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Confidentiality Notice
This document contains confidential information of Amgen Inc.

This document must not be disclosed to anyone other than the site study staff and
members of the institutional review board/independent ethics committee/institutional
scientific review board or equivalent.

The information in this document cannot be used for any purpose other than the
evaluation or conduct of the clinical investigation without the prior written consent of
Amgen Inc.

If you have questions regarding how this document may be used or shared, call the
Amgen Medical Information number: 1-800-77-AMGEN; Amgen’s general number
in the US (1-805-447-1000).
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Investigator’s Agreement

| have read the attached protocol amendment entitled “A Phase 1 First-in-human Study
Evaluating the Safety, Tolerability, Pharmacokinetics, Pharmacodynamics and Efficacy
of AMG 427 in Subjects With Acute Myeloid Leukemia,” dated 16 March 2022, and

agree to abide by all provisions set forth therein.

| agree to comply with the International Conference on Harmonisation (ICH) Tripartite
Guideline on Good Clinical Practice (GCP) and applicable national or regional

regulations/guidelines.
| agree to ensure that Financial Disclosure Statements will be completed by:

¢ me (including, if applicable, my spouse [or legal partner] and dependent children)

o my subinvestigators (including, if applicable, their spouses [or legal partners] and
dependent children)

at the start of the study and for up to 1 year after the study is completed, if there are

changes that affect my financial disclosure status.

| agree to ensure that the confidential information contained in this document will not be
used for any purpose other than the evaluation or conduct of the clinical investigation

without the prior written consent of Amgen Inc.

Signature

Name of Investigator Date (DD Month YYYY)
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Protocol Synopsis

Title: A Phase 1 First-in-human Study Evaluating the Safety, Tolerability, Pharmacokinetics,
Pharmacodynamics and Efficacy of AMG 427 in Subjects With Acute Myeloid Leukemia
Study Phase: 1

Indication: Acute Myeloid Leukemia (AML)

Primary Objectives:

o Evaluate the safety and tolerability of AMG 427 in adult subjects with
relapsed/refractory (R/R) AML or minimal/measurable residual disease-positive (MRD+) AML

e Estimate the maximum tolerated dose (MTD) and/or a biologically optimal dose
(eg, recommended phase 2 dose [RP2D])

e Evaluate the safety and tolerability of extended intravenous (elV) administration of
AMG 427

Secondary Objectives:
e Characterize the pharmacokinetics (PK) of AMG 427
¢ Evaluate the anti-leukemia activity of AMG 427

Exploratory Objectives:

Hypotheses: AMG 427 will demonstrate evidence of anti-leukemic activity at a safe and well
tolerated dose in subjects with MRD+ or R/R AML.

Primary Endpoints:
o Safety:

o Dose limiting toxicities (DLTs), treatment-emergent adverse events (TEAEs) and
treatment-related adverse events (TRAES)

Secondary Endpoints:

o AMG 427 PK parameters including, but not limited to, maximum serum concentration (Cmax),
minimum serum concentration (Cmin), area under the concentration-time curve (AUC), and if
feasible, half-life (tz) of AMG 427

o Efficacy parameters for (R/R) AML: subject response to treatment with AMG 427 (response
defined as complete response/remission [CR]/complete response/remission with incomplete
recovery of peripheral blood counts [CRi]/morphologic leukemia-free state, partial remission
[per modified International Working Group (IWG) criteria], complete response/remission with
partial hematologic recovery [CRh]), and duration of response (duration of response will only
be measured for subjects in the expansion cohort)

o Efficacy parameters for MRD+ AML: subject response to treatment with AMG 427 (response
refers to conversion from MRD+ status to MRD- status), relapse free survival, and overall
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survival (relapse free survival, and overall survival will only be measured for subjects in
expansion cohort)

Exploratory Endpoints:

Study Design:

This is a first-in-human (FIH), open-label, phase 1 dose escalation study. AMG 427 will be
administered as a short intravenous (V) infusion (elV infusion may apply) in adult subjects with
MRD+ or R/R AML. The study will be conducted at approximately 15 sites in the United States
(US), Australia, Canada, Japan, South Korea, and Germany. Additional countries or sites may be
added if necessary.

The dose-escalation cohorts will determine the MTD, safety, tolerability, PK, and PD of AMG 427.
Planned dose levels (dose per infusion) the dose escalation cohorts are as follows:

ng. The starting
dose for the ohort will be g administered as short term IV infusions on day 1 (D1) and
day 5 (D5). The doses administered for the cohorts following cohortl will be recommended by
the Dose Level Review Team (DLRT). The initial several cohorts will receive 2-3 doses (1 each
on D1, D3 [if applicable], and D5, and D8 [if applicable]). After reviewing the emerging PK, safety
and efficacy data, the DLRT may recommend the administration of additional doses on D3 and
D8, to comprise a 2-week cycle with doses on D1/D3/D5/D8. The study will consist of 3 groups:

e FIH Group: AMG 427 administered as short term IV infusions in R/R AML subjects.

e (CLOSED) Etanercept (Enbrel®) substudy: Etanercept will be administered for CRS
prophylaxis 2 days prior to each cycle of AMG 427 short term IV infusions in R/R AML
subjects in the US. (Etanercept may be implemented to FIH expansion groups based on
emerging data).

o elVInfusion Group: AMG 427 elV infusions administered on days 1 and 2, and 3, with
short term 1V infusions on days 5 and 8 in R/R AML subjects. (elV infusion may be
implemented to FIH expansion groups based on emerging data).

e MRD+ Group: AMG 427 administered in short term IV infusions in MRD+ AML subjects.

The study will have 3 alternative dosing schedules.
e (CLOSED) Schedule A

e D1/D5 or D1/D5/D12/D19 (dexamethasone prophylaxis)
e (CLOSED) Schedule B: Etanercept Substudy (R/R AML)
e D1/D5 or D1/D5/D12/D19 (etanercept 2 days prior to each cycle)

Etanercept substudy used etanercept 2 days prior to infusion of each cycle D1, and if
applicable, 2 days prior to infusion on D12.

e Schedule C (Table 16 through Table 21): FIH, elV (R/R AML); MRD+ Group (MRD+ AML)
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o D1/D3/D5/D8 or D1/D3/D5/D8/D12/D19 (dexamethasone prophylaxis)
Note:

o The MRD+ group will use Schedule C for all cycle collections and Table 22 for additional
whole blood MRD collection, or Table 23, as applicable.

After reviewing additional PK, safety, and efficacy data, the DLRT may recommend the
administration of additional doses on day 12 and 19, to comprise a 4-week cycle with doses on
either D1/D5/D12/D19 or D1/D3/D5/D8/D12/D19. Once the DLRT recommends a 4 or 6 dose
schedule (D1/D5/D12/D19 or D1/D3/D5/D8/D12/D19), all subsequent cohorts will be treated with
a 4 or 6 dose schedule. If on Schedule A (CLOSED) or C, all subjects will be pre-treated with an
8 mg dose of IV dexamethasone within 1 hour prior to D1, D3 (if applicable), D5, and D8 (if
applicable) AMG 427 doses and each dose step. A dose step is any AMG 427 dose that is
higher for a given subject than the subject has previously received. A dose step will be triggered
by the observation of CRS or infusion related reaction at the first dose (see example in Figure 2).
Dose steps may occur at the D3, D5, D8, D12, or D19. Each cycle will last for approximately

14 days for cohorts receiving 2 or 4 doses (D1/D5 or D1/D3/D5/D8), and approximately 28 days
for cohorts receiving 4 or 6 doses (D1/D5/D12/D19 or D1/D3/D5/D8/D12/D19). Subjects will be
assessed for DLTs for 28 days. Cycles will be followed by a treatment-free interval for 1-2 weeks
(depending on response), which may be extended for up to 7 weeks or longer for the cohorts at
higher doses, based on a dose level review meeting (DLRM) recommendation. The D3, D5,

D8 doses, and the D12, D19 doses (if applicable) may be at the same dose as the preceding
dose or may be at a higher dose level (dose step). This will be based on tolerability of the lower
dose level and other clinical signs, pharmacological, and PD results and will be recommended by
the DLRT. For a schematic description of the different dose step options see Figure 2 in

Section 3.1. For logistical reasons, there is a = 1 — 3 day window for dosing days.

Dose Escalation Cohorts

Dose escalation will be conducted in 2 stages: a single subject stage and a multiple subject
stage. Single subjects will be enrolled at initial dose levels. Multiple subject cohorts, which will
enroll 2 — 4 subjects per cohort, will be triggered by any evidence of pharmacologic activity,
including, but not limited to infusion reactions, CRS, tumor lysis syndrome (TLS), or depletion of
peripheral blasts and/or white blood cells. The Bayesian logistic regression model (BLRM)
design will be used to guide dose escalation. The actual dose selected at each dose cohort may
be at or below the model’s recommended dose as recommended by the DLRT after considering
all information. Subjects will be assessed for DLTs for 28 days. Subjects in the etanercept
(Enbrel) substudy (CLOSED) can intra-subject dose escalate after 1 cycle to the

first-in-human (FIH) study (eg, move from schedule B to schedule C), if subjects show evidence
of disease progression after discussion with the Sponsor (eg, use of hydroxyurea to control
increasing WBC). Subjects who complete the DLT period may proceed to a higher dose level for
the following treatment cycle once the next dose cohort has been deemed safe by the DLRT,
after consultation with the sponsor, if no DLT was reported during or after the completion of the
DLT period for that subject.

Estimation of initial and target MTDs

It is anticipated that 2 to 3 MTDs may be estimated: 1 for the initial dosing and 1 - 3 for the
subsequent dosing. Should the initial dose be limited by adverse events related to first dose
effects and/or cytokine release syndrome, the second MTD (dose step) for the target dose will be
estimated after giving the initial dose at MTD1. Each MTD will be estimated following the dose
escalation guided by BLRM described above. A second dose step may also be implemented in a
cycle if this was considered appropriate and necessary to allow further dose escalation. This
second dose step would be performed the same way as described above. In this case, a third
MTD would be estimated for the dose to be administered after the second dose step.

Once the dose escalation phase has determined a final MTD, tocilizumab may be evaluated as
an alternative prophylaxis to prevent/reduce the severity of CRS. A cohort of 3 subjects may be
treated with AMG 427 at the final MTD dose level and a single dose of 8 mg/kg IV tocilizumab will
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be administered prior to the dose of AMG 427 replacing pretreatment with dexamethasone. If no
DLTs are observed, 3 additional subjects will be included in this cohort. The use of tocilizumab
may be further explored based on observed tolerability and other clinical and pharmacological
data.

Expansion Cohort

At completion of the dose escalation cohorts, approximately 90 additional subjects (approximately
40 R/R AML subijects in the FIH cohorts and 50 MRD+ AML subjects in the MRD+ cohorts) will be
enrolled in a dose expansion cohort to gain further clinical experience, safety, and efficacy data in
subjects administered AMG 427. The dose to be evaluated will be at or below the MTD
estimated in the dose escalation cohorts. Based on emerging safety data, the planned dose level
and dose schedule may be modified during the conduct of the expansion phase. Additionally,
enrollment to dose expansion will be paused and possibly terminated if safety stopping rules
and/or efficacy futility rules are met (see Section 10.3 for details).

A final estimate of the MTD and RP2D will be evaluated and confirmed utilizing all DLT-evaluable
subjects from the dose escalation and the dose expansion cohorts.

Sample Size:

It is anticipated that approximately 200 subjects will be enrolled in this study, with approximately
110 subjects enrolled in the dose escalation cohorts and 90 subjects in the dose expansion
cohorts:

Dose escalation cohorts:

e FIH (R/R AML): approximately 90 subjects
e (CLOSED) etanercept substudy (R/R AML): approximately 25 subjects

e elV (R/R AML): approximately 10 subjects

e MRD Group (MRD+): approximately 10 subjects
Dose expansion cohorts:

e FIH (R/R AML): approximately 40 subjects

e MRD Group (MRD+): approximately 50 subjects

The sample size in the dose escalation is based on practical considerations and is consistent with
conventional oncology studies with the objective to estimate the MTD. With 2 subjects per
cohort, there is a 19% to 55% probability of observing at least 1 DLT. With 3 subjects per cohort,
there is a 27% to 70% probability of observing at least 1 DLT if the true DLT rate is 10% to 33%
and with 4 subjects per cohort, there is a 34% to 80% probability.

In the dose expansion cohort, a subject number of 40 will provide an 87% probability of observing
at least 1 adverse event with 5% incidence rate and 99% probability of observing at least

1 adverse event with 10% incidence rate. A subject number of 50 will provide a 92.3% probability
of observing at least 1 adverse event with 5% incidence rate and 99.5% probability of observing
at least 1 adverse event with 10% incidence rate. These probabilities will be 64% and 88%
respectively with a subject number of 20. An exact 80% binomial Cl will be provided for response
rate. With the 20 subjects and 20% response rate, the expected 80% CI would be 9% to 36%.
With 40 subjects and 20% response rate, the expected 80% CI would be 12% and 30%. With

50 subjects and a 40% response rate, the expected 80% Cl would be 30.6% and 50.1%.

Summary of Subject Eligibility Criteria:

Male or female subjects > 18 years of age at the time of signing informed consent who have AML
as defined by 2016 World Health Organization (WHO) Classification (Appendix D); for R/R AML
subjects only, persisting or recurring following 1 or more treatment courses (choice of treatment
courses may be at investigator discretion), and must have > 5% blasts in bone marrow. Patients
with acute promyelocytic leukemia (APML) are not eligible for this trial. For MRD+ AML subjects
and for a full list of eligibility criteria, please refer to Section 4.1 and Section 4.2.
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Investigational Product
Amgen Investigational Product Dosage and Administration:

AMG 427 will be manufactured and packaged by Amgen Inc., or its agents, and distributed using
Amgen or its agents’ clinical study drug distribution procedures.

AMG 427 is supplied as a sterile, preservative-free lyophilized powder for administration after
reconstitution with sterile Water for Injection (WFI). After reconstitution with . mL of sterile WFI,
the lng/mL AMG 427 drug product is formulated with . mM glutamic acid, I% (w/v) sucrose,
and % polysorbate 80, pH . The final container is a single-use, 6R glass vial and contains
a target extractable amount of limg AMG 427.

The intravenous solution stabilizer (IVSS) is supplied as a sterile solution in a.-cc glass vial
containing mL deliverable product. The IVSS does not contain an active pharmaceutical
ingredient and is a buffered, preservative-free solution (] mM citric acid, [Jfj M lysine
hydrochloride, .% [w/v] polysorbate 80, pH .). The IVSS is intended for pre-treatment of

IV bags prior to dilution of AMG 427 drug product.

AMG 427 solution will be prepared in bags for short or elV infusion and delivered through infusion
lines.

The first elV group will start at a DLRT-approved dose level from the FIH group, eg, if DLRT
approves as safe and tolerable, the following dosing regimen will be administered:

e Days1and2: elV of. ug (over approximately 48 hours, with approximately 12-hour bag

changes)

e Day3: elV of- ug (over approximately 24 hours, with approximately 12-hour bag
changes)

e Day5: short IV of ug (over approximately 90 minutes)

e Day 8: short IV of ug (over approximately 90 minutes)

Subsequent elV cohorts will use the same dose levels as the FIH (short V) cohorts (Table 4).

The infusion-free interval prior to the start of the following treatment cycle will have a duration of
1 to 5 weeks (depending on treatment response and adverse events), but may be extended to up
to 7 weeks in case of prolonged marrow aplasia and aleukemic cytopenias after consultation with
the sponsor. It may also be extended for up to 3 days from the planned duration if necessary for
logistical reasons. The DLRT may recommend on changes of the duration of the infusion-free
interval for future cohorts after evaluation of emerging data.

Subjects will be hospitalized for a minimum of 8 or 11 days from the first dose in cycle 1 (ie, at
least 72 hours after the day 5 or day 8 dose, depending on the schedule) and for a minimum of
72 hours following day 12 and day 19 doses in cycle 1 (if applicable). If the subject receives a
second cycle of AMG 427 at the same dose, hospitalization will be for a minimum of 8 or 11 days
from the start of the day 1 dose (ie, at least 72 hours after the day 5 or day 8 dose, depending on
the schedule) in cycle 2. Hospitalization following day 12 and day 19 doses (if applicable) in
cycle 2 and onwards will be at the discretion of the treating physician. For subjects receiving

> 2 cycles, hospitalization for cycle 3 onwards for all doses will be at the treating physician’s
discretion. However, in case of intra-subject dose escalation (ISDE), subjects will be hospitalized
as per the guidance for the first cycle. After re-start of treatment, following an interruption due to
an adverse event(s), the subject will be hospitalized for a minimum of 72 hours. Subjects can be
hospitalized for a longer time period at the discretion of the investigator. A nurse trained in
emergency procedures or a physician must be available when the dose of AMG 427 is started for
immediate intervention in case of complications.

The planned dose levels for the dose escalation cohorts are:

ug. Lower intermediate doses may be
implemented based on BLRM and DLRT recommendations. The MTD or a lower dose will be
administered in the dose expansion cohort.

A total of up to 12 total treatment cycles can be administered as long as in the judgment of the
investigator the subject is deriving benefit and does not meet the criteria for permanent
discontinuation of the drug (Section 6.2.1.4).
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Procedures:

After providing informed consent, eligible subjects will undergo the following assessments during
this study: physical examination, Eastern Cooperative Oncology Group (ECOG) status, height,
weight, vital signs, pulse oximetry, electrocardiogram (ECG) triplicate measurements, laboratory
assessments (including serum pregnancy test, if applicable, coagulation, hematology, chemistry,
urinalysis, hepatitis serology, and ), biomarker and PK assessments,
and bone marrow assessments. For a full list of study procedures, including the timing of each
procedure, please refer to Section 7 of the study protocol and the Schedule of Assessments
(Table 10 to Table 23).

Statistical Considerations:

All subjects who are enrolled and receive at least 1 administration of the investigational product

(AMG 427) will be included in the analysis, unless otherwise specified. The primary analysis will
occur when target enroliment is complete and each subject either had the opportunity to receive
up to 12 cycles of treatment or terminated the study early.

Descriptive statistics will be provided for selected demographics, safety, PK, PD, and biomarker
data by dose, dose schedule, and time as appropriate. Descriptive statistics on continuous data
will include means, medians, standard deviations, and ranges, while categorical data will be
summarized using frequency counts and percentages. Graphical summaries of the data may
also be presented.

The number and percentage of subjects reporting any treatment-emergent adverse events will be
tabulated. Clinical laboratory test, ECG, physical examination findings, and vital sign data will be
presented. Depending on the size and scope of changes in clinical laboratory, physical
examination and vital sign data, the summaries of laboratory, physical examination, and vital sign
data over time and/or changes from baseline over time may be provided. Summaries over time
and/or changes from baseline over time will be provided for all ECG parameters.

The proportion of responding subjects in R/R AML, defined as any of the following: CR, CRi,
CRh, morphologic leukemia-free state, and PR with corresponding exact 80% ClI, will be
calculated using the Clopper-Person method (Clopper and Person, 1934) and tabulated for
subjects treated at the estimated MTD. For MRD+ AML, the MRD conversion rate will be
presented with corresponding exact 80% CI and tabulated by group and for all subjects treated at
the MTD. Efficacy related endpoints (eg, duration of the response) will be presented per subject
and Kaplan-Meier estimates may also be further presented if data allows. For a full description of
statistical analysis methods, please refer to Section 10.

Sponsor: Amgen Inc.
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Study Design and Treatment Schema

Screening (14 days)

|

Enroliment

Treatment

AMG 427 short infusions up to 12 treatment cycles with 2 to 6 infusions per cycle
(D1/D5 or D1/D3/D5/D8; DLRT may recommend additional doses on D12, D19)

DOSE ESCALATION (N = 110)

The initial cohorts are single subject cohorts. Multiple subject cohorts
will be triggered by any observed pharmacologic activity. BLRM used
for all subsequent cohorts. —

Number of cohorts, subjects per cohort, and actual doses dependent Will begin at or below the MTD or highest tested dose.

on observation of DLTs and Dose Level Review Team.

DOSE EXPANSION
(N = 90)

(FIH: N =40, MRD+: N = 50)

(FIH: N =90, MRD+: N = 10, elV: N = 10)

}
End of Treatment
i

Safety Follow-Up (SFU)
(4 weeks after last dose of AMG 427)

End of Treatment

Safety Follow-Up (SFU)
(4 weeks after last dose of AMG 427)

}

Long Term Follow-Up (up to 2 years)

1

End of Study
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Study Glossary

Abbreviation or Term Definition/Explanation

ALL acute lymphoblastic leukemia

ALP alkaline phosphatase

ALT alanine aminotransferase

AML acute myeloid leukemia

APML acute promyelocytic leukemia

AST aspartate aminotransferase

ASTCT American Society for Transplantation and Cellular Therapy

AT Il antithrombin IlI

AUC area under the concentration-time curve

AUC72n area under the concentration-time curve from time 0 to 72 hours

AUCs336n area under the concentration-time curve from time 0 to 336 hours

BID twice a day

BiTE® bispecific T cell engager

BiPAP bilevel positive airway pressure

BLRM Bayesian logistic regression model

BM bone marrow

CAR-T chimeric antigen receptor T cell

CD3 cluster of differentiation 3

CD19 cluster of differentiation 19

CD33 cluster of differentiation 33

CD135 cluster of differentiation 135

Cl confidence interval

clv continuous intravenous

CL systemic clearance

Clb intercompartmental distribution

Crmax maximum serum concentration

Chmin minimum serum concentration

CNS central nervous system

CoVvID-19 coronavirus disease 2019

CPAP continuous positive airway pressure

CR complete response/remission (see Appendix E for details)

CRF case report form

CRi complete response/remission with incomplete recovery of peripheral
blood counts (see Appendix E)
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Abbreviation or Term  Definition/Explanation

CRh complete response/remission with partial hematologic recovery (see
Appendix E for details)

CRM continual reassessment method

CRP C-reactive protein

CRS cytokine release syndrome

CT (scan) computed tomography (scan)

CTCAE Common Terminology Criteria for Adverse Events

Ctrough trough concentrations

D1 day 1

D5 day 5

D8 day 8

D12 day 12

D19 day 19

DILI drug-induced liver injury

DLRM Dose Level Review Meeting

DLRT Dose Level Review Team

DLT dose-limiting toxicity

ECso half maximal effective concentration: concentration of a drug, antibody or
toxicant which induces a response halfway between the baseline and
maximum

ECa0 concentration of a drug, antibody or toxicant which induces a response
that is 90% of the maximum response

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic case report form

EDC electronic data capture

EEG electroencephalogram

eGFR estimated glomerular filtration rate

elV extended intravenous

End of Study Defined as when the last subject is assessed or receives an intervention

(primary completion) for the purposes of final collection of data for the primary endpoint(s).

