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Document Version Date Summary of Changes
Onginal 10 May 2017 N/A
protocol

Amendment 1 28 September 2017 | 1. Summary, Sections 3.1, 3.3, and 9.2.1:
Rewvised DLT rate to 25% with an acceptable
equivalence mterval of (20%-30%) following
feedback from the FDA_

2. Summary, Section 3.1: Removed Part 2B
combination therapy section since details of
combination portion will only be provided in a
future amendment.

3. Schedule of activities: Clarified that results
from the patient’s last bone marrow
assessments may be utilized for screeming 1f the
results were collected within 3 months from
planned study drug treatment.

4. Schedule of activities and Section 3.1: Added
72 hr hospitalization on Cycle 1 Day 1 (C1D1)
for patients 1n Part 1 and 72 hr hospitalization
on Cycle 1 Day 8 (C1D8) for patients in Part
1A, per request from the FDA.

5. Section 3.1 4. and Appendix &: Dose decision
rules have been revised followmg a change in
DLT target rate.

6. Section 3.2: Dose limiting toxicity (DLT)
criteria have been revised following FDA's
recommendations.

7. Section 3.5: A new stopping cniteria section
has been included to provide rules for stopping
the study in Part 2 dose expansion.

8. Section 4.1: Admimistrative edits were made
to clanify inclusion critenia #1 to ensure that
only patients with measurable disease and either
a biopsy proven plasmacytoma or bone marrow
plasma cells >20% will be ncluded. Critenia
for prior therapy have been moved to criteria #2
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so that all patients are now required to meet
these critera.

9. Section 5.5.3 Table 3: Revised dose
modification criteria for non-hematological
toxicities grades 3 and 4 such that a grade 3
event would require dose -de-escalation and
grade 4 events will require discontinuation, per
gmdance from the FDA_

10. Section 7.1.2: Added treatment gmdance for
patients who have received an allogeneic bone
marrow transplant.

11. Section 7.1.3: Added option for sites to
analyze cytokines locally should this be
required for patient management.

12. Section 7.2.1: Provided mformation
regarding potential daratumumab interference
mformation and clanfied that the FL.C assay
should be utilized 1f daratumumab treatment
was given <114 days prior to planned treatment
day (C1D1).

Amendment 2

25 Apnl 2018

1. Protocol Summary and Section 3: Addition
of subcutaneous (SC) cohorts in Part 1 and Part
1A to allow for evaluation of SC dosing.
Evaluation of 1 hr infusion has been revised
such that it will now occur in Part 2 as a lead-in
cohort.

2. Protocol Summary and Section 2:
Admimistrative changes have been made to the
wording in exploratory biomarker endponts.

3. Schedule of assessment A and B and Section
5.8.6: Addition of local site mjection
tolerability assessment to evaluate mjection site
reactions (ISR).

4. Schedule of assessment A and B: Revision of
biochemical disease assessments from weekly
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to per cycle timeframe to account for half-life
of M-proteins and to reduce burden on sites.

5. Schedule of assessment A and B and Section
7.1.5: Triplicate ECGs will only be taken on
C1D1 unfil C2D15. All other assessments will
be based on a simngle ECG.

6. Schedule of assessment A and B and

Section 7.2.2: Admimistrative edifs to bone
marrow collection and assessment to ensure
alignment between the schedule of assessments
and Section 7.2.2.

7. Schedule of assessment A and B: Reduced
number of urinalysis assessments such that it
will only be performed when climically
mdicated.

8. Schedule of assessment B: Removal of
weekly weight assessment in Schedule of
assessment B to align with Schedule of
assessment A and Section 5.4.1 where weight 1s
evaluated on Day 1 of each cycle.

9. Section 1.2 4: SC non-chinical safety
mformation has been added to justify
mcorporation of SC dosing 1n this study.

10. Section 1.2.6.2: SC starting dose rationale
has been added to support the addition of SC
adnumstration.

11. Section 4: Inclusion criteria has been
revised such that biopsy proven plasmacytoma
and =20% plasma cells in bone marrow 1s no
longer a requirement since this will expand the
number of potential relapse/ refractory multiple
myeloma patients that may be enrolled.

12. Section 4 and Section 5.8.14: Inclusion
criteria have been revised such that transfusion
support will be allowed during screening_
Specifically, Section 5.8.14 has been added to
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clanfy when transfusion support will be
allowed.

11. Section 4: Clanfication has been made to
patients treated with elotuzumab or other
anti-SLAMF7 receptor (also known as
ant1-CD319) therapy such that they will only be
excluded 1f last dose of therapy 1s less than 30
days from enrollment into study.

12. Section 4: Exclusion criteria for prior
BCMA therapies has been clarified for Part 1
and Part 1A such that known BCMA negative
patients will not be eligible but patients with
BCMA posttive relapse may be allowed
following discussion with the sponsor. For Part
2, the exclusion criteria have been clarified to
all BCMA targeted therapy.

13. Section 7.1.3 and 7.5 4: Targeted panel for
ad hoc central cytokine panel has been replaced
with the full panel to align with the central
assessments that will be completed.

14. Appendix 9: Added: to provide puidance on
subcutaneous injections.

Amendment 3 07 February 2019 | 1. EudraCT number 2019-000822-24 was
added to the cover page

2. Protocol Summary: For the purpose of
clanty, reference to Section 3.1.1.3 (IV
Priming and Maintenance Dose Escalation)
15 now listed with each summary describing
dosing groups.

3. Protocol Summary: For the purpose of
clanity, the Part 2 expansion paragraph had
language removed which was repeated in
Section 3.1.2.

4. Protocol Summary and Table 1 in Section
3.1.4: Addition of 90 and 270 pg/kg doses
for the IV cohorts (Part 1) based on
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emerging data that TBD have been
identified.

5. Section 1.2.6: Title was updated to Starting
Dose Rationale to clarify the content of the
section.

6. Protocol summary and Section 1.2.6.2:
Clarified langnage for subcutaneous starting
dose rationale explained i detail in Section
3112

7. Section 1.2.6.3: Updated title and modified
language to clarify sentence that the pnming
and maintenance part may be evaluated

prior to reaching MTD.

8. Section 3.1: Updated study schema to
reflect study design and added footnote to
specify that the no lead-in cohort will be
conducted if the subcutaneous route 1s
selected for Part 2.

9. Section 3.1.1.3: Added gmdance for
primung and maintenance dose for Part 1A
IV cohorts.

10. Protocol Summary, Section 1.2.6.2 Section
12,63, Section 3.1.1.1, Section 3.1.1.2,
Section 3.2 and Appendix 5: Clanfied
language to remove tocilizumab and/or
vasopressors from the management of CRS
and replaced (where appropriate) with
language that would enable the treatment
with standard of care per the mstitution’s,
mvestigator’s or treating physician’s
guidelines.

11. Protocol Summary Schedule of Activities
B: Footnote #21 was corrected from Cycle 1
Day 1 to Cycle 1 Day 8 for the maintenance
dose.

12. Section 3.1.1.1: Changed language to clanfy
that doses above 270 pg/Ke will be
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explored and added language that Part 1
subcutaneous or IV mamtenance may be

13. Section 3.1.1.2: Modified language to start
the subcutaneous part independent of Grade
3 CRS and allow SC starting dose at higher
dose level based on current IV preliminary
safety, PK, and CRS data.

14. Section 3.1.1 3: Revised text to leave only
Priming and Maintenance for Part 1A TV.

15. Section 3.1.1 4: Deleted section for Part 1A
subcutaneous admimstration

16. Section 3.1.1.5: Deleted section for Part 1A
IV admimistration.

17. Section 3.1.4: Modified language so that
higher doses in the IV admimistration
cohorts can be evaluated.

18. Section 3.1.2: Added a statement that, based
on emerging climcal data from the Part 1
dose escalation, either IV or SC
admimstration, including priming and
maintenance dose, will be selected for the
Part 2 dose expansion. Additionally, a
sentence was added that no lead-in cohort
will be conducted if subcutaneous route 1s
selected for Part 2 expansion.

19. Section 3.2: The Dose Limiting Toxicity
Definition was updated for Grade 4
thrombocytopenia to account for subjects
that have a platelet count between 25,000
and 50,000 and added for Grade 4
thrombocytopemia with = Grade 2
bleeding.

20. Section 4.1: Reflect the following
clarifications:
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21. Inclusion criterion #1a and Appendix 2:
Lowered the M-protein to greater than or
equal to 0.5 g/dL for Part 1 and greater than
or equal to 1.0 g/dL for Part 2.

22_Inclusion criterion #1e: Updated to reflect
measurable disease for FLL.C.

23. Inclusion cniterion #2 and Section 3.1.1.1:
Clanfied that patients must have received
prior therapies with proteasome inhibitors,
IMiD drugs, and anti-CD38 monoclonal
antibodies, where approved and available.

24 Inclusion criterion #2: Revised to specify
that patients must have progressed on or are
mtolerant of established therapies known to
provide clinical benefit in multiple
myeloma.

25_ Inclusion cniterion #5: Lowered the platelet
count to 25 000/mm3, clarified that
hemoglobin may be greater than or equal to
8 g/dL, transfusion support 1s allowed for
both situations if completed prior to planned
C1D1.

26. Inclusion criterion #6: Modified the
creatinine clearance to =30 mL/min and

serum creatimine to =2.5 mg/dL.

27. Exclusion criterion #6: Modified to include
additional = Grade 3 immune-mediated
adverse events and added exceptions for
immune-related adverse events
appropriately managed by checkpoint
inhibitors.

28. Exclusion criterion #14: Clanified fo reflect
the language regarding patients with relapse
following BCMA targeted therapy
eligibility.
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29. Exclusion cniterion #15: Eliminated the
requirement for prior BCMA therapies in
Part 2 only.

30. Section 5.3.1: Dosage Form(s) and
Packaging: title was revised to reflect the
Pharmaceutical form and refer to the
Investigational Product Manual and
Investigator’s Brochure for additional
details regarding PF-06863135.

31. Section 5.3 2: Removed the phrase
“Investigational Product Manual™ and
abbreviated the name as 1t was previously

spelled in the prior paragraph.

32. Section 5.5.2: Clarified situation i which
patients require discontinuation of the study
drug for more than 42 days, clarified that it
would be from Day 1 of the current cycle.

33. Section 5.5.3: Added >42 days for patients

experiencing a DLT of prolonged
myelosuppression.

34. Appendix 2: (See inclusion criteria for
modifications) was added in the IMWG
response criteria for serum M-protemn.

35. Additional admmistrative changes and
clarifications were made throughout the
protocol.

Amendment 4 31 October 2019 | The purpose of this amendment 1s primanly to
enable evaluation of combinations of
PF-06863135 with anti-PD1 antibody
PF-06801591 or with lenalidonude and allow
the option of subcutaneous every 2 week dosing
of PF-06863135. In addition, clarifications,
admimstrative and typographical modifications
were made.

1. Protocol Summary, background and
rationale: Added language to indicate the
combination of PF-06863135 with an
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anti-PD-1 antibody or an IMiD will be
mvestigated.

. Protocol Summary, study design, Study

Objectives and Endpoints, Schedule of
Activities B, Sections 2, 3.1.1.3.1.1.2,
3.1.13,3.1.1.4, 5.4.1, 9.6 and Figure 6
renamed Part 1A Pninung and Maintenance
Dose Escalation to Part 1.1 Priming and
Mamtenance Dose Escalation.

. Protocol Summary, study design and

Section 3 and Figure 6: Added language to
specify what each Part of the study will
each investigate and the number of patients
that each Part will enroll.

. Protocol Summary, study design and Figure

6: Clarified the dose escalating doses of PF-
06863135 for Parts 1 IV and SC.

. Protocol Summary, study design: Added a

statement that clarifies the 72-hour
hospitalization period on C1D1 for all
monotherapy dose escalation cohorts and to
further evaluate the hospitalization period m
the expansion cohorts.

. Protocol Summary, study design: Added

language for Part 1 monotherapy to specify
DLT period and specify peniod for intra-
patient dose escalation and restrictions to
enroll the same patient into different Parts
of the study.

. Protocol Summary, Study Design, Schedule

of Activities B, sections 3.1.1.3: Modified
the priming schedule to start on COD1 and
maintenance on C1D1. In addition, an
alternative step-up regimen and
prophylactic steroid options were added to
the schedule.

. Protocol Summary, study design, schedule

of activities B_ sections 3.1.1.3. 5.4 2: added
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10.

11.

12

13.

subcutaneous route for pnming and
maintenance. Included lenalidormde and
PF-06801591 i thus Part. Added two week
schedule option for monotherapy,
lenalidonude and PF-06801591. Removed
days 9 and 10 from cycle 1, changed
schedule to a 4 week cycle.

Protocol Summary, study objectives and
endpoints and Section 2: Added language
that defines the objectives and endpoints for
each combination dose finding and
expansion Parts of the study.

Protocol Summary, Schedule of activities
A: Renamed so that all weekly intravenous
and subcutaneous monotherapy dose
escalation schedules follow either SOA A or
B, rearranged the procedures by section,
clarified the visit window in the
pharmacokinetic, soluble factor and
cytokine activities.

Protocol Summary, Schedule of activities C:
Was created to reflect new combination
dose finding, expansion monotherapy and
combination cohorts, clarified fo check for
MRD when a patient achieves complete

response.

Protocol Summary, Schedule of activities
A, B, C, Sections 5.9.3, 5.9.4, Appendix 5,
Tables 12, 14: Added new ASTCT
consensus criteria for CRS and ICANS
management of cytokine release syndrome
(CRS) and immune effector cell associated
neurotoxicity syndrome (ICANS).

Study design, schedule of activities A, B
and C: Clarified throughout the
pharmacodynamic, pharmacokinetic,
soluble factor and cytokine assessments
tables when bone marrow should be
collected for the intravenous route and
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14

15.

16.

17.

18.

19.

20.

21.

22.

added clanfication on when these
procedures should be taken relative to
C1D1.

Sections 1 Introduction: Updated to add
supporting background pre-clinical
mformation and clinical data regarding
combination of CD3 bispecifics and
anti-PD1/L1 or lenalidomide.

Sections 12.81,1284,3114. 312and
3.1.4, 5.4 3: Updated to mndicate that a fixed
dose approach will be used for
PF-06863135 m combination dose finding
m all expansion cohorts.

Section 1.2.8 3: Added to specify the
starting doses for all combination Parts.

Section 1.2.8.5: Added to allow a Q2W
dosing interval option for patients treated
with weekly dosmng at least 6 months.

Section 3: Study design scheme was created
that reflects all new combination dose
finding and expansion cohorts.

Section 3.1.1.2: Updated to reflect actual
starting dose of Part 1 subcutaneous
monotherapy.

Section 3.1.1 4 describes combination dose

finding cohorts.

Section 3.1.2: Was updated to describe the
combination expansion cohorts.

Section 3.1.4: Table 1 was updated to
mclude doses used in the infravenous dose
escalation. Table 2 was added to include
subcutaneous planned doses and language
was added to clanfy weekly and every two
week dosing mtervals.
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23.

24

25.

26.

Section 3.2: The DLT definition was
updated to specify DLT periods for 3 and 4
week cycles. DLT definitions were revised
to provide clanty for Grade 4 neutropema,
febrile neutropenia and 1solated Grade 3
laboratory abnormalities.

Section 3.2.1: Late toxicity evaluation
schedules were clanfied for combination
and monotherapy dose escalation cohorts.

Section 3 4: Revised to provide clanty
regarding determination of the
recommended phase 2 dose of PF-06863135
i combmation cohorts.

Sections 4.1 was and 4.2 were revised as
follows:

s Inclusion Criteria #1a: Revised to have a
serum M-protein of 0.5 g/dL for both,
Part 1 and 2.

e Inclusion Criteria #5: Revised to clanfy
the requurements for adequate
hematological function for ANC and
platelet count for Part 1C and 2C of the

study.

e Inclusion Critenia #6 : Revised to
specify the creatine clearance for Part
1C and 2C of the study.

e Inclusion Critenia #8: Revised to
provide clanty for hepatitis B and C
testing.

e Inclusion Criteria #12: Language was
updated to reflect new template protocol
mformation regarding mformed consent
requirements.
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¢ Inclusion Criteria 14: Added TSH, T3
and T4 for patients enrolled in Part 1B
and 2B.

e Exclusion criteria #11: Provided clarity
for antibody based therapies.

¢ Exclusion Cnitenia #14: Clarified
requirements for patients that have
recerved prior BCMA therapy.

¢ Exclusion Cniteria #16: Added new
template language for requirements on
ECG results.

» Exclusion Criteria #20: Revised to
mclude requurements for PF-06801591_

s Exclusion Criteria #23: Added disease
restrictions for patients enrolled into
Parts 1B and ?B.

e Exclusion Cniteria #24: Added
restriction regarding the use of
corticosteroids and
1mmunosuppressants.

* Exclusion Criteria #25: Added to
exclude patients with Grade =3
anaphylactic reactions to antibodies.

* Exclusion Cniteria #26: Added a
restriction for Parts 1C and 2C for
patients who had previous lenalidonuide
dose reductions.

27. Section 4.3: Added that 2 highly effective
methods of contraception are required for
Parts 1C and 2C.

28. Section 5.3 3: Revised language to
reference the TP manual and IB for
PF-06863135.
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29.

30.

31.

32.

33.

34

35.

36.

37.

38.

39.

Section 5.3.2: Clarified the preparation and
dispensing for both, PF-06863135 and PF-
06801591.

Section 5.3: Added lenalidomide as an
mvestigational product.

Section 5.4.1: Added clanty to when and
how the option of 2 week interval dosing
can be done for PF-06863135 IV
admimstration.

Section 5.4.2: Added clanty to when and
how option of 2 week interval dosing can be
done for PF-06863135 SC admumstration.

Section 5.4.3: Added mstructions on the
administration of PF-06801591.

Section 5.5: Added dose modifications that
can occur for PF-06801591 and
lenalidommide.

Section 5.7 and 5.7.1: Revised titles to
mclude non-mvestigational products.

Section 5.9.10: Removed restriction on the
use of hematopoietic growth factors only at
cycle 2 and beyond.

Section 5.9.15: Removed restriction on
transfusion support during cycle 1 and
within 14 days prior to cycle 1.

Section 6.4: Added requirement for follow-
up of late immune related adverse events in
Parts 1B and 2B.

Section 7.1.3: Deleted duplicated
mformation. Clanfied hepatitis tests, added
TSH, T4 requirements in table 8.

_Section 7.1.5: Allowed discussion with

sponsor for continuation of study treatment
for patients that expenience transient

PFIZER CONFIDENTIAL

Page 15




ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Document Version Date Summary of Changes

prolonged QTCcF if the investigator believes
1t 15 1n the best interest of the patient.

41. Section 7.1.7 and appendix 9: Provided
mformation on the use of abdominal
quadrants for the subcutaneous
admimstration of PF-06863135 and
PF-06801591.

42 Section 7.2 2: Clarified assays to be used
for MRD testing.

43. Section 7.3: Added a blood
pharmacokinetics sample collection for PF-
06801591.

44 Section 7.4: Added anti-drug antibody
analysis for PF-06801591.

45. Section 7.5: Added clarification for bone
marrow samples at 6 and 9 month

timepoints.
46. Section 7.5.2: Added that PD-1 receptor

occupancy will be evaluated in Parts 1B and
2B.

47. Section 7.5 4: Revised language to provide
clarity on collection of samples for CRS
assessment.

48. Section 8.1 4: Added language to specify
adverse event collection period for
PF-06801591 m Parts 1B and 2B.

49_Section 9.1: Added defimition for
pharmacokinetic and immunogenicity tests
m Parts 1B and 2B.

50. Section 9.3: Added clanification to support
the calculation of sample sizes for
combination dose escalation and expansion
cohorts.
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51. Section 9.5.1 and 9.5.2: Added
pharmacokinetic analysis for Parts 1B and
2B.

52. Appendix 10: Added management for
immune-related adverse events in Parts 1B
and 2B.

Amendment 5

13 July 2020

The primary purpose of this amendment 1s to
add pomalidomide as a combination therapy
with PF-06863135. In addition, clarifications,
admimstrative, and typographical modifications
were made.

1. Corrected item 30 m list of Summary of
Changes for Amendment 4. The correct
section number should be 5.3 and
lenalidomude should have been listed as
mvestigational product.

2. Global: Replaced PF-06801591 with
sasanlimab. Where needed for clarity added
the following “sasanlimab (formerly
PF-06801591)".

3. Protocol Summary Schedules of Activities
A B, and C footnote # 37, Sections 3.1, 6.3,
and 6.6: Increased treatment duration/follow
up with PF-06863135 from 12 up to
24 months after the last patient first dose as
other BCMA-targeting agents have seen

reported response duration beyond 1 year.

4. Protocol Summary and Globally (where
applicable, including study Objectives
Section 2): Added pomalidomide to list of
combination agents (Part 1D and Part 2D).

5. Protocol Summary and Globally (where
mdicated for clanty): Specified Parts 1B
and 2B will be conducted ex-US only.

6. Protocol Summary and Global Sections (as
applicable, including Schema): Added
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Parts 1D and 2D (pomalidonude
combination cohorts).

7. Protocol Summary and Globally (where
applicable), mcluded “or maximum
admimistered dose (MAD)” or “/MAD"”
after maximum tolerated dose (MTD).

8. Protocol Summary and Globally: Revised
doses for Part 1 subcutaneous (SC)
admimstration (changed 200 to 215 pg/kg,
changed 300 to 360 pg/kg, and added doses
of 600 and 1000 pg/kg).

9. Protocol Summary and Section 3.1: Added:
Upon reaching MTD/MAD, up to
approximately 6-12 patients total at selected
level(s) below the MTD/MAD weekly and
Q2W dosing up to the same dose intensity
as the MTD/MAD weekly regimen may be
evaluated further to support the RP2D
decision.

10. Protocol Summary: Specified that the safety
cohort for Part 1B will use a
dose-escalation/de-escalation approach for
PF-06863135 starting at least 1 dose level
below the monotherapy MTD/MAD or the
RP2D, whichever is lower and will be
combined with a fixed SC dose of 300 mg
sasanlimab.

11. Protocol Summary, Section 3.1, and 9.3:
Updated patient numbers. Approximately
100 patients are expected to be enrolled into
Parts 1/1.1/1B, 1C, and 1D. Parts 2A_ 2B,
2C, and 2D will enroll approximately
20 patients each. Updated sample size
calculation section.

