as soon as the system becomes available.
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12.8. Appendix 8: Contraceptive Guidance and Collection of
Pregnancy Information Definitions

Woman of Childbearing Potential (WOCBP)

A woman is considered fertile following menarche and until becoming post-menopausal
unless permanently sterile (see below).

If fertility is unclear (e.g., amenorrhea in adolescents or athletes) and a menstrual cycle
cannot be confirmed before first dose of study intervention, additional evaluation should
be considered.

Women in the following categories are not considered WOCBP

e Premenarchal

e Premenopausal female with 1 of the following:

. Documented hysterectomy
. Documented bilateral salpingectomy
. Documented bilateral oophorectomy

For individuals with permanent infertility due to an alternate medical cause other
than the above, (e.g., mullerian agenesis, androgen insensitivity), investigator
discretion should be applied to determining study entry.

Note: Documentation can come from the site personnel’s: review of the subject’s
medical records, medical examination, or medical history interview.

e Postmenopausal female

e A postmenopausal state is defined as no menses for 12 months without an
alternative medical cause. A high follicle stimulating hormone (FSH) level in the
postmenopausal range may be used to confirm a postmenopausal state in women
not using hormonal contraception or hormonal replacement therapy (HRT).
However, in the absence of 12 months of amenorrhea, confirmation with more
than one FSH measurement is required.

e Females on HRT and whose menopausal status is in doubt will be required to use
one of the non-estrogen hormonal highly effective contraception methods if they
wish to continue their HRT during the study. Otherwise, they must discontinue
HRT to allow confirmation of postmenopausal status before study enrollment.
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Contraception Guidance

a. CONTRACEPTIVES2 ALLOWED DURING THE STUDY INCLUDE:
b. Highly Effective Methods® That Have Low User Dependency

c. Implantable progestogen-only hormone contraception associated with inhibition of
ovulationc

d. Intrauterine device (IUD)

e. Intrauterine hormone-releasing system (IUS)c

f.  Bilateral tubal occlusion

g. Vasectomized partner

h.  Note: Vasectomized partner is a highly effective contraceptive method provided that
the partner is the sole sexual partner of the woman of childbearing potential and the
absence of sperm has been confirmed. If not, an additional highly effective method of
contraception should be used. Spermatogenesis cycle is approximately 90 days.

i. Highly Effective Methods® That Are User Dependent

j. Combined (estrogen- and progestogen-containing) hormonal contraception associated with
inhibition of ovulation®

k. oral
. intravaginal
m. transdermal
n. injectable
0. Progestogen-only hormone contraception associated with inhibition of ovulationc
p. oral
g. injectable

r.  Sexual abstinence

S.  Note: Sexual abstinence is considered a highly effective method only if defined as
refraining from heterosexual intercourse during the entire period of risk associated with
the study intervention. The reliability of sexual abstinence needs to be evaluated in

relation to the duration of the study and the preferred and usual lifestyle of the subject

a. Contraceptive use by men or women should be consistent with local regulations regarding the use of
contraceptive methods for those participating in clinical studies.

b. Failure rate of <1% per year when used consistently and correctly. Typical use failure rates differ from those
when used consistently and correctly.

c. Male condoms must be used in addition to hormonal contraception. If locally required, in accordance with
Clinical Trial Facilitation Group (CTFG) guidelines, acceptable contraceptive methods are limited to those
which inhibit ovulation as the primary mode of action.

Note: Periodic abstinence (calendar, sympto-thermal, post-ovulation methods), withdrawal (coitus interruptus),
spermicides only, and lactational amenorrhoea method (LAM) are not acceptable methods of contraception for this
study. Male condom and female condom should not be used together (due to risk of failure with friction)
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Collection of Pregnancy Information

Male subjects with partners who become pregnant

Investigator will attempt to collect pregnancy information on any male subject’s
female partner of a male study subject who becomes pregnant while participating in
this study, and for 6 months following last dose of belantamab mafodotin. This
applies only to male subjects who receive study intervention.

After obtaining the necessary signed informed consent from the pregnant female
partner directly, the investigator will record pregnancy information on the
appropriate form and submit it to GSK within 24 hours of learning of the partner’s
pregnancy.

The female partner will also be followed to determine the outcome of the pregnancy.
Information on the status of the mother and child will be forwarded to GSK

Generally, follow-up will be no longer than 6 to 8 weeks following the estimated
delivery date. Any termination of the pregnancy will be reported regardless of fetal
status (presence or absence of anomalies) or indication for procedure.

Female Subjects who become pregnant

Investigator will collect pregnancy information on any female subject, who becomes
pregnant while participating in this study, and for 4 months following last dose of
belantamab mafodotin.

Information will be recorded on the appropriate form and submitted to GSK within
24 hours of learning of a subject's pregnancy.

Subject will be followed to determine the outcome of the pregnancy. The
investigator will collect follow up information on subject and neonate, which will be
forwarded to GSK Generally, follow-up will not be required for longer than 6 to 8
weeks beyond the estimated delivery date.

Any termination of pregnancy will be reported, regardless of fetal status (presence or
absence of anomalies) or indication for procedure.

While pregnancy itself is not considered to be an AE or SAE, any pregnancy
complication or elective termination of a pregnancy for medical reasons will be
reported as an AE or SAE.

A spontaneous abortion is always considered to be an SAE and will be reported as
such.

Any SAE occurring as a result of a post-study pregnancy which is considered
reasonably related to the study intervention by the investigator, will be reported to
GSK. While the investigator is not obligated to actively seek this information in
former study subjects, he or she may learn of an SAE through spontaneous reporting.

Any female subject who becomes pregnant while participating will discontinue study
intervention.
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12.9. Appendix 9: Belantamab Mafodotin associated Corneal

Event Severity Grading and Mitigation Strategy

Prophylactic preservative-free artificial tears should be administered in each eye at least
4-8 times daily, beginning on Cycle 1 Day 1 until the End of Treatment (EOT). Allow at
least 5-10 minutes between administration of artificial tears and steroid eye drops. In the
event of ocular symptoms (e.g., dry eyes), the use of artificial tears may be increased up
to every 2 hours as needed.

While not yet clinically demonstrated, it is theoretically possible that the application of a
cooling eye mask during belantamab mafodotin administration, and in the first few hours
after infusion may subsequently decrease ocular side effects. On the day of infusion at
the discretion of the subject and the investigator, the following may be considered:

e Beginning with the start of each belantamab mafodotin infusion, subjects may apply
cooling eye masks to their eyes for approximately 1 hour or as much as tolerated.

e Subjects may continue using the cooling eye mask beyond the first hour for up to 4
hours. Further use beyond 4 hours is at the patient’s discretion.

Subjects must avoid the use of contact lenses during the study.

An ophthalmology (or optometrist, if an ophthalmologist is not available) consult is
required for all subjects who develop signs or symptoms of corneal toxicity.

A summary of prophylactic interventions for corneal toxicity associated with belantamab
mafodotin is provided in Table 16. Corneal toxicity must be graded according to the
guidelines provided in Table 17. Additional guidance on grading visual acuity changes
provided in Table 18.

Table 16 Prophylactic measures for corneal Events associated with
Belantamab Mafodotin

Prophylactic
Measure? Dose and Administration Timing

Preservative-free | Administer in each eye at least | Administer daily beginning on Cycle 1
artificial tears 4-8 times daily Day 1 until EOT.

Cooling eye mask | May apply cooling eye mask to | During belantamab mafodotin infusion
both eyes for approximately administration in the first hour for up to
1 hour or as much as tolerated | 4 hours, as tolerated

a. Dose modifications and treatment for ocular toxicities are discussed in Section 6.5.
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12.10. Appendix 10: Country Specific Requirements

No country-specific requirements exist.

166



TMF-14344600 CONFIDENTIAL
205207

Protocol Amendment 04

12.11. Appendix 11: Operating Characteristics of Safety Stopping
Rule for Expansion Cohort

0.6 0.8 10

Prob. of Stopping

0.4

0.2

True =0.1

Number of Dosed Subjects
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12.12. Appendix 12: Sample Size Calculation for the Expansion
Cohort

Sample size is calculated using the Predictive Probability Design for Phase II studies
software. The optimal design is identified by specifying interim looks starting from a
minimum of 10 evaluable subjects, “maximizing power under the alternative hypothesis’
as the optimizing criterion, Thetha L(threshold of early futility

stopping)/Theta U(threshold of early efficacy stopping)/Theta T(threshold) as default, a
weakly informative beta prior Beta (0.04, 0.06) representing information from 0.1 subject
with a mean response of 40%, type I error rate controlled at 0.10, and power of 80%. The
design with smallest Nimax that controls the type I and type II error rate is the optimal
design.

™8 Predictive Probability Design for Phase I Studies (PID-535) (o= =]
File  Help

Calculation | Report

Patient and Cohort Information

i m e Cohort Size |1 =
[ Manually Input Cohort by ") |12, 13, 14,36
Mmizne =
Finished
Optimizing Criterion
@ Madmize Power Underpl (00 Minimize Expected N Under p0 L

Theta L / Theta U Theta T Help

O LBegn  0.001 B TBegin pgp =

1M

»

Oled o0 OTEnd o5 »

6 LStep 0.001

1»

B TStep pool -

O upper 100 :

Besponse Hate Ermor Rate

pl D40 i Type | Emor 0,10 i
pl 060 Powsr 08+
Prior

Prior a0 004 = Prorb0 0.06 2
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12.13. Appendix 13: Data Management/Monitoring

Source Data Verification/Source Document Review (SDV/SDR)

During periods in which on-site monitoring is not permitted, GSK will consider remote
Source Data Verification/Source Document Review (SDV/SDR) where permitted by the
clinical site/institution and in accordance to with local law and regulatory guidance
documents.

Remote SDV/SDR will be proposed to study sites to meet a patient and/or critical data
quality need, e.g., to assess patient safety or to ensure data integrity. The study specific
monitoring plan will be updated in accordance with remote monitoring practices adopted
for the country/study. The subject informed consent will be updated in line with local
regulations to permit remote monitoring practices. In case of remote SDV/SDR, GSK
will work with the site to ensure subject privacy.

eCRF/CREF Final or Interim Sign off Process:

The Principal Investigator (PI) is responsible for ensuring that the data within the eCRF
casebook and any other data sources utilized during the study for each study patient is
complete and consistent with source documents throughout the study (ICH GCP 4.9.1
and 4.9.2). The PI may sign/re-sign the eCRF from any computer/location by accessing
the eDC platform) using his/her unique eCRF login credentials.

Essential Document Sign Off Process:

If an investigator is unable to print and sign essential documents such as
Protocol/Amendment signature page then Email approval can be accepted by replying to
the relevant email that is sent by GSK. Please note that unblinding procedures remain the
same as those documented in the protocol and other study-related documents.
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12.14. Appendix 14: Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment is
located directly before the Table of Contents (TOC).

2016N273410_01 26-SEP-2018 Amendment No. 1

Amendment 1 applies to all global sites. The following changes were based on

review and comments from the FDA:

e Revised line of setting from 2™ line to 4th line; updated associated sections in the
synopsis, protocol body, and inclusion/exclusion criteria

e Revised dose limiting toxicity (DLT) wording as directed by FDA

e Removed the lowest dose level (1.92 mg/kg) during dose escalation. Maintained
2.5 and 3.4 mg/kg doses during dose escalation. Due to lowest dose removal,
revised study number to 40 overall subjects. Associated revisions made in
statistical section

e Addition of statement to add clarity that pembrolizumab will be held or
discontinued when belantamab mafodotin is held or discontinued

e Addition of Part 2 stopping criteria

In addition to the requests from the FDA, the following revisions were also included:

e Update to the Sponsor Information section

e Addition of EudraCT number

e Inclusion of additional wording to the Rationale and Background section to
further support combination with pembrolizumab and to support move to 4™ line
therapy

e Revision of dose escalation objective/endpoints to move overall response rate to
secondary from exploratory and addition of minimal residual disease negativity
rate (based on current guidelines); revision of dose expansion
objectives/endpoints to add clarity to endpoints, add ocular findings, add
additional clinical activity secondary endpoints, and revise the questionnaire in
exploratory section from MDASI-MM to EORTC-QLQ-C30 and EORTC-QLQ-
MY20; updated associated sections of protocol to reflect changes

e Updates/revisions to the inclusion/exclusion criteria to incorporate changes to the
standard language for belantamab mafodotin and pembrolizumab

e Revised contraception language for both male and female to follow belantamab
mafodotin standard language in Inclusion/Exclusion criteria and protocol
sections; revisions to the pregnancy section due to change in standard language

e Increased the maximum number of combination cycles from 32 to 35 to be in line
with standard pembrolizumab language and to be in line with 2-year treatment;
update of associated study schematic

e Revision to the follow-up definition; addition of progression free survival follow-
up visits

e In addition to the FDA mandated DLT revisions, added clarity to DLT definition,
revised wording to existing DLTs and added new DLTs

e Revisions/updates to the corneal event language, supportive care, monitoring and
mitigation language throughout the document, inclusive of changes to Appendix 9
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e Revision of statistical model in dose escalation from Bayesian Logistic
Regression Model to modified mTPI; revision to various calculations associated
with change to this model and to change in subject number; revisions to statistical
sections of protocol, including revision to clinical activity analyses section

e Updates to the background/data for belantamab mafodotin from first time in
human study BMA117159

e Updated background information related to pembrolizumab to be in line with

changes to standard language and to address the MM study information from

KEYNOTE 183 and 185; Revision of Benefit:Risk statement based on this

information

Updated Risk assessment and mitigation table

Revisions to subject completion language and study completion language

Revisions to Investigational Product section to be in line with standard language

Updates to the belantamab mafodotin and pembrolizumab Dose Modification

tables based on current standard language

e Revised the Table and Events section by splitting one table into multiple tables

based on phase of study. Added in eGFR, Spot Urine, Skeletal survey, revisions

to PK and ADA assessments; replaced MDASI-MM with EORTC questionnaires,
removed INR/PTT, TBNK and CK-MB. On-treatment assessments linked to
weekly schedule and/or dosing of combination treatment; addition of PFS follow-
up column and clarification of OS follow-up

Removal of Sentinel Event language from protocol

Addition of adverse events of special interest section

Addition of specific requirements for ocular examinations and procedures

Removed TBNK from Biomarker sections, other wording revisions in this section

Revision of All Evaluable Subjects population

Addition of an Internal Safety Review Committee

Appendices updates including revision to abbreviations, update of liver chemistry

stopping criteria formatting, removal of International Myeloma Working Group

Uniform Response Criteria for Multiple Myeloma appendix, removal of appendix

listing P-gp inhibitors, revisions to contraception and corneal event appendices

due to updates to standard language

e Other minor clarifications/revisions were added

2016N273410_02 26-FEB-2020 Amendment No. 2

Amendment 2 applies to all global sites. The following changes were based on

review and comments from global agencies, inclusion of items noted in protocol

clarification letters, revisions due to discrepancies, revision of study drug related

language and other clarifications noted since Amendment #1:

e Update to Author list, sponsor signatory, and sponsor contact list

e Universal update to document to clarify name of GSK2857916 as belantamab
mafodotin

e Based on emerging data, removal of mandated steroid eye drops throughout
protocol, inclusive of Appendix 9

e Updated timelines for requirement of contraception for females and males based
on additional data collected and Investigator Brochure; added statements that use
should be consistent with local regulations; inclusive of Appendix 8
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e Due to emerging data, modified the timings of ocular exams after the 4™ dose of
belantamab mafodotin

e Removal of detailed non-clinical pharmacokinetics and addition of cross
reference to revised Investigator Brochure which contains information

e Revision of effects in human section and addition of pharmacokinetics section
based on updated data from single agent belantamab mafodotin studies

e Simplification of dose level reduction language for belantamab mafodotin

e Revision of Part 1 completion language to clarify belantamab mafodotin RP2D
decision criteria

e Based on agency feedback, addition to benefit:risk section and Table to highlight
risks/mitigations for potential risks associated with the combination of
belantamab mafodotin and pembrolizumab; Update of belantamab mafodotin and
pembrolizumab language based on emerging data

e C(larification of subject completion definition, with definition applying to both
Part 1 and Part 2

e Based on agency feedback, addition of belantamab mafodotin administration
language in applicable sections

e Based on emerging data for both study treatments, updated belantamab mafodotin

and pembrolizumab dose modification Tables

Added clarification to contact lens use based on emerging data

Based on emerging data, revision of prohibited medication section

Clarification of clinical stable definition of ocular signs and symptoms

Revisions to Time and Events Table 7: clarify pregnancy test language, clarify

imaging language, addition of cytogenetic tests

e Revisions to Time and Events Table 8: clarify C1D8 assessment window,
clarification of AE/SAE language, clarify ocular exam window, revise ocular
exam timing language, addition of hematology monitoring as per dose
modification table, clarifications/additions to bone marrow footnotes, including a
mandated aspirate sample for immune cell characterization/profiling

e Revisions to Time and Events Table 9: clarify C1D8 assessment window,
clarification of vital sign windows, clarification of ECG window, removal of
pharmacokinetics details from footnote and replaced with pharmacokinetics
section reference, revision of immunogenicity footnote, revision of serum
cytokine/chemokine footnote with additional samples, revision of cfDNA
footnote with additional samples, addition of whole blood RNA and
cryopreserved PBMC samples to increase translational research scope

e Revisions to Time and Events Table 10: clarification of AE/SAE language,
update of timing for final pregnancy test (as applicable), addition to bone marrow
footnotes, including a mandated EOT aspirate sample for immune cell
characterization/profiling clarification of timing for exit interview

e Based on emerging data, revision to ocular examination section, with removal of
some tests/eye segment review, and ocular photography

e Addition of CK and LDH isoenzyme tests, based on emerging data, revision of
clinical laboratory Table

e Addition of pharmacokinetics Table in Section 7.4.1. to provide clarity, removal
of select belantamab mafodotin and pembrolizumab pharmacokinetic samples;
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timepoint

addition of SBCMA collection at each belantamab mafodotin PK collection

e Revision of biomarker wording to reflect addition of new tests and/or samples
e Addition of DLT evaluable population to further define Part 1 population
e Other minor clarifications/revisions were added

Amendment 3: 27-AUG-2021 (TMF-12902367)

Overall Rationale for the Amendment:

This amendment was considered to be substantial based on the criteria set forth in Article
10(a) of Directive 2001/20/EC of the European Parliament and the Council of the

European Union.

Section # and Name

Description of Change

Brief Rationale

Title Page

Update to medical
monitor information and
SAE reporting

Medical monitor list is not
provided as per GSK
template. Details provided in
the SRM

Section 4.5.2.
Pembrolizumab Dose
Justification; Section
4.6. Benefit: Risk
Assessment; Section
6.5.2. Dose modification
and toxicity
management for
immune-related AEs
associated with
pembrolizumab

Update to pembrolizumab
safety language

Update to pembrolizumab
ECI-overdose language

Update to standard text
based on pembrolizumab
and belantamab mafadotin
Investigator Brochures, as
appropriate

Updated information as per
Latest IB Update for
pembrolizumab (2021) and
belantamab (2021)

Section 1. Synopsis;
Section 9. Statistical
Considerations And
Data Analyses, Section
9.6 Primary Analysis,

Addition of Primary
Analysis at approximately
15 months follow-up from
LSFV

To test the hypothesis that a

meaningful response rate
(ORR) can be achieved of the
combination

Section 7.4.1. Blood
Sample Collection for

Update on planned
derived pharmacokinetic

PK parameters will be
determined for belantamab

Pharmacokinetics, parameters and mafodotin, total mAb, and
Section 9.8.3.2. Derived | pharmacokinetic/ pembrolizumab (if measured)
Pharmacokinetic pharmacodynamic for each participant after each
Parameters, Section analyses dose of belantamab mafodotin
9.8.4. Pharmacokinetic/ or of pembrolizumab.
Pharmacodynamic

Analyses

Section 12.13.
12.13.Appendix 13:

Updates to data
monitoring wording

Source Data
Verification/Source Document
Review, eCRF/CRF Final or
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Section # and Name Description of Change Brief Rationale
Data Interim Sign off Process and
Management/Monitoring Essential Document Sign Off
Process details added

Amendment 01

Where the Amendment Applies:

Protocol Amendment 01 applies to all sites and countries.
Amendment Changes with Rationale:

The original protocol dated 11 May 2017 is replaced by Amendment 01 dated 26 SEP
2018.

The following protocol changes have been implemented as a result of comments received
from the US Food and Drug Administration, which included removal of lower dose level
as starting dose, revision of DLT definitions, population move to later line of therapy,
adjustment of subject numbers and addition of Part 2 stopping criteria. The revisions also
include language updates from Merck to pembrolizumab indications, dose rationale, and
dose modifications. Additional revisions include revisions to background/rationale
wording for GSK2857916, update to objective/endpoint wording, inclusion/exclusion
criteria based on GSK/Merck updated wording, adjustment of contraception language,
adjustment to maximum study treatment cycles, revisions to corneal event sections,
updated statistical design wording, non FDA related update of DLT definitions, revisions
of safety language and monitoring/management language, removal of IMWG response
Appendix and associated links, removal of P-gp inhibitor appendix with addition of SRM
for additional information, addition of MRD testing, addition of AE of special interest
section, removal of sentinel event, update to benefit:risk information, replacement of
questionnaire in Part 2 and updated Table of Events. Additionally, administrative
corrections of minor typographical, and/or inconsistent language throughout the protocol
were made as well as an update to the Reference section.

Original text is displayed as strikethrough indicates replaced or removed text. New text is
displayed as underline. If applicable, revisions within the tables will be displayed as text
or if same revision affects multiple tables, the changes will be summarized; revisions to
figures will be displayed first by the old figure, and then followed by the new figure.
Administrative changes will not be displayed in the summary of changes.
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Role Name Day Time Phone After-hours Site Address
Number and email | Phone/Cell/
address Pager Number
Primary | PPD . |PPB PPD GlaxoSmithKline
Medical MD, PhD 1250 South Collegeville Road
Monitor | PPD Mailstop UP4300
. Collegeville, PA 19426, USA
Secondar | PPD PPD PPD GlaxoSmithKline1250 South
y Medical MD, Collegeville Road
Monitor PhD Mailstop UP4300
PPD Collegeville, PA 19426, USA
M—D,—PhD PPD
SAE PPD OAX37649@gsk.com
Reporting | PPD —MB.
PhD

Reason for change: Update to the GSK personnel assigned to the study.

2. Section 1 — Protocol Synopsis Rationale

B-cell maturation antigen expression is restricted to B cells at later stages of
differentiation [Darce, 2007] and according to GSK internal data all patients with MM
express various levels of BCMA on the surface of the tumor cells. In addition,
GSK2857916 was shown to induce immunogenic cell death (ICD) characterized by
expression of ecto-Calreticulin, release of adenosine tri phosphate (ATP), and secretion
of HMGBI1 in BCMA expressing multiple myeloma cell line (GSK unpublished data).
Treatment of mice harbouring syngeneic tumors derived from the EL4 lymphoma cell

line expressing human BCMA (EL4-hBCMA) with GSK2857916 delays tumor growth

and promotes durable regressions. Mice which responded remained immune to re-

challenge suggesting an engagement of the host immune system and immunologic

memory, providing a strong rationale for clinical combinations with immuno-modulatory

agents (GSK unpublished data). Exposure of dendritic cells to tumor cells undergoing

ICD evokes an inflammatory phenotype (innate response), where mature dendritic cells
(DCs) are undergoing-activatedien and may induce an antigen-specific T cell response. It
is We-hypothesized se that the T cell dependent anti-tumor response induced by
GSK2857916 can be further augmented by PD-1 inhibitor, pembrolizumab when both
drugs are used in combination.
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Reason for change: Provision of additional data obtained to support rationale for

combination with pembrolizumab.
3. Section 1 — Objective(s)/Endpoint(s)

Part 1: Dose Escalation

Objectives

Endpoints

Primary

e  To determine safety, tolerability and to
establish the recommended Phase 2 dose
(RP2D) of the combination of GSK2857916
and pembrolizumab in subjects with
relapsed/refractory {relref) RRMM

Percent of subjects with adverse events
(AEs), changes in clinical signs and
laboratory parameters

e Number of subjects with dose limiting
toxicities (DLTs)

Secondary

e To evaluate clinical activity of the combination

e  Overall Response Rate (ORR), defined as

of GSK2857916 and pembrolizumab in
subjects with RRMM

the percentage of subjects with a confirmed
partial response (PR) or better (i.e., PR, very
good partial response [VGPR], complete
response [CR] and stringent complete
response [SCRY]), according to the
International Myeloma Working Group
(IMWG) Response Criteria [Kumar, 2016]

e  To evaluate the pharmacokinetic profile of
GSK2857916 when administered
intravenously in combination with
pembrolizumab®

o GSK2857916 Pharmacokinetic (PK)
parameters following IV administration as
data permit (e.g., area under the curve
[AUCs], mean maximum concentration
[Cmax], time of Cmax [tmax], terminal phase
half-life [t'4]) after the first dose; and
concentration at trough (Ctrough), and end of
infusion concentration in subsequent cycles,
when measured

e  To assess anti-drug antibodies (ADAs)

e Incidence and titers of ADAs against

against GSK2857916"- GSK2857916
Exploratory
T I mical acivitv_of — Woral R = RR) definedas %
j } } —
patieRis-achioving -
urali € EEEEEE(. OR)data-permitling
FOgressio Free-SurvivaH{PRS) data
|e;s|t|tg val(OS -
o I TTR)d o
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Objectives

Endpoints

To assess Minimal Residual Disease (MRD)
in participants who achieve =2VGPR or better

Minimal Residual Disease (MRD) negativity
rate, defined as: the percentage of subjects
who are MRD negative in subjects who
achieve VGPR or CR

To characterize the relationship between
clinical response and other biologic-ntra-
tumor-or-microenvironment-characteristics

{DNA-protein-analysis)

BCMA expression levels on malignant cells,
and-othermarkers-in-tumor-tissue; serum
SBCMA levels, serum cytokines, -baseline
immune-status-and immune cell
characterization and their relationship to
clinical response (Protein, RNA, DNA

analysis)

To investigate the relationship between
genetic variants in the host and response to
GSK2857916 in combination with
pembrolizumab

Possible relationship between host genetic
variation and response to GSK2857916 in
combination with pembrolizumab

To evaluate the tolerability of GSK2857916 in
combination with pembrolizumab based on
patient self-report of symptomatic adverse
effects

Symptomatic adverse effects as measured by
the Patient-reported outcome version of the
Common Term Criteria for Adverse Events
(PRO-CTCAE)

Impact of ocular adverse effects on quality of
life as measured by the Visual Function
questionnaire(s); National Eye Institute 25-
item Visual Function Questionnaire (NEI-
VFQ-25) and Ocular Surface Disease Index
(OSDI)

To evaluate disease and treatment related
symptoms and associated impacts on
function and health-related quality of life

Exit Interview

1.

PK and ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be

triggered only in case of unexpected clinical findings.

Part 2: Expansion

Objectives |

Endpoints

Primary

To assess the clinical activity of the | o

Overall Response Rate (ORR), defined as the

combination treatment with

percentage of participants with a confirmed PR or better

GSK2857916 and pembrolizumab

(i.e., PR, VGPR, CR and sCR), according to the IMWG

in subjects with reliref RRMM Response Criteria [Kumar, 2016]
erallR Rate(ORR) defined-a5.% of al
Secondary

To further evaluate eonfirm safety | o
of GSK2857916 administered in
combination with pembrolizumab in | e

Number of subjects with AEs, changes in clinical signs
and laboratory parameters
Ocular findings on ophthalmic exam

subjects with RR reliref MM
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Objectives Endpoints
e  To further characterize the clinical | «—Clinical BenefitRate{CBR}-defined-as-%-of patients
activity of the combination achieving=MR

treatment with GSK2857916 and o Duration-ofResponse-(DOR)-data-permitting
pembrolizumab in subjects with o Progression-Free-SurvivaH-{PFS) data-permitting
reliref RRMM o Overall-Surviva-{OS) data permitting

e  (Clinical benefit rate (CBR), defined as the percentage
of participants with a confirmed minimal response (MR)
or better per IMWG

e  Duration of response (DoR), defined as: the time from
first documented evidence of PR or better to the time
when disease progression (PD) is documented per
IMWG, or death due to PD among subjects who
achieve an overall response, i.e. confirmed PR or
better.

e Time to response (TTR), defined as: the time between
the date of first dose and the first documented evidence
of response (PR or better) among subjects who
achieved a confirmed response of PR or better.

e Time to best response, defined as the time between the
date of first dose and the first best documented
response (PR or better) among subjects who achieve a
confirmed response of PR or better.

e  Progression-free survival (PFS), defined as: the time
from first dose to the earliest date of PD per IMWG, or
death due to any cause.

e Time to disease progression (TTP), defined as: the time
from first dose until the earliest date of PD per IMWG,
or death due to PD.

e  Overall Survival (OS), defined as the time from first
dose to death due to any cause

e To evaluate the pharmacokinetic e  Pharmacokinetic (PK) parameters following IV

profile of GSK2857916 when administration as data permit (e.qg., area under the
administered intravenously in curve [AUCs], mean maximum concentration [Cmax],
combination with pembrolizumab' time of Cmax [tmax], terminal phase half-life [t'%]) after

the first dose; concentration at trough (Ctrough), and
end of infusion concentration in subsequent cycles,
when measured

e  To assess anti-drug antibodies e Incidence and titers of ADA to GSK2857916
(ADAs) against GSK2857916"

Exploratory

e  To assess Minimal Residual e  Minimal Residual Disease (MRD) negativity rate,
Disease (MRD) in participants who defined as: the percentage of subjects who are MRD
achieve 2VGPR or better negative in subjects who achieve VGPR or CR
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Objectives Endpoints

e  To characterize the relationship e  BCMA expression levels on malignant cells-ard-other
between clinical response and marketsin-tumortissue, serum sBCMA levels-baseline
other biologic intra-tumeror immune-status, serum cytokines, and immune cell
microenvironment characteristics characterization and their relationship to clinical
{DNA-protein-analysis) response (Protein, RNA, DNA analysis)

e Toinvestigate the relationship o  Possible relationship between host genetic variation
between genetic variants in the and response to GSK2857916 in combination with
host and response to GSK2857916 pembrolizumab
in combination with pembrolizumab
= . F SSK2857916 end-of infusi . I
SK2857016 i i I .

. M S concentration-at-troug
pembrolizumab"

e  To explore the effect of the e  Changes from baseline in symptoms and health-related
combination therapy of quality of life as measured by the European
(GSK2857916 with pembrolizumab Organisation for Research and Treatment of Cancer
on symptoms and health-related Quality of Life Questionnaire 30-item Core Module
quality of life HRQek in subjects (EORTC-QLQ-C30) and European Organisation for
with relfref RR-MM Research and Treatment of Cancer Quality of Life

Questionnaire 20-item Multiple Myeloma Module
(EORTC-QLQ-MY20) MB-Anderson-Symptom
Irventory-Multiple-Mys-ema-(MBSHWM-module

e  To evaluate the tolerability of e  Symptomatic adverse effects as measured by the PRO-
GSK2857916 in combination with CTCAE
pembrolizumab based on patient o Impact of ocular adverse effects on quality of life as
self-report of symptomatic adverse measured by the Visual Function questionnaire(s): NEI-
effects VFQ-25 and OSDI

e Toevaluate disease and treatment | e  Exit Interview
related symptoms and associated
impacts on function and health-
related quality of life

1. PKand ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be
triggered if unexpected clinical findings have been identified.

Reason for change: Revision of Objective/Endpoints to revise secondary endpoint for
dose escalation, add MRD for response endpoints, replace MDASI-MM with EORTC
questionnaires, add clarity to primary and secondary endpoints for dose expansion, and
revise biomarker wording.

4. Section 1 — Type and Number of Subjects
The study will enroll adult subjects with RR relref MM, who have undergone stem cell

transplant; or who are considered transplant ineligible. Subjects must have been;-and-whe
hav%been prev1ously treated with at least 32 prlor lines that 1nclude the following:~

1mmunomodulatorv 1m1de dru,gy IM1D ( _g te: lenahdomlde or pomahdomlde) AND-a
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proteasome inhibitor -PI (eg +e- bortezomib, ixazomib or carfilzomib) and an anti-CD38
antibody alone or in combination. Line of therapy are defined by consensus panel of the

Internatlonal Mveloma Workshop [Ra]kumar 201 1] {H—adémeﬂ—%&bjeet—m&s{—be

a a
v, , v, S Sen’,

Overall, it is estimated that up to 408 evaluable subjects will be enrolled in this two-part
study (up to 128 in Part 1, and 2838 in Part 2).

Reason for change: Revision of the targeted population and number of subjects due to
FDA comments and adjustment to proposed dose level due to FDA comments.

5. Section 1 — Key Inclusion Criteria
Subjects eligible for enrolment in the study must meet all of the following criteria:
e Provide signed written informed consent, which includes compliance with the

requirements and restrictions listed in the consent form
e Male or female, 18 years or older (at the time consent is obtained)

e FEastern Cooperatlve Oncology Group (ECOG) performance status of 0 or 1.

e Histologically or cytologically confirmed diagnosis of MM as defined according
to IMWG, 2014 [Rajkumar, 2014], and

o Has undergone stem cell transplant or is areconsidered transplant
ineligible, and

o Hawes been treated with at least 32 prior lines of prier-anti-myeloma
treatments, including 3-elassess-ef-drugs—an-allcylatingagent AND an
IMilD (eg. lenalidomide or pomalidomide), AND-a proteasome inhibitor
(eg., bortezomib, ixazomib or carfilzomib) and an anti-CD38 antibody,
alone or in combination. Line of therapy are defined by consensus panel of

the Internatronal Mveloma Workshop [Ra]kumar 201 1] In—&eleh&e&

& b
o i addition to the eriterta above, subjects in Part 2 must have Has measurable

disease defined as one of the following:

a) Serum M-protein >0.5 g/dL (=5 g/L).

b) Urine M-protein >200 mg/24h.

C) Serum FLC assay: Involved FLC level >10 mg/dL (>100 mg/L) and an
abnormal serum free light chain ratio (<0.26 or >1.65)

e Subjects with a history of autologous stem cell transplant (SCT) are eligible for
study participation provided the following eligibility criteria are met:

a) Transplant was > 100 days prior to study enrolment.
b) No active infection (s).
c) Subject meets the other eligibility criteria outlined in this protocol.
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Heatment:
e Subject has adequate organ system functions defined in the Table below:

System | Laboratory Values
Hematologic
Absolute neutrophil count (ANC)! >1.0 X109/L
Hemoglobin >8.0 g/dL
Platelets > 7558 X 109L
Geagulation
NR =45 ULN
akRTT <15 UEN
Hepatic
Total bilirubin <125X ULN
(Isolated bilirubin >1.25xULN ard<-3xULN is
acceptable if bilirubin is fractionated and direct
bilirubin <35%)
AST and ALT <425 X ULN
Renal
eGFR? =450 mL/min
Abrming
Spot urine (albumin creatinine ratio) <500mg/g (56 mg/mmol)24ke
Cardiac
LVEF (Echo) >50%
QTcF interval2 < 470 msecs
1. Without Growth factor support for the past 14 days, excluding erythropoietin
2. As calculated by Modified Diet in Renal Disease (MDRD) formula
3. The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF)

e All prior treatment-related toxicities (defined by National Cancer Institute-
Common Toxicity Criteria for Adverse Events (NCI-CTCAE), version 4.03,
2010) [NCL 2010] must be < Grade 1 at the time of enrollment except for

alopecia, and Grade 2 neuropathy.

o A female subject is eligible to participate if she is not pregnant or breastfeeding,
and at least one of the following conditions applies:

e Is not a woman of childbearing potential (WOCBP)

OR

e Is a WOCBP and using a contraceptive method that is highly effective (with a

failure rate of <1% per vear). preferably with low user dependency. as

described in Appendix 8 during the intervention period and for at least 120

days after the last dose of study intervention and agrees not to donate eggs

(ova. oocytes) for the purpose of reproduction during this period. The

investigator should evaluate the effectiveness of the contraceptive method in

relationship to the first dose of study intervention.
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A WOCBP must have a negative highly sensitive serum pregnancy test (as
required by local regulations) within 72 hours before the first dose of study
intervention.