End of Study for Defined as the last day that protocol-specified procedures/assessments

Individual Subject are conducted for an individual subject.

ELN European Leukemia Network

EOI end of infusion

EOL-1 human acute myeloid (eosinophilic) leukemia cell line
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Abbreviation or Term  Definition/Explanation

EOS

EOT

EpCAM
eSAE
FAB

Fc

FDA
FIH
FLT3
FLT3L
GCP
GLP
Heart rate
HepBsAg
HepCAb
HiDAC
HIV
HLE
HLH
HNSTD
HSCT
IB
ICANS
ICE

ICF

ICH
ICMJE
ICP
IDH1
IDH2
IEC

IFN vy
IgG

end of study - Defined as when the last subject is assessed or receives
an intervention for evaluation in the study; if the study includes multiple
parts (eg, safety follow-up or survival assessment), the end of study
would include these additional parts

end of treatment - defined as the last assessment for the protocol
specified treatment phase of the study for an individual subject

epithelial cell adhesion molecule

electronic serious adverse event (form)
French-American-British

fragment crystallizable

Food and Drug Administration

first-in-human

fms-like tyrosine kinase 3

FLT3 ligand

Good Clinical Practice

Good Laboratory Practice(s)

number of cardiac cycles per unit of time

hepatitis B surface antigen

hepatitis C virus antibody

high-dose cytarabine

human immunodeficiency virus

half-life extended

hemophagocytic lymphohistiocytosis

highest non-severely toxic dose

hematopoietic stem cell transplant (or transplantation)
investigator’s brochure

immune effector cell-associated neurotoxicity syndrome
immune effector cell-associated encephalopathy
informed consent form

International Conference on Harmonisation
International Committee of Medical Journal Editors
intracranial pressure

isocitrate dehydrogenase 1

isocitrate dehydrogenase 2

independent ethics committee

interferon gamma

immunoglobulin G

CONFIDENTIAL

AMGEN




Product: AMG 427

Protocol Number: 20170528

Date: 16 March 2022

Page 14 of 189

Abbreviation or Term  Definition/Explanation

IL-1Ra
IL-2
IL-6
INR
IRB
ISDE
ITD
IUD
v
IVSS
WG
KDM
LAIP
LDH

LTFU

MABEL

MDS

MLFS
MOLM-13-luc

Morphologic

MPN
MRD
MRD-
MRD+
MRI
MTD
NGS
NOD/SCID
NPM1
PB
PBMC
PCR
PD

leukemia-free state

interleukin-1 receptor antagonist
interleukin-2

interleukin-6

international normalized ratio
institutional review board
intra-subject dose escalation
internal tandem duplication
intrauterine device

intravenous

intravenous solution stabilizer
International Working Group
kinase domain mutation(s)
leukemia-associated immunophenotype

lactate dehydrogenase

long-term follow-up

minimum anticipated biological effect level
myelodysplastic syndrome

Morphologic Leukemia Free State

human acute myeloid leukemia cell line genetically-engineered to
express luciferase

less than 5% blasts in bone marrow without recovery of peripheral blood
counts (see Appendix E for details)

myeloproliferative neoplasm
minimal/measurable residual disease
minimal/measurable residual disease-negative
minimal/measurable residual disease-positive
contrast-enhanced magnetic resonance imaging
maximum tolerated dose

next generation sequencing

non-obese diabetic/severe combined immunodeficiency disease
Nucleophosmin 1

peripheral blood

peripheral blood mononuclear cell

polymerase chain reaction

pharmacodynamic(s)
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Abbreviation or Term  Definition/Explanation

PK
PG
PPD

PR interval

QRS interval

QT interval

QTc interval
RP2D

R/R

RR interval
RT-PCR
SARS-CoV-2
scC

sFLT3

SCR

SFU

SOC

Source Data

study day 1

SVR24

t1r2
TBIL
TEAE
TID
TK

pharmacokinetic(s)
Pharmacogenetic(s)
purified protein derivative

PR interval is measured from the beginning of the P wave to the
beginning of the QRS complex in the heart's electrical cycle as
measured by ECG

QRS interval the interval between the Q wave and the S wave in the
heart's electrical cycle as measured by ECG; represents the time it takes
for the depolarization of the ventricles

QT interval is a measure of the time between the start of the Q wave and
the end of the T wave in the heart's electrical cycle as measured by
ECG.

QT interval corrected for heart rate using accepted methodology
recommended phase 2 dose

Relapsed/refractory

The time elapsed between 2 consecutive R waves as measured by ECG
reverse transcriptase-polymerase chain reaction

severe acute respiratory syndrome coronavirus 2

single chain

soluble FLT3

Screening

safety follow-up

System Organ Class

Information from an original record or certified copy of the original record
containing information for use in clinical research. The information may
include, but is not limited to, clinical findings, observations, or other
activities in a clinical trial necessary for the reconstruction and evaluation
of the trial. Source data are contained in source documents (original
records or certified copies). (ICH Guideline [E6]). Examples of source
data include Subject identification, Randomization identification, and
Stratification Value.

defined as the first day that protocol specified investigational
product(s)/protocol-required therapies is/are administered to the subject

sustained virologic response 24 weeks after completion of
anti-hepatitis C treatment

terminal-phase elimination half-life
total bilirubin

treatment-emergent adverse event(s)
3 times a day

toxicokinetic(s)
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Abbreviation or Term  Definition/Explanation

TKD tyrosine kinase domain

TLS tumor lysis syndrome

Tmax time of maximum concentration
TNF tumor necrosis factor

TPI toxicity probability interval

TREA treatment-related adverse events(s)
ULN upper limit of normal

us United States

Ve volume of distribution of central compartment
Vp peripheral volume of distribution
WBC white blood cell(s)

WFI Water for Injection

WHO World Health Organization
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1. OBJECTIVES
1.1 Primary

The primary objectives of this study are to:

o Evaluate the safety and tolerability of AMG 427 in adult subjects with
relapsed/refractory (R/R) acute myeloid leukemia (AML) or minimal/measurable
residual disease-positive (MRD+) AML

o Estimate the maximum tolerated dose (MTD) and/or a biologically optimal dose
(eg, recommended phase 2 dose [RP2D])

o Evaluate the safety and tolerability of extended intravenous (elV) administration of
AMG 427.

1.2 Secondary

The secondary objectives of this study are to:

e Characterize the pharmacokinetics (PK) of AMG 427
o Evaluate the anti-leukemia activity of AMG 427

1.3 Exploratory

2, BACKGROUND AND RATIONALE

21 Disease

Acute myeloid leukemia (AML) is the most common form of acute leukemia in adults in
the United States (US), with a rising incidence possibly due to an aging population,
increased environmental exposure (eg, ionizing radiation), and an increase in the
population of cancer survivors previously exposed to chemotherapy and therapeutic
radiation. In 2020, an estimated 19940 new cases of AML were expected in the US with

approximately 11180 deaths from this disease (American Cancer Society, 2020).
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The general therapeutic strategy in patients with AML has not changed substantially in
more than 30 years (Dohner et al, 2010) although 8 new drugs were approved by the US
Food and Drug Administration (FDA) in 2017 and 2018 for various subsets of AML
patients (Mylotarg USPI, Rydapt USPI, Idhifa USPI, Vyxeos USPI, Tibsovo USPI,
Xospata UPSI, Daurismo USPI, Venclexta USPI). These therapies have added to the
therapeutic options for patients with AML, especially those bearing mutations that can be
targeted with these novel agents (eg, FLT3 tyrosine kinase domain [TKD], isocitrate
dehydrogenase 2 [IDH2] mutation); however, only a small subset of AML patients bear
these mutations. AML is cured only in 35% to 40% of adult patients who are 60 years of
age or younger and in 5% to 15% of patients who are older than 60 years of age
(Dohner et al, 2010). Although the majority of patients with AML initially achieve
complete remission (CR), over 60% will eventually relapse after a variable period of
remission. The relapse of AML, particularly early after a hematopoietic stem cell
transplant (HSCT), is challenging to manage (de Lima et al, 2014). Only 20% to 30% of
patients can achieve durable remissions after reinduction in the relapsed setting and the
rate of survival after relapse is poor (Dohner et al, 2015). In addition, approximately
one-third of patients younger than 60 years with newly diagnosed AML fail to achieve
CR after induction therapy (Buchner et al, 2012). For these resistant patients,
chemotherapy alone does not offer any chance of cure (Estey, 2000). For example,
patients with AML refractory to 1 course of a high dose cytarabine (HIDAC) containing
regimen have a median overall survival of only 3.8 months (Ravandi, 2013). Patients
whose initial CR duration is more than 1 year have been traditionally treated with
HiDAC-containing salvage regimens but only a minority achieve a second CR and many
are not candidates for a potentially curative allogeneic HSCT performed in second CR
(Estey, 2000). Apart from the duration of first CR, other predictors of outcome in first
relapse include age, cytogenetics, and whether the patient received an allogeneic HSCT
in the first CR (Breems et al, 2005). However, in the study reported by

Breems et al (2005), only a minority of patients with AML in first relapse had a
successful long term outcome and the long term prognosis of the majority of patients

with relapsed or refractory AML remains dismal.

For patients with AML who achieve CR, relapsed disease remains the primary obstacle
to long-term survival. Consolidation therapy and allogeneic HSCT decrease the risk of
relapse for many patients, but rates of relapse still remain high, and overall survival

ranges from 2-15% for those with intermediate and adverse-risk genetics (Dohner et al,
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2017). Furthermore, due to patient performance status and comorbidities, many AML
patients are not eligible for allogeneic HSCT, leaving a subset of patients with no further

treatment options (Dohner et al, 2017).

Minimal/measurable residual disease-positive is a proven risk factor for relapse and poor
survival in patients with ALL (Richard-Carpentier et al, 2019), and this concept is quickly
gaining wider acceptance in the AML community (Buccisano et al, 2018). As
minimal/measurable residual disease (MRD) methods and procedures become more
harmonized, this post-treatment "biomarker" may lead to significantly more accurate
prognostic assessment in AML (FDA Guidance, 2020), with greater predictive and
prognostic power than currently available molecular genetic markers (Buccisano et al,
2018). As such, the National Comprehensive Cancer Network Guidelines recommend
MRD testing after induction therapy
(www.nccn.org/professionals/physician_gls/pdf/aml_blocks.pdf), and the European
LeukemiaNet endorses the achievement of MRD-CR, noting the strong correlation

between MRD negativity and increased survival (Schuurhuis et al, 2018).

Unlike for ALL patients, where blinatumomab is effective at converting MRD+ status and
prolonging survival (Jen et al, 2019), no approved MRD treatment options exist for AML
patients. When combined with the large proportion of AML patients who are
HSCT-ineligible, a significant unmet medical need exists for this group. For AML
patients, several clinical trials are currently underway in order to determine additional
frontline, MRD+, and maintenance therapies, that will reduce relapse rates. These
include chimeric antigen receptor T-cell (CAR-T) and other cell-based therapies
(NCT03190278), mutation-specific targeted small molecules (NCT03070093,
NCT02927262, NCT03850535, NCT03515512, NCT03728335), other small molecules
(NCT00387647, NCT02126553, NCT00350818), chemotherapy (NCT02349178), and an
anti-CD33 antibody-drug conjugate (NCT03705858).

2.2 Amgen Investigational Product Background

AMG 427, which targets FLT3 and engages host T cells via cluster of

differentiation 3 (CD3) binding, is an FDA-designated FastTrack novel bispecific T cell
engager (BiTE®) molecule intended to treat patients with AML. AMG 427 is a half-life
extended (HLE) BiTE® molecule combining the binding arms for FLT3 and CD3
genetically fused to the N-terminus of a single chain (sc) immunoglobulin G (IgG) Fc
(fragment crystallizable; scFc) region. The anticipated terminal half-life of AMG 427 in

humans is expected to be approximately 5 days. This key HLE modification, designed to
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maintain efficient FLT3 dependent target cell killing, should permit intermittent short IV

infusions to be delivered over a course of several days up to 2 to 3 weeks.

In addition to AMG 427, Amgen is developing other novel BiTE® molecules that target

different antigens for the treatment of patients with AML.

Refer to the specific section of the AMG 427 investigator’s brochure (IB) for additional
information related to the physical, chemical, and pharmaceutical properties and

formulation(s).

221 Nonclinical Pharmacology

In vitro Pharmacology:

The activity of AMG 427 requires the simultaneous binding to FLT3* cells and T cells.
The pharmacological effect of AMG 427 is mediated by specific redirection of cytotoxic
CD8* or CD4* T lymphocytes to kill FLT3-expressing cells. AMG 427 is a potent
molecule showing half maximal-lysis (ECso) of FLT3-expressing tumor cell lines by

human T cells in vitro over a range from 2.24 to 12.03 pM.

As part of the T cell activation process, BiTE® molecules, such as AMG 427, cause the
formation of a cytolytic synapse between T cells and target cells, which has been
exemplified for an EpCAM-specific BITE® molecule. The subsequent release of the
pore-forming protein perforin and the apoptosis-inducing proteolytic enzyme granzyme B

by T cells results in the induction of apoptosis in the target cells (Offner et al, 2006).

In serum of AML patients, elevated levels of soluble FLT3 (sFLT3) were observed
(Ravandi et al, 2007). Although maximal AMG 427-mediated redirected lysis was not
affected in vitro, ECso values of dose-response curves of cytotoxicity and T cell activation
were higher in the presence of physiologically relevant sFLT3 concentrations. In the
absence of membrane bound FLT3, sole binding of sFLT3 to AMG 427 was not

sufficient to induce T cell activation.

In addition, FLT3 ligand (FLT3L) has been detected in serum of AML patients

(Sato et al, 2011; Zwierzina et al, 1999). In in vitro cytotoxicity assays, maximal target
cell lysis was not affected by recombinant FLT3L, however, ECso values calculated for
AMG 427 dose-response curves of target cell lysis and T cell activation increased in the

presence of recombinant FLT3L.

The efficacy of AMG 427 was also evaluated in bone marrow aspirates obtained from an

AML patient comprising FLT3* leukemic cells, but no autologous T cells.
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AMG 427 induced a dose-dependent decrease of viable leukemic cells in co-cultures

with allogeneic T cells isolated from a healthy donor.

AMG 427-induced T cell activation not only caused redirected lysis of FLT3* cells, but
also resulted in a transient production of inflammatory cytokines like tumor necrosis
factor (TNF), interferon gamma (IFN v), interleukin-2 (IL-2), and interleukin-6 (IL-6) by
T cells. In addition, in vitro studies also demonstrated that cytokine release by

AMG 427-activated T cells is attenuated by corticosteroids, which is accompanied by a

slight reduction in cytotoxic potency.

In vivo Pharmacology:

Orthotopic mouse xenograft models using human MOLM-13-luc and EOL-1 AML tumor
cell lines were used for the evaluation of the nonclinical in vivo efficacy of

AMG 427 (Studies 124021 and 125009). The AML cell lines were intravenously (IV)
injected into the lateral tail vein of nonobese diabetic/severe combined
immunodeficiency (NOD/SCID) mice. Since AMG 427 does not recognize mouse CD3,
the NOD/SCID mice were intraperitoneally injected with human T cells before treatment
start. AMG 427 monotherapy significantly prolonged of mice bearing established
orthotopic MOLM 13-luc or EOL 1 tumors.

222 Nonclinical Pharmacokinetics

The PK and toxicokinetics (TK) of AMG 427 were characterized in cynomolgus
monkeys. After intravenous (V) bolus injection, serum concentrations of

AMG 427 declined in a bi-phasic manner. The maximum serum concentration (Cmax)

and area under the concentration-time curve (AUC) were approximately dose
proportional from [} vo/ke.

The human PK parameters of AMG 427 were predicted using allometric scaling of PK
parameters obtained from cynomolgus monkeys. A 2-compartment model with linear
elimination was used to characterize the AMG 427 PK from the pooled data with doses
ranging between- ug/kg. The model was parameterized using linear clearance
(CL), volume of distribution of central compartment (Vc), intercompartmental distribution

rate (CLp), and peripheral volume of distribution (Vp).

223 Nonclinical Toxicology
The nonclinical safety assessment of AMG 427 was based on a 28-day cynomolgus
monkey repeat dose IV injection study. The cynomolgus monkey was selected as the

toxicology species based on target binding affinity and bioactivity data similar to human.
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Flat doses of [} 1o/kg were administered on days 1, 5, and once weekly thereafter.
Vehicle control or a step dose of [ij 19/kg was administered on days 1 @ua/kg),

5 @] no/ka). 8 (] no/kg). 12 (] 1g/kg). and once weekly thereafter (] na/kg).
The flat dose regimen of || ug/kg and the step dose regimen of [|ij »g/kg showed
no adverse effects. Results in these animals and in animals administered the flat dose
of. ng/kg that survived to the end of the study were consistent with expected

AMG 427 pharmacology (cytotoxic T cell redirected lysis of FLT3-expressing bone
marrow hematopoietic stem and progenitor cells). AMG 427-related changes on

days 1 and/or 2 were consistent with AMG 427-mediated T cell activation and included
elevated heart rate, transient increases in cytokine levels, decreased circulating
leukocytes, and clinical chemistry changes suggestive of an acute phase response. At
the end of the study, decreased bone marrow cellularity, decreased white blood cells,
decreased neutrophils, decreased red blood cell mass associated with attenuated or
decreased reticulocytes, and decreased platelets were observed. Increased bone
marrow cellularity and lymphoid germinal center cellularity in lymph nodes and/or spleen

were attributed to a regenerative response following initial activity of

I Administration of the flat dose regimen of ] ng/kg resulted in mortality in
5 out of 10 animals on days 18 to 26.

I Dccreased bone marrow cellularity was consistent with expected
AMG 427 pharmacology (cytotoxic T cell redirected lysis of FLT3 expressing bone
marrow hematopoietic stem and progenitor cells) and bacteremia was secondary to the

decrease in myeloid cells and subsequent decreased innate immunity J |l

Thus, the highest non-severely toxic dose (HNSTD) for the flat dose regimen isl ug/kg
and the HNSTD for the step-dose regimen ([l is [l vo/vo.

224 Clinical Experience With AMG 427
As of the 26 July 2021 data cutoff, a total of 54 subjects with R/R AML were
enrolled in the first-in-human (FIH) Amgen Study 20170528. Of the 54 subjects,
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there were 53 subjects who received at least 1 dose of AMG 427 or etanercept

(51 subjects received AMG 427 and 10 subjects received etanercept including

2 subjects who received etanercept only). One subject enrolled in cohort. was
treated with AMG 427 but did not have exposure data entered into the database by

the data cutoff date and was therefore not included in the Safety Analysis Set.

Summary of Safety Findings: Fifty-three subjects (100%) who received at least

1 dose of AMG 427 or etanercept had treatment-emergent adverse events.
Adverse events by preferred term reported for > 20.0% of subjects were cytokine
release syndrome (42 subjects [79.2%]); hypokalemia and pyrexia (13 subjects
each [24.5%)]), febrile neutropenia (12 subjects [22.6%]), and hypomagnesemia

(11 subjects [20.8%]). Grade > 3 treatment-emergent adverse events were
reported for 46 subjects (86.8%). The grade > 3 adverse events reported in

> 2 subjects included anemia (4 subjects [11.8%]); febrile neutropenia (7 subjects
[20.6%)]); white blood cell count decreased (4 subjects [11.8%]); bacteremia,
sepsis, sinusitis, hypophosphatemia (3 subjects [8.8%] each); and leukocytosis,
pancytopenia, cytokine release syndrome, pneumonia, alanine aminotransferase
increased, lipase increased, white blood cell count increased, hypokalemia, acute
myeloid leukemia, epistaxis, respiratory distress, and respiratory failure

(2 subjects [5.9%]). Treatment-emergent serious adverse events were reported for
34 subjects (64.2%). Preferred terms for these serious adverse events reported for
> 1 subjects were cytokine release syndrome (8 subjects [15.1%]), acute myeloid
leukemia and febrile neutropenia (5 subjects [9.4%] each), pneumonia (3 subjects
[5.7%]), and sepsis, septic shock, sinusitis, leukocytosis, respiratory distress,
decreased platelet count, and decreased white blood cell count (2 subjects [3.8%)]
each). Eleven subjects (20%) had treatment-emergent fatal adverse events of
acute myeloid leukemia (2 subjects each), anemia, bacillus infection, cytokine
release syndrome, fungal sinusitis hemophagocytic lymphohistiocytosis (HLH),
intracranial hemorrhage, pneumonia, respiratory distress, and respiratory failure

(1 subject each).