12. Protocol Summary and Section 2: Added
“and bone marrow by flow cytometry
analysis” to the third Tertiary/Exploratory
Endpoint bullet.

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)
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13. Schedules of Activities: Added reference to
Appendix 11 for alternative measure
gmdelines due to COVID-19.

14. Clarified dosing in Schedule of Activities
C footnote #7 for Part 1 SC Q2W.

15. Clarified hospitalization as optional in
Schedules of Activities B footnote #7 for
Parts 2A_ 2B, 2C, and 2D at C1D1.

16. Clarified timing of pregnancy testing for
patients in Parts 1C, 1D, 2C, and 2D in
Schedule of Activities B, and C
footnote #20 and Section 7.1.1 per
lenalidomude and pomalidomide
requirements for pregnancy testing.

17. Schedules of Activities A, B, and C
footnote #24, Section 7.2 2, and Appendix
3: Clarified patient status for assessment of
MRD (mumimal residual disease) and added
clanfying language for central and local
assessment for MRD.

18. Schedules of Activities A, B, and C
footnote #25, revised text regarding timing
of assessments for fluorodeoxyglucose
(FDG) positron emission tomography
(PET)/computerized tomography (CT).
Deleted “as clinically indicated” in the
Schedule of Activities Visit Identifier
column. Ahgned Section 7.2 3.

19. Added language to Schedules of Activities
A B, and C footnote #28 and Section 7.6.2
regarding genetic analysis; added bone
marrow aspirates will be evaluated at the
local lab, and instructions for when
assessments cannot be done. Clanfied
timing

20. Added clanfying language to footnote #35
m Schedule of Activities B to include

Parts 1 and 2B as part of the one-month

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)
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follow-up and late follow-up for late
immune-related adverse events. Added
“2B™ to footnote #35 1n Schedule of
Activities C.

21. Schedule of Activities C: Added Parts 1D
and 2D to the title and description, added
row for pomalidomide admimstration
(Parts 1D and 2D) and added a footnote
with additional details (including dose).

22_ Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities C: Added
Parts 1D and 2D to title and description,
added rows for sample collection for
lenalidomude and pomalidomide PK
(aligned Section 7.3). Ahpned sSBCMA
sample collection for Part 2 with PK
collection for Part 2.

23. To ensure consistency with timing of
samples m Part 2, added Cycles 1 and 2
Day 22 0 hr timepoints for the collection of
samples for PF-06863135 and soluble
BCMA 1n the Schedule of
Pharmacokinetics, Soluble factor, and
Cytokine Assessments Activities B.

24 Correction to the links of the Schedule of
Pharmacokinetic, Soluble Factor and
Cytokine Assessments so they correctly link
to their respective Schedule of Activities B
or C.

25 Sections 1231.12311,12312 and
1.2.3.2: Added safety and efficacy data as of
15 Apnl 2020 for patients in Part 1 treated
with PF-06863135.

26. Section 1.2.7: Added ex-US sources for
lenalidomude product information (and
added to reference list). Added rationale for
why dexamethasone will not be
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admuinistered with lenalidomnide 1n Parts 1C
and 2C.

27. Section 1.2 8: Added description of
pomalidomide and references for complete
mformation.

28 Section 1.2 9.1: Added link to
Section 1.2 9 4 for additional details of the
fixed-dosing approach.

29 Section 1.2.9 3: Added Parts 1C and 1D
provided details on pomalidomide dose.

30. Section 1.2.9 4: Added preliminary
population PK data for PF-06863135 to

support fixed dosing approach.

31. Section 3.1.1: Added language for the
evaluation of up to 6-12 patients total at
selected level(s) below the MTD/MAD
weekly and Q2W dosing up to the same
dose intensity as the MTD/MAD weekly
regimen may be evaluated further to support
the RP2D decision.

32. Section 3.1.1.3: Corrected error (see
strikethrough text): The 48 hr observation
period for the first patient in each dose level
m Part 1.1 will begin on C16D1 duning the
second hospitalization period.

33. Section 3.1.1.4: Revised Part 1 combination
dose finding text regarding MAD and RP2D
starting dose and de-escalation, clarified
that the frxed dose of 300 mg would be
admimstered SC, and added a paragraph for
Part 1D.

34 Section 3.1.2: Added text regarding
subcutaneous fixed dose of PF-06863135
for patients in Part 2A | added paragraph for
Part 2D, and removed paragraph for
intravenous administration since I'V 1s no
longer considered for dose expansion.
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Removed reference to “IV only” from
SCHEDULE OF PHARMACOKINETIC,
SOLUBLE FACTOR AND CYTOKINE
ACTIVITIES C (including footnote *) to
align.

35. Section 3.1 4: Deleted last row of Table 1
(dose level 8 and up, dose TBD), modified
Table 2 doses for dose levels 3, 4, and 5 and
added a 6% dose level, deleted
nonapplicable paragraph. Clarified that in
Part 1.1, the starting maintenance dose will
be no more than 2-fold above the priming
dose established from Part 1.

36. Section 3.2 1: Clarified start of late
toxicities.

37. Section 3.3: Added Maximum Admimistered

Dose to section title, added defimition of
MAD.

38. Section 4.1: Inclusion criterion #5, added
platelet count for Parts 1D and 2D,
correction made to inclusion criterion #8 to
exclude patients with actrve hepatitis B or
C.

39_Section 4.2: Exclusion criterion #4, added
reference to Appendix 11 for additional
clarification as it relates to SARS-CoV?2
mfection, #20, added requurement for
confraception duration following the last
dose of lenalidomude and pomalidomide.

40. Section 4.2: Added criteria #27, 28, and 29
describing exclusions for patients enrolling
m pomalidomide combination cohorts
Parts 1D and 2D (patients previously
recerved pomalidomide, patients recerving
strong CYP1A2 mnhibitors, and patients with
any level of hepatic impairment that would
require dose reduction of pomalidonude,
respectively).
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41. Section 4.3: Updated contraception for
females of childbearing potential to include
a list of ughly effective methods and
mcorporated pomalidomide and
lenalidomude where appropniate. Added
that any risk and evaluation and mitigation
strategy required by local regulations for
lenalidomude and pomalidomide must be
followed.

42. Section 4.1: The last Inclusion Criterion had
been merged into the header for the
Exclusion Criteria section. It now reads as
Inclusion criteria #14.

43. Section 5.3.1: Revised lenalidonude
paragraph, added paragraph for

pomalidomide.
44 Section 5.4.2: Deleted paragraph describing
duration of administration of sasanlimab.

45. Section 5.5.2: Added ANC and platelet
values for pomalidonude, added reference
to Appendix 11 for gmidelines for dose
delays of PF-06863135 for participants with
active or presumed SARS-CoV?2 infection.

46. Section 5.5.3: Modified Table 4.
Lymphopenia will not be included in
hematological toxicity as this expected as
part of PF- 06863135 mechanism of action.
Added text and Table 8 for dose
modifications for pomalidomide.

47. Section 5.9: Added drug-drug interaction
(DDI) text for lenalidomide and
pomalidomide. Section 5.9 and
Appendix 12: Added DDI text for
PF-06863135.

48. Section 5.9.10: Added cautionary text for
the use of agents that may increase the nsk
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of thrombosis 1n patients recerving
lenalidonude.

49_ Section 6.4: Replaced “study drug™ with
sasanlimab.

50. Section 7.2: Added text describing the
disease response assessment.

51. Section 7.2.1: Added text to free light chain
analysis describing timing for patients
treated with daratumumab. Added this text
to footnote #22 of Schedules of
Activities A, B, and C to align. Deleted
“only” from Beta-2 microglobulin bullet for
clarity.

52. Section 7.2.2: Added that In case of
suspected stringent Complete Response
(sCR), the presence/absence of clonal cells
on immunohistochemistry should also be
evaluated to bone marrow biopsy paragraph.

53. Section 8.1 4.2: Added text specifying the
start of the collection period for nonserious
AEs and SAEs. Added mstructional text for
patients experiencing cytokine release
syndrome._

54. Section 8.4.3 1: Replaced mstance of
“participant™ with patient to align with
protocol terminology.

55. Section 9.2.1: Added “If the MTD 1s not
reached, then the MAD will be maximum
dose that 1s evaluated in the study” for
clarity.

56. Section 9.3: Updated sample size
determination section for additional cohorts.

57. Section 9.5.1: Added Parts 1D and 2D to
analysis of PF-06863135, replaced mstance
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of “participants™ with patients to align with
other protocol sections.

58. Section 9.5.2: Added lenahdonude and
pomalidomide, 1C and 2C and 1D and 2D
as appropnate to the section tifle. Added
lenalidomude and pomalidomide to the
analysis of concentration-time data_

59. Section 9.5.6: Deleted first paragraph
describing analysis of blood and bone
marrow biomarker samples. Added
paragraph for analysis and reporting of
tertiary/exploratory analyses.

60. Section 9.6.2.1: Added that the sevenity of
Immmme Effector Cell-Associated
Neurotoxicity Syndrome (ICANS) should
be graded according to the Amencan
Society for Transplantation and Cellular
Therapy (ASTCT) consensus criteria.

61. Section 13.1: Added reference to

Section 6.6 for more information on how
end of study 1s determuned.

62. Appendix 2: Removed redundant text in
IMWG criteria column in Progressive
Disease (PD) row and added clanfying
language prior to bulleted list. Corrected
footnote number reference in third bullet in
Clinical Relapse row.

63. Appendix 11: Added appendix to provide
gmdance for alternative measures during
public emergencies.

64. Appendix 12: Added drug-dmig interaction

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)
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Amendment,
Germany)

(PEI). The changes for Amendment 6 are
specific only to Germany.

1. Removed Parts 1B and 2B (combination with
Sasanlimab) throughout the protocol.

2_Section 3.2: Removed last bullet indicating
that Infusion Related Reactions (IRRs) and
Injection Site Reactions (ISRs) will not be
adjudicated as DLTs.

3. Section 3.4: Section was updated with
Recommended Phase 2 Dose for monotherapy
and fixed (flat) dose additional details.

4. Section 5.5.3: Pomalidonude discontinuation
criteria have been updated to include
anaphylactic reactions, angioedema,
progressive multifocal leukoencephalopathy
(PML), or rash (Grade 4 or blistering).

5. Section 5.9.6: Removed last paragraph
mdicating that Infusion Related Reactions
(IRRs) will not be considered as DLTs.

6. Section 5.9.7: Removed last paragraph
mdicating that Injection Site Reactions (ISRs)
will not be considered as DLTs.

Amendment 7

15 January 2021

The primary purpose of this amendment 1s to
mcorporate changes previously mncluded in
country specific Amendment 6 (Germany). In
addition, because dexamethasone i1s a key
component of standard anti-myeloma therapies
and 1ts effect on the safety and efficacy of T-
cell engaging bispecific agents 1s not known,
PF-06863135 m combination with
dexamethasone will be mnvestigated n Parts 1E
and 2E. Clarifications, admimstrative, and
typographical modifications were made.

1 Changes previously included in country
specific Amendment 6 (Germany) as described
above.
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2 Protocol Summary (Study design) and
Section 3.1: Added language to enable PF-
06863135 combmation with dexamethasone in
Part 1E and expansion Part 2E, to evaluate its
potential to nitigate immune effector cell-
associated toxicities and modulate efficacy of
PF-06863135. Part 1E will enroll ~ 9-16
patients. If the combination regimen with
dexamethasone in Part 1E 1s well tolerated, Part
2E will enroll ~ 20 patients.

3 Study Objectives and Endpoints
(Protocol Summary and Section 2_1): Update
language to include evaluation PF-06863135
combination with dexamethasone and to clanfy
that plasma will be collected for PK analysis.

4. Protocol Summary (Study Design),
Section 3.1.1, Section 3.1.1.3 and Section

3.1.1.4: For the purpose of clanty, added
language to specify that patients will be
hospitalized on C1D1 and removed 72 hrs, as
hospitalization requirements are described 1n
detail in Schedule of Activities for specific Parts
of the study.

5. Section 3.1.1: Updated to clanfy DLT
observation period taking into account dosing
schedule for cohorts that implement 4 weeks
cycle with pnming.

6. Protocol Summary (Study Design),
Section 3.1 and Section 3.1.1 4: Update to

mdicate that 1f the combination regimen with
dexamethasone in Part 1E 1s well tolerated as
gmded by mTPI, Part 2E may be imtiated.

7. Protocol Summary, Section 3.1 (Study
design) Section 3.1.1 4 and Section 9.3:
Updated total patient numbers for the study, to
account for addition of dexamethasone cohorts
Part 1E and 2E. Approximately 120 patients are
expected to be enrolled into Parts 1/1.1, 1C, 1D,
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and 1E and approximately 80 in combination
cohorts of Part 2.

8. Schedule of Activities A, B, C: Added
“Demography™ as required assessment and
provided additional information regarding MRD
assessment requirements for clanty.

9. Schedule of Activities A, B, C: For the
purpose of clanty, footnote 24 updated to
mclude additional information regarding MRD
assessment requirements for clanty.

10. Schedule of Activities A, B, and C:
Footnote 25 updated to include that only MRI 15
allowed to be used as imaging modahty for
patients by sites in Germany.

11.  Schedule of Activities B: Updated to
include dexamethasone in combination with
PF-06863135 in Parts 1E and ?E.

12, Schedule of Activities B and footnote 7:
Updated to indicate that all patients recerving a
primung dose will be hospitalized for at least
24hrs on COD1 and for at least 24 hrs on C1D1.
Hospitalization on C1D2 and C1D3 and C1D4
visits (including assessments) have been
removed from Part 1.1 and any part using
priming dose, followed by maintenance.

13. Schedule of Activities B (footnote 41):
Added language to enable dexamethasone
administration for Parts 1E and 2E as needed
and provide further information regarding
dosing, discontinuation, and duration of
treatment.

14. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities B (footnote 2):
Updated to indicate that PK sample should be
collected 1f the hospitalization period 1s

extended beyond 24 hours on COD1 or C1D1.
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15. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities B: Updated to
mdicate that C1D4 and C2D4 wvisits (including
assessments) have been removed.

16. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities B (including
footnote 5): Updated to provide mstructions and
clanification about blood sample collection for
lenalidomude and pomalidomide concentration
analysis.

17. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities B (including
footnote 6): Updated to provide mstructions for
blood sample collection for dexamethasone
concentration analysis.

18. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities C (footnote 3):
Clanfication provided about blood sample
collection for lenalidommde and pomalidormde
concentration analysis.

19.  Section 1.2.3.1: Updated based on
current safety data. Safety data for both IV and
SC cohorts consolidated under Section 1.2.3.1.

20.  Section 1.2 3 2: Updated based on
current efficacy data. Efficacy data for both IV
and SC cohorts consolidated under Section
1232

21.  Section 1.2.6: Updated to indicate that
lenalidomude can cause embryo-fetal toxicity.
Removed reference to dexamethasone, as
dexamethasone is enabled in Parts 1E and 2E to
understand its effects on the safety and efficacy
of PF-06863135.

22, Section 1.2.7: Updated to indicate that
pomalidomide can cause embryo-fetal toxicity.
Removed reference to dexamethasone, as
dexamethasone 1s enabled i Part E to
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understand effects of this backbone anti-
myeloma agent on the safety and efficacy of
PF-06863135

23. Section 1.2 8: Introduced section to
describe the rationale for combining PF-
06863135 with dexamethasone.

24 Section 1.2.9 3: Updated section to
indicate that Part 1E will evaluate the RP2D
dose level of PF 06863135 with
dexamethasone.

25.  Section 3.1 (Study Schema/Figure 4):
Updated to mclude combination with
dexamethasone, Part 1E (=9-16 patients) and
Part 2E (=20 patients).

26.  Section 3.1 (Study Schema/Figure 4):
Updated to describe Part 1.1 priming cohorts,
mcluding priming and maintenance (Q1W and
Q2W).

27.  Section 3.1.1: Updated heading with
prinung and maintenance cohorts for clanty.

28. Section 3.1.1.4: Updated to include
RP2D for PF-06863135 as a single agent and a
table detailing potential fixed doses to be
admimstered mm monotherapy and combination
arms with pomalidonude, lenalidonude and
dexamethasone. Provide detailed information
for PF-06863135 administration in combination
with dexamethasone.

29,  Section 3.1.2 and 3.1 4: Added language
to imntroduce Part 1E and 2E as needed and
provide further information regarding dosing
and de-escalation.

30. Section3.1.1,3.113 32and32.1:
Based on emerging data that there was no
sigmificant late toxicity, late toxicity evaluation
of patients for a mimmum of 60 days was
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removed as requirement for the purpose of
MTD/MAD determunation.

31.  Section 3.1.1.3: Updated heading with

prinung and maintenance cohorts and removed
dose escalation for clarity.

32. Section 3 4: Updated to include RP2D
for PF-06863135 as a single agent and
preliminary data suggesting that admimstration
of priming dose reduces duration of CRS.

33. Section 4.1: Restricted Eastern
Cooperative Oncology Group (ECOG)
Performance Status (PS) to 0-1 for Part 2A and
to 0-2 for all other cohorts (inclusion 4).

34.  Section 4.1: Clarified inclusion criteria
for platelet counts for both Part 1E and Part 2E
(inclusion 5).

35.  Section 4.2: Provided clanity for
requirement for systemic immune suppressive
medication in (exclusion 12).

36.  Section 4.2: Provided clarity regarding
potential COVID vaccination (exclusion 18).

37.  Section 4.3: Provided additional clanty

regarding pregnancy prevention program for
lenalidomude and pomalidomide.

38. Section 5 (study treatments), Section
5.2 and Section 5.3.1: Included dexamethasone
as investigational medicinal product.

39.  Section 5.5: Updated to include
dexamethasone and clanfy that if a dose of PF-
06863135 15 delayed or interrupted, then
dexamethasone should not be admimistered until
PF-06863135 admimistration 1s restarted.

40.  Section 5.5.2 (Dose delays): Updated to
mclude dexamethasone.
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41. Section 5.5_3 (Dose reductions):
Updated to mnclude pmdance for dose delays for
dexamethasone related toxicities, including
Table 10. Updated to include gmdance for dose
modification for PF-06863135 related toxicities.
Specifically, for any patient who recerves fixed
doses of PF-06863135, the next dose level of
PF-06863135 will be 25% lower.

42, Section 5.9: Updated to introduce
dexamethasone as moderate inducer of CYP
3A4.

43.  Section 5.9.13: Updated to indicate that,
except as specified in the protocol,
corticosteroids for palhative or supportive
purposes are permutted only following
discussion and agreement between the
mvestigator and sponsor.

44 Section 7.2.2: Updated to further clarify
MRD assessment process and requirements.

45.  Section 7.2 3: Updated to include that
only MRI 1s allowed to be used as imaging

modality by sites in Germany.

46.  Section 9 3: Updated to mclude Part 1E
and 2E in the sample size determination.

47.  Section 9 4: Updated to enable
mdependent central review for efficacy
endpoints as needed. Section updated to clanfy
that confirmed responses are required, minimal
response (MR) 1s not included in the ORR
response definition and stable disease (SD) 1s
not included in clinical benefit (CB) defimition.

48.  Section 9.5.1: Updated to include blood
sample collection for PF-06863135 in Part 1E
and 2E.
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49,  Section 9.5.2: Updated to include blood
sample collection for dexamethasone in Part 1E
and 2E.

50.  Section 16: Updated References as
needed.

51.  Appendix 1: Updated abbreviations as
needed.

Amendment 8

06 June 2021

The primary purpose of this amendment 1s to
mcorporate changes related to peripheral
neuropathy, including nitigation measures.

1. Protocol Summary (Study Design) and
Study Overview (Study Design): Updated to
clanfy that enrollment in study C1071001
has been completed, as climical development
program for PF-06863135 has been
expanded with dedicated studies that will
further mvestigate both monotherapy and
combination therapy.

2. Because lenalidonude belongs to the same
drug class as pomalidomide, the maximum
dose of lenalidomude was reduced to 15 mg,
as described throughout the document. The
dose adjustment tables (Table 6 and
Table 7) in Section 5.5.3 were modified

accordingly.

3. In order to focus on the data most important
for investigators, Section 1.2.3.1 and
Section 1.2.3 2 were updated with safety
and efficacy data, respectively.

4. Clarified that neurological assessments
occur at each physical examination in the
SoAs and Section 7.1.4.

5. Schedule of Pharmacokinetic, Soluble
Factor and Cytokine Activities B (footnote
5): Provided gmidance about blood sample
collection for lenalidomude and
pomalidomide concentration analysis for
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patients transitioned to monotherapy with
PF-06863135.

6. Clanfication added for dose delays in
Section 5.5.2 and 5.5.3.

7. Dose modifications of PF-06863135 for
peripheral neuropathy were added to
Table 5 in Section 5.53.

8. Considerations regarding concomitant
medications were mcluded in Section 5.9.

9. Section 5.9.1 and 5.9 4: Updated to describe
premedication for CRS.

10. Recommended evaluation for peripheral
neuropathy was added to Section 8.4 4.

11. Critenia for interruption of study treatment
were added in Section 9.7.

12_ Biomarker collections for MRD assessment
by NGS were clanfied in the the SoA_

13. Pregnancy tests and confraception checks,
along with AE assessments were extended

to 90 days after the last dose of
mvestigational product.

14. The Title Page was updated to include the
new Pfizer logo, the study name
(MAGNETISMM-1), the generic name
(elranatamab), and the NCT number.

15. Updated references as needed in Section 16.

16. For consistency between Appendix 5,
Section 5.9 4 and rest of the protocol, 1t has
been clanified throughout the document that
CRS will be assessed according to the
grading described by Lee et al. 2014 and
2019 (see Appendix 5) as inifially described
in protocol amendment 7.
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17. General formatting and copy editing were
performed throughout the document.

Amendment 9

28 March 2023

The primary purpose of this amendment 15 to
extend the duration of the study by ~ 6 months,
reduce sample collections for exploratory
endpoints, and extend contraception period post
last dose.

1. SoA A (footnote #37), SoA B (footnote #37),
SoA C (footnote #36), Section 3.1 (Study
Overview), Section 6.3 (Follow-up), Section
6.5 (End of Study): End of study for all patients
will be death or up to approximately 30 months
after last patient first dose, followed by any
required follow-up visits; Survival follow-up
has been updated accordingly. By revising end
of study, active patients will continue recerving
significant climical benefit from therapy with
elranatamab. 22 February 2023 PACL

2. SoA A (footnote #20), SoA B (footnote #20),
SoA C (footnote #19), Section 4.2 (Exclusion
Criteria), Section 4.3 (Lifestyle Requirements):
Revised contraception requirements based on
recently updated PE data as described in IB.