Additional requirements for pregnancy testing during and after study
intervention are located in Appendix 8.

The investigator is responsible for review of medical history, menstrual
history. and recent sexual activity to decrease the risk for inclusion of a
woman with an early undetected pregnancy.

e Male Subjects:

Male subjects are eligible to participate if they agree to the following during
the intervention period and for at least 140 days after the last dose of study
intervention:

e Refrain from donating sperm

PLUS either:

e Be abstinent from heterosexual intercourse as their preferred and usual
lifestyle (abstinent on a long term and persistent basis) and agree to
remain abstinent

OR

Must agree to use contraception/barrier as detailed below
= Agree to use a male condom and female partner to use an additional
highly effective contraceptive method with a failure rate of <1% per
year as described in Appendix 8 when having sexual intercourse
with a woman of childbearing potential who is not currently

pregnant.

Reason for change: Revision of Inclusion Criteria due to update in line of therapy and
update of contraception language.

6. Section 1 — Key Exclusion Criteria

A subject will not be eligible for inclusion in this study if any of the following criteria

apply:

e Systemic anti-myeloma therapy or an investigational drug within <14 days or five
half-lives, whichever is shorter, preceding priorte-the first dose of study drug e

e pPlasmapheresis within 7 days prior to the first dose of study drug
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e Prior treatment with a monoclonal antibody within 30 days of receiving the first
dose of study drugs
e Has received prior therapy with an anti-PD-1, anti-PD-L1, or anti PD-L2 agent or
with an agent directed to another stimulatory or co-inhibitory T-cell receptor (e.g.,
CTLA-4, OX 40, CD137) and was discontinued from that treatment due to a
Grade 3 or higher immune related adverse event (irAE)
e Current corneal epithelial disease except mild punctate keratopathy

e Any major surgery within the last four weeks prior to the first dose of study
therapy

e Presence of active renal condition (infection, requirement for dialysis or any other
condition that could affect subject’s safety). Subjects with isolated proteinuria
resulting from MM are eligible, provided they fulfil criteria for the-adequate renal
functions defined in the inclusion criteria

e Any serious and/or unstable pre-existing medical, psychiatric disorder or other
conditions (including lab abnormalities)

e Has received prior radiotherapy within 2 weeks of start of study therapy. Subjects
must have recovered from all radiation-related toxicities, not require
corticosteroids, and not have had radiation pneumonitis. A 1-week washout is
permitted for palliative radiation (<2 weeks of radiotherapy) to non-central
nervous system (CNS) disease

e History of (non-infectious) pneumonitis that required steroids or current
pneumonitis

e Current active liver or biliary disease per investigator assessment defined by the
presence of ascites, encephalopathy, coagulopathy, hypoalbuminemia, esophageal
or gastric varices, persistent jaundice, or cirrhosis. Note: Stable chronic liver

disease (with-the-exeeptionof Gilbert’s syndrome or asymptomatic gallstones e
otherwisestable-chronie Hver-disease perinvestigator s-assessment) or
hepatobiliary involvement of malignancy is acceptable if subject otherwise meets
entry criteria

e Malignancies other than disease under study are excluded, except for any other
malignancy from which the participant has been disease-free for more than 2
years and, in the opinion of the principal investigators and GSK Medical Monitor,
will not affect the evaluation of the effects of this clinical trial treatment on the
currently targeted malignancy (RRMM). In addition, subjects with curatively
treated non-melanoma skin cancer are allowed

e Has known active CNS metastases and/or carcinomatous meningitis. Subjects
with previously treated brain metastases may participate provided they are
radiologically stable, i.e., without evidence of progression for at least 4 weeks by
repeat imaging (note that the repeat imaging should be performed during study

screening), clinically stable and without requirement of steroid treatment for at

least 14 days prior to first dose of study therapy Subjeets-with-previous-or
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e Evidence of any cardiovascular risk defined in the protocol

o QTcF interval >470 msecs

o Evidence of current clinically significant uncontrolled arrhythmias;

= including clinically significant electrocardiogram (ECG)
abnormalities including 2nd degree (Type II) or 3rd degree
atrioventricular (AV) block.

o History of myocardial infarction, acute coronary syndromes (including
unstable angina), coronary angioplasty, or stenting or bypass grafting
within six months of Screening.

o Class III or IV heart failure as defined by the New York Heart Association
functional classification system (Appendix4)

o Uncontrolled hypertension

o Presence of cardiac pacemaker (or defibrillator) with a predominantly
ventricular paced rhythm, limiting ECG/QTCcF analysis.

o Abnormal cardiac valve morphology (>Grade 2) documented by
echocardiogram (subjects with grade 1 abnormalities
I o be entered on study). Subjects with moderate
valvular thickening should not be entered on study.

e Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs
chemically related to GSK2857916 or pembrolizumab, or any of the components
of the study treatment.

Pregnant or lactating female

Known active infection requiring antibiotic, antiviral, or antifungal treatment

Known HIV infection

Presence of hepatitis B surface antigen (HBsAg), or hepatitis B core antibody

(HBcAD at screening or within 3 months prior to first dose of study treatment)

e Positive hepatitis C antibody test result or positive hepatitis C RNA test result at
screening or within 3 months prior to first dose of study treatment.

NOTE: Subjects with positive Hepatitis C antibody due to prior resolved disease

can be enrolled, only if a confirmatory negative Hepatitis C RNA test is obtained

NOTE: Hepatitis RNA testing is optional and subjects with negative Hepatitis C
antibody test are not required to also undergo Hepatitis C RNA testing

» e (HRS A o)
3 o

e Has received a live-virus vaccination within 30 days of planned start of study
therapy.

e Active autoimmune disease that has required systemic treatment in past 2 years
(i.e. with use of disease modifying agents, corticosteroids or immunosuppressive
drugs). Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid
replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered a
form of systemic treatment.

e Has a diagnosis of immunodeficiency or is receiving chronic systemic steroid
therapy (in dosing exceeding 10 mg daily of prednisone equivalent) or any other
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form of immunosuppressive therapy within 7 days prior the first dose of study
therapy

e Has known psychiatric or substance abuse disorders that would interfere with the
subject’s ability to cooperate with the requirements of the study

e Has had an allogenic tissue/solid organ transplant

Reason for change: Revision of Exclusion Criteria due to updates to the GSK and
Merck standard language.

7. Section 1 — Study Treatment and Duration

Study Treatment and Duration

Product name: GSK2857916 Pembrolizumab
[Formulation 20mg/mL, 1.5 mL/vial 100 mg/4mL
description:]
Route of Administration | Delivered as 30-min IV infusion, Delivered as 30 min IV infusion
Refer to Study Reference Manual
(SRM) for details.

Treatment Duration

GSK2857916 and pembrolizumab will be administered via intravenous (IV) infusion on
day 1 of each 21-day cycle (once every 3 week Q3W-dosing schedule). Subjects enrolled
in Part 1 and 2 will be treated until disease progression, intolerable toxicity, informed
consent withdrawal, or for a maximum of 32 35 cycles (approximately 2 years, See
Combination Treatment Schematic below).

Old Figure:

Combination Treatment Schematic

1cycl e:‘Z 1 days

CiD1 C2D1 C3D1 cap1 C5D1 C6D1.............. C32D1

Y " " S

A Gskass7916

'? Pembrolizumab

Dosing:

-GSK2857916 and pembrolizumab on D1 of each cycle

-GSK2857916 first, Pembrolizumab as second iv infusion (1hr apart)

-If IRR related to GSK2857916, the pembrolizumab dosing will be delayed (up to 48 hrs)
-Max treatment duration: 32 cycles

New Figure:
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Combination Treatment Schematic
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months-for PES-and-OS- Subjects who discontinued treatment for reasons other than PD
will be followed up every 3 weeks until confirmed PD, initiation of a new anticancer
therapy or death. All subjects with confirmed PD will be followed for OS every 3 months
until the end of study. End of study is defined as when all subjects have been followed for
36 months from first dose of study treatment or died or withdrew consent or are lost to
follow-up. The next subsequent therapy will be collected for all subjects who have
confirmed PD before initiation of new anticancer therapy.

Part 1: Dose Escalation

Part 1 dose escalation will characterize the safety and tolerability of escalating doses of
GSK2857916 in combination with 200 mg pembrolizumab to establish the RP2D. The
following dose levels of GSK2857916 in combination with 200 mg pembrolizumab are
planned to be studied: +92-mghke; 2.5 mg/kg (dose level [DL] 1) and 3.4 mg/kg (DL2)
(as outlined in Dose Escalation Schematic for Part 1 below). Additionally, other
intermediate dose levels may also be explored. Dose level 1.92 mg/kg may be tested if
dose level 2.5 mg/kg is not cleared. During the dose escalation, at least 3 evaluable
subjects will be studied per dose level. In Part 1, any subject who received at least one
treatment cycle of the combination will be evaluated for DLTs. Subjects who have
received only GSK2857916 or have been withdrawn from the study for reasons other
than toxicity but prior to completion of DLT observation period will be replaced.

Old Dose Escalation Schematic for Part 1

186



TMF-14344600 CONFIDENTIAL
205207

Protocol Amendment 04

Dose Escalation
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New Dose Escalation Schematic for Part 1

Dose Escalation
A
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E k.
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G5K2E57916 (mgfkg)

Reason for change: Update to number of total cycles based on actual 24 month calendar
and in line with maximum dosing from Merck language. Revisions of schematics to
match revised plan. Revision of starting dose based on guidance from FDA. Removal of
option to discontinue treatment if CR/sCR achieved based on program language.

8. Section 1 — Dose Limiting Toxicity Criteria (Part 1 only)

The DLT observation window will be 21 days (=1 cycle). Any subject in Part 1 who
received at least one treatment cycle of the combination of GSK2857916 and
pembrolizumab will be evaluated for DLTs using National Cancer Institute (NCI)
CTCAE Version 4.03 [NCI, 2010]._In addition, for GSK2857916 treatment related
corneal events, the GSK grading scale for corneal events (Appendix 9) should be used for
evaluation of DLT.

A DLT is defined as an AE that meets at least one of the criteria defined below and is
considered by the investigator to be clinically relevant and attributed (definitely,
probably. or possibly) to the study therapy during the 21 day DLT observation period.

1. Any Grade 4 non-hematologic toxicity

2-  Any Grade 3 ergreater non-hematologic toxicity, with the following exceptiosn (i.e.,
the following will not be considered a DLT): Grade 3 diarrhea, nausea, or vomiting
that responds to standard of care within 72 hours; Grade 3 hypertension (controlled
following addition of 1 antihypertensive medication); and Grade 3 tumor lysis
syidrome notresehamewih-appropriatesupportnce-treatment-within—-hou

i olavin initias 1o by 14d
3. Any Grade 3 or greater non-hematologic laboratory value if either:
e The laboratory abnormality persists for >48 hrs despite supportive treatment, or
e The abnormality leads to hospitalization
4. Hematologic toxicity:
e Grade 4 hematologic toxicity lasting >7 days, except thrombocytopenia:
e Grade 4 thrombocytopenia of any duration
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e (Grade 3 thrombocytopenia associated with clinically significant bleeding

e Grade 3 or greater febrile neutropenia lasting >48 hours despite adequate
treatment:

o Grade-4-Thromboeytopenia<23000/mm - platclet transfustonis required:
5. Nephrotoxicity requiring dialysis, and not considered to berelated due to disease

under study (ie. myeloma) pregresston based on investigator’s assessment.

6. Liver toxicity meeting pre-specified GSK liver stopping criteria

7. Prolonged delay (>14 days) in initiating Cycle 2 due to any treatment
(pembrolizumab or GSK2857916) related toxicity, with the exception of Grade 1-2
corneal events (GSK grading scale for GSK2857916 treatment related corneal events)

8. Any treatment-related toxicity that causes the participant to discontinue treatment
during Cycle 1.

9. Any other toxicity considered to be dose-limiting that occurs beyond 21 days will be
considered in the selection of the dose to recommend for expansion cohorts.

10. Any other event which in the judgment of the investigator and GSK Medical Monitor
is considered to be a DLT

A subject who develops a DLT will be allowed to continue on study _treatment if the
toxicity did not meet predefined stopping criteria and recovered to <Grade 1 within 14
days;-erafteralongerrecoveryperiod if the investigator and medical monitor agree that

for a given subject the potential benefits may outweigh the risks.

Reason for change: Update to DLT language based on FDA comments and revisions to
the GSK and Merck standard language.

9. Section 1 — Recommended Phase 2 Dose and Part 2: Expansion

All available data from Part 1 will be analyzed after the last cohort of subjects complete

the 21-day DLT observatlon perlod aH—evaluabl&s&bjeets—m—th%L&st—eeheﬁ—haxze

sﬁ@d&%@%&&s&m&g@%&a—%ﬁeﬁy Data con51dered for RP2D select1on will

include, but not be limited to: safety, available PK profile, and observed signs of clinical
activity. A dose level below maximum pre-specified dose (3.4mg/kg) may be selected as
RP2D if compelling safety and encouraging clinical activity can be demonstrated at dose
levels below 3.4 mg/kg.

Part 2: Expansion

Once the RP2D has been identified, an expansion cohort (Part 2) will open for enrollment
of up to 2830 subjects with rel/ref RRMM in order to confirm the safety profile and to
evaluate the clinical activity of the combination.
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Reason for change: Update to language to clarify analysis population and update to
subject number due to removal of lowest dose level. Removed analysis information from
this section as should be in analysis section.

10. Section 1 — Corneal Supportive Guidelines fer-Corneal Foxiecity (GSK2857916)

Corneal events texieity, which commonly manifests as a superficial microcystic
keratopathy, haves previously been observed with antibody drug conjugates, including
those conjugated to MMAF. 1t is required that sites establish a close collaboration with
an ophthalmologist (or optometrist, if ophthalmologist is not available) who will be
responsible for assessing subjects on study and managing subjects who develop a corneal
eventtexietty in close communication with the GSK Medical Monitor and the-possibly a

GSKeoerdinating ophthalmologist.

Subjects will be assessed by ophthalmologists (or foptometrists, if ophthalmologist is not
available) at baseline, and then every three weeks. If there is no change in vision and no
corneal signs consistent with toxicity at time of the cycle 4 exam, subjects may have their
ophthalmologic exams decreased to once every 3 months. If a subject subsequently
develops a change in visual acuity or other ocular symptoms, the subject should be
evaluated by an eye care professional. Intraocular pressure must be monitored if steroid
eye drops are used for more than 7 days.

Further information regarding corneal event associated with GSK2857916. including a

grading scale and prophylactic measures are in Appendix 9.

Reason for change: Update to language regarding corneal events.
11. Section 1 — Clinical Activity Assessment

Standard disease assessments for MM will include laboratory tests (serum and urine M
protein test, sSFLC, and corrected calcium), bone marrow core biopsy and aspirate (in case
of suspected CR or to demonstrate progression), immunohistochemistry (IHC) of bone
marrow samples to confirm stringent CR) or imaging, and minimal residual disease by
Next Generation Sequencing (NGS:; in subjects with achieve confirmed VGPR or CR).
Response evaluation will be performed according to the International Myeloma Working
Group Uniform Response Criteria for Multiple Myeloma 2016+ [Kumar, 2016 Rajkumar;
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a}se%%aﬂal—yzed Minimal res1dual dlsease negatlve rate w1ll be assessed in those sublects
who achieve a VGPR or CR.

Reason for change: Update to language due to change in response criteria and deletion
of clinical activity as information is in other section of synopsis.

12. Section 1 — Pharmacokinetic assessments

Blood PK samples will be collected during the trial and analysed for GSK2857916 (ADC
and total antibody) and cyc-mcMMAF concentration. Blood samples for pembrolizumab
measurements will be collected and stored, but will only be analyzed in case of
unexpected clinical findings.

Reason for change: Clarification of analytes.

13. Section 1 — Value Evidence and Outcome

Subjects enrolled in Part 2 only will self-complete additional questionnaires to assess the
Fhe-symptoms related to multiple myeloma and its treatment, and the impact of these
symptoms on daily functioning. Symptoms will be assessed using two questionnaires:

EORTC QLQ-C30 and EORTC- OLO MY20 t—h%NI—DAHd%FSGﬂ—S—YIHﬁ'E@HI—I—H—V%HFGFy—

Reason for change: Change in the questionnaire used for this analysis.

14. Section 1 — Statistical Analysis

For part 1, nNo formal statlstlcal hypotheses are belng tested In Part 1, aﬁepe&eh—dese

Lm&mg%e*r&e&%s}a%prewe&seeheﬁs—ﬂhe dose escalatlon de01srons w1ll be
guided by the Modified Toxicity Probability Interval (mTPI) approach, made-based-on

this-recommendation;-as well as the totality of the safety data. After the last cohort of
subjects in Part 1 completes the 21-day DLT observation period, a formal interim
analysis will be performed to support the RP2D decision, except for scenarios where
RP2D is clearly defined by the toxicity profile.

The primary goal of Part 2 is to confirm safety and to characterize clinical activity of the
combrnatron and to detect if meamngful overall response rate (ORR) can be achleved
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During part 2 of the study, treatment-rated Grade 4 or higher AEs will be continuously
monitored starting from when 5 subjects are dosed. If observed toxicity level is
significantly higher than 12% at 1-sided alpha of 0.025, the study may be terminated
early based on totality of safety data. The 12% threshold is chosen based on 11% Grade 4
or higher AE observed in study BMA117159.

For Part 2. futility analyses for ORR will start when 10 subjects are evaluable.
Enrollment may stop if the stopping rule is met based on totality of data.

Final analysis of the data captured in Part 1 and Part 2 will be undertaken after all

subjects meet at least one of the following criteria: have reached the end of study or died.
End of study is defined as when all subjects have been followed for 36 months from first
dose of study treatment or died or withdrew consent or are lost to follow-up or the safety

stopmng criteria is met, whlchever occurs ﬁrst hav%feeewed—aﬂ—pfespee}ﬁed—treatmems

Reason for change: Revisions to statistical calculations and wording based on change to
subject number, switch to mTPI design and clarification of end of study definition.

15. Section 2.1 Study Rationale

Multiple myeloma (MM) is an incurable malignancy and accounts for 1% of all cancers
and for 10% of all hematologic malignancies. Worldwide, approximately 103,000 new
cases are diagnosed annually, and an estimated 30,330 new cases and 12,650 deaths will

occur in the U.S. in 2016 [Siegel, 2016]. Approximately20,000-people-willbe-diagnosed
with- MM-each-year-inthe United States {Rajlkamar, 201 Despite significant advances

with current novel therapies and hematopoietic stem cell transplantation (HSCT), novel
therapies like second- and third-generation proteasome inhibitors (PIs),
immunomodulatory drugs (IMiDs), and recent addition of monoclonal antibodies
(mAbs), eannetachteve-eure-andmest MM patients will relapse and ultimately develop
resistance to existing therapies will-die-efrelapse [Laubach, 2014]. Thus, there is a need
to develop treatments with novel mode of action (MOA) which could potentially prevent

the cross resistance to existing therapies. new-treatments-are-trgently needed-
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Before the introduction of daratumumab, patients with disease refractory to both IMiDs
and Pls had a median overall survival (OS) ranging from 9 months [Kumar, 2012] to 12
months [San Miguel, 2013].

Daratumumab [DARZALEX, 2017], is a human IgGk monoclonal antibody that was
granted accelerated approval as monotherapy for the treatment of relapsed/refractory
multiple myeloma (RRMM) in the US in November 2015 based on the results from a
Phase II monotherapy study (n=106) which reported 29.2% overall response rate (ORR)
and median progression free survival (mPFS) of 3.7 months in patients with RRMM
[Lonial, 2016]. The median number of prior lines of treatment reported in this study was
5.

Daratumumab has also been approved in combination with lenalidomide/ dexamethasone
or bortezomib/dexamethasone for patients who were previously treated with at least one
prior line of therapy, and in combination with pomalidomide and dexamethasone for
patients previously treated with at least 2 prior lines of therapy based on improvement in
mPFS and ORR [DARZALEX, 2017; Janssen-Cilag International NV, 2016].

While the data with daratumumab indicates that prolongation of PFS can been achieved,
patients continue to relapse after treatment with daratumumab; additional treatment
options to control the disease are needed. Patients with RRMM who relapse after
daratumumab, IMiD, and PI based therapies, have few treatment options available.

B cell maturation antigen (BCMA also referred to as TNFRSF17 or CD269) is a member
of the tumor necrosis factor (TNF) receptor superfamily and regulates a variety of
cellular functions. BCMA is expressed in mature B lymphocytes and binds to two TNF
family ligands BAFF (B-cell-activating factor belonging to the TNF family) and APRIL
(a proliferation-inducing ligand) which influence B cell survival and proliferation. Mice
deficient for BCMA are viable, have normal B cell development, and exhibit normal
humoral responses [Xu, 2001]. BCMA is widely expressed on malignant plasma cells in
MM and to a lesser degree in other B cell malignancies [Tai, 2006]. A soluble form of
BCMA has been identified in serum from MM patients and shown to correlate with
progressive disease [Sanchez, 2016]. Since all malignant plasma cells express various
levels of BCMA, MM has a blologlcally based ratlonale asa kev indication for anti-
BCMA therapy Al patrentsw A o A-the

GSK2857916 1s a humanized immunoglobulin G1 (IgG1) antibody-drug conjugate
(ADC) that binds specifically to B cell maturation antigen (BCMA). The parent antibody
(GSK2857914) competes with the BCMA ligands APRIL and BAFF and is conjugated to
the microtubule inhibitor monomethyl auristatin-F (MMAF), resulting in an ADC
molecule. The conjugate is produced in an afucosylated form to generate enhanced
antibody-dependent cellular cytotoxicity (ADCC). In addition, when MM cells
expressing BCMA are exposed to GSK2857916, immunogenic cell death (ICD) markers
are induced. Exposure of dendritic cells to tumor cells undergoing ICD may result in
antigen-specific T-cell response, enabling the patient’s own immune response against the
MM tumor.
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Of the four proposed mechanisms of action (MOA) for GSK2857916, the ADC and
ADCC MOAs have been linked to efficacy in non-clinical models: in vitro and in vivo
against multiple myeloma cell lines, and ex vivo against primary patient myeloma
samples. Inhibition of BCMA signaling has been demonstrated biochemically; however,
functional effects on myeloma cells have not been demonstrated. ICD markers on cells
are induced by GSK2857916 both in vivo and in vitro, but effects on efficacy have not
been established in non-clinical models. These different mechanisms may enable
GSK2857916 to deliver anti-tumour activities targeting both dividing and nondividing
tumour cells and associate the cell kill with an adaptive immune response; these MoA
characteristics clearly differentiate GSK2857916 from existing approved treatments
[GlaxoSmithKline Document Number 2013N175128 05.

Many tumors, including MM are-usinguse various escape mechanisms to evade the
immune control and to promote tumor growth_and clonal tides [McLaughlin, 2016]. One

of those mechanisms is the expression of PD-1 ligands (PD-L1). Recent advances in
cancer treatment include successful checkpoint blockade by using antibodies binding to
PD-1 or PD-L1 (e.g., pembrolizumab, nivolumab). The anti-PD-1 and anti-PD-L1
antibodies have a geed favorable safety profile in-the-elinte and have resulted in durable
responses in a variety of cancers, including melanoma, kidney cancer, lung cancer, and
Hodgkin lymphoma. The agents continue to be evaluated in various solid tumors and
hematological malignancies, alone or in combination with other therapies [Dolan, 2014].
There is also growing body of data demonstrating broad expression of PD-1 and its
ligands in the microenvironment of multiple-myelomaMM, and indicating an important
role of the PD-1 pathwayin-the-immune-evaston-byMM. [Liu, 2011; Kuranda, 2010;
Atanackovic, 2014; Benson, 2010]. Although, so far, anti-PD-1 treatment alone has not
been effective in MM [Lesokhin, 2014; Suen, 2006].

The KEYNOTE-023 study examined whether an anti-PD-1 treatment (Keytruda
[pembrolizumab]) in combination with immunomodulatory agents may create synergism,
in this case lenalidomide and dexamethasone. Lenalidomide doses of 10 mg and 25 mg
were examined, with the 25 mg dose further explored. Of the subject’s evaluable for
efficacy (N=40), 88% of subjects had a decrease in M protein. The ORR for this
population was 50%, including a 38% ORR for subjects who were lenalidomide
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refractory [Mateos, 2016]. Based on these findings, the KEYNOTE-183 and KEYNOTE-

185 studies were initiated, exploring combinations of pembrolizumab with IMiDs.

Following review of both studies by data monitoring committees, KEYNOTE-183 and
KEYNOTE-185 were placed on full clinical hold. In both studies, it was determined that
the benefit-risk was unfavorable for the combination of pembrolizumab with IMiDs. The
US FDA also placed Cohort 1 (combination with lenalidomide and dexamethasone) of
KEYNOTE-023 on full clinical hold as a result of the data from KEYNOTE-183 and
KEYNOTE-185.

This study will evaluate the safety and anti-myeloma activity of GSK2857916 in
combination with pembrolizumab. Safety will be closely monitored with dose
modification guidelines in Section 6.5. GSK will also use an internal Safety Review
Committee (ISRC) as described in Section 10.9.1 for review of safety. We hypothesize
that given the immunogenic properties of the cell death induced by GSK2857916 an
augmented anti-tumor activity will be observed in MM subjectspatients, when treated
with combination of GSK2857916 and pembrolizumab.

Reason for change: Inclusion of background information for revision to later line of
therapy based on FDA comments and update to standard Merck language.

16. Previous Section 2.2 Brief Background

Removal of section

Reason for change: Consolidation of language.

17. Section 2.23.1 — Nonclinical Pharmacology
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Reason for change: Consolidation of language.

18. Section 2.23.5 — Effects in Humans (GSK2857916)

GlaxoSmithKline (GSK) initiated the clinical development of GSK2857916 in July 2014,
with the FTIH study (BMA117159) in subjects with RRrel/ref MM and other advanced
hematologic malignancies expressing BCMA (ClinicalTrials.gov Identifier:
NCT02064387). As of the data cut from 26 June 2017, a total of 73 subjects with
RRMM have been treated with at least one dose of GSK2857916.0¢tober14;,2016,5+
subjeetshave received-atleast one-dose-of GSK2857916-Thirty eight subjects patients
were treated in Part 1 (dose escalation): 0.03 mg/kg (n=1), 0.06 mg/kg (n=1), 0.12 mg/kg
(n=4), 0.24 mg/kg (n=4), 0.48 mg/kg (n=4), 0.96 mg/kg (n=3), 1.92 mg/kg (n=4), 2.5
mg/kg (n=8), 3.4mg/kg (n=3), and 4.6mg/kg (n=6). Since the RP2D (3.4 mg/kg) selection
(August 11, 2016), an additional 352+ subjects have been enrolled into Part 2 (expansion
cohort). Of these 35 subjects.40% had receive prior daratumumab. The ORR for this sub-
population was 43% [Trudel, 2017].

The most frequently-reported AEs (>15.0%) in the All Treated Population included:
vision blurred (37%). nausea (36%), fatigue (33%), anemia (29%), dry eye (29%).
thrombocytopenia (26%). aspartate aminotransferase increased (25%), chills (23%),
platelet count decreased (23%) pyrexia (22%), cough (18%), photophobia (16%), back
pain (15%), headache (15%), and upper respiratory tract infection (15%).

In the Part 2 population, 59% (20/35) of subjects had 5 or more prior treatment lines.
Among the subjects in Part 2 (N=35), the most frequently reported AEs Overall-the-meost
common-AEts (>15.0%) included: were-asfoHows: vision blurred (46%). platelet count
decreased (37%), dry eye (34%), anemia (29%), aspartate aminotransferase increased
(29%), increased cough (26%), chills (23%). nausea (23%), photophobia (23%), pyrexia

(23%), fatigue (20%), thrombocytopen1a1&even%s(4¥20%) back pam( 17%), and

of 26 June 2017, a total of 14 (40%) pat1ents in Part 2 had an SAE and there were no fatal
SAEs. The related SAEs are described below.

e Infusion-Related Reaction (IRR): Two patients experienced serious, Grade 3
infusion-related reactions during the first infusion that were characterized by
tachycardia, hypertension and pyrexia. These subjects subsequently received pre-
medication and IRRs did not recur.

e Intracranial Hemorrhage: A patient with a history of intracranial bleeding
experienced a Grade 2 intracranial hemorrhage with concomitant Grade 4,
thrombocytopenia. At the same time, the patient’s disease was starting to progress;
the patient was taken off study and salvage chemotherapy was started.
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e Pericardial Effusion: A Grade 4 pericardial effusion consistent with tamponade was
found prior to Cycle 9 during a routine study echocardiogram in an asymptomatic
patient who had a concurrent upper respiratory tract infection. The fluid was
evacuated, and the effusion was resolving at the time of data cut-off. The patient
received three more cycles of treatment after this event. This SAE is listed as “not
resolved” at the time of data cut, however a subsequent echocardiogram has
confirmed no evidence of a pericardial effusion.

e Lung Infection and Pyrexia: A patient experienced a Grade 2 lung infection
resulting in a dose delay. Approximately three months later, the patient developed a
Grade 2 fever resulting in hospitalization. The fever resolved the same day; the
patient was not neutropenic.

o-da FAS—W o R ARS—W Gsa reats—Overall
GSK?2857916 has a manageable safety profile with thrombocytopenia / platelet count
decreased and corneal events as the most commonly reported events, as described in the
following subsections.

s GOIxzZ0

2.2.5.1 Thrombocyvtopenia

A total of 36 patients (49%) in the All treated population, and 20 patients (57%) in Part 2
have experienced thrombocytopenia/platelet count decreased. GSK2857916 may cause
transient worsening of thrombocytopenia in some patients, but in most cases these events
are resolved during between-dosing intervals. In the Part 2 MM population, two serious
bleeding events were reported: intracranial hemorrhage in a patient with a history of an
intracranial bleeding and in the setting of disease progression, and hematuria in a patient
with a large bladder mass in the setting of progressive disease.

2.2.5.2. Corneal Events

Corneal AEs have been observed with various ADC drugs and represent the most
commonly reported types of AEs associated with GSK2857916. As there is no single
term which appropriately captures these events, the term ‘corneal events’ includes
reported preferred terms describing events associated with the corneal toxicity related to
GSK2857916. The most commonly reported corneal events include vision blurred, dry
eye, photophobia, and lacrimation increased. A total of 42 patients (58%) in the all
treated population, and 22 patients (63%) in Part 2 have experienced corneal events
which were predominantly low-grade.

In Part 2, there were three patients with > Grade 3 corneal events: one with Grade 3
keratitis resulting in a delay and a dose reduction, one with Grade 3 eye pain resulting in
a delay; and one Grade 3 dry eye resulting in a dose delay. In Part 2, there were no
serious corneal events and no patients permanently discontinued study treatment due to a
corneal event.

In Part 1, there was one SAE of Grade 3 limbal stem cell deficiency (in a patient at the
1.92 mg/kg dose) that was characterized by blurred vision and dry eyes. The events
resolved after treatment was discontinued, and the patient’s vision returned to baseline.
Another patient in Part 1 (4.6 mg/kg) discontinued treatment due to the feeling of a
foreign object in the eye (Grade 2).
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In addition to the AEs describing corneal events, 89% of patients in Part 2 had corneal
findings upon examination. These findings were generally characterized by a superficial
punctate keratopathy/keratitis, which was often associated with epithelial (microcystic)
edema and occasional stromal edema or opacities. Visual acuity declined during
treatment in most patients experiencing these clinical findings, but improved on average
to near baseline in patients completing end of study treatment visits (n=13). Eleven of
these 13 patients (84.6%) had corneal clinical signs at the end of study treatment visit,
with most cases (9/11 or 81.8%) considered as having “mild” changes.

Reason for change: Updated language based on updated information from First Time in
Human study.

19. Section 2.34.1 — Pharmaceutical and Therapeutic Background

The importance of intact immune surveillance in controlling outgrowth of neoplastic
transformation has been known for decades [Disis, 2010]. Accumulating evidence shows
a correlation between tumor-infiltrating lymphocytes (TILs) in cancer tissue and

favorable prognos1s 1n various mallgnan01es—El5v4e1—2-Ol-4—Salgade—2-Olé—Seh&&eﬂ—294-4—

’

. : : N .In part1cular the presence
of CD8+ T cells and the ratlo of CD8+ effector T cells/F oxP3+ regulatory T cells (T-
regs) seem-te correlates with improved prognosis and long-term survival in masny solid
malignancies, such as ovarian, colorectal, and pancreatic cancer; hepatocellular
carcinoma: malignant melanoma; and renal cell carcinoma. Tumor-infiltrating
lymphocytes can be expanded ex vivo and reinfused, including durable objective tumor

responses in cancers such as melanoma %umefs—ENeshe—LlQ-l-G—Ghaﬁ-g—%M—Pfesteﬂ—
—[Dudley, 2005;

J

Hunder, 2008].

The PD-1 receptor-ligand interaction is a major pathway hijacked by tumors to suppress
immune control Pedeeem;2044}. The normal function of PD-1, expressed on the cell
surface of activated T cells under healthy conditions, is to down-modulate unwanted or
excessive immune responses, including autoimmune reactions. PD-1 (encoded by the
gene Pdcdl) is an Ig superfamily member related to CD28 and CTLA-4, which has been
shown to negatively regulate antigen receptor signalling upon engagement of its ligands
(PD-L1 and/or PD-L2) [Greenwald, 2005; Okazaki, 2001].

The structures of murine PD-1 has been resolved alone [Zhang, 2004] aﬂd—m—eemplae

members are type I transmembrane glycoproteins containing an Ig Variable-type (V-type)
domain responsible for ligand binding and a cytoplasmic tail which is responsible for the
binding of signaling molecules. The cytoplasmic tail of PD-1 contains 2 tyrosine-based
signaling motifs, an immunoreceptor tyrosine-based inhibition motif (ITIM) and an
immunoreceptor tyrosine-based switch motif (ITSM). Following T cell stimulation, PD-
1 recruits the tyrosine phosphatases SHP-1 and SHP-2 to the ITSM motif within its
cytoplasmic tail, leading to the dephosphorylation of effector molecules, such as CD3
zeta (CD3(), protein kinase C-theta (PKCB0), and zeta-chain-associated protein kinase
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(ZAP70), which are involved in the CD3 T cell signaling cascade [Okazaki, 2001;
Chemnitz, 2004; Sheppard, 2004; Riley, 2009]. The mechanism by which PD-1 down-
modulates T cell responses is similar to, but distinct from that of CTLA-4, because both
molecules regulate an overlapping set of signalling proteins [Parry, 2005; Francisco,
2010 6#2043]. As a consequence, the PD-1/PD-L1 pathway is an attractive target for
therapeutic intervention in RRMM.