Overall, 42 (79.2%) of the 53 subjects exposed to AMG 427 or etanercept reported
1 or more adverse events of CRS. No subjects enrolled in cohorts |||l
reported any adverse events of CRS, while at least 1 subject in each of the

remaining cohorts (target and step dosing) reported 1 or more adverse events of
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CRS. Most subjects reported low grade (grade 1 or grade 2) CRS. Subject
incidence of grade 1 or grade 2 CRS was 6 (11.3%) and 31 (58.5%), respectively.
Four (7.5%) subjects reported grade 3 CRS (1 subject in cohortl after receiving a
day 1 dose of ] ng, 1 subject in cohort [J] after receiving a day 1 dose of || v
1 subject in cohort. after receiving a day 5 dose of- Mg, and 1 subject in the
etanercept substudy cohortl) and a single (1.9%) subject had a grade 5 (fatal)
CRS event (1 subject in cohort. after receiving a day 5 dose of- Mg).

Eight (15.1%) events of CRS were considered serious adverse events. Subject
incidence of adverse events of CRS leading to hospitalization in the intensive care
unit (ICU), interruption of AMG 427, or discontinuation of AMG 427 were 4 (7.5%),
4 (7.5%), and 2 (3.8%) subjects, respectively. Please refer to the AMG 427

Investigator’s Brochure for additional details.

A fatal case of ‘possible HLH’ was reported in the AMG 427 etanercept substudy.
The fatal event was reported in a .-year-old male with refractory AML. No
confirmatory bone marrow biopsy for HLH, or autopsy was performed. The
subject had multiple confounding factors for the diagnosis of HLH. The subject’s
ferritin was elevated (4902 pg/dL) 5 days prior to starting AMG 427, and 3 days
prior to starting etanercept. Hemophagocytic lymphohistiocytosis can also be
caused by infection; the subject had worsening neutropenia, although no
additional cultures were reported. Hemophagocytic lymphohistiocytosis is known
to occur in approximately 9% of patients with AML after intensive induction
therapy (Delavigne et al, 2014). There is a possible contributory role for
etanercept and tocilizumab in this case. Macrophage activation syndrome is
listed as an adverse reaction for Enbrel (Enbrel® USPI, 2017 [Section 6.3
Postmarketing Experience]) and events of macrophage activation syndrome
occurred in patients treated with tocilizumab (Actemra® USPI, 2021 [Section 6.7

Clinical Trials Experience]).
Refer to the Investigator’s Brochure for additional detail on these safety findings.

Summary of efficacy findings: Best overall response observed to date included

1 subject in cohort ||l »9) achieving CR, a second subject in

cohort | 1) achieving CR with incomplete recovery of peripheral
blood counts (CRi) with MRD negativity by flow cytometry, and 4 subjects

achieving Morphologic Leukemia Free State (MLFS): 1 subject each in cohortl

I o). coror I o). oot I v =n
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cohort | 19)- Please refer to the Investigator’s Brochure for
additional details.

2.2.5 Clinical Experience With Other BiTE® Molecules
BiTE® molecules exert a unique but also uniform mechanism of action independent from
their respective target. Consequently, experiences with other BITE® molecules are

regarded as being relevant for AMG 427.

Most clinical experience exists with a BiTE® molecule called blinatumomab (specificity
for CD3 and cluster of differentiation 19 [CD19]) which has shown that administration of
a BiTE® by continuous IV (clV) infusion can be performed with an acceptable safety
profile and leads to improvement in overall survival in subjects with late-stage
hematological malignancies (Kantarjian et al, 2017). Blinatumomab is approved in the
US under the tradename Blincyto® for the treatment of relapsed or refractory B cell
precursor acute lymphoblastic leukemia (ALL) and MRD-positive B-ALL (Blincyto USPI).
The most common adverse reactions (> 20%) are infections, pyrexia, headache,
infusion- related reactions, anemia, febrile neutropenia, thrombocytopenia, and
neutropenia. In addition, Amgen is testing 2 BiTE® molecules targeting cluster of

differentiation 33 (CD33) in active clinical development in patients with AML.

23 Risk Assessment
FLT3 is a transmembrane tyrosine kinase that stimulates survival and proliferation of
blasts (Daver and Kantarjian, 2017). AMG 427 targets FLT3 on AML cells and CD3 on

host T cells.

Based on the mode of action targeting membranous FLT3 and clinical observations with
AMG 427 and other BiTE® molecules developed in hematological malignancies, adverse
events such as CRS, cytopenia, hemorrhage, tumor lysis syndrome (TLS), and infection
are anticipated with the administration of AMG 427. Neurotoxicity has been observed
with the administration of blinatumomab (CD19 BiTE®). For a listing of important
potential and identified risks for AMG 427 refer to Table 1 and Table 2 below. See also
Section 6.6 for specific recommendations for CRS grading and management, TLS, and

infection prophylaxis.

Please refer to the AMG 427 Investigator's Brochure for further description of potential

risks.
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Table 1. Important Identified Risks of AMG 427

Risk

Description

Cytokine Release
Syndrome
(CRS)/Infusion
Reactions

Cytokine release is an anticipated consequence of T cell
engagement induced by AMG 427. Serious events of cytokine
release syndrome, including a fatal event, have been reported in
subjects receiving AMG 427. Cytokine release syndrome is
characterized by a massive release of cellular cytokines, which can
have profound effects on blood pressure, vascular integrity,
neurologic function, and heart, lung, liver, and kidney functions.

Signs and Symptoms may include the following:
e constitutional - fever, rigors, fatigue, malaise

e neurologic - headache, mental status changes, dysphasia,
tremors, dysmetria, gait abnormalities, seizure

e respiratory - dyspnea, tachypnea, hypoxemia
e cardiovascular - tachycardia, hypotension

e gastrointestinal - nausea, vomiting, transaminitis,
hyperbilirubinemia

e hematology - bleeding, hypofibrinogenemia, elevated D-dimer
e skin—rash

Potentially life-threatening complications of cytokine release
syndrome include cardiac dysfunction, adult respiratory distress
syndrome, neurologic toxicity, renal and/or hepatic failure, and
disseminated intravascular coagulation (Lee et al, 2014).

Infusion reactions may be clinically indistinguishable from manifestations
of CRS

Table 2. Important Potential Risks of AMG 427

Risk

Description

Cytopenia

Transient myelosuppression including reductions in circulating
neutrophils, platelets, and red cell mass

Hemorrhage

Bleeding complications, such as disseminated intravascular coagulation
syndrome, are due to the massive intravascular activation of blood
coagulation with consumption of clotting factors and platelets, leading to
severe hemorrhages.

Tumor lysis
syndrome

Complications caused by the breakdown products of dying cancer cells
may include hyperkalemia, hyperphosphatemia, hyperuricemia,
hyperuricosuria, and hypocalcemia, potentially causing lethal cardiac
arrhythmias, seizures, and/or renal failure.

Infections

Immunocompromised patients are susceptible to both common
community-acquired and opportunistic infections. Subjects who have
neutropenia for 7 days or more are at a high risk for infectious
complications.

Neurotoxicity

A wide range of commonly observed neurological symptoms otherwise
recognized as immune effector cell-associated neurotoxicity
syndrome (ICANS) have been associated with the use of blinatumomab
(anti-CD19 BiTE® molecule) in patients with R/R ALL and included
tremor, dizziness, encephalopathy, paresthesia, aphasia, and confusional
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Risk Description

state. The majority of these events occurred during the first cycle. In
patients with AML, leptomeningeal involvement is expected to be much
less frequently observed (< 3%) than in patients with ALL.

See also Section 2.2.3 for nonclinical safety observations.

24 Rationale

241 Target Rationale

FMS-like tyrosine kinase 3 (FLT3)/cluster of differentiation 135 (CD135) is a member of
the class lll receptor tyrosine kinases and a type 1 transmembrane protein that plays an
essential role in normal hematopoiesis. An internal tandem duplication (ITD) of base
pairs within the juxtamembrane coding portion or point mutations in the second kinase
domain (KDM) result in constitutive activation of the gene in AML patients. However,
only about 1/3™ of AML patients harbor these mutations, which can be targeted by
recently approved FLT3 inhibitor midostaurin (Figure 1). In contrast, the immunoglobulin
like loop expressed on the cell surface is expressed on more than 80% of leukemia
isolates from patients with AML (Goldstein et al, 2017, Meshinchi et al, 2009,

Rosnet et al, 1996), providing a useful target antigen for the treatment of patients with
AML. FLT3 transcripts are universally detectable in AML blasts with graded expression
in distinct FAB (French-American-British) subtypes (Ozeki et al, 2004,

Kuchenbauer et al, 2005). Higher FLT3 transcript levels correlate with higher leukocyte
counts and higher degrees of bone marrow infiltration by leukemic cells, independent
from the presence of FLT3 mutations (Kindler et al, 2010). FLT3 is also expressed on
myeloid, lymphoid and dendritic cell progenitors and is considered an important growth
and differentiation factor for several hematopoietic lineages (Tsapogas et al, 2017). Itis
expressed by a fraction of the normal pluripotent hematopoietic stem cells

(Rosnet et al, 1996). Targeting membranous FLT3 via CAR-T cell therapy is currently
being explored by several groups (Chen et al, 2017, Jetani et al, 2018).
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Figure 1. A Schematic Diagram of the FLT3 Receptor Tyrosine Kinase Showing
the Location of the Membranous Immune-globulin-like Loops, Internal Tandem
Duplication (ITD) of Genes Within the Juxtamembrane Domain and Point
Mutations and Gene Insertion in the Second Kinase Domain

24.2 Target Population Rationale
Target population rationale is described in the background (Section 2.1) and target

rationale (Section 2.4.1) sections.

24.3 Dose Selection Rationale

The planned doses of AMG 427 in this study are ||| G
I ;. G 427 il be aamisers

as single, short IV infusions (elV infusion may apply) on D1/D5 or D1/D3/D5/D8 of a
14-day treatment cycle, in which the second dose on day 3 or 5 may be the same or
higher than the dose on day 1. Based on observed safety and tolerability, the day

1 dose may be established as a run-in dose (ie, MTD1), while day 3, 5, or 8 doses may
be subsequently escalated. Based on clinical experience from a CD33-targeting BiTE®
for R/R AML, the day 1 dose is unlikely to have anti-leukemic effect and will be used

primarily to mitigate the risk of cytokine release syndrome following initiation of treatment
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or exposure to higher concentrations of AMG 427 that are more likely to have anti-

leukemic activity.

The proposed starting dose of AMG 427 in the FIH study is. ug. This was based on
the predicted human dose necessary to provide a maximum serum concentration
approximating 0.104 ng/mL, the mean in vitro ECso of AMG 427-mediated
CD69-upregulation, and is anticipated to have limited pharmacological activity.

AMG 427 human PK profiles and exposures were predicted using a 2-compartment
model with linear elimination from the central compartment. Human PK parameters
were scaled using allometry from estimated PK parameters in cynomolgus monkey
studies described in Section 2.2.2. Based on predicted AMG 427 PK, a starting dose of
. ug following a short 1V infusion (approximately 30 minutes to 1 hour) is predicted to
achieve maximum serum concentrations approximating the mean ECso of

AMG 427 mediated CD69-upregulation in MOLM-13 cells (MABEL; 0.104 ng/mL). Of
note, soluble FLT3 concentrations in the ranges observed in serum of AML patients

(up to 140 ng/mL) did not have a significant effect on the predicted maximum serum
concentrations of AMG 427 (within 2-fold) and were not used in the selection of the FIH
starting dose. The use of the ECso as the MABEL and basis for the FIH starting dose is
supported by the previous and safe implementation of this strategy to identify the
maximum recommended starting doses of previous bi-specific CD3-targeting molecules

in clinical development (Saber et al, 2017).

Additionally, mean AUC from time zero to 72 hours (AUC72n) and Cmax €xposures
achieved at the HNSTD of the flat dose regimen ofl pg/kg in the 28-day toxicology
study in cynomolgus monkeys were approximately 47-fold and 119-fold greater than
human AUC from time 0 to 336 hours (AUCas3sn) and Crmax €xposures predicted at the
. Mg starting dose, respectively, after correction for a 10-fold lower potency in
cynomolgus monkey effector cells. Of note, relative to the step-dose regimen of I ug/kg
on day 1 followed by a step up to. ug/kg on day 5, and another step up to- ug’kg
on day 8 and onwards (] 1o/ke) also evaluated in the 28-day toxicology study,
AUC72n and Crmaxexposures were approximately 6950-fold and 6180-fold greater than

human exposure predictions, after a 10-fold potency correction (Table 3).

Subsequent planned escalations in AMG 427 dose up to [ ng are shown in Table 3.
At the highest planned clinical dose of ] ng. the ratio of mean AUC72nand Crax
exposures achieved at thel ug/kg HNSTD in the 28-day toxicology study in cynomolgus
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monkeys and predicted human AUCs3enh and Crax €Xposures were approximately
I csoectively, after a 10-fold potency difference in human and cynomolgus
monkey effector cells (ratio of mean AUC72, and Cmax €xposures achieved at the
I 1.0/kg HNSTD in the 28-day toxicology study were approximately [Jfjj and
- respectively, after potency correction).

Minimally efficacious exposures of AMG 427 were estimated based on the in vitro

assessments of AMG 427 activity. Based on the assessment of individual
dose-response curves of AMG 427-mediated cell cytotoxicity in 7 different

FLT3-expressing AML cell lines, a median ECgq of 12.1 pM (1.3 ng/mL) was calculated.

AMGEN
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An AMG 427 dose of . ug is predicted to provide trough coverage of the ECg following
day 1 and day 5 administration and is expected to achieve anti-leukemic effect. As FLT3
expression is heterogenous between different AML patients, AMG 427-mediated
cytotoxicity in the least sensitive cell line (KG-1 cells) was also used to establish a
conservative prediction of efficacy. Based on a mean ECy of cell cytotoxicity in

KG-1 cells (35.83 pM; 3.8 ng/mL), an AMG 427 dose of- ug is predicted to be
efficacious. Collectively, minimally efficacious exposures of AMG 427 are predicted at

doses of. ug, following once weekly administration.

As of 26 July 2021, 53 subjects have been treated, 51 at AMG 427 doses ranging from
I o in the ongoing FIH study, and 2 subjects only receiving etanercept
(Enbrel). Clinical data show an acceptable safety profile up to doses of- ug and
preliminary PK analysis suggests dose-related increases in AMG 427 Cmax and AUC
across the dose range evaluated. The emerging clinical data from the ongoing FIH
study support the exploration of additional dose levels and regimens to determine the

MTD for AMG 427. Additional doses and regimens of ||| GGG

I .o will be explored in the dose escalation part of the study.

The elV infusion group will enroll the first subjects, as elV infusion is predicted to
be the safest and most conservative dosing regimen (please see

Section 3.1.1.2.1-Justification for elV Investigational Product Dose). Two to

4 subjects will be initially enrolled for the- cohort. Overall, the dosing regimen

will be as follows:
o Day1and 2: elV infusion of. Mg (over approximately 48 hours)
e Day 3: elV infusion of. Mg (over approximately 24 hours)
e Day 5: short IV infusion of- Mg (over approximately 90 minutes)
e Day 8: short IV infusion of- Mg (over approximately 90 minutes)

After Dose Level Review Team (DLRT) determines that the [JJJJj ng target dose
level and dosing route achieves an acceptable safety profile, then DLRT can
recommend dose escalation and opening of additional experimental groups as

described below.

25 Clinical Hypotheses
AMG 427 will demonstrate evidence of anti-leukemic activity at a safe and well-tolerated
dose in subjects with MRD+ or R/R AML.
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3. EXPERIMENTAL PLAN
3.1 Study Design

This is a FIH, open-label, phase 1 dose escalation study. AMG 427 will be evaluated as
a short-term |V infusion (elV infusion may apply) in adult subjects with MRD+ or R/R
AML. The study will be conducted at approximately 15 sites in the US, Australia,
Canada, Japan, South Korea, and Germany. Additional countries or sites may be added

later.

The study will consist of up to a 14-day screening period, a treatment period, a safety
follow-up period (SFU), and a long-term follow-up (LTFU) period (for subjects enrolled in

the dose expansion phase only).

The dose-escalation cohorts will estimate the MTD, safety, tolerability, PK, and
pharmacodynamics (PD) of AMG 427 in subjects with MRD+ or R/R AML using a
Bayesian logistic regression model (BLRM: Neuenschwander et al, 2008). Planned
dose levels (dose per infusion) for the dose-escalation cohorts are as follows: -
-
(Table 4). Additionally, an option for cohort escalation will be available for confirming the
safety in Japanese population, at sponsor discretion, for up to a maximum of 6 subjects.
The sponsor will notify Japanese sites, if applicable, when the extended slots for a
cohort are open for enroliment (after the Dose Level Review Team [DLRT] has

confirmed the dose level is safe). The study will consist of 3 groups:

o FIH Group: AMG 427 administered as short term |V infusions in R/R AML

subjects.

— (CLOSED) Etanercept (Enbrel®) substudy: Etanercept will be administered for
CRS prophylaxis 2 days prior to each cycle of AMG 427 short term IV infusions in
R/R AML subjects in the US. (Etanercept may be implemented to FIH expansion

groups based on emerging data).

o elV Infusion Group: AMG 427 elV infusions administered on days 1 and 2, and 3,

with short term |V infusions on days 5 and 8 in R/R AML subjects. (elV infusion may

be implemented to FIH expansion groups based on emerging data).

o MRD+ Group: AMG 427 administered in short term |V infusions in MRD+ AML

subjects.
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At completion of the dose escalation cohorts, additional subjects (approximately
90 subjects, with approximately 40 subjects in the FIH cohorts and 50 subjects in the
MRD+ groups) will be enrolled in a dose expansion cohort to gain further clinical

experience, safety, and efficacy data in subjects with AMG 427.

3.1.1 Dose Escalation

The study will have 3 alternative dosing schedules:

e (CLOSED) Schedule A
— D1/D5 or D1/D5/D12/D19 (dexamethasone prophylaxis)

e (CLOSED) Schedule B: Etanercept Substudy (R/R AML)
— D1/D5 or D1/D5/D12/D19 (etanercept 2 days prior to each cycle).

The etanercept substudy used etanercept 2 days prior to infusion of each cycle
D1, and if applicable, 2 days prior to infusion on D12.

o Schedule C (Table 16 through Table 21): FIH, elV (R/R AML); MRD+ Group
(MRD+ AML)

— D1/D3/D5/D8 or D1/D3/D5/D8/D12/D19 (dexamethasone prophylaxis)

Note:
— The MRD+ group will use Schedule C for all cycle collections and Table 22 for

additional whole blood MRD collection, or Table 23, as applicable.

The initial cohort will begin with Schedule A and will receive 2 doses (1 each on D1 and
D5). After reviewing the emerging PK, safety and efficacy data, the DLRT may
recommend the administration of additional doses on D3 and D8, to comprise a 2-week
cycle with doses on D1/D3/D5/D8 (Schedule C).

Additionally, if the following conditions are met, the DLRT may recommend the
administration of 2 additional doses (D12 and D19):

e the 2-4 dose regimen (D1/D5 and/or D1/D3/D5/D8) is deemed safe and tolerable

¢ itis determined from the observed AMG 427 exposures that AMG 427 is rapidly
cleared and/or distributed (ie, its observed half-life is much shorter than its predicted
half-life)

o efficacy (based on clinical data and pharmacodynamic markers eg, clearance of
FLT3* blasts in the blood and/or bone marrow) is observed but is not sustained and
addition of D12 and D19 doses may improve the duration or depth of response

Once the DLRT recommends additional doses, all subsequent cohorts will be treated

with a 4 or 6 dose regimen in each cycle. The additional doses (if applicable), may be at
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the same dose as the preceding dose or may be at higher doses (dose step). A dose
step is any dose that is higher for a given subject than the subject has previously

received. Dose steps may occur at D3, D5, D8, D12, or D19 infusions.

Starting with an initial lower dose may improve tolerability of subsequently administered
higher doses due to initial reduction of the bulk of blast cells, thereby improving efficacy.
The DLRT will recommend an initial lower dose, which will not be higher than dose

which triggered a DLT. For a schematic overview of the different dose step options see

Figure 2 below.

Administration of a prophylactic steroid dose (8 mg IV dexamethasone) within 1 hour
prior to start of AMG 427 dose on days 1, 3, 5, and 8 and prior to each dose step of
AMG 427, to mitigate CRS, is mandatory. There is a + 1-3 day window for dosing visits.

Other dose level(s) of dexamethasone may be evaluated as necessary.

All other dosing rules, including dose limiting toxicities and treatment interruption,
withholding, rechallenge, and permanent discontinuation apply as stated in
Sections 6.2-6.6.

The estimate of the MTD(s), or the estimate of each MTD if step dosing is used, will use
the BLRM design. Dose escalation will proceed using 2 parts: single subject cohorts

and multiple subject cohorts.
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31141 FIH Group

The FIH group will evaluate AMG 427 administered as a short-term |V infusion in adult
subjects with R/R AML. In escalation, approximately 90 subjects with R/R AML will be a
part of FIH cohorts ||l (Table 4). Approximately 25 subjects with RIR AML wil
receive etanercept for CRS prophylaxis 2 days prior to their cycle and follow guidance
below. The option for group extension may be available, either at sponsor
discretion or if recommended by the DLRT based on the review of the emerging
safety data. The sponsor will notify sites, if applicable, when the extended slots

for a group are open for enroliment after DLRT has confirmed the dose level is

safe.
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3.1.1.2 elV Infusion Group

The elV group will evaluate AMG 427 administered as an elV infusion in approximately
10 subjects with R/R AML. The study will be conducted in dose escalation, to explore
and identify if alternative dosing of AMG 427 leads to an improved benefit/risk profile.
The option for group extension may be available, either at sponsor discretion or if
recommended by the DLRT based on the review of the emerging safety data. The
sponsor will notify sites, if applicable, when the extended slots for a group are open for
enroliment after DLRT has confirmed the dose level is safe. If improvement is seen in
the benefit/risk profile for these subjects, elV administration may be implemented in the

ongoing FIH (short IV) dose escalation cohorts, as well as expansion cohorts.