3. SoA A (footnote #21), SoA B (footnote #21),
SoA C (footnote #20), Section 1.2.9.5 (Dosing
Interval), Section 3.1.1 4 (Part 1 Combination
Dose Finding), Section 5 4 (Admimstration): In
order to reduce participant burden of frequent
visits, dosmg once per cycle (CXD1) 1s allowed
upon consultation with the sponsor.

4. SoA A (including footnotes #29, 31-33), SoA
B (including footnotes #29, 31-33), SoA C
(including footnotes #28, 30-32), Section 1.2.10
(Biomarkers), Section 2 (Study Objectives and
Endpoints), Section 7.5 (Biomarkers and
Pharmacodynamics Assessment; Table 12): In
order to limit the burden of frequent sample
collections, blood sample and bone marrow
aspirate collections are reduced (exploratory
endpoints). 19 August 2021 PACL

5. In order to focus on the data most important
for investigators, Section 1.2.3.1 and Section
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1.2 3.2 were updated with safety and efficacy
data, respectively.

6. In order to align with Pfizer processes and
protocol template requirements, Sections 11.1,
113 12.1,15.1 and 15.2 were updated.

This amendment incorporates all revisions to date, including amendments made at the
request of country health authorities and institutional review boards (IRBs)/ethics commuttees
(ECs) and any protocol administrative change letter(s).
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PROTOCOL SUMMARY
Background and Rationale

Despite a number of recent treatment advances for Multiple Myeloma (MM), most patients
are expected to relapse. MM 1s not considered curable and each line of therapy renders the
patient more refractory to treatment. For example, the median overall survival of patients
with MM who relapsed following immunomodulatory drug (IMiD) and bortezomib
(Velcade) therapies is 9 months ! It is therefore clear that additional treatment approaches
are requured for relapsed/refractory MM.

By directly targeting cytotoxic T-cells to tumors, bispecific antibodies offer a novel
immunotherapeutic approach for cancer. These antibodies have two separate antigen
recognition domains: a domain that recognizes a tumor antigen and another that recognizes
cluster of differentiation (CD) 3 expressed on T-cells. Bispecific antibodies are therefore
able to simultaneously bind to CD3 and the tumor antigen at the same time, thereby imtiating
a cytotoxic response towards the bound fumor cell. PF-06863135 1s a heterodimeric
humanized full-length bispecific antibody comprised of one B-cell Maturation Antigen
(BCMA) binding arm and one CD3 binding arm paired through hinge mutation technology.
Strategies to further enhance the immune effects of PF-06863135 have been supported by
pre-clinical data showing enhanced tumor growth mhibition by combiming PF-06863135 with
an immunomodulatory drug (IMiD).

In this first in patient (FIP) climical study, PF-06863135 will be evaluated for the treatment of
adult patients with relapsed/refractory multiple myeloma, who have recetved a proteasome
mhibitor, an IMiD and an anti CD38 monoclonal antibody (mAb) erther in combination with
lenalidomude, pomalidonide, dexamethasone, or as a single agent.

Study Design:

This 15 a Phase 1 open-label, multi-dose, multi-center, dose escalation, safety,
pharmacokinetic (PK) and pharmacodynamic study of PF-06863135 as monotherapy and in
combination with lenalidomide, pomalidomide or dexamethasone in adult patients with
advanced MM who have relapsed from or are refractory to standard therapy. This study wall
be divided into dose escalation/finding part (Part 1) and dose expansion part (Part 2).

Part 1 dose escalation/finding (with erther monotherapy or combination therapies) in order to
determine the recommended Phase 2 dose (RP2D) 1s further divided into:

e Part 1 intravenous (IV) monotherapy and Part 1 subcutaneous (SC) monotherapy
cohorts as well as Part 1.1 priming and maintenance cohorts

e Part 1C lenalidomide combmation, Part 1D pomalidonude combination and Part 1E
dexamethasone combination cohorts.

PFIZER CONFIDENTIAL
Page 46



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Part 2 dose expansion phase will be divided into 4 cohorts as follows:
e Part 2A (PF-06863135 as monotherapy).
s Part 2C (PF-06863135 in combination with lenalidormde).
e Part 2D (PF-06863135 in combmation with pomalidommde).
s Part 2E (PF-06863135 in combination with dexamethasone).

After the single-agent PF-06863135 maximum tolerated dose (MTD) or maximum
admimistered dose (MAD) and RP2D as well as preferred route of adnunistration has been
determined in the Part 1 monotherapy dose escalation, safety cohorts evaluating
combinations of PF-06863135 with either lenalidommde, pomalidonude or dexamethasone
may be mitiated i Parts 1C, 1D or Part 1E respectively. Following identification of the
MTD/MAD and RP2D as monotherapy and in each combination cohort, dose expansion
cohorts testing monotherapy and combinations with lenalidomude, pomalidonide or
dexamethasone will be mitiated (expansion cohorts Parts 2A, 2C, 2D, or 2E respectively).

IV and SC admimstration of PF-06863135 will be evaluated during the Part 1 dose
escalation. An alternative maintenance dose escalation phase (Part 1.1), which incorporates
the usage of a priming dose during Cycle 0 Day 1 (COD1) followed by a mamtenance dose
1 week later at C1D1 for all subsequent doses, may also be imtiated. Part 1 will be
implemented as follows:

e Part 1 IV studies escalating doses of PF-06863135 adnumistered intravenously
(0.1,03,1, 3, 10, 30, 50 pg/'kg or higher 1f indicated) weekly (see Section 3.1.1.3).

Additional dose levels (lower, intermediate or higher) may be evaluated [see
Section 3.1 4].

e After Part 1 IV 50 pg/kg dose was cleared, Part 1 SC admimistration (80, 130, 215,
360, 600, and 1000 pg/kg) weekly was opened based on the emerging clinical and PK
data from Part 1 IV cohorts (see Section 3.1.1.3). Upon reaching MTD/MAD, up to
6-12 patients total at selected level(s) below the MTD/MAD weekly and Q2W dosing
up to the same dose intensity as the MTD/MAD weekly regimen may be evaluated
further to support the RP2D decision.

e An alternative Part 1.1 priming and maintenance dosmg for monotherapy IV or SC
admimistration may be triggered if = Grade 3 cytokine release syndrome (CRS) events
(lasting for =24 hours despite treatment with standard of care per the mstitution’s,
Investigator’s, or treating physician’s gumidelines for the management of CRS) are
observed (see Section 3.1.1.3). A prinung dose (Cycle 0) would be given one week
prior to Cycle 1 of mamtenance dosing and include a mandatory overmght
hospitalization on COD1. Alternative strategies for increasing dosing such as a
step-up regimen or prophylactic steroids may also be considered and implemented to
further improve tolerability if needed.
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For all patients 1n monotherapy Part 1 cohorts, to closely manage and monitor acute
toxicities, patients will be hospitalized on C1D1. The need for mandatory
hospitalization as well as its length will be re-assessed for patients enrolled in Part 2A
based on safety data from Part 1 after agreement of sponsor and investigators at the
time of monotherapy MTD/MAD and RP2D deternunation.

A staggered enrollment strategy will be applied for all patients mn the monotherapy
Part 1 cohort at each dose level: when a dose level opens for enrollment, the

first patient will be dosed and observed for 48 hours. In Part 1, if no safety concerns
arise during this 48 hr period from start of treatment, then subsequent patients will be
enrolled into the same dose level. In Part 1.1, 1f no safety concerns arise 48 hrs after
recerving the maintenance dose on C1D1, subsequent patients will be enrolled into
the same mamtenance dose level.

All patients in the monotherapy cohorts of Part 1 will be monitored closely for dose
limiting toxicities (DLTs, see Section 3.2), until the end of Cycle 1.

Either IV or SC admumistration of PF-06863135 either with or without a priming dose will be
selected to move forward in combinations with lenalidonude, pomahdonude, or
dexamethasone.

Part 1C will investigate PF-06863135 in combination with lenalidommde, Part 1D will
mvestigate PF-06863135 in combination with pomalidomide.

e These safety cohorts (Parts 1C and 1D) will use a dose-escalation/de-escalation
approach for PF-06863135 starting with the dose level MTD-1/MAD-1 or RP2D
(whichever 15 lower) of PF-06863135 from Part 1 dose escalation combined with
15 mg lenalidomide, or 4 mg pomalidommde. If safe and well tolerated
PF-06863135 will then be escalated to the monotherapy MTD/RP2D, 1f
applicable, again in combination with 15 mg lenalidomide, or 4 mg pomalidomide
in order to select the combination RP2D. If the combination regimen 1s not well
tolerated due to PF-06863135, PF-06863135 may be de-escalated in combination
according to mTPI design. Each cycle of the combination of PF-06863135 and
lenalidomude or pomalidonude starting with Cycle 1 will be 28 days.

¢ To closely manage acute toxicities, patients will be hospitalized on C1D1. The
need for mandatory hospitalization as well as 1ts length will be re-assessed for
patients enrolled in Parts 2C and 2D based on safety data from Parts 1C and 1D,

respectively.

e A stagpered enrollment strategy will be applhied for Parts 1C and 1D: when a dose
level opens for enrollment, the first patient will be dosed, and observed for
96 hours after C1D1. If no safety concems arise during this 96 hr period from
C1D1, subsequent patients will be enrolled into the same dose level and
combination.
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e Upon reaching MTD/MAD, up to approximately 6-12 patients total at selected
level(s) below the MTD/MAD may be evaluated further to support the RP2D
decision.

e Part 1E will investigate PF-06863135 in combination with dexamethasone.
Dexamethasone would begin on COD1 and it will be dosed as premedication prior to
PF-06863135 adnumstration.

e Tlus safety cohort will evaluate the RP2D of PF-06863135 with dexamethasone at
a dose of 40 mg. For subjects older than 75 years or underweight (body mass
mndex [BMI] <18.5), dexamethasone premedication may be given prior to
PF-06863135 at a dose of 20 mg. PF-06863135 may be de-escalated according to
modified toxicity probability interval (mTPI) design. If the combination regimen
1s not well tolerated as gmided by mTPI, Part 2E may not be mitiated. Each cycle
of the combination of PF-06863135 and dexamethasone starting with Cycle 1 will
be 28 days.

¢ To closely manage acute toxicities, patients in Part 1E will be hospitalized on
C1D1. The need for hospitalization as well as 1ts length will be re-assessed for
patients enrolled m Part 2E based on safety data from Part 1E after agreement of
sponsor and mvestigators.

e For Part 1E or Part 2E, patients within these parts may enroll concurrently.
e It 1s expected that Part 1E will enroll approximately 9-16 patients.

A modified toxicity probability interval (mTPI) method, targeting a DLT rate of 25% and an
acceptable equuvalence mterval of 20%-30% will be utilized for dose escalation in Part 1.
All patients will also be monitored closely for DLTs until the end of Cycle 1. All patients
will be monitored for late toxicities following the iitial DLT period up to Day 60 from first
dose (see Section 3.2.1). Once a dose level has been declared safe, patients at lower dose
levels who have completed the 60 day late toxicity observation period may escalate to the
next lhigher dose level, if criteria outlined m Section 3.1 4.1 Critenia for Intrapatient Dose
Escalation have been met. Additional mntra-patient dose escalations will also be pernutted
after a mummal interval of 60 days. No crossover 1s allowed, however, between patients
assigned to monotherapy PF-06863135 and the different combination regimens.

Following the determinations of the RP2D of monotherapy and combinations with
lenalidomude or pomalidomide 1 Part 1, the respective expansion cohorts mn Part 2 wall
commence. In addition, if the combination with dexamethasone in Part 1E 1s well folerated as
guded by mTPI, Part 2E may be mutiated.

Part 2 dose expansion phase will be divided into 4 cohorts as follows: Part 2A (PF-06863135
as monotherapy), Part 2C (PF-06863135 1n combination with lenalidonude), Part 2D
(PF-06863135 mn combination with pomalidomuide) and Part 2E (PF-06863135 in
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combination with dexamethasone) which will evaluate safety and anti-myeloma activity of
PF-06863135 at RP2Ds determined in Part 1.

Approximately 120 patients had been planned to enroll into Parts 1/1.1, 1C, 1D, 1E with
approximately 80 patients planned to enroll into Part 2. Parts 1C, 1D and 1E were planned to
enroll approximately 9-16 patients with Parts 2A | 2C, 2D and 2E planned to enroll
approximately 20 patients each.

The clinical development program for PF-06863135 has been expanded with dedicated
studies that will further investigate both monotherapy and combination therapy. Therefore,
the Sponsor has determined that enrollment in study C1071001 has been completed.

Study Objectives and Endpoints

Part 1 IV and SC monotherapy Dose Escalation, Part 1.1 Priming and Maintenance
Dose Escalation and Parts 1C, 1D and 1E Combination DoseEscalation/Finding

Primary Objectives: Primary Endpoints:

* To assess safefy and tolerability at increasing ¢«  Number of DLTs following treatment with
dose levels of PF-06863135 as monotherapy escalating doses of PF-06863135 as
and in combination with lenalidomide, monotherapy and in combination with
pomalidomide, or dexamethasone in lenalidomide, pomalidomide, or dexamethasone.

successive cohorts of patients with mmltiple
myeloma in order to estimate the Maxinum
Tolerated Dose (MTD) or Maxinmm
Administered Dose (MAD) and select the
Recommended Phase 2 Dose (RP2D).

Secondary Objectives: Secondary Endpoints:
* To evaluate the overall safety profile. ¢  Agdverse Events as characterized by type,
frequency, severity as graded by National

Cancer Institute Common Terminology Criteria
for Adverse Events (NCI CTCAE) version 4.03,
timing, seriousness, and relationship to
PF-06863135 as monotherapy and in
combination with lenalidomide, pomalidomide,
or dexamethasone. The severity of cytokine
release syndrome (CRS) will be assessed
according to the grading described by Lee et al.
(2014 and 2019 ** See Appendix 5);

* Laboratory abnormalities as characterized by

type, frequency, severity (as graded by NCI
CTCAE version 4.03). and timing_

* To evaluate anti-myeloma activity of *  (Objective response rate (ORR) using the
PF-06863135 as monotherapy and in international myeloma working group (IMWG)
combination with lenalidomide, response criteria for multiple myeloma®* (see
pomalidomide, or dexamethasone. Appendix 2);

+ Time to event endpoints: time to response
{TTR), complete response rate (CRR), duration
of response (DOR). duration of complete
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response (DoCR), duration of stable disease
{DOSD), progression-free survival (PFS),
overall survival (O5), as assessed by IMWG
criteria for response™ (see Appendix 2);

Rate of patients with no minimal residual disease
(MRED) after treatment with PF-06863135 using
IMWG MRD criteria’ (see Appendix 3).

To evaluate single dose and multiple dose PK
of PF-06863135 given as monotherapy and in
combination with lenalidomide pomalidomide,
and dexamethasone Additionally, PK of
lenalidomide, pomalidomide, and
dexamethasone will be evaluated when
combined with PF-06863135 (Parts 1C, 1D,
and 1E, respectively).

Pharmacokinetic parameters of PF-06863135:
Cycle 1 Day 1 dose and Cycle 2 Day 1 dose
maxinmm concenfration (Cgpa), area under the
concentration versus time curve from time zero
to the last quantifiable time point prior to the
next dose (AUC,) and if data permit, clearance
{CL) or clearance after non-intravenous
administration (CL/F), volume of distribution at
steady state (Vss) or apparent volume of
distribution after on-infravenous administration
{Vss/F), and terminal elimination f)5.

Plasma lenalidomide, pomalidomide, and
dexamethasone concentrations at selected time
points (Parts 1C, 1D, and 1E, respectively).

To evaluate immunogenicity of PF-06863135
as monotherapy and in combination with
lenalidomide, pomalidomide, or
dexamethasone, .

Incidence and titers of anti-drug antibodies
{ADA) and neutralizing antibodies (Nab) against
PF-06863135.

To charactenize the impact of PF-06863135 as
a monotherapy and in combination with
lenalidomide, pomalidomide, or
dexamethasone on systemic soluble imnmune
factors.

Pre- and post-dose quantification of soluble
cytokines in serum

Tertiary/Exploratory Objectives:

Tertiarv/Exploratory Endpoints:

Evaluate the effect of PF-06863135 as a
monotherapy and in combination with
lenalidomide, pomalidonide, or
dexamethasone on plasma cell, T and B cell
compartments.

BCMA expression on plasma cells in bone
marrow, as assessed by multiparameter flow

cytometry and immunohistochemistry;

Pre- and post-dose levels of soluble BCMA;
Enumeration of T, B, and natural killer (NK)
subtypes in whole blood and bone marrow by
flow cytometry analysis;

T-cell immmophenotyping, including but not
limited to proliferation and activation markers in
whole blood and bone marrow by flow
cytometry analysis;

T-cell engagement, including but not limited to
proliferation and activation markers in bone
marrow by immunohistochemistry;

The relative expression of (nibonucleic acid)
ENA transcripts. inchuding but not limited to.

PFIZER CONFIDENTIAL

Page 51




ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

those associated with immmne activation and
immune regulation in bone marrow;

The abundance and diversity of T-cell clones in
bone marrow.

* To collect banked biospecimens for
exploratory research, unless prohibited by

local regulations or ethics committee decision.

Collection of banked biospecimens unless
prohibited by local regulations or ethics
committee decision Additional information on
collection and potential use is provided in the
Banked Biospecimens Section 7.7.

Part 2 Dose Expansion

Primary Objectives:

Primary Endpoints:

s To assess preliminary clinical efficacy at

in combination with lenalidomide,
pomalidomide, or dexamethasone.

RP2D for PF-06863135 as monotherapy and

ORR and DOR, as assessed by IMWG criteria
for response™’ (see Appendix 2)

Secondary Objectives:

Secondary Endpoints:

s To further characterize the safety and

and in combination with lenalidomide.
pomalidomide, or dexamethasone.

tolerability of PF-06863135 as monotherapy

Adverse Events as characterized by type,
frequency, severify (as graded by NCI CTCAE
version 4.03), timing, seriousness, and
relationship to PF-06863135 as monotherapy and
in combination with lenalidomide,
pomalidomide, or dexamethasone. The severity
of CES will be assessed according to the grading
described by Lee et al. (2014 and 2019.** See

Appendix 5);
Laboratory abnormalities as characterized by

type, frequency, severity (as graded by NCI
CTCAE version 4 .03), and timing

PF-06863135 as monotherapy and in
combination with lenalidomide,
pomalidomide, or dexamethasone.

s To further evaluate anti-myeloma efficacyof | »

Time to event endpoints: CRE, DoCE_, TTR,
DOSD, PFS, 085, as assessed by IMWG criteria

for response™’ (see Appendix 2);

Rate of patients with no minimal residual disease
(MRD) after treatment with PF-06863135 using
IMWG MED criteria’ (see Appendix 3).

monotherapy and in combination with
lenalidomide, pomalidomide, or
dexamethasone Additionally, to collect
lenalidomide, pomalidomide, or
dexamethasone concentration data when
combined with PF-06863135.

* Toevahiate PK of PF-06863135 at RP2D as

Concentrations of PF-06863135, lenalidomide,
pomalidomide, or dexamethasone for selected
time points.

as monotherapy and in combination with

* To evaluate immmogenicity of PF-06863135 | »

Incidence and titers of anti-drug antibodies
(ADA and neutralizing antibodies (INab) against
PF-06863135.
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lenalidomide, pomalidomide, or
dexamethasone.

s To characterize the impact of PF-06863135as | » Pre- and post-dose quantification of soluble
monotherapy and in combination with cytokines in serum.
lenalidomide, pomalidomide or
dexamethasone on systemic soluble imnmune
factors.

Tertiary/Exploratory Objectives: Tertiary/Exploratory Endpoints:

*  Fvaluate the effect of PF-06863135 as + BCMA expression on plasma cells in bone
monotherapy and in combination with marrow, as assessed by multiparameter flow
lenalidomide, pomalidomide, or cytometry and immunchistochemistry;
Sﬂmmﬂ“’g onplasmacell. Tand Beell | | 5 14 post-dose levels of soluble BCMA:

* Fmumeration of T, B, and NK subtypes in whole
blood and bone marrow by flow cytometry
analysis;

s  T-cell immmophenotyping, inchiding but not
limited to proliferation and activation markers in
whole blood and bone marrow by flow
cytometry analysis;

s T-cell engagement, including but not limited to
proliferation and activation markers in bone
marrow by immunchistochemistry;

*  The relative expression of ENA transcripts,
including but not limited to, those associated
with immune activation and imnmne regulation
in bone marmow;

s  The abundance and diversity of T-cell clones in
bone marrow.

* To collect banked biospecimens for * Collection of banked biospecimens unless
exploratory research, unless prohibited by prohibited by local regulations or ethics
local regulations or ethics committee decision. committee decision. Additional information on

collection and potential use is provided in the
Banked Biospecimens Section 7.7
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SCHEDULE OF ACTIVITIES A: PART 1 IV AND SC WEEKLY MONOTHERAPY (NO PRIMING DOSE)
The Schedule of Activities Table A provides an overview of the protocol visits and procedures. Refer to the ASSESSMENTS
Section 7 of the protocol for detailed information on each assessment required for compliance with the protocol.

This schedule of activities is only applicable to Part 1 whenever weekly IV or SC monotherapy dosing is used without a priming dose.
See Appendix 10 for alternative measure guidelines due to COVID-19.

The investigator may schedule visits (unplanned visits) in addition to those listed in the schedule of activities table in order to conduct
evaluations or assessments required to protect the well-being of the patient.