Reason for change: Revisions to the standard Merck language.

20. Section 2.34.3 — Pembrolizumab Background and Clinical Trials

Pembrolizumab is a potent humanized immunoglobulin G4 (IgG4) monoclonal antibody
(mAb) with high specificity of binding to the PD-1 receptor, thus inhibiting its interaction
with PD-L1 and PD-L2. Based on preclinical in vitro data, pembrolizumab has high
affinity and potent receptor blocking activity for PD-1. Pembrolizumab has an acceptable
preclinical safety profile and is in clinical development as an intravenous (IV)
immunotherapy for advanced malignancies. Keytruda® (pembrolizumab) is indicated for
the treatment of patients across a number of indications. For more details on specific
indications refer to the Investigator brochure.

Keynote-183 was a randomized trial which evaluated pomalidomide and low-dose
dexamethasone with or without pembrolizumab in subjects with relapsed and refractory
multiple myeloma. The ORR was 34% in the pembrolizumab containing arm versus 40%
in the control arm without pembrolizumab; however, there was no difference in time-to-
progression between arms. There were 29 deaths in the pembrolizmab arm compared to
21 in the control arm, reflecting an overall survival hazard ratio of 1.61 (95% CI: 0.91,
2.85) [Krauss, 2018]. An analysis conducted with the removal of subjects with high-risk
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disease characteristics (high-risk cytogenetics, plasmacytoma and quadruple refractory
status) resulted in a similar number of deaths (n=13) in both arms [Mateos, 2018].

Keynote-185 was a randomized trial which evaluated lenalidomide and dexamethasone
with or without pembrolizumab in subjects with newly diagnosed multiple myeloma. The
ORR was 64% in the pembrolizumab containing arm versus 62% in the control arm
without pembrolizumab; however, there was no difference in time-to-progression
between arms. There were 19 deaths in the pembrolizmab arm compared to 9 in the
control arm, reflecting an overall survival hazard ratio of 2.06 (95% CI: 0.93, 4.55)
[Krauss, 2018].

Refer to the Investigator’s Brochure (IB)/approved labeling for detailed background
information on MK-3475 [KEYTRUDA Product Information].
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Reason for change: Revisions to the standard Merck language. Summaries added for
analysis of KEYNOTE-183 and KEYNOTE-185 to provide context and top level data
from the interim analyses.

21. Section 2.45 — Assessment of Nonclinical Data for GSK2857916 when Co-
Administered with Pembrolizamab

In addition, the starting dose of GSK2857916 in this combination regimen has been
selected to be 21 dose levels below a dose that has been shown to be well tolerated during
the GSK2857916 monotherapy dose escalation. The determination of the starting dose is
based on an assumption that less than 2556% of the declared safe dose of GSK2857916
should provide a sufficient safety margin when pembrolizumab is added at 200 mg. In
addition, close clinical monitoring will be implemented

Reason for change: Update of the number of doses and percentage decrease of starting
dose based on comments from FDA.

22. Section 3 — Objectives and Endpoints

Objectives | Endpoints
Primary
e  To determine safety, tolerability and to e  Percent of subjects with adverse-events
establish the recommended-Phase2-dose {AEs}, changes in clinical signs and
{RP2Dj} of the combination of GSK2857916 laboratory parameters
d broli b in subjects with
W%;MW& e Number of subjects with dose limiting
- toxicities (DLTs)
Secondary
e  To evaluate clinical activity of the combination | ¢  Overall Response Rate (ORR), defined as
of GSK2857916 and pembrolizumab in the percentage of subjects with a confirmed
subjects with RRMM partial response (PR) or better (i.e., PR, very
good partial response [VGPR], complete
response [CR] and stringent complete
response [SCRY]), according to the
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Objectives

Endpoints

International Myeloma Working Group
(IMWG) Response Criteria [Kumar, 2016].

e  To evaluate the pharmacokinetic profile of
GSK2857916 when administered
intravenously in combination with
pembrolizumab®

o GSK2857946 Pharmacokinetic (PK)
parameters following IV administration as
data permit (e.g., area under the curve
[AUCs], mean maximum concentration
[Cmax], time of Cmax [tmax], terminal phase
half-life [t'2]) after the first dose; and
concentration at trough (Ctrough), and end of
infusion concentration in subsequent cycles,
when measured

e  To assess anti-drug antibodies (ADASs)

¢ Incidence and titers of ADAs against

against GSK2857916"- GSK2857916
Exploratory
T I mical activiteof — werall B = SRR defined 5.9
j j j } } —
° s.s ;Qggl;lg EI!E":F;EFE!' PFOIELE 5; Pe EE 6t g{SBR} o o of
j } } —
patiemis-achioving -
HFatOR € EEE;EE(.;}”E E 9
FOgrossio Free-SunivaPrES) data
'E; 'Tg al(OS -

e  To assess Minimal Residual Disease (MRD)
in participants who achieve 2VGPR or better

e  Minimal Residual Disease (MRD) negativity
rate, defined as: the percentage of subjects
who are MRD negative in subjects who
achieve VGPR or CR

e  To characterize the relationship between
clinical response and other biologic-ntra-
tumor-or-microenvironment-characteristics

{BNA-proleinanalysis)

o  BCMA expression levels on malignant cells,
and-othermarkers-in-tumeor-tissue; serum
sBCMA levels, serum cytokines, baseline
immune-status-and immune cell
characterization and their relationship to
clinical response (Protein, RNA, DNA

analysis)

e Toinvestigate the relationship between
genetic variants in the host and response to
GSK2857916 in combination with
pembrolizumab

e  Possible relationship between host genetic
variation and response to GSK2857916 in
combination with pembrolizumab

e  To evaluate the tolerability of GSK2857916 in
combination with pembrolizumab based on
patient self-report of symptomatic adverse
effects

e  Symptomatic adverse effects as measured by
the Patient-reported outcome version of the
Common Term Criteria for Adverse Events
(PRO-CTCAE)

e Impact of ocular adverse effects on quality of
life as measured by the Visual Function
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Objectives

Endpoints

questionnaire(s): National Eye Institute 25-
item Visual Function Questionnaire (NEI-
VFQ-25) and Ocular Surface Disease Index
(OSDI)

To evaluate disease and treatment related

symptoms and associated impacts on

function and health-related quality of life

e  Exit Interview

1.

Part 2: Expansion

PK and ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be
triggered only in case of unexpected clinical findings.

Objectives |

Endpoints

Primary

To assess the clinical activity of the
combination treatment with
GSK2857916 and pembrolizumab

Overall Response Rate (ORR), defined as the
percentage of participants with a confirmed PR or better
(i.e., PR, VGPR, CR and sCR), according to the IMWG

in subjects with rel{refRRMM Response Criteria [Kumar, 2016].
erall F Rate (ORR) defined as.% of pal
Secondary

To further evaluate eenfirm safety
of GSK2857916 administered in
combination with pembrolizumab in
subjects with RR relef MM

Number of subjects with AEs, changes in clinical signs
and laboratory parameters
Ocular findings on ophthalmic exam

To further assess the clinical
activity of the combination
treatment with GSK2857916 and
pembrolizumab in subjects with
reliref RRMM

Clinical benefit rate (CBR), defined as the percentage
of participants with a confirmed minimal response (MR)
or better per IMWG.

Duration of response (DoR), defined as: the time from
first documented evidence of PR or better to the time
when disease progression (PD) is documented per
IMWG, or death due to PD among subjects who
achieve an overall response, i.e. confirmed PR or
better.

Time to response (TTR), defined as: the time between
the date of first dose and the first documented evidence
of response (PR or better) among subjects who
achieved a confirmed response of PR or better.

Time to best response, defined as the time between the
date of first dose and the first best documented
response (PR or better) among subjects who achieve a
confirmed response of PR or better.
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Objectives

Endpoints

Progression-free survival (PFS), defined as: the time
from first dose to the earliest date of PD per IMWG, or
death due to any cause.

Time to disease progression (TTP), defined as: the time
from first dose until the earliest date of PD per IMWG,
or death due to PD.

Overall Survival (OS), defined as the time from first
dose to death due to any cause

To evaluate the pharmacokinetic
profile of GSK2857916 when
administered intravenously in
combination with pembrolizumab’

Pharmacokinetic parameters following IV administration
as data permit (e.g., AUCs, Cmax, time of Cmax [tmax],
terminal phase half-life [tY4]) after the first dose;
concentration at trough (Ctrough), and end of infusion
concentration in the subsequent cycles when
measured.

To assess anti-drug-antibodies
{ADAs} against GSK2857916"

Incidence and titer of ADA to GSK2857916%

Exploratory

To assess Minimal Residual
Disease (MRD) in participants who
achieve 2VGPR or better

Minimal Residual Disease (MRD) negativity rate,
defined as: the percentage of subjects who are MRD
negative in subjects who achieve VGPR or CR

To characterize the relationship
between clinical response and
other biologic intra-tumeror

microenvironment characteristics
DNA . .

BCMA expression levels on malignant cells-and-other
marketsin-tumortissue, serum sBCMA levels-baseline
immune-status, serum cytokines, and immune cell
characterization and their relationship to clinical
response (Protein, RNA, DNA analysis)

To investigate the relationship
between genetic variants in the
host and response to GSK2857916
in combination with pembrolizumab

Possible relationship between host genetic variation
and response to GSK2857916 in combination with
pembrolizumab

o Plasmaconcentrationsof

5SK2857016 i i |
. e A
pembrolizumab™

GSK2857916 endofinfusi . I

concentration-at-trough

To explore the effect of the
combination therapy of
GSK2857916 with pembrolizumab
on symptoms and health-related
quality of life HRQek in subjects
with reliref RR-MM

Changes from baseline in symptoms and health-related
quality of life as measured by the European
Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire 30-item Core Module
(EORTC-QLQ-C30) and European Organisation for
Research and Treatment of Cancer Quality of Life
Questionnaire 20-item Multiple Myeloma Module
(EORTC-QLQ-MY?20) MB-Anderson-Symptom
Inventory-Multiple-Myeloma-(MDSHM)-module
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Objectives Endpoints
e  To evaluate the tolerability of o  Symptomatic adverse effects as measured by the PRO-
GSK2857916 in combination with CTCAE
pembrolizumab based on patient o Impact of ocular adverse effects on quality of life as
self-report of symptomatic adverse measured by the Visual Function questionnaire(s): NEI-
effects VEQ-25 and OSDI

e Toevaluate disease and treatment | @  Exit Interview
related symptoms and associated
impacts on function and health-
related quality of life

1. PKand ADA samples for pembrolizumab will be collected and stored during the trial. The analysis will be
triggered if unexpected clinical findings have been identified.

Reason for change: Revision of Objective/Endpoints to revise secondary endpoint for
dose escalation, add MRD for response endpoints, replace MDASI-MM with EORTC
questionnaires, add clarity to primary and secondary endpoints for dose expansion, and
revise biomarker wording.

23. Section 4.1 — Overall Design

This is a phase I/II, single arm, open label, two-part study to determine the RP2D of
GSK2857916 administered in combination with 200 mg of pembrolizumab, and to
evaluate safety and clinical activity of the combination in subjects with rel/refRRMM.
The study will be conducted in two parts: Part 1: dose escalation of GSK2857916 with a
constant dose of pembrolizumab at 200 mg, and Part 2: expansion cohort at RP2D of
GSK2857916 in combination with 200 mg pembrolizumab. A total of up to 408
evaluable subjects with rel/ref RRMM will be enrolled into this study (up to 128 in Part
1, and 2839 in Part 2).

Reason for change: Update to overall subject numbers due to removal of lower first dose
level per FDA comments.

24. Section 4.2.1 — Study Treatment

This is a single arm, open label study. Subjects in Part 1 and in Part 2 will receive
GSK2857916 and pembrolizumab via IV infusion on day 1 of each 21-day cycle.
GSK2857916 will be administered first, as approximately30-min an IV infusion,
followed by at least 1 hour rest. Refer to the SRM for details on GSK2857916 infusion.
Provided there is no infusion related reaction (IRR) warranting a prolonged interval
between dosing, pembrolizumab will be administered as second drug over approximately
30 min via IV infusion. If a subject develops IRR during or after GSK2857916 infusion,
he or she will be treated according to institutional guidelines. In such cases the infusion
of pembrolizumab may have to be delayed until IRR has recovered to Grade 1 or less,
and investigator considers it safe to continue with infusion with pembrolizumab. The
infusion of pembrolizumab may be delayed for up to the +3 day window from scheduled
visit48-heurs to allow for recovery of IRR, and to accommodate scheduling conflicts. If a
subject does not recover from IRR to Grade 1 or less within the +3 day window48-heuts,
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the dosing of pembrolizumab will be skipped in a given cycle, and may be resumed in the
next cycle.
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Old Figure:

Combination Treatment Schematic

1cycl e:lz 1 days

| |
Cip1 Cc2D1 C3D1 €4p1 C5D1 (o5 x ISR C€32D1

A Gskass7e16

@ Pembrolizumab

Dosing:

-GSK2857916 and pembrolizumab on D1 of each cycle

-GSK2857916 first, Pembrolizumab as second iv infusion (1hr apart)

-If IRR related to GSK2857916, the pembrolizumab dosing will be delayed (up to 48 hrs)
-Max treatment duration: 32 cycles

New Figure:

Combination Treatment Schematic
1cyc|e721 days

f \
|
CiD1 c2p1 C3D1 CaD1 C5D1 ceD1..............C35D1

4 askass7916

A Pembrolizumab

Dosing:

-GSK2857916 and pembrolizumab on D1 of each cycle
-GS5K2857916 first, Pembrolizumab as second iv infusion (1hr apart)
-If IRR related to GSK2857916, the PD1 dosing will be delayed

-Max treatment duration: 35 cycles combination treatment

Reason for change: Removal of specific 30 min GSK2857916 wording and added
reference to SRM for instructions. Revision to allowed window for pembrolizumab if

dose delay required after GSK2857916 dosing. Revisions of schematics to match revised
plan.

25. Section 4.2.2 — Duration of Treatment

Subjects will be treated until disease progression, intolerable toxicity, informed consent
withdrawal, or for a maximum of 352 cycles (approximately 2 years).

After the study treatment discontinuation, subjects will undergo end of stadytreatment
assessments 30 days (+7 days) after the last dosing, or prior to the start of new anti-
cancer treatment (whichever occurs first). Subjects who discontinued treatment for
reasons other than PD, will be followed up every 3 weeks until confirmed PD, until
initiation of a new anticancer therapy or death. All subjects with confirmed PD will be
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followed for OS and subsequent anti-cancer therapy every 3 months until the end of
study. End of study is defined in Section 5.5.2.

Reason for change: Update to number of total cycles based on actual 24 month calendar
and in line with maximum dosing from Merck language. Removal of language allowing
treatment discontinuation if subject achieves CR/sCR. Addition of option for re-treatment
if subject meets certain criteria. Adjustment of discontinuation language.

26. Section 4.2.3 — Part 1: Dose-Escalation

Part 1 dose escalation will characterize the safety and tolerability of escalating doses of
GSK2857916 in combination with 200 mg pembrolizumab to establish the RP2D. In the
currently ongoing FTIH study (ClinicalTrials.gov Identifier: NCT02064387), no DLTs
were observed up to the highestreeently tested dose level of 4.6 mg/kg of GSK2857916
and 3.4 mg/kg was selected as RP2D dose. The following dose levels of GSK2857916 in
combination with 200 mg pembrolizumab are to be tested in this study: +:92-mg/ksg; 2.5
mg/kg and 3.4 mg/kg (as outlined in Figure 2). Additionally, intermedtate-other dose
levels may also be tested if emerging data suggests a beneficial risk/benefit profile at
those dose levels. The RP2D from the monotherapy FTIH study (3.4 mg/kg
(ClinicalTrials.gov Identifier: NCT02064387)) will not be exceeded in this combination
study. During the dose escalation, at least 3 evaluable subjects will be tested per dose
level, and escalation will be guided by the modified Toxicity Probability Interval (mTPI)
approachieHow—the Bavestan-bouistie Regresstonh : ith-ove e-con
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Old Dose Escalation Schematic for Part 1

Dose Escalation

3- 6 pts/dose level

200 [ @ —@ —@

Pembrolizumab (mg)

v

1.92 2.5 3.4
GSK2857916 (mg/kg)

New Dose Escalation Schematic for Part 1
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The mTPI design assumes the true underlying toxicity rate for maximum tolerated dose
(MTD) of GSK2857916 falls within the range from 25% to 35% and centered at 30%.
The monitoring rules for guiding dose escalations are provided in Table 1. Columns
provide the numbers of subjects treated at the current dose level, and rows provide the
corresponding numbers of subjects experiencing toxicity. The entries of the table are
dose-finding decisions (i.e., E, S, and D) representing escalating the dose, staying at the
same dose, and de-escalating the dose. In addition, decision U means that the current
dose level is unacceptable because of high toxicity; the current dose level and any higher
dose level should be excluded from the trial. For example, when one of three subjects
experiences toxicity, the decision can be located at row 1 and column 3, which is S —to
stay at the current dose level. Consequently, the next cohort of subjects will be treated at
the same dose level currently being used. If 0 of 3 subjects experiences toxicity, the
decision is at row 0 and column 3, which is E — to escalate. Thus, the next cohort of
subjects will be treated at the next-higher dose level. If three of three subjects
experiences toxicity, the decision is DU — to de-escalate to the next-lower dose level, and
exclude the current dose and any higher dose from the trial, because the high toxicity
level is unacceptable. In dose escalation (E)/de-escalation (D), no dose skipping is
allowed.
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New Table 1 Dose-Escalation Monitoring Rules for Part 1 Using the mTPI Method
Dose finding Criteria for the Modified Toxicity Probability Interval Dose Finding

Number of Subjects treated at current dose

1 2 3 4 5 6

0 E E E E E E
- 1 s s s s E
o 2 Dy s s s
S 3 DU DU s
& 4 DU bu DU
g’ 5 DU DU
Zl - 6 %

The table was generated based on a beta/binomial model and precalculated before trial initiation.
The letters in different colors are computed based on the decision rules under the mTPI method
and represent different dose-finding actions. In addition to actions de-escalate the dose (D), stay
at the same dose (S), and escalate the dose (E), the table includes action unacceptable toxicity
(DU), which is defined as the execution of the dose-exclusion rule in mTPI. Excerpted from Ji et

al . [Ji, 2010

The DLT observation period for subjects in Part 1 is 21 days after the first dose of the
study treatment. The complete safety data from DLT observation period of at least 3
subjects are needed for dose escalation decisions. Subjects who have only received
GSK2857916 or have been withdrawn from the study for reasons other than toxicity but
prior to completion of DLT observation period will be replaced.

In Part 1, dose escalation/de-escalation decisions will take into account all available
safety and tolerability data. The decisions will be informed by the BERM-medel the
mTPI approachwith-everdese-contrel and will occur following review of these data and
joint discussion by the GSK Study Team and investigators.
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The dosing may be adjusted to expand any cohort to further evaluate safety at a given
dose level, or to add cohorts to evaluate additional, intermediate dose levels of
GSK2858916 after discussion between GSK study team and investigators. The study
procedures for these additional subject(s) or cohort(s) will be the same as that described
in Section 5 and Section 7. The dose of pembrolizumab will be kept constant at 200 mg
throughout the study.

Reason for change: Revision of starting dose based on guidance from FDA. Revisions to
statistical calculations and wording based on change to subject number, switch to mTPI
design and clarification of end of study definition.

27. Section 4.2.3.1 — Dose-Limiting Toxicity Criteria (Part 1 only)

The DET-observation-window-willbe-21-days(=t-eyele)- Any subject in Part 1 who

received at least one treatment cycle of GSK2857916 in combination with
pembrolizumab will be evaluated for DLTs.
NR57016 orhave ithdrawn-from

b hol : o

All toxicities will be graded using National Cancer Institute (NCI) CTCAE Version 4.03
[NCI, 2010]. In addition, for GSK2857916 treatment related corneal events, the GSK
Grading Scale (Appendix 9) should be used for evaluation of DLT.

A DLT is defined as an AE that meets at least one of the criteria defined below and is
considered by the investigator to be clinically relevant and attributed (definitely,
probably. or possibly) to the study therapy during the 21 day DLT observation period. As

e Any Grade 4 non-hematologic toxicity

e Any Grade 3 ergreaternon-hematologic toxicity, with the following exceptions (i.e.,
the following will not be considered a DLT): Grade 3 diarrhea, nausea or vomiting
that responds to standard of care within 72 hours: Grade 3 hypertension (controlled
following addition of 1 antihypertensive medication):; and Grade 3 tumor lysis
syndrome netre with-ap rate i ment-within48-h

e | elavoininitiat le by 14 d

e Any Grade 3 or greater non-hematologic laboratory value if either:
e The laboratory abnormality persists for >48 hrs despite supportive treatment or
e The abnormality leads to hospitalization
e Hematologic toxicity:
e Grade 4 hematologic toxicity lasting >7 days, except thrombocytopenia:
e Grade 4 thrombocytopenia of any duration
e Grade 3 thrombocytopenia associated with clinically significant bleeding
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e Grade 3 or greater febrile neutropenia lasting >48 hours despite adequate
treatment:

rade 4TI | ia<25.00¢ TSR Casion] ol

e Nephrotoxicity requiring dialysis, and is not considered to be related due to disease
under study (i.e., myeloma)pregression based on investigator’s assessment

e Liver toxicity meeting pre-specified GSK liver stopping criteria (see Section

5.4.1.15421)

e Prolonged delay (>14 days) in initiating Cycle 2 due to any treatment
(pembrolizumab or GSK2857916) related toxicity, with the exception of Grade 1-2
corneal events (GSK grading scale for GSK2857916 treatment related corneal events;

Table 16)

e Tumor lysis syndrome does NOT constitute a DLT (Scction 6.12.2).

e Any treatment-related toxicity that causes the participant to discontinue treatment
during Cycle 1.

e Any other toxicity considered to be dose-limiting that occurs beyond 21 days will be
considered in the selection of the dose to recommend for expansion cohorts.

e Any other event which in the judgment of the investigator and GSK Medical Monitor
is considered to be a DLT

A subject who develops a DLT will be allowed to continue on study treatment if the
toxicity did not meet predefined stopping criteria (Section 5.4) and recovered to < Grade

1 within 14 days;-erafteralongerreeovery period if the investigator and medical monitor
agree that for a given subject the potential benefits may outweigh the risks.

Reason for change: Update to DLT language based on FDA comments and revisions to
the GSK and Merck standard language

28. Section 4.2.3.2 — Completion of Dose Escalation and the Recommended Phase 2
Dose (RP2D)

The dose escalation will complete when RP2D is determined. A dose level at or below
the pre-specified max dose of 3.4 mg/kg may be selected as RP2D in combination with
the fixed dose of 200 mg pembrolizumab. Fhe RP2D-will-be-the-pre-speetfied-max-dese

All available data from Part 1 will be analyzed. Data considered for RP2D selection will
include, but not be limited to: safety, available PK profile, and observed signs of clinical
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activity. If necessary, alternative doses and schedules can be explored to determine

add1t1ona1 chnlcally active reglmens A—des&level—belea#ﬂa%pr%speefﬁed—m%des&ef

Once the RP2D has been identified, an expansion cohort (Part 2) will open for enrollment
of up to 2830 subjects with relxefRRMM in order to confirm the safety profile and to
evaluate the clinical activity of the combination.

Reason for change: Revision of language to allow flexibility and revision of subject
numbers. Consolidation of language.

29. Section 4.3 — Type and Number of Subjects

The study will enroll adult subjects with relrefRRMM, who have undergone stem cell
transplant, or are considered transplant ineligible, and who have been previously treated
with at least 32 prior lines that include the following:-eentaining3-elasses-ofanti-
myeloma-drugs—an-alkylatingagent AND-an IMiD (i.e. lenalidomide or pomalidomide),

AND a proteasome inhibitor (i.e. bortezomib, ixazomib or carfilzomib) and an anti-CD38
antibody alone or in combination. Line of therapy are defined by consensus panel of the

Internatlonal Myeloma Workshop [Ra1kumar 201 1] {H—add+&eﬁ—s&bjeet—&mst—be

Overall, it 1s estimated that up to 408 evaluable subjects will be enrolled in this two-part
study (up to 128 in Part 1, and 2838 in Part 2).

Reason for change: Revision to target treatment line and number of subjects based on
FDA comments.

30. Section 4.3 — Design Justification

This is the first clinical study in which GSK2857916 will be administered in combination
with pembrolizumab. Therefore, a two-part study design is implemented to allow for
careful safety assessments during dose escalation. Part 1 will consist of dose escalation
to establish the RP2D of GSK2857916 in combination with 200 mg of pembrolizumab.
Once RP2D has been established, Part 2 will enroll an additional 2836 subjects with
rel/refRRMM to further confirm safety and to assess the clinical activity of the
combination at the RP2D of GSK2857916. FAHfutility analyseis will be conducted from
afterwhen response data is available from 105 subjects. Details of the futility analysis
have-beenare described in Section 9.5.2.
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Reason for change: Consistency of language throughout protocol to address subject
number change.

31. Section 4.5.1. —- GSK2857916 Starting Dose Justification

The starting dose for GSK2857916 will be 2.5+92 mg/kg administered intravenously

onece-every3-weeks(Q3 Wy on Day 1 of each 21-day Cycle. Careful dose escalation and
monitoring will be implemented to protect subjects’ safety throughout the study.

The 2.5+92 mg/kg dose is considered to be appropriate starting dose for combination

with a fixed dose of 200 mg pembrolizumabwith-feHewingjustifieation:

) The starting dose of 2.5 mg/kg is one dose level below the 3.4 mg/ke. which had

an acceptable safety proﬁle in FTIH trial;

o Aeee%d—mg—tePer currently avallable data itis antlclpated that the startlng dose of
2.5+92 mg/kg will be well tolerated and is not expected to result in an excessive
toxicitvewhitetHowingto-derive ant-tHor setiv iy

o Based on the non-specific clearance mechanism with large capacity of both:
GSK2857916 and pembrolizumab, the likelihood for drug-drug interactions from
combining GSK2857916 with pembrohzumab is low.

Reason for change: Revision to starting dose and justification based on changes
suggested by FDA comments.

32. Section 4.5.2. — Pembrolizumab Dose Justification

The dose of pembrolizumab for this studyin-this-trial is 200 mg every 3 weeks (Q3W).
Based on the totality of data generated in the Keytruda development program, 200 mg
Q3W is the appropriate dose of pembrolizumab for adults across all indications
regardless of tumor type. As outlined below, this dose is justified by: administered

intravenously once every 3 weeks (Q3W) on Day | of cach 21 day Cycle.
* Clinical data from 8 randomized studies demonstrating flat dose- and exposure-
efficacy relationships from 2 mg/kg Q3W to 10 mg/kg every 2 weeks (Q2W),

e (linical data showing meaningful improvement in benefit-risk including overall
survival at 200 mg Q3W across multiple indications, and
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» Pharmacology data showing full target saturation in both systemic circulation
(inferred from PK data) and tumor (inferred from physiologically-based PK
[PBPK] analysis) at 200 mg Q3W.

Among the 8 randomized dose-comparison studies, a total of 2262 subjects were enrolled
with melanoma and non-small cell lung cancer (NSCLC), covering different disease
settings (treatment naive, previously treated, PD-L1 enriched, and all-comers) and different
treatment settings (monotherapy and in combination with chemotherapy). Five studies
compared 2 mg/kg Q3W versus 10 mg/kg Q2W (KNOO1 Cohort B2, KN0O0O1 Cohort D,
KNO002, KNO010, and KNO021), and 3 studies compared 10 mg/kg Q3W versus 10 mg/kg
Q2W (KNO0O1 Cohort B3, KNO0O1 Cohort F2 and KNO006). All of these studies
demonstrated flat dose- and exposure-response relationships across the doses studied
representing an approximate 5- to 7.5-fold difference in exposure. The 2 mg/kg (or 200 mg
fixed-dose) Q3W provided similar responses to the highest doses studied. Subsequently,
flat dose-exposure-response relationships were also observed in other tumor types
including head and neck cancer, bladder cancer, gastric cancer and classical Hodgkin
Lymphoma, confirming 200 mg Q3W as the appropriate dose independent of the tumor
type. These findings are consistent with the mechanism of action of pembrolizumab, which
acts by interaction with immune cells, and not via direct binding to cancer cells.

Additionally, pharmacology data clearly show target saturation at 200 mg Q3W. First, PK
data in KNOOI evaluating target-mediated drug disposition (TMDD) conclusively
demonstrated saturation of PD-1 in systemic circulation at doses much lower than 200 mg
Q3W. Second, a PBPK analysis was conducted to predict tumor PD-1 saturation over a
wide range of tumor penetration and PD-1 expression. This evaluation concluded that
pembrolizumab at 200 mg Q3W achieves full PD-1 saturation in both blood and tumor.

Finally, population PK analysis of pembrolizumab, which characterized the influence of
body weight and other participant covariates on exposure, has shown that the fixed-dosing
provides similar control of PK variability as weight based dosing, with considerable
overlap in the distribution of exposures from the 200 mg Q3W fixed dose and 2 mg/kg
Q3W dose. Supported by these PK characteristics, and given that fixed-dose has
advantages of reduced dosing complexity and reduced potential of dosing errors, the 200
mg Q3 W fixed-dose was selected for evaluation across all pembrolizumab protocols.
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Reason for change: Revisions to the Merck standard language.

33. Section 4.6.1. — Risk Assessment

The risk assessment and risk mitigation plan for GSK2857916 andthe study procedures
are summarized in Table 2. Refer to Table 5 for pembrolizumab guidance.
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New Table 21 revisions: Below will highlight major changes per applicable row

Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Investigational Product (GSK2857916)

Corneal events

toxicity

Reversible corneal toxicity has been
observed with various antibody drug
conjugates (specific corneal changes with
ADCs conjugated to MMAF).

Corneal related AEs (blurred vision, dry /
watery eyes, decreased visual acuity,
photophobia) are among the most
common AEs associated with
GSK2857916 in the clinic. The majority of
events have been non-serious and
transient, some requiring dose delays
and/or reductions. Time to recovery is
variable and in some instances the
resolution may take several weeks.

Active monitoring for corneal
events texieity according to Table
4.

ProphylacticPreventive use of
steroid eye drops as outlined in
Section 6.12.3 and Appendix 9.

Timely evaluation and
management by an eye care
professional ephthalmelogist-upon
developing corneal related events
(see Section 6.5.1 and Appendix
9.

Recommendations for dose delays
/ reductions are provided in
Section 6.5.1.

Infusion related

The majority of IRRs observed in the clinic

Subjects will be closely monitored

reaction without any premedication to date have for signs of IRR. Premedication
been G1-2 and non-serious; however, prior to first infusion of
there have also been serious IRRs. GSK2857916 is not mandatory but
Overall, subjects who experienced an IRR | may be considered based on
during the initial infusion were pre- investigator judgement.
medicated prior to subsequent infusions If an infusion-related reaction
and IRRs did not recur. occurs during administration of
GSK2857916 the management wilt
may follow aceerding-te guidance
in Table 4 3 or local
standard of care.
Hepatotoxicity Non-clinical safety experiments Only subjects with well-preserved

demonstrated increased liver weight and
elevated liver enzymes in rats. Elevations
in liver enzymes and increased mitotic
figures in Kupffer cells were observed in
monkeys. All of these changes were dose
dependent and reversible.

Non-serious elevations in ALT, AST have
been observed in the clinic.

liver function will be allowed on
study. Subjects with Hepatitis B
(HBV) and C will be excluded from
the trial. Liver function tests will
be frequently monitored in all
subjects on study and in case of
liver abnormalities management
will be implemented according to
clinical practice. Subjects that
meet liver stopping criteria
(Section 5.4.1.1) will be withdrawn
from the study.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Nephrotoxicity

Non clinical safety experiments have
demonstrated primary glomerular injury
and tubular degeneration (in rat and
monkey). The morphologic changes were
accompanied by large molecular
proteinuria (albuminuria). The renal
changes were dose dependent and
reversible. No kidney failure has been
reported in the clinic se-fa+ to date.

Only subjects with well-preserved
kidney function will be allowed on
study. During the study subjects
will be monitored for kidney
function by assessing
creatinine/eGFR, electrolytes,
protein and-albumin excretion in
24 hr urine collection and albumin
| creatinine ratios (spot urine).
Subjects will be educated about
the need of maintaining adequate
urinary output. Management will
be implemented according to
clinical practice. Dose reductions
and treatment stopping criteria will
be applied according to Section
6.5.

Pulmonary toxicity
(pneumonitis)

Preliminary non clinical safety experiments
have demonstrated the presence of
microscopic changes in the lungs
(prominent alveolar macrophages
associated with flocculent eosinophilic
material; mixed perivascular inflammation)
in rats at all doses tested. As of to date no
pulmonary toxicity / cases of pneumonitis
havehas-been observed in the clinic.

Monitoring for clinical signs and
symptoms potentially related to
pulmonary toxicity. Further
diagnostic tests and management
will be implemented immediately
according to recommendations
provided in Section 6.5.1.

Immunosuppression

In non-clinical studies GSK2857916 has
been associated with decrease in
immunoglobulins in monkeys. An
increase in immunoglobulins was seen in
rats (rats are not an antigen specific

Immunoglobulin levels will be
assessed throughout the study.
Active monitoring for infections,
especially opportunistic infections
will be performed.

species for GSK2857916). SubjectsPatients will receive
immediate treatment according to
As-of the-datacut-off there-have besnne | standard practice.
iy I Lir tho clinic.
— : -
I iated I I'"EEI.HgaIHE“aI = 2z I, _amlhlla_ IE“'"a: . i tored forsi
permbrolizumab- andn-case-ofsymplomswillbe
_a,alu_atesl Wit |asllsg|apl||s_ .
'E“'ag".'g ansll Heated 368 EIIEIIII_'§|5|
protesek
nfasi Iatod . —— . . . .
. Severe-and I.'IE thrsatoning infusion : Patients-willbe |||a_|||t5|_ssl SreigRs
relatod reactions-have-beenfeporied a3 | and s_ymp_tanllsls_ |||_u5|s|'||sll_a”Is'sl
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Potential Risk of Summary of Data/Rationale for Risk Mitigation Strategy
Clinical Significance
(8-45%) ° 24 p_ahs_nl_s |ss_a|.||.|g ' ,
pembrolizumab-in-clipieainale I'!‘FE.EE“E'E“ Rypoxemiaand .
fover| SFeevere ES'a.dE 3). or-fo
tluleatelmng E.;'ad' S EH '.“IHE'EE”
el b ol I
and-pembrolizamab-willkbe
Study Procedures
Incidental findings During the acquisition of imaging data All imaging scans will be reported
during imaging data (e.g... MRI. CT. PET, ECHO). non-MM to the site by an appropriate
acquisition disease or drug related clinical imaging clinician (non-
abnormalities could be found by the anonymized) for non- MM Disease
radiographer or echocardiographer or drug related clinical
performing the exams. abnormalities.

Reason for change: Revisions to the GSK2857916 language, update of links based on
other revisions. Per Merck guidance removed risk mitigation language from this table and
refer to Table 5 for all pembrolizumab guidance.