Utilizing Schedule C, the elV study design will consist of elV and short IV infusions of
AMG 427 administered on days 1 and 2, 3, 5, and 8.
e Days 1 and 2 will consist of the D1 dose administered as an elV infusion over

48 hours (approximately 12-hour IV bag changes).

o Day 3 will consist of the D3 dose administered as an elV infusion over 24 hours
(approximately 12-hour IV bag changes).

e The remaining 2 doses (D5 and D8) will be regular short IV infusions
(approximately 90 minutes) on day 5 and day 8.

The first elV group will start at a DLRT-approved dose level from the FIH group as

described in Section 6.2.1.1.

Subsequent elV cohorts will use the same dose levels as the FIH (short IV) cohorts
(Table 4). Dose escalation may occur if the DLRT deems that the elV cohorts
demonstrate a better benefit/risk profile than the equivalent FIH (short IV) cohorts. All
other study processes remain unchanged. Data will be continuously evaluated, and

DLRT may recommend dose schedule/level changes based on emerging PK data.

3.1.1.21 Justification for elV Investigational Product Dose

Based on preliminary population pharmacokinetic analyses, AMG 427 Cnax is predicted
to be approximately 40% lower with a delayed Tmax if infused over a 72 hour period,
relative to the same total dose administered using a 1 hour infusion. It is hypothesized
that the use of elV infusions over a 72 hour period may reduce the intensity and/or
frequency of the symptoms associated with CRS, relative to the same total dose of
AMG 427 infused over a 1 hour duration. The DLRT may recommend modifying the
dose or modifying the C1D1 elV infusion time up to 7 days based on emerging safety
and PK data.
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3.1.13 MRD+ Group

The MRD+ group will evaluate AMG 427 administered as short IV infusions (90 minutes)
in approximately 10 adult subjects with MRD+ AML. The option for group extension
may be available, either at sponsor discretion or if recommended by the DLRT
based on the review of the emerging safety data. The sponsor will notify sites, if
applicable, when the extended slots for a group are open for enroliment after

DLRT has confirmed the dose level is safe.

In escalation, subjects will be enrolled and start at a dose level from the FIH group that
has been cleared by the DLRT as safe and tolerable. For example, if DLRT approves as

safe and tolerable, the following dosing regimen for FIH short term IV: day 1: . ug,
day 3: | no. day 5: | ng. and day 8: [} ug. the first MRD+ group 1 will be:

e Day1: . ug

e Day3: - ug
e Day5: . ug
e Day8: - ug

The escalation doses will follow Table 4 and all escalation rules and study procedures
remain unchanged. If an MTD/RP2D is not determined after approximately 10 subjects,
DLRT may recommend additional subjects for dose escalation, which will follow the dose

escalation in Table 4.

3.1.2 Determination of Maximum Tolerated Dose

Dose escalation decisions will be made based on the recommendation of the BLRM
model and the DLRT review after considering available safety, PK, PD, and efficacy
data. The estimate of MTD will use the BLRM design. The model’s estimated MTD
dose is the dose with the highest probability of the target toxicity probability interval
(TPI), but with a less than 0.25 probability of an excessive or unacceptable TPl. The
target TP is (0.20, 0.33), and TPIs of (0.33, 0.60) and (0.60, 1.00) are defined as

excessive and unacceptable, respectively. See Section 3.4 for replacement of subjects.
Dose escalations will continue until either of the following occurs:

e No DLTs are observed on study and
e A minimum of 6 subjects are treated at the highest planned dose level.
e DLTs are observed on study and

o BLRM repeats the recommendation of a dose level (minimum of 6 treated subjects),
or
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¢ A maximum of 90 subjects are enrolled. If fewer than 6 subjects are treated at the
MTD, additional subjects beyond 90 may be enrolled to confirm safety and
tolerability.

The MTD is defined as the highest dose level whose DLT rate has the highest probability

of the target TPI, an excessive/unacceptable TPI of < 0.25, and a minimum of 6 subjects

have been treated at the MTD.

Once the dose escalation phase has determined a final MTD or optimal RP2D,
tocilizumab may be evaluated as an alternative prophylaxis to prevent/reduce the
severity of CRS. A cohort of 3 subjects may be treated with AMG 427 at the final MTD
dose level and a single dose of 8 mg/kg IV tocilizumab will be administered prior to the
dose of AMG 427 replacing pretreatment with dexamethasone. If no DLTs are
observed, 3 additional subjects will be included in this cohort. The use of tocilizumab
may be further explored based on observed tolerability and other clinical and

pharmacological data.

3.1.21 Maximum Tolerated Dose 1 (MTD1)

Dose escalation will proceed using 2 parts, single subject cohorts and multiple subject
cohorts. In the single subject cohorts, single subjects will be enrolled at initial dose
levels. When any pharmacologic activity (including, but not limited to, infusion reactions,
cytokine release syndrome, decrease in peripheral blood blasts, or decrease in white
blood cell count) is observed, the cohort size will be increased to multiple subject cohorts
(N = 2 to 4 subjects). When the initial dose-limiting toxicity (DLT) is observed, the BLRM
design will be used to guide dose level selection. After each cohort, the model’s
recommended MTD dose level for evaluation is the dose level with the highest
probability of the target TPI, but with a less than 0.25 probability of an excessive or
unacceptable TPI. The actual dose selected at each dose decision may be at or below
the model’s recommended dose as recommended by the DLRT after considering all

information.
The dose escalation will be stopped when any of the following occurs:

e A minimum of 6 subjects have been treated at the MTD1 level
e When the sample size reaches 120 subjects

o Oras recommended by the DLRT after considering available safety, PK, PD, and
efficacy data
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3.1.2.2 Maximum Tolerated Dose 2 (MTD2)

Dose escalation for the MTD2 following the initial dosing (MTD1) will proceed after
MTD1 is determined and implements a dose step. The cohort for which a dose step will
be implemented will start treatment for the first dose at the MTD1 assessed in the dose
escalation for the first MTD. After this run-in dose, there may be a dose increase to the
next higher dose as per the dosing schedule shown in Table 3 of the protocol. If this
treatment schedule is tolerated, the following dose cohorts will continue to receive the
run in (initial) dose at MTD1 to assess the MTD2. The target (second) dose will be
increased until an MTD2 is reached. Testing of an MTD3 will be guided in the same way

by the BLRM and the DLRT review after considering all information.

Subjects who complete the DLT period (see Section 6.2.1.4) may proceed to a higher
dose level for the following treatment cycle once the next dose cohort has been deemed

safe by the DLRT, after consultation with the sponsor, if the subject has:
e No DLT reported during or after the completion of the DLT period

See Section 7.2.2 for details on assessments applicable in case of intra-subject dose

escalation. Dose limiting toxicities experienced by subjects after completing the DLT

period will be considered in the BLRM design to account for any late onset toxicity.

CONFIDENTIAL Am"®



Product: AMG 427
Protocol Number: 20170528
Date: 16 March 2022 Page 50 of 189

Single Subject Cohorts

In the initial dose escalation cohorts, a single subject will be enrolled until any
pharmacologic activity (including but not limited to infusion reaction, CRS, drop in white
count) is noted. Evidence of pharmacologic activity will trigger multiple subject
enrollment in the same and all subsequent cohorts. The initial dose levels are
anticipated to be lower than the dose levels at which any clinical activity related to
AMG 427 may be observed.

Multiple Subject Cohorts

Once multiple subject cohorts are triggered as described above, the same and

subsequent cohorts will enroll 2 to 4 evaluable subjects based on BLRM output.

Time interval between Enrolilment of Subjects in Each Cohort

There will be at least a 7-day (168-hour) interval between the start of treatment of the
first and second subject in each cohort (ie, at the same dose and schedule). On day 7 of
this interval, the site investigator will evaluate all available safety and laboratory data for
the treated subject and confirm the occurrence/non-occurrence of a DLT to the sponsor.
The sponsor will only be able to open enroliment for the next subject in the cohort after
receipt of this confirmation. If deemed necessary, the 7-day interval may be extended
until sufficient data are available to allow an assessment of the feasibility of treatment
start of the next subject. In addition, there will be at least a 96-hour interval between the
start of treatment of the second subject and all subsequent subjects in each cohort.

Hence, no more than 3 subjects will be enrolled in 2 weeks.

Intra-subject dose escalation (ISDE)

A subject may receive a dose higher than what they received in the first cycle if:

e the next dose cohort has been deemed safe by the DLRT
e after consultation with the sponsor
e no DLT is reported during or after completion of the DLT period for that subject
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e Subjects receiving low, subtherapeutic doses of AMG 427, such as subjects in the
etanercept (Enbrel) substudy, may intra-subject dose escalate to a Dose Level
Review Meeting (DLRM) approved dose immediately after cycle 1 if they have not
experienced a DLT; the DLT window will remain 28 days (21 days if the subject
shows disease progression)

3.1.3 Expansion Cohort

At completion of the dose escalation cohorts, approximately 90 additional subjects
(approximately 40 R/R AML subjects in the FIH cohorts and 50 MRD+ AML subjects in
the MRD+ cohorts) will be enrolled in dose expansion cohorts to gain further clinical
experience, safety, and efficacy data in subjects with AMG 427. The dose to be
evaluated will be at or below the MTD estimated in the dose escalation cohorts. Once
the preliminary MTD and R2PD are established, the FDA will be provided with brief

interim results of the dose escalation phase.

In the expansion phase, all available study data will be reviewed (with recruitment
ongoing) by the DLRT once every 6™ subject has at least completed their first treatment
cycle plus 2 weeks or dropped out of treatment/study, whichever occurs earlier. The
MTD will be further evaluated by applying BLRM using all available data, including data
from subjects in the expansion phase. Ad hoc meetings may be convened any time in

case of important safety events (see also Section 6.2.1.3).

Based on emerging safety data, the planned dose level and dose schedule may be
modified during the conduct of the expansion phase. Additionally, enroliment to dose
expansion will be paused and possibly terminated if safety stopping rules and/or efficacy

futility rules are met (see Section 10.3 for details).

A final estimate of the MTD and RP2D using BLRM will be evaluated and confirmed
utilizing all DLT-evaluable subjects from the dose escalation and the dose expansion
cohorts. For definition of DLT-evaluable, see Section 6.2.1.3. Additional expansion
cohorts testing alternative dose levels or biologic subsets may be considered by

amendment.

The overall study design is described by a Study Design and Treatment Schema at the

end of the protocol synopsis section.

The study endpoints are defined in Section 10.1.1.

3.2 Number of Sites

This study will be conducted at approximately 15 sites in the US, Australia, Canada,
Japan, South Korea, and Germany. Additional countries or sites may be added if

necessary.
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Sites that do not enroll subjects into an open cohort within 6 months of site initiation may

be closed or replaced.

3.3 Number of Subjects

Participants in this clinical investigation shall be referred to as “subjects.”

It is anticipated that approximately 200 subjects will be enrolled in this study, with
approximately 110 subjects enrolled in the dose escalation cohorts and 90 subjects in

the dose expansion cohorts:
Dose escalation cohorts:

o FIH (R/R AML): approximately 90 subjects

e (CLOSED) etanercept substudy (R/R AML): approximately 25 subjects
e elV (R/R AML): approximately 10 subjects
o MRD Group (MRD+): approximately 10 subjects

Dose expansion cohorts:

o FIH (R/R AML): approximately 40 subjects
o MRD Group (MRD+): approximately 50 subjects

For ethical and operational reasons subjects who already are in the screening phase at
the time of enrollment stop (end of expansion phase) will still be allowed to be treated.

Therefore, an over running of subject recruitment might be possible.
Based on emerging data, additional subjects may be enrolled.
The rationale for the number of subjects is provided in Section 10.2.

34 Replacement of Subjects

Ineligible subjects (eg, subjects who were exposed to investigational product but post
hoc were found to be ineligible) may be replaced. During dose escalation, subjects that
are not DLT-evaluable will be replaced. See Section 6.2.1.3 for definition of

DLT-evaluable subjects.

3.5 Estimated Study Duration
3.51 Study Duration for Subjects

Dose escalation phase

It is anticipated that an individual subject enrolled in the dose escalation phase will
participate in the study for up to 14 months. This includes a screening period lasting up
to 14 days, a treatment period lasting approximately 10 to 12 months, and an SFU

period lasting approximately 4 weeks after the last dose.
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Dose expansion phase

Individual subjects enrolled in the dose expansion phase will participate in the study for

up to about 2 years. This includes a screening period lasting up to 14 days, a treatment
period lasting approximately 10 to 12 months, an SFU period lasting approximately

4 weeks after the last dose, and an LTFU period lasting up to 2 years after the first dose

of AMG 427 (for subjects enrolled in the expansion phase only).

The actual duration for individual subjects will vary depending upon tolerability of

AMG 427, evidence of clinical progression, and willingness to participate in the study.

After completion of a first cycle without a DLT, up to 11 additional treatment cycles can
be administered as long as, in the judgment of the investigator, the subject is deriving

benefit.

3.5.2 End of Study

End of Study (Primary Completion): The primary completion date is defined as the

date when the last subject is assessed or receives an intervention for the purposes of
final collection of data for the primary endpoint(s), for the purposes of conducting the
primary analysis, whether the study concluded as planned in the protocol or was

terminated early.

The primary completion date is the date when the last subject either had the opportunity

to receive up to 12 cycles of treatment or terminated the study early.

If the study concludes prior to the primary completion date originally planned in the
protocol (ie, early termination of the study), then the primary completion will be the date
when the last subject is assessed or receives an intervention for evaluation in the study

(ie, last subject last visit).

End of Study (For an Individual Subject):

An individual subject is considered to have completed the study if he/she has completed
SFU visit for subjects enrolled in the dose escalation phase, or LTFU visit for subjects
enrolled in the dose expansion phase as shown in the Schedule of Assessments
(Section 7.1). The SFU visit should occur approximately 4 weeks (or up to 7 days
thereafter) after the last dose of AMG 427 or prior to the initiation of other AML therapy,

whichever occurs earlier.

End of study (EOS) for an individual subject is defined as the last day that

protocol-specified procedures/assessments are conducted for the individual subject.
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4. SUBJECT ELIGIBILITY
Investigators will be expected to maintain a screening log of all potential study
candidates that includes limited information about the potential candidate (eg, date of

screening).

Before any study-specific activities/procedure, the appropriate written informed consent

must be obtained (see Section 11.1).

41 Inclusion Criteria

101. Subject has provided informed consent prior to initiation of any study-specific
activities/procedures

102. Subjects > 18 years of age at the time of signing consent

103. For R/R AML subjects only, AML as defined by the WHO Classification
(Appendix D) as persisting or recurring following 1 or more treatment courses
(exceptions noted in exclusion criteria). Subjects must have failed treatment

with, be intolerant to, or must not be candidates for available therapies for the
treatment of R/R AML (not applicable to MRD+ subjects)

104. For R/R AML subjects only, myeloblasts > 5% in bone marrow, as confirmed by
immunophenotype by flow cytometry (not applicable to MRD+ subjects)

105. Eastern Cooperative Oncology Group (ECOG, Appendix F) Performance Status
of <2

106. Renal function as follows:

e serum creatinine < 2.0 mg/dL (176.84 umol/L)
e estimated glomerular filtration rate (eGFR) > 30 mL/min/1.73 m?

107. Hepatic function as follows:

o aspartate aminotransferase (AST) and alanine aminotransferase (ALT)
< 3.0 x upper limit of normal (ULN)

. bilirubin < 1.5 x ULN (unless considered due to Gilbert's syndrome or
hemolysis)

108. (CLOSED) Etanercept (Enbrel) substudy only:

No active tuberculosis in the setting of anti-TNF therapy

National guidelines should be followed for appropriate tuberculosis screening in
the setting of anti-TNF therapy, including a minimum of:

e Subject has a negative test for tuberculosis during screening defined as
either:

¢ Negative purified protein derivative (PPD) (< 5 mm induration at 48 to
72 hours after test is placed) OR

¢ Negative Quantiferon test
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109.

4.2

201.

202.

203.

204.

205.

206.

Subjects with positive PPD and a history of bacillus Calmette-Guérin vaccination
are allowed with a negative Quantiferon test.

Subjects with a positive PPD test (without a history of bacillus Calmette-Guérin
vaccination) or subjects with a positive or indeterminate Quantiferon test are
allowed if they have all of the following:

e no symptoms, per tuberculosis worksheet provided by Amgen

o documented history of a completed course of adequate treatment or
prophylaxis (per local standard of care) prior to the start of investigational
product

e no known exposure to a case of active tuberculosis after most recent
prophylaxis

e no evidence of active tuberculosis on chest radiograph within 3 months
prior to the first dose of investigational product

For the MRD+ Group, AML subjects in any CR/CRh/CRi:

¢ with detectable measurable/MRD as assessed by local institution

The MRD assessment must have been performed within 3 months of
enroliment.

e not eligible for allogenic HSCT per investigator assessment, lacking a donor,
or declining the procedure

Subject may have received any induction and consolidation/maintenance
regimens, including cytotoxic agents, hypomethylating agents, transplant, or
other therapeutics, to achieve CR/CRh/CRI, prior to screening.

Exclusion Criteria

Patients with acute promyelocytic leukemia (APML)

Active extramedullary AML in the central nervous system (CNS)

Known hypersensitivity to immunoglobulins

White blood cells (WBC) > 15,000 cells/mcL (15 cells x 1029/L) at screening

(hydroxyurea is permitted to enable eligibility)

Subjects with a prior or concurrent malignancy whose natural history or treatment
is anticipated to interfere with the safety or efficacy assessment of the
investigational regimen.

Exception: Subjects with prior or concurrent malignancy not anticipated to
interfere with the safety or efficacy assessment of the investigational regimen
may be included only after discussion with the Amgen Medical Monitor.

For R/R AML subjects only, autologous HSCT within 6 weeks prior to start of

AMG 427 treatment (MRD+ subjects may be enrolled only after discussion with
sponsor)
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207. For R/R AML subjects only, allogeneic HSCT within 3 months prior to start of
AMG 427 treatment (MRD+ subjects may be enrolled only after discussion with
sponsor)

208. Any graft-versus-host disease requiring systemic therapy with
immunomodulators

209. History or evidence of significant cardiovascular risk including any of the
following: symptomatic congestive heart failure, unstable angina, clinically
significant arrhythmias (eg, ventricular fibrillation, ventricular tachycardia etc.),
recent coronary angioplasty, intra-cardiac defibrillators or any clinically relevant
concurrent disorder that may pose a risk to subject safety or interfere with study
evaluation, procedures, or completion

210. History of arterial thrombosis (eg, stroke or transient ischemic attack) in the past
3 months

211.  Active infection requiring intravenous antibiotics within 1 week of study
enroliment (day 1). Antibiotics may be administered for prophylaxis as per
institutional standards up to and after enrollment.

212.  Known positive test for human immunodeficiency virus (HIV)
213. Positive for hepatitis B surface antigen (HepBsAg)
214. Positive for hepatitis C or chronic hepatitis C

Possible exceptions: acute hepatitis C and completely cleared of the virus
(demonstrated by negative viral load), chronic hepatitis C with undetectable viral
load defined by sustained virologic response 24 weeks (SVR24) after completion
of anti-hepatitis C treatment.

215. Live vaccination(s) within 4 weeks before the start of AMG 427 treatment on
day 1, during treatment, and until the end of the last study dose

216. Unresolved toxicities from prior antitumor therapy, defined as not having resolved
to Common Terminology Criteria for Adverse Events (CTCAE),
version 4.0 grade 1 (with the exception of myelosuppression, eg, neutropenia,
anemia, thrombocytopenia), or to levels dictated in the eligibility criteria with the
exception of alopecia or toxicities from prior antitumor therapy that are
considered irreversible (defined as having been present and stable for
> 2 months) which may be allowed if they are not otherwise described in the
exclusion criteria AND there is agreement to allow by both the investigator and
sponsor

217.  Antitumor therapy (chemotherapy, antibody therapy, molecular-targeted therapy
such as FLT3 inhibitors, or investigational agent) within 14 days of day 1

. Exception: hydroxyurea to control peripheral blood leukemic cell counts
is allowed until start of investigational product treatment

° Exception: antitumor therapies with short half-lives only require passing
of 5 half-lives from last dose, and after discussion with sponsor

218. Treatment with systemic immune modulators including, but not limited to,
non-topical systemic corticosteroids, cyclosporine, and tacrolimus within 2 weeks
before enroliment (day 1)
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° Exception: physiologic replacement steroids or steroids for treatment of
transfusion/hypersensitivity reactions

219.  Prior treatment with a FLT3 targeting CAR-T

220. Maijor surgery within 28 days of study day 1 with the exception of biopsy and
insertion of central venous catheter

221. History or evidence of any other clinically significant disorder, condition or
disease that, in the opinion of the investigator or Amgen medical monitor would
pose a risk to subject safety or interfere with the study evaluation, procedures or
completion

222. Males and females of reproductive potential who are unwilling to practice a highly
effective method(s) of birth control while on study through 4 weeks after receiving
the last dose of study drug. Acceptable methods of highly effective birth control
include sexual abstinence (males, females); vasectomy; bilateral tubal
ligation/occlusion; or a condom with spermicide (men) in combination with
hormonal birth control or intrauterine device (IUD) (women)

223. Females who are lactating/breastfeeding or who plan to breastfeed while on
study through 4 weeks after receiving the last dose of study drug

224. Females with a positive pregnancy test
225. Females planning to become pregnant while on study through 4 weeks after
receiving the last dose of study drug

226. Subjects likely to not be available to complete all protocol-required study visits or
procedures, and/or to comply with all required study procedures to the best of the
subject’s and investigator’s knowledge

227. History of multiple sclerosis or any other demyelinating disease
228. Active hepatitis secondary to alcoholic hepatitis or nonalcoholic steatohepatitis

229. History or evidence of severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) infection unless agreed upon with Medical Monitor and
meeting the following criteria:

¢ Negative test for SARS-CoV-2 RNA by reverse
transcriptase-polymerase chain reaction (RT-PCR) within 72 hours of
first dose of investigational product

¢ No acute symptoms of coronavirus disease 2019 (COVID-19) disease
within 10 days prior to first dose of investigational product (counted
from day of positive test for asymptomatic subjects)
5. SUBJECT ENROLLMENT
Before subjects begin participation in any study-specific activities/procedures, Amgen
requires a copy of the site’s written institutional review board/independent ethics
committee (IRB/IEC) approval of the protocol, informed consent form (ICF), and all other
subject information and/or recruitment material, if applicable (see Section 11.2). All

subjects must personally sign and date the ICF before commencement of study-specific
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activities/procedures. A subject is considered enrolled when they have met all the
eligibility criteria. The Investigator is to document the enrollment decision and date in

the subject’s medical record.