-
=
o
-
0
9 Schedule of Activities A Screening’ Treatment Period 1 month Survival
< Visit Identifier Days prior to Follow-up**|Follow-up®’
o enrollment Cycle 1 Cycle 2 Cycle 3 [EOT*¢
C‘}_I (1 Cycle=3 onwards
] weeks)
E. Study Day -28to -1 -14 |1 |2 |3 [4% |8 |15(1 [4= |8 |15|1 |8 |15
& to-1
c Visit Window (days) £1{=1 |21 |£] [=1 |22 [£2 (22 =2 +7 =14
@) Informed consent? X
o Myeloma history’ X
“;:.’ Medical history* X
o Demography X
% Baseline signs and symptoms’ X
g Eligibility Criteria and Registration® X
8 Patient hospitalization’ X XX
> Clinical Evaluation
o Physical examination® X XX XXX X XX X X
a Weight’ XX X X X
g Vital signs (BP/pulse rate/Temp)!? X XX XX X XXX XXX X
8 ECOG performance status!! X X X |X X X |X X X
5 (12 lead) ECGZ X X x| XXX XXX XX X X
O Echo or MUGAD X If there is a history of cardiac events, perform [X
% when clinically indicated.
(o) Safety Laboratory
© Hematology™ X XX X X [x X X [x X X
Ny Blood Chemistryl X XX X [x x| [x[x][x X X
5 Coagulation'® X X X X X X X X X X
D
o
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Schedule of Activities A Screening’ Treatment Period 1 month Survival
Visit Identifier Days prior to Follow-up**|Follow-up®’
enrollment Cycle 1 Cycle 2 Cycle 3 [EOT?*
(1 Cycle=3 onwards
weeks)
Study Day -28to -1 -14 |1 |2 |3 [4% (8 |15(1 [4* |8 |15|1 |8 |15
to -1
Visit Window (days) £1{=1 |21 |£] [=1 |22 [£2 |22 =2 +7 +14
Hepatitis assessment!’ X
Multiplex cytokine assays (blood)!® Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine
Assessments
Urinalysis' X X X X
Pregnancy test and contraception check?® X X X X
Treatment
Treatment with PF-068631352! x| | XIxx] KRRIX[XIX] | |
Disease assessments
SPEP, SIFE, serum FLC ratio, beta2 microglobulin- (local)*2 X X X X X X If obtained as
UPEP, UIFE (local)> X X X X X X SOC prior to
Bone marrow collection and assessments- aspirates (including NGS X | At 1. 3, and 9 months after C1D1, every 6 months subse-quent
MRD assessment)?* thereafter, at suspected CR and optional at disease treat-ment®’
progression. Collection at 9 months after C1D1
and onwards will be optional for patients who
experience a plateau or CR. Central assessment of
MRD by next-generation sequencing test is
required at baseline (C1D1) and at all times bone
marrow aspirates are obtained while a patient is in
suspected or actual CR 2%,
Bone marrow collection and assessments- biopsies?* X |At 1, 3 (optional), and 9 (optional) months, every 6
months
thereafter (optional), at suspected sCR and
optional at disease progression. Collection at 9
months after C1D1 and onwards will be optional
for patients who experience a plateau or CR.
Disease assessments by PET/ CT® X At suspected CR or PD, and when X
clinically indicated for all patients. At 1,
3, and 9 months after C1D1 and every 6
months thereafter for patients with
measurable target lesions at screening.
Other clinical assessments
Serious and non-serious adverse event monitoring?® — - |_> |_>|_>|_> |_>|_> |_>|_> |_>|_> |_> |_> |_> |_> |_>
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Schedule of Activities A Screening’ Treatment Period 1 month Survival
Visit Identifier Days prior to Follow-up**|Follow-up®’
enrollment Cycle 1 Cycle 2 Cycle 3 [EOT?*

(1 Cycle=3 onwards

weeks)
Study Day -28to -1 -14 |1 |2 |3 [4* |8 |15|1 |4* |8 |15|1 |8 [15

to -1

Visit Window (days) £1{=1 |21 |£] [=1 |22 [£2 |22 =2 +7 +14
Concomitant treatment(s)?’ Slal=l- =sl= == =l s s == 5
Local Site Injection Tolerability Assessment (SC only)ﬁ X X X

Pharmacokinetic (PK) assessments

Blood sample for PF-06863135

Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments

Immunogenicity assessments

Anti-drug antibodies and neutralizing antibodies against PF-06863135

Please see Schedule of Pharmacokinetic. Soluble Factor and Cytokine Assessments

Pharmacodynamic assessments

Genetic analysis- bone marrow aspirate’ X
BCMA+ expression on multiple myeloma cells from bone marrow X At1l, 3,and 9 months after C1D1 .
aspirate- flow cytometry?®
BCMA expression on multiple myeloma cells (THC) and additional PD X | Atl, 3 (optional), and 9 (optional) months after
assessments from bone marrow biopsy” C1D1.
Soluble BCMA from blood®” Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments
TBNK and immunophenotyping from blood’! XX X xxxx [x] |
TBNK and immunophenotyping from bone marrow aspirate’! X At 1 and 3months after C1D1
Gene expression (RNA) profile from bone marrow aspirate® X | At 1, 3, and 9 months after C1D1, every 6
months thereafter. at suspected CR and
optional at disease progression if BM
disease assessments are completed.
TCR. sequencing from bone marrow aspirate’? X [At 1, 3, and 9 months after C1D1, every 6
months thereafter, at suspected CR and
optional at disease progression if BM
disease assessments are completed.
Other assessments
Genomic banked biospecimens Prep D13* X
Pharmacogenomic sample X X

Post- Treatment

Survival follow-up®’

X

Abbreviations: — = ongoing/continuous event; BCMA = B-cell maturation antigen; BM = bone marrow; BP = blood pressure; CT = computed tomography: CR
= complete response; Deoxyribonucleic acid = DNA; Echo = echocardiogram; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; end
of treatment = EOT; IHC = immunohistochemistry; MM = multiple myeloma; MRD = minimal residual disease; MRI = magnetic resonance imaging; MUGA =
multigated acquisition scan; NK = natural killer; PD = pharmacodynamic; PET = positron emission tomography; PK = pharmacokinetic; gPCR = quantitative
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Schedule of Activities A Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior to Follow-up**|Follow-up®’
enrollment Cycle 1 Cycle2  |Cycle3 [EOT*

(1 Cycle=3 onwards

weeks)
Study Day -28 to -1 -14 |1 |2 |3 |4% |8 |15(1 |4* |8 |15[1 (8 |15

to -1

Visit Window (days) I} FX) FX] Y Y ) G ) 7 14

polymerase chain reaction; RNA = ribomuicleic acid; SIFE = serum immumofixation electrophoresis; SPEP = serum protein electrophoresis; TCR = T-cell
receptor; TBNK =T, B, and NK lymphocytes; UIFE = 24 hr urine immmofixation electrophoresis ; UPEP = 24 hr urine protein electrophoresis.

*Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments A for additional assessments on Cycle 1 Day 4 (C1D4) and Cycle 2 Day 4
(C2D4).

Footnotes for Schedule of Activities A

1
2.
3

4.

el

— D o

11
12,

Screening: To be completed within 28 days prior to start of study treatment.

Informed Consent: Must be obtained prior to undergoing any study specific procedures, and be completed within 28 days prior to start of study treatment.
Myeloma History: will be collected within 28 days during screening prior to start of study treatment. Inchides history of disease under study including
details of primary diagnosis, biopsy information, and treatment history.

Medical History: Includes history of disease process other than the cancer under study (active or resolved) and concurrent illness. Includes prior
treatments and any current medical treatments for any condition.

Baseline Signs & Symptoms: Patients will be asked about any signs and symptoms experienced within the 28 days prior to C1D1. During the study, any
new or worsened conditions since baseline will be recorded on the Adverse Events (AF) case report form (CRF) page.

Registration: Patient number and dose level allocation assigned by Pfizer Inc.

Patient hospitalization: All patients in Part 1 IV or SC monotherapy dose escalation will be hospitalized for 72 hrs from Cycle 1 Day 1 (C1D1).
Hospitalization period may be extended if the patient experiences abnormal laboratory findings or ongoing adverse events that require further
hospitalization.

Physical examination (PE): Physical examination includes neurological assessment and, at screening, will also include height.

Weight: Weight will be measured prior to dosing.

. Vital Signs: Includes temperature (oral, tympanic, temporal or axillary), blood pressure (BP), and pulse rate fo be recorded in the sitting position after

5 mimutes of rest.

Performance Status: Use Eastern Cooperative Oncology Group (ECOG) — see Appendix 4.

12-L.ead electrocardiogram (ECG): At screening. single 12-lead ECG will be performed. On C1D1 until C2D15, triplicate 12-lead ECGs will be
performed to determine mean QTcF mterval. On Day 1, 8, and 15 of Cycles 1 and 2, ECGs will be performed prior to investigational product
administration (up to 60 mimites before dosing), and the end of infiision or subcutaneons injection.  For subcutaneous admimistration only, triplicate 12-lead
ECGs will also be performed on Day 4 of Cycles 1 and 2. From Cycle 3 onwards, single 12-lead ECG will be performed on Day 1 of each cycle prior to
investigational product administration (up to 60 minutes before dosing). When coinciding with blood sample draws for pharmacokinetics (PE), ECG
assessment should be performed prior to blood sample collection, such that the blood sample is collected at the nominal time. If the mean QTcF is
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Schedule of Activities A Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior to Follow-up**|Follow-up®’

enrollment Cycle 1 Cycle2  |Cycle3 [EOT*
(1 Cycle=3 onwards
weeks)

Study Day -28 to -1 -14 |1 2 |3 (4% |8 |15 |4* |8 [1S]1 |8 (15

to -1

Visit Window (days) 1=l |1|21 12 2 22 (22 +7 +14

13

14.

15

16.

17

18.

19.

20.

21

22

prolonged (=500 msec), the ECGs should be re-evaluated by a qualified person at the institution for confirmation. Additional triplicate ECGs may be
performed as clinically indicated.

Echocardiogram (Echo) or multigated acquisition scan (MUGA): Echo or MUGA will be evaluated in patients with previous history of cardiac events.
For these patients, an Echo or MUGA will be performed at screening, when clinically indicated and at the end of treatment (EOT) wisit.

Hematology: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Blood Chemisiry: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Coagulation: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Hepatitis assessment: Screening tests for hepatifis B (HBV) and C (HCV) should be performed including hepatitis B surface anfigen (HBsAg), hepatitis B
core anfibody (HBcAb), and hepatitis C virus (HCV) antibody. In the case of apparent ongoing HBV or HCV infection, reflex serum DNA or ENA viral
load testing, respectively, will be performed. See Assessments Section 7.1.3 for Laboratory Tests list.

Multiplex cytokine assays: see SCHEDULE OF PHARMACOEINETIC, SOLUBLE FACTOER. AND CYTOEKINE actfivities A table. See assessments
Section 7.5 4 for laboratory tests list.

Urinalysis: Dipstick is acceptable. Microscopic analyses if dipstick abnormal. No need fo repeat on C1D1 if baseline assessment performed within 3 days
prior to that date. Following C1D1_ only obtain as clinically indicated until EOT. See Assessments Section 7.1.3 for Laboratory Tests list.

Pregnancy Test and contraception check: Serum pregnancy test for females of child bearing potential (see Pregnancy Testing Section 7.1.1).
Contraception use will be checked to confirm that contraception is used throughout the study and for 5 months after the last dose of study treatment
consistently and correctly. Contraception only required for WOCBP.

Treatment with investigational product PF-06863135: Investigational product will be administered on Day 1, 8 and 15 of each cycle (see Adminisiration
Section 5.4). If a patient has received treatment with every week dosing (Q1W) PF-06863135 for at least 6 months, and disease assessments have remained
stable over at least 2 months, consideration may be given to increasing dose intervals from weekly to every 2 weeks or once every three weeks (once per
cycle; only CX1 dosing and activities applicable) after consultation with sponsor. Cycles would remain the same length with any skipped weekly doses
noted. If the patient subsequently begins to have increase of disease burden, dose intervals should return to weekly dosing.

Serum immunofixation electrophoresis (SIFE), serum protein electrophoresis (SPEP), serum free light chain analysis (FLC) tests and beta-2
microglobulin tests: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. See Assessments Section 7.2.1 for
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23

24

laboratory disease assessment tests list. Beta 2 microglobulin will be collected on C1D1 (other time points are optional). Note that SIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CE_ and at suspected progression (clinical or biochemical) When a
complete response (CR) or a clinical or biochemical progression is suspected, SPEP, SIFE, and serum free light chain analysis (FLC) tests will be repeated
within 1 to 4 weeks. For patients scheduled to be dose escalated, samples will also be collected within 1 week prior to receiving the first higher dose. All
samples will be collected prior to investigational product administration on days whereby investigational product is to be administered. If patients were
treated with daratummimab less than 114 days prior to planned treatment day, darammmumab will interfere with SPEP, UPEP, SIFE and UIFE assays.
Therefore, for these patients, FL.C assay should be completed at screening, C1D1, and all subsequent disease assessments. In these patients who previously
recetved daratumumab serum and urine M-spike 1f measurable at baseline in these patients should also be followed at the same timepoints as FL.C with the
most representative marker of disease status used for determination IMWG assessment.

24 hr urine immunofixation electrophoresis (UIFE), 24 hr urine protein elecirophoresis (UPEP): No need to repeat on C1D1 if baseline assessment
performed within 3 days prior to that date. See Assessments Section 7.2.1 for laboratory disease assessment tests list. Note that UIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CE_ and at suspected progression (clinical or biochemical) When a
CR or a clinical or biochemical progression is suspected, UPEP and UIFE will be repeated within 1 to 4 weeks. For patients scheduled to be dose escalated,
samples will also be collected within 1 week prior to receiving the first higher dose. If samples collection day coincides with days whereby investigational
product is to be administered, samples will be collected prior to investigational product administration.

Bone Marrow Collection and Assessmenis: For C1D1 and on treatment bone marrow collections and assessments, see- Section 7.2.2. Sample for Cycle 1
Day 1 (C1D1) may be taken up to 7 days before study treatment Bone marrow collections and local plasma cell assessments should be fixed according to
the calendar, regardless of treatment delays. Bone marrow evaluation consisting of bone marrow aspirate and/or bone marrow biopsies will be performed to
follow disease response. When bone marrow plasmacell infiliration is assessed by both bone marrow aspirate and by bone marrow biopsy, the highest
value of bone marrow -plasmacell infiltration should be utilized for response evaluation Bone marrow aspirates will also be collected and plasma cells will
be evaluated at time of suspected complete response (CR) and optional at time of suspected disease progression. Bone marrow biopsy will also be collected
and plasma cells will be evaluated when confirmation of stringent complete response (sCR-) 1s required. For patients who experience a plateau or CR,
additional BM aspirates at 9 months after C1D1 and onwards will be optional. Optional bone marrow aspirate and biopsy samples will also be taken at
disease progression if a sample was not taken within the past 4 weeks. If a patient is scheduled for escalation to the next highest dose level cohort following
60day late toxicity evaluation, a bone marrow aspirate will be collected within 1 week before dose escalation, unless an -ontreatment- sample was collected
within the past 28 days or the investigator assesses that there in an unjustifiable nisk for the patient, and/or the patient refuses to undergo a bone marrow
procedure. A bone marrow aspirate sample will be collected for central MRD assessment using the next generation sequencing (NGS) assay when patient
is in suspected CR or actual CE_ A C1D1 bone marrow aspirate must also be collected in all patients as the baseline MBED reference sample. Samples for
MRD assessments should be aliquoted from the first bone marrow aspirate pull Samples at 1 and 3 months after C1D1 will be collected +7 days; samples
at 9 months after C1D1 and later will be collected £14 days.
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25. Disease assessments by fluorodeoxyglucose (FDG) positron emission tomography (PET)/ computerized tomography (CT): See Assessments

26.

27.
28

29

30.

Section 7.2 3. Radiographic assessments obtained per the patient’s standard of care prior to enrollment mto the study do not need to be repeated and are
acceptable to be used as baseline evaluation, if (1) obtained within 28 days before C1D1, (2) the same technique/modality can be used to follow identified
lesions throughout the trial for a given patient, and (3) appropriate documentation indicating that these radiographic tumor assessments were performed as
standard of care is available in the pafient’s source notes. For all patients, images are required at screening, suspected CE_ when disease progression is
suspected (eg, symptomatic deterioration), end of treatment visit (if not done in previous 4 weeks) and when otherwise clinically indicated. In patients with
measurable target lesions at screening, images at 1 and 3 months after C1D1 will be collected =7 days; images at 9 months after C1D1 and every 6 months
thereafter will be collected =14 days. For sites in Germany: Only MRI is allowed to be used as imaging modality for participants.

Adverse Event (AE) Assessments: AFs should be documented and recorded at each visit using the National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI CTCAEFE) version 4.03. However, the severity of cytokine release syndrome (CRS) will be assessed according to the
grading described by Lee et al (2014 and 2019*7 See Appendix 5) instead of CTCAE. In addition, American Society for Transplantation and Cellular
Therapy (ASTCT) consensus grading of CRS and immmne effector cell-associated neurotoxicity (ICANS Pwill be captured separately from the AE
assessments (See Appendix 5). The time period for actively eliciting and collecting AFs and SAFs (“active collection period”™) for each patient begins from
the time the patient provides informed consent through and including a mininmm of 90 calendar days after the last investigational product administration.
If the patient begins a new anficancer therapy, the period for recording non-serious AFs on the case report form (CRF) ends at the time the new treatment is
started. However, any SAFs occurming during the active collection period mmst still be reported to Pfizer Safety and recorded on the CRF, irrespective of
any intervening treatment.

Concomitant Treatments: all concomitant medications and Nondmg Supportive Interventions should be recorded on the CRF.

Genetic Analysis: Bone marrow aspirates taken on C1D1 will be evaluated at local 1ab for t{4;14)(p16;g32), t(14;16)(q32;q23), 17p13 deletions,
t(11;14)(q13:q32), chromosome 13 deletion, ploidy category, and chromosome 1 abnormalities. If some of these cytogenetic assessments cannot be done,
site should provide patient’s most recent cytogenefic testing results and enter into eCRF. Sample may be taken up to 7 days before the start of study
treatment.

BCMA+ expression on multiple myeloma cells in bone marrow: Expression of BCMA will be evaluated on fresh bone marrow aspirates (by flow
cytometry) and biopsies (by IHC). Expression of additional markers including CD138 will also be evaluated. Additional analyses may be performed on
bone marrow biopsies, including immumophenotyping of infiltrating immmme cells and exploratory molecular analyses. If the sample collection day
comncides with days whereby investigational product is to be administered, samples will be collected prior to investigational product admimnistration Sample
for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples at 1 and 3 months after C1D1 will be collected pre-dose +7 days;
samples at & months after C1D1 will be collected pre-dose £14 days. .

Soluble BCMA: See Schedule of Pharmacokinetic, Soluble Factor and Cytokine Activities A. Soluble BCMA will be measured in plasma by mass

spectrometry.
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31. TBNK and Immunophenotyping: enumeration and phenotypes of T-cell subsets by nmltiparameter flow cytometry. If sample collection day coincides

32

33

4.

35

36.
37

38

with days whereby investigational product is to be administered, samples will be collected prior to investigational product administration. Bone marrow
sample for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples at 1 month or 3 months after C1D1 will be collected +7 days.

Gene expression ribonucleic acid (RINA) profile: gene expression associated with activation state and anti-tumor activity will be measured by ENA
sequencing in bone marrow. If sample collection day coincides with days whereby investigational product is to be administered, samples will be collected
prior to investigational product administration. Bone mamow sample for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples
at 1 month or 3 months after C1D1 will be collected £7 days; samples at 9 months after C1D1 will be collected +14 days. When bone marrow aspirate
samples are taken for disease response evaluation, samples for gene expression analysis will also be acquired.

T-cell receptor (TCR) sequencing: clonal expansion, contraction and diversity and ifs association with activity and durability will be assessed by
deoxyribonucleic acid (DNA) sequencing of TCR. in bone marrow. If sample collection day coincides with days whereby investigational product is to be
administered, samples will be collected prior to investigational product administration. Bone marmrow sample for Cycle 1 Day 1 (C1D1) may be taken up to
7 days before study treatment; samples at 1 month or 3 months after C1D1 will be collected +7 days; samples at @ months after C1D1 will be collected
+14 days. When bone marrow aspirate samples are taken for disease response evaluation, samples for TCR sequencing will also be acquired.

Genomic banked biospecimens Prep D1: If not collected on C1D1, collect at the next available time point when biospecimens are being collected in
conjunction with a patient visit.

One month follow-up: At least 28 calendar days, and no more than 35 calendar days, after discontinuation of treatment, patients will return to undergo
review of concomitant treatments, vital signs, and assessment for resolution of any treatment-related toxicity. Patients continming to experience toxicity at
this point following disconfinuation of treatment will continue to be followed at least every 4 weeks unfil resolution or determination, in the clinical
judgment of the investigator, that no further improvement is expected. If the patient completes the follow-up visit prior to completion of the 60 day long
term dose limiting toxicity (DLT) observation period, a follow up phone call will be completed on at least Day 60, and no more than Day 65.

End of Treatment (EOT) Visit: Obtain these assessments if not completed in the last week (last 4 weeks for disease assessments).

Survival follow up: Following discontinuation of study treatment (unless patients are lost to follow up, consent 15 withdrawn, or study 15 discontinned by
the sponsor), survival status will be collected by telephone every 3 months unfil death, or up to approximately 30 months after 1ast patient first dose,
whichever comes first. Subsequent anfi-cancer therapies and relevant transplant information will also be collected. Any standard of care (SOC) disease
assessments obtained between EOT and subsequent anti-cancer therapy will be collected.

Local Site Injection Tolerability Assessment (SC Administration Cohort Only): Assessment of injection site should be conducted at 1 to 4 hours
following treatment administration on Day 1, 8 and 15 for the first cycle. If injection site pain or injection site reaction (ISE) characteristics continue to
persist after the first cycle, local site injection tolerability assessments should continue until the symptoms resolve.
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SCHEDULE OF PHARMACOKINETIC, SOLUBLE FACTOR AND CYTOKINE ACTIVITIES A: PART 1 IV AND SC
WEEKLY MONOTHERAFPY (NO PRIMING DOSE)

The schedule of pharmacokinetic, soluble factor and cytokine activities table provides an overview of the protocol visits and
procedures. This schedule of activities 1s applicable to Part 1 IV and SC monotherapy dose escalation cohorts. The investigator may
schedule visits (unplanned visits) i addition to those listed in the schedule of activities table in order to conduct evaluations or
assessments required to protect the well-being of the patient. See Appendix 10 for alternative measure guidelines due to COVID-19.