34. Section 4.6.3. — Overall Benefit: Risk Conclusion

Although there 1s limited human experience with GSK2857916, and no clinical
experience with the combination of GSK2857916 with pembrolizumab, given the
currently available safety data and the low likelihood of drug-drug interaction between
GSK2857916 and pembrolizumab, #combination therapy isreasenable-to-assume-that
the-combination-wall- be-prove-safe mav have an acceptable safetv profile, and may

provide anti-tumor effect in subjects with MM but this is unknown.

Of note. excess deaths were noted with pembrolizumab in combination with lenalidomide
and dexamethasone (Kevnote-185) or in combination with pomalidomide and
dexamethasone (Keynote-183) leading the FDA to suspend these phase 3 trials. in
addition to other trials of anti-PD[L] therapies in combination with ImiDs in myeloma or
non Hodgkin lymphoma were suspended . This statement does not apply to patients
taking KEYTRUDA® (pembrolizumab) for an approved indication. The safety and
efficacy of using KEYTRUDA® (pembrolizumab) for approved. on-label uses have been
proven. (https://www.fda.gov/Drugs/DrugSafety/ucm574305.htm). Considering the
measures taken to minimize risk to partieipantssubjects, the potential risks associated
with GSK2857916 in combination with pembrolizumab are justified by the anticipated
benefits that may be afforded to partietpantssubjects with MM.

Reason for change: Updated section based on currently pembrolizumab study history in
Multiple Myeloma. Revisions to the GSK and Merck standard language

35. Section 5.1 — Inclusion Criteria
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Subjects eligible for enrolment in the study must meet all of the following criteria:

1. Provide signed written informed consent, which includes compliance with the
requirements and restrictions listed in the consent form

2. Male or female, 18 years or older (at the time consent is obtained)

3. Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1
(Appendix 2)

4. Subjects must:
e Histologically or cytologically confirmed diagnosis of MM as defined according

to IMWG, 2014 [Rajkumar, 2014], and have-confirmed-diagnosis-of Multiple
Myeloma

e Hhasve undergone stem cell transplant or is te-be considered transplant ineligible,
and

e Haswes been treated with at least 32 prior lines of prier-anti-myeloma treatments,
including 3-elassess-of- drugsan-allcdating-agent; AND an IMUID (eg.tes
lenalidomide or pomalidomide), AND a proteasome inhibitor (eg., bortezomib,
ixazomib or carfilzomib) and an anti-CD38 antibody, alone or in combination.
Line of therapy are defined by consensus panel of the International Myeloma

Workshop [Rajkumar, 2011]. Iradditien;subjectmustbe-progressingon;of

within-60-detyssinee the-mostrecent-treatiment-tas-detined-be IMAWVGY
o In-additionto-theeriteria-above;-subjeetsinPart2-musthave Has measurable

disease defined as one of the following:
a) Serum M-protein >0.5 g/dL (=5 g/L)
b) Urine M-protein >200 mg/24h
¢) Serum FLC assay: Involved FLC level >10 mg/dL (>100 mg/L) and an
abnormal serum free light chain ratio (<0.26 or >1.65)

5. Subjects with a history of autologous stem cell transplant (SCT) are eligible for study
participation provided the following eligibility criteria are met:
a) Transplant was > 100 days prior to study enrolment.
b) No active infection (s).
c) Subject meets the other eligibility criteria outlined in this protocol.

6. Subject has adequate organ system functions as defined in the Table 32
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System Laboratory Values

Hematologic

Absolute neutrophil count (ANC)? >1.0 X109/L

Hemoglobin =>8.0 g/dL

Platelets >7530 X 109/L

GCeagulation

INR <E5-UEN

akRTT <15 ULN

Hepatic

Total bilirubin =125X ULN
(Isolated bilirubin >1.25xULN and-<3xULN is
acceptable if bilirubin is fractionated and direct
bilirubin <35%)

AST and ALT <425 X ULN

Renal

eGFR? =450 mL/min

Aburminui

Spot urine (albumin creatinine ratio) <500mg/g (56 mg/mmol)24k¢

Cardiac

LVEF (Echo) >50%

QTcF interval <470 msecs

1. Without Growth factor support for the past 14 days, excluding erythropoietin
2. As calculated by Modified Diet in Renal Disease (MDRD) formula
3. The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF)

NOTE: Laboratory results obtained during Screening should be used to determine
eligibility criteria. In situations where laboratory results are outside the permitted
range, the imnvestigator may retest the subject and the subsequent within range
screening result may be used to confirm eligibility.

7. All prior treatment-related toxicities (defined by National Cancer Institute- Common

Toxicity Criteria for Adverse Events (NCI-CTCAE). version 4.03. 2010) [NCI, 2010]

must be < Grade 1 at the time of enrollment except for alopecia, and Grade 2

neuropathy

8. A female subject is eligible to participate if she is not pregnant or breastfeeding, and

at least one of the following conditions applies:

e Is not a woman of childbearing potential (WOCBP)

OR

e Is a WOCBP and using a contraceptive method that is highly effective (with a

failure rate of <1% per vear), preferably with low user dependency. as described

in Appendix 8 during the intervention period and for at least 120 days after the

last dose of study intervention and agrees not to donate eggs (ova, oocvtes) for the

purpose of reproduction during this period. The investigator should evaluate the
effectiveness of the contraceptive method in relationship to the first dose of study

intervention.
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A WOCBP must have a negative highly sensitive serum pregnancy test (as required
by local regulations) within 72 hours before the first dose of study intervention.

Additional requirements for pregnancy testing during and after study intervention are
located in Appendix 8.

The investigator is responsible for review of medical history, menstrual history, and
recent sexual activity to decrease the risk for inclusion of a woman with an early
undetected pregnancy.

9. Male Subjects:

e Male subjects are eligible to participate if they agree to the following during the
intervention period and for at least 140 days after the last dose of study
intervention:

e Refrain from donating sperm

PLUS either:

e Be abstinent from heterosexual intercourse as their preferred and usual
lifestyle (abstinent on a long term and persistent basis) and agree to remain
abstinent
OR

e Must agree to use contraception/barrier as detailed below
e Agree to use a male condom and female partner to use an additional highly

effective contraceptive method with a failure rate of <1% per year as
described in Appendix 8 when having sexual intercourse with a woman of
childbearing potential who is not currently pregnant.

Reason for change: Revision of Inclusion Criteria due to update in line of therapy and
update of contraception language.

36. Section 5.2 — Exclusion Criteria

A subject will not be eligible for inclusion in this study if any of the following criteria
apply:

1. Systemic anti-myeloma therapy or an investigational drug within <14 days or five
half-lives, whichever is shorter, preceding priorte-the first dose of study drug e

2. pPlasmapheresis within 7 days prior to the first dose of study drug

3. Prior treatment with a monoclonal antibody within 30 days of receiving the first
dose of study drugs
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Has received prior therapy with an anti-PD-1, anti-PD-L1, or anti PD-L2 agent or
with an agent directed to another stimulatory or co-inhibitory T-cell receptor (e.g.,
CTLA-4, OX 40, CD137) and was discontinued from that treatment due to a
Grade 3 or higher immune related adverse event (irAE)

Current corneal epithelial disease except mild punctate keratopathy

Any major surgery within the last four weeks prior to the first dose of study
therapy

Presence of active renal condition (infection, requirement for dialysis or any other
condition that could affect subject’s safety). Subjects with isolated proteinuria
resulting from MM are eligible, provided they fulfil criteria given in Table 32
Any serious and/or unstable pre-existing medical, psychiatric disorder or other
conditions (including lab abnormalities) that could interfere with subject’s safety,
obtaining informed consent or compliance to the study procedures.

Has received prior radiotherapy within 2 weeks of start of study therapy. Subjects
must have recovered from all radiation-related toxicities, not require
corticosteroids, and not have had radiation pneumonitis. A 1-week washout is
permitted for palliative radiation (<2 weeks of radiotherapy) to non-CNS disease
History of (non-infectious) pneumonitis that required steroids or current
pneumonitis

Current active liver or biliary disease per investigator assessment defined by the
presence of ascites, encephalopathy, coagulopathy, hypoalbuminemia, esophageal
or gastric varices, persistent jaundice, or cirrhosis. Note: Stable chronic liver

disease (with-the-exeeption-of including Gilbert’s syndrome or asymptomatic
gallstones er-etherwisestable-chronte tiver-diseaseper-investigator s-assessment)

or hepatobiliary involvement of malignancy is acceptable if subject otherwise
meets entry criteria

Malignancies other than disease under study are excluded, except for any other
malignancy from which the participant has been disease-free for more than 2
years and, in the opinion of the principal investigators and GSK Medical Monitor,
will not affect the evaluation of the effects of this clinical trial treatment on the
currently targeted malignancy (RRMM). In addition, subjects with curatively
treated non-melanoma skin cancer are allowed.

Has known active CNS metastases and/or carcinomatous meningitis. Subjects
with previously treated brain metastases may participate provided they are
radiologically stable, i.e., without evidence of progression for at least 4 weeks by
repeat imaging (note that the repeat imaging should be performed during study
screening), clinically stable and without requirement of steroid treatment for at

least 14 davs prlor to ﬁrst dose of study therapv S&bjeets—wﬂa—p%%e&&ef
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medieathystable-foratleast 2-years:
14. Evidence of any cardiovascular risk defined in the protocol
a. QTCcF interval >470 msecs
b. Evidence of current clinically significant uncontrolled arrhythmias;
1. including clinically significant electrocardiogram (ECG)

abnormalities including 2nd degree (Type II) or 3rd degree
atrioventricular (AV) block.

c. History of myocardial infarction, acute coronary syndromes (including
unstable angina), coronary angioplasty, or stenting or bypass grafting
within six months of Screening.

d. Class III or IV heart failure as defined by the New York Heart Association
functional classification system (Appendix 4)

e. Uncontrolled hypertension

f. Presence of cardiac pacemaker (or defibrillator) with a predominantly
ventricular paced rhythm, limiting ECG/QTCcF analysis.

g. Abnormal cardiac valve morphology (=Grade 2) documented by
echocardiogram (subjects with grade 1 abnormalities Sl

can be entered on study). Subjects with moderate
valvular thickening should not be entered on study.

15. Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs
chemically related to GSK2857916 or pembrolizumab, or any of the components
of the study treatment.

16. Pregnant or lactating female

17. Known active infection requiring antibiotic, antiviral, or antifungal treatment

18. Known HIV infection

19. Presence of hepatitis B surface antigen (HBsAg), or hepatitis B core antibody
(HBcAb at screening or within 3 months prior to first dose of study treatment)

20. Positive hepatitis C antibody test result or positive hepatitis C RNA test result at
screening or within 3 months prior to first dose of study treatment.

NOTE: Subjects with positive Hepatitis C antibody due to prior resolved

disease can be enrolled, only if a confirmatory negative Hepatitis C RNA test

is obtained

NOTE: Hepatitis RNA testing is optional and subjects with negative Hepatitis

C antibody test are not required to also undergo Hepatitis C RNA testing

» e (HRS A o) n
B o

21. Has received a live-virus vaccination within 30 days of planned start of study
therapy. Note: Seasonal influenza vaccines for injection are generally inactivated
flu vaccines and are allowed; however intranasal influenza vaccines (e.g., Flu-
Mist) are live attenuated vaccines, and are not allowed.

22. Active autoimmune disease that has required systemic treatment in past 2 years
(i.e. with use of disease modifying agents, corticosteroids or immunosuppressive
drugs). Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid
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replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered a
form of systemic treatment.

23. Has a diagnosis of immunodeficiency or is receiving chronic systemic steroid
therapy (in dosing exceeding 10 mg daily of prednisone equivalent) or any other
chronic form of immunosuppressive therapy within 7 days prior the first dose of
study therapy

24. Has known psychiatric or substance abuse disorders that would interfere with the
subject’s ability to cooperate with the requirements of the study

25. Has had an allogenic tissue/solid organ transplant

Reason for change: Revision of Exclusion Criteria due to updates to the GSK and Merck
standard language.

37. Section 5.3 — Screening Failures

Screen failures are defined as subjects who consent to participate in the clinical trial but
are never subsequently randomized. In order to ensure transparent reporting of screen
failure subjects, meet the Consolidated Standards of Reporting Trials (CONSORT)
publishing requirements, and respond to queries from Regulatory authorities, a minimal
set of screen failure information is required including Demography, Screen Failure
details, Eligibility Criteria. Data-forsereenfatlures-will be-collected-insource

Individuals who do not meet the criteria for participation in this study (screen failure)
may be rescreened. Rescreened subjects must be assigned a new unique subject number
that is different from the initial number.

Reason for change: Revision language due to update of GSK standard.
38. Section 5.4 — Withdrawal/Stopping Criteria

Subjects will receive study treatment until disease progression, death or unacceptable
toxicity (including but not restricted to meeting stopping criteria for significant toxicity as
outlined in Section 1), or completion of pre-assigned treatment by reaching a maximum
of 325 treatment cycles. In addition, study treatment may be permanently discontinued
for any of the following reasons:

b < O i i g L thev fulfiLel

e Recurrent Grade 2 pneumonitis

subject has met any of the protocol defined safety stopping criteria (Section
54.1.)
deviation(s) from the protocol
request of the subject or proxy (withdrawal of consent by subject or proxy)
investigator’s discretion
concurrent illness that prevents further administration of study treatment(s)
study treatment must be permanently discontinued in case of pregnancy
subject is lost to follow-up
study is closed or terminated
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The primary reason study treatment was permanently discontinued must be documented
in the subject’s medical records and electronic case report form (eCRF)

If the subject withdraws the consent and discontinues from treatment due to toxicity,
‘adverse event (AE)’ will be recorded as the primary reason for permanently

discontinuation on the electronie-casereportform(eCRF).

Once a subject has permanently discontinued from study treatment, the subject will not
be allowed to be re-entered the study.

After the study treatment discontinuation, subjects will undergo end of treatment
assessments 30 days (£7 days) after the last dosing, or prior to the start of new anti-
cancer treatment (whichever occurs first). Subjects who discontinued treatment for
reasons other than PD will be followed up every 3 weeks until confirmed PD, until
initiation of a new anticancer therapy or death. All subjects with confirmed PD will be
followed for OS and next subsequent anti-cancer therapy every 3 months until the end of
study. End of study is defined in Section 5.5.2.

The following actions must be taken inrelationte fora subjects who fails to attend the
clinic for a required study visit:

Reason for change: Removal of wording related to discontinuation for achieving CR due
to update in program language, addition of pneumonitis, addition of statement related to
pregnancy. Revision of study discontinuation language

39. Section 5.4.1 — Early Discontinuation of Study Treatment after Achieving a
Complete Response (CR)

Reason for change: Deletion of section due to removal of ability to discontinue
treatment if achieving CR due to program updates.
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40. Section 5.4.1 — Safety stopping criteria

Section 5.4.2.1 Old Figure

[ Continue Study Treatment ]

vl

ALT 23xULN

Yes l

[ Discontinue Study Treatment ]

!

» Mustrefer to Liver Safety Required Actions and Follow up Assessments sectionin the Appendix

» Reportas an SAE if possible Hy’s Law case: ALT23xULN and Bilirubin22xULN (>35% direct) or
INR>1.5, if measured*

*INR value notapplicable to subjects on anticoagulants

Section 5.4.2.1 New Figure

= M subjectto be monitored weeklymustrefer to Liver Safety Required Actions and Follow up
Assessments sectien in the Appendix

5
[ Continue Study Treatment |

ULM (»35%
o No b
s it | LT | | T e

€ red™

( Discontinue Study Treatment |
+

> Mustreferts Liver Safety Required Actions and Follow up Assessments sectioninthe Appendix

= Reportas an SAE if possible Hy's Law ease: AL Tz3xULN and Bilrubinz2xULN (>35% dract) of
HR=1.5 0 measured”

"R vah e otapsicable 5 w b s on sbicoagy lams

Addition of Section 5.4.2.2; Renumbered the remainder of the section

5.4.2.2 Studv Treatment Restart or Rechallenge

If subject meets liver chemistry stopping criteria do not restart/rechallenge subject with
study treatment unless:

e GSK Medical Governance approval is eranted (as described below),

e FEthics and/or IRB approval is obtained, if required, and

e Separate consent for treatment restart/rechallenge is signed by the subject

If GSK Medical Governance approval to restart/rechallenge subject with study treatment
1s not granted, then subject must permanently discontinue study treatment and may
continue in the study for protocol-specified follow up assessments.

Reason for change: Update of the GSK standard language.
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41. Section 5.4.2.8.1 — Infusion-Related Reactions Associated with GSK2857916

Premedication is not required prior to infusion of GSK2857916 unless deemed medically
appropriate by the investigator following evaluation of infusion related reactions.
Premedication should be considered in any subject who experienced an infusion related
reaction at first or any subsequent infusion with GSK2857916

Han+-Infusion-related reactions should be managed by guidelines provided in Table 4. A
subject that experiences a Grade 4 IRR after GSK2857916, should be permanently

w1thdrawn from the study eeeu%s—da%mg—adma&s&aﬂe&e#@&@%é%—th&m&&eﬂ

Reason for change: Update of the GSK and Merck standard language.
43. Section 5.5 — Subject and study Completion
5.5.1 Subject completion

For Part 1: A subject is considered to have completed the study if the subject is treated
through the DLT determinative period or has a DLT during the DLT determinative
period, i.e., a completed subject is one who is evaluable for the determination of DLT
rate.

For Part 2, a subject is considered to have completed the study if they received at least 1
cycle of combination study treatment, and:

e The subject is followed until death, or

e The subject is followed until the end of study
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The end of study is defined in Section 5.5.2. The end of study analyses will be performed
at that time.

The eCRF should continue to be completed during the follow up period (every 3 months
(£7 days) until the ;-up-te-end of study. Please refer to Table 10 for assessments to be
completed during PFS follow-up visits or OS follow-up. OS follow-upt2-menths)-with
survival/progresston data can be based on contacting patients via phone calls/e-mails/or,
other means of communication. Subjects who cannot be contacted will be considered lost
to follow up. Follow-up data will be entered into the eCRF.

5.5.2. Study Completion

The A—end of study is defined as will-be-considered-completed-when all subjects have

been followed for 36 months from first dose of study treatment or died or withdrew

consent or are lost to follow- up or the safety stopping crlterla 1s met Whlchever occurs

Per the EU Clinical Trial Directive, the end of the study is defined as the last subject’s
last visit.

5.5.3 Treatment after the End of Study

The investigator is responsible for ensuring that consideration has been given for the
post-study care of the subject’s medical condition whether or not GSK is providing
specific post-study treatment. If a subject remains on treatment at the time end of study is
achieved they may be offered an option to extend treatment.

Reason for change: Revision of the definition of subject completion, end of treatment
and other language.
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44. Section 6.1 — Investigational Products

Product name: GSK2857916 Pembrolizumab

Dosage form: 20 mg/mL solution for infusion 100 mg/4mL solution that should be
Supplied as frozen liquid. stored under refrigeration at 2-8°C
Recommended-storage-conditions | (36-46°F).
{minus-50°Cto-minus15°C). Protect from light. Do not freeze. Do
Protect from light. Not Shake.

Route of Administration | Delivered as 30-min IV infusion, Delivered as 30 min IV infusion
Refer to SRM for details.

Manufacturer/ Source of GSK/Baxter Merck
Procurement:

Reason for change: Additions of GSK and Merck standard language.
45. Section 6.3.1. — Study Treatment Administration

For GSK2857916, please refer to the SRM for additional details on administration. For
pembrolizumab, the beth-study-drugs-the study medical staff should make every effort to
target infusion timing to be as close to 30 minutes as possible. However, given the
variability of infusion pumps from site to site, a window between -5 minutes and +10
minutes is permitted (i.e., infusion time is 30 minutes -5 min/+10 min).

Reason for change: Revision of GSK2857916 language to refer to SRM for infusion
instructions.

46. Section 6.3.1.1 — GSK2857916 Administration

GSK2857916 will be administered on Day 1 of each cycle at the assigned dose. as
approximately 30-mininfusion- Premedication is not required prior to infusion unless
deemed medically necessary by the investigator, in which case it should be administered
according to institutional recommendations. In case of infusion related reactions related
to GSK2857916 the rules outlineds in Section 5.4.1.8.1 5428+ and in Table 6 should be
followed.

Reason for change: Removal of GSK2857916 infusion timing with move to SRM for
instructions. Removal of serum cytokine language.

47. Section 6.3.1.2. — Pembrolizumab administration

Pembrolizumab will be administered using IV infusion on Day 1 of each 3-week
treatment cycle after all procedures and assessments have been completed.
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Pembrolizumab will be administered as a dose of attheflat dose-ef 200 mg using via
appreximately-a 30 min IV infusion after at least approximately 1 hour rest period after
completion of GSK2857916 infusion. Premedication is not required prior to infusion
unless deemed medically necessary, in which case it should be administered according to
institutional recommendations.

In case of IRR during or after preceding GSK2857916 infusion, the administration of
pembrolizumab will be delayed to allow for recovery to Grade 1 or less. In total, the
infusion of pembrolizumab may be delayed for up to the allowed +3 day window from
the scheduled dose date48-heurs to allow for recovery, and to accommodate scheduling
conflicts in a given cycle. If the subject does not recover from IRR to Grade 1 or less
within the +3 day window48-heuss, the dosing of pembrolizumab will be skipped in a
given cycle, and may be resumed in the next cycle.

All subjects are required to remain under observation at the study site for at least three
hours post-infusion of the last study drug administered for the first two study treatment
dosing visits. At subsequent study treatment dosing visits, for subjects who experience
infusion-related reactions, the post-infusion observation time should remain as at least
three hours; for subjects who do not experience infusion reactions, these subjects should
remain under observation for at least one hour or per the judgement of the investigator or
as per institutional guidelines.

Reason for change: Revision of Merck standard language and addition of subject
observation post all infusions.

48. Section 6.5. — Subject Specific Dose Adjustment Criteria
Revisions in this section will be highlighted and full tables may not be reproduced.

Section 6.5.1. — Dose modifications and managementreductions for GSK2857916-
related toxicity

In individual cases where, in the judgement of an investigator, waiting a full planned
Cycle (21 days) to resume treatment after delays due to toxicities would be detrimental to
the subjects’ health, the Medical Monitor should be contacted to discuss an earlier re-
start. An earlier re-start may be considered only for subjects who have recovered from
toxicity to Grade 1 or less. Dosing cannot occur more frequently than every 21 days (£3
days). In such cases, efficacy and safety assessments must remain every 3 weeks from
the initial efficacy and safety assessments (Cycle 1 Day 1), which may result in 2
separate visits (1 for disease assessment [Table 8] and 1 for dosing [Table 9]).

If GSK2857916 is held or discontinued for any toxicity, pembrolizumab is to be held or
discontinued.
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Table 4 — Dose Modification Guidelines for GSK2857916-related AEs

2. If spot urine remains
>2000ma/g (224/mg/mmol)
after 4weeks: Permanently
discontinue GSK2857916
and withdraw subject from
study; provide treatment as
clinically indicated and follow
for resolution

Toxicity Grade Recommendations to GSK2857916 T:;Zr;rgfor;g?‘tr'::;
. o Repeat within 48 hours
ES)lzr\tlarPiocnreoe:tlnlne o If confirmed: withhold therapy, institute
decrease in 6GFR | 2 If absolute treatment and monitoring as clinically
which cannot be serum indicated, and follow for resolution
lained b reatinine o Discuss any further dosing with See Table 54 for
eXpiained by _ creatinine Medical Monitora guidance on
concomitant increase from . pembrolizumab
sepsis, TLS, other baseline of "E'EI Ieélz ] :;2 y eé eeHie .—s ZG;O Hinue
severe infection >0. 5 mg/dL . e , .
with fever or mﬁmm%
dehydration Mecicat-Monitor)
Serum
creatinine>Grade
m—(w e  Provide appropriate medical treatment.
e Provide appropriate medical
>43.0 mg/dL treatment, R_(iﬁume tbrealltmentb
Elevgtgd-sepum e Permanently discontinue treatment Wi pem rolzuma
creatinine-or . only if treatment
docrease inoGFR |  O>3OX wilh GSK2657916 with GSK2857916
which-canrotbe | | (%m I +—Withhele-the-desing. Only-fesume may be continued
oanedty | | catioso(@5 Swhen
concomitant EE— . ;
severe-infection
with-feveror
dehydration
e Re-test (at least 7 days apart).
e [f not confirmed, continue
GSK2857916 at 100% dose
e |f confirmed on re-test and no clear
evidence of disease progression®
1. Interrupt treatment with
—GSK285791,6 o Resume treatment
2. Repeat testing within 4 weeks with pembrolizumab
Spot urine 22000malg 1. If spot urine <2000mg/g only if treatment
(albumin / (224/mq/mmol) may restart with GSK2857916
creatinine ratios) (or 224 GSK2857916 with 25% dose may be continued
mg/mmol) reduction
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Toxicity

Grade

Recommendations to GSK2857916

Recommendations
to pembrolizumab

GSK2857916
Treatment Related

Corneal

Management
Care

Regardless of
Grade

Steroid Eye Drops:

. If symptoms occur within the 7-day steroid eye drop

prophylaxis window, increase the frequency to 1 drop

every 2-4 hours (6-12 times daily) and continue until

symptom resolution.

) If symptoms occur after the 7-day prophylaxis window is

complete, re-start ocular steroid drops at 4x daily until

symptom resolution.

Preservative-free artificial tears:

e Increase to 1 drop as frequently as every 2 hours, as needed

Corneal events

e

Grade 1 per
GSK Scale

e Continue treatment with current dose
of GSK2857916

o (Considerophthalmelogy-consult

None

Grade 2 per
GSK Scale

¢ [f either ophthalmic exam finding or
visual acuity findings are Grade 1,
continue dosing with GSK2857916 at
current dose

e |f visual acuity and exam findings are
both Grade 2, HOLD GSK2857916

e Upon improvement of either visual
acuity or ophthalmic exam findings to
Grade 1 or baseline, resume with
current dose

o Continue-treatment-with-current-dose

Hold/Delay
treatment until

the next
GSK2857916
dose Nene
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Toxicity

Grade

Recommendations to GSK2857916

Recommendations
to pembrolizumab

Grade 3 per
GSK Scale

e Hold GSK2857916 and-censult
ophihalmology-as-seon-as-pessible
e Upon improvement of either visual
acuity or ophthalmic exam findings
to Grade 1 or baseline, resume with
25% dose reduction (for subjects
receive 1.92 mg/kg dose, continue
at 1.92 mg/kg)
e In case of recurring 2Grade 3 events,
consult GSK Medical Monitor

e Hold/Delay
treatment until

the next
GSK2857916
dose Nene

Grade 4 per
GSK Scale

o Stop treatment with GSK2857916

»—GConsultophthalmelogy-immediately
»—lf symptoms-oceur-after-the-mandatory
. .
da&. pl o '5| actic-treatment ","H

o Stop treatment
with
pembrolizumab.

o Further
treatment only
possible if
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Toxicity

Grade

Recommendations to GSK2857916

Recommendations
to pembrolizumab

o Additional topical treatment may be
prescribed, as #recommended by
ophthalmologist

o Treatment re-start may be possible
after discussion and agreement
between ophthalmologist (or
optometrist if an ophthalmologist is not
available), treating physician, GSK
Medical Monitor and possibly a GSK
ophthalmologist atthe-reduced-dose-in

only-possibleafter diseussionand

agreementbetween-the-treating

ophthatmologistthe-GSK-hih-aad
e

GSK2857916 is
allowed to
restart

Infusion Reactionze

Stop the infusion, provide medical
treatment and continue at slower pace
after resolution to Grade 0-1

Further treatment with GSK2857916
needs to be discussed with Medical
Monitor. Continuation only allowed after
recovery to < Grade 1 and with pre-
medication, and extension of infusion time
to 2-4 hours. Any future infusion needs to
be pre-medicated

See Table 86 for
guidance on
pembrolizumab

4

Permanently discontinue

Permanently
discontinue

a. _Medical Monitor may consult GSK's nephrotoxicity panel about plans to continue therapy

b. Corneal toxicity should be graded according to GSK scale for GSK2857916 treatment related Corneal Events

(Appendix 9)

c. _If symptoms resolve within one hour of stopping drug infusion, the infusion may be restarted at 50% of the original

infusion rate (e.g., from 100 mL/hr to 50 mL/hr). Otherwise dosing will be held until symptoms resolve and the

subject should be premedicated for the next scheduled dose

Section 6.5.2. — Dose modification and toxicity management for immune-related AEs
associated with pembrolizumab

Table 5 — Dose Modification Guidelines for Pembrolizumab-Related AEs
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Immune- | Toxicity Action taken to | irAE management Monitor and follow-up
related grade or pembrolizumab | with corticosteroid
AEs conditions and/or other
(CTCAEV4.0) therapies
Myocarditis | Grade 1 or2 | Withhold o Based on severity | ¢ Ensure adequate
of AE administer gvaluation to confirm
Grade 3or4 | Permanently corticosteroids etiology or exclude other
discontinue causes
All Other Grade-3,or | Withhold e Basedonseverity | e Ensure adequate
immune- Intolerable/ of AE administer evaluation to confirm
related persistent corticosteroids etiology or exclude other
AEs Grade 2 causes
Grade 3 Withhold or
discontinue
based on the
type of event.
Events that
require
discontinuation
include and not
limited to:
Gullain-Barre
Syndrome,
encephalitis
Grade 4 or Permanently
recurrent discontinue
Grade 3

New Section 6.5.3. — Dose modification and toxicity management for infusion-
reactions related to pembrolizumab

Pembrolizumab may cause severe or life threatening infusion-reactions including severe
hypersensitivity or anaphylaxis. Signs and symptoms usually develop during or shortly
after drug infusion and generally resolve completely within 24 hours of completion of
infusion. Dose modification and toxicity management guidelines on pembrolizumab
associated infusion reaction are in Table 6.
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Reason for change: Revision of language and Table based on update to guidelines for
Merck standard language. Move of Table from Section 6.12.4.

49. Section 6.10. — Treatment of Investigational Product Overdose

For this study.trial-using-afixed-doseregimen-of pembrolizamab; an overdose of

pembrolizumab will beis defined as =1000 mg or >¢5 times the indicated dose. }of

sl

No Fhereisne specific information on the treatment of overdoseage of pembrolizumab
and GSK2857916.

Reason for change: Revision of Merck standard language.
50. Section 6.11. — Lifestyle and/or Dietary Restrictions
6.11.1. - Contraception

GSK2857916 and pembrolizumab may have adverse effects on a fetus in utero.
Furthermore, it is not known if pembrolizumab has transient adverse effects on the
composition of sperm. Subjects should be informed that taking the study medication may
involve unknown risks to the fetus (unborn baby) if pregnancy were to occur during the

study.

6.11.1.1. — Female Subjects

In order to participate in the study, WOCBP must adhere to the contraception
requirement (from the day of study medication initiation) throughout the study period up
to 120 days after the last dose of study treatment. If there is any question that a WOCBP
will not reliably comply with the requirements for contraception, that subject should not
be entered into the study. Full details are in Appendix 8.
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6.11.1.2. — Male Subjects

Male subjects with female partners of child bearing potential must comply with the
feHewingcontraception requirements highlighted in Section 5.1 from the time of first
dose of study medication until 140 days after the last dose of GSK2857916. Details on
contraceptive options for subjects with a partner of childbearing potential are in

Appendix 8.

Men with a pregnant or breastfeeding partner must agree to remain abstinent from penile-

vaginal intercourse or use a male condom during each episode of penile penetration from
the time of first dose of study until 140 days after the last dose of study treatment to allow
for clearance of any altered sperm.

6.11.2. — Subjects with Contact Lenses

Subjeets-should-aveid-use-of Ceontact lenses are prohibited while on the study treatment
(from first dosing to the end of study treatment).

Reason for change: Revision of contraception language and contract lenses language
based on updated data from GSK2857916 data.

51. Section 6.12. — Concomitant Medications/Vaccinations and Non-Drug Therapies
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Subjects will be instructed to inform the investigator prior to starting any new
medications from the time of first dose of study treatment until the end of the treatment

visitstady-Hinal-Stady-Visit). Any concomitant medication(s), including non-

prescription medication(s) and herbal product(s), taken during the study will be recorded

in the eleetronte-easereportform(eCRF). Additionally, a complete list of all prior anti-

cancer therapies will be recorded in the eCRF.

Concomitant dosing of GSK2857916 with P-gp inhibitors should be avoided if possible,
unless considered medically necessary and with appropriate clinical monitoring. Please
refer to the SRM for a list of relevant P-gp inhibitors. .

Elimination pathways for GSK2857916 or cys-mcMMAF in humans have not been
characterized, and care should be exercised when combined with potent cytochrome P450
(CYP) inhibitors, CYP inducers, and transporter modulators. Please refer to the SRM for
further information.

Reason for change: Revision of P-gp inhibitors to refer to SRM and removal of
Appendix, addition of CYP restrictions introduced in program with refer to the SRM.

52. Section 6.12.1. — Permitted Medication(s)

Subjects should receive full supportive care during the study, including transfusion of
blood products, growth factors, and treatment with antibiotics, anti-emetics,
antidiarrheals, and analgesics, as appropriate.

Concomitant therapy with biphesphenatesbisphosphonates and RANKL inhibitors areis
allowed.

Subjects may receive local irradiation or elective surgery, eg. for pain control after

discussion with the medical monitor. erstabiitycontrel

Reason for change: Revision of GSK standard language and to reduce duplication.
53. Section 6.12.3. — Supportive Care Guidelines for Corneal EventsFexieity

Corneal eventstexieity, which commonly manifests as a superficial microcystic
keratopathy, has previously been reported with antibody drug conjugates, including those
conjugated to MMAF [Tannir, 2014; Eaton, 2012; Younes, 2012]. It is required that the
sites establish a close collaboration with an ophthalmologist (or optometrist, if
ophthalmologist is not available) who will be responsible for assessing subjects on study
and managing subjects who develop corneal toxicity in close communication with GSK
Medical Monitor and possibly a GSK ophthalmologist.
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Subjects will be assessed by ophthalmologists (or foptometrist, if an ophthalmologist is
not available) at baseline, and then every three weeks. If there is no change in vision and
no corneal signs consistent with toxicity at time of the cycle 4 exam, subjects may have
their ophthalmologic exams decreased to once every 3 months. If a subject subsequently
develops a change in visual acuity or other ocular symptoms, the subject should be
evaluated by an eye care professional. Intraocular pressure must be monitored if steroid
eye drops are used more than 7 days. prierte-each-dose-efeyeles 14— asymptomatic

v O 5 v,

Subjects who have signs or symptoms of corneal toxicity present at end of study will

continue to be followed monthly for up to 12 months, or until deemed clinically stable by
an ophthalmologist (or optometrist, if ophthalmologist is not available), whichever comes
first.

Reason for change: Update to GSK language related to treatment of corneal guidelines.
54. Section 6.12.4. — Supportive Care Guidelines for Pembrolizumab

Subjects should receive appropriate supportive care measures as deemed necessary by the
treating investigator. Suggested supportive care measures for the management of
AEsadverse-events with potential immunologic etiology are outlined along with the dose
modification guidelines in 6.5.2. belew— Where appropriate, these guidelines include the
use of oral or intravenous treatment with corticosteroids, as well as additional anti-
inflammatory agents if symptoms do not improve with administration of corticosteroids.
Note that several courses of steroid tapering may be necessary as symptoms may worsen
when the steroid dose is decreased. For each disorder, attempts should be made to rule
out other causes such as metastatic disease or bacterial or viral infection, which might
require additional supportive care. The treatment guidelines are intended to be applied
when the investigator determines the events to be related to pembrolizumab.