Each subject who enters the screening period for the study (defined as the point at
which the subject signs the informed consent) receives a unique subject identification
number before any study procedures are performed. The subject identification number
will be assigned manually. This number will be used to identify the subject throughout

the clinical study and must be used on all study documentation related to that subject.

The unique subject identification number will consist of 11 digits. The first 3 digits will
represent the last 3 digits of the protocol number (ie, 528). The next 5 digits will
represent the country code and site number (eg, 66001) and will be identical for all
subjects at the site. The next 3 digits will be assigned in sequential order as subjects
are screened (eg, 001, 002, or 003). For example, the first subject to enter screening at
site 66001 will receive the number_, and the second subject at the same

site will receive the number_

The subject identification number must remain constant throughout the entire clinical
study; it must not be changed after initial assignment, including if a subject is

rescreened.

Subjects who do not meet the eligibility criteria within the 14-day screening period will
not be eligible for enroliment. Subjects may be re-screened up to 3 times at the
discretion of the investigator. The subject must be re-consented if a re-screening
attempt occurs outside the 14-day screening period. With the exception of hepatitis
serology and bone marrow assessments, re-screened subjects who are re-consented
will repeat all screening procedures. See Section 7.2.1 for assessments during
re-screening. Subjects who are deemed ineligible will be documented as screen

failures.

Subjects may be eligible to begin treatment once all screening tests and procedures are
completed and results indicate that all eligibility criteria are met. A site representative

will complete and send the enrollment eligibility worksheet to the sponsor or designee.

5.1 Treatment Assignment
An Amgen representative will notify the site(s) in writing when a cohort is open to screen
new subjects. In the initial dose escalation cohorts, only a single subject will be enrolled

to a cohort because the dose level is not anticipated to be clinically active. Evidence of
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pharmacologic activity will trigger multiple subject enrollment in the same and all
subsequent cohorts. Enrollment will be performed according to the BLRM design
(see Section 3.1 for details) from the first multiple subject cohort onwards. Each multiple

subject cohort will enroll up to 4 evaluable subjects.

At completion of the dose escalation cohorts, additional subjects, approximately
90 (FIH: N =40, MRD+: N =50) will be enrolled in a dose expansion cohorts to gain
further clinical experience, safety and efficacy data in subjects with AMG 427. The dose

to be evaluated will be at or below the MTD estimated in the dose escalation cohorts.

6. TREATMENT PROCEDURES

6.1 Classification of Product

Study treatment is defined as any investigational product(s), non-investigational
product(s), placebo, or medical device(s) intended to be administered to a study subject

according to the study protocol.

The Amgen investigational product used in this study is AMG 427.

In this study (starting with the etanercept (Enbrel) substudy ||| Gz

) ctanercept (Enbrel® [investigational use of a marketed product]) will be used
(US only) prophylactically to mitigate signs, symptoms, and severity of CRS. Etanercept
is not FDA-approved for the disease/condition being studied. Etanercept will be
manufactured and packaged by Amgen Inc. and distributed using Amgen clinical study

drug distribution procedures.

6.2 Investigational Product
The investigational product will be administered at the research facility by a qualified

staff member.

A physician or nurse trained in emergency procedures must be available when the
infusion of investigational product is started for immediate intervention in case of

complications.

6.2.1 Amgen Investigational Product AMG 427
AMG 427 will be manufactured and packaged by Amgen Inc., or its agents, and

distributed using Amgen or its agents’ clinical study drug distribution procedures.

AMG 427 is supplied as a sterile, preservative-free lyophilized powder for
IV administration after reconstitution with sterile Water for Injection (WFI). After
reconstitution with 1.2 mL of sterile WFI, the 1 mg/mL AMG 427 drug product is
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formulated with [JffmM glutamic acid, |]% (w/v) sucrose, and [f§% (wiv) polysorbate 80,
pHJ} The final container is a single-use, 6R glass vial and contains a target

extractable amount of 1 mg AMG 427.

The intravenous solution stabilizer (IVSS) is intended for pre-treatment of IV bags prior
to dilution of AMG 427 drug product. The IVSS is supplied as a sterile solution in a
10-cc glass vial containing 10 mL deliverable product. The IVSS does not contain an
active pharmaceutical ingredient and is a buffered, preservative-free solution (. mM
citric acid, M lysine hydrochloride, [J|% (wiv) polysorbate 80, pH ).

6.2.1.1 Dosage, Administration, and Schedule

AMG 427 may be administered as short-term IV infusions, delivered using infusion
pumps (for the higher doses) and syringe pumps (for the lower doses), respectively,
which are both approved for use by the appropriate regulatory authority for the country in

which the subject is undergoing treatment.

AMG 427 solution for infusion will be prepared in bags for IV infusion and delivered
through infusion lines. An IV flush bag will be connected to the IV infusion line after
AMG 427 dose infusion is completed to administer a controlled rate post-infusion flush.
The drug will be administered as short-term 1V infusions (approximately 90 minutes) on
D1, D3 (if applicable), D5, and D8 (if applicable) of each treatment cycle followed by an
infusion-free interval prior to the start of the following treatment cycle. AMG 427 solution

will be prepared in bags for short or elV infusion and delivered through infusion lines.

The first elV group will start at a DLRT-approved dose level from the FIH group, eg, if

DLRT approves as safe and tolerable, the following dosing regimen will be administered:

e Days 1and 2: elV of 8 ug (over approximately 48 hours, with approximately
12-hour bag changes

o Day3: elV of- ug (over approximately 24 hours, with approximately 12-hour bag
changes)

o Day5: short IV of [ ng (over approximately 90 minutes)
o Day8: short IV of ] ug (over approximately 90 minutes)

Subsequent elV cohorts will use the same dose levels as the FIH (short V) cohorts
(Table 4).

Two additional infusions, on D12 and D19 of each cycle, may be implemented by DLRM
recommendation. The infusion-free interval will have a duration of 1 to 5 weeks

(depending on treatment response), but may be extended to up to 7 weeks in case of
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prolonged marrow aplasia and aleukemic cytopenias after consultation with the sponsor.
It may also be extended for up to 3 days from the planned duration if necessary for
logistical reasons. For further details on planned dosing and infusion details can be

provided if needed, please also see Section 3.1.

The planned dose levels for the dose escalation cohorts are: ||| GGG
I . T T o ghosi

tested dose (or doses, in case of dose step) will be administered in the dose-expansion

cohort.

After completion of a first cycle without DLT, up to 11 additional treatment cycles can be
administered as long as in the judgment of the investigator the subject is deriving

benefit.

The duration of the infusion-free interval between the last infusion of a treatment cycle
and the D1 infusion of the subsequent cycle is dependent on treatment response and
recovery of blood counts (see below and Figure 4 for details). It may also be extended
for up to 3 days from the planned duration, if necessary, for logistical reasons. The

DLRT may recommend on changes of the duration of the infusion-free interval for future

S 4 _fe 4" _f N7 g

BM assessment at D14 BM assessment at D28

(Cohorts receiving D1/5 (Cohorts receiving D1/5/12/19
OR OR

Day 1/3/5/8 doses only) Day 1/3/5/8/12/19 doses only)

/\ /\

< 5% blasts* = 5% blasts* < 5% blasts* = 5% blasts*
Start next Start next Start next Start next
cycle on cycle on cycle on cycle on
D21 D15 D35 D29

The infusion-free interval may be extended up to a maximum of 7 weeks in case of
insufficient recovery of peripheral blood counts in the absence of active AML
(neutrophils > 500/uL, platelets > 20 000/uL)

AML = acute myeloid leukemia; BM = bone marrow; D = day
* Myeloblasts must be confirmed by flow-cytometry based immunophenotype

The infusion-free interval may be extended up to a maximum of 7 weeks in case of

insufficient recovery of peripheral blood counts back to baseline or neutrophils > 500/uL,

AMGEN
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platelets > 20 000/uL without transfusion in the absence of active AML, after consultation
with the sponsor. In case the infusion--free interval is extended to 7 weeks, a bone
marrow assessment is recommended 5 weeks after the last infusion of a cycle. In case
this assessment shows leukemic infiltration of the bone marrow (> 5% blasts), treatment
should be resumed immediately even if peripheral blood counts have not yet recovered

at this time point.

Hospitalization

Subjects will be hospitalized for a minimum of 8 or 11 days from the start of the first dose
in cycle 1 (ie, until at least 72 hours after D5 or D8, depending on schedule) and for a
minimum of 72 hours following D12 and D19 doses in cycle 1. If the subject receives a
second subsequent cycle of AMG 427 at the same dose, hospitalization will be for a
minimum of 8 or 11 days from start of the day 1 dose (ie, at least 72 hours after D5 or
D8, depending on schedule). Hospitalization following D12 and D19 doses in cycle

2 and onwards will be at the discretion of the treating physician. For subjects receiving

> 2 cycles, hospitalization for cycle 3 onwards for all doses will be at the treating

physician’s discretion.

Additionally, subjects will be hospitalized for a minimum of 72 hours under the following

circumstances:

e after each new dose step, if applicable
o after dose increase in case of intra-subject dose escalation
e after re-start of treatment after an interruption due to adverse event

Subjects can be hospitalized for a longer time period at the discretion of the investigator.

Hospitalization requirements may be reduced for subjects enrolled in the dose
expansion phase based on cumulative safety and tolerability data from the dose

escalation phase, by DLRT recommendation.

A nurse trained in emergency procedures or a physician must be available when the
dose of AMG 427 is started for immediate intervention in case of complications. The
hospitalization period may be extended at the discretion of the investigator. During
hospitalization periods, an immediately accessible emergency room with resuscitation

equipment must be available.

Prior to hospital discharge, vital signs will be measured in order to detect possible signs
and symptoms of CRS. If required for logistical reasons (eg, long travel times), subjects

may be hospitalized the day before start of dosing (eg, day -1).
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The start time of dose should be chosen carefully so as to avoid any interference or
inconvenience with time points of safety assessments or PK/PD measurements. The
site should record any unscheduled interruption of a dose on the electronic case report

form (eCRF), and provide the start and stop date/time of the infusion.

AMG 427 should be administered through a central venous access at a constant flow
rate. The drug should not be administered as a bolus. In the event that administration
through a central venous access is not possible, AMG 427 may be administered through

a peripheral venous line.

The concentration, quantity administered, start date/time, stop date/time, and lot number

of investigational product are to be recorded on each subject’'s eCRF.

6.2.1.2 Overdose

The effects of overdose of this product are not known. The administered AMG 427 dose
may be up to 10% lower or higher than specified in the protocol due to pump variation
and will not be considered an overdose. A dose of up to 10% higher than the intended

dose may not require specific intervention.

In any case of overdose, consultation with the Amgen medical monitor is strongly
recommended for prompt reporting of clinically apparent or laboratory adverse events
possibly related to overdosage. Consultation with the Amgen medical monitor is also
strongly recommended even if there are no adverse events, in order to discuss further
management of the subject. If the overdose results in clinically apparent or symptomatic
adverse events, the subject should be followed carefully until all signs of toxicity are

resolved and the adverse event(s) should be recorded/reported per Section 9.2.1.2.

A dose of > 10% higher than the intended AMG 427 dose will be considered clinically

important and classified as a serious adverse event under the criterion of “other

medically important serious event” per Section 9.2.1.2.

6.2.1.3 Dose-cohort Study Escalation and Stopping Rules, Dose Limiting
Toxicities (DLTs)

A DLT will be defined as any of the events described below occurring in a subject during

the DLT window. The DLT window will start on D1 (start of the administration of the first

dose) and last for 28 days for all cohorts. Any adverse event occurring outside the DLT

window that is determined by the investigator to be possibly related to the investigational

product, which is seen more frequently or is more severe than expected or is persistent

despite appropriate management, can be determined to be a DLT upon unanimous
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recommendation by the DLRT after review of the adverse event and all available safety

data.

DLT Evaluation

A subject will be DLT-evaluable if the subject has received the doses planned for the
respective cohort, and completed the DLT window of 28 days for all cohorts. The DLT
window may also be extended to assess events starting within the window in case the

DLT definition is time dependent (eg, in case of neutropenia).

A subject is not DLT-evaluable if he/she drops out before completion of the DLT window
for reasons other than a DLT; exception: if a subject has received the planned doses in
cycle 1 and drops out within 1 week of the completion of the DLT period due to
progressive disease, that subject will be considered DLT-evaluable and will not be
replaced. All available safety data for subjects who are not DLT evaluable will still be
evaluated and considered in DLRM recommendations. A DLT will be defined as any of
the events described below occurring in a subject during the DLT window unless clearly
attributable to causes other than AMG 427 treatment. The CTCAE version 4.0 (see
Appendix A) will be used to assess toxicities/adverse events with the exception of CRS
(see Table 6 for grading criteria of CRS) and immune-effector associated

neurotoxicity syndrome (ICANS) (see Table 8 for grading criteria of ICANS).
Events to be considered as DLTs and exceptions are listed below:

e Cases of drug-induced liver injury confirmed by Hy’s Law criteria
e Any treatment-related death
o Grade 2 or 3 CRS meeting any of the criteria listed below:

e Grade 2 CRS that does not resolve, with or without intervention, to
< grade 1 within 7 days will be considered a DLT

e Grade 3 CRS that does not resolve, with or without intervention, to
< grade 2 within 5 days, or < grade 1 within 7 days, will be considered a DLT

e Grade 3 CRS reported at the initial run-in dose (ie, at MTD1; applicable only after
MTD1 has been defined) will be considered a DLT

e Two separate events of grade 3 CRS

e Grade 4 CRS/infusion reactions occurring during AMG 427 treatment, immediately
stop the infusion. Permanently discontinue AMG 427 therapy.

e Grade 3-5 non-hematologic toxicity not clearly resulting from the underlying
leukemia EXCEPT:

o alopecia
e grade 3 rash
e grade 3 fatigue, asthenia, fever, anorexia, or constipation
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e grade 3 nausea, vomiting or diarrhea not requiring tube feeding, total parenteral
nutrition, or requiring or prolonging hospitalization

¢ infection, bleeding, or other expected direct complication of cytopenias due to
active underlying leukemia

e grade 3 infusion reaction including CRS, if successfully managed and which
resolves within 12 hours

e grade 3 TLS if it is successfully managed clinically and resolves within 7 days
without end-organ damage.

¢ Grade 4 neutropenia that persists beyond 42 days in the absence of leukemia

e Laboratory parameters > grade 3, not considered clinically relevant, and improved to
< grade 2 within 72 hours, will not be considered DLT’s. Laboratory parameters with
long half-lives, ie, ALT, GGT, ALP, and lipase, will likewise not be considered DLT’s
if they are not considered clinically relevant, and improve to grade < 2 within 7 days.

e Grade 3 transaminitis (per CTCAE criteria) reported for subjects with grade 2 CRS
(per Lee et al, 2019 criteria) will not be reported as a DLT if there is improvement to
CRS < grade 1 within 7 days.

The dosing schedule is described by a schema in Figure 2.

See Section 3.1 for description of dose escalation and stopping rules and Section 3.4 for

description of replacement of subjects.

Subjects who have experienced a DLT at a certain dose level may continue to receive

AMGA427 at a lower dose, if AMG 427 has shown a potential for benefit in the specified

subject, the subject’s adverse events have reduced to grade 2 or lower, and after

discussion with the Amgen Medical Monitor.

6.21.4 Dosage Adjustments, Delays, Rules for Withholding or Restarting,
Permanent Discontinuation

Treatment Interruption

Significant events attributed to the drug or infusion may require treatment interruption.

Note: The definition of treatment interruption may include interruption of infusion or delay

of the subsequent dose.
Events leading to treatment interruption may include:

e The subject experiences a grade > 3 adverse event related to the infusion/drug
e Technical problem with the syringe/infusion pump/syringe pump
e The investigational product is incorrectly prepared or administered (eg, overdose)
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Treatment Interruption and Re-Start in Case of Adverse Events During the Infusion
Treatment must be modified for any clinically relevant (as determined by investigator)
adverse events that occur during the infusion and are related to investigational product,

as follows:

e grade 2 adverse event: Prior to next dose, adverse event must resolve to
grade 1 or less for at least 24 hours, including isolated lab abnormalities and
organ toxicity labs

e grade 3 adverse event: Interrupt the infusion until the adverse event is grade < 1 for
at least 24 hours prior to the next dose of AMG 427. Restart at the same dose if
interruption is < 72 hours. If interruption is > 72 hours, restart at a lower dose (last
safe dose as recommended by DLRT or a lower dose). If the adverse eventis a
DLT, follow Section 6.2.1.3 for management of DLT.

¢ Subjects who experience CRS grade 3 should have next dose delayed until
CRS resolves to grade < 1 for at least 24 hours prior to the next dose of
AMG 427 (including isolated lab abnormalities and organ toxicity labs,
except for liver function tests, which must resolve to grade 2 or less), and
should have next dose(s) reduced by one-half or more, if given on
scheduled day (please consult with the study medical monitor).

e grade 4 adverse events during the infusion: Permanently discontinue the
investigational product
The Amgen medical monitor has to be consulted prior to a planned re-start.

In case of a dose reduction, re-escalation to the target dose can be considered for the
next infusion if treatment at the lower dose has been well tolerated. An intermediate
dose level may be administered prior to stepping up to the target dose after consultation

with the Amgen medical monitor.
The subject should be hospitalized for at least 72 hours after re-start of the infusion.

If possible, the number of infusions at the target dose in a cycle should sum up to the

planned number of infusions. In this case, the cycle would still be DLT-evaluable.

Permanent Discontinuation
A subject will permanently discontinue treatment with investigational product in the event

of:

¢ dose-limiting or other unmanageable toxicity

o except subjects who have experienced a DLT at a certain dose level may
continue to receive AMG427 at a lower dose, if AMG 427 has shown efficacy in
the specified subject, and the subject’s adverse events have reduced to
grade 2 or lower, and after discussion with the Amgen Medical Monitor.

e grade 4 CRS
e grade 2 or 3 CRS meeting any of the criteria listed below:
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e grade 2 or 3 CRS that does not improve to < grade 1 within 7 days
e grade 3 CRS that does not improve to < grade 2 within 5 days

e grade 3 CRS at the initial run-in dose for a cycle (ie, at the MTD1) (for cohorts
with dose step only)

o If a subject experiences 2 separate grade 3 CRS events
o disease progression as defined by revised IWG response criteria (Appendix E)
¢ withdrawal of subject’s consent to treatment
e subject or investigator not compliant with the study protocol

e occurrence or progression of a medical condition, which in the opinion of the
investigator, should preclude further participation of the subject in the study

e a treatment interruption of more than 21 days due to an adverse event not clearly
related to the underlying disease (except neutropenia)

e occurrence of a CNS-related adverse event considered related to AMG 427 by the
investigator and meeting 1 or more of the following criteria:

e more than 1 seizure
e a CNS-related adverse event grade 4

¢ a CNS-related adverse event leading to treatment interruption that needed more
than 1 week to resolve to grade < 1

e graft-versus-host disease

e investigator’s decision that a change of therapy (including immediate HSCT) is in the
subject’s best interest

Females who become pregnant while on study through 4 weeks after receiving the last
dose of study drug will not receive subsequent scheduled doses and will be followed for
safety until the end of study visit.

Males on study through 4 weeks after receiving the last dose of study drug must practice
sexual abstinence or use a condom while on study through 4 weeks after receiving the
last dose of study drug.

All reasons for treatment discontinuation should be clearly and concisely documented in
the eCRF. If a subject has not continued to present for study visits, the investigator
should determine the reason and circumstances as completely and accurately as
possible.

In any case of premature treatment discontinuation, the investigator should make every
effort to perform all examinations scheduled for the end of treatment (EOT) and

SFU visits. These data should be recorded, as they comprise an essential evaluation
that should be performed prior to discharging any subject from the study and to allow for
the evaluation of the study endpoints.

CONFIDENTIAL AWN



Product: AMG 427
Protocol Number: 20170528
Date: 16 March 2022 Page 68 of 189

6.3 Other Protocol-required Therapies

All other protocol-required and recommended therapies, including corticosteroids, that
are commercially available are not provided or reimbursed by Amgen (except if required
by local regulation). The investigator will be responsible for obtaining supplies of these
therapies.

Oxygen: Oxygen administration as a supportive measure is permitted during study
treatment.

Hydroxyurea: Hydroxyurea may be permitted according to standard practice prior to
the first cycle of investigational product treatment for subjects with high WBC

(> 15,000 cells/uL or 15 cells x 10%L). Administration of hydroxyurea after the start of
AMG 427 may be permitted after discussion with the Amgen medical monitor.

Dexamethasone: Premedication with dexamethasone is required for every cycle before

infusion of AMG 427 dosing and prior to each dose step of AMG 427 to mitigate the risk
of CRS. When dosed, dexamethasone should be administered as a single IV dose
(8 mg) within 1 hour of start of infusion.