Visit Upto?7 Treatment Period EOT
Identifier days
prior to
C1D1
Cyele 1 Crvele 2 Cycle 3 onwards
Study Day D1 Dl | D4 D3 D15 D1 D4 D3 D15 D1
Hours Pref iyl d | 20| ¥ £ 1o)] 2 0 7 £ 172 0] 2 0 2 0 4
after dosing’
Visit window 51| B3 | 224 0.5 21 br |£24
hr | hr | hrs | hrs hr hrs
Cytokine X X | X |X| X X |X]| X X |X| X | X X 3 (=7 days)
evaluation in and
serum! 9 months
(*14 days)
after C1D1
Samples for X| X X X |X X| X |X| X X |X|X] X |X)] X X2 X X
PF-06863133 av | av aIv | av awv w awv
blood level® only) | only) only) only) | only) only) only) only
)
Blood samples X X e X
for ADA and
NADb against
PF-06863135°
Soluble BCMA X X| X X X |X] X X |X] X |X)| X X JX[X] X |X| X x* x4 X
and other av | av av av | av av av av
factors* only) | only) only) only) | only) only) only) only
)

Abbreviations: Anfi-PF-06863135 antibodies = ADA; BCMA = Bcell maturation antigen; D = Day; EOT = end of treatment; neutralizing antibodies =NAb.
* For intravenous (IV) administration, the 2-hour sample should be taken immediately (up to 15 minutes before) before the end of PF-06863135 infusion; if
the infiision is longer than 2 hours (or shorter if a 1 hour infusion is tested), the collection time of this sample should be adjusted accordingly for the sample to
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Visit Upto?7 Treatment Period EOT
Identifier days
prior to
C1D1
Cyele 1 Crvele 2 Cycle 3 onwards

Study Day D1 DX | D4 D3 D15 D1 D4 D3 D15 D1
Hours Pre/ o2& |84 m2 00 2 ¥ 0 by 0 2 £ ]2 0 by 0 2 0 by
after dosing?

be collected immediately before the actual end of PF-06863135 infusion For subcutaneous administration, the 2-hour sample should be taken at 2 hours
post-injection +12 minutes; also for SC administration, with the exception of cytokine samples, 2 and 4 hr samples are not needed other than on Cycle 1 D1.
T Sampling times are related to the start of the infusion. All efforts will be made to obtain the pharmacokinetfic (PK) samples at the exact nominal time
relative to dosing. However, samples obtained within the window specified will be considered acceptable.

Footnotes for Schedule of Pharmacokinetic, Soluble Factors and Cytokine Activities A

L.

Cytokine evaluation in serum: See Cytokine Assessments Section 7.5.4 for a full list of cytokine assessments. All samples will be analyzed centrally.
All 0 hour samples will be collected prior to investigational product administration on days whereby investigational product is to be administered. If CRS
1s suspected, an adhoc cytokine sample will be collected(see Section 7.1 3 Laboratory Safety Assessments). Should the site require cytokine information
for patient management, the site will have the option of collecting an additional sample for local analysis. If a sample for cytokine panel evaluation is due
to be collected on the same day as the day a suspected CRS event occurs, then an ad hoc sample for central analysis is not required/collected. However,
an ad hoc sample for local analysis may still be collected for patient management.

Blood sample for PF-06863135 blood level: Approximately 5 ml. sample of whole blood (to provide approximately 2 ml. of serum) will be collected at
each time point for PK analysis of PF-06863135. After Cycle 8, pre- and post-dose PK samples will be collected only on every 4% cycle (Cycle 8,

Cyele 12, Cycle 16, etc). An additional PK sample should also be taken if CRS is suspected, and a PK sample is not already scheduled to be taken

(eg, Cycle 3 onwards).

Anti PF-06863135 Antibodies (ADA) and Neutralizing Antibodies (NAb): Collection of two 1 ml. pre-dose serum samples (from 5 ml. total whole
blood) to detect the presence of antibodies to PF-06863135 is to be obfained prior to the start of freatment. Patients having an unresolved adverse event
that is possibly related to anti-PF-06863135 antibodies at their last assessment will be asked to refurn fo the clinic for ADA and drug concentration blood
sampling at approximately 3-month intervals until the adverse event or its sequelae resolve or stabilize at a level acceptable to the investigator and
sponsor. After Cycle 4, pre-dose ADA and NAb samples will be collected only on Cycles 6, 8, and every 4% cycle thereafter (Cycle 8, Cycle 12,

Cycle 16, etc.).

Soluble BCMA and other factors: Approximately 3 ml. sample of whole blood (to provide approximately 1 ml. of plasma) will be collected at each
time point for analysis of soluble BCMA and other factors by mass spectrometry. All 0 hour samples will be collected prior to mvestigational product
adminisiration on days whereby investigational product is to be administered. Afier Cycle 8, pre- and post-dose PK samples will be collected only on
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Visit Upto?7 Treatment Period EOT
Identifier days
prior to
C1D1
Cyele 1 Crvele 2 Cycle 3 onwards

Study Day D1 DI | D4 D3 D15 D1 D4 D3 D15 D1
Hours Pre/ 0|y 8|24 7210 T £ 1o] T 0 2 1o | T r 0 r
after dosing’

every 42 cycle (Cycle 8, Cycle 12, Cycle 16, etc.). An additional soluble BCMA /other factor sample should also be taken if CRS is suspected, and a

sample is not already scheduled to be taken (eg, Cycle 3 onwards).
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SCHEDULE OF ACTIVITIES B: PART 1.1 AND ANY PART USING PRIMING DOSE AND MAINTENANCE

The Schedule of Activities Table B provides an overview of the protocol visits and procedures. Refer to the Assessments Section 7 of
the protocol for detailed information on each assessment required for compliance with the protocol.

This schedule of activities is applicable to Part 1.1 if priming dose and maintenance is selected and any other parts of the study where
a priming dose will be administered.

-
= ) ) . .
O Grayed out columns should only be performed when every week dosing (Q1W) dosing of PF-06863135 is being used but not for Q2W
- dosing.
3
- The investigator may schedule visits (unplanned visits) in addition to those listed in the schedule of activities table in order to conduct
Q evaluations or assessments required to protect the well-being of the patient. See Appendix 10 for alternative measure guidelines due
Q to COVID-19.

1

m .
= Schedule of Activities B Scl‘eening1 Treatment Period 1 month i Survival
o Visit Identifier Days prior Follow-up * | Follow-
N to Priming Maintenance Dose up”’
c enrollment Dose
O Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
b4 (1 wk) (1 Cycle = 4 weeks) 3

3 Study Day 28 [ 14| 1| 2 1 2 8 | 15] 22 1 8 15[ 22| 1 [8] 15 |22 28 d[90]120

E. to-1 | to-1 d| d

o Visit Window (days) +1 | +1 | #1 +1 +1 |22 22 | £2 |22] 22 |22 +7 |+7| +7 | <14
% Informed consent X

@ Myeloma history’ X

S Medical history* X

o Demography X

o Baseline signs and symptoms’ X
g Eligibility Criteria and X

@  ctrationd

O Registration
% Patient hospitalization’ X X
g Clinical Evaluation
g Physical examination® X X X X X X X X X X | X X | X X | X
— Weig11t9 X X X X X
> Vital signs (BP/pulse Xx | x| x X X [ x| x X X [X| x| x|X| x|x|xXx|X
~ rate/Temp)!?
~
o
o
o
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up ** | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) 3
Study Day -28 -14 1 2 1 2 8 15 | 22 1 8 |15] 22 1 | 8] 15 |22 28d|90]120
to-1 | to-1 d| d
Visit Window (days) +1 | +1 | #1 + +1 |22 22 | £2 |22] 22 |22 +7 |+7| +7 | <14
ECOG performance status!! X X X X X X X X IxI xlxIxl xIx| x| x
(12 lead) ECG" X [x| x| x | x [ x|x]|X X X [x| x| x x | x
Echo or MUGA! X If there is a history of cardiac events, perform when clinically indicated. X
Safety Laboratory
[Hematology'* X [ x| x| x X | x| x| x X | x| x| x X | x
Blood Chemistry' x [ x| x| x X [ x| x X X [x| x| x X | X
Coagulation'® X | x X x| x| x| x X [x| x| x x| x
[Hepatitis assessment!” X
ﬁ)’[}‘lﬁg}lg‘ cytokine assays Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments
00
[Urinalysis!® X X [ | [ | X | X
[Pregnancy test and contraception | X X Weekly during Cyele 1 starting at X X X |X|X
check? C1D1 for Parts 1C, 1D, 2C, and
2D
Treatment
Treatment with PF-068631352! X X X | x| x X X x| x| xIx| x| x
Treatment with dexamethasone X X X | x| x X X Ixl x|l xIxl xIx
(Part 1E and 2E) #
Treatment with lenalidomide®® Daily on Days 1-21 Daily on Days 1-21 Daily on Days 1-21
(Part 1C and 2C only)
Treatment with pomalidomide*’ Daily on Days 1-21 Daily on Days 1-21 Daily on Days 1-21
(Part 1D and 2D only
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up ** | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) %
Study Day -28 -14 1 2 1 2 8 15 | 22 1 8 |15] 22 1 | 8] 15 |22 28d|90]120
to-1 | to-1 d| d
Visit Window (days) +1 | +1 | #1 +1 +1 |22 22 | £2 |22] 22 |22 +7 |+7| +7 | <14
Disease assessments
SPEP, SIFE, serum FLC ratio X X X X X X | X f
and beta-2 microglobulin obtained
(local)? as SOC
UPEP, UIFE (local)? X X X X X X| X prior to
subse-
quent
treat-
ment’
Bone marrow collection and X At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected CR and optional at
assessments - aspirate (g.lcludmg disease progression. Collection at 9 months after C1D1 and onwards will be optional for
NGS MRD assessment patients who experience a plateau or CR. Central assessment of MRD by next-generation
sequencing test is required at baseline (C0D1) and at all times bone marrow aspirates are
obtained while a patient is in suspected or actual CR2.
Bone marrow _‘3011‘?9@"?‘1 and X At 1, 3 (optional) and 9 (optional) months after C1D1, every 6 months thereafter (optional), at
assessments biopsies® suspected sCR and optional at disease progression. Collection at 9 months after C1D1 and
onwards will be optional for patients who experience a plateau or CR.
Disease assessments by X At suspected CR or PD, and when clinically indicated for all patients. At1,3,and | X
PET/CT® 9 months after C1D1 and every 6 months thereafter for patients with measurable
target lesions at screening.
Other clinical assessments
Serious and non-serious adverse N s S = N . S| = . Sl 5 |Ioslsl 5l = N [N -
event monitoring?®
Concomitant treatment(s)?’ B N Y Sl sl s = Y S sl 5 Il 51l = G NN -
Local Site Injection Tolerability X X X | x| x
Assessment (SC only)*?
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up ** | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) 3
Study Day -28 -14 1 2 1 2 8 15 | 22 1 8 |15] 22 1 | 8] 15 |22 28d|90]120
to-1 | to-1 d| d
Visit Window (days) +1 | +1 | #1 +1 +1 |22 22 | £2 |22] 22 |22 +7 |+7| +7 | <14
Pharmacokinetic (PK)
assessments
Blood sample for PF-06863135 Please see Schedule of Pharmacokinetic, Soluble Factor, and Cytokine Assessments

(all Parts), lenalidomide (Parts
1C and 2C), pomalidomide
(Parts 1D and 2D), and
dexamethasone (Parts 1E and
2E)

Immunogenicity assessments

Anti-drug antibodies and Please see Schedule of Pharmacokinetic, Soluble Factor, and Cytokine Assessments
neutralizing antibodies against
PF-06863135

Pharmacodynamic assessments

Genetic analysis- bone marrow X
aspirate?®
BCMA+ expression on multiple X At1, 3 and 9 months after C1D1.

myeloma cells from bone
marrow aspirate- flow
cytometry”

BCMA expression on multiple X At 1, 3 (optional) and 9 (optional) months after C1DI1.
myeloma cells (THC) and
additional PD assessments from
bone marrow biopsy®

Soluble BCMA from blood?? Please see Schedule of Pharmacokinetic, Soluble Factor, and Cytokine Assessments
TBNK and immunophenotyping X X |[X(IW] X | X | X X X
from blood?! only)
TBNK and immunophenotyping X At 1 and 3 months after C1D1.
from bone marrow aspirate’!
L1 [ | [ [ [ 1
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up * | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) 3
Study Day -28 -14 1 2 1 2 8 15 | 22 1 8§ (15 22 1 | 8] 15 |22 28d|90]120
to-1 | to-1 d| d
Visit Window (days) +1 | +1 | #1 +1 +1 |2 £2 | £2 [22] +2 |22 +7 |+7| +7 | <14
Gene expression (RNA) profile X At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected
from bone marrow aspirate’ CR and optional at disease progression if BM disease assessments are
| | | | com]i]leted.l | |
TCR sequencing from bone X At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected
marrow aspirate’> CR and optional at disease progression if BM disease assessments are
completed.
Other assessments
Genomic banked biospecimens X
Prep D13
Pharmacogenomic sample X X
Post- Treatment
Survival follow-up’’ | [ [ | - 1+ [ & [ F 1T 7 [ [ [ X

Abbreviations: —» = ongoing/continuous event; BCMA = B-cell maturation antigen; BM = bone marrow; BP = blood pressure; CT = computed tomography: CR
= complete response; Deoxyribonucleic acid = DNA; Echo = echocardiogram; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; end
of treatment = EOT; IHC = immunohistochemistry; MM = multiple myeloma; MRD = minimal residual disease; MRI = magnetic resonance imaging; MUGA =
multigated acquisition scan ; NK = natural killer; PD = pharmacodynamic; PET = positron emission tomography; PK = pharmacokinetic; QPCR = quantitative
polymerase chain reaction ; RNA = ribonucleic acid; TCR = T-cell receptor; TBNK = T, B. and NK lymphocytes.
* Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments B for additional assessments on C1D4 and C2D4.

Activities in grayed out columns should only be done for PF-06863135 Q1W dosing schedule but skipped for Q2W dosing.

Footnotes for Schedule of Activities B

Screening: To be completed within 28 days prior to start of study treatment.
Informed Consent: Must be obtained prior to undergoing any study-specific procedures, and be completed within 28 days prior to start of study treatment.

bl

Myeloma history: will be collected within 28 days during screening prior to start of study treatment. Includes history of disease under study including
details of primary diagnosis, biopsy information, and treatment history.

4. Medical History: Includes history of disease process other than the cancer under study (active or resolved) and concurrent illness. Includes prior
treatments and any current medical treatments for any condition.
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up ** | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) 3
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5. Baseline Signs & Symptoms: Patients will be asked about any signs and symptoms experienced within the 28 days prior to COD1. During the study, any

oo

10.
11.
12.

13.

14.

15.

new or worsened conditions since baseline will be recorded on the AE CRF page.
Registration: patient number and dose level allocation assigned by Pfizer Inc.
Patient hospitalization: All patients in receiving a priming dose will be hospitalized for at least 24 hrs on C0D1 and for at least 24 hrs from C1D1.

Hospitalization period may be extended if the patient experiences abnormal laboratory findings or ongoing adverse events that require hospitalization.
Hospitalization in Parts 2A, 2C, 2D and 2E at C1D1 may be optional based on safety data from Parts 1A, 1C, 1D and 1E, respectively.

Physical examination (PE): Physical examination includes neurological assessment and. at screening, will also include height.

Weight: Weight will be measured prior to dosing.

Vital Signs: Includes temperature (oral, tympanic, temporal or axillary), BP, and pulse rate to be recorded in the sitting position after 5 minutes of rest.
Performance Status: Use ECOG — see Appendix 4.

Lead electrocardiogram (ECG): At screening. single 12-lead ECG will be performed. On COD1 until C2D22. triplicate 12-lead ECGs will be performed
to determine mean QT<¢F interval. On Days 1 and 2 of Cycle 0 and Days 1, 2, 8, 15 and 22 of Cycles 1 and 2, ECGs will be performed prior to
investigational product administration (up to 60 minutes before dosing). and the end of infusion or subcutaneous injection. From Cycle 3 onwards, single
12-lead ECG will be performed on Day 1 of each cycle prior to investigational product administration (up to 60 minutes before dosing). When coinciding
with blood sample draws for PK, ECG assessment should be performed prior to blood sample collection, such that the blood sample is collected at the
nominal time. If the mean QTCcF is prolonged (>500 msec), the ECGs should be re-evaluated by a qualified person at the institution for confirmation.
Additional triplicate ECGs may be performed as clinically indicated.

Echocardiogram (Echo) or multigated acquisition scan (MUGA): Echo or MUGA will be evaluated in patients with previous history of cardiac events.
For these patients, an Echo or MUGA will be performed at screening. when clinically indicated. and at the end of treatment (EOT) visit.

Hematology: No need to repeat on COD1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Blood Chemistry: No need to repeat on COD1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.
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Schedule of Activities B Screening’ Treatment Period 1 month |Survival
Visit Identifier Days prior Follow-up ** | Follow-
to Priming Maintenance Dose up?’
enrollment | Dose
Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
(1 wk) (1 Cycle = 4 weeks) 3
Study Day -28 -14 1 2 1 2 8 15 | 22 1 8§ (15 22 1 |[8] 15 |22 28 d|90|120
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Visit Window (days) +1 | +1 | #1 +1 +1 |2 £2 | £2 [22] +2 |22 +7 |+7| +7 | <14
16. Coagulation: No need to repeat on COD1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to

17.

18.

19.

20.

21.

22,

mvestigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Hepatitis assessment: Screening tests for hepatitis B (HBV) and C (HCV) should be performed including hepatitis B surface (HBs) antigen. hepatitis B
core (HBc) antibody. and hepatitis C virus (HCV) antibody. In the case of apparent ongoing HBV or HCV infection, reflex serum DNA or RNA viral load
testing, respectively, will be performed. See Assessments Section 7.1.3 for Laboratory Tests list.

Multiplex cytokine assays: See SCHEDULE OF PHAARAMACOKIETIC,SOLUBLE FACTOR AND CYTOKINE activities B. See Assessments
Section 7.5.4 for Laboratory Tests list.

Urinalysis: Dipstick is acceptable. Microscopic analyses if dipstick abnormal. No need to repeat on C0D1 if baseline assessment performed within 3 days
prior to that date. Following COD1, only obtain as clinically indicated until EOT. See Assessments Section 7.1.3 for Laboratory Tests list.

Pregnancy Test and contraception check: Contraception only required for WOCBP. Contraception use will be checked to confirm that contraception is
used throughout the study and for 5 months after the last dose of study treatment consistently and correctly. Serum pregnancy test for females of child
bearing potential (see Pregnancy Testing Section 7.1.1). In addition, for Parts 1C, 1D, 2C, and 2D, pregnancy testing should occur at C1D1 and weekly
during first cycle, and if menstrual cycles are irregular should occur every 2 weeks thereafter. Contraception use will be checked to confirm that
contraception is used consistently and correctly. In addition, any risk evaluation and mitigation strategy (REMS), pregnancy prevention programs (PPP), or
other applicable programs required per local regulations for lenalidomide and pomalidomide must be followed where applicable.

Treatment with investigational product PF-06863135: Priming dose will be administered on COD1. Maintenance dose will be administered on starting
on C1DI1. If a patient has received treatment with Q1'W PF-06863135 for at least 6 months and disease assessments have remained stable over at least 2
months, consideration may be given to increasing dose intervals from weekly to every 2 or once every four weeks (once per cycle; only CXD1 dosing and
activities applicable) weeks after consultation with sponsor. For every 2 week (Q2W) dosing, it would be preferable to skip dosing of PF-06863135 on
days 8 and 22 of each cycle (ie, omit activities in gray columns). If the patient subsequently begins to have increase of disease burden, dose intervals
should return to weekly dosing.

Serum immunofixation electrophoresis (SIFE), serum protein electrophoresis (SPEP), serum free light chain analysis (FL.C) tests and beta-2
microglobulin tests: No need to repeat on COD1 if baseline assessment performed within 3 days prior to that date. See Assessments Section 7.2.1 for
laboratory disease assessment tests list. Beta 2 microglobulin will be collected on COD1 (other time points are optional). Note that SIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CR, and at suspected progression (clinical or biochemical). When a
CR or a clinical or biochemical progression is suspected, SPEP, SIFE, and serum FLC tests will be repeated within 1 to 4 weeks. For patients scheduled to
be dose escalated, samples will also be collected within 1 week prior to receiving the first higher dose. All samples will be collected prior to investigational
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to Priming Maintenance Dose up?’
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Cycle 0 Cycle 1 Cycle 2 Cycle 3 onwards |[EOT
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23.

24,

25.

product administration on days whereby investigational product is to be administered. If patients were treated with daratumumab less than 114 days prior to
planned treatment day, daratumumab will interfere with SPEP, UPEP, SIFE and UIFE assays. Therefore, for these patients, FLC assay should be
completed at screening, C1D1, and all subsequent disease assessments. In these patients who previously received daratumumab, serum and urine M-spike
if measurable at baseline in these patients should also be followed at the same timepoints as FLC with the most representative marker of disease status used
for determination IMWG assessment.

24 hr urine immunofixation electrophoresis (UIFE), 24 hr urine protein electrophoresis (UPEP): No need to repeat on COD1 if baseline assessment
performed within 3 days prior to that date. See Assessments Section 7.2.1 for laboratory disease assessment tests list. Note that UIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CR, and at suspected progression (clinical or biochemical). When a
CR or a clinical or biochemical progression is suspected, UPEP and UIFE will be repeated within 1 to 4 weeks. For patients scheduled to be dose escalated.
samples will also be collected within 1 week prior to receiving the first higher dose. If samples collection day coincides with days whereby investigational
product is to be administered, samples will be collected prior to investigational product administration.