Note: If after the evaluation the event is determined not to be related, the investigator
does not need to follow the treatment guidance. {as-eutlined-below): Refer to for-dese
medification4 Table 5 for guidelines regarding dose modification and supportive care.

It may be necessary to perform conditional procedures such as bronchoscopy, endoscopy,
or skin photography as part of evaluation of the event.

Reason for change: Update to Merck standard language.
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55. Section 6.12.5. — Prohibited Medication(s)

Other Prohibited Therapies:
e Plasmapheresis is prohibited from 7 days prior to study entry through the end of
study.
het e in thi |
e Anticancer therapies other than those referred to as Studv Treatment that include but

are not limited to chemotherapy. immunotherapy. biologic therapy. hormonal
therapv (other than physiologic replacement), surgery, and radiation therapy (other than

palliative intervention as described in Section 6.12.1). Radiation therapy or surgery
may be permitted after mutual agreement of the investigator. the sponsor and the
subject.

] ] Fiod in thi !

Reason for change: Update to GSK standard language and to reduce duplicate language.
56. Section 7 — Study Assessments and Procedures

Overall revision from one Table and Events Table into four Table and Events Tables:
Screening Assessments, On Study Assessments Independent of Dosing, On Study
Assessments with Dosing, End of Treatment and Follow-up Assessments. New tables are
presented.

Table 7 Time and Events Table: Part 1 and Part 2 — Screening Assessments
Study Assessments! Screen? Notes
Informed Consent X 1. All assessments will apply to Part 1 and 2 unless stated
Baseline Demographics X otherwise. Assessments scheduled on days of dosing
Medical History X should be done prior to drug administration, unless
Physical Exam X otherwise specified.
Concomitant 2. All Screening assessments must be performed within 28
Medications X days prior to first dose unless otherwise specified. Informed
ECOG Performance Consent must be signed before any study-specific
Status X assessments are performed. Screening Assessment do not

Safety need to be repeated on C1D1 unless otherwise specified.

Ocular Exam X3 3. Screening ocular examination to be performed by an
Vital Signs (BP, HR, ophthalmologist (or an optometrist if an ophthalmologist is
Body Temperature) X not available) within 28 days prior to the first dosing. See
Weight and Height X Section 7.3_5__ for list of ophthalmic exam proogdures_
Pregnancy Test Xa 4. Perform only in women of child-bearing potential. A serum
Hematology X pregnancy test must be performed.

5. eGFR as calculated by Modified Diet in Renal Disease
X (MDRD) formula (Appendix 3)
6. Albumin / creatinine ratios (spot urine from first void).

Clinical chemistry (with
corrected calcium)

eGFR — X0 7. Troponin will be measured at the local lab (troponin | or T)
Urine D!pSt'Ck - X and a central lab (troponin 1).

Spot _U_nne (a_lbu min / X8 8. BNP to be measured locally at screening; if cardiac workup
creatinine rafio) is required due to safety concerns during the study, BNP
IR a should be measured.

CRP X 9. Tnplicate ECG measurement.

HBsAg, HBcAb, HCV

tests
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Study Assessments! Screen? Notes
Troponin X7 10. LVEF may be performed within 28 days prior to first dose.
BNP X8 To be sent for cenfral imaging storage.
12-lead ECG X8 11. Skeletal Survey: Imaging of bones for Iytic lesions by a
LVEF and valves X10 method aligned with the institutional guidance (X-ray, CT, or
assessment (ECHO) MRI). Skeletal survey results within 28 days prior to C1D1

Disease may be used for screening. Same modality used at

Evaluation Screening must be used throughout study.
Beta2 microglobulin X
Skeletal Survey X1
UPEP 24 hr urine
: X
collection
Urine immunofixation X
SPEP X
Serum Immunofixation X
Extramedullary 12. May be performed up to 28 days prior to C1D1 as screening
Plasmacytoma value. Needs to be performed by the same method
Assessment (by whole X2 throughout the study as was done at baseline (i.e. if CT/PET
body CT or whole body scan was used as baseline, subject needs to be followed by
MRI or CT/PET) CT/PET scans). Selected target lesion needs to be
Serum Kappa, Lambda measured and followed over time. For sites in Germany,
free Light chain, FLC X only MRl is allowed as imaging modality.
ratio 13. Only required for subjects with IgD/E myeloma If patient has
Calcium corrected for X IgD or IgE myeloma, then IgG/A/M testing is not required.
albumin (serum) 14. FISH testing at least for: t(4;14), t(14;16), 17p13del. FISH
lgG, IgM. lgA X results from samples taken within 60 days prior to first dose
IgD/E X13 are acceptable.
Bone Marrow 15.  Samples from within 28 days prior to first dose are
(BM) acceptable. Portion of the aspirate collected for disease
Aspiration/Biopsy assessment will be used for biomarker research, for FISH
BM aspirate for FISH X14 testing, and MRD testing MRD testing will be performed by
testing a central lab.
BM aspirate for BCMA
expression and immune X5
cell characterization
MRD testing bone X15
marrow aspirate
BM aspirate/biopsy for
Percent malignant X5
plasma cell
Health Outcomes
PRO-CTCAE X
NEI-VFQ-25 and OSDI X
Abbreviations:

BP = Blood pressure; BNP = B-type natriuretic peptide; CRP = C-reactive protein; CT = Computed tomography; eGFR
= Estimated glomerular filtration rate; ECG = Electrocardiogram; ECHO = Echocardiogram; ECOG = Eastern
Cooperative Oncology Group; FISH = Fluorescence in situ hybridization; FLC = Free light chain; HBsAg = surface
antigen of Hepatitis B virus; HBcAb = Hepatitis B core antibody; HCV = Hepatitis C virus; HR = Heart rate; Ig =
Immunoglobulin; LVEF = Left Ventricular Ejection Fraction; MRD = Minimal residual disease; MRI = Magnetic
resonance imaging; NEI-VFQ-25 = National Eye Institute 25-item Visual Function Questionnaire; OSDI = Ocular
Surface Disease Index; PET = Positron emission tomography; PRO-CTCAE = Patient-Reported Outcomes Version of
the Common Term Criteria for Adverse Events; SPEP = Serum protein electrophoresis; UPEP = Urine protein

electrophoresis;
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Table 8 Time and Events Table: Part 1 and Part 2 — On Study Assessments
Completed Independent of Dosing
Assessments! | (Week | (Week ﬁ otes
1 | 2 —
Physical Exam X X 1. All assessments will apply to Part 1 and 2 unless
Vital Signs (BP, stated otherwise. Assessments scheduled on
HR, Body X2 X X2 days of dosing should be done prior to drug
Temperature) administration, unless otherwise specified. All
Adverse Ongoi assessments from Cycle 2 can be performed +/-3
Events? ngoing days prior to the scheduled date unless otherwise
Concomitant Onaoi specified.
Medications ngoing 2. Single vital sign assessment required if dosing is
Genetics® X held. Refer to Table 9 for additional vital sign
ECOG assessments to be completed if dosing.
Performance X 3. AEs/SAEs will be assessed from first study dose.
Status 4. Informed consent for optional sub studies (e.g.
Safety genetic research) must be obtained before
Ocular Exam X5 collecting a sample. The sample will be collected
Hematology X8 X X on C1D1 prior to infusion.
Clinical 5 On-study ocul_ar exams fo be pe_rfo_rmed by an
chemistry (with - « « ophthalmologqst _(or an opt_ometnst if an
corrected ophthalmologist is not available) every three
calcium) weeks. See Section 7.3.5 _for list of oph@hal_m_ic
SOFR G X X exam procedures. If there is no change in vision
Urine Dipstick G X Qnd no corneal signs consmte_-nl with toxicity at _
INR_PTT e X X time of the cycle 4 exam, subjects may have their
: ophthalmologic exams decreased to once every 3
CRP X months. Additional exams may be performed by
Free T3, Free X X8 the eye care professional, as clinically indicated. If
T4 and TSH a subject subsequently develops a change in
LVEF and visual acuity or other ocular symptoms, the
valves X9 subject should be evaluated by an eye care
assessment :
professional. Intraocular pressure must be
(ECHO)® _ monitored if steroid eye drops are used more than
Disease 7 days.
Evaluation 6.  If completed within 72 hrs prior to the first dose,
Skeletal Survey X1 this assessment does not need to be repeated on
UPEP 24 hr X8 X Day 1 of Cycle 1. Refer to Table 11 for
urine collection comprehensive list of lab tests.
Urine X X1 7. eGFR as calculated by Modified Diet in Renal
immunofixation Disease (MDRD) formula (Appendix 3)
SPEP X8 X 8. Every 6 weeks from first dose while on study.

9. ECHOs to be done locally up to 7 days prior to
scheduled visit. On treatment ECHOs will occur
every 12 weeks from first dose and will continue
regardless of dose delays. All EHCOs will be sent

Serum for cent_ral imaging storage_-. _

Immunofixation X8 XM 10. At thfe _tlme Qf spspected disease progression or
as clinically indicated. Same modality used at
Screening must be used throughout study.

11. At time of first achieving SPEP or Urine M protein
~ 0g/dl (suspected CR) and until suspected PD
after CR or sCR.
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Treatment Period:
Study Day1 | Day8 | —7 —
Assessments! | (Week | (Week 3:‘:1:;) 30?4 LI
1 | 2 —
Extramedullary 12. Q12 weeks (£ 3 weeks) through 1 year and
Plasmacytoma then as clinically indicated. To be performed by
Assessment the same method throughout the study as was
(by whole body X2 done at baseline (i.e. if CT/PET scan was used as
CT or whole baseline, subject needs to be followed by CT/PET
body MRI or scans). Selected target lesion needs to be
CT/PET) measured and followed over time. For sites in
Serum Kappa, X6 Germany, only MRl is allowed as imaging
Lambda free X modality.
Light chain, 13. Only required for subjects with IgD/E myeloma. If
FLC ratio patient has IgD or IgE myeloma, then IgG/A/M
Calcium X6 testing is not required.
corrected for X 14. Optional Collection at time of Progressive
albumin Disease.
(serum) 15, Additional bone marrow aspirate samples may be
IgG, IgM, IgA X8 X collected at C1D8 or during every 3 week period
IgD/E™ X6 X for biomarker assessments
Bone Marrow 16. MRD assessment to be performed by a central lab
(BM) at the time of first achieving VGPR or CR, repeat
Aspiration/Biopsy MRD testing every 6 and 12 months after
BM aspirate for achieving VGPR or CR (provided VGPR/CR is
BCMA maintained).
expression and X15 X14.15 17. At the time of suspected CR for confirmation of
immune cell PC% <5% (always) or at time of suspected PD
characterization (only if not evident otherwise). Bone marrow core
MROD testing biopsy is preferred.
bone marrow X16 18. IHC only to confirm sCR at the time of
aspirate confirmation of CR bone marrow bx/aspirate is
BM performed.
aspirate/biopsy 7 19. Add|t|0na|_ assessments may be conducted fqr _
for Disease those subjects who are experience a worsening in
assessment visual function.
BM biopsy to o 20. (égl#ected pre-dose every Q6 weeks from C1 until
assess sCR
Health Outcomes
PRO-CTCAE X X X
NEI-VFQ-25
and OSDI X X X®
EORTC-QLQ-
C30 and
EORTC-QLQ- X2 X20
MY20 (Part 2
only)
Abbreviations:

AE = Adverse Event; BP = Blood pressure; CR = Complete response; CRP = C-reactive protein; CT = Computed
tomography; eGFR = Estimated glomerular filtration rate; ECHO = Echocardiogram; ECOG = Eastern Cooperative
Oncology Group; EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire 30-item Core Module; EORTC-QLQ-MY?20 = European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire 20-item Multiple Myeloma Module; FLC = Free light chain; HR = Heart rate; Ig =
Immunoglobulin; IHC = Immunohistochemistry; MRD = Minimal residual disease; MRI = Magnetic resonance imaging;
NEI-VFQ-25 = National Eye Institute 25-item Visual Function Questionnaire; OSDI = Ocular Surface Disease Index;
PC = clonal plasma cells; PD = Progressive disease; PET = Positron emission tomography; PRO-CTCAE = Patient-
Reported Outcomes Version of the Common Term Criteria for Adverse Events; Q3W = Every 3 weeks; sCR =
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Stringent complete response; SAE = Serious adverse event; SPEP = Serum protein electrophoresis; T3 =
Triiodothyronine 3; T4 = Triiodothyronine 4; TSH = Thyroid Stimulating Hormone; UPEP = Urine protein
electrophoresis; VGPR = Very good partial response

Table 9 Time and Events Table: Part 1 and Part 2 — On Study Assessments
with Dosing Days (Cycles)
o e
Stud 1|ys | £2=E35
y ylily (IE
Assessmen | (W | (W Notes
tst e | ee DOSING
* |k Cycles =
1) |2 21 days
Safety 1. All assessments will apply to Part 1 and 2 unless stated otherwise.
Infusion Assessments should be done prior to drug administration, unless
Related Vital otherwise specified. From Cycle 2, assessments can be performed
Signs (BP, X2 +/-3 days prior to the scheduled date unless otherwise specified.
HR, Body 2. Infusion vital signs must be assessed for each infusion
Temperature (GSK2857916 and pembrolizumab) at: pre-dose (within 30 minutes
) prior to SOI); post each infusion (EOI); and 1 hour post EOl. On
Weight X X dosing days with PK sampling time points, vital signs should be
Pregnancy X8 assessed prior to PK samples being drawn.
Test 3. Perform only in women of child-bearing potential. Pregnancy tests
ok MB X x4 may be either pre-dose serum or urine and should be performed
Troponin within 72 hours prior to dosing.
Spot Urine 4. Pre-dose. Troponin will be measured at the local lab (troponin | or T)
(albumin / X5, . and a central lab (troponin I).
creatinine 6 X 5. Albumin / creatinine ratios (spot urine from first void).
ratio) 6.  If completed within 72 hrs prior to the first dose, this assessment
Triplicate does not need to be repeated on Day 1 of Cycle 1. Refer to Table
12-lead X | x X7 11 for comprehensive list of lab tests.
ECG 7. Trplicate ECGs to be performed at pre-dose (within 30 minutes prior
PK and to SOI GSK2857916) and at EOI GSK2857916 (withing 5 min prior
ADA to GSK2857916 EOI) at each cycle. ECG recordings should be
Pharmacoki made after at least 10 min rest and collected 2 min apart. On days
nelics® for with PK sampling time points, ECGs should be performed prior to PK
GSK285791 samples being drawn.
6 and XX X8 |8 PKsamples to be taken (in all subjects) for both GSK2857916 and
pembrolizum pembrolizumab measurement: G1D1:  pre-dose (within 30 mins
ab prior to SOl GSK2857916), EOl GSK2857916 (+5 min), pre-dose
Immunogeni pembrolizumab (within_ 10 min prior to SOl pembrolizumab), E_OI
city (ADA) X X9 pembrolizumab (x5 min), 4 h after GSK285?91_6 SOI (=15 mln), 9h
Biomarke OR 24 h after GSK2857916 SOI (+1 h) according to the subject’s
r preference;
Soluble C1D4: one sample anytime; _
BCMA X1o X1 C1D81to C1D15: one sample anytime;
Serum C2D1 and C5D1: pre-dose (u._rlthln 30 min prior to S_OI GSK28_5?_91 6)
(cytokines/ and EOI GSK2857916 (+5 min), pre-dose pembrolizumab (within 10
chemokines) X | X min prior to SOI pembrolizumat_)))f EOI pembr_olizumab (=5 min);
11 C8D1 and C11D1: pre-dose (within 30 min prior to SOI
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31 c1 Day 1 of
a | Da
C2-C35
Study y1|y8 F
Assessmen | (W | (W Notes
ts? ee | ee m
k | & | Cucles=
1) |2 21 days
(GSK2857916; EOl GSK2857916 (=5 min);
C14D1 and every 3 cycles thereafter (i.e., C17, 20, until EOT): pre-
dose (within 30 min prior to SOI GSK2857916). In Cycle 1, in the
event the pembrolizumab infusion is delayed by at least 24 h
samples should also be taken prior to SOI pembrolizumab dose, at
EOI pembrolizumab and at 2.5 h and 7 h post pembrolizumab SOl in
addition to the time points listed above.
Plasma- 9. Pre-dose GSK285_791 6 C1 Day1 (we_ek 1), C2, C5 and every 3
cfDNA X cycles thereafter (i.e., C8, C11,_.) until EOT.
10. Serum sBCMA samples will be collected each cycle at pre-dose
(within 30 minutes prior to SOI) and at each PK timepoint in cycle 1.
11. Collect cytokine serum sample at C1D1 at pre-dose (within 30
minutes prior to SOI), EOI of pembrolizumab (5 min) (even when
infusion is interrupted or halted), 4h after GSK2857916 SOI, Sh OR
24h after GSK2857916 SOI (1 hr) according to the subject’s
preference; and at C1D8.
Treatmen
t
Administrati Day 1 of 12. A window of * 3 days is acceptable for administration of study
on of X each treatment after C1. GSK2857916 will be administered first as [V
GSK285791 ovle infusion, followed by 1 hr rest period. Refer to SRM for details.
612 Y Pembrolizumab will be administered as second, in a 30min infusion,
Administrati Day 1 of 1 hr after GSK287916 EOI, provided subject did not develop IRR
on of X each requiring intervention. If planned Cycle treatment is delayed due to
pembrolizum cycle toxicities which have resolved, if in the judgement of the investigator,
ab2 treatment needs to be initiated prior to next planned Cycle, this can
Premedicati X (at the be discussed with the medical monitor. Dosing cannot occur more
on if X start of frequently than every 21 days (+3 days).
ded® each 13. Premedication should be considered in any subject who experienced
neede cycle) an infusion related reaction at first or any subsequent infusion with
Comeal GSK2857916 and pembrolizumab_
events 14. Cornegl managem_ent information: _
managemen - Prophylaxis with steroid eye drops (such as prednisolone phosphate 1%
 Steroid or dexarr_letr_lasone 0.1%) 1 drop QID s@ar‘[ing from 1 dgy prior to infusion
é e drons and continuing for a total of 7 consecutive days. If dosing delayed for a
y pt" X X4 non-corneal event, the prophylactic steroid drops can be stopped.
pf:zze;t?ﬁggl - Prophylactic preservative-free artificial tears must be administered in
tears and each eye at least 4-8 times daily beginning on Cycle 1 Day 1 until end of
cooling freatment. o _ _
masks 4 - ﬁt the start of each_ infusion, subjects may apply cooling eye masks to
their eyes for approximately 1 hour as long as folerated.
Abbreviations:

ADA = Antibody Drug Antibody: BP = Blood pressure: ¢fDNA = Circulating free DNA: ECG = Electrocardiogram: EOI =

End of Infusion; HR = Heart rate; IRR = Infusion related reaction; PK = Pharmacokinetics; QID = 4 times a day; SOl =

start of infusion;
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Table 10 Time and Events Table: Part 1 and Part 2 — End of Treatment and
Follow-up Assessments
Endof | pes | 0s
Study Treatm
Follow- | Follo Notes
Assessments! ent :
visit | WP | W
Physical Exam X X 1. All assessments will apply to Part 1 and 2 unless stated
Vital Signs (BP, otherwise.
HR, Body X 2. Safety follow up to occur within 30 days from the last
Temperature) dose, or prior to the new anti-MM treatment (whichever
Ad Eventss X Rgféed Re(ljate 3. (F)’(l):csu [lelltg\?\rt—)ﬂp every 21 days (=7 days) for subjects who
VETSe bvents I S SAEs discontinue IP for a reason other than PD. Disease
only only evaluations will continue until confirmed PD, death, start
Concomitant of a new anticancer treatment, withdrawal of consent, or
Medications X X end of the study whichever occurs first. Once subject
Safety progresses, move to OS Follow-up.
Ocular Exam X6.7 X7 X7 | 4. The survival for MM will be documented in medical
ECOG charts. No visit necessary_ Contacts will be made via
Performance X phone calls, emails or other means of communications
Status every 12 weeks (+ 14 days) until end of study (Section
Hematology X 5.52). Subject does not need to come in for visit unless
Clinical chemistry they are being followed for corneal signs that are
(with corrected X X present at the end of study treatment.
calcium) 5. AEs will be assessed up to sa post the last dose. SAEs
Pregnancy Test X8 X X® will be assessed up to 90 days post last dose, or 45
cGER10 X days post last dose If the subject initiates a new
- — anticancer therapy (whichever is shorter), All related
Urine Dipstick X SAEs are to be collected from first dose through OS
NR_PIE X s are to be collected from first dose throug
CRP X follow-up.
SoolUn 6. Ifasubject develops signs / symptoms, or they require
ﬁ';' _r|n;e X additional treatment, e_g. topical steroid for more than 7
(a ut_m_ln fio)t days, additional assessment by an ophthalmologist (or
$rea |n|_n(1ezra l0) X optometrist, if ophthalmologist is not available) will be
FropoTrlén FeoTa implemented. Intraocular pressure should be monitored
r?jeT SI-,I ree X if steroid eye drops are used more than 7 days. See
an = Section 7.3 5 for list of exams.
12-lead ECG X 7. Subjects with decreased visual acuity or corneal signs
LVEF and valves 3 or symptoms at the end of study treatment visit will have
assessment X follow-up ophthalmic exams at 3 and 6 weeks from the
(ECHO) - last dose of study treatment and then every 6 weeks (+7
Dlsease: days) until deemed clinically stable by an eye care
Evaluati professional, or up until 1 year (whichever comes first).
L See Section 7.3 5 for list of exams.
8. Perform only in women of child-bearing potential. May
Skeletal survey Xt X' be either serum or urine.
9. Final pregnancy test (serum or urine) must be
UPEP 24 hr urine performed in women of childbearing potential 80 days
collection X X (7 days) after last study treatment.
T 10. eGFR as calculated by Modified Diet in Renal Disease
) : X6 X16 (MDRD) formula (Appendix 3)
immunofixation : = : i :
11. Albumin / creatinine ratios (spot urine from first void). .
SPEP X X L i
12. Troponin will be measured at the local lab (troponin | or
Serum -
. X6 X6 T) and a central lab (troponin [).
Immunofixation
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End of
Study Treatm A L2
Assessments! ent Follow- | Follo Notes
3
visitz | UP | w-upt

13. Obtain a triplicate ECG measurement.

14. Sent for central imaging storage.

15. At the time of suspected disease progression or as
clinically indicated. Same modality used at Screening
must be used throughout study.

16. At time of first achieving SPEP or Urine M protein ~
0g/dl (suspected CR) and until suspected PD after CR
or sCR

Extramedullary 17. In subjects with extramedullary MM, if the last

Plasmacytoma radiographic assessment occurred =28 weeks prior

Assessment (by X7 X18 withdrawal from study treatment, and PD has NOT been

whole body CT or documented otherwise, a new assessment should be

whole body MRI obtained at the time the subject withdrew from study

or CT/PET treatment. To be performed by the same method
throughout the study as was done at baseline (i.e. if
CT/PET scan was used as baseline, subject needs to be
followed by CT/PET scans). Selected target lesion
needs to be measured and followed over time. For sites
in Germany, only MRl is allowed as imaging modality.

18. As clinically indicated with same method as was done at
baseline.

Serum Kappa, 19. Only required for subjects with IgD/E myeloma. If patient
Lambda free Light X X has IgD or IgE myeloma, then IgG/A/M testing is not
chain, FLC ratio required.
Calcium corrected 20. One PK sample for GSK2857916 and pembrolizumab
for albumin X X should be collected at the end of treatment visit.
(serum) 21. Collect one ADA at least 8 weeks post last dose.
IgG, IgM, IgA X X 22. MRD assessment to be performed by a central lab at
IgD/E™® X X the time of first achieving VGPR or CR, repeat testing at
Subsequent anti- X X 6 and 12 months after achieving VGPR or CR (provided
MM Treatment VGPR/CR is maintained).
PK and 23. Only to confirm CR or suspected PD at this visit.
ADA 24. Subjects who discontinue participation in the study will
Pharmacokinetics continue to be assessed during follow-up until resolution
for GSK2857916 of visual symptoms. Continue to follow-up with subjects
and X2 via telephone who are still experiencing visual
pembrolizumab symptoms even after study discontinuation.
Immunogenicity N 25 Exit Interview to be performed within 21 days of last
(ADA) X X dose of study treatment.
Biomar
kers
Soluble BCMA X
Plasma-cfDNA X
Bone
Marrow
(BM)
Aspirati
on/Bios
Py
MRD testing bone X2 x22

marrow aspirate
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End of
Study Treatm | PFS | OS
Assessments! ent Follow- | Follo Notes
visip | U7 [ weurt
BM
agpira te/biopsy for X2 X2
Disease
assessment
BM biopsy to
assess sCR X xe
BM aspirate for
BCMA expression X2 X2
and immune cell
characterization
Health
Outcom
es
PRO-CTCAE
NEI-VFQ-25 and
0SDI x4 x24
EORTC-QLQ-C30
and EORTC- X
QLQ-MY20 (Part
2 only)
Exit Interview X2
Abbreviations:

AE = Adverse Event; ADA = Antibody Drug Antibody; BP = Blood pressure; BCVA = Best corrected visual acuity; BNP
= B-type natriuretic peptide; cfDNA = Circulating free DNA; CR = Complete response; CRP = C-reactive protein; CT =
Computed tomography; eGFR = Estimated glomerular filtration rate; ECG = Electrocardiogram; ECHO =
Echocardiogram; EOI = End of Infusion; EORTC-QLQ-C30 = European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire 30-item Core Module; EORTC-QLQ-MY?20 = European Organisation for Research
and Treatment of Cancer Quality of Life Questionnaire 20-item Multiple Myeloma Module; FLC = Free light chain; HR =
Heart rate; Ig = Immunoglobulin; IHC = Immunochistochemistry; INR = International normalized ratio; HR = Heart rate;
MRD = Minimal residual disease; MRI = Magnetic resonance imaging; NEI-VFQ-25 = National Eye Institute 25-item
Visual Function Questionnaire; OS = Overall survival, OSDI = Ocular Surface Disease Index; PD = Progressive
disease; PET = Positron emission tomography; PFS = Progression free survival, PK = Pharmacokinetics; PRO-CTCAE
= Patient-Reported Outcomes Version of the Common Term Criteria for Adverse Events; PTT = Partial Thromboplastin
Time; QID = 4 times a day; sCR = Stringent complete response; SAE = Serious Adverse Event; SOI = start of infusion;
SPEP = Serum protein electrophoresis; T3 = Triiodothyronine 3; T4 = Triiodothyronine 4; TSH = Thyroid Stimulating
Hormone; UPEP = Urine protein electrophoresis; VGPR = Very good partial response

Reason for change: Increase ease of use of the Tables by moving notes from end of the

Table to be in line with the associated assessments.

57. Section 7.2 — Efficacy

Standard disease assessments for MM will include
eontirm-strnsent-CR—the following assessments:
UPEP (24 hour), with M protein

Urine Immunofixation
SPEP. with M protein

Serum immunofixation

Corrected Calcium,
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e Quantitative Immunoglobulins (IgG, IgA, and IgM and for subjects with IgD or IgE
myeloma, quantitative IgD or IgE),

e Serum kappa and lambda free light chains and FLC ratio,

e Bone marrow aspirate and/or core biopsy at screening for baseline PC percentage and
FISH analysis; and for disease response assessment at time of suspected CR/sCR, or
PD,

e Attime of VGPR or CR, MRD testing on bone marrow aspirate,

e Imaging by CT, MRI, CT/PET or X-ray to assess EMP and bone lesions. For sites in
Germany, only MRI is allowed as imaging modality

e Skeletal survey (Screening and as clinically indicated). For sites in Germany, only
MRI is allowed as imaging modality

Response evaluation will be performed according to the International Myeloma Working
Group Uniform Response Criteria for Multiple Myeloma 2016+ [Kumar, 2016].

Clinical activity measured as Overall- Respense Rate-(ORR) which is defined as follows:

The percentage of subjects with confirmed stringent-completeresponse{sCR), eomplete

response{CR), verygoodpartial respense-{VGPR), and partialresponse(PR) as assessed
by 20146 recommendations of the International Myeloma Working Group (IMWG))

[Kumar, 2016]. Other assessments of interest like elinteal-benefitrate{CBR), PFS, TTR,
DOR, and OS may also be considered. Minimal residual disease negative rate will be
assessed in those subjects who achieve a VGPR or CR.

In subjects with extramedullary myeloma- the disease assessments have to include
imaging (e.g., computed tomography [CT] scan, magnetic resonance imaging [MRI], or
PET/et CT scan) and physical examination (as indicated for palpable/superficial lesions).
For participants with skin only involvement, skin lesions should be measured with a
ruler. Measurement of tumor size will be determined by the Sum of the Products of the
maximal perpendicular diameters of measured lesions (SPD).

Baseline serum disease assessment will be completed during screening period (within
2844 days prior to the fist dose of study medication) and baseline imaging within 282+
days prior to the first dose of study treatment. On study serum and urine based
assessments (M-protein, FLC, immunofixation) and imaging, for extramedullary disease,

will be performed as required. every2t-days{atthestartofeach-eyele);orevery4eyeles
(-ease-ofimagmgforextramedullary-disease): The final assessments will be performed

during final study visit (End of treatment visit). See the Time and Events Tables (Table
7, Table 8, and Table 10) for the schedule of assessments of anti-cancer activity.
Assessments must be performed on a calendar schedule and should not be affected by
dose interruptions/delays. For post-baseline assessments, a window of £3 days is
permitted to allow for flexible scheduling.

In subjects with extramedullary MM: if the last radiographic assessment was more than 8
or-9-weeks prior to the subject’s withdrawal from study and progressive disease has not
been documented, a disease assessment should be obtained at the time of withdrawal
from study.
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MRD negativity rate (defined as: the percentage of subjects who are MRD negative by
clonoSEQ). During treatment, testing will be performed for subjects achieving VGPR or
CR. In subjects who have achieved MRD negativity, the testing will be repeated after 6
and 12 months (provided CR is maintained) from time of first documented negative
MRD result to assess sustained MRD negativity. MRD testing will be performed by a
central lab.

Reason for change: Revision of section to clarify the efficacy measures, update IMWG
to 2016 criteria and to clarify timelines for assessments.

58. Section 7.3.1.1. — Time Period and Frequency of Detecting AEs and SAEs

All AEs will be collected from the time the first dose of study treatment is administered

until 4590 days following cessation of treatment;-er30-daysfolowingeessation
regardless of initiation oftreatmentifthe-subjeetinitiates new anticancer therapy

All SAEs will be collected from the time the first dose of study treatment is administered
until 90 days following cessation of treatment, or 45 days following cessation of study
treatment if the subject initiates new anticancer therapy, whichever is earlier. ever-the
same-time-period-asstated-abeve-for AEs: In addition, any SAE assessed as related to
study participation (e.g., protocol-mandated procedures, invasive tests, or change in
existing therapy), study treatment or GSK concomitant medication must be recorded from
the time a subject consents to participate in the study up to and including any follow-up
contact. All SAEs will be reported to GSK within 24 hours, as indicated in Section
7.3.1.6.

After discontinuation of study treatment, the investigator will monitor all AEs/SAEs that
are ongoing until resolution or stabilization of the event or until the subject is lost to
follow-up. At any time after 4530 days the investigator may report any AE that they
believe possibly related to study treatment.

Reason for change: Update of the GSK safety standard language and adjustment based
on Merck standard language.

59. Section 7.3.1.2.3—Sentine-Events (Removal of Section)
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o Acute Renal Eailure
o Seizure
S ol i Toxi ¥ | )

Reason for change: Removal of section due to update of GSK standard language.

60. Section 7.3.1.6. — Adverse Events of Special Interest

Adverse events of special interest (AESI) for GSK2857916 are corneal events,
thrombocytopenia and infusion related reactions. The severity of all AESI will be graded
utilizing the National Cancer Institute Common Toxicity Criteria for Adverse Events.
Severity of GSK2857916 treatment related corneal events will also be graded using the
GSK scale for corneal events provided in Table 16. Guidelines for dose modifications
and interruptions for management of common toxicities associated with the study
treatment(s) are provided in Table 4.

For pembrolizumab. an overdose as defined in Section 6.10 that is not associated with
clinical symptoms or abnormal laboratory results is an AESI.

Reason for change: Addition of section to clarify AEs of importance for GSK2857916
and pembrolizumab.

61. Section 7.3.2. — Pregnancy Festing-and Reporting

Do not collect pregnancy information for female subjects known to be pregnant during
the screening phase or before exposure to study.

The need for a screening pregnancy test depends on whether a female subject is of
childbearing potential or non-childbearing potential.

If a female subject is of childbearing potential, she must have a serum -human chorionic
gonadotropin (B —HCQG) pregnancy test performed within 7244 hoursdays prior to the
first dose of study treatment. Subjects with positive pregnancy test result must be
excluded from the study. Subjects with negative pregnancy test result must agree to use
an effective contraception method as described below during the study until 120 days
following the last dose of study treatment.

Details of all pregnancies in female subjects and female partners of male subjects will be
collected after the start of study treatment and until approximately 120 days.

If a pregnancy is reported, the investigator must inform GSK within 24 hours of learning
of the pregnancy and must follow the procedures outlined in Appendix 8.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered SAE.
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Pregnancy testing (urine or serum as required by local regulations) should be conducted
at the end of relevant systemic exposure plus an additional 30 days and correspond with
the time frame for female subject contraception in Section 5.1.

Reason for change: Update to the pregnancy language for GSK2857916.

62. New Section 7.3.5. — Ocular Examinations and Procedures

A full baseline ophthalmic examination for all subjects must include:

1. Best corrected visual acuity

2. Documentation of manifest refraction used to obtain best corrected visual acuity

3. Current glasses prescription (if applicable)

4. Pupillary light reflex
Extraocular muscle movements (graded from one to four with (+) sign indicating over
action, (-) sign indicating under action and 0 representing normal movements

5. Intraocular pressure measurement & time checked

6. Full anterior segment examination including fluorescein staining of the cornea:
e Anterior segment exam (slit lamp) includes: orbit/lids/adnexa, conjunctiva, sclera,

cornea, anterior chamber, iris, lens and anterior vitreous

7. Anterior segment photography of a fluorescein stained cornea
&. Dilated funduscopic exam: fundus photography with interpretation

The on treatment and follow-up ophthalmic exam must include everything except the
dilated funduscopic/ fundus photography, anterior segment photography, and extraocular
muscle movements (all of which must be performed as clinically indicated) and current
glasses prescription (if applicable). The last follow-up visit should also include anterior
segment photography of a fluorescein stained cornea. Representative images will be
collected and stored centrally.

The end of study treatment visit ophthalmic exam should match the baseline (screening)
exam.

Additional examinations should be performed at the discretion of the treating eve
specialist.

Reason for change: Addition of detailed ocular examination wording to clarify
requirements related to corneal event management.

63. Section 7.3.8. — Electrocardiogram

Triple 12-lead eleetrocardiogram(ECGs)-will be obtained at designated time points
specified in the Time and Events Table (Table 7, Table 8 and Table 10) during the study
using an ECG machine that automatically calculates the heart rate and measures PR,
QRS, QT, and eerreeted QF(QTcHintervals. At each assessment, a 12-lead ECG will be
performed by qualified personnel at the site after the subject has at least a 105 minute
rest.
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For triplicate ECGs, 3 individual ECG tracings should be obtained as closely as possible
1n succession, but no more than 2 minutes apart. The full set of triplicate ECGs should be
completed in 4 minutes or less.