Methylprednisolone: may also be utilized as per Table 6 to treat CRS, per

institutional practice.

Tocilizumab: Tocilizumab will be used to treat cytokine release syndrome

(Actemra® USPI, 2021), as described in Table 6. In addition, use of prophylactic
tocilizumab to mitigate CRS will be tested in a cohort of subjects once final MTD has
been established, as described in Section 3.1.2. For administration of dexamethasone
and tocilizumab after occurrence of CRS, follow guidance in Section 6.6. Additional
details regarding these protocol-required therapies are provided. Sites are required to
have tocilizumab or siltuximab (if tocilizumab not available) on site for potential
treatment of CRS (Sylvant™ USPI, 2015). If tocilizumab is not available, siltuximab
(an anti-IL-6 monoclonal antibody) may be used in the management of cytokine
release syndrome, following the criteria outlined in Table 7. The recommended
dose of siltuximab is 11 mg/kg administered over 1 hour as an intravenous
infusion, consistent with the prescribing information for the treatment of
multicentric Castleman’s disease (Sylvant™ USPI, 2015), and the CARTOX
Working Group Guidelines for CRS management (Neelapu et al, 2018). Siltuximab
may be repeated if needed, in the event that CRS recurs after a subsequent
infusion of AMG 427. Siltuximab may not be repeated in an individual subject that

develops anaphylaxis to siltuximab, or gastrointestinal perforation after
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siltuximab. A subgroup analysis for those treated with siltuximab will be
evaluated, including CRS outcomes, safety, and PK data.

Anakinra: The interleukin-1 receptor (IL-1R) blocker/inhibitor will be used for
symptoms of CRS-related ICANS as per Table 8. In preclinical models, Anakinra
has shown to abolish both CRS and neurotoxicity, resulting in substantially
extended leukemia-free survival (Norelli et al, 2018). Interleukin-1 receptor
inhibitor has been found to be useful in managing CRS related acute respiratory
distress syndrome and ICANS/neurotoxicity (Morris et al, 2021).

(CLOSED) Etanercept: Etanercept will be used prophylactically to mitigate

signs/symptoms/severity of cytokine release syndrome. ||| G

I

6.4 Hepatotoxicity Stopping and Rechallenge Rules

Subjects with abnormal hepatic laboratory values (eg, alkaline phosphatase [ALP], AST,

ALT, total bilirubin [TBIL]) or international normalized ratio [INR]) or signs/symptoms of

hepatitis may meet the criteria for withholding of investigational product. Withholding is

either permanent or conditional depending upon the clinical circumstances discussed

below (as specified in the FDA Guidance for Industry Drug-Induced Liver Injury:

Premarketing Clinical Evaluation, July 2009).

6.4.1 Criteria for Permanent Withholding of AMG 427 due to Potential
Hepatotoxicity

Investigational product should be discontinued permanently and the subject should be

followed according to the recommendations in Appendix A (Additional Safety

Assessment Information) for possible drug-induced liver injury (DILI), if ALL of the

criteria below are met:

e Increased AST or ALT from the relevant baseline value as specified below:

Baseline AST or ALT value AST or ALT elevation
<ULN >3x ULN
AND

e TBIL > 2x upper limit of normal (ULN) or INR > 1.5
AND

¢ No significant elevation of ALP (< 2x ULN)
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e No other cause for the combination of the above laboratory abnormalities is
immediately apparent including pre-existing or acute liver disease. Important
alternative causes for elevated AST/ALT and/or elevated TBIL values include, but
are not limited to:

6.4.2

hepatobiliary tract disease

viral hepatitis (eg, hepatitis A/B/C/D/E, Epstein-Barr Virus, cytomegalovirus,
herpes simplex virus, varicella, toxoplasmosis, and parvovirus)

right sided heart failure, hypotension or any cause of hypoxia to the liver causing
ischemia

exposure to hepatotoxic agents/drugs including herbal and dietary supplements,
plants, and mushrooms

heritable disorders causing impaired glucuronidation (eg, Gilbert’s syndrome,
Crigler-Najjar syndrome) and drugs that inhibit bilirubin glucuronidation
(eg, indinavir, atazanavir)

alpha-1 antitrypsin deficiency

alcoholic hepatitis

autoimmune hepatitis

Wilson’s disease and hemochromatosis

nonalcoholic fatty liver disease including steatohepatitis (NASH)
non-hepatic causes (eg, rhabdomyolysis, hemolysis)

Criteria for Conditional Withholding of AMG 427 due to Potential
Hepatotoxicity

For subjects who do not meet the criteria for permanent discontinuation of

AMG 427 outlined above and have no underlying liver disease and eligibility criteria

requiring normal transaminases and TBIL at baseline or subjects with underlying liver

disease and baseline abnormal transaminases, the following rules are recommended for

withholding of Amgen investigational product and other protocol-required therapies:

o Elevation of either AST or ALT according to the following schedule:

Any AST or ALT elevation: > 8 x ULN at any time
Any AST or ALT elevation: > 5 x ULN but < 8 x ULN for > 2 weeks

Any AST or ALT elevation: > 5 x ULN but < 8 x ULN and unable to adhere to
enhanced monitoring schedule

Any AST or ALT elevation: > 3 x ULN with clinical signs or symptoms which are
consistent with hepatitis (such as right upper quadrant pain/tenderness, fever,
nausea, vomiting, or jaundice).

e OR: TBIL> 3 x ULN at any time
e OR: ALP > 8 x ULN at any time
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AMG 427 should be withheld pending investigation into alternative causes of the
laboratory elevations. If the investigational product is withheld, the subject is to be
followed according to recommendations in Appendix A for possible DILI. Rechallenge
may be considered if an alternative cause for impaired liver tests (ALT, AST, ALP)
and/or elevated TBIL level is discovered and the laboratory abnormalities resolve to

normal or baseline (Section 6.4.3).

Discontinuation of the product should be considered and the decision to re-challenge
should be discussed with the Amgen medical monitor before re-initiating treatment with

investigational product.

6.4.3 Criteria for Rechallenge of AMG 427 After Potential Hepatotoxicity
If signs or symptoms recur with rechallenge, then the investigational product should be
permanently discontinued. Subjects who clearly meet the criteria for permanent

discontinuation (as described in Section 6.4.1) should not be rechallenged.

6.5 Concomitant Therapy

Throughout the study, Investigators may prescribe any concomitant medications or
treatments deemed necessary to provide adequate supportive care except for those
listed in Section 6.9. COVID-19 vaccine administration (if applicable) should be

captured in the concomitant medications.

Concomitant therapies are to be collected from informed consent, through the SFU or
LTFU, as applicable. For all concomitant therapies including vaccines, collect therapy

name, indication, dose, unit, frequency, route, start date, and stop date.

6.5.1 Vaccines

Every effort should be made to fully vaccinate subjects prior to 14 days from first
dose of AMG 427. The use of vaccines except live vaccines will be allowed during
therapy per regional and institutional standard of care. However, SARS-CoV-2
vaccinations should be avoided during screening (within a minimum of 14 days
from first dose of AMG 427) and should be also avoided in the first treatment cycle
for better assessment of safety parameters. Throughout the trial, SARS-CoV-2
vaccination should be avoided within 3 days after the administration of AMG 427.
In the event where a subject requires steroids for treatment of adverse events,

vaccination should be avoided while on steroids.
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Table 5. Management of COVID-19

Specific
Grade Interruption/Delay | Management Re-start guidance Permanent Discontinuation
SARS-CoV-2 infection and COVID-19 disease
Asymptomatic | Interruption Follow local e Re-start possible upon agreement between Immediately stop the infusion (if

required until at
least 10 days
since positive
SARS-CoV-2 test
UNLESS patient
previously fully
vaccinated
against
SARS-CoV-2. If
patient previously
vaccinated and
tests positive,
then discuss with
Medical Monitor.

guidelines and
standard of care
for COVID-19
treatment and

isolation
Contact Amgen

Medical Monitor
within 1 business
day to ensure
appropriate
documentation &
management of

study activities

[¢]

OR

Investigator and Amgen Medical Monitor provided:

There are no new findings on physical exam
related to SARS-CoV-2, AND

Subject tests negative for SARS-CoV-2 by
RT-PCR,

If subject continues to test positive for
SARS-CoV-2 more than 10 days after initial
positive test, or If subject initially tests
positive in the setting of prior COVID
vaccination, resume investigational product
only after discussion with patient and
reassessment of individual risk/benefit

e Consider chest imaging, EKG, ECHO, and cardiology
assessment

e Consider hospitalization for re-start of investigational
product based on length of treatment interruption,
risk of CRS at restart, and amount of time since
patient was last treated

¢ Dose modification: resume at the same dose or
reduce to next lower dose if clinically indicated

¢ Premedication and assessments: follow guidance in
schedule of assessment tables

applicable) and permanently
discontinue investigational product
therapy IF:

Subject required treatment
interruption greater than 28 days
and upon discussion with Amgen
Medical Monitor the decision is
made to permanently discontinue
treatment

OR
Initial benefit/risk assessment for

individual patient is not maintained

any longer

Footnotes defined on next page of the table

Page 1 of 2
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Table 5. Management of COVID-19

Grade Interruption/Delay | Specific Re-start guidance Permanent Discontinuation
Management
SARS-CoV-2 infection and COVID-19 disease

Symptomatic Interruption
required until at
least 10 days
since complete
resolution of

acute symptoms

Interruption
required until at
least 10 days
since complete
resolution of
acute symptoms

e Re-start possible upon agreement between
Investigator and Amgen Medical Monitor provided:

o There are no new findings on physical exam
and chest imaging, related to SARS-CoV-2,

o Subject tests negative for SARS-CoV-2 by
RT-PCR,

OR

o If subject continues to test positive for
SARS-CoV-2 more than 10 days after initial
positive test, resume investigational product
only after discussion with patient and
reassessment of individual risk/benefit

e Consider chest imaging, EKG, ECHO, and cardiology
assessment

e Consider hospitalization for re-start of investigational
product based on length of treatment interruption,
risk of CRS at restart, and amount of time since
patient was last treated

o Dose modification: resume at the same dose or
reduce to next lower dose if clinically indicated

e Premedication and assessments: follow guidance in
schedule of assessment tables

Immediately stop the infusion (if
applicable) and permanently
discontinue investigational product
therapy IF

Subject required treatment
interruption greater than 28 days
due to severe or life-threatening
COVID-19

OR

Initial benefit/risk assessment for
individual patient is not maintained
any longer

Page 2 of 2

COVID-19 = coronavirus-19; CRS = cytokine release syndrome; ECHO = echocardiography; EKG = electrocardiogram; RT-PCR = reverse transcriptase-
polymerase chain reaction; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2

CONFIDENTIAL

AMGEN




Product: AMG 427
Protocol Number: 20170528
Date: 16 March 2022 Page 74 of 189

6.6 Specific Recommendations for Cytokine Release Syndrome,
Immune-effector Cell-associated Neurotoxicity Syndrome, Tumor
Lysis Syndrome and Infection Prophylaxis

Cytokine Release Syndrome

Cytokine release syndrome is clinically defined and may have various manifestations.

There are no established diagnostic criteria. Signs and symptoms of CRS may include:

o Constitutional — fever, rigors, fatigue, malaise

¢ Neurologic — headache, mental status changes, dysphasia, tremors, dysmetria, gait
abnormalities, seizure

o Respiratory — dyspnea, tachypnea, hypoxemia

e Cardiovascular — tachycardia, hypotension

o Gastrointestinal — nausea, vomiting, transaminitis, hyperbilirubinemia
¢ Hematology — bleeding, hypofibrinogenemia, elevated D-dimer

e Skin —rash

Cytokine release is an anticipated consequence of T cell engagement induced by

AMG 427. Cytokine release syndrome, including serious events and a fatal event, has
been reported in subjects receiving AMG 427 in the clinical trial. Subjects may be at an
increased risk for CRS during the first few days following the initial dose of AMG 427 and
after a dose step. More severe cases of CRS and/or ICANS have also been
associated with higher tumor burden in multiple malignancies including leukemia,
lymphoma, and multiple myeloma, which is likely to be associated with greater
expansion of T cell populations and synchronous activation with BiTEs. Please

refer to the Investigator’s Brochure for additional information.

Infusion reactions may be clinically indistinguishable from manifestations of CRS.
Throughout the infusion with AMG 427 and at least 12 hours after the start of infusion,
monitor subjects intensively for clinical signs (eg, fever, hypotension, tachycardia,
dyspnea, tremors) and laboratory changes (eg, increase in transaminases, C-reactive
protein [CRP], lactate dehydrogenase [LDH], ferritin, D-dimer, and erythrocyte
sedimentation rate [ESR]) which may be related to CRS. Cytokine release syndrome
may be clinically associated with the development of fever, nausea, chills, hypotension,
tachycardia, asthenia, headache, rash, scratchy throat, dyspnea, and
ICANS/neurotoxicity as a consequence of systemic release of cellular cytokines such
as TNF, IL-1Ra, IL-2, IL-3, IL-4, and IL-6 (Morris et al, 2021; Winkler et al, 1999).
Potentially life-threatening complications of CRS include cardiac dysfunction, adult

respiratory distress syndrome, renal and/or hepatic failure, and disseminated
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intravascular coagulation (Lee et al, 2014) and ICANS/neurotoxicity which may occur

concurrently or immediately following CRS.

Grading of CRS should be performed according to the guidelines provided in
Table 6 and management of CRS should be performed according to the guidelines
provided in Table 7 (based on the adopted grading system referenced in

Lee et al, 2019).
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Table 6. Cytokine Release Syndrome Grading (ASTCT; Lee et al, 2019)

CRS Parameter Grade 1 Grade 2 Grade 3 Grade 4
Fever? Temperature > 38°C | Temperature > 38°C Temperature > 38°C Temperature > 38°C
With

Hypotension None Not requiring Requiring a single vasopressor (not Requiring multiple vasopressors

vasopressors including vasopressin) (not including vasopressin)
And/or®

Hypoxia None Requiring low-flow Requiring high-flow nasal cannula Requiring positive pressure (eg,
(< 6 L/minute) nasal (> 6 L/min), facemask, non-rebreather | CPAP, BiPAP, intubation and
cannula or blow-by mask, or Venturi mask mechanical ventilation)

ASTCT = American Society for Transplantation and Cellular Therapy; BiPAP = bilevel positive airway pressure; CPAP = continuous positive airway
pressure; CRS = cytokine release syndrome

Organ toxicities associated with CRS may be graded according to CTCAE v4.0 but they do not influence CRS grading.

aFever is defined as temperature > 38°C not attributable to any other cause. In subjects who have CRS then receive antipyretic or anticytokine therapy
such as tocilizumab or steroids, fever is no longer required to grade subsequent CRS severity. In this case, CRS grading is driven by hypotension and/or
hypoxia.

bCRS grade is determined by the more severe event: hypotension or hypoxia not attributable to any other cause. For example, a subject with temperature
of 39.5°C, hypotension requiring 1 vasopressor, and hypoxia requiring low-flow nasal cannula is classified as grade 3 CRS.
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Table 7. Management of Cytokine Release Syndrome

Instructions for Interruption of

Description of CRS Severity? Minimum Expected Intervention AMG 427
Fever (temperature > 38°C) without e Administer symptomatic treatment (eg, paracetamol/acetaminophen
hypotension and hypoxia for fever).

¢ Administer tocilizumab® 4 to 8 mg/kg IV over 1 hour (not to
exceed 800 mg). If no clinical improvement in signs and
symptoms of CRS after the first dose, repeat tocilizumab every
8 hours (maximum of 3 doses in a 24-hour period; maximum
total of 4 doses). If improving discontinue tocilizumab.

Monitor for CRS symptoms including vital signs and pulse oximetry at

least Q2 hours for 12 hours or until resolution, whichever is earlier.

If symptoms of grade 1 CRS do not improve after 24 hours

consider managing as grade 2.

Page 1 of 4
Footnotes defined on next page of the table
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Table 7. Management of Cytokine Release Syndrome

Description of CRS Severity?

Minimum Expected Intervention

Instructions for Interruption of
AMG 427

Fever (temperature > 38°C) with:

Hypotension not requiring
vasopressor AND/OR

Hypoxia requiring low-flow
< 6 L/min nasal cannula or blow-by

Administer:

Symptomatic treatment (eg, paracetamol/ acetaminophen for fever)
Tocilizumab® 8 mg/kg IV over 1 hour (not to exceed 800 mg). If
no clinical improvement in signs and symptoms of CRS after
the first dose, repeat tocilizumab every 8 hours (maximum

3 doses in a 24-hour period; maximum total of 4 doses). If
improving discontinue tocilizumab.

Dexamethasone 10 mg IV up to 3 times a day. Continue
corticosteroids until the severity is grade 1 or less. If not
improving manage as grade 3 below.

Supplemental oxygen when oxygen saturation is < 90% on room air
Intravenous fluids or low dose vasopressor for hypotension when
systolic blood pressure is < 100 mmHg. Persistent tachycardia (eg,
> 120 bpm) may also indicate the need for intervention for
hypotension.

Monitor for CRS symptoms including vital signs and pulse oximetry at
least Q2 hours for 12 hours or until resolution to CRS grade < 1 for at
least 24 hours prior to the next dose of AMG 427.

For subjects with extensive co-morbidities or poor performance status,
manage per CRS guidance below.

If hypotension worsens or persists

2 hours after adequate medical
management, interrupt AMG 427 until
CRS is grade < 1 for at least 24 hours
prior to the next dose of AMG 427.
Refer to re-start criteria below for CRS
grade 3. If symptoms progress to
grade 3 criteria, see row below.
Permanently discontinue AMG 427 if
there is no improvement to CRS

< grade 1 within 7 days.

Footnotes defined on next page of the table

Page 2 of 4
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Table 7. Management of Cytokine Release Syndrome

Instructions for Interruption of
Description of CRS Severity? Minimum Expected Intervention AMG 427

Fever (temperature > 38°C) with: Admit to intensive care unit (ICU) for close clinical and vital sign Subjects who experience CRS grade
¢ Hypotension requiring a single

- . monitoring per institutional guidelines. 3 should have next dose delayed
vasopressor (not including i <
vasopressin) AND/OR e  Tocilizumab® 8 mg/kg IV over 1 hour (not to exceed 800 mg). If | until CRS resolve's to grade =< 1 for at

 Hypoxia requiring high-flow (> 6 L/min) no clinical improvement in signs and symptoms of CRS after least 24 hour's prior to ?he next dose
nasal cannula, facemask, the first dose, repeat tocilizumab every 8 hours (maximum 3 of AMG 427 (including isolated lab
nonrebreather mask, or Venturi mask doses in a 24-hour period). If improving discontinue abnormalities and organ toxicity
tocilizumab. labs, except for LFTs, which must

resolve to grade 2 or less), and
should have next dose(s) reduced
by one-half or more, if given on
scheduled day (please consult with
the study medical monitor).

Administer dexamethasone 10-20 mg up to three times a day. If
improving manage as appropriate grade above and continue
corticosteroids until severity is grade 1 or less, then taper as
clinically appropriate.

Consider methylprednisolone up to 1000 mg or as per institutional

. Permanently discontinue AMG 427 if
practice.

there is no improvement to CRS
< grade 2 within 5 days or CRS < grade
1 within 7 days.

Permanently discontinue AMG 427 if
CRS grade 3 occurs at the initial run in
dose (ie, at MTD1).

Page 3 of 4
Footnotes defined on next page of the table
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Table 7. Management of Cytokine Release Syndrome

Description of CRS Severity?

Minimum Expected Intervention

Instructions for Interruption of
AMG 427

e Fever (temperature > 38°C) with:
¢ Hypotension requiring multiple
vasopressors (excluding vasopressin)
AND/OR
¢ Hypoxia requiring positive pressure
(eg, CPAP, BiPAP, intubation and
mechanical ventilation)

Admit to ICU for close clinical and vital sign monitoring per institutional
guidelines.

e Tocilizumab® 8 mg/kg IV over 1 hour (not to exceed 800 mg). If
no clinical improvement in signs and symptoms of CRS after
the first dose, repeat tocilizumab every 8 hours (maximum
3 doses in a 24-hour period). If improving discontinue
tocilizumab.

Administer methylprednisolone up to 1000 mg once per day for

3 days. If improving manage as appropriate grade above and
continue corticosteroids until severity is grade 1 or less then taper
as clinically appropriate.

If not improving consider methyl prednisolone 1000 mg two to
three times a day or alternate therapy.

Immediately stop the infusion and
permanently discontinue
AMG 427 therapy.

Page 4 of 4

BiPAP = bilevel positive airway pressure; CPAP = continuous positive airway pressure; CRS = Cytokine Release Syndrome; ICU = intensive care unit;
IL-6 = interleukin 6; IL-6R = interleukin 6 receptor; IV = Intravenous; LFT(s) = liver function test(s); MTD = maximum-tolerated dose

@ Grading system for CRS (Lee et al, 2019)

b If tocilizumab is not available, another IL-6/IL-6R inhibitor eg, siltuximab may be used per institutional practice for CRS.
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Re-start of treatment after CRS:
Please refer to the general guidance for re-start of treatment after adverse events in
Section 6.2.1.4

For grade 3 and 4 CRS, please see Section 6.2.1.3 for DLT considerations.
Immune-effector Cell-associated Neurotoxicity Syndrome (ICANS):

Immune-effector cell-associated neurotoxicity syndrome (ICANS) typically
manifests as a toxic encephalopathy and starts with word-finding difficulty,
confusion, dysphasia, aphasia, impaired fine motor skills, and somnolence. In
more severe cases, seizures, motor weakness, cerebral edema and coma have
been noted. The majority of patients who develop clinical features of ICANS will
have had preceding CRS. Cytokine release syndrome can, therefore, be
considered an ‘initiating event’ or cofactor for ICANS. Neurotoxicity generally
occurs after the symptoms of CRS have subsided, although, less frequently,
concurrent presentation of CRS and ICANS can occur. Similar to CRS, ICANS is
reversible in most patients with no permanent neurological deficits (Schuster et
al, 2019; Neelapu et al, 2018; Santomasso et al, 2018; Gust et al, 2017).