Bone marrow collection and assessments: For COD1 and on-treatment assessments, see- Section 7.2.2. Sample for Cycle 0 Day 1 (C0D1) may be taken
up to 7 days before study treatment. Bone marrow collections and local plasma cell assessments should be fixed according to the calendar, regardless of
treatment delays. Bone marrow evaluation consisting of bone marrow aspirate and/or bone marrow biopsies will be performed to follow disease response.
When bone marrow plasmacell infiltration 1s assessed by both bone marrow aspirate and by bone marrow biopsy, the highest value of bone marrow
plasmacell infiltration should be utilized for response evaluation. Bone marrow aspirates will also be collected and plasma cells will be evaluated at time of
suspected complete response (CR) and optional at time of suspected disease progression. Bone marrow biopsy will also be collected and plasma cells will
be evaluated when confirmation of stringent complete response (sCR) is required. For patients who experience a plateau or CR, additional BM aspirates at
9 months after C1D1 and onwards will be optional. Optional bone marrow aspirate and biopsy samples will also be taken at disease progression if a sample
was not taken within the past 4 weeks. If a patient is scheduled for escalation to the next highest dose level cohort following 60day late toxicity evaluation,
a bone marrow aspirate will be collected within 1 week before dose escalation, unless an ontreatment sample was collected within the past 28 days, or the
investigator assesses that there in an unjustifiable risk for the patient, and/or the patient refuses to undergo a bone marrow procedure. This bone marrow
aspirate sample will be collected for central MRD assessment using the next generation sequencing (NGS) assay when patient is in suspected CR or actual
CR. A COD1 bone marrow aspirate must also be collected in all patients as the baseline MRD reference sample. Samples for MRD assessments should be
aliquoted from the first bone marrow aspirate pull. Samples at 1 and 3 months after C1D1 will be collected +7 days; samples at 9 months after C1D1 and
later will be collected +14 days.

Disease assessments by PET/CT: See Assessments Section 7.2.3. Radiographic assessments obtained per the patient’s standard of care prior to enrollment
into the study do not need to be repeated and are acceptable to be used as baseline evaluation, if, (1) obtained within 28 days before CODI1, (2) the same
technique/modality can be used to follow identified lesions throughout the trial for a given patient. and (3) appropriate documentation indicating that these
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26.

27.
28.

29.

30.

31.

radiographic tumor assessments were performed as standard of care is available in the patient’s source notes. For all patients, images are required at
screening, suspected CR, when disease progression is suspected (eg, symptomatic deterioration), end of treatment visit (if not done in previous 4 weeks)
and when otherwise clinically indicated. In patients with measurable target lesions at screening, images at 1 and 3 months after C1D1 will be collected

+7 days; images at 9 months after C1D1 and every 6 months thereafter will be collected +14 days. For sites in Germany: Only MRI is allowed to be used as
imaging modality for participants.

AE Assessments: AEs should be documented and recorded at each visit using the NCI CTCAE version 4.03. The severity of CRS will be assessed
according to the grading described by Lee et al. (2014 and 2019.2 See Appendix 5) instead of CTCAE. In addition, ASTCT consensus grading of CRS and
ICANS? will be captured separately from the AE assessments (See Appendix 5). The time period for actively eliciting and collecting AEs and SAEs
(““active collection period™) for each patient begins from the time the patient provides informed consent through and including a minimum of 90 calendar
days after the last investigational product administration. If the patient begins a new anticancer therapy, the period for recording non-serious AEs on the
CRF ends at the time the new treatment is started. However, any SAEs occurring during the active collection period must still be reported to Pfizer Safety
and recorded on the CRF. irrespective of any intervening treatment.

Concomitant Treatments: all concomitant medications and Nondrug Supportive Interventions should be recorded on the CRF.

Genetic Analysis: Bone marrow aspirates taken on COD1 will be evaluated at local lab for t(4:14)(p16:q32). t(14:16)(q32:q23), 17p13 deletions,
t(11:14)(q13:q32), chromosome 13 deletion, ploidy category, and chromosome 1 abnormalities. If some of these cytogenetic assessments cannot be done,
site should provide patient’s most recent cytogenetic testing results and enter into eCRF. Sample may be taken up to 7 days before the start of study
treatment.

BCMA+ expression on multiple myeloma cells in bone marrow: Expression of BCMA will be evaluated on fresh bone marrow aspirates (by flow
cytometry) and biopsies (by THC). Expression of additional markers including CD138 will also be evaluated. Additional analyses may be performed on
bone marrow biopsies, including immunophenotyping of infiltrating immune cells and exploratory molecular analyses. If the sample collection day
coincides with days whereby investigational product is to be administered, samples will be collected prior to investigational product administration. Sample
for Cycle 0 Day 1 (COD1) may be taken up to 7 days before study treatment; samples at 1 month and 3 months after C1D1 will be collected 7 days:
samples at 9 months after C1D1 will be collected +14 days.

Soluble BCMA: See SCHEDULE OF PHARAMACOKINETIC,SOLUBLE FACTOR AND CYTOKINE activities B table. Soluble BCMA will be
measured in plasma by mass spectrometry.

TBNK and Immunophenotyping: enumeration and phenotypes of T-cell subsets by multiparameter flow cytometry. If sample collection day coincides
with days whereby investigational product is to be administered, samples will be collected prior to investigational product administration. Bone marrow
sample for Cycle 0 Day 1 (COD1) may be taken up to 7 days before study treatment; samples at 1 month and 3 months after C1D1 will be collected 17 days.
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32.

33.

34.

35.

36.
37.

38.

When bone marrow aspirate samples are taken for disease response evaluation, samples for TBNK and immunophenotyping will also be acquired. In the
event of SC dose route, omit C1D2 collection.

Gene expression RNA profile: gene expression associated with activation state and anti-tumor activity will be measured by RNA sequencing in bone
marrow. If sample collection day coincides with days whereby investigational product is to be administered, samples will be collected prior to
investigational product administration. Bone marrow sample for Cycle 0 Day 1 (C0D1) may be taken up to 7 days before study treatment; samples at

1 month and 3 months after C1D1 will be evaluated +7 days; samples at 9 months after C1D1 will be evaluated +14 days. When bone marrow aspirate
samples are taken for disease response evaluation, samples for gene expression analysis will also be acquired. In the event of SC dose route, omit C1D2
collection.

TCR sequencing: clonal expansion, contraction and diversity and its association with activity and durability will be assessed by deoxyribonucleic acid
(DNA) sequencing of TCR in bone marrow. If samples collection day coincides with days whereby investigational product is to be administered, samples
will be collected prior to investigational product administration. Bone marrow sample for Cycle 0 Day 1 (C0D1) may be taken up to 7 days before study
treatment; samples at 1 month and 3 months after C1D1 will be collected +7 days; samples at 9 months after C1D1 will be collected +14 days. When bone
marrow aspirate samples are taken for disease response evaluation, samples for TCR sequencing will also be acquired.

Genomic banked biospecimens Prep D1: If not collected on COD1, collect at the next available time point when biospecimens are being collected in
conjunction with a patient visit.

One month follow-up: At least 28 calendar days. and no more than 35 calendar days, after discontinuation of treatment, patients will return to undergo
review of concomitant treatments, vital signs, and assessment for resolution of any treatment-related toxicity. Patients continuing to experience toxicity at
this point following discontinuation of treatment will continue to be followed at least every 4 weeks until resolution or determination, in the clinical
judgment of the investigator, that no further improvement is expected. If the patient completes the follow-up visit prior to completion of the 60 day long
DLT observation period, a follow up phone call will be completed on at least Day 60, and no more than Day 65.

End of treatment (EOT) visit: Obtain these assessments if not completed in the last week (last 4 weeks for disease assessments).

Survival follow up: Following discontinuation of study treatment (unless patients are lost to follow up. consent is withdrawn, or study is discontinued by
the sponsor), survival status will be collected by telephone every 3 months until death, or up to approximately 30 months after last patient first dose,
whichever comes first. Subsequent anti-cancer therapies and relevant transplant information will also be collected. Any SOC disease assessments obtained
between EOT and subsequent anti-cancer therapy will be collected.

Local Site Injection Tolerability Assessment (SC Administration Cohort Only): Assessment of injection site should be conducted at 1 to 4 hours
following treatment administration on Day 1, 8 15 and 22 for the first cycle. If injection site pain or ISR characteristics continue to persist after the first
cycle, local site injection tolerability assessments should continue until the symptoms resolve.
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39. Treatment with lenalidomide: An oral dose of 15 mg of lenalidomide will be administered daily on Days 1-21 over a 28 day cycle. Subsequent cycles
will be dosed every 4 weeks. Day 1 safety laboratory test results need to be reviewed by the investigator prior to dosing at the beginning of each cycle for
dosing confirmation.

40. Treatment with pomalidomide: A dose of 4 mg of pomalidomide will be administered orally on Days 1-21 over a 28 day cycle. Day 1 safety laboratory
test results need to be reviewed by the investigator prior to dosing at the beginning of each cycle for dosing confirmation.

41. Treatment with dexamethasone: For patients receiving dexamethasone, administer dexamethasone 40 mg orally 60 = 30 minutes before every dose of PF-
06863135 beginning with COD1; the dose of dexamethasone may be reduced to 20 mg for patients who are older than 75 years of age or who have a body-
mass index (the weight in kilograms divided by the square of the height in meters) of less than 18.5. If a dose of PF-06863135 is held or skipped. then
dexamethasone should not be administered. Dose adjustments for dexamethasone are provided in Table 10 and, following discussion and agreement
between the investigator and sponsor, the dose of dexamethasone may be adjusted for tolerability if needed for a specific patient. For patients receiving
dexamethasone premedication, dexamethasone should be discontinued after 6 months unless clinical rationale to continue dexamethasone is provided by
investigator and approved by sponsor.
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SCHEDULE OF PHARMACOKINETIC, SOLUBLE FACTOR AND CYTOKINE ACTIVITIES B: PART 1.1 AND ANY
OTHER PART USING PRIMING DOSE AND MAINTENANCE

The schedule of pharmacokinetic, soluble factor and cytokine activities table provides an overview of the protocol visits and
procedures. This schedule of activities is applicable to Part 1.1 and any other parts of the study where a priming dose will be
administered. If priming dose and maintenance is selected, this table should be followed.

Grayed out columns should only be performed when Q1W dosing of PF-06863135 being used but not for Q2W dosing.

The mvestigator may schedule visits (unplanned visits) in addition to those listed in the schedule of activities table in order to conduct
evaluations or assessments required to protect the well-being of the patient. See Appendix 10 for alternative measure guidelines due

to COVID-19.
Visit Upto7 Treatment Period EOT
Identifier days
prior Priming Cycle Maintenance Dose
to
CoD1
Cycle 0 Cycle 1 Cycle 2 Cycle 3
(1 wk) (1 Cycle = 4 weeks) onwards
Study Day 1 2 D1 D2 D8 D15 D22 D1 D8 D15 D22 D1
Hours 0f2] 48|24 2714718 24 [of 22 | 4 |of 27 Jof 2° | 0 [2°a@v|4 av|o]| 2° 2’ 22| o0 |2
Pre/after awv | av av av only) | only) av v av av
dosing’ only)| only only) only only| |only) only only)
) ) ) )
Visit window 5| =1 | =3 =0.|= | £3 hrs =0.5 =1 hr
br | hr | hrs 511 hr
hr |hr
Cytokine X XX X | X | X XXX X |[X] X | X [X] X [X X 3(=7
evaluation in days)
serum! and
9 mo
nths
(=14
days)
after
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Visit Upto7 Treatment Period EOT

Identifier days
prior
to
CoD1

Priming Cycle Maintenance Dose

Cycle 0 Cycle 1 Cycle 2 Cycle 3
(1 wk) (1 Cycle = 4 weeks) onwards

Study Day 1 2 D1 D2 D8 D15 D22 D1 D8 D15 D22 D1

Hours 012 4 8 [24|o0]27|47 |8 24 0] 22 [ 4 Jo|] 27 Jo| 2° | 0 |27 @v|4 @v]|o]| 27 |of 2° |0 2° 0 2
Pre/after (v | @av av v only) | only) av av av av
dosing' only)|only| (only) only only| |only) only only)

Samples for XIXI XX |1 XXX X X |1X| X X |X| X |[X]| X [ X]| X X |IX] X |X] X [X] X X |Ix| X
PF-06863135
blood level?

Blood X X X X3 X
samples for
ADA and Nab
against PF-
068631353

Samples for X X X X
lenalidomide
blood level
(Parts 1C and
2C only)®

Samples for X X X X
pomalidomide
blood level
(Parts 1D and
2D only)®

Samples for X X X
dexamethason
¢ blood level
(Parts 1E and
2E only)®
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Visit Upto7 Treatment Period EOT
Identifier days
prior Priming Cycle Maintenance Dose
to
CoD1
Cycle 0 Cycle 1 Cycle 2 Cycle 3
(1 wk) (1 Cycle = 4 weeks) onwards
Study Day 1 2 D1 D2 D8 D15 D22 D1 D8 D15 D22 D1
Hours 0f[2] 48 [24]027|a 8| 24 [O0] 22 [ 4 [0] 22 [0] 2° [ o [2@v]a4av]o| 2 [of 22 [of 27 | 0 7
Pre/after (v | @av av v only) | only) av av av av
dosing’ only)|only| [only) only only| |only) only only)
) ) ) )
Soluble X XXX | X | X [IX|X|X X |X| X [ X X X XX [ X]| X X |IX| X [X X [XIX | xX*|xt| X
BCMA and
other
factors*

Abbreviations: Anti-drug antibodies = ADA; BCMA = B-cell maturation antigen; D = Day; EOT = end of treatment: neutralizing antibodies =Nab.

* For IV administration, the 2-hour sample should be taken immediately (up to 15 minutes before) before the end of PF-06863135 infusion; if the infusion is
longer than 2 hours (or shorter if a 1 hour infusion is tested). the collection time of this sample should be adjusted accordingly for the sample to be collected
immediately before the actual end of PF-06863135 infusion. For subcutaneous administration, the 2-hour sample should be taken at 2 hours post-injection
+12 minutes. For Part 2 TV administration lead-in cohort, C2D1 end of infusion sample will be taken at 1 hr immediately (up to 15 minutes) before the end
of PF-06863135 infusion. Also for SC administration, 2 and 4 hr samples are not needed other than on Cycle 0 D1 and Cycle 1 DI.

T Sampling times are related to the start of the infusion. All efforts will be made to obtain the pharmacokinetic (PK) samples at the exact nominal time relative
to dosing. However, samples obtained within the window specified will be acceptable.
Activities in grayed out columns should only be done for PF-06863135 Q1W dosing schedule but skipped for Q2W dosing.

Footnotes for Schedule of Pharmacokinetic, Soluble Factors and Cytokine Activities B

1. Cytokine evaluation in serum: See Cytokine Assessments Section 7.5.4 for a full list of cytokine assessments. All samples will be analyzed centrally.
All 0 hour samples will be collected prior to investigational product administration on days whereby investigational product is to be administered. If CRS
is suspected, an adhoc cytokine sample will be collected (see Section 7.1.3 Laboratory Safety Assessments). Should the site require cytokine information
for patient management, the site will have the option of collecting an additional sample for local analysis. If a sample for cytokine panel evaluation is due
to be collected on the same day as the day a suspected CRS event occurs, then an ad hoc sample for central analysis is not required/collected. However, an
ad hoc sample for local analysis may still be collected for patient management.

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PFIZER CONFIDENTIAL
Page 78




ETMF Copy of:

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Visit Upto7 Treatment Period EOT
Identifier days
prior Priming Cycle Maintenance Dose
to
CoD1
Cycle 0 Cycle 1 Cycle 2 Cycle 3
(1 wk) (1 Cycle = 4 weeks) onwards
Study Day 1 2 D1 D2 D8 D15 D22 D1 D8 D15 D22 D1
Hours 02 4 [ 8 |2afo[2[4[8] 24 [0 2[4 [o] 2 [o] 2 [o [2av[e# av|lo][ 2 [o] 2 [o] 2 [ 0o | 2
Pre/after (v | @av av v only) | only) av av av av
dosing' only)|only| [only) only only| |only) only only)
) ) ) )
2. Blood sample for PF-06863135 blood level: Approximately 5 mL sample of whole blood (to provide approximately 2 mL of serum) will be collected at

each time point for PK analysis of PF-06863135. After Cycle 8, pre- and post-dose PK samples will be collected only on every 4% cycle (Cycle 8,
Cycle 12, Cycle 16, etc.). An additional PK sample should also be taken if CRS is suspected or if the hospitalization period is extended beyond 24 hours
on COD1 or C1D1for any reason, and a PK sample is not already scheduled to be taken.

Anti-drug Antibodies (ADA) and Neutralizing Antibodies (Nab) against PF-06863135: Collection of two 1 mL pre-dose serum samples (from 5 mL
total whole blood) to detect the presence of antibodies to PF-06863135 is to be obtained prior to the start of treatment. Patients having an unresolved
adverse event that is possibly related to anti-PF-06863135 antibodies at their last assessment will be asked to return to the clinic for ADA and drug
concentration blood sampling at approximately 3-month intervals until the adverse event or its sequelae resolve or stabilize at a level acceptable to the
investigator and sponsor. After Cycle 4, pre-dose ADA and Nab samples will be collected only on Cycles 6, 8, and every 4% cycle thereafter (Cycle 8,
Cycle 12, Cycle 16, etc.).

Soluble BCMA and other factors: Approximately 3 mL sample of whole blood (to provide approximately 1 mL of plasma) will be collected at each time
point for analysis of soluble BCMA and other factors by mass spectrometry. All 0 hour samples will be collected prior to investigational product
administration on days whereby investigational product is to be administered. After Cycle 8, pre- and post-dose PK samples will be collected only on
every 4% cycle (Cycle 8, Cycle 12, Cycle 16, etc.). An additional soluble BCMA/other factor sample should also be taken if CRS is suspected. and a
sample is not already scheduled to be taken (eg, Cycle 3 onwards).

Blood sample for lenalidomide and pomalidomide blood levels: Approximately 3 mL sample of whole blood (to provide approximately 1.5 mL of
plasma) will be collected into a 3 mL. K2EDTA vacutainer tube at each time point within 2 hours prior to the administration of lenalidomide and
pomalidomide, respectively, for PK analysis of lenalidomide and pomalidomide. Blood sample collection for lenalidomide and pomalidomide blood
levelsanalysis will not be required for any patient transitioned to PF-06863135 monotherapy treatment.

Blood sample for dexamethasone blood levels: Approximately 3 mL sample of whole blood (to provide approximately 1.5 mL of plasma) will be
collected into a 3 mL. K2EDTA wvacutainer tube on COD1 (within 2 hours prior to the administration of dexamethasone) and on C0D2 and C1D2 (within
2442 hours after the administration of dexamethasone on C0D1 and C1D1, respectively) for PK analysis of dexamethasone.
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SCHEDULE OF ACTIVITIES C: PARTS 1 SC Q2W, 1C, AND 1D (DOSE ESCALATION COMBINATION) AND 24, 2C
AND 2D (DOSE EXPANSION COHORTS) WITHOUT PRIMING DOSE

The Schedule of Activities Table C provides an overview of the protocol visits and procedures. Refer to the Assessments Section 7 of
the protocol for detailed information on each assessment required for compliance with the protocol.

This schedule of activities 1s applicable to Parts 1C, 1D, 2A, 2C, and 2D, which would dose PF-06863135 either on a Q1W or Q2W
schedule depending on Part 1 monotherapy data, as well as Part 1 SC Q2W dosing without a priming dose. Please refer to Schedule of
Activities B if priming dose and maintenance 1s selected.

Grayed out columns should only be performed if Q1W dosing of PF-06863135 is selected but not for Q2W dosing.

The investigator may schedule visits (unplanned visits) in addition to those listed in the schedule of activities table in order to conduct
evaluations or assessments required to protect the well-being of the patient. See Appendix 10 for alternative measure guidelines due
to COVID-19.

Schedule of Activities C Screening’ Treatment Period 1 month Survival
Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards [ EOT®| Follow-up*  |Follow-up*
to (1 Cycle = 4 weeks)
enrollment
Study Day -28 | -14 (1| 2 34| 8 [15]22] 1 4% 8 |15|22| 1 |8 15| 22 28d|90d|120d
to-1 |to-1
Visit Window (days) £1 |21 |21 £1 | £1 | &1 [£2|22] 22 [22]|£2| 22 +7 | A7 | 47 +14
Informed consent? X
Myeloma history® X
Medical history” X
Demography X
Baseline signs and symptoms’ X

o

Eligibility Criteria and Registration®
Patient hospitalization’
Clinical Evaluation

o
P
o

Physical examination’ X X X X|X|X | X X | XX X X X

Weight? X [X X X X

Vital signs (BP/pulse rate/Temp)® X |[X| X XXX | X X | X [|X| X |[X|X]| X X X

ECOG performance status!” X | X XX | X X | XX X |[X|X]| X X X

(12 lead) ECG1L X |X| X XX [X[X| X | X[ X [xX|X]| X X | X

Echo or MUGA! X If there is a history of cardiac events, perform when clinically indicated. X
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Schedule of Activities C Screening! Treatment Period 1 month Survival
Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards | EOT*|  Follow-up* | Follow-up*
to (1 Cycle = 4 weeks)
enrollment
Study Day -28 | -14 (1| 2 34| 8 [15]22] 1 4* 8 [15)22) 1 |8 |15| 22 28d|904d|120d
to-1 |to-1
Visit Window (days) +1 |1 | £1 | £1 | #1 | £1 | £2 |£2]| 2 |£2| £2 | £2 +7 | +7 | +7 +14
Safety Laboratory
Hematology' X |X| X X | x[x]| x X | X [X]| X X | X
Blood Chemistry!* X X X XIx|X]| x X | XX X X X
Coagulation!® X |[X X |X|X | X X | X |X| X X X
Hepatitis assessment!® X
Multiplex cytokine assays (blood)!’ Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments
Urinalysis™® X [X [ ] X X
Pregnancy test and contraception X X Weekly during Cyele 1 X X X | X X
check!? starting at C1D1 for Parts 1C,
1D. 2C, and 2D
Treatment
Treatment with PF-06863135% X | | ] [xIx|x] x| [ xIxIx]| x[x][x][x
Treatment with lenalidomide®® Daily on Days 1-21 Daily on Days 1-21 Daily on Days 1-21
(Parts 1C and 2C only)
Treatment with pomalidomide Daily on Days 1-21 Daily on Days 1-21 Daily on Days 1-21
(Parts 1D and 2D only)*
Disease assessments
SPEP, SIFE, serum FLC ratio, X |X X X X X If obtained
beta-2 microglobulin (local)®! as SOC prior
UPEP, UIFE (local)? X (X X X X X to subse-
quent
treatment*
Bone marrow collection and X At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected CR and
assessments- aspirates (including optional at disease progression. Collection at 9 months after C1D1 and onwards will be
NGS MRD assessment)® optional for patients who experience a plateau or CR. Central assessment of MRD by
next-generation sequencing test is required at baseline (C1D1) and at all times bone
marrow aspirates are obtained while a patient is in suspected or actual CR.
Bone marrow collection and X At 1, 3 (optional) and 9 (optional) months after C1D1, every 6 months thereafter
assessments- biopsies? (optional), at suspected sCR and optional at disease progression. Collection at 9 months
after C1D1 and onwards will be optional for patients who experience a plateau or CR.
Disease assessments by PET/ CT>* X At suspected CR or PD, and when clinically indicated for all patients. At1,3,| X
and 9 months after C1D1 and every 6 months thereafter for patients with
measurable target lesions at screening.
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Schedule of Activities C
Visit Identifier

Screening!
Days prior
to
enrollment

Treatment Period

1 month

Cycle 1
(1 Cycle = 4 weeks)

Cycle 2

Cycle 3 onwards

EOT?