The QT interval should be corrected for heart rate by Fridericia’s formula (QTcF). Refer
to Section 5.4.1.3 for QTc withdrawal criteria. ECGs will be collected and stored

centrally. Refer to the StudyPrecedures ManualHtSPMSRM) for details regarding ECG
procedures.

Reason for change: Additional instructions added for ECG tracing and clarification of
central collection.

64. Section 7.3.9:10. — Clinical Safety Laboratory Assessments

Table 11: Addition of bicarbonate as option for Total carbon dioxide, removal of CK-
MB, removal of albumin from 24-hour urine protein; addition of spot urine (albumin /
creatinine ratio) with relevant footnote, addition of Hepatitis B core antibody, removal of
INR and PTT, removal of peripheral blood biomarker sample.

Reason for change: Revision of Table 11 due to changes in laboratory tests.

65. Section 7.3.42:13. — Visual Function Questionnaire

The NEI-VFQ-25 and OSDI will be administered to subjects in different regions based
on the availability of translated versions.

Reason for change: Clarification that Visual Function questionnaires to be administered
dependent on available translated versions.

66. Section 7.4. — Pharmacokinetics
7.4.1. — Blood Sample Collection for Pharmacokinetics

Blood samples for pharmacokinetic (PK) analysis of GSK2857916 (ADC and total
monoclonal antibody[mAb]), cys-mcMMAF and pembrolizumab will be collected at the
time points indicated in Time and Events Table (Table 9 and Table 10). The actual date
and time of each blood sample collection will be recorded. The timing of PK samples
may be altered and/or PK samples may be obtained at additional time points to ensure
thorough PK monitoring. Samples for pembrolizumab will be collected and stored.
Pembrolizumab PK samples will only be analysed if clinical observations warrant it (e.g.
to rule out or confirm suspicion of DDI).

Blood samples ef-appreximately4-mE for pharmacokinetic (PK) analysis of

GSK2857916 (ADC and total mAbantibedy), cys-s-mcMMAF, and alengwith-aforther3
ml-efbloedsample for potential PK analysis for pembrolizumab will be collected at the

time points indicated in the Time and Events Tables (Table 9). Each PK sample should
be collected as close as possible to the planned time relative to the dose (i.e., time zero)
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administered to the subject on PK days. The actual date and time of each blood sample
collection will be recorded.

Details on PK blood sample collection including blood volumes, processing, storage and

shipping procedures are provided in the StudyProcedures Manua{SPMSRM).

7.4.2. — Pharmacokinetic Sample Analysis

Plasma analysis will be performed under the control of GSK Platform Technologies and
Science-Bioanalysis Immunogenicity and Biomarkers (PTS-BIB) group, the details of
which will be included in the SRM. Concentrations of GSK2857916 (ADC and total
mAbantibedy) and cys-mcMMAF will be determined in plasma samples using the
currently approved bioanalytical methodology. Raw data will be archived at the

bioanalytical site (detailed in the SRMStudyProcedures Manual).

Once the plasma has been analysed for GSK2857916 (ADC and total mAbantibedy) any
remaining plasma may be analysed for other compound-related metabolites and the
results reported under a separate GSK PTS-BIBRVF-protocol.

If analysis is warranted, concentrations of pembrolizumab in serum will be performed
under the control of Merck, the details of which will be included in the SRMStudy
Procedures Manual. Raw data will be archived at Merck’s data repository, OpenLab

(detailed in the SRMStudyProcedures Manual).

Reason for change: Clarification that addition of cys-mcMMATF levels in these samples,
update of abbreviations and clarification of BIB group name.

67. Section 7.5. — Biomarkers

7.5.1. — sBCMA Analysis

To measure any changes in the levels of soluble BCMA (sBCMA) during the study,

h ed—Sserum will be collected to
measure concentratlons of ffe%&nd—GSI%%JeeﬁﬁdsBCMA at the time points
specified in the Time and Events Tables (refer to Table 69 and Table 10).

Old Section 7-5:2—Aectivated TBNK-cells
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New Section 7.5.2 — Cytokine and Chemokine Analysis

Clusters of markers Cytokines eirewatinng-in the blood have been found to correlate with
tumor pathway activation. A broad panel of cytokines/chemokines will be evaluated at
Var—reus—ﬁmepei-n%s ycle as outhned in the Tlrne and Events Table (refer to Table 9). and

New Section 7.5.3 — Subject Stratification/Predictive Biomarkers

This is an open-label and single-arm study, no subject stratification will be performed.
BCMA exhibits varied expression across haematological malignancies and therefore,
BCMA expression at baseline may be an important predictor of response to GSK2857916
in combination with pembrolizumab. Though majority of MM subjects express BCMA,
the intensity of expression varies. To evaluate whether BCMA expression has utility in
patient stratification, malignant plasma cells at baseline will be measured for BCMA
expression by IHC andferflew-eytometry and the-expression correlated with clinical
outcome. Because BCMA can also be detected in circulation, the soluble form (sBCMA)
has the potential to serve as a surrogate for cell surface BCMA marker. This study will
correlate patient sBCMA levels with cell surface expressron and chmcal response to

Any Bblood and bone marrow samples wil-becollected during this study ardmay be used
for the purposes of measuring novel biomarkers to identify factors that may influence
advanced multiple myeloma, hematological malignancies and/or medically related
conditions, as well as the biological and clinical responses to GSK2857916 in
combination with pembrolizumab. If relevant, this approach may be extended to include
the identification of biomarkers associated with AEs

These analyses may include but not be limited to:

e Tumor/plasma-eelbone marrow BCMA receptor expression by flew-andter IHC.

e Soluble factors, including circulating cfDNA analysis eftumertissue and plasma-and
cytokine/chemokine analysis of plasma serum

J Addltlonal soluble measurements to include serum levels of ﬁteesBCMA

e RNA/DNA/gene and protein analysis of tumor tissue/bone marrow aspirate samples
New Section 7.5.4 — Tumor Biomarker Analysis

In-erderteTo further characterize the subject population, biomarkers (e.g. expression of
genes and proteins) related to the activity of the investigational compound w#Hmay be

assessed in malignant cells.

BCMA expression in the plasma cells of bone marrow aspirates or trephfines will be

evaluated at baseline by IHC andferflew-eytometry-forplasmafor tumor cell expression
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of freeBCM Areeeptors. Analysis of the immune context (immune cell characterization)
of the bone marrow asplrate samples may also be performed to analyse the tumor
microenvironment. i

B%Blrmpl—@D—l%g—aﬁd—GD%S- Addrtronal bone marrow asprrate samples may be
taken during the treatment period for biomarker research. All Additienally; bone marrow
tomer-tisste-or aspirate samples collected may be evaluated for anyDNA/RNA-~changes
additional DNA/RNA/Protein biomarker analyses. eerrelating-with-response

New Section 7.5.5 — Circulating Cell Free DNA (cfDNA) Analysis

DNARNA

eerrel&tmg—w%h—respeﬂse Tumor spec1ﬁc mrculatmg nuclelc a01d (cfDNA) levels

detected in plasma or serum have been found to correlate with increasing tumor burden
and decline following therapy. Futhermere; cfDNA in cancer subjects can harbour many
genetic alterations (mutations, microsatellite alterations, aberrant methylation), which are
generally consistent with the tumor. FhustTumor-specific circulating cfDNA has the
potential to be a useful biomarker of therapeutic response as well as offering a less
invasive blood based technique for identifying and selecting subjects for certain
treatments. Given the promise of ¢IDNA blood based test for subject selection.this
promise, cfDNAthis-test will be explored to determine whether mutations in cfDNA
correlate-with-thatin-the-tumertissue-from-whichitis-derivedcan be identified. This test
will also be explored to correlate increasing cfDNA levels with increasing tumour
burden.

Reason for change: Revisions of Biomarker section including removal of the TBNK
section, removal of peripheral blood sample and other updates.

68. Section 7.7. — Value Evidence and Outcome

Three Health-Related Quality-of-Life (HRQoL) assessments will be performed in this
study. More details about all patient questionnaires can be found in the SRM. The
following assessments will be administered to subjects in different regions based on the
availability of translated versions.

Section 7.7.1 - European Organization for Research and Treatment of Cancer
Oualltv of Life Ouestlonnalre 30-1tem Core module (EORTC OLO- C30) MD

The EORTC QLQ-C30 is a 30-item questionnaire containing both single- and multi-item
measures [Aaronson, 1993]. These include five functional scales (Physical, Role,
Cognitive, Emotional, and Social Functioning), three symptom scales (Fatigue, Pain, and
Nausea/Vomiting), a Global Health Status/QoL scale, and six single items (Constipation,
Diarrhea, Insomnia, Dyspnea, Appetite Loss, and Financial Difficulties). Scores for each
scale and single-item measure are averaged and transformed linearly to a score ranging
from 0-100. A high score for functional scales and for Global Health Status/QoL
represent better functioning ability or HRQoL, whereas a high score for symptom scales
and single items represents significant symptomatology [Proskorovsky, 2014].
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New Section 7.7.2 - European Organization for Research and Treatment of Cancer

Quality of Life Questionnaire 20-item Multiple Myeloma module (EORTC QLQ-
MY20)

The EORTC QLO-MY?20 is a supplement to the QLQ-C30 instrument used in patients
with multiple myeloma [Aaronson, 1993: Cocks, 2007]. The module comprises 20
questions that address four myeloma-specific HRQoL domains: Disease Symptoms, Side
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Effects of Treatment, Future Perspective, and Body Image. Three of the four QLQ-
MY20 domains are multi-item scales: Disease Symptoms (includes bone aches or pain,
back pain, hip pain, arm or shoulder pain, chest pain, and pain increasing with activity);
Side Effects of Treatment (includes drowsiness, thirst, feeling ill, dry mouth, hair loss,
upset by hair loss, tingling hands or feet, restlessness/agitation, acid
indigestion/heartburn, and burning or sore eyes); and Future Perspective (includes worry
about death and health in the future, and thinking about illness). The Body Image scale is
a single-item scale that addresses physical attractiveness. As with the QLQ-C30, QLQ-
MY 20 domain scores are averaged and transformed linearly to a score ranging from 0—
100. A high score for Disease Symptoms and Side Effects of Treatment represents a high
level of symptomatology or problems, whereas a high score for Future Perspective and
Body Image represents better outcomes [Proskorovsky, 2014].

Reason for change: Change in questionnaire from MDASI-MM to EORTC-QLQ-C30
and EORTC-QLQ-MY20.

69. Section 9.1.2. — Part 2: Expansion cohort

The primary goal of Part 2 is to characterize clinical activity of the combination and to
detect if meaningful response rate (ORR) can be achieved. Based on historical
information [Lokhorst, 2015] and clinical judgement, the null hypothesis has been

defined as ORR <40%ferthe-purpese-ofthisstudy. The alternative hypothesis has been
defined as ORR >60% based on clinically meamngful 1mprovement of 20% Atestwall

In Part 2. treatment-related Grade 4 or higher AEs will be continuously monitored

starting from when 5 participants are dosed. Based on the 11% Grade 4 or higher AEs
observed in the FTIH study (BMA117159). it is considered that the combination
treatment has unacceptable toxicity if observed treatment-related Grade 4 or higher AEs
is significantly higher than 12% at 1-sided alpha of 0.025.

Reason for change: Clarified that the increase of alternative hypothesis relates to clinical
improvement and addition of FDA requested stopping criteria for Part 2.

70. Section 9.2. — Sample Size Considerations

Part 1: Dose-Escalation Phase

The total number of subjects to be enrolled into Part 1 will depend on the number of
subjects needed to characterize individual dose cohorts. The sample size is not driven by
statistical considerations. However, based on assumptions that 23 different dose levels

will be tested (up to 6 subjects per dose level) it is anticipated that up to 1248 evaluable
subjects will be enrolled in Part 1.
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Part 2: Expansion Cohort

Sample size for Part 2 is estimated based on hypothesis specified in Section 9.1.2 using
the Predictive Probability design [Lee, 2008]. Details of sample size calculation are
provided in Appendix 12. The optimal design has Nmax = 28, type I error rate of 0.10
and power of 80.6%. The expansion cohort may be stopped early for futility if the
predicted probability of success is less than 1.5%. If the true ORR is 40%, the expected
sample size is 20 and the probability of early termination is 86.1%; if the true ORR is
60%, the expected sample size is 28 and the probability of early termination is 15.6%.

Reason for change: Based on FDA comment, removed original starting dose; section
revised due to sample size adjustment and corresponding calculations.

71. Section 9.4.1. — Analysis Populations

All Evaluable Subjects Population: This is the population used for decision-making at
the futility analysis during part 2 (Expansion Cohort). This will be the population for
Bayesian predictive adaptive design as defined in Section 9.5.2 and summaries of
response if data warrant. In general, subjects are evaluable if they have received at least 1
dose of treatment for both drugs and the time from the first dose to the time of data cut-
off is more than 66 days, i.e., reached the time of three planned disease assessments.
Details on deriving the evaluable population will be provided in the RAP. Subjeetsare
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Reason for change: Revised definition to allow flexibility based on possible delays with
dosing based on FTIH experience.

72. Section 9.5 — Interim Analysis

Section 9.5.1. — Part 1: Dose Escalation

During dose escalation, no formal interim analysis will be performed. Data will be
reviewed through data visualization tool to inform dose escalation decisions. The mTPI

design will be utilized to guide dose escalation/de-escalation decisions. More details of
the dose escalation procedure are described in Section 4.2.3.1.

After the last cohort of subjects in Part 1 complete the DLT observation period, a formal
interim analysis will be performed to support the RP2D decision, except for scenarios
where RP2D is clearly defined by the toxicity profile. Data considered to support RP2D
decision will include but not limited to safety, available PK profile and observed signs of
clinical activity. Details of the interim analysis will be provided in the RAP.

Section 9.5.2. — Part 2: Expansion

Continuous safety monitoring will be conducted for the expansion cohort starting from
when 5 subjects are dosed. The observed number of treatment-related Grade 4 or higher
AEs will be compared against the safety stopping rule in Table 12. Enrollment may stop
if the safety stopping rule is met based on totality of safety data. For example, if there are
3 events out of 5 dosed subjects, enrollment may stop after review of all safety data, if
there is 2 or fewer events out of 5 dosed subjects, enrollment will continue. Operating
characteristics for the safety stopping rule are provided in Appendix 11.
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Table 12 Safety Stopping Rules for the Expansion Cohort

Number of dosed subjects Stop if treatment related
Grade 4 or higher AEs
larger or equal to this
number

5 3

6-10 4

11-14 5

15-19 6

20-25 7

26-28 8

Interim analyses for ORR will start when at least 10 subjects are evaluable as defined in

Section 9.4.1. Subjects who initially received RP2D in Part 1 may also be included. The
observed number of subjects with unconfirmed response of PR or better will be compared
with the stopping boundary in Table 13. Enrolment may stop if the stopping rule is met.
Final decision will be based on the totality of data. For example, if there are 2
unconfirmed responses out of 10 evaluable subjects, enrolment may stop after review of
all available data; if there are 3 or more unconfirmed responses out of 10 evaluable
subjects, enrolment will continue.

Table 12 updated to Table 13 due to inclusion of Table 12. Table 13 was updated with
revised numbers for Decision Making Criteria for Futility Analysis based on the updated
subject total.
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Reason for change: Replaced BLRM with mTPI model for Dose Escalation part. Added
safety monitoring criteria based on rate of Grade 4 treatment related AEs due to FDA
request to add stopping criteria. Updated Part 2 Table 13 futility wording due to change
in subject number.

73. Section 9.6 — Final Analysis

Final analysis of the data captured in Part 1 and Part 2 will be undertaken at the end of

the study ( Sectlon 5.5.2). &ﬁer—&H—sabjeetﬁa&eeF&t—le&sPeﬂ%ef—ﬂa%feﬂewmg—emeﬂa—

been—pefmaﬂenﬂ-y%%&}éﬁaﬁﬁ—fmm—t-h%smdy Data from the two parts may be comblned

for some analyses at the end of the trial, as appropriate.

Reason for change: Revised criteria for end of study analysis.
74. Section 9.7.1. — Clinical Activity Analyses

The primary endpoint ORR and other applicable secondary endpoints (e.2., CBR, DoR,
TTR., TTP, PFS) will be based on the responses assessed by the investigator.

At futility interim, the primary endpoint (ORR) will be analyzed based on the All
Evaluable population. Otherwise, all efficacy endpoints will be analyzed based on the All
Treated population unless otherwise specified.

The analytical methods planned for each endpoint are described in Table 14.

Table 14 Statistical Analysis Methods for Clinical Activity Endpoints (Part 2)

Endpoint Statistical Analysis Methods

Prima Overall Response Rate (ORR) is defined as the percentage of subjects with a
confirmed PR or better (i.e. PR, VGPR, CR and sCR), according to the International
Myeloma Working Group (IMWG) Response Criteria).

The number and percentage of subjects in the following response categories will be
presented: SCR, CR, VGPR, PR, overall response (SCR+CR+VGPR+PR), minimal
response (MR), stable disease (SD), progressive disease (PD), and not evaluable
(NE). The corresponding 95% CI for ORR will also be provided. Subjects with
unknown or missing responses Wwill be treated as non-responders, i.e., these
subjects will be included in the denominator when calculating percentages of

response.

Secondary Secondary clinical activity endpoints of Part 2 of this study are CBR, DoR, TTR,
PES, TTP and MRD Negative Rate.

Clinical benefit rate (CBR), defined as the percentage of participants with a
confirmed minimal response (MR) or better per IMWG

Duration of response (DoR) is defined as the time from first documented evidence
of PR or better until disease progression (PD) per IMWG, or death due to PD
among subjects who achieve an overall response (i.e. confirmed PR or VGPR or
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CR or sCR). Responders without disease progression will be censored at the
censoring time point for TTP.

Time to response (TTR) is defined as the time between the date of first dose and
the first documented evidence of response (PR or better) for subjects who achieve
an overall response (i.e. confirmed PR or VGPR or CR or sCR).

Time to best response, defined as the time between the date of first dose and the
first best documented response (PR or better) for subjects who achieve an overall
response (i.e. confirmed PR or VGPR or CR or sCR).

Progression-free survival (PFS) is defined as the time from first dose until the

earliest date of disease progression (PD) per IMWG, or death due to any cause.
Determination of dates of PFS event and dates for censoring will be described in
the RAP.

Time to disease progression (TTP) is defined as the time from first dose until the
earliest date of PD per IMWG, or death due to PD. Determination of dates of TTP
event and dates for censoring will be described in the RAP.

For all the TTE endpoints described above, median TTE with 95% CI will be
estimated employing the Kaplan-Meier method. A Kaplan-Meier survival curve will
be generated. The number and percentage of subjects who had the event or were
censored will also be reported. In addition, PFS rate with 95% Cl at 6,

12 and 18 months will be estimated using Kaplan-Meier methods for the PFS

endpoint.

0S is defined as the time from first dose until death due to any cause. Subjects
who withdraw consent from the study or are lost to follow-up will be censored at the
time of withdrawal or lost to follow-up. Subjects who are still alive at the clinical cut-
off date for the analysis will be censored at the last known alive date or last contact
date. The last contact date will be determined by the maximum
collection/assessment date from among selected data domains within the clinical
database. Survival rate 12, 18 and 24 months will be reported from Kaplan-Meier
analysis as data permits.
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Reason for change: Revision of wording for clinical activity endpoints, clarification of
ORR and clarification of included population.

75. Section 9.7.2.2. — Adverse Events

Adverse events (AEs) will be coded using the standard MedDRA and grouped by system
organ class. Adverse events (AEs) will be graded by the investigator according to the
National Cancer Institute- Common Toxicity Criteria for Adverse Events (NCI-CTCAE),
(version 4.03, [NCI, 2010]). In addition, for GSK2857916 treatment related corneal
events, the GSK grading scale for corneal events (Appendix 9) should be used.

Characteristics (e.g. number of occurrences, action taken, grade, etc) of the following
AEs of special interest will be summarized separately:

e Corneal events

e Thrombocytopenia

e Infusion related reactions

Reason for change: Addition of specific wording related to corneal events and inclusion
of AEs which were unintentionally omitted in previous version.

76. Section 9.7.3. — Pharmacokinetic Analyses

9.7.3.1. - RawConcentrations-Time Data
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Linear and semi-logarithmic individual concentration-time profiles and mean and median
profiles (when applicable) by GSK2857916 dose will be plotted for GSK2857916
(ADCintaet and total mAb), cyss-mcMMAF, and for pembrolizumab (if tested) in Part 1.

Concentrations of GSK2857916 (ADCintaet-and total mAb), cyss-mcMMAF, and
pembrolizumab (if tested) will be listed for each subject and summarized (when
appropriate) by planned time point and dose cohort in Part 1 and Part 2.

Derived Pharmacokinetic Parameters

Pharmacokinetic analysis will be the responsibility of the CPMS Department, QSci,
GSK.

For Cycle 1, JnPartt-ofthestady; GSK2857916 and pembrolizumab (if measured)
concentration-time data will be analyzed by standard non-compartmental methods, if data

permitusing-WinNenlin. Calculations will be based on the actual sampling times recorded
during the study. From the concentration-time data, the following GSK2857916
(ADCintaet and total mADb), cys-mcMMAF, and pembrolizumab (if measured) PK
parameters will be determined as data permit, for each dose of GSK2857916 or for
pembrolizumab (if measured) and for each subject: -partd+-eyelet: area under the
concentration-time curve (AUC(0-t), AUC (0-tau) and/or AUC(0-0)), maximum
observed concentration (Cmax), time to Cmax (tmax), last time point where the
concentration is above the limit of quantification (tlast), terminal phase elimination rate
constant (Az) and terminal phase half-life (t/2). In subsequent cycles (when measured): as
welas-inpart-2:-concentration at trough (Ctrough) and end of infusion concentration will
be summarized.

Pharmacokinetick parameters will be listed and summarized descriptively (mean,
standard deviation, median, minimum, maximum, geometric mean, and the standard
deviation, CV% and 95% confidence interval of log-transformed parameters) by dose
cohort in Part 1 and Part 2.

GSK2857916 data from this study may be combined with data from other studies and
analyzed using population pharmacokinetic methods. A nonlinear mixed effects model
will be used to determine population pharmacokinetic parameters (clearances, CL and
volumes of distribution, V) and identify important covariates (e.g., age, weight, or
disease-related covariates). Summary exposure measures (e.2., Cmax, AUC) will also be
computed. Results of this analysis may be provided in a separate report.

GSK2857916 pharmacokinetic resultsPk—profite will be assessed versus the expected

profile based on previousthe data frem-the FFHH-stady BMAHA59 to evaluate the
potential impact of pembrolizumab on GSK2857916 pharmacokineticsPk.

Reason for change: Clarification of analytes measured and addition of wording that
multi-study analyses may occur.
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77. Section 9.7.4.2. — Genetic Analyses

Cell surface BCMA and sBCMA pre dosing will be quantified as a potential predictive

biomarker for clinical activity. Post dosingfree-surface BEMA-and BEMA-drug
sBCMAeemplex will be quantified to assess dynamics during treatmentprepertion-of

Reason for change: Update of wording based removal of separate assays.

78. Section 9.7.6. — Immunogenicity Assessment

For each subject, the results and titers of anti-GSK2857916 binding antibodies will be
listed for each assessment time point with time-matched GSK2857916 plasma
concentration. The frequency and percentage of subjects with positive and negative
results will be summarized for each assessment time and overall for each subject by dose
cohort. The detailed information will be included in the RAP.

Reason for change: Clarification of wording to clarify relationship of ADA and plamsa
concentrations.

79. Section 10.9. — Review Committees

Section 10.9.1 — Internal Safety Review Committee

An Internal Safety Review Committee (iSRC) will be utilized in this study and comprise
individuals who are not members of the clinical study team. The iISRC are positioned to
offer an internal, independent review of safety data to protect the interests of subjects and
ensure their safety. All efforts will be made to maintain the study integrity and validity of
study data. The schedule of planned reviews of safety data and the analysis plan for iSRC
review is described in the iISRC Charter, which is available upon request.

Reason for change: Inclusion of internal safety review committee as additional safety
component.

80. Section 12.5. — Appendix 5: Liver chemistry stopping and monitoring criteria
and required actions and follow up assessments

Section 12.5.1. — Liver Chemistry stopping criteria

Summary of changes include revision of liver chemistry criteria to specific GSK Phase
/I template information. Previously stopping criteria as specific to ALT-absolute of
ALT >3xULN and specific SAE criteria. Revised stopping criteria include the following:
ALT >5xULN, ALT increase of ALT >3xULN for >4 weeks, Bilirubin related to ALT
with >3xULN and bilirubin >2xULN (>35% direct bilirubin), INR related to ALT with
ALT >3xULN and INR >1.5, if INR measured, if ALT >3xULN and subject cannot be

269



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

monitored weekly for 4 weeks, and if ALT >3xULN is associated with symptoms
believed to be related to liver injury or hypersensitivity. Guidance and instructions related
to monitoring and follow-up have been updated.

Reason for change: Revision of section to include required Phase I/II wording per GSK
template.

81. Section 12.6.—Appendix 6 — P-gp Inhibitors
Removal of Appendix.

Reason for change: To ensure that the list of P-gp inhibitors is as current as possible
without requiring a protocol amendment, the SRM is instead referenced in the protocol.

Removal of Appendix.

Reason for change: To ensure that the updated criteria are being utilized as written, have
referred to appropriate reference for 2016 IMWG criteria throughout the document.

83. Section 12.8.18 — Appendix 810: Contraceptive Guidance and Collection of
Pregnancy Informatlon Deﬁnltlons Modtﬁed—l:*st—ef—H*ghly—EﬁeetweMeﬂwds—f%

Woman of Childbearing Potential (WOCBP)

A woman is considered fertile following menarche and until becoming post-menopausal
unless permanently sterile (see below).
If fertility is unclear (e.g., amenorrhea in adolescents or athletes) and a menstrual cycle
cannot be confirmed before first dose of study intervention, additional evaluation should
be considered.
Women in the following categories are not considered WOCBP

e Premenarchal

e Premenopausal female with 1 of the following:

= Documented hysterectomy
= Documented bilateral salpingectomy
= Documented bilateral oophorectomy

For individuals with permanent infertility due to an alternate medical cause other

than the above, (e.g., mullerian agenesis, androgen insensitivity), investigator

discretion should be applied to determining study entry.

Note: Documentation can come from the site personnel’s: review of the participant’s

medical records, medical examination, or medical history interview.

e Postmenopausal female

e A postmenopausal state is defined as no menses for 12 months without an
alternative medical cause. A high follicle stimulating hormone (FSH) level in
the postmenopausal range may be used to confirm a postmenopausal state in
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women not using hormonal contraception or hormonal replacement therapy
(HRT). However, in the absence of 12 months of amenorrhea, confirmation with
more than one FSH measurement is required.

e Females on HRT and whose menopausal status is in doubt will be required to

use one of the non-estrogen hormonal highly effective contraception methods if
they wish to continue their HRT during the study. Otherwise, they must
discontinue HRT to allow confirmation of postmenopausal status before study
enrollment.

Contraception Guidance

a. CONTRACEPTIVES2 ALLOWED DURING THE STUDY INCLUDE:
b. Highly Effective Methods® That Have Low User Dependency
c. Implantable progestogen-only hormone contraception associated with inhibition of
ovulation®
d. Intrauterine device (IUD)
e. Intrauterine hormone-releasing system (IUS)c
f.  Bilateral tubal occlusion
g. Vasectomized partner
h. Note: Vasectomized partner is a highly effective contraceptive method provided that
the partner is the sole sexual partner of the woman of childbearing potential and the
absence of sperm has been confirmed. If not, an additional highly effective method of
contraception should be used. Spermatogenesis cycle is approximately 90 days.
i.  Highly Effective Methodsb That Are User Dependent
j. Combined (estrogen- and progestogen-containing) hormonal contraception associated with
inhibition of ovulation®
k. oral
. intravaginal
m. transdermal
n. injectable
0. Progestogen-only hormone contraception associated with inhibition of ovulation¢
p. oral
q. injectable
r.  Sexual abstinence
s. Note: Sexual abstinence is considered a highly effective method only if defined as
refraining from heterosexual intercourse during the entire period of risk associated with
the study intervention. The reliability of sexual abstinence needs to be evaluated in
relation to the duration of the study and the preferred and usual lifestyle of the
participant
a. Contraceptive use by men or women should be consistent with local regulations regarding the use of
contraceptive methods for those participating in clinical studies.
b. Failure rate of <1% per year when used consistently and correctly. Typical use failure rates differ from those
when used consistently and correctly.
c. Male condoms must be used in addition to hormonal contraception. If locally required, in accordance with
Clinical Trial Facilitation Group (CTFG) guidelines, acceptable contraceptive methods are limited to those
which inhibit ovulation as the primary mode of action.
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Note: Periodic abstinence (calendar, sympto-thermal, post-ovulation methods), withdrawal (coitus interruptus),
spermicides only, and lactational amenorrhoea method (LAM) are not acceptable methods of contraception for this
study. Male condom and female condom should not be used together (due to risk of failure with friction)

Collection of Pregnancy Information

Male subjects with partners who become pregnant

e Investigator will attempt to collect pregnancy information on any male participant’s
female partner of a male study participant who becomes pregnant while participating
in this study. This applies only to male subjects who receive study intervention.

e After obtaining the necessary signed informed consent from the pregnant female
partner directly, the investigator will record pregnancy information on the
appropriate form and submit it to GSK within 24 hours of learning of the partner’s
pregnancy.

e The female partner will also be followed to determine the outcome of the pregnancy.
Information on the status of the mother and child will be forwarded to GSK

e  Generally, follow-up will be no longer than 6 to 8 weeks following the estimated
delivery date. Any termination of the pregnancy will be reported regardless of fetal
status (presence or absence of anomalies) or indication for procedure.

Female Subjects who become pregnant

e Investigator will collect pregnancy information on any female participant, who
becomes pregnant while participating in this study.

e Information will be recorded on the appropriate form and submitted to GSK within
24 hours of learning of a participant's pregnancy.

e Participant will be followed to determine the outcome of the pregnancy. The
investigator will collect follow up information on participant and neonate, which will
be forwarded to GSK Generally, follow-up will not be required for longer than 6 to 8
weeks beyond the estimated delivery date.

e Any termination of pregnancy will be reported, regardless of fetal status (presence or
absence of anomalies) or indication for procedure.

e  While pregnancy itself is not considered to be an AE or SAE, any pregnancy
complication or elective termination of a pregnancy for medical resonas will be
reported as an AE or SAE.

e A spontaneous abortion is always considered to be an SAE and will be reported as
such.

e Any SAE occurring as a result of a post-study pregnancy which is considered
reasonably related to the study intervention by the investigator, will be reported to
GSK. While the investigator is not obligated to actively seek this information in
former study subjects, he or she may learn of an SAE through spontaneous reporting.

Any female participant who becomes pregnant while participating will discontinue study

intervention.
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Reason for change: Revisions to the GSK standard language.
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84. Section 12.9.H — Appendix 9H: GSK2857916 associated Corneal Event Severity
Grading and Mitigation Strategy MIFHHGATION-STRATEGIES FOR FOR
CORNEALTOXICITY

In order to minimize the corneal toxicity, subjects must receive steroid eye drops as
prophylaxis (such as: prednisolone phosphate 1%, or dexamethasone 0.1%) 1 drop QID
starting 1 day prior to each GSK2857916 infusion, and continuing for a total of
consecutive 7 days. Other equivalent eye drops may be considered after confirming with
GSK. Omission or discontinuation of prophylactic steroid eye drops may be allowed
under certain circumstances (€e.g., in the setting of intolerability, contraindication, or
toxicity secondary to steroid eye drops) upon discussion with the Medical Monitor.

Prophylactic preservative-free artificial tears should be administered in each eye at least
4-8 times daily, beginning on Cycle 1 Day 1 until the End of Treatment (EOT). Allow at
least 5-10 minutes between administration of artificial tears and steroid eye drops. In the
event of ocular symptoms (e.g., dry eyes), the use of artificial tears may be increased up
to every 2 hours as needed.

While not vet clinically demonstrated, it is theoretically possible that the application of a
cooling eye mask during GSK2857916 administration, and in the first few hours after
infusion may subsequently decrease ocular side effects. On the day of infusion at the
discretion of the participant and the investigator, the following may be considered:

e Beginning with the start of each GSK2857916 infusion, subjects may apply cooling
eye masks to their eves for approximately 1 hour or as much as tolerated.

e Subjects may continue using the cooling eye mask beyond the first hour for up to 4
hours. Further use beyond 4 hours is at the patient’s discretion.

Subjects must avoid the use of contact lenses during the study.

An ophthalmology (or optometrist, if an ophthalmologist is not available) consult is
required for all subjects who develop signs or symptoms of corneal toxicity or require
steroid eye drops for more than 7 days.

A summary of prophylactic interventions for corneal toxicity associated with
GSK2857916 is provided in Table 15. Corneal toxicity must be graded according to the
guidelines provided in Table 16. Additional guidance on grading visual acuity changes
provided in Table 17.
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Table 15 Prophylactic measures for corneal Events associated with GSK2857916

Prophylactic
Measure?

Dose and Administration

Timin

Steroid eye dropsP

Prednisolone phosphate 1%, or

Begin 1 day prior to each dose of

dexamethasone 0.1%, or
equivalent, 1 drop QID

GSK2857916 infusion, and continuing for
a total of consecutive 7 days

Preservative-free

Administer in each eye at least

Administer daily beginning on Cycle 1

artificial tears

4-8 times daily

Day 1 until EOT. Allow 5-10 minutes
between administration of artificial tears
and steroid eye drops

Cooling eye mask

May apply cooling eye mask to

During GSK2857916 infusion

both evyes for approximately
1 hour or as much as tolerated

administration in the first hour for up to 4
hours, as tolerated

a. Dose modifications and treatment for ocular toxicities are discussed in Section 6.5.

b.  Omission or discontinuation of prophylactic steroid eye drops may be allowed under certain circumstances (e.g.,

in the setting of intolerability, contraindication, or toxicity secondary to steroid eye drops) upon discussion with the

Medical Monitor.
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Reason for change: Revisions to the GSK standard language in management and
grading of corneal events.
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84. Section 12.11 — Appendix 11: Operating Characteristics of Safety Stopping Rule
for Expansion Cohort

Figure added to provide visualization for stopping rule as defined in Section 9.5.2.

Reason for change: FDA requested stopping criteria be established for Part 2 subjects.
Figure provides characteristics of stopping rules.

85. Section 12.12 — Appendix 12: Sample Size Calculation for the Expansion Cohort

Information and figure providing details for hypothesis of study as described in Section
9.2.2.

Reason for change: Additional detail for reviewers.
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Amendment (2

Where the Amendment Applies

Protocol Amendment 02 applies to all sites and countries.
Amendment Changes with Rationale

The Amendment 01 dated 26 SEP 2018 is replaced by Amendment 02 dated 26 FEB
2020.

The following substantive protocol changes have been implemented based on review and
comments from global agencies, inclusion of items noted in protocol clarification letters,
revisions due to discrepancies, revision of study drug related language and other
clarifications noted since Amendment #1. Revisions to the Table and Events Tables will
be noted as summaries with changes to assessments and/or notes as summaries.
Additionally, administrative corrections of minor typographical, and/or inconsistent
language throughout the protocol were made as well as an update to the Reference
section.