For this trial, ICANS will be managed using the criteria referenced in the American
Society for Transplantation and Cellular Therapy (ASTCT) Consensus Grading
Criteria for ICANS associated with immune effector cells (Lee et al, 2019). While
the grading system has been developed in large part from CAR-T therapies,
symptoms of ICANS may be shared among immune effector-cell associated
therapies such as BiTE® molecules. Although there may be a wide range of
symptoms associated with ICANS, subjects may have a stereotypic course of a
specific set of symptoms. The earliest manifestations of ICANS are tremor,
dysgraphia, mild difficulty with expressive speech (especially in naming objects),

impaired attention, apraxia, and mild lethargy.

ICANS grade is determined by the most severe event (eg, depressed level of
consciousness, seizure, motor findings, raised intracranial pressure [ICP]/cerebral
edema) not attributable to any other cause. Refer to the immune effector

cell-associated encephalopathy (ICE) score below for grading of ICANS.

ICE Assessment Tool

¢ Orientation: Orientation to year, month, city, hospital: 4 points
 Naming: ability to name 3 objects (eg, point to clock, pen, button): 3 points
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¢ Following commands: ability to follow simple commands (eg, “Show me
2 fingers” or “Close your eyes and stick out your tongue”): 1 point

¢ Writing: ability to write a standard sentence (eg, “Our national bird is the
bald eagle”): 1 point

¢ Attention: ability to count backwards from 100 by 10: 1 point

ICE scoring
o 7-9,grade 1
e 3-6, grade 2
e 0-2,grade 3
e 0 dl:’e f: subject unarousable and unable to perform ICE assessment,
grade

Table 8. ASTCT Immune Cell-associated Neurotoxicity Syndrome (ICANS)
Consensus Grading for Adults

Neurotoxicity
Domain? Grade 1 Grade 2 Grade 3 Grade 4
ICE score® 7-9 3-6 0-2 0 (subject is
unarousable and unable
and unable to perform
ICE)
Depression Awakens Awakens | Awakens only to Subject is unarousable
level of spontaneously | to voice tactile stimulus or requires vigorous or
consiousness® repetitive tactile stimuli
to arouse.
Stupor or coma
Seizure N/A N/A Any clinical seizure | Life-threatening
focal or generalized | prolonged seizure
that resolves (> 5 min); or repetitive
rapidly or clinical or electrical
nonconvulsive seizures without return
seizures on EEG to baseline in between
that resolve with
intervention
Motor findings N/A N/A N/A Deep focal motor
weakness such as
hemiparesis or
paraparesis
Elevated N/A N/A Focalllocal edema Diffuse cerebral edema
ICP/cerebral on neuroimaging? on neuroimaging;
edema Decerebrate or
decorticate posturing; or
Cranial nerve VI palsy;
or Papilledema; or
Cushing’s triad
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ASTCT = American Society for Transplantation and Cellular Therapy; CTCAE = Common
Terminology Criteria for Adverse Events; EEG = electroencephalogram; ICANS = immune-effector
cell-associated neurotoxicity syndrome; ICE = immune effector cell-associated encephalopathy;
ICP = intracranial pressure; N/A = not applicable.

a Other signs and symptoms such as headache, tremor, myoclonus, asterixis, and hallucinations
may occur and could be attributable to immune effector-cell engaging therapies. Although they
are not included in this grading scale, careful attention and directed therapy may be warranted.

b A subject with an ICE score of 0 may be classified as grade 3 ICANS if awake with global aphasia,
but a subject with an ICE score of 0 may be classified as grade 4 ICANS if unarousable.

¢ Depressed level of consciousness should be attributable to no other cause (eg, no sedating
medication).

9 Intracranial haemorrhage with or without associated edema is not considered a neurotoxicity
feature and is excluded from ICANS grading. It may be graded according to CTCAE v4.0.

Source: Lee et al, 2019

Assessment and Supportive Care Recommendations (all grades)

o Neurologic assessment and grading at least twice a day to include cognitive
assessment and motor weakness

o Magnetic resonance imaging (MRI) of the brain with and without contrast (or
brain computed tomography [CT] if MRI is not feasible) for 2 grade 2
neurotoxicity

¢ Neurology consultation at first sign of neurotoxicity

e Conduct electroencephalogram (EEG) for seizure activity for =2 grade 2
neurotoxicity

o Aspiration precautions; IV hydration

¢ Use caution when prescribing medications that can cause CNS depression
(aside from those needed for seizure prophylaxis/treatment)

Table 9. Assessment and Supporting Care Recommendations

Treatment | No Concurrent CRS Additional Therapy if
by Grade Concurrent CRS
Grade 1 e Supportive care In the setting of grade 2 3 CRS
. o with hypotension, tocilizumab
o |If neurotoxwlt){ is obseryed within 8 mg/kg IV over 1 h (not to
6 hoqrs of dosing, consider exceed 800 mg/dose)
anakinra 100 mg subcutaneously
every 12 hours for up_to 7 t.iays (or If neurotoxicity is observed
_anofhel_' IL-1 recep.tor inhibitor per within 6 hours of dosing,
institutional practice). consider anakinra 100 mg
subcutaneously every 12 hours
for up to 7 days (or another IL-1
receptor inhibitor per
institutional practice).
Grade 2° e Supportive care Anti-IL-6 therapy as per grade 1
° .I?examethasone 10 mg IV x1. Can Consider transferring subject to
epeat every_6 hours or ICU if neurotoxicity associated
methylpred_nlsolone 1 mg/kg IV with grade 2 2 CRS
every 12 h if symptoms worsen.
e Consider Anakinra 100 mg Consider Anakinra 100 mg
subcutaneously every 12 hours for subcutaneously every 12 hours
up to 7 days (or another IL-1 for up to 7 days (or another IL-1
receptor inhibitor per institutional receptor inhibitor per
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Treatment | No Concurrent CRS Additional Therapy if
by Grade Concurrent CRS
practice) if neurotoxicity is institutional practice) if
observed within 6 hours of dosing. neurotoxicity is observed within
6 hours of dosing.
Grade 3¢ e Supportive care Anti-IL-6 therapy as per grade 1
. Dexamethasone.z 10 mg IV every 6 h Consider Anakinra 100 mg
or methylparednlsolone, 1 mg/kg IV subcutaneously every 12 hours
every 12 h for up to 7 days if neurotoxicity
e Consider Anakinra 100 mg is observed within 6 hours of
subcutaneously every 12 hours for dosing
up to 7 days if neurotoxicity is
observed within 6 hours of dosing.
o Consider repeat neuroimaging (CT
or MRI) every 2-3 days if subject had
persistent grade 2 3 neurotoxicity.
Grade 4° e ICU care, consider mechanical Anti-IL-6 therapy as per grade 1

ventilation for airway protection.
High-dose corticosteroids®?

Consider Anakinra 100 mg
subcutaneously every 12 hours for
up to 7 days (or another IL-1
receptor inhibitor per institutional
practice) if neurotoxicity is
observed within 6 hours of dosing

Consider repeat neuroimaging (CT
or MRI) every 2-3 days if subject has
persistent grade 2 3 neurotoxicity.

Treat convulsive status epilepticus
per institutional guidelines.

Consider Anakinra 100 mg
subcutaneously every 12 hours
for up to 7 days (or another IL-1
receptor inhibitor per
institutional practice) if
neurotoxicity is observed within
6 hours of dosing.

CRS = cytokine release syndrome; CT = computed tomography; ICU = intensive care unit;
IL-1 = interleukin 1; IL-6 = interleukin 6; IV = intravenous; MRI = magnetic resonance imaging.

a Antifungal prophylaxis should be strongly considered in subjects receiving steroids for the
treatment of CRS and/or neurotoxicity.

b For example, methylprednisolone IV 1000 mg/day for 3 days, followed by rapid taper at 250 mg
every 12 hours for 2 days, and 60 mg every 12 hours for 2 days.

¢ Diagnostic lumbar puncture for grade 3-4 neurotoxicity; consider for grade 2.

d Repeat tocilizumab every 8 hours as needed if not responsive to IV fluids or increasing
supplemental oxygen. Limit to a maximum of 3 doses in a 24-hour period; maximum total of

4 doses

Tumor Lysis Syndrome
Subjects with AML and WBC < 10000/mcL (or 10 cells x 10%L) are considered to be at

low risk for tumor lysis syndrome. White blood cells (WBC) > 10 000/mcL and

< 50000/mcL are considered to be at intermediate risk, and subjects with

WBC > 50000/mcL are considered at high risk. This protocol requires that subjects

have a maximum WBC count of 15000/mcL or 15 cells x 10%/L.
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Additional high risk features include baseline uric acid > 450 umol/L (7.5 mg/dL), serum

creatinine > 1.4 mg/dL, and lactate dehydrogenase (LDH) greater than the ULN.

Subjects with intermediate risk WBC count and elevated baseline uric acid

(> 450 umol /L), serum creatinine > 1.4 mg/dL, or LDH greater than ULN will be
recommended to receive allopurinol prophylaxis. Typical dosing is 600 - 800 mg/day
administered twice a day (BID) or 3 times a day (TID) and should begin 3 days before
the first dose of study drug. Subjects should be well hydrated and supplemented with

intravenous fluid as clinically indicated.
For grade 3 and 4 TLS, please see Section 6.2.1.3 for DLT considerations.

Infection Prophylaxis

Subjects who may experience neutropenia for 7 days or longer are at a high risk for
infectious complications. As appropriate, these subjects should be administered
prophylactic antibacterial (eg, fluoroquinolones), antifungal, and antiviral medications.
These subjects should be monitored for early signs of breakthrough infections after the
initiation of antibacterial therapy to prompt additional evaluation and possible therapy

modification.

6.7 Medical Devices

Depending on the dose, the investigational product must be administered using syringe
pumps (for IV lower doses) or infusion pumps (for higher IV doses) approved for use by
the appropriate regulatory authorities for the country in which the subject is undergoing
treatment. Investigational product infusion for solution will be prepared in syringes or

bags for IV infusion and delivered through infusion lines.

Other non-investigational medical devices may be used in the conduct of this

stuady as part of standard of care.

Non-Amgen non-investigational medical devices (eg, syringes, sterile needles), that
are commercially available are not usually provided or reimbursed by Amgen (except,
for example, if required by local regulation). The investigator will be responsible for

obtaining supplies of these devices.

6.8 Product Complaints

A product complaint is any written, electronic or oral communication that alleges
deficiencies related to the identity, quality, durability, reliability, safety, effectiveness, or
performance of a drug, combination product, or device after it is released for

distribution to market or clinic by either (1) Amgen or by (2) distributors and partners for
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whom Amgen manufactures the material. This includes all components distributed
with the drug, such as packaging drug containers, delivery systems, labeling, and

inserts.

This includes any drug(s), device(s), or combination product(s) provisioned and/or

repackaged /modified by Amgen. Drug(s) or device(s) includes investigational product.

Any product complaint(s) associated with an investigational product(s) or

non-investigational product(s) or device(s) supplied by Amgen are to be reported

according to the instructions provided.

6.9 Excluded Treatments, Medical Device Use, and/or Procedures
During Study Period

Any anti-tumor therapy other than the investigational product, including cytotoxic and/or

cytostatic drugs, hormonal therapy, immunotherapy or any biological response modifiers,

any other investigational agent, chronic systemic corticosteroid therapy, other

immunosuppressive therapies, or stem-cell transplantation is not allowed.

Exception: Hydroxyurea is allowed to control WBCs as described in Section 6.3.

Radiotherapy is not permitted except for palliation of symptoms and should be discussed
with the Amgen medical monitor first. Investigators should ensure that the need for
radiation does not indicate progressive disease and that for subjects with measurable

disease, radiation is not to the sole site of measurable disease.
Live vaccines are prohibited during treatment with AMG 427.

The following procedures should also not be undertaken within the time frames specified

prior to enrollment and during the study:

e Participation in an investigational study (drug or device) within 14 days of study day 1

e Major surgery within 28 days of study day 1 (with the exception of biopsy or insertion
of central venous catheter)

e Enroliment into another investigational drug or device study

7. STUDY PROCEDURES
71 Schedule of Assessments

Summary of Schedule of Assessments:

Schedule Dosing Schedule Cycle/Assessment Table Number
Schedule A Days 1 and 5 Cycle 1 Table 10
(CLOSED) Cycle 2 Table 11
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Cycle > 3 Table 12
Days 1, 5,12, and 19 Cycle 1 Table 13
Cycle 2 Table 14
Cycle > 3 Table 15
Schedule B Etanercept substudy Section 7.1.1
(CLOSED)
Schedule C Days 1, 3,5,and 8 Cycle 1 Table 16
Cycle 2 Table 17
Cycle > 3 Table 18
MRD-+ Group Only Table 22
Whole Blood MRD
collection
Days 1, 3, 5, 8, 12, Cycle 1 Table 19
and 19 Cycle 2 Table 20
Cycle > 3 Table 21
MRD+ Group Only Table 23
Whole Blood MRD
collection
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Table 10. Schedule of Assessments: Schedule A Cycle 1 (Days 1 and 5)

SCR

Treatment Cycle 1

Week

E]

Cycle Day

~14to-1

1

|2|3|4 5°

HE

14

Hours

Pre-
dose

Relative to start of infusion

Pre- Relative to start of infusion

of®]2]2]4]6e[12]16]20

24|4g]72] dose [0 [+°| 2] 2[4 ]6]8[12]16]20

24| 48

GENERAL AND SAFETY ASSESSMENTS

Informed consent

b

Hospitalization®

Demog / Med and Surg hist / Height

Concomitant Medications

Serious adverse events review

Adverse events

L4

Physical Exam

ECOG

Weight

Vital signs, pulse oximetry®

A E I B

ECG friplicate measurement®

>{—h

B

LABORATORY ASSESSMENTS

Serum pregnancy test®

Coagulation

Hematology, Chemistry

|Urina|‘fsis

Hepatitis serology

eGFR!

INVESTIGATIONAL PRODUCT DOSING

e o o o 2

AMG 427 short term IV Infusion

Premedication

BIOMARKER ASSESSMENTS

PK ASSESSMENTS

AMG 477 PK"

DISEASE & BIOMARKER ASSESSMENTS

Footnotes defined on next page
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ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; eGFR = estimated glomerular filtration rate; IV = intravenous; PK = pharmacokinetic;
SCR = Screening;

aThe Dose Level Review Team may recommend to change timing of D5 within a window of + 1-3 days. In this case, timing of the following visits would be adjusted
accordingly.

b Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~90 minutes).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Schedule for triplicate ECGs during cycle 1 also applies in case of intra-subject dose escalation, regardless of actual study cycle.

fTwo (2) sets of triplicate ECGs collected at Screening.

9 Serum pregnancy test will be performed for all females unless surgically sterile or > 2 years postmenopausal.

h The estimated glomerular filtration rate (¢GFR) will be calculated based on institutional standards.

" Premedication should be administered 1 hour before the start of infusion and prior to each step-up dose of AMG 427 infusion to mitigate the risk for the prevention of
RS.

k Blood must not be drawn from the port catheter durlng |nvest|gat|onal product infusion and for 5 mlnutes aﬂer the end of infusion. If sample processing/shipment is
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Table 11. Schedule of Assessments: Schedule A Cycle 2 (Days 1 and 5)

Treatment Cycle 2

Week 1 2
Cycle Day 1 [2] 3]+ 5 [6] 7] 8][4
S Pre- Relative to start of infusion Pra- Relative to start of infusion

dose| g [ |2 [3[a|6]af12]16]o0]oa]as][va]dosef o] ]o]alale]s[12]16][20]2a]as]rn

GENERAL AND SAFETY ASSESSMENTS

Hospitalization® g

Concomitant Medications »

Serious adverse events review

Adverse events >

Physical Exam
ECOG
Weight

Xl XK | X | X | X | X[ XX | X]X]X|X X Wl X[ X | X | X | X[ X[ X ]| X]X]X]X|X
XE

Vital signs, pulse oximetry®

ECG triplicate measurement
LABORATORY ASSESSMENTS
Coagulation X X K1 ®X |X X O O

Hematology, Chemistry X X X1 X | X X K| X X | X

Urinalysis X

INVESTIGATIONAL PRODUCT DOSING
AMG 427 short term IV Infusion X X

Premedication® X X
BIOMARKER ASSESSMENTS

PK ASSESSMENTS

AMG 427 PK' X X X XX X b X X Xl x| x| X
DISEASE & BIOMARKER ASSESSMENTS

Footnotes defined on next page
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ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; IV = intravenous; PK = pharmacokinetic;

aThe Dose Level Review Team may recommend to change timing of D5 within a window of + 1-3 days. In this case, timing of the following visits would be adjusted
accordingly.

b Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~90 minutes).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Premedication should be administered 1 hour before the start of infusion and prior to each step-up dose of AMG 427 infusion to mitigate the risk for the prevention of
CRS.

f Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is

logisticallv feasible for rtain tim int i it coinci ith the weekend) thi mple tim int is not man
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Table 12. Schedule of Assessments: Schedule A Cycle 3 and Beyond (Days 1 and 5)

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; EOT = End of Treatment; IV = intravenous; LTFU = long term follow-up;
PK = pharmacokinetic; SFU = safety follow-up
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@ The safety follow-up (SFU) visit occurs 4 weeks (+1 week) after the last infusion of AMG 427. For subjects enrolled in the escalation phase, this visit may also be the
end of study (EOS) visit.

® The long term follow-up (LTFU) period may consist of a telephone call performed every 8 weeks (+ 2 weeks) after the SFU visit, to assess survival, disease status
and anti-AML therapy(ies). LTFU applies only to subjects enrolled in the dose expansion phase. The last contact with a subject may also signify EOS. During the
long-term follow-up phase serious adverse events suspected to be related to investigational product that the investigator becomes aware of will be
reported to Amgen.

¢ The Dose Level Review Team may recommend to change timing of D5 within a window of + 1-3 days. In this case, timing of the following visits would be adjusted
accordingly.

d Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~90 minutes).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

f Collect anti-AML treatments only.

9 Vital signs/pulse oximetry will also be assessed prior when the subject leaves the clinic in order to detect possible signs and symptoms of infusion reactions.

h Time points for vital sign and pulse oximetry measurements after the end of infusion time point apply only if the subject is still at the clinic at the time.

" Premedication should be administered 1 hour before the start of infusion and prior to each step-up dose of AMG 427 infusion to mitigate the risk for the prevention of
CRS.

iBlood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is not
logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandatory.

kBeginning with cycle 4, only predose PK samples are collected (predose: D1, D5), EOT, and SFU for cycles 4 through 12. Day 8 PK collection will not be collected
C4 and bevond.

° If applicable, urine pregnancy test required 4 weeks after the last dose of AMG 427.

CONFIDENTIAL Am"



Product: AMG 427
Protocol Number: 20170528

Date: 16 March 2022 Page 94 of 189

Table 13. Schedule of Assessments: Schedule A Cycle 1 (Days 1, 5, 12 and 19)
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ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; eGFR = estimated glomerular filtration rate; IV = intravenous; PK = pharmacokinetic;
SCR = Screening;

@The Dose Level Review Team may recommend to change timing of dose within a window of + 1-3 days. In this case, timing of the following visits would be adjusted
accordingly.

b Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~90 minutes).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Schedule for triplicate ECGs during cycle 1 also applies in case of intra-subject dose escalation, regardless of actual study cycle.

fTwo (2) sets of triplicate ECGs collected at Screening.

9 Serum pregnancy test will be performed for all females unless surgically sterile or > 2 years postmenopausal.

h The estimated ilomerular filtration rate IeGFRI will be calculated based on institutional standards.

IWhole blood for peripheral blood mononuclear cells (PBMCs) collected prior to the infusion on cycle 1 day 1 only if subject provides consent for collection of the

pharmacogenetic (PG) sample.
k Blood must not be drawn from the port catheter durlng |nvest|gat|onal product infusion and for 5 mlnutes aﬂer the end of infusion. If sample processing/shipment is

CONFIDENTIAL Am"



Product: AMG 427
Protocol Number: 20170528
Date: 16 March 2022 Page 96 of 189

Table 14. Schedule of Assessments: Schedule A Cycle 2 (Days 1, 5, 12 and 19)

Footnotes defined on next page

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; IV = intravenous; PK = pharmacokinetic; _

@The Dose Level Review Team may recommend to change timing of dose within a window of £1-3 days. In this case, timing of the following visits would be adjusted
accordingly

b Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~ 90 minutes).
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¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital or leaves the clinic in order to detect possible signs and symptoms of
infusion reactions.

¢ Time points for vital sign and pulse oximetry measurements after the end of infusion time point apply only if the subject is still at the clinic at the time.

f Premedication should be administered 1 hour before the start of infusion and prior to each step-up dose of AMG 427 infusion to mitigate the risk for the prevention of
CRS.

9 Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is

|ogistically feasible for rtain tim int i it coinci ith the weekend) thi mple tim int is not mandatory.
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Table 15. Schedule of Assessments: Schedule A Cycle 3 and beyond (Days 1, 5, 12, and 19)

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; EOT = End of Treatment; IV = intravenous; LTFU = long term follow-up;
PK = pharmacokinetic; SFU = safety follow-up

@ The safety follow-up (SFU) visit occurs 4 weeks (+1 week) after the last infusion of AMG 427. For subjects enrolled in the escalation phase, this visit may also be the
end of study (EOS) visit.
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® The long term follow-up (LTFU) period may consist of a telephone call performed every 8 weeks (+ 2 weeks) after the SFU visit to assess survival, disease status,
and anti-AML therapy(ies). LTFU applies only to subjects enrolled in the dose expansion phase. The last contact with a subject may also signify EOS. During the
long-term follow-up phase serious adverse events suspected to be related to investigational product that the investigator becomes aware of will be
reported to Amgen.