Follow-up

34

Survival
Follow-up?

Study Day

-28 | -14
to-1 |[to-1

2

3

4*

8

15

22 | 1 4* 8 22| 1

15

22

28d(9%4d

120d

Visit Window (days)

+1

+1

+1

)

+7 | +7

+7

+14

Other clinical assessments

Serious and non-serious adverse
event monitoring?

—

Concomitant treatment(s)”®

—

Local Site Injection Tolerability
Assessment (SC only)®’

[l

ol

i

il

Pharmacokinetic (PK)
assessments

Blood sample for PF-06863135 (all
Parts), lenalidomide (Parts 1C and
2C), or pomalidomide (Parts 1D and
2D)

Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments

Immunogenicity assessments

Anti-drug antibodies and
neutralizing antibodies against
PF-06863135

Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments

Pharmacodynamic assessments

Genetic analysis- bone marrow
a7
aspirate”’

BCMA+ expression on multiple
myeloma cells from bone marrow
aspirate- flow cytometry®®

At 1. 3 and 9 months after C1D1.

BCMA expression on multiple
myeloma cells (THC) and additional
PD assessments from bone marrow

biopsy®

At 1, 3 (optional) and 9 (optional) months after C1D1.

Soluble BCMA from blood®

Please see Schedule of Pharmacokinetic. Soluble Factor and Cvytokine Ass

essments

TBNK and immunophenotyping
from blood*

X (IV
only)

X

X

X

X | X X

TBNK and immunophenotyping
from bone marrow aspirate?’

At 1 and 3 months after C1D1.

Gene expression (RNA) profile
from bone marrow aspirate’!

At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected CR and
optional at disease progression if BM disease assessments are completed.
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Schedule of Activities C Screening! Treatment Period 1 month Survival
Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards | EOT*|  Follow-up* | Follow-up*
to (1 Cycle = 4 weeks)

enrollment
Study Day -28 | -14 (1| 2 34| 8 [15]22] 1 4* 8 |15(22| 1 |8 |15 | 22 28d|904d|120d

to-1 |to-1
Visit Window (days) 41 |£1 | £1 | 1 | £1 | #1 | £2 |#£2]| +2 |£2| £2 | £2 +7 | +7 | +7 +14
TCR sequencing from bone marrow X At 1, 3 and 9 months after C1D1, every 6 months thereafter, at suspected CR and
aspirate?’ optional at disease progression if BM disease assessments are completed.

Other assessments
Genomic banked biospecimens X
Prep D13
Pharmacogenomic sample X X
Post- Treatment

Survival follow-up® | N N N I [ [x]

Abbreviations: — = ongoing/continuous event; BCMA = B-cell maturation antigen; BM = bone marrow; BP = blood pressure; CT = computed tomography:
CR = complete response; Deoxyribonucleic acid = DNA; Echo = echocardiogram; ECG = elec‘rrocardmg:l am; ECOG = Eastern Cooperative Oncology Group;
end of treatment = EOT; IHC = immunochistochemistry; MM = multiple myeloma; MRD = minimal residual disease; MRI = magnetic resonance imaging;
MUGA = multigated acquisition scan; NK = natural killer; PD = pharmacodynamic; positron emission tomography = PET; pharmacokinetic =PK; quantitative
polymerase chain reaction = qPCR; ribonucleic acid = RNA; serum immunofixation electrophoresis = SIFE; SOC = standard of care; serum protein
electrophoresis =SPEP; TCR = T-cell receptor; T, B, and NK lymphocytes = TBNK; 24 hr urine immunofixation electrophoresis = UIFE; 24 hr urine protein
electrophoresis = UPEP.

*Please see Schedule of Pharmacokinetic, Soluble Factor and Cytokine Assessments C for assessments on Cycle 1 Day 4 (C1D4) and Cycle 2 Day 4 (C2D4).
|:] Activities in grayed out columns should only be done for SCPF-06863135 Q1W dosing schedule but skipped for Q2W dosing.
Footnotes for Schedule of Activities C

1. Screening: To be completed within 28 days prior to start of study treatment.
2. Informed Consent: Must be obtained prior to undergoing any study-specific procedures, and be completed within 28 days prior to start of study treatment.

3. Mpyeloma history: will be collected within 28 days during screening prior to start of study treatment. Includes history of disease under study including
details of primary diagnosis, biopsy information, and treatment history.

4. Medical History: Includes history of disease process other than the cancer under study (active or resolved) and concurrent illness. Includes prior
treatments and any current medical treatments for any condition.

5. Baseline Signs & Symptoms: Patients will be asked about any signs and symptoms experienced within the 28 days prior to C1D1. During the study. any
new or worsened conditions since baseline will be recorded on the Adverse Events (AE) case report form (CRF) page.
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Schedule of Activities C Screening! Treatment Period 1 month Survival
Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards [EOT*| Follow-up ** | Follow-up™
to (1 Cycle = 4 weeks)
enrollment

Study Day -28 | -14 |1 2 34| 8 [15]22] 1 4% 8 |15(22| 1 |8 |15 | 22 28d|904d|120d

to-1 |to-1

Visit Window (days) 41 |£1 | £1 | 1 | £1 | #1 | £2 |#£2]| +2 |£2| £2 | £2 +7 | +7 | +7 +14

6. Registration: Patient number and dose level allocation assigned by Pfizer Inc.

7. Patient hospitalization: All patients in Parts 1 SC Q2W, 1C, and 1D dose escalation will be hospitalized for 72 hrs from Cycle 1 Day 1 (C1D1).
Hospitalization period may be extended if the patient experiences abnormal laboratory findings or ongoing adverse events that require further
hospitalization. Hospitalization in Parts 2A, 2C, and 2D at C1D1 may be optional based on safety data from Parts 1A, 1C, or 1D respectively.

7. Physical examination (PE): Physical examination includes neurological assessment and, at screening, will also include height.

8. Weight: Weight will be measured prior to dosing.

9. Vital Signs: Includes temperature (oral, tympanic, temporal or axillary), blood pressure (BP), and pulse rate to be recorded in the sitting position after
5 minutes of rest.

10. Performance Status: Use Eastern Cooperative Oncology Group (ECOG) — see Appendix 4.

11. 12-Lead electrocardiogram (ECG): At screening, single 12-lead ECG will be performed. On C1D1 until C2D22, triplicate 12-lead ECGs will be
performed to determine mean QTcF mterval. On Days 1, 8, 15 and 22 of Cycles 1 and 2, ECGs will be performed prior to investigational product
administration (up to 60 minutes before dosing), and the end of infusion or subcutaneous injection. For subcutaneous administration only, triplicate
12-lead ECGs will also be performed on Day 4 of Cycles 1 and 2. From Cycle 3 onwards, single 12-lead ECG will be performed on Day 1 of each cycle
prior to investigational product administration (up to 60 minutes before dosing). When coinciding with blood sample draws for pharmacokinetics (PK),
ECG assessment should be performed prior to blood sample collection, such that the blood sample is collected at the nominal time. If the mean QTcF is
prolonged (=500 msec), the ECGs should be re-evaluated by a qualified person at the institution for confirmation. Additional triplicate ECGs may be
performed as clinically indicated.

12. Echocardiogram (Echo) or multigated acquisition scan (MUGA): Echo or MUGA will be evaluated in patients with previous history of cardiac events.
For these patients, an Echo or MUGA will be performed at screening, when clinically indicated and at the end of treatment (EOT) visit.

13. Hematology: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to
investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

14. Blood Chemistry: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to

investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.
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Schedule of Activities C Screening! Treatment Period 1 month Survival
Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards | EOT® | Follow-up 3 |Follow-up
to (1 Cycle = 4 weeks)
enrollment

Study Day -28 | -14 (1| 2 3|4 | 8 |15]22 | 1 4* 8 |15(22| 1 |8 |15 | 22 28d|904d|120d

] ) to-1 |to-1
Visit Window (days) 41 |£1 | £1 | 1 | £1 | #1 | £2 |#£2]| +2 |£2| £2 | £2 +7 | +7 | +7 +14
15. Coagulation: No need to repeat on C1DI if baseline assessment performed within 3 days prior to that date. All samples will be collected prior to

16.

17.

18.

19.

20.

21.

investigational product administration on days whereby investigational product is to be administered. See Assessments Section 7.1.3 for Laboratory Tests
list.

Hepatitis assessment: Screening tests for hepatitis B (HBV) and C (HCV) should be performed including hepatitis B surface (HBs) antigen, hepatitis B
core (HBc) antibody, and hepatitis C virus (HCV) antibody. In the case of apparent ongoing HBV or HCV infection, reflex serum DNA or RNA viral load
testing, respectively, will be performed. See Assessments Section 7.1.3 for Laboratory Tests list.

Multiplex cytokine assays: see SCHEDULE OF PHARMACOKINETIC, SOLUBLE FACTOR AND CYTOKINE activities C table. See assessments
Section 7.5.4 for laboratory tests list.

Urinalysis: Dipstick is acceptable. Microscopic analyses if dipstick abnormal. No need to repeat on C1D1 if baseline assessment performed within 3 days
prior to that date. Following C1D1. only obtain as clinically indicated until EOT. See Assessments Section 7.1.3 for Laboratory Tests list.

Pregnancy Test and contraception check: Contraception only required for WOCBP. Contraception use will be checked to confirm that contraception is
used throughout the study and for 5 months after the last dose of study treatment consistently and correctly. Serum pregnancy test for females of child
bearing potential (see Pregnancy Testing Section 7.1.1). In addition, for Parts 1C, 1D, 2C, and 2D, pregnancy testing should occur at C1D1 and weekly
during first cycle, and if menstrual cycles are irregular should occur every 2 weeks thereafter. Contraception use will be checked to confirm that
contraception is used consistently and correctly. In addition, any risk evaluation and mitigation strategy (REMS), pregnancy prevention programs (PPP),
or other applicable programs required per local regulations for lenalidomide and pomalidomide must be followed where applicable.

Treatment with investigational product PF-06863135: Investigational product will be administered on Day 1. 8, 15 and 22 of each cycle (see
Administration Section 5.4). If a patient has received treatment with Q1W PF-06863135 for at least 6 months, and disease assessments have remained
stable over at least 2 months, consideration may be given to increasing dose intervals from weekly to every 2 weeks or once every four weeks (once per
cycle: only CXDI1 dosing and activities applicable) after consultation with sponsor. Cycles would remain the same length with any skipped weekly doses
noted. For Q2W dosing, it would be preferable to skip dosing of PF-06863135 on Days 8 and 22 of each cycle (ie, omit activities in gray columns). If the
patient subsequently begins to have increase of disease burden, dose intervals should return to weekly dosing.

Serum immunofixation electrophoresis (SIFE), serum protein electrophoresis (SPEP), serum free light chain analysis (FLC) tests and beta-2
microglobulin tests: No need to repeat on C1D1 if baseline assessment performed within 3 days prior to that date. See Assessments Section 7.2.1 for
laboratory disease assessment tests list. Beta 2 microglobulin will be collected on C1D1 (other time points are optional). Note that SIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CR, and at suspected progression (clinical or biochemical). When a
complete response (CR) or a clinical or biochemical progression is suspected, SPEP, SIFE, and serum free light chain analysis (FLC) tests will be repeated
within 1 to 4 weeks. For patients scheduled to be dose escalated, samples will also be collected within 1 week prior to receiving the first higher dose. All
samples will be collected prior to investigational product administration on days whereby investigational product is to be administered. If patients were
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22,

23.

24.

treated with daratumumab less than 114 days prior to planned treatment day, daratumumab will interfere with SPEP, UPEP, SIFE and UIFE assays.
Therefore, for these patients, FLC assay should be completed at screening, C1D1, and all subsequent disease assessments. In these patients who
previously received daratumumab serum and urine M-spike if measurable at baseline in these patients should also be followed at the same timepoints as
FLC with the most representative marker of disease status used for determination IMWG assessment.

24 hr urine immunofixation electrophoresis (UIFE), 24 hr urine protein electrophoresis (UPEP): No need to repeat on C1D1 if baseline assessment
performed within 3 days prior to that date. See Assessments Section 7.2.1 for laboratory disease assessment tests list. Note that UIFE will only be
completed at baseline when electrophoresis shows no measurable protein, at suspected CR, and at suspected progression (clinical or biochemical). When a
CR or a clinical or biochemical progression is suspected, UPEP and UIFE will be repeated within 1 to 4 weeks. For patients scheduled to be dose
escalated. samples will also be collected within 1 week prior to receiving the first higher dose. If samples collection day coincides with days whereby
investigational product is to be administered, samples will be collected prior to investigational product administration.

Bone Marrow Collection and Assessments: For C1D1 and on-treatment bone marrow collections and assessments, see Section 7.2.2. Sample for Cycle 1
Day 1 (C1D1) may be taken up to 7 days before study treatment. Bone marrow collections and local plasma cell assessments should be fixed according to
the calendar. regardless of treatment delays. Bone marrow evaluation consisting of bone marrow aspirate and/or bone marrow biopsies will be performed
to follow disease response. When bone marrow plasma-cell infiltration is assessed by both bone marrow aspirate and by bone marrow biopsy, the highest
value of bone marrow plasma-cell infiltration should be utilized for response evaluation. Bone marrow aspirates will also be collected and plasma cells
will be evaluated at time of suspected complete response (CR) and optional at time of suspected disease progression. Bone marrow biopsy will also be
collected and plasma cells will be evaluated when confirmation of stringent complete response (sCR) is required. For patients who experience a plateau or
CR. additional BM aspirates at 9 months after C1D1 and onwards will be optional. Optional bone marrow aspirate and biopsy samples will also be taken
at disease progression if a sample was not taken within the past 4 weeks. If a patient is scheduled for escalation to the next highest dose level cohort
following 60-day late toxicity evaluation, a bone marrow aspirate will be collected within 1 week before dose escalation, unless an on-treatment sample
was collected within the past 28 days or the investigator assesses that there in an unjustifiable risk for the patient, and/or the patient refuses to undergo a
bone marrow procedure. A bone marrow aspirate sample will be collected for central MRD assessment using the next generation sequencing (NGS) assay
when patient is in suspected CR or actual CR. A C1D1 bone marrow aspirate must also be collected in all patients as the baseline MRD reference sample.
Samples for MRD assessments should be aliquoted from the first bone marrow aspirate pull. Samples at 1 and 3 months after C1D1 will be collected

17 days; samples at 9 months after C1D1 and later will be collected £14 days.

Disease assessments by fluorodeoxyglucose (FDG) positron emission tomography (PET)/ computerized tomography (CT): See Assessments
Section 7.2.3. Radiographic assessments obtained per the patient’s standard of care prior to enrollment into the study do not need to be repeated and are
acceptable to be used as baseline evaluation, if, (1) obtained within 28 days before C1DI, (2) the same technique/modality can be used to follow identified
lesions throughout the trial for a given patient, and (3) appropriate documentation indicating that these radiographic tumor assessments were performed as
standard of care is available in the patient’s source notes. For all patients, images are required at screening, suspected CR, when disease progression is
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25.

26.
27.

28.

29.

30.

suspected (eg, symptomatic deterioration), end of treatment visit (if not done in previous 4 weeks) and when otherwise clinically indicated. In patients
with measurable target lesions at screening, images at 1 and 3 months after C1D1 will be collected 7 days: images at 9 months after C1D1 and every
6 months thereafter will be collected £14 days. For sites in Germany: Only MRI is allowed to be used as imaging modality for participants.

Adverse Event (AE) Assessments: AEs should be documented and recorded at each visit using the National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI CTCAE) version 4.03. The severity of cytokine release syndrome (CRS) will be assessed according to the grading
described by Lee et al. (2014 and 2019,%* See Appendix 5) instead of CTCAE. In addition, ASTCT consensus grading of CRS and ICANS? will be
captured separately from the AE assessments (See Appendix 5). The time period for actively eliciting and collecting AEs and SAEs (“active collection
period™) for each patient begins from the time the patient provides informed consent through and including a minimum of 90 calendar days after the last
investigational product administration. If the patient begins a new anticancer therapy, the period for recording non-serious AEs on the case report form
(CRF) ends at the time the new treatment is started. However, any SAEs occurring during the active collection period must still be reported to Pfizer
Safety and recorded on the CRF, irrespective of any intervening treatment.

Concomitant Treatments: all concomitant medications and Nondrug Supportive Interventions should be recorded on the CRF.

Genetic Analysis: Bone marrow aspirates taken on C1D1 will be evaluated at local lab for t(4;14)(p16:q32), t(14:16)(q32:q23), 17p13 deletions,
t(11;14)(q13:q32). chromosome 13 deletion, ploidy category, and chromosome 1 abnormalities. If some of these cytogenetic assessments cannot be done.
site should provide patient’s most recent cytogenetic testing results and enter into Ecrf. Sample may be taken up to 7 days before the start of study
treatment.

BCMA+ expression on multiple myeloma cells in bone marrow: Expression of BCMA will be evaluated on fresh bone marrow aspirates (by flow
cytometry) and biopsies (by THC). Expression of additional markers including CD138 will also be evaluated. Additional analyses may be performed on
bone marrow biopsies, including immunophenotyping of infiltrating immune cells and exploratory molecular analyses. If the sample collection day
coincides with days whereby investigational product is to be administered, samples will be collected prior to investigational product administration.
Sample for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples at 1 and 3 months after C1D1 will be collected +7 days:
samples at 9 months after C1D1 will be collected +14 days.

Soluble BCMA: See Schedule of Pharmacokinetic, Soluble Factor and Cytokine Activities C. Soluble BCMA will be measured in plasma by mass
spectromeitry.

TBNK and Immunophenotyping: enumeration and phenotypes of T-cell subsets by multiparameter flow cytometry. If sample collection day coincides
with days whereby investigational product is to be administered, samples will be collected prior to investigational product administration. Bone marrow

sample for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples at 1 month or 3 months after C1D1 will be collected +7 days.
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When bone marrow aspirate samples are taken for disease response evaluation, samples for TBNK and immunophenotyping will also be acquired=In the
event of SC dose route, omit C1D2 collection.

31. Gene expression ribonucleic acid (RNA) profile: gene expression associated with activation state and anti-tumor activity will be measured by RNA
sequencing in bone marrow. If sample collection day coincides with days whereby investigational product is to be administered, samples will be collected
prior to investigational product administration. Bone marrow sample for Cycle 1 Day 1 (C1D1) may be taken up to 7 days before study treatment; samples
at 1 month or 3 months after C1D1 will be collected +7 days: samples at 9 months after C1D1 will be collected +14 days. When bone marrow aspirate
samples are taken for disease response evaluation, samples for gene expression analysis will also be acquired. In the event of SC dose route, omit C1D2
collection.

32. T-cell receptor (TCR) sequencing: clonal expansion, contraction and diversity and its association with activity and durability will be assessed by
deoxyribonucleic acid (DNA) sequencing of TCR in bone marrow. If sample collection day coincides with days whereby investigational product is to be
administered, samples will be collected prior to investigational product administration. Bone marrow sample for Cycle 1 Day 1 (C1D1) may be taken up
to 7 days before study treatment; samples at 1 month or 3 months after C1D1 will be evaluated £7 days: samples at 9 months after C1D1 will be collected
+14 days. When bone marrow aspirate samples are taken for disease response collected, samples for TCR sequencing will alse be acquired.

33. Genomic banked biospecimens Prep D1: If not collected on C1D1. collect at the next available time point when biospecimens are being collected in
conjunction with a patient visit.

34. One month follow-up: At least 28 calendar days, and no more than 35 calendar days, after discontinuation of treatment, patients will return to undergo
review of concomitant treatments, vital signs, and assessment for resolution of any treatment-related toxicity. Patients continuing to experience toxicity at
this point following discontinuation of treatment will continue to be followed at least every 4 weeks until resolution or determination, in the clinical
judgment of the investigator, that no further improvement is expected. If the patient completes the follow-up visit prior to completion of the 60 day long
term dose limiting toxicity (DLT) observation period, a follow up phone call will be completed on at least Day 60, and no more than Day 65.

35. End of Treatment (EOT) Visit: Obtain these assessments if not completed in the last week (last 4 weeks for disease assessments).

36. Survival follow up: Following discontinuation of study treatment (unless patients are lost to follow up, consent is withdrawn, or study is discontinued by
the sponsor), survival status will be collected by telephone every 3 months until death, or up to approximately 30 months after last patient first dose,
whichever comes first. Subsequent anti-cancer therapies and relevant transplant information will also be collected. Any SOC disease assessments
obtained between EOT and subsequent anti-cancer therapy will be collected.

37. Local Site Injection Tolerability Assessment (SC Administration Cohort Only): Assessment of injection site should be conducted at 1 to 4 hours
following treatment administration on Day 1, 8 and 15 for the first cycle. If injection site pain or injection site reaction (ISR) characteristics continue to
persist after the first cycle, local site injection tolerability assessments should continue until the symptoms resolve.
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Visit Identifier Days prior Cycle 1 Cycle 2 Cycle 3 onwards | EOT*|  Follow-up* | Follow-up*
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38. Treatment with lenalidomide: A dose of 15 mg of lenalidomide will be administered orally on days 1-21 over a 28 day cycle. For subsequent cycles,
dosing will be every 4 weeks. Day 1 safety laboratory test results need to be reviewed by the investigator prior to dosing at the beginning of each cycle for

dosing confirmation.