Original text is displayed as strikethrough indicates replaced or removed text. New text is
displayed as underline. If applicable, revisions within the tables will be displayed as
summarized text; revisions to figures will be summarized with text. Administrative
changes will not be displayed in the summary of changes.

Summary of Changes

1. TITLE PAGE

Author (s): PPD

Reason for change: Change in author personnel.
2. SPONSOR SIGNATORY
JessieatKatzKatarina Luptakova, MD;PhD— Date

Project Physician [LeadPireetorClinical Development

Reason for change: Change in personnel for sponsor signatory.

3. Medical Monitor/SAE Contact Information
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Role Name Day Time Phone | After-hours | Site Address
Number and email | Phone/Cell/
address Pager
Number
Primary | PPD PRED PPD GlaxoSmithKline
Medical 1250 South Collegeville Road
Monitor | PPD: MDPhD Mailstop UP4300
Collegeville, PA 19426, USA
PPD
Secondary | PPD PPD PPD GlaxoSmithKline
hiedien PPD 1250-Seuth-ColegeilleRand
Menttor PPD Mailstop-JP4300
SAE OAX37649@gsk.com
Reporting

Reason for change: Change in medical monitor.
4. Throughout the document:

Belantamab mafodotinGSK2857916

Reason for change: Addition and/or replacement of the compound number with the
generic name.

5. Throughout the document:

Partieipantsubjects

Reason for change: Document predominantly referred to subjects. Revised participants
to subjects for continuity.

6. Objective(s)/Endpoint(s) Part 1 and Part 2 Synopsis and Section 3:

Pharmacokinetic (PK) parameters following IV administration as data permit.

Reason for change: Removal of examples as not required in Endpoint wording.

7. Section 1 and Section 5.1 — Key Inclusion Criteria
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In adequate organ system function table, revision of footnote 1:

1. Without any Growth factor support (e.g.colony stimulating factors (including
granulocyte colony stimulating factor [G-CSF], granulocyte-macrophage colony-
stimulating factor [GMCSF], recombinant erythropoietin) or any thrombopoietin receptor
agonists) within 2 weeks before the first dose of study drugferthe pasti4-days-excluding
erythropeietin.

Female and Male Inclusion Criteria:

e [sa WOCBP and using a contraceptive method that is highly effective (with a failure
rate of <1% per year), preferably with low user dependency, as described in
Appendix 8 during the intervention period and for 9 months atleast120-days after the
last dose of study intervention and agrees not to donate eggs (ova, oocytes) for the
purpose of reproduction during this period. The investigator should evaluate the
effectiveness of the contraceptive method in relationship to the first dose of study
intervention. Contraceptive use by women should be consistent with local regulations
regarding the methods of contraception for those participating in clinical studies.

A WOCBP must have a negative highly sensitive serum pregnancy test (as required

by local regulations) within 72 hours befere-thefirst-dose-ofstudy-intervention of

dosing on C1D1 and agree to use effective contraception during the study and for 9
months after the last dose of study medication.

e Male Subjects:

e Male subjects are eligible to participate if they agree to the following from the
time of first dose of study until 6 months after the last dose of study treatment to

allow for clearance of any altered sperm duringthe-interventionperiod-andforat
least 140 days after the last dose of study intervention:

e Refrain from donating sperm
PLUS either:
e Be abstinent from heterosexual intercourse as their preferred and usual
lifestyle (abstinent on a long term and persistent basis) and agree to remain
abstinent
OR
e Must agree to use contraception/barrier as detailed below
e Agree to use a male condom, even if they have undergone a successful
vasectomy, and female partner to use an additional highly effective
contraceptive method with a failure rate of <1% per year as described in
Appendix 8 when having sexual intercourse with a woman of childbearing
potential who is not currently pregnant.

e Contraceptive use by men should be consistent with local regulations
regarding the methods of contraception for those participating in clinical
studies.

Reason for change: Revision of Inclusion Criteria due to clarification of allowed
supportive therapy prior to first dose and update of contraception language.
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8. Throughout the document: Female and Male contraception requirements:
Females:

.. threughout the-studyperiod-up-to120-days during the study and for 9 months..

Males:

..H40-days 6 months

Reason for change: Update to the contraception timeframe based on emerging PK
information and agency guidance.

9. Study Schema and Dose Escalation Schematic Figures in Synopsis and Section
4.2.1.:

Replaced GSK2857916 with belantamab mafodotin; as a result, replaced the figures.

Reason for change: Replaced compound number with generic in figures, not reflected in
text.

10. Protocol Synopsis and Section 6.12.3. Corneal Supportive Care Guidelines:
Subjects will be assessed by ophthalmologists (or optometrist, if ophthalmologist is not

available) at baseline, and then every three weeks-prior to each dose of belantamab
mafodotin for the first 4 doses. After the 4th dose of belantamab mafodotin, i} there are

510 smmﬁcant ocular stptoms or V1s10n change s, the frequencvm—vrs&eﬂ—and—ne

of ophthalmologlc exams may be decreased to once every 36 months until end of studV
treatment. In case of persistent or newly developed ocular symptoms or vision changes,

the H=a subject subsequenthy-develops-achange tvisualaetity-orotheroeular
symptoms;-the-subjeet-should-will have further ophthalmologic exams, at least every 3
months until resolution (to Grade 1 or baseline) or more frequently as clinically indicated
by the be-evaluated-by-an eye care specialistprofessional. Intraceularpressure-must-be

. Lif ¥ i L4 han T davs.

Reason for change: Based on benefit/risk after review of data from the primary analyses
of DREAMM-2 study it has been determined that participant symptoms should determine
the need for ophthalmology exams, and dose modifications.

11. Protocol Synopsis Translational Research

BCMA expression in the plasma cells ef-from bone marrow aspirates will be evaluated at
baseline, and at additional timepoints if available, by IHC. THC markers may include but
will not be limited to: BCMA, Blimp1, CD138, and CD38.

Soluble BCMA (sBCMA)_concentrations in serum will be fellewed-evaluated in all
subjects.
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Reason for change: Clarification of wording.
12. Section 2.2.2. Nonclinical Pharmacokinetics:
Removed the section wording and replaced with:

Detailed information is available in the Investigator’s Brochure [GlaxoSmithKline
Document Number 2013N175128 06].

Reason for change: Reduction of length of document by reference to updated
Investigator Brochure document that contains the revised information.

13. Section 2.2.3. Toxicology

Removed/revised the section wording:

A range of nonclinical toxicology studies have been conducted to support the intravenous
administration of belantamab mafodotinGSK28579+6 to humans. Detailed information is

available in the Investigator’s Brochure [GlaxoSmithKline Document Number
2013N175128 06].

Reason for change: Reduction of length of document by reference to updated
Investigator Brochure document that contains the revised information.

14. Section 2.2.5 Effects in Humans (belantamab mafodotin)

Data from two belantamab mafodotin single agent studies conducted in heavily pre-
treated RRMM patients (Q3W schedule via IV administration) is summarized below.

In the FTIH study BMA117159/DREAMM 1 (NCT02064387). as of 28 August 2018
primary analysis data cut-off, a total of 73 subjects with RRMM received at least 1 dose
of belantamab mafodotin frozen drug product ranging from 0.03 mg/kg to 4.6 mg/kg
once every 3 weeksin BMAI7159 [GSK2857916 IB]. Subjects were heavily pre-treated:
57% of subjects had 5 or more prior lines of therapy. Data from DREAMM 1
demonstrates a manageable safety profile with thrombocytopenia and corneal events
being the most frequently reported AEs. All subjects in Part 2 (MM patient population)
initiated belantamab mafodotin treatment at 3.4 mg/kg and experienced at least one AE.
The most common events occurring in >30% of subjects were corneal events,
thrombocytopenia (including the preferred term platelet count decreased), nausea,
fatigue, anemia, and aspartate aminotransferase increased. In Part 2, Grade 3/4 AEs were
reported in 29/35 subjects (83%) and SAEs were reported in 17/35 (49%) subjects. The
most common SAEs were lung-associated infections, pneumonia, pyrexia, and IRR.

Corneal events are the most frequently reported adverse events associated with
belantamab mafodotin in the clinic, which include keratopathy (microcyst-like superficial
deposits in the corneal epithelium), blurred vision, dry eyes and photophobia. These
findings are consistent with those previously reported with other antibody drug-
conjugates utilizing monomethyl auristatin F in terms of manifestation and incidence of
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events [Donaghy, 2016; Eaton, 2015]. In part 2 of DREAMM 1, corneal events were
reported in 24/35 (69%) subjects, most commonly blurred vision (18/35; 51%), dry eye
(13/35: 37%) and photophobia (10/35; 29%). Most subjects experienced Grade 1 or 2
corneal events (19/35; 54%); 5 (14%) subjects had Grade 3 events. The median duration
of corneal events for subjects with a resolution date (n = 16) was 35 days (range 5-442).
Corneal events led to dose reduction in 16 (46%) subjects, and dose interruptions or
delays in 17 (49%) subjects [Trudel, 2019].

Thrombocytopenia/platelet count decreased was reported in a total of 40 subjects (55%)
in the All Treated Population (N=73), and 22 subjects (63%) in Part 2 (N=35).
Belantamab mafodotin may cause transient worsening of thrombocytopenia in some
subjects, but in most cases these events are resolved during between-dosing intervals. In
the Part 2 MM population, two serious bleeding events were reported: intracranial
hemorrhage in a subject with a history of an intracranial bleeding in the setting of disease
progression, and hematuria in a subject with a large bladder mass in the setting of
progressive disease.

As of the efficacy cut-off date of 31 August 2018, a total of 35 subjects were treated at
the 3.4 mg/kg dose in Part 2 of the ongoing DREAMM 1 study. The ORR was 60% (95%
CI: 42.1, 76.1): comprised of PR, 6%: VGPR, 40%: CR, 9%: and stringent CR (sCR),
6%. The median duration of response (DoR) was 14.3 months (95% CI: 10.6, NR). The
median PES (mPES) in this population was 12.0 months (95% CI: 3.1, NR). For subjects
refractory to both IMiDs and PIs (n = 32/35), the confirmed ORR was 56% (95% CI:
37.7, 73.6) and mPFS was 7.9 months (95% CI: 2.3, Not Estimable [NE]) [Trudel, 2019].

A Bayesian logistic regression model (BLRM) was used to determine the dose-response
relationship for both ORR and >Grade 2 corneal event rate (as determined by NCI-
CTCAE Version 4.0) based on data from all 73 subjects with RRMM in DREAMM 1.
The model showed that the posterior probability of observing an ORR >30% is 100% in
the 3.4 mg/kg dose group and 83% in the 2.5 mg/kg dose group. Similarly, the posterior
probability of observing >Grade 2 corneal event rate is also higher in the 3.4 mg/kg dose
group. Based on this analysis, these two doses (2.5 and 3.4 mg/kg) were selected for
further evaluation.

The ongoing Phase II study 205678/ DREAMM 2 (NCT03525678) is evaluating these
two IV single agent doses (2.5 and 3.4 mg/kg) administered Q3W until disease
progression in subjects who have failed at least 3 prior lines of anti-myeloma therapy,
including an anti-CD38 antibody, and who are refractory to an IMiD and a proteasome
inhibitor. A total of 194 subjects received frozen drug product in the main cohort and 24
subjects received 3.4 mg/kg lyophilized drug product. Preliminary data from this study
indicated no new safety signals, and the profile of adverse events was similar to the
experience in the DREAMM 1 study for both arms. Both dose levels, 2.5 and 3.4 mg/kg,
were shown to have a positive benefit/risk profile.
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Reason for change: Updated language based on updated information from First Time in
Human study.

15. Section 2.2.5.1. Pharmacokinetics

The pharmacokinetics of belantamab mafodotin (antibody-drug conjugate, including the
complex), total antibody (including the complex), and cys-mcMMAF were investigated
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in 70 subjects participants after IV administration at doses of 0.03 to 4.60 mg/kg in a
preliminary analysis of BMA117159 (data as of 26 June 2017). Maximum
concentrations of belantamab mafodotin and total antibody were observed at or shortly
after the end of infusion (EOI), whereas maximum cys-mcMMAF concentrations peaked
approximately 24 hours after dosing. There was limited accumulation of belantamab
mafodotin or cys-mcMMAF during subsequent cycles. [GlaxoSmithKline Document
Number 2013N175128 06].

The pharmacokinetics of belantamab mafodotin were linear over the range of doses
tested, with exposure of all analytes increasing proportionately with increasing dose and
were well-described in a preliminary population PK analysis using conventional
allometry. On a molar basis, plasma concentrations of cys-mcMMAF were <1% of
belantamab mafodotin. Total plasma clearance of belantamab mafodotin was 0.37 L/day,
and the mean steady-state volume of distribution was 4.2L. The model-predicted
terminal phase elimination half-life of belantamab mafodotin was 8.2 days (95% CI: 6.4
to 10.1), in keeping with the loglinear model estimate (8.7 days).

Reason for change: Updated language based on updated information from First Time in
Human study.

16. Section 2.4 Assessment of Nonclinical Data for Belantamab Mafodotin when Co-
Administered with Pembrolizumab

.. In addition, the starting dose of belantamab mafodotin GSK2857916 in this
combination regimen has been selected to be 1 dose level below a dose that has been
shown to be well tolerated durlng the belantamab mafodotln GSJQ85—7-9-1-6 monotherapy
dose escalation—Fhe ; F
app%e*rmateky%ﬂess—th&a—th&deeh*eeksafedes&eﬁ@é%% and should prov1de
a sufficient safety margin when pembrolizumab is added at 200 mg. In addition, close
clinical monitoring will be implemented.

Reason for change: Updated language to simplify the dose reduction wording based on
dose level.

17. Section 4.2.3.2 Completion of Dose Escalation and the Recommended Phase 2
Dose (RP2D)

The dose escalation will complete when RP2D is determined. A dose level at or below
the pre-specified max dose of 3.4 mg/kg may be selected as RP2D in combination with
the fixed dose of 200 mg pembrolizumab. All available data from Part 1 will be
analyzed. The totality of the dData eenstderedfor RP2D-seleetion-will-includinge, but not
be limited to, safety, available PK profile, and observed signs of clinical activity will be
considered for the RP2D selection of belantamab mafodotin to be admistered in
combination with pembrolizumab. If necessary, alternative doses and schedules can be
explored to determine additional clinically active regimens. ...

Reason for change: Revision of language to allow flexibility and revision of subject
numbers. Consolidation of language.
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18. Section 4.6.1 Risk assessment

There is a risk of overlapping toxicities with the combitnation of belantamab mafodotin
and pembrolizumab. Potential overlapping toxoicities and risk mitigation plans are
provided in Table 2. The frequency and intensity of these assessments will allow
Investigators and GSK to identify and to react to potential worsening of toxicities.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Potential overlapping toxicities for Investigational-Product (belantamab mafodotin in

combination with pembrolizumabGSK2857916)

Changes on Ocular
Corneal-examination

Belantamab mafodotin: Changes in corneal epithelium on ocular
examination have been frequently observed with belantamab mafodotin.

events-with
belantamab mafodotin

This was most commonly associated with: blurred vision, dry evyes,
photophobia, and changes in visual acuity.

Eye disorders
associated with

pembrolizumab

Pembrolizumab: Eye disorders including dry eye, uveitis, and rarely
Vogt-Koyanagi-Harada syndrome have been reported with

pembrolizumab.

take-severalweeks:

Active monitoring for corneal events according to Table 4.

D o use of sterol

Timely evaluation and management by an ophthalmologist
(or an optometrist if an ophthalmologist is not available) eye

care-professional-upon developing corneal related events
(see Section 6.5.1 and Appendix 9).

Recommendations for dose delays / reductions are provided
in Section 6.5.1.

Infusion related
reaction

Belantamab mafodotin: IRRs were reported in patients treated with

belantamab mafodotin. Most IRRs observed to date were Grade 1 to 2
and manageable with medical treatment.

Pembrolizumab: Pembrolizumab may cause severe or life threatening
infusion-reactions including severe hypersensitivity or anaphylaxis.
Signs and symptoms usually develop during or shortly after drug

Subjects will be closely monitored for signs of IRR.
Premedication prior to first infusion of belantamab
mafodotinGSK2857946 is not mandatory but may be
considered based on investigator judgement.

If an [RRinfusion-related-reaetion occurs during belantamab
mafodotin administration—ef-GSK2857916-the management
may follow guidance in Table 4 or local standard of care.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

infusion and generally resolve completely within 24 hours of completion

Management of pembrolizumab infusion reactions is

of infusion.

provided in Table 6.

Thrombocytopenia

Belantamab mafodotin: Thrombocytopenic events of all grades (1-4)
are among the most common AEs associated with belantamab
mafodotin.

Pembrolizumab: Thrombocytopenia has been reported with
pembrolizumab therapy.

Hematological panels are assessed frequently. Supportive
therapy (including transfusions) is provided according to
standard medical practice, and dose reductions or treatment
discontinuations are outlined in Section 6.5.

Neutropenia

Belantamab mafodotin: Neutropenic events, including febrile

neutropenia have been observed with treatment with belantamab
mafodotin,

In a study of belantamab mafodotin in combination with lenalidomide/
dexamethasone, two fatal cases of severe infections associated with
neutropenia have been observed.

Pembrolizumab: Neutropenia has been reported with pembrolizumab

Hematological panels are assessed frequently.

Consider prophylactic antibiotics, per physician discreation
and local institutional guidance, in subjects with Grade 3-4

neutropenia even if afebrile.

Immediately hospitalize subjects with febrile neutropenia
and initiation appropriate management, per local institutional

guidance.

Consider additional supportive treatment(s) per local

practice (e.q., therapy-{growth factors).
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

—antbiotics. - infoch . -
according-to-standard-medical-practice,-and-dDose
reductions or treatment discontinuations are outlined in
Section 6.5

Potential for
cardiotoxicity related
to an inflammatory
response with
belantamab mafodotin

Belantamab mafodotin: Nonclinical studies, predominantly in monkey,

Subjects with significant cardiac risk factors will be excluded

increased activation of macrophages was noted in a number of organs

from study participoation.

at =3 mag/kag/week, reflective of a systemic inflammatory response.
Minimal inflammatory changes (inflammatory cell infiltrate and/or
haemorrhage) were also noted in hearts (atrial epicardium, ventricle

Cardiac disorders
associated with

pembrolizumab

endocardium) of single monkeys, which were nonadverse and
reversible.

Incidence of cardiac events reported to date with belantamab mafodotin

was relatively low and mostly grade 1-2.

Pembrolizumab: Cardiac disorders including pericarditis, pericardial

effusion, and myocarditis, have been reported with pembrolizumab

Close monitoring of vital signs and ECG, troponin, and
ECHO will be performed.

Treatment as medically indicated. Monitoring of other
cardiac parameters as clinically indicated.

Dose modifications for myocarditis with pembrolizumab are
provided in Table 5.
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Potential Risk of Summary of Data/Rationale for Risk Mitigation Strategy
Clinical Significance
| liti oKl have | . i,
Hepatotoxicity Belantamab mafodotin: In nonclinical studies liver is a target organ for | Only subjects with well-preserved liver function per the
toxicity, with increased liver weights and/or raised hepatobiliary enzymes | inclusion/exclusion criteria will be allowed on study.
and transaminases observed | both rat and monkey. These changes in
the liver were without clinical conseguence in the shorter duration Subjects with Hepatitis B (HBV) and C will be excluded.
studies and in the rat 13-week study. In the monkey 13-week study,
progression of liver toxicity to include minimal multifocal hepatocellular | frem-the-trialLiver function tests will be frequently monitored.
necrosis was observed at all doses administered (=3 mg/kg/week). in-all-subjects-on-study-and-in case of liver abnormalities,
Mild elevations of liver enzymes have been reported in some patients mana_gement_wﬂl be |mpIemelnted accolrdlng .to (_;Ilnlcal .
reated with belantamab mafodotin practice. Subjects that meet liver stopping criteria (Section
' 5.4.1.1) will be withdrawn from the study.
Pembrolizumab: Hepatitis has been reported with pembrolizumab
treatment.
Nephrotoxicity Belantamab mafodotin: Non-clinical safety studies have demonstrated

Onlysubjects-with-well-preserved-kidney-function-wilkbe
allowed-on-study—During-the-study-sSubjects will be

monitored for kidney function by assessing creatinine,
eGFR, electrolytes, and albumin/creatinine rations (spot

uring). pm@h%mhemm%hwm%eeﬂeehe&andﬂaibamm

study. Severe tubular degeneration/regeneration and marked
glomerulonephritis exacerbated by immune complex disease, likely
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

associated with ADA, led to the early euthanasia of one monkey
following 5 weekly doses of 10 ma/kg.

No significant renal findings were reported from study BMA117159.

Pembrolizumab: Renal disorders, including nephritis and acute kidney

Subjects will be educated about the need of maintaining
adequate urinary output.

Management will be implemented according to clinical
practice.

Dose reductions and treatment stopping criteria will be
applied according to Section 6.5.

Dose modifications for nephritis and renal dysfunction with
pembrolizumab are provided in Table 5.

Pulmonary toxicity
(pneumonitis)

Belantamab mafodotin: Nonclinical safety experiments have
demonstrated the presence of progressive microscopic changes in the
lungs (prominent alveolar macrophages associated with eosinophilic
material; mixed perivascular/neutrophilic inflammation) in rats at all
doses tested.

To date no significant pulmonary toxicity has been reported in clinical
trials.

Pembrolizumab: Pneumonitis has been reported with pembrolizumab

treatment.

Monitoring for clinical signs and symptoms potentially
related to pulmonary toxicity. Further diagnostic tests and
management will be implemented immediately according to
recommendations provided in Section 6.5.1.

Dose modifications for pembrolizumab are provided in Table
5.
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Immunesuppression

Potential for Other

Laboratory
abnormalities

Belantamab mafodotin: An increased magnitude of AST relative to
ALT consistent with increased skeletal troponin | was observed in the
single dose monkey study. Increased skeletal troponin | and/or creatine
kinase and aldolase was observed in the rat 3-week study.

Cases of elevated aspartate aminotransferase (AST), lactic
dehydrogenase (LDH) and creatine kinase (CK) alone or concomitant
with no clear clinical correlate have been observed in clinical studies.

Pembrolizumab: AST and ALT increase have been reported with
pembrolizumab treatment.

Laboratory parameters will be monitored as outlined in
Section 7.

Subjects with significant laboratory elevations (=x3 ULN)
should, where possible, have a sample sent to central
testing of CK and LDH isoenzyme levels.

Dose modifications for pembrolizumab ALT and AST
elevations are provided in Table 5.

Embryo-Fetal Toxicity

Belantamab mafodotin: Nonclinical reproductive studies with

belantamab mafodotin have not been conducted. Embryo-fetal toxicity is

expected due to the cytotoxic component, cys-mcMMAF via nonspecific
uptake and/or BCMA-mediated toxicity (due to reports of BCMA
expression in human placental cells [Langat et al, 2008]).

Use of belantamab mafodotin in pregnant women may cause fetal harm.

Pembrolizumab: Animal reproduction studies have not been conducted
with pembrolizumab; however, in murine models of pregnancy blockade
of PD-L1 signaling has been shown to disrupt tolerance to the foetus
and to result in an increased fetal loss. These results indicate a potential
risk, based on its mechanism of action, that administration of
pembrolizumab during pregnancy could cause fetal harm, including
increased rates of abortion or stillbirth.

See Contraception requirements in Section 6.11.1.

Risks Related to Belantamab mafodotin not listed under potential overlapping toxicities
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Potential Risk of
Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Immunosuppression

In non-clinical studies belantamab mafodotin has been associated with
decrease in immunoglobulins in monkeys at all doses. An increase in
immunoglobulins was seen in rats (rats are not an antigen specific

species for belantamab mafodotin).

MM subjects frequently are immunodeficient due to the underlying
condition. Assessment of changes in immunoglobulin levels is
challenging in patients with MM.

Subjects who have active infection will be excluded.

Subjects will be monitored for infections and those who
develop infection will receive immediate treatment according

to standard practice.

Impaired Male and
Female Fertility

In animal studies, belantamab mafodotin treatment has resulted in
testicular toxicity and adverse effects on spermatogenesis. Reversibility
of testicular toxicity is unknown at this time.

In addition, luteinized non-ovulatory follicles were observed in the
ovaries of rats after 3 weekly doses. Ovarian toxicity not observed
following 12 weeks off dose and only after weekly dosing.

Men who may wish to father children in the future will be
advised to have sperm samples frozen and stored before
treatment.

Women of child bearing potential who may desire offspring
in the future will be counselled about the option of having
eggs frozen before treatment.

See Contraception requirements in Section 6.11.1

Study Procedures

Bone marrow
aspiration/biopsy

Pain, infection, bleeding may occur after the procedure

Subjects will be treated according to institution’s practice

Incidental findings
during imaging data
acquisition

During the acquisition of imaging data (e.g.., MRI, CT, PET, ECHO),
non-MM disease or drug related clinical abnormalities could be found by
the radiographer or echocardiographer performing the exams.

All imaging scans will be reported to the site by an
appropriate imaging clinician (non-anonymized) for non- MM
Disease or drug related clinical abnormalities.
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Reason for change: Revisions to the GSK2857916 language based on updated available
information, with additional changes based on agency feedback.

19. Section 4.6.3. Overall Benefit:Risk Conclusion

Although there is limited human experience with belantamab mafodotinGSK2857916,
and no clinical experience with the combination of belantamab mafodotinGSK28579+6
with pembrolizumab, given the currently available safety data and the low likelihood of
drug-drug interactions between belantamab mafodotinGSK28579+6 and pembrolizumab,
combination therapy may have an acceptable safety profile. Additionally, the
combination ;-and-may provide anti-tumor effect in subjects with MM; but this is
unknown.

Of note, excess deaths were noted with pembrolizumab in combination with lenalidomide
and dexamethasone (Keynote-185) or in combination with pomalidomide and
dexamethasone (Keynote-183) leading the FDA to suspend these phase 3 trials, in
addition to other trials of anti-PD[L] therapies in combination with IMmiDs in myeloma
or non- Hodgkin’s lymphoma were suspended . Please refer to Section 2.3.3 for
additional information. This statement does not apply to patients taking KEYTRUDA
(pembrolizumab) for an approved indication. The safety and efficacy of using
KEYTRUDA (pembrolizumab) for approved, on-label uses have been proven.
(https://www.fda.gov/Drugs/DrugSafety/ucm574305.htm). Considering the measures
taken and, described in Section 7, to minimize risk to subjects, the potential risks
associated with belantamab mafodotinGSK28579146 in combination with pembrolizumab
noted in Section 4.6.1 are justified by the anticipated benefits that may be afforded to
subjects with MM.

Reason for change: Clarification of language.
20. Section 5.1 Inclusion Criteria
Note related to adequate organ function table:

NOTE: Laboratory results obtained during Screening should be used to determine
eligibility criteria. In situations where laboratory results are outside the permitted range,
the investigator may retest the subject and the subsequent within range screening result
may be used to confirm eligibility. If laboratory results were obtained more than 72 hours
before first dose, laboratory results must be redone within 72 hours prior to first dose to
confirm eligibility.

Reason for change: Clarification of requirement of safety laboratory samples.

21. Section 5.4.1.6. Valvular Toxicity Stopping Criteria

e Ifrepeat ECHO does not reveal valve recovery to baseline within 4 weeks, then the
partietpant-subject should permanently discontinue study treatment GSK2857916-and
GSK3174998. The valve should continue to be monitored via ECHO every 4 weeks
for 16 weeks or until resolution.
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...If subject is allowed to continue on study, the dose of belantamab
mafodotinGSk2857916 will be reduced by 1 dose level.atleast 25%- ...

Reason for change: Revised language for simplification of belantamab mafodotin dose

reduction wording.

23. Section 5.5.1. Subject completion

For Part 1 and Part 2, a subject is considered to have completed the study if they received
at least 1 cycle of combination study treatment, and:
. The subject is followed until death, or

. The subject is followed until the end of study

Reason for change: Clarification of completer status to ensure one definition of

completer.

24. Section 6.1 Investigational Products

Product name:

Belantamab
MafodotinGSK2857916

Pembrolizumab

Route of Administration

Delivered as IV infusion over at
least 30 minutes Infusions may be
prolong in the event of an infusion
reaction. If subjects experience
clinically significant infusion
reactions, the infusion rate may be
slowed for all future administrations
of study treatment(s) for each
participant. Should a global change
in infusion rate be required, it will be

communicated to sites in writing. -
Referto- SRM{ordetails-

Delivered as 30 min IV infusion

Reason for change: Additions of administration language based on agency feedback.
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25. Section 6.3.1.2. Pembrolizumab administration

... All subjects are required to remain under observation at the study site for at least three
hours post-infusion of the last study drug administered for the first two study treatment
dosing visits. At subsequent study treatment dosing visits, for subjects who experience
infusion-related reactions, the post-infusion observation time should remain as at least
three hours; for subjects who do not experience infusion reactions, these subjects should
remain under observation for a time period not shorter than one hour atteast-ene-hour (or
longer as per the judgement of the investigator or as per institutional guidelines.) ...

Reason for change: Revision of observation timing language.
26. Section 6.5 Subject Specific Dose Adjustment Criteria
Subjects should have their dose (including the first dose and subsequent doses) delayed

or reduced for toxicities according to the recommendations as listed in Table 4. Dose
reductions are only allowed for belantamab mafodotinGSk2857916. Therule-ef25%or
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Toxicity

Grade

Recommendations to belantamab mafodotinGSK2857916

Recommendations to
pembrolizumab

Serum creatinine elevation or
decrease in eGFR which cannot
be explained by concomitant
sepsis, TLS, other severe

If absolute serum
creatinine increase

from baseline of >0.

Repeat serum creatinine within 48 hours

If confirmed: withhold therapy, institute treatment and monitoring
as clinically indicated, and follow for resolution

Discuss any further dosing with Medical Monitora

See Table 5 for guidance on
pembrolizumab

infection with fever or dehydration 5 mg/dL
Serum creatinine>Grade 3 (acute J Prov!de appropr!ate med_lcal treatment. Resume treatment with

kidney injury)

-Or>3.0x-baseline

erhospitalization
indicated>3.0mg/dL
from baseline

«—Provide-appropriate-medicalreatment:

Permanently discontinue treatment with belantamab mafodotin
GSK2857916

pembrolizumab only if
treatment with belantamab
mafodotin GSK2857916 may
be continued

Or 3.0-6.0xULN
e Re-test (at least 7 days apart).
e [f not confirmed, continue belantamab mafodotin GSK2857946at
current 400% dose
¢ If confirmed on re-test and no clear evidence of disease
progression¢ ;
o Interrupt treatment with belantamab mafodotin GSK2857946 Resumel treatment W!th
N pembrolizumab only if
. , . >2000 mglg o Repeat testing W't.hm 4 weeks treatment with belantamab
Sppt urine (albumin / creatinine o If spot urine <2000 mg/g (224/mg/mm<_)I) may restart mafodotin GSK285194-&—may
ratios) (or 224 mglmmol) belantamab mafodotin GSK2857846with one 25% be continued

dose level reduction

o If spot urine remains >2000 mg/g (224/mg/mmol)
after 4weeks; permanently discontinue belantamab
mafodotin GSK285+346and discontinue withdraw
subjectfrom-study treatment; provide treatment as
clinically indicated and follow for resolution

301



TMF-14344600

CONFIDENTIAL

205207
Protocol Amendment 04

Recommendations to

Febrile neutropenia

and hospitalize participantsubject with appropriate management,
per local institutional quidance

Toxicity Grade Recommendations to belantamab mafodotinGSK2857916 .
pembrolizumab
o Withhold treatment until thrombocytopenia recovered to
Grade 2 or less (<G2).
o If Grade 3-4 thrombocytopenia is considered disease-related,
treatment may be continued with dose reduction and more
frequent hematology monitoring, until recovery to Grade 2 or | NeneDelay treatment until
less. the next belantamab
3.4 o Implement supportive treatment (e.g. transfusion) as clinically | mafodotin dose
- indicated and per local practice.Ne-bleeding—continue
Thrombocytopenia {reatmentwith-25% dose reduction-Considerreversingto
(on days of dosing)
Thromboeylopenia
{On-days-ot-dosing)
4
34 e Withhold belantamab mafodotin GSK2857946-and pembrolizumab

Delay treatment until the
next belantamab

e Consider additional supportive treatment per local guidance (e.q.,

clinically-indicated—consider growth factors)

e Upon recovery, consider a dose reduction of belantamab
mafodotin, if neutropenia was druq related

mafodotin dose
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Recommendations to

recurrence of
frequent episodes of
neutropenia <1.0 x
109/L

Consider dose reduction of belantamab mafodotin, if it was drug-
related.

Toxicity Grade Recommendations to belantamab mafodotinGSK2857916 .
pembrolizumab
e |f noted on Day 1 of any cycle, withhold belantamab mafodotin.
Repeat hematology (CBC) as clinically indicated until recovery to
>3 Grade 2 or less. e Delay treatment until the
= e Resume belantamab mafodotin at pre-hold dose once neutropenia next belantamab
I recovers to Grade <2 ST o~ Day 1 of the mafodotin dose
Neutropenia subsequent cycle.
~eulfopenia e Implement supportive care as clinically indicated per local practice
In case of

Delay treatment until the
next belantamab
mafodotin dose

Belantamab
mafodotinGSk2857916
Treatment Related Corneal
eventsP

Corneal
Management Care
Regardless of Grade

Preservative-free artificial tears:

Increase to 1 drop as frequently as every 2 hours, as needed

Grade 1 per GSK | e  Continue treatment with current dese treatment with efbelantamab | ¢  None
Scale mafodotin GSK2857918
e |f Grade 2 finding (visual acuity and/or exam finding) and the
participant is asymptomatic, continue dosing with belantamab e Hold/Delay treatment
mafodofin. until the next
Grade 2 per GSK | e |f Grade 2 finding (visual acuity and/or exam findings) and the belantamab mafodotin
Scale patient is symptomatic.

o DOSE REDUCE and continue treatment.
o If already on 1.92 mg/kq, participant may continue at current
dose.

GSK2857916-dose
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Toxicity

Grade

Recommendations to belantamab mafodotinGSK2857916

Recommendations to
pembrolizumab

o Upon improvement of either visual acuity or ophthalmic exam

findings to <Grade 1 and improvement in symptoms, dose

may be re-escalated to previous dose. H-either ophthalmic

exam finding or visual acuity findings-are-Grade-1;-continue
inc-with GSK2857018 I

Grade 3 per GSK
Scale

e [f Grade 3 finding (exam finding) and the participant is
asymptomatic: continue dosing with belantamab mafodotin.

e |f Grade 3 exam finding and the participant is symptomatic or

Grade 3 visual acuity:

o HOLD belantamab mafodotin . Upon improvement of either
visual acuity or ophthalmic exam findings to < Grade 2 and
improvement in symptoms continue treatment with dose
REDUCTION.

o If already on 1.92 mg/kg participant may continue at current
dose

o |If after event resolution eye symptoms are considered stable
for at least 3 cycles consider re-escalation to previous
dose.Held GSK2857916

. ¢ other visualacul .