¢ The Dose Level Review Team may recommend to change timing of dose within a window of + 1-3 days. In this case, timing of the following visits would be adjusted
accordingly.

4 Collect assessments at the end of infusion (EOI). End of infusion time is defined as the time at which the total infusion is complete (end of investigational product
AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, ~90 minutes).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of infusion for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be
related to cytokine release syndrome (CRS).

f Collect anti-AML treatments only.

9 Vital signs/pulse oximetry will also be assessed prior when the subject leaves the clinic in order to detect possible signs and symptoms of infusion reactions.

h Time points for vital sign and pulse oximetry measurements after the end of infusion time point apply only if the subject is still at the clinic at the time.

" Premedication should be administered 1 hour before the start of infusion and prior to each step-up dose of AMG 427 infusion to mitigate the risk for the prevention of
CRS.

iBlood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is not
logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandatory.

kBeginning with cycle 4, ONLY predose PK samples are collected (Predose: D1, D5, D12, D19), EOT and SFU for cycles 4 through 12. Day 28 PK collection will not

° If applicable, urine pregnancy test required 4 weeks after the last dose of AMG 427.
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711 Schedule of Assessments: Schedule B (etanercept substudy —
CLOSED)

« Only for the etanercept (Enbrel) substudy (GG
K

e Schedule A + etanercept to be administered subcutaneously (50 mg SC) on
day - 2 (minus 2) prior to each cycle

All other study measures and schedules remain unchanged. Please refer to
Schedule A (Table 10 - Table 15) for daily visits and sample collections for
etanercept subjects.

e Schedule C may also be considered with sponsor approval (Table 16 - Table 21).

o The MRD+ Group will use Schedule C for all cycle collections and Table 22 or
Table 23 for additional whole blood MRD collections, as applicable.
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Table 16. Schedule of Assessments: Schedule C Cycle 1 (Days 1, 3, 5, and 8)
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DISEASE & BIOMARKER ASSESSMENTS

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; eGFR = estimated glomerular filtration rate; elV = extended IV; IV = intravenous;
PK = pharmacokinetic; SCR = Screening

@The Dose Level Review Team may recommend to change timing of D3, D5, D8 within a window of + 1-3 days. In this case, timing of the following visits would be
adjusted accordingly.

b Collect assessments at the end of infusion (EOI). For the First-in-Human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~ 90 minutes, elV~ 24 hours).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Schedule for triplicate ECGs during cycle 1 also applies in case of intra-subject dose escalation, regardless of actual study cycle.

fTwo (2) sets of triplicate ECGs collected at Screening.
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9 Serum pregnancy test will be performed for all females unless surgically sterile or 2 2 years postmenopausal.
h The estimated glomerular filtration rate (¢GFR) will be calculated based on institutional standards
" Premedication should be administered within 1 hour before the start of AMG 427 dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the

Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is

° Of note, for the elV cohorts, please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~ 90 minutes each).
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Table 17. Schedule of Assessments: Schedule C Cycle 2 (Days 1, 3, 5, and 8)

Treatment Cycle 2
Week 1 2
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ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; elV = extended IV; IV = intravenous; PK = pharmacokinetic

aThe Dose Level Review Team may recommend to change timing of D3, D5, D8 within a window of + 1-3 days. In this case, timing of the following visits would be
adjusted accordingly

b Collect assessments at the end of infusion (EQI). For the First-in-human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~90 minutes, elV ~24 hours).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Premedication should be administered within 1 hour before the start of AMG 427 dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the
prevention of CRS.
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f Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is
not logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandato

i Of note, for the elV cohorts, please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~ 0 minutes each).
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Table 18. Schedule of Assessments: Schedule C Cycle > 3 (Days 1, 3, 5, and 8)
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DISEASE & BIOMARKER ASSESSMENTS

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; EOT = End of Treatment; elV = extended IV; IV = intravenous; LTFU = long term follow-up;

PK = pharmacokinetic; SFU = safety follow-up

@ The safety follow-up (SFU) visit occurs 4 weeks (+1 week) after the last dose of AMG 427. For subjects enrolled in the escalation phase, this visit may also be the
end of study (EOS) visit.

b The long term follow-up (LTFU) period may consist of a telephone call performed every 8 weeks (+ 2 weeks) to assess disease status and anti-AML therapy(ies).
LTFU applies only to subjects enrolled in the dose expansion phase. The last contact with a subject may also signify EOS. During the long-term follow-up phase
serious adverse events suspected to be related to investigational product that the investigator becomes aware of will be reported to Amgen.

¢ The Dose Level Review Team may recommend to change timing of D3, D5, D8 within a window of + 1-3 days. In this case, timing of the following visits would be
adjusted accordingly.

d Collect assessments at the end of infusion (EOI). For the First-in-Human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~90 minutes, elV~ 24 hours).
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¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

f Collect anti-AML treatments only.
9 Vital signs/pulse oximetry will also be assessed prior when the subject leaves the clinic in order to detect possible signs and symptoms of infusion reactions.

h Time points for vital sign and pulse oximetry measurements after the end of dose time point apply only if the subject is still at the clinic at the time.

i Premedication should be administered within 1 hour before the start of dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the prevention of
CRS.

iBlood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is not
logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandatory.

KFor cycles 4 through 12, only predose PK samples are collected (Predose: D1, D3, D5, D8), EOT and SFU for cycles 4 through 12. Day 8 PK collection will not

collected C4 and beyond.

° |f applicable, urine pregnancy test required 4 weeks after the last dose of AMG 427.

9 Of note, for the elV cohorts, please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~90 minutes each).
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Table 19. Schedule of Assessments: Schedule C- Cycle 1 (Days 1, 3, 5, 8, 12, and 19)
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ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; eGFR = estimated glomerular filtration rate; elV = extended IV; IV = intravenous;
PK = pharmacokinetic; SCR = Screening

a@The Dose Level Review Team may recommend to change timing of D3/D5/D8//D12/D19 within a window of + 1-3 days. In this case, timing of the following visits
would be adjusted accordingly.

b Collect assessments at the end of infusion (EOI). For the First-in-Human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~90 minutes, elV~ 24 hours).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital in order to detect possible signs and symptoms of infusion reactions.

¢ Schedule for triplicate ECGs during cycle 1 also applies in case of intra-subject dose escalation, regardless of actual study cycle.

fTwo (2) sets of triplicate ECGs collected at Screening.
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9 Serum pregnancy test will be performed for all females unless surgically sterile or > 2 years postmenopausal.

h The estimated glomerular filtration rate (¢GFR) will be calculated based on institutional standards

i Premedication should be administered within 1 hour before the start of dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the prevention of
CRS.

I Whole blood for peripheral blood mononuclear cells (PBMCs) collected prior to the dose on cycle 1 day 1 only if subject provides consent for collection of the

pharmacogenetic (PG) sample.

k Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is

not loqgistically feasible for a certain time point (eq. i it coincid ith the weekend) this sample time point is not mandatory.

° Of note, for the elV cohorts please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~90 minutes each).
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Table 20. Schedule of Assessments: Schedule C Cycle 2 (Days 1, 3, 5, 8, 12, and 19)

Treatment Cycle 2
Week 1 2 3 ]
Cydle Day 1 [2 z [ 5 B 8 [aTao]14 12 [1a]42 19° [20]z1]z2] 22
Hours ZL‘“'S' Relative to start of dose Pre- | Relative to start of dose Pre- | Relative to start of dose Pre- Relative to start of dose Pre- | Relative to start of dose Pre- Relative to start of dose
o |0]]z]z]4]6]s[12]1e]2fze] dos2 [0 [+ [2 ]2 [4 6 [ & [12]16]0fza] dose [0 [+°] 2 [ ] 4 [6 [ & [12[16] 20] 24] P0%2 [0 [+*[ 2] 2 [a [ 6 [ [12]16[20]a[aa]r2] dos2 [0 [+5[ 2 [ 3 [ 4 [ [ & [12[16] 20] 24 [ ag] o2 [0 [+5] 2 [ 3 [ 4 [ [ & [12[16] 20] 24 aa] 72

‘GENERAL AND SAFETY ASSESSMENTS

Hospllizaton” | T PRI I T T

Concomitant Medications

Serious adverse events review

Adverse events

Physical Exam X X X X| X X X KX x] x K| X X X
ECOG X

‘Weight X

‘.,‘na\gmnspu\sgu)qmg{ry'l X X[X[X[X|X|X|X|[X]X X X|X|X|X|X|X[X]|X K X[ X X)X XX X X X HIX[X|X| XX X[ X]X]|X]|X] X O e e | x| x| K X|] X A e e e | x| x| w0 X X
ECG triplicate measurement X b X b's X b X b X x X x

LABORATORY ASSESSMENTS

Coagulation X X X X X| X X X KX X X X|] X X
Hematology, Chemistry X X x| X x| % X X KX x] X x| x X X
Urinalysis X X X X X X

INVESTIGATIONAL PRODUCT DOSING

1 O A 30 I O I O
0 A SR O R O R

BIOMARKER ASSESSMENTS

PK ASSESSMENTS
AU 427 PIC [x [l DL D[ DT PRl x T Dl TT TP T D] e P lefl TTTTT U] D e Tl TTTTTTT Il Tl e [ lef [T T TTT [x] [oe PIef [T I [TT [x[x[x]x
DISEASE & BIOMARKER ASSESSMENTS

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; elV = extended IV; IV = intravenous; PK = pharmacokinetic

@The Dose Level Review Team may recommend to change timing of D3/D5/D8/D12/D19 within a window of + 1-3 days. In this case, timing of the following visits
would be adjusted accordingly

b Collect assessments at the end of infusion (EOI). For the First-in-Human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~ 90 minutes, elV~ 24 hours).

¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

d Vital signs/pulse oximetry will also be assessed prior to subject’s discharge from hospital or leaves the clinic in order to detect possible signs and symptoms of
infusion reactions.

¢ Time points for vital sign and pulse oximetry measurements after the end of dose time point apply only if the subject is still at the clinic at the time.

f Premedication should be administered within 1 hour before the start of dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the prevention of
CRS.

9 Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is
not logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandatory.
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m Of note, for the elV cohorts please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~ 90 minutes each).
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Table 21. Schedule of Assessments: Schedule C Cycle > 3 (Days 1, 3, 5, 8, 12, and 19)

Treatment Cycle 3 and following EOT SFU* LTFU®

Week 1 2 2 4 4weeks | Upto2yrs

Cycle Day 1 3¢ 5° g 42¢ 19° 28 postlast | after 1° dose

dose of of AMG 427;
Pre- ‘ Relative to start of dose Pre- | Relative to start of dose Pre- ‘ Relative to start of dose Pre- ‘ Relative to start of dose Pre- | Relative to start of dose Pre- | Relative to start of dose AMG 427 | every B weeks

dose g [4*[2]3]4]6 [8[12[16]20{ dose [0 [+[2]3 a6 2 [12[16]20) dose[a [+*]2 [3] 45 [ & [12[16][20]d0se| 0 [47[ 2 2[4 [ & [ & [1216]20] dose[ o [+*[2 [2 [4] 6 [ & [12[16]0fdose [ a [+:[2 [ 3[4 [ 6 ] & [12]16]2q] (+1week) | (z2weeks)

Hours

GENERAL AND SAFETY ASSESSMENTS

Hosplalzation LT T e P e N I I

Concomitant Medications | X

Serious adverse events review

Adverse events

Physical Exam
ECOG
Weight

A

Vital signs, pulse oximetry?
ECG friplicate measurement X
LABORATORY ASSESSMENTS

Coagulation X X X X X X X
Hematalogy, Chemistry X X X X X X X % X

Urinalysis

Urine Pregnancy Test

INVESTIGATIONAL PRODUCT DOSING

G 427 doss' 3 T T O Y I
Fremedcation ESEEEEEREEEEES NN NN NN EEENEEN

BIOMARKER ASSESSMENTS

PK ASSESSMENTS
AIG 427 PK [0 [ Lef TTT T T I I Tl TITT I I T e el TITTT T T Pl TT T T T T I 0l bef TTTTIT I Il el ITTTITTT Ix] x |

DISEASE & BIOMARKER ASSESSMENTS

ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; elV = extended IV; EOT = End of Treatment; IV = intravenous; LTFU = long term follow-up;
PK = pharmacokinetic; SFU = safety follow-up;

@ The safety follow-up (SFU) visit occurs 4 weeks (+1 week) after the last infusion of AMG 427. For subjects enrolled in the escalation phase, this visit may also be the
end of study (EOS) visit.

b The long term follow-up (LTFU) period may consist of a telephone call performed every 8 weeks (+ 2 weeks) to assess disease status and anti-AML therapy(ies).
LTFU applies only to subjects enrolled in the dose expansion phase. The last contact with a subject may also signify EOS. During the long-term follow-up phase
serious adverse events suspected to be related to investigational product that the investigator becomes aware of will be reported to Amgen.

¢ The Dose Level Review Team may recommend to change timing of D3/D5/D8/D12/D19 within a window of + 1-3 days. In this case, timing of the following visits
would be adjusted accordingly.

d Collect assessments at the end of infusion (EOI). For the First-in-Human cohorts: End of infusion time is defined as the time at which the total infusion is complete
(end of investigational product AMG 427 and flush infusion). Collect assessments after total infusion time is complete (ie, short IV ~90 minutes, elV~ 24 hours).
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¢ See protocol Section 6.2.1.1 for details on hospitalization requirements and in case of dose step. Subjects should be monitored intensively for at least 4 hours after
the start of dose for clinical signs (eg, fever, hypotension, tachycardia, dyspnea, tremors) and laboratory changes (eg, transaminase increase) which may be related
to cytokine release syndrome (CRS).

f Collect anti-AML treatments only.
9 Vital signs/pulse oximetry will also be assessed prior when the subject leaves the clinic in order to detect possible signs and symptoms of infusion reactions.

h Time points for vital sign and pulse oximetry measurements after the end of dose time point apply only if the subject is still at the clinic at the time.

i Premedication should be administered within 1 hour before the start of dose and prior to each step-up dose of AMG 427 dose to mitigate the risk for the prevention of
CRS.

i Blood must not be drawn from the port catheter during investigational product infusion and for 5 minutes after the end of infusion. If sample processing/shipment is
not logistically feasible for a certain time point (eg, in case it coincides with the weekend) this sample time point is not mandatory.

kK For cycles 4 through cycle 12: ONLY predose PK samples are collected (predose: D1, D3, D5, D8, D12, D19). EOT and SFU also to be collected cycles 4 through

° |f applicable, urine pregnancy test required 4 weeks after the last dose of AMG 427.

9 Of note, for the elV cohorts please reference protocol details for dosing. Day 1 elV will be over day 1 and 2 (eg, . ug dose will be infused over days 1 and
2 [48 hours]), day 3 elV infusion will be over day 3 only (eg,- ug over 24 hours), day 5 and day 8 will be short term IV infusions (~90 minutes each).

AMGEN
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Table 22. Schedule of Assessments: MRD+ Group Only - Whole Blood MRD Collection (Days 1, 3, 5, and 8)

EOT = End of Treatment; MRD = minimal/measurable residual disease; MRD+ = minimal/measurable residual disease-positive
@ MRD+ groups will follow all Schedule C (Table 16 through Table 21) for all collections. Additionally, MRD+ cohorts will collect whole blood MRD at the following
timepoints for all cycles.
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Table 23. Schedule of Assessments: MRD+ Group Only — Whole Blood MRD Collection (Days 1, 3, 5, 8, 12, and 19)

EOT = End of Treatment; MRD = minimal/measurable residual disease; MRD+ = minimal/measurable residual disease-positive
@ MRD+ cohorts will follow all Schedule C (Table 16 through Table 21) for all collections. Additionally, MRD+ cohorts will collect whole blood MRD at the following
timepoints for all cycles.
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7.2 General Study Procedures
A signed and dated IRB/IEC approved ICF must be obtained prior to performing any
study-specific procedures including discontinuing standard therapy for observing a study

washout period.

During the study, every effort should be made to perform the study procedures as
indicated on the Schedules of Assessments (Table 10 to Table 23). Every effort should
be taken to collect all biomarker and PK samples as described in the schedule of
assessments. However, if sample processing/shipment on a weekend/holiday is not
logistically feasible for a site, this needs to be documented and will not be considered a

deviation from the protocol.

Subjects will be seen in the clinic for study evaluations. When electrocardiograms
(ECGs), vital signs, blood sample collections, biomarker sample collections, and
aspirate/biopsy sample collections occur on the same visit, ECGs and vital signs should
be performed before samples (blood, biopsy/aspirate) are collected. Blood samples
must not be taken/drawn from the catheter port used for AMG 427 infusion. If a
permanent central line with more than 1 lumen is used, blood draws can be done via the
lumen that is not used for drug administration (see also Section 7.3.15). The time of
blood sample collection must be recorded with the exact time of collection (do not use

the time that the samples were frozen or any other time point).

The study specific manuals provide additional details regarding the requirements for

these procedures.
Acceptable deviation windows are as follows:

e [nfusion duration + 10 minute window.

o ECGs, biomarker blood draws (cycles 1 — 3), vital signs (including pulse
oximetry):

o * 15 minute window if collected within the first 24 hours (excluding the
24 hour sample) after the start of any dose

o * 2 hour window if collected between 24 hours and 3 days after the start
of any dose

o Assessments after day 3 but within 7 days post infusion start should be
performed on the indicated study day, but are not required at a certain
hour of the day

o Assessments after day 7 have a + 1 day window
e For R/R AML subjects, bone marrow assessments post treatment start: + 3 days
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o For MRD+ subjects, bone marrow assessments do not need to be repeated if
done within 3 months prior to start of treatment with AMG 427. If more than
3 months have passed, discuss with medical monitor prior to performing.

e PKblood draws in cycles 1 - 3:
o within 2 hours prior to infusion start
o = 15 minute window for samples taken after the end of each dose

o Blood must not be drawn from the port catheter during infusion and for
5 minutes after the end of infusion. End of infusion (EOI) is defined as
end of total infusion time (after investigational product and IV flush
infusion).

For dosing visits a + 1 - 3 day time window applies.

Local laboratories should be used for the following assessments: hematology,
hematological bone marrow assessments, clinical chemistry, coagulation, urinalysis,
hepatitis serology, and serum pregnancy tests. The following collections will be shipped

to a central laboratory for analysis: blood samples for determination of serum

concentrations of AMG 427 and presence of ||| EGTcGcGNGGG
Refer to the laboratory manual for detailed collection, processing, and shipping

procedures.

Additional procedures deemed necessary as part of standard of care or as required by

local laws and regulations may be performed at the Investigator’s discretion.

7.21 Screening

After written informed consent has been obtained, subjects will be screened in order to
assess eligibility for study participation. All screening procedures must be performed
within 14 days prior to start of investigational product administration, unless otherwise
noted. The ICF may be signed earlier than 14 days prior to start of investigational
product in case of washout times that have to be observed to meet eligibility criteria.
Re-consent is necessary if the date of consent is longer than 14 days prior to the start of
the first dose of AMG 427.

Subjects who meet the inclusion and exclusion criteria will be eligible to be enrolled in
the study. Subjects who do not meet the eligibility criteria within the 14-day screening
period will not be eligible for enrollment. Subjects who are deemed ineligible will be

documented as screen failures.

Laboratory assessments used to determine subject eligibility may be repeated once for

confirmation (up to a total of 2 times during the 14-day screening period) if necessary
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before the subject is considered a screen failure. If any assessments are repeated
during the screening period, the value that is closest to the enroliment date will apply for

the determination of eligibility.

The following procedures are to be completed during the screening period at the time
points designated in the Schedules of Assessments (Table 10 to Table 23).
Assessments that were performed as standard of care prior to signature of informed
consent but within 14 days prior to start of treatment with AMG 427 can be used as
screening assessments and do not need to be repeated to confirm subject eligibility.
Hepatitis serology does not need to be repeated to determine eligibility if it was

performed within 6 weeks prior to start of treatment with AMG 427.

e Confirmation that the ICF has been signed

o Demographic data including sex, age, race, and ethnicity will be collected in order to
study their possible association with subject safety

e Clinical evaluation

— Physical examination as per standard of care (including medical/surgical
history). Physical examination findings should be recorded on the appropriate
eCRF.

— ECOG performance status

— Height and weight
e Vital signs (ie, blood pressure, heart rate, respiratory rate, temperature)
o Pulse oximetry
e ECG triplicate measurements (2 sets of triplicates)

e Laboratory assessments: hematology, chemistry, coagulation, urinalysis, serum
pregnancy test (females only), and hepatitis serology

o Estimated glomerular filtration rate (eGFR)

e Bone marrow assessments

e Serious adverse event reporting

¢ Documentation of concomitant and rescue medications.

Re-screening:
A subject may be rescreened up to 3 additional times during the study at the discretion
of the investigator. The subject must be re-consented if a re-screening attempt occurs

outside the 14-day screening period.

Re-screened subjects must be documented as screen failed in the subject’s medical
record and subsequently documented as re-screened. Subjects will retain the same

subject identification number assigned at the time of initial screening. Once the subject
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is recorded as re-screened, a new 14-day screening window will begin. The following

assessments do not have to be repeated during re-screening if they were performed as

standard of care or during the initial screening attempt within the time frames specified

below:

e Hepatitis serology does not need to be repeated if it was performed within 6 weeks
prior to start of treatment with AMG 427

o Bone marrow assessments (except molecular panel, see last bullet) do not need to
repeated if done within 4 w