Hold/Delay treatment
until the next
belantamab mafodotin
GSK2857916-dose
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Toxicity Grade Recommendations to belantamab mafodotinGSK2857916 Recommen'd ations to
pembrolizumab
e Hold treatment with belantamab mafodotin.
o Treatment re-start may be possible after discussion and
agreement between the treating ophthalmologist®, treating e Stop treatment with
physician, the GSK Medical Monitor pembrolizumab.
= *or optometrist, if an ophthalmologist is not availableStep o Further treatment only
Grade 4 per GSK ireatmentwith-GSK2857916 possible if belantamab
Scale ition i mentm mafodotin
GSK2857916is allowed
to restart
9 Stop the infusion,_provide medical treatment and continue at slower See Table 6 for guidance on
pace after resolution to Grade 0-1 pembrolizumab
Further treatment with belantamab mafodotin GSK2857946needs to be
, ) discussed with Medical Monitor. Continuation only allowed after
Infusion Reaction® 3 recovery to <Grade 1 and with pre-medication, and extension of
infusion time to 2-4 hours. Any future infusion needs to be pre-
medicated
4 Permanently discontinue Permanently discontinue
2 Continue when toxicity resolves to Grade 0-1 See Taple 5 for guidance on
. pembrolizumab
Pneumonitis
Grade 3-4 Permanently discontinue Permanently discontinue

a. Medical Monitor may consult GSK's nephrotoxicity panel about plans to continue therapy

o

Corneal toxicity should be graded according to GSK scale for belantamab mafodotinGSK2857946 treatment related Corneal Events (Appendix 9).

c.  If symptoms resolve within one hour of stopping drug infusion, the infusion may be restarted at 50% of the original infusion rate (e.g., from 100 mL/hr to 50 mL/hr). Otherwise
dosing will be held until symptoms resolve and the subject should be premedicated for the next scheduled dose

305



TMF-14344600 CONFIDENTIAL
205207

Protocol Amendment 04

AEs associated with pembrolizumab exposure may represent an-immunelogic-etiology=—These immune-related response. These immune-
related AEs (irAEs) may occur shortly after the first dose or several months after the last dose of pembrolizumab treatment and may affect
more than one body system simultaneously. Therefore, early recognition and initiation of treatment is critical to reduce complications.
Based on existing clinical trial data, most irAEs were reversible and could be managed with interruptions of pembrolizumab,
administration of corticosteroids and/or other supportive care. For suspected irAEs, ensure adequate evaluation to confirm etiology or
exclude other causes. Addltlonal procedures or tests such as bronchoscopy, endoscopy, Skll’l biopsy may be 1ncluded as part of the
evaluation. Ba h ’ hanen grmab-ar 3

modification and toxicity management guldehnes for irAEs assoc1ated with pembrohzumab are prov1ded in Table 6.

Table 5 Dose Modification Guidelines for Pembrolizumab-Related Adverse Events

General instructions:

1. Severe and life-threatening irAEs, should be treated with IV corticosteroids followed by oral steroids. Other immunosuppressive treatment
should begin if the irAEs are not controlled by corticosteroids.
2. Pembrolizumab must be permanently discontinued if AE does not resolve or the corticosteroid dose is <10 mg/day within 12 weeks of the

last pembrolizumab treatment.
3. The corticosteroid taper should begin when the -initiated-upen-irAE imprevingte-is <Grade 1 and continue at least 4 weeks. erless-and

continte-to-taper-overatleast4-weeks:

4. If For situations-where-pembrolizumab has been withheld, pembrolizumab may resume after the irAE decreased to <Grade 1 after eanbe
PeSHmed—&fteh%E—has—beeHedﬂeed%e-Gﬁ%er—O—ané—comcoster01d has—been—taper Penqbfeh-z&mab—shetﬂd—be—pefmanefwl-yéseen%mﬁed
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

equivalent) followed by taper

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
Pneumonitis Grade 2 Withhold o Administer corticosteroids (initial o  Monitor subjects for signs and symptoms of
dose of 1-2 mg/kg prednisone or pneumonitis
equivalent) followed by taper o Evaluate subjects with suspected pneumonitis
Recurrent Grade 2, | Permanently ¢ Add prophylactic antibiotics for with radiographic imaging and initiate
Grade 3 or 4.or discontinue opportunistic infections corticosteroid treatment
recurrent-grace2 i ‘?d PFopRY actic-antibiotics-for opportunistio
Diarrhea / colitis Grade 2 or 3 Withhold ¢ Administer corticosteroids (initial ¢ Monitor subjects for signs and symptoms of
dose of 1-2 mg/kg prednisone or enterocolitis (i.e. diarrhea, abdominal pain,
equivalent) followed by taper blood or mucus in stool with or without fever)
and of bowel perforation (i.e. peritoneal signs
and ileus).

e Subjects with = Grade 2 diarrhea suspecting

Recurrent Grade 3 | Permanently colitis should consider Gl consultation and
or Grade 4 discontinue performing endoscopy to rule out colitis.

o Subjects with diarrhea/colitis should be advised
to drink liberal quantities of clear fluids. If
sufficient oral fluid intake is not feasible, fluid
and electrolytes should be substituted via [V
infusion.

AST /ALT Grade 2 Withhold o Administer corticosteroids (initial e Monitor with liver function tests (consider
elevation or dose of 0.5- 1 mg/kg prednisone or weekly or more frequently until liver enzyme
Increased Bilirubin equivalent) followed by taper value returned to baseline or is stable
Grade 3% or 43 Permanently o Administer corticosteroids (initial
discontinue dose of 1-2 mg/kg prednisone or
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

corticosteroids

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
Type 1 diabetes Newly onset TIDM | Withhold* e Initiate insulin replacement therapy o Monitor subjects for hyperglycemia or other
mellitus (T1DM) or | or for subjects with T1DM signs and symptoms of diabetes.
Hyperglycemia Grade 3 or 4 e Administer anti-hyperglycemic in
hyperglycemia subjects with hyperglycemia
associated with
evidence of B-cell
failure
Hypophysitis Grade 2 Withhold o Administer corticosteroids and e Monitor for signs and symptoms of hypophysitis
initiate hormonal replacements as (including hypopituitarism and adrenal
: clinically indicated. insufficiency)
Grade 3 or 4 Withhold or
permanently
discontinue*
Hyperthyroidism Grade 2 Continue ¢ Treat with non-selective beta- e Monitor for signs and symptoms of thyroid
blockers (e.g. propranolol) or disorders.
thionamides as appropriate
Grade 3 or 4 Withhold or
Permanently
discontinue'
Hypothyroidism Grade 2, 3, 4 Continue ¢ |Initiate thyroid replacement o Monitor for signs and symptoms of thyroid
hormones (e.g. levothyroxine or disorders.
liothyroinine) per standard of care
Nephritis; grading | Grade 2 Withhold o Administer corticosteroids o Monitor changes of renal function
according to (prednisone 1-2 mg/kg or equivalent)
increased Grade 3 or 4 Permanently followed by taper.
creatinine or acute discontinue
kidney injury and
renakdystunction
Myocarditis Grade 1 or 2 Withhold e Based on severity of AE administer e Ensure adequate evaluation to confirm etiology

or exclude other causes
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Immune-related

Toxicity grade or

Action taken to

irAE management with corticosteroid

Monitor and follow-up

AEs conditions pembrolizumab and/or other therapies
(CTCAEV4.03)
Grade 3 or 4 Permanently
discontinue
All Other immune- | Intolerable/ Withhold e Based on severity of AE administer | e  Ensure adequate evaluation to confirm etiology
related AEs Persistent Grade 2 corticosteroids or exclude other causes
Grade 3 Withhold or
discontinue based
on the-type-of
eventd. Evenisthat
require
include-and-not
Barre-Syndrome;
I
Recurrent Grade 4 | Permanently
or recurrent Grade | discontinue
4
NOTES:

1. AST/ALT: >3.0 - 5.0 x ULN if baseline normal; >3.0 5.0 x baseline, if baseline abnormal; bilirubin:>1.5 3.0 x ULN if baseline normal; >1.5 - 3.0 x baseline if baseline

abnormal

2. AST/ALT: >5.0 to 20.0 x ULN, if baseline normal; >5.0 20.0 x baseline, if baseline abnormal; bilirubin:>3.0 10.0 x ULN if baseline normal; >3.0 - 10.0 x baseline if

baseline abnormal

3. AST/ALT: >20.0 x ULN, if baseline normal; >20.0 x baseline, if baseline abnormal; bilirubin: >10.0 x ULN if baseline normal; >10.0 x baseline if baseline abnormal

4.  The decision to withhold or permanently discontinue pembrolizumab is at the discretion of the investigator or treating physician. If control achieved or Fer subjects with
Grade 3 or 4 immune-related endocrinopathy where W|thhold of pembrollzumab is requned pembrollzumab may be resumed when AE resolves to < Grade 2,
pembrolizumab may be resumed. and is-con & 0 - in

5. Events that require discontinuation include but are not Ilmlted to: Gunlaln Barre Syndrome encephalltls Stevens Johnson Syndrome and toxic epidermal necrolysis.
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Table 6 Pembrolizumab Infusion Reaction Dose modification and Treatment
Guidelines

NSAIDS

Reason for change: Revision of language and Tables based on update to guidelines for
belantamab mafodotin and Merck standard language.

27. Section 6.7.2. Pembrolizumab
Administration

Pembrolizumab infusion solution should be intravenously administered over 30 minutes
through an intravenous line containing a sterile, non-pryogenic, low-protein binding 0.2
micron to 5 micron in-line or add-on filter. However, given the variability of infusion
pumps from site to site, a window between -5 minutes and +10 minutes is permitted (i.€.,
infusion time is 30 minutes -5 min/+10 min).

Reason for change: Revision of language for consistency with other pembrolizumab
wording in protocol.

28. Section 6.11.2 Subjects with Contact Lenses

Contact lenses are prohibited while on the study treatment (from first dosing to the end of
study treatment). Contact lens use may be restarted after the ophthalmologist (or an
optometrist if an ophthalmologist is not available) confirms there are no other
contraindications.

Use of bandage contact lenses is permitted during study treatment as directed by the
treating ophthalmologist (or optometrist if an ophthalmologist is not available).

Reason for change: Elaboration of the timing and type of contact lens use.
29. Section 6.12.3. Supportive Care Guidelines for Corneal Events

Subjects will be assessed by ophthalmologists (or optometrist, if an ophthalmologist is
not available) at baseline, and then every three weeks prior to each dose of belantamab
mafodotin for the first 4 doses. After the 4th dose of belantamab mafodotin, if there are

is no significant ocular symptoms or vision changes #-viston-and-no-corneal-signs

consistent-with-toxieity attime-of the-eyele-4-exam; subjects-may have-their the
frequency of ophthalmologic exams may be decreased to once every 63 months until end

of study treatment. In case of persistent or newly developed ocular symptoms or vision

changes. the i a participant subject subscquently develops a change in visual acuity or
other-oetlar symptoms;-the-subjeet should-be-evaluated will have further ophthalmologic
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exams, at least every 3 months until resolution (to Grade 1 or baseline) or more
frequently as clinical indicated by thean eye care specialistprefessional. Intraoeular

Subjects who have signs or symptoms of corneal toxicity present at end of study will

continue to be followed monthly for up to 12 months, or until deemed clinically stable by

an ophthalmologist (or optometrist, if ophthalmologist is not available), whichever comes

first. Clinically stable is defined as:

* Any GSK Grade 1 exam finding (§j#jlj keratopathy) and a one-line change in vision
when compared to baseline or,

» No exam findings, and a one-line change when compared to baseline or,

* Any GSK Grade 1 exam finding (§j#jJj keratopathy) and no change in vision from
baseline

Reason for change: Revision of language and provision of clinically stable language.
30. Section 6.12.5 Prohibited Medication(s)

... Elimination pathways for belantamab mafodotin and cys-mcMMAF have not been
characterized in humans. However, cys-imcMMAF was shown to be a substrate of P-gp
and OATP transporters, and to be a poor substrate of cytochrome P450 (CYP) enzymes
in vitro. Caution should be exercised when combined with strong inhibitors of P-gp, and
strong inhibitors of OATP should be avoided unless considered medically necessary.

Pleasereferto-the SRM forfurtherinformation

A list of Prohibited Concomitant Medications is provided in SRM, based on known
interactions or characteristics of each component of the Study Treatment.

Reason for change: Update to GSK standard language.
31. Section 7. STUDY ASSESSMENTS AND PROCEDURES

Affected rows/items within tables are presented for changes in this section:

Table 7 Time and Events Table: Part 1 and Part 2 — Screening Assessments
Clinical chemistry (with-eorrected-ealeiun)

Footnotes:

4. Perform only in women of child-bearing potential. A serum pregnancy test must

be performed at screening. If test is completed within 72 hours prior to the first dose, this
assessment need not be repeated on C1D1. For questionable cases, follicle-stimulating
hormone (FSH) and estradiol (as needed in women of non-childbearing potential only)
should be performed at local lab.

12.  In subjects with known or suspected extramedullary disease. May be performed
up to 28 days prior to C1D1 as screening value. Needs to be performed by the same
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method throughout the study as was done at baseline (i.e. if CT/PET scan was used as
baseline, subject needs to be followed by CT/PET scans). Selected target lesion needs to
be measured and followed over time. For sites in Germany, only MRI is allowed as
imaging modality

14. FISH testing at least for: t(4;14), t(14;16), amp (1q), del(1p) and 17p13del. FISH
results from samples taken within 60 days prior to first dose are acceptable.

15. Samples from within 28 days prior to first dose are acceptable. . A portion of the
aspirate collected for disease assessment will be used for biomarker research (BM
aspirate clot is preferred for BCMA analysis), for FISH testing, and MRD testing. MRD
testing will be performed by a central lab.

16. Archival samples are acceptable; however, they should not replace fresh BM
biopsies/aspirates ...

Table 8 Time and Events Table: Part 1 and Part 2 — On Study Assessments
Completed Independent of Dosing

Clinical chemistry (with-eorrected-ealeium)
Urinalysise Pipstiek

BM aspirate for MRD testing bene-marrow-aspirate

Footnotes:

1. All assessments will apply to Part 1 and 2 unless stated otherwise. Assessments
scheduled on days of dosing should be done prior to drug administration, unless
otherwise specified. Assessments for C1D8 can be performed up to +3 days of the
scheduled date. All assessments from Cycle 2 can be performed +/-3 days prierte-theof
the scheduled date unless otherwise specified.

3. AEs/SAEs will be collected assessed-from first study dose up to 45 days post the
last dose. All related SAEs are to be collected from consent through OS follow-up.
AEs/SAEs will be followed until the event is resolved, stabilized, otherwise explained or
subject is lost to follow up.

5. On-study ocular exams to be performed up to 5 days before scheduled study dose
by an ophthalmologist (or an optometrist if an ophthalmologist is not available) every
three weeks prior to each dose of belantamab mafodotin for the first 4 doses. See Section
7.3.5 for list of ophthalmic exam procedures. After the 4th dose of belantamab

mafodotin, Hthere arets- no significant ocular symptoms or ehange-i vision changes, the

frequency of and no corncal signs consistent with toxicity at time of the cyvele 4 exam.

subjeets-may-have-their ophthalmologic exams may be decreased to once every 63
months until end of study treatment. In case of persistent or newly developed ocular

symptoms or vision changes, the Additional-exams-maybeperformed-by-theeye-eare
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visual-aenty-or-other-oewlarsympteoms—the subject will have further ophthalmologic

exams, at least every 3 months until resolution (to Grade 1 or baseline) or more
frequently as clinically indicated by the eve care specialist:

- oo > -
a aconra 1muet ha monitorad 1+ cftaroad axra Ara
-

7. For participants that develop Grade 3 or 4 thrombocyvtopenia and/or neutropenia.
blood counts should be monitored more frequently until resolution to a <Grade 2. In
addition. participants should be monitored for signs and symptoms of bleeding. infection
and other associated events and evaluated promptly. Institute supportive care (e.g
transfusion. srowth factors) and other treatments as clinically indicated and in accordance
with local institutional guidelines.

10.  ECHOs to be done locally up to 7 days prior to scheduled visit. On treatment
ECHOs will occur every 12 weeks from C1D1 first dose_(e.g.. Week 13. W25 W37 etc.)
and will continue regardless of dose delays. All EHCHOs will be sent for central imaging
storage.

13. Q12 weeks (£3 weeks) through 1 year and then as clinically indicated . To be
performed by the same method throughout the study as was done at baseline (1.e. if
CT/PET scan was used as baseline, subject needs to be followed by CT/PET scans).
Selected target lesion needs to be measured and followed over time. For sites in
Germany, only MRI is allowed as imaging modality. Imaging is from Cycle 1 Day 1.

15. Bone marrow aspirate sample to be collected at C3D1 (£ 7 days). BM aspirate
clot is preferred for BCMA analysis and immune cell characterization/profiling. Optienal

Collectionat-time-of Progressive Disease-

16. Optional aAdditional bone marrow aspirate samples may be collected at C1D8 or
during anyevesy 3 week period, or at time of Progressive Disease for biomarker
assessments.

17.  MRD assessment to be performed by a central lab at the time of first achieving
VGPR or CR.. 1Repeat MRD testing 6 and 12 months after achieving VGPR or CR
(provided VGPR/CR 1s maintained). Additional samples to be collected for biomarker
research are encouraged. as part of the same BM draw.

19.  IHC only to confirm sCR at the time of confirmation of CR bone marrow
biopsyx/aspirate is performed. IHC to confirm sCR on BM biopsy when CR is achieved.
Absence of clonal cells in BM biopsy by IHC is required to determine sCR......

Table 9 Time and Events Table: Part 1 and Part 2 — On Study Assessments with
Dosing Days (Cycles)

Pregnancy Test x3 x3
Soluble BCMA X0 X X10
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Serum cytokines/ chemokines'! X X Xt
Plasma-cfDNA X12 X2
Whole blood RNA Xi3 X1 Xt
Cryopreserved PBMCs X X X
Footnotes:
1. All assessments will apply to Part 1 and 2 unless stated otherwise. Assessments

should be done prior to drug administration, unless otherwise specified. Assessments for
C1D8 can be performed +3 days of the scheduled date. From Cycle 2, assessments can be
performed +/-3 days ofpsies+te the scheduled date unless otherwise specified.

2. For the first infusion. Infusion vital signs must be assessed for each infusion
(belantamab mafodotinGSk285791+6 and pembrolizumab) at: pre-dose (within 30
minstes prior to SOI); at the end of post each infusion (EOI) (+15 min); and 1 hress (£10
min) post EOL. For subsequent infusions. infusion vital signs must be assessed for each
infusion (belantamab mafodotin and pembrolizumab) at pre-dose (within 30 min prior to
SOI): at EOI (+15 min). and 30 min (+10 min) post EOL. On dosing days with PK
sampling time points, vital signs should be assessed prior to PK samples being
drawn_ See Section 7.3.7.

7. Triplicate ECGs to be performed at pre-dose (within 30 minutes prior to SOI
belantamab mafodotinGSk2857916) and at EOI (within 30 min after belantamab
mafodotinGgSk2857946-EOI) at each cycle. ECG recordings should be made after at least
10 min rest and collected no more than 2 min apart. On days with PK sampling time
points, ECGs should be performed prior to PK samples being drawn.

8. PK samples to be obtained at as described in Section 7.4.1. The sSBCMA samples
must be taken at the same time of any belantamab mafodotin PK sample. takenn-al

314



TMF-14344600 CONFIDENTIAL

205207
Protocol Amendment 04

9. Pre-dose belantamab mafodotin (within 30 min prior to SOI) at GSK2857916 C1
Dayl (week 1), C2, C5 and every 3 cycles thereafter (i.e., C8, C11,..) until EOT for both
belantamab mafodotin and pembrolizumab ADA samples. If belantamab mafodotin is
administered but pembrolizumab is planned to be held during any of the above Cycle
timepoints, pre-dose pembrolizumab ADA should still be collected.

10.  Serum sBCMA samples will be collected each cycle at pre-dose (within 30
minutes prior to SOI), and-ateachPKtimepointinCyelet at every time a PK sample is

collected, as indicated in Section 7.4.1., and at every MRD assessment timepoint.

11. Collect a cytokine/chemokine serum sample duringat C1D1 at pre-dose (within 30
minutes prior to SOI belantamab mafodotin), EOI of pembrolizumab (within 30 minutes
after EOI+5#min) (even when infusion is interrupted or halted), 4 h after belantamab
mafodotinGSK2857916 SOI, 91-OR 24 h after belantamab mafodotinGSk28579+6 SOI
(£1 h);-aceordingto-the-subjeet’s-preference; and at C1D8 (+3 days, on same day as PK
sample collection) and pre-dose belantamab mafodotin (within 30 min prior to SOI) at
C2D1 and C5D1.

12. Collect pre-dose belantamab mafodotin (within 30 min prior to SOI) at C1D1. at
every 12 weeks thereafter (pre-dose belantamab mafodotin), and at every MRD
assessment timepoint.

13. Collect pre-dose belantamab mafodotin (within 30 min prior to SOI) at C1D1,
C1D8 (+3 days, on same day as PK sample collection), and pre-dose belantamab
mafodotin (within 30 min prior to SOI) at C2D1 and C5D1.

14. Collect during C1D1 at pre-dose (within 30 minutes prior to SOI belantamab
mafodotin), EOI of pembrolizumab (within 30 minutes after EOI) (even when infusion is
interrupted or halted), 4 h after belantamab mafodotin SOI, 24 h after belantamab
mafodotin SOI (£1 h); at C1D8 (+3 days, on same day as PK sample collection), and one
pre-dose belantamab mafodotin (within 30 min prior to SOI) at C2D1 and C5D]1.

17. Corneal management information:

- Prophylactic preservative-free artificial tears must be administered in each eye at least
4-8 times daily beginning on Cycle 1 Day 1 until end of treatment.

- At the start of each infusion, subjects may apply cooling eye masks to their eyes for
approximately 1 hour as long as tolerated.

315



TMF-14344600 CONFIDENTIAL
205207
Protocol Amendment 04

Abbreviations:

PBMC = peripheral blood mononuclear cell

Table 10 Time and Events Table: Part 1 and Part 2 — End of Treatment and Follow-
up Assessments

Clinical chemistry twith-eorrected-ealetum)
Urinalysis e-Dipstiek
BM aspirate for MRD testing bene-marrow-aspirate

Footnotes:

5. AE/ SAES will be collected&ssesseé up to 45 days post the last dose SAEs—wﬂl—be

ﬂew—aﬂtieaﬂeer—thefapy—%ehever—ts—shefter—} All related SAES are to be collected from
first dose through OS follow-up. AEs/SAEs will be followed until the event is resolved,

stabilized, otherwise explained or subject is lost to follow up.

eh&dlsea%mg—peten&al%@%&s—éﬁ—days)—aﬁeﬂa%s&&dﬁeatme& F1nal pregnancy test

(serum or urine) must be performed in women of childbearing potential at the EOT Visit.
Follow up pregnancy assessment by telephone (for WOCBP only) should be performed 9
months after the last dose of belantamab mafodotin.

22.  MRD assessment to be performed by a central lab at the time of first achieving
VGPR or CR, repeat testing at 6 and 12 months after achieving VGPR or CR (provided
VGPR/CR is maintained). Additional samples to be collected for biomarker research are
encouraged, as part of the same BM draw. .MRD testing will be performed by a central
lab.

24. Bone marrow aspirate sample to be collected at EOT. BM aspirate clot is
preferred for BCMA analysis and immune cell characterization/profiling.

26.  Exit Interview should te be performed within approximately 21 days of last-dese
of study-treatment-end of treatment visit.

Reason for change: Revision of assessments and/or footnotes for reasons which include
revision, adding clarity, new assessments, and correction of errors in previous notes.
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32. Section 7.1 Screening and Critical Baseline Assessments

e ... Imaging studies CT, MRI or PET-CT (for subjects with extramedullary diseasefer
MM)..

Reason for change: Clarify baseline imaging requirements.
33. Section 7.3.1.1. Time Period and Frequency of Detecting AEs and SAEs

. All SAEs will be collected from the time the first dose of study treatment is

admlmstered until 99-daysfoHeowingeessationof treatment;or-45 days following

cessation of study treatment H#the-subjectinitiates new-anticancertherapy—whicheveris
earhier. In addition, any SAE assessed as related to study participation (e.g., protocol-

mandated procedures, invasive tests, or change in existing therapy), study treatment or
GSK concomitant medication must be recorded from the time a subject consents to
participate in the study up to and including any follow-up contact. All SAEs will be
reported to GSK within 24 hours, as indicated in Section 7.3.1.773-+6. ...

Reason for change: Update of the GSK safety standard language.

34. Section 7.3.2 Pregnancy (similar changes also apply to Section 12.8. Appendix 8:
Contraceptive Guidance and Collection of Pregnancy Information Definitions)

.. Subjects with positive pregnancy test result must be excluded from the study.
Subjects with negative pregnancy test result must agree to use an effective contraception
method as described below during the study and for 9 monthsunti120-days following the
last dose of study treatment.

Details of all pregnancies in female participants will be collected after the start of study
treatment and for 9 months following last dose of belantamab mafodotin.

Details of all pregnancies for female partners of male participants will be collected after
the start of study treatment and 6 months following last dose of belantamab mafodotin.

If a pregnancy is reported, the investigator must inform GSK within 24 hours of learning
of the pregnancy and must follow the procedures outlined in Appendix 8.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered SAE.

Pregnancy testing (urine or serum as required by local regulations) should be conducted

at the end of relevant systemic exposure ptas-an-additional 30-days (9 months after the
last dose of belantamab mafodotin) and correspond with the time frame for female

subject contraception in Section 5.1. ...

Reason for change: Update to the pregnancy language for belantamab mafodotin.
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35. Section 7.3.5. Ocular Examinations and Procedures

Study sites must establish a close collaboration with an ophthalmologist (or an
optometrist if an ophthalmologist is not available) who will be responsible for assessing
subjects while they are on study and managing subjects who develop treatment-related
changes in vision associated with belantamab mafodotin. Management of subjects with
treatment-related changes in vision must be performed in close communication with the
GSK Medical Monitor and the coordinating ophthalmologist (or an optometrist if an
ophthalmologist is not available).

Subjects will be assessed by eye care specialist (ophthalmologist, or an optometrist if an
ophthalmologist is not available) at screening/baseline.

A full screening/baseline ophthalmic examination for all subjects must include for both

eyes (OU):

1. Best corrected visual acuity.

2. Documentation of manifest refraction and the method used to obtain best
corrected visual acuity.

3. Current glasses prescription (if applicable).

4. Selected anterior segment (slit lamp) examination with focus on the cornea and
lens, including fluorescein staining of the cornea

5. Intraocular pressure measurement.

6. Dilated funduscopic exam

The on treatment and follow-up ophthalmic exam should be performed for both eyes
(OU) as described below and in the Time and Events Tables (Section 7):

1. Best corrected visual acuity.

2. Documentation of manifest refraction and the method used to obtain best
corrected visual acuity.

3. Selected anterior segment (slit lamp) examination with focus on the cornea and
lens, including fluorescein staining of the cornea and lens.

4. Intraocular pressure measurement (if clinically indicated)

5. Dilated funduscopic exam (if clinically indicated)
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Reason for change: Upon review of 205678 (DREAMM 2) clinical trial ocular data, it
was determined that ocular changes in patients treated with belantamab mafodotin are
largely limited to the corneal epithelium and therefore data collection in clinical trial will
be focused on corneal changes.

36. Section 7.3.7. Vital Signs

Removal of the following statement from both First and Subsequent Infusion:

Reason for change: Statements contradicted another location which provided more
detailed post infusion observation time frames.

37. Section 7.3.8. Electrocardiogram

. For triplicate ECGs, 3 individual ECG tracings should be obtained as closely as

pos51ble in succession, but no more than 2 minutes apart. Fhefal-setoftriplicate ECGs
should be completed in 4 minutes or less.

Reason for change: Removal of requirement to provide more flexibility in completion of
triplicate ECGs.

38. Section 7.3.10. Clinical Safety Laboratory Assessments

.. Asymptomatic elevations of lactate dehydrogenase (LDH) and creatine kinase (CK)
and AST have been observed in study BMA117159. Subjects with significant elevations
(>x3 ULN) should, where possible, have a sample sent for central testing of CK and LDH
isoenzyme levels. ..

Table 11 List of Clinical Laboratory Tests

.. Corrected calcium with albumin ...

...LDH and CK isoenzymes®*... with footnote: Subjects with significant elevations (>x3
ULN) and performed by central laboratory
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Added peripheral blood mononuclear cell and whole blood RNA samples

Reason for change: One assessment deleted based on study team decision, and others
added for additional efficacy and safety assessments.

39. Section 7.4.1. Blood Sample collection for Pharmacokinetics

Blood samples for pharmacokinetic (PK) analysis of belantamab mafodotinGSk28579+6
(ADC and total monoclonal antibody [mAb]), cys-mcMMAF and corresponding blood
samples for sSBCMA as well as and pembrolizumab will be collected at the time points

indicated in Table 12.Fime-and EventsTFable(Table 9-and Table 10). Theactual date-and
time-of each-blood-sample-colection-will berecorded: The timing of PK samples may be

altered and/or PK samples may be obtained at additional time points to ensure thorough
PK monitoring and need to be accompanied by a corresponding sSBCMA sample. Note
that SBCMA samples will also be collected independent from PK samples, as described
in the Time and Events table. Samples for pembrolizumab will be collected and stored.
Pembrolizumab PK samples will only be analysed if clinical observations warrant it (e.g.
to rule out or confirm suspicion of DDI).

Each PK sample should be collected as close as possible to the planned time relatlve to
the dose (i.e., time zero) administered to the subject on PK days. The actual date and
time of each blood sample collection will be recorded.

Table 1219 Pharmacokinetic and sBCMA blood sampling times

Cycle Day Sampling Times Belantamab | sBCMA | Pembrolizumab Sampling window
Mafodotin
Cc1D1 Pre-dose X X Within 30 minutes
belantamab prior to start of
mafodotin infusion
EOI belantamab X X Within 30 min after
mafodotin EOI
Pre-dose Within 30 minutes
Pembrolizumab? prior to start of
- infusion
EQI Pembrolizumab! Within 30 min after
EOQI
2 hr SOI X X
belantamab +15 min
mafodotin
24 hr SOI X X
belantamab +1hr
mafodotin
C1D4 Any time X X +1 day
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Cc1D8 Any time X X +3 days
C2D1 & C5D1 Pre-dose X X Within 30 minutes
belantamab prior to start of
mafodotin infusion
EOI belantamab X X Within 30 min after
mafodotin EOI
Pre-dose Within 30 minutes
Pembrolizumab? prior to start of
infusion
EQI Pembrolizumab? Within 30 min after
EOI
Cc8D1& Pre-dose X X X Within 30 minutes
C11D1 belantamab prior to start of
mafodotin infusion
EOI belantamab X X Within 30 min after
mafodotin EOQI
C14D1 and Pre-dose X X X
every 3 cycles belantamab Within 30 minutes
thereafter mafodotin prior to start of
(i.e., C17, 20, infusion
until EOT)
End of X X X
Treatment
EOI = end of the infusion; SOI = start of the infusion, EOT = end of treatment;
X = time relative to belantamab mafodotin dose; P = time relative to pembrolizumab dose
1. To be obtained pre- and post- first dose of pembrolizumab irrespective of any dose delay

Reason for change: Introduced a table for collection of PK and sSBCMA samples based
on feedback to provide clarity.

40. Section 7.5.1. sSBCMA Analysis

To measure any changes in thelevels-ef soluble BCMA (sBCMA) concentration during
the study, serum will be collected to-measure-concentrations-oef sBEMA at the time points
specified in the Time and Events Tables (refer to Table 9 and Table 10) and per PK Table
12.

Reason for change: Revised wording and linked sampling information to PK Table due
to collection of SBCMA samples at all PK timepoints.

41. Section 7.5.3., Subject Stratification/Predictive Biomarkers

... Though the majority of MM subjects express BCMA, the intensity of expression
varies. To evaluate whether BCMA expression has utility in patient stratification, BCMA
protein expression will be measured by IHC in malignant plasma cells at baseline, and
other timepoints if available, wil-be-measured-for BEMA-expresstonbyIHHC and will be
correlated with clinical outcomes and potentially other biomarker or disease assessments.
Because BCMA can also be detected in circulation, the soluble form (SBCMA) has the
potential to serve as a surrogate markerfer of BCMA at the cell surface. BEMA-marker-
This study will correlate subjects SBCMA levels with BCMA cell surface expression and
clinical response....
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.. The timing of the collections may be adjusted on the basis of emerging data from this
study or other new information, in order to ensure optimal evaluation of the
pharmacodynamic and/or biomarker endpoints. Novel or emerging candidate biomarkers
associated and-subsequenthy-discovered-biomarkers-efwith the biological response
associated withto advanced multiple myeloma, hematological malignancies and/or
medically related conditions, as well as the biological and clinical responses to
belantamab mafodotinGSK2857916 in combination with pembrolizumab, may also be
evaluated. These analyses may include but are not be limited to:

. Tumor/bone marrow BCMA receptor expression by IHC and/or by RNA
analyses.

. Soluble factors, including circulating cfDNA, bloodanalysts and derivatives
including cytokine/chemokine analysis of serum

. Immune cell characterization and/or profiling of peripheral blood and/or bone
marrow aspirate samples by protein and/or RNA analyses

. Additional soluble marker measurements-tethat include serum levels of SBCMA

. RNA/DNA/gene and/or protein analysis of tumor tissue/bone marrow aspirates or
samples in circulation

Reason for change: Revised based on additions and changes related to immune cell
characterization/profiling plans.

42. Section 7.5.4., Tumor Biomarker Analysis

. BCMA expression in the-plasma cells effrom bone marrow aspirates or trephines will
be evaluated at baseline, and other timepoints if available, by IHCfertumereel
expresstonof BEMA. Analysis of the immune context (immune cell characterization) of
the bone marrow aspirate samples may also be performed to analyse the tumor
microenvironment.....

Reason for change: Revisions based on update to biomarker sampling plan.
43. Section 7.7.3. Exit Interview

. The Exit Interview shouldwiH-be scheduled to be completed within approximately 21

days of the last-dese-of study-treatment end of treatment visitfor-all-avatable-subjeets.

Reason for change: Provide flexibility.
44. Section 9.4.1. Analysis Populations

.. DLT Evaluable Population: will consist of subjects fulfilling the ‘All Treated’
population criteria during part 1 (Dose Escalation) and are followed up for a 21-day

period or withdrawn within 21 days due to an AE meeting the definition of a DLT as
defined in Section 4.2.3.1. ...

Reason for change: Addition of new population to be analyzed.
45. Section 10.6. Study and Site Closure
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Reason for change: Alignment with updated GSK protocol template.

46. Appendix 9: Belantamab mafodotin associated Corneal Event Severity Grading
and Mitigation Strategy

. An ophthalmology (or optometrist, if an ophthalmologist is not available) consult is
requlred for all subjects who develop signs or symptoms of corneal toxicity.—erreguire

Prophylactic
Measure? Dose and Administration Timing
Steroid-ove-drops® | Prednisolone-hosphate 4% Bogin A dav.orl h dose.of
lent 4 drop-QIC infusion_and-continuing | :
consecutive-7-days
Preservative-free Administer in each eye atleast | Administer daily beginning on Cycle 1
artificial tears 4-8 times daily Day 1 until EOT A+lew—544lmmu¢es

Reason for change: After review of data from the primary analyses in study 205678
(DREAMM 2), there is no evidence that steroid eye drops were beneficial in preventing
or mitigating corneal events. As a result, corticosteroid eye drops are no longer required
in belantamab mafodotin clinical trials but can be used if clinically indicated per
discretion of an eye-care specialist.
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