39. Treatment with pomalidomide: A dose of 4 mg of pomalidomide will be administered orally on Days 1-21 over a 28 day cycle. Day 1 safety laboratory
test results need to be reviewed by the investigator prior to dosing at the beginning of each cycle for dosing confirmation.
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SCHEDULE OF PHARMACOKINETIC, SOLUBLE FACTOR AND CYTOKINE ACTIVITIES C: PARTS 1 SC Q2W, 1C
AND 1D (DOSE ESCALATION COMBINATION) AND 2A, 2C AND 2D (DOSE EXPANSION COHORTS) WITHOUT
PRIMING DOSE

The schedule of pharmacokinetic, soluble factor and cytokine activities table provides an overview of the protocol visits and
procedures. This schedule of activities (both gray and white columns) is applicable to Parts 1C, 1D, 2A, 2C and 2D as well as Part 1
SC Q2W dosing without a priming dose. Please refer to Schedule of Activities B for if priming dose and maintenance is selected.

Grayed out columns should only be performed i1f Q1W dosing of PF-06863135 is selected but not for Q2W dosing.

The investigator may schedule visits (unplanned visits) in addition to those listed in the schedule of activities table in order to conduct
evaluations or assessments required to protect the well-being of the patient. See Appendix 10 for alternative measure guidelines due
to COVID-19.

Visit Upto? Treatment Period EOT
Identifier days
prior to
CiD1
Cycle 1 Cycle 2 Cycle 3
onwards
Study Day D1 D2| D4 D8 D15 D22 D1 D4| D8 D15 D22 D1
Hours 0|2 4 8|24 72 |0] 2 4 0 2 (0] 2 0 2 4 7210 2 |0| 2 |O| 2 0 2
Pre/after
('lno:sing+
Visit +0.5hr|+1| £3 | £24 +0.5 0.5 hr|+£24
window hr| hrs | hrs hr hr
Cytokine X X | X X |X|X| X |[X| X X |X| X |X X X 3 (7 days)
evaluation and
in serum! 9 months
(£14 days)
after C1D1
Samples for X X X| X |X X X X X |X X X X? X
PF-0686313
5 blood
level (Parts
1SC, 1C,
and 1D
only)?
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Visit Upto7 Treatment Period EOT

Identifier days

prior to
C1D1

Cycle 1 Cycle 2 Cycle 3
onwards

Study Day D1 D2| D4 D8 D15 D22 D1 D4| D8 D15 D22 D1

Hours 0|2 4 8124 72 |0 2 4 0 2 10 2 0 2 4 72(0( 2 (0] 2 (0] 2 0 2
Pre/after
dosing’

Samples for X X X| X |X X X X X X X X X X
PF-0686313
5 blood
level (Parts
2A.2C, 2D
only)?

Samples for X X X X
lenalidomid
e blood
level (Parts
1C and 2C
only)?

Samples for X X X X
pomalidomi
de blood
level (Parts
1D and 2D
only)?

Blood X X X x4 X
samples for
PF-
06863135
ADA and
Nab*

Soluble X X X| X X |X X X X X | X X X x4 X
BCMA and
other
factors
(Parts 1 SC,
1C, and 1D
only)’

Soluble X X X| X [X X X X X x4 X
BCMA and
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Visit
Identifier days

Upto? Treatment Period EOT

prior to
CiD1

Cycle 1 Cycle 2 Cycle 3
onwards

Study Day D1 D2| D4 D8 D15 D22 D1 D4| D8 D15 D22 D1

Hours 0|2 4 8124 72 |0 2 4 0 2 10 2 0 2 4 72(0( 2 (0] 2 (0] 2 0 2
Pre/after
('lnosingT

other
factors
(Parts 2A,
2C, and 2D
only)’

ADA = Abbreviations: Anti-drug antibodies; BCMA = B-cell maturation antigen; D = Day: EOT = end of treatment; Nab = neutralizing antibodies.

T Sampling times are related to the start of the infusion/injection. All 0 hr samples should be taken prior to dose administration. All efforts will be made to
obtain the pharmacokinetic (PK) samples at the exact nominal time relative to dosing. However, samples obtained within the window specified will be
acceptable.

Activities in grayed out columns should only be done for SCPF-0863135 Q1W dosing schedule but skipped for Q2W dosing.

Footnotes for Schedule of Pharmacokinetic, Soluble Factors and Cytokine Activities C

1.

Cytokine evaluation in serum: See Cytokine Assessments Section 7.5.4 for a full list of cytokine assessments. All samples will be analyzed centrally.
All 0 hour samples will be collected prior to investigational product administration on days whereby investigational product is to be administered. If
CRS is suspected, an adhoc cytokine sample will be collected(see Section 7.1.3 Laboratory Safety Assessments). Should the site require cytokine
information for patient management, the site will have the option of collecting an additional sample for local analysis. If a sample for cytokine panel
evaluation is due to be collected on the same day as the day a suspected CRS event occurs, then an ad hoc sample for central analysis is not
required/collected. However, an ad hoc sample for local analysis may still be collected for patient management

Blood sample for PF-06863135 blood levels: Approximately 3 Ml sample of whole blood (to provide approximately 1.5 Ml of serum) will be collected
into a 3 Ml vacutainer tube at each time point for PK analysis of PF-06863135. After Cycle 8, pre- and post-dose PK samples will be collected only on
every 4% cycle (Cycle 8, Cycle 12, Cycle 16, etc.). An additional PK sample should also be taken if CRS is suspected, and a PK sample is not already
scheduled to be taken (eg. Cycle 3 onwards).

Blood sample for lenalidomide and pomalidomide blood levels: Approximately 3 Ml sample of whole blood (to provide approximately 1.5 Ml of
plasma) will be collected into a 3 M1 KoEDTA vacutainer tube at each time point within 2 hours prior to the administration of lenalidomide and
pomalidomide, respectively, for PK analysis of lenalidomide and pomalidomide.
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Visit Upto? Treatment Period EOT
Identifier days
prior to
C1D1
Cycle 1 Cycle 2 Cycle 3
onwards
Study Day D1 D2 | D4 D8 D15 D22 D1 D4| DS D15 D22 D1
Hours 24| 72 (0] 2 0 2 (0] 2 0 2 72 2 2 2 0 2
Pre/after
dosing’

4. Anti PF-06863135 Antibodies (ADA) and Neutralizing Antibodies (Nab): Two 1 Ml pre-dose serum samples (from 5 MI total whole blood) to detect
the presence of antibodies to PF-06863135 is to be obtained prior to the start of dose administration. Patients having an unresolved adverse event that is
possibly related to anti-PF-06863135 antibodies at the End of Treatment visit will be asked to return to the clinic for ADA and drug concentration blood

sampling at approximately 3-month intervals until the adverse event or its sequelae resolve or stabilize at a level acceptable to the investigator and

sponsor. After Cycle 4, pre-dose ADA and Nab samples will be collected only on Cycles 6, 8, and every 4 cycle thereafter (Cycle 8, Cycle 12,
Cycle 16, etc.).

5. Soluble BCMA and other factors: Approximately 3 Ml sample of whole blood (to provide approximately 1 MI of plasma) will be collected at each time
point for analysis of soluble BCMA and other factors by mass spectrometry. All 0 hour samples will be collected prior to investigational product
administration on days whereby investigational product is to be administered. After Cycle 8. pre- and post-dose PK samples will be collected only on
every 4 cycle (Cycle 8, Cycle 12, Cycle 16, etc.). An additional soluble BCMA/other factor sample should also be taken if CRS is suspected, and a
sample is not already scheduled to be taken (eg. Cycle 3 onwards).
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1. INTRODUCTION
1.1. Mechanism of Action/Indication

PF-06863135 1s a bispecific monoclonal antibody against B-cell maturation antigen (BCMA,
also known as tumor necrosis factor receptor superfanuly member 17 [TNFRSF17] or cluster
of differentiation [CD] 269) and CD3. Targeted T-cell mediated cytotoxicity follows the
binding of one epitope of PF-06863135 to CD3 expressing T-cells, and a second epitope to
BCMA expressing multiple myeloma cells. In this chinical study, PF-06863135 will be
evaluated for the treatment of adult patients with relapsed or refractory multiple myeloma as
monotherapy and in combination with lenalidonide, pomalidomide, or dexamethasone.

1.2. Background and Rationale
1.2.1. Multiple Myeloma

Multiple myeloma (MM) 1s a hematological malignancy that 1s characterized by uncontrolled
expansion of bone marrow plasma cells. Approximately 114,000 new cases of MM are
diagnosed worldwide each year, and 80,000 patients will die from their disease ® In the US,
the meidence of MM has increased from 4.91 per 100,000 1n 1975, to 6.79 per 100,000 in
2013.7 More patients are diagnosed at an older age; 34 4 per 100,000 diagnosed at

age 65 and over, whilst 2 4 per 100,000 are diagnosed under the age of 65.

MM 1s a disease that evolves from a pre-malignant stage of monoclonal gammopathy of
undetermined climical sigmificance (MGUS), to asymptomatic smoldering myeloma, to
symptomatic active myeloma ® During the active stage of disease, a majority of patients
develop painful bone lesions and organ dysfunction, leading to anenua, renal msufficiency
and hypercalcenua. Whulst patients with smoldering myeloma do not require primary
therapy, the treatment regimen for patients with active disease 1s currently dependent on the
patient’s eligibility to receive an autologous stem cell transplant (ASCT). For patients

<70 years old with no comorbidities, induction therapy (either proteasome inhibitor-based or
immunomodulation-based regimens) combined with an ASCT 1s the suggested approach,
with 2-year survival achieved in 80% of patients ®° Still, even in this younger age group, the
rate of toxicity following transplant 1s high, with 5% mortality due to adverse events reported
in clinical studies.' In older patients ie, those >70 years, adverse event related mortalities
following ASCT is a staggering 19%.!° Though in theory allogeneic stem cell transplant has
a curative potential, it 1s not a recommended regimen for this population as no survival
advantages have been demonstrated in randomized studies due to increased toxicities !' For
transplant meligible patients, immunomodulation based regimen of bortezonmub,
lenalidomude, and dexamethasone is the primary preferred treatment option as it was
demonstrated in the Phase IIT Southwest Oncology Group (SWOG) S0777 study that an
objective response rate (ORR), of 71%, and progression free survival of 43 months can be
achieved *!> However, toxicity remains to be a concern, with Grade 3 or higher neuropathy
reported in 24% of patients.
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Despite a number of recent advances, the majority of patients are expected to relapse, even
for those who respond mitially to treatment. Even for patients who are eligible to receive
autologous stem cell transplants, the median time to relapse was 17.2 months * Similarly,
for patients that are treated with novel proteasome nhibitor-based or
immunomodulation-based combination regimens as front line treatment, the median time to
relapse is 16 4 months '

Patients with relapsed refractory multiple myeloma who respond poorly to proteasome
mhibitor-based or immunomodulation-based regimens show a median overall survival of
only 1.5 years.’® In this relapsed setting, approximately 50% treatment-related adverse
events (AE) and 20% serious adverse events (SAE) have been reported '® Furthermore, each
subsequent line of therapy renders the patient more refractory to treatment. For example,
patients who are double-refractory to proteasome mhibitor-based or immunomodulation
regimens have a median overall survival of 9 and 5 months.'” It is therefore clear that
additional treatment approaches are required for relapsed/ refractory MM.

1.2.2. Bispecific Antibodies

Functional local and systemic immunity 15 often suppressed in a MM patient. Impaired
immumity results from the disruption of normal hematopoiesis following bone marrow
mvasion by plasma clones. The potential for T-cell based immunotherapy for MM has been
highlighted by the ability for graft immune reactive T-cells to eradicate myeloma cells
following allogeneic stem cell transplantation.'® It may therefore be possible to restore
immune-reactive T-cells, prevent malignant cell growth and decrease disease recurrence with
immunotherapeutic approaches.

Bispecific antibodies offer a novel immunotherapeutic approach that allows the direct
targeting of cytotoxic T-cells to tumor cells. These antibodies are engineered with two
separate antigen recogmtion domains; one that recogmizes a tumor antigen and another that
recognmizes CD3 expressed on T-cells. Simultaneous binding of CD3 and the tumor antigen
mitiates a cytotoxic response towards the bound tumor cell. Unlike normal T-cell
cytotoxicity, bispecific antibody mediated cytotoxicity 1s independent to the presence of
antigen presenting cells (APCs), expression of major listocompatibility complex (MHC)

I molecules by the tumor, and the presence of costimulatory molecules. Blinatumomab, a
CD19/CD3 bispecific antibody, was the first bispecific antibody to be approved by the
United States (US) Food and Drug Administration (FDA).!* In a Phase 2 trial of relapse or
refractory B cell acute lymphoblastic leukenua (ALL) patients, 33% achieved complete
response (CR) and 10% achieved CR with incomplete hematological recovery.' It may
therefore be possible to use the same approach for MM with a myeloma-restricted antigen.

B-cell maturation antigen (BCMA, also known as TNFRSF17 and CD269) 1s a candidate for
bispecific antibody based immunotherapy. BCMA expression 1s upregulated during B-cell
maturation into plasma blasts and plasma cells, but 1t 1s not expressed on naive B cells,
hematopoietic stem cells or normal tissues such as the heart, lung, kidney, or tonsil %!
BCMA knockout mice show normal development, and are able to elicit a normal humoral
immune response *>** In multiple myeloma, BCMA expression was identified at each
disease stage, and on patients with differing cytogenetic risks.*® Furthermore, BCMA
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expression was not influenced by treatment with autologous stem cell transplant (ASCT) or
chemotherapy.*®*' In vivo, bispecific antibodies against BCMA have been shown to induce
T-cell activation, reduce tumor burden and prolong survival ***¢ A Phase 1 dose escalation
study with a BCMA bispecific antibody (BI 836909) has been imtiated. As of August 2019,
43 patients have been enrolled *¢

1.2.3. PF-06863135

PF-06863135 1s a heterodimeric humamzed full-length bispecific antibody compnised of one
B-cell Maturation Antigen (BCMA) binding arm and one cluster of differentiation (CD3)
binding arm paired through hinge mutation technology. It utilizes a modified human IgG2Da
fragment crystallizable (Fc) region. The half-life of PF-06863135 was 3 daysin a
non-human primate model, and PF-06863135 has a projected ternunal half-life of 10 days in
humans.

1.2.3.1. Safety

The safety, efficacy, and PK of elranatamab were mmtially evaluated in Phase 1 study
(C1071001) as monotherapy (IV and SC) or in combination with lenalidomide or
pomalidonude.

As of the 22 June 2022 data cutoff date, 101 participants have been enrolled in the study as
follows: 23 in Part 1 IV dose escalation, 30 in Part 1 SC dose escalation, 20 in Part 1.1 SC
priming dose cohorts, 15 m Part 2A: SC dose dose expansion, 4 in Part 1C: elranatamab +
lenalidomide and 9 in Part 1D: elranatamab + pomalidomide. In Part 1.1, to nutigate the risk
of CRS and ICANS, participants received a pniming dose of 600 pg/kg elranatamab
(equuivalent to 44 mg) on Day 1 prior to the first full dose of 1000 pg/'kg (equivalent to 76
mg) on Day 8. In Part 2A | in addition to the priming dose of elranatamab, participants
recerved pre-medication with dexamethasone, acetaminophen and diphenhydramine prior to
the first 2 doses, priming dose and first full dose respectively.

Based on the data from this study, 76 mg QW admimistered SC was selected as the RP2D of
elranatamab for future studies. This section will focus on safety data from participants who
recerved elranatamab monotherapy at the full 1000 pg/kg or 76 mg [QW or Q2W] dosing

regimen (N=41) regardless of pnming dose or premedication.

In the 41 participants who received elranatamab monotherapy at the full 1000 pg/kg or 76 mg
[QW or Q2W] dosing regimen , the most common all causality TEAEs (frequency =20%)
were CRS (87.8%), neutropema (78.0%), anemma (63.4%), ISR. (56.1%), thrombocytopema
and fatigue (each 48.8%), diarthea, hypophosphatenma and lymphopema (each 39.0%),
decreased appetite and dry skin (each 36.6%), back pain (34.1%), nausea and
hypomagnesaenua (each 31.7%), AST increased and leukopema (each 26.8%), ALT
mncreased, fall, hypokalemia, pyrexia, vomiting, pain in extremity and weight decreased (each
24 4%), arthralgia, cough, dyspnoea, headache and pneumonia (each 22.0%).

For additional information, refer to the single reference safety document (SRSD), which for
this study 1s the Investigator’s Brochure.
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1.2.3.2. Efficacy

Climcal activity has been observed m Study C1071001. As of the 22 June 2022 data cutoff
date, the confirmed objective response rate at the full 1000 pg/kg or 76 mg [QW or Q2W
dosing regimen (N=41)] was 63.4% (95% CI, 48.1, 76.4), per IMWG cniteria. Responses
were durable and deepened over time. Median duration of follow-up for all 41 patients
treated at the full 1000 pg/kg or 76 mg (QW or Q2W dosing regimen) was 10.94 months
(0.30, 24.41). For responding participants, the median duration of response (95% CI) was
11.6 (7.2, NE) months. The median progression-free survival (95% CI) was 10.4 (4.7, 15.2)
months.

Additional information for this compound may be found in the single reference safety
document (SRSD), which for this study 1s the Investigator’s Brochure.

1.2.3.3. Monoclonal Antibody Interference of Laboratory Evaluation of Myeloma

With the increasing use of therapeutic immunoglobulin G kappa (IgGx) mAbs, etther as a
treatment for multiple myeloma itself, or for other reasons, the 1ssue of mAb mterference and
associated false-positive results in the monoclonal spike (M-spike) assay for patients with
IgGy multiple myelomas has been noted. On both serum protein electrophoresis (SPEP) and
serum immunofixation electrophoresis (SIFE) methods, a visible and quantifiable myeloma
protein (M-protein) corresponding to the therapeutic antibody may mmgrate with similar
characteristics to the patient’s own M-spike. This has prompted the international myeloma
working group (IMWG) to 1ssue an updated definition of CR that when looking at detectable
myeloma protein (M-protein) in peripheral blood, the presence or absence of monoclonal
bands by SPEP and SIFE must be made only in reference to the patient’s orniginal M-protein
secreted by pathologic plasma cells*” This speaks to the importance of having a baseline
sample from the patient’s original disease clone and also the need for experienced readers
who can recogmize characteristic migration patterns of certain therapeutic mAbs. Studies
report the detection limit in SPEP and SIFE assays using samples spiked with therapeutic
mAbs to be 100 pg/ml; a concentration that 1s well exceeded in the circulation at therapeutic
doses.*® PF-06863135, however, is predicted to reach a maximal serum concentration of
100 pg/ml only at doses of 2500 pg/kg and above; hence there 1s no expectation of
therapeutic mAb interference in the M-spike assay m this instance.

1.2.4. Nonclinical Safety Information

In nonclimcal safety studies conducted in cynomolgus monkeys with PF-06863135
admimistered by either the IV or SC route for up to 1-month 1 duration, the key effects were
cytokine elevations that were occasionally accompanied by emesis during the first 6 hours
after the first drug administration and mimimal to moderate inflammation at the mnjection

site. Decreases in B cells and plasma cells as well as fluctuations in peripheral T-cell
numbers were observed in IV studies where immunophenotyping measurements were
mcluded. All of these effects were considered related to the mechamsm of action. In
addition, red skin discoloration was noted i a subset of amimals administered PF-06863135
by the IV route. None of the effects were considered adverse. Thus, the no observed adverse
effect level (NOAEL) m the pivotal toxicity study was =0.3 mg/kg in monkeys [lughest dose
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tested; maximum concentration (Cmax) of 10.4 png/mL and area under the curve (AUC163) of
715 pg'h/mL]. A detailed summary of the nonclinical safety programs are provided in the
current Investigator’s Brochure.

1.2.5. PF-06863135 Preclinical Efficacy

Efficacy of PF-06863135 has been demonstrated in vitro and in vivo, as summarized below.

1.2.5.1. In Vitro Activity of PF-068631335

Using fresh bone marrow aspirates from myeloma patients, PF-06863135 eliminated
myeloma cells in a dose-dependent manner (see Figure 1A). There was a modest correlation
between effective concentration 50 (EC50) and number of BCMA receptors on the cell
surface when multiple myeloma cell lines with varying BCMA cell surface receptor levels
were used 1n a cytotoxicity assay (Figure 1B). BCMA is shed from the surface of myeloma
cells, and soluble BCMA 1n patient serum may decrease activity of PF-06863135 by acting
as a sink. Bone marrow stromal cells are known to protect MM cells from drug treatment
and induce myeloma cell growth. In the case that either of these suppressive mechanisms
negatively impact PF-06863153 activity, the protocol allows dosing up to 60 fold over the
predicted clinical efficacious dose.

Figure 1. PF-06863135 Activity In Vitro
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Abbreviations: EC50 = half maximal effective concentration; E:T = effector (T cells) to target (myeloma cells)
ratio; nM = nanomolar; pM = picomolar; sABC = specific antibody-binding capacity

1.2.5.2. Single Agent Anti-tumor Efficacy of PF-06863135 in Orthotopic Multiple
Myeloma Models Tumor Models

Activity of PF-06863135 was also evaluated in MM orthotopic tumor models. Multiple
myeloma cell line (OPM-2), myeloma cells were injected into NOD scid gamma (NSG)
mice. Fourteen days following OPM-2 injection, the mice received an intraperitoneal
injection of CD3+ T-cells and a single dose of PF-06863135 two additional days later. As
shown 1n Figure 2, PF-06863135 dose dependently inhibited tumor growth, and elimination
of myeloma cells was observed on Day 24. At the highest dose level of 300 pg/kg, tumor
growth reduction was sustained up to Day 55 when the study was terminated. Similar results
were observed using MM1.S (a glucocorticoid sensitive multiple myeloma cell line) and
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MOLP-8 (a multiple myeloma cell line with t(11;14)(q13;q32) chromosomal abnormality
and negative for CD28) tumor models.

Figure 2. PF-06863135 Activity in an OPM-2 MM Orthotropic Tumor Model
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1.2.5.3. Anti-tumor Efficacy of PF-06863135 in Combination with the
Immunomodulatory Drug Lenalidomide in Orthotopic and Subcutaneous Myeloma
Models

In vivo studies were performed in T cell engrafted human myeloma orthotopic tumor-bearing
mice to evaluate the combination of PF-06863135 with the immunomodulatory drug (IMiD)
lenalidonude (PF-06863135 29Apr19 093404).

In the hugh BCMA expressing MM 1S model, PF-06863135 treatment resulted in superior
anti-tumor response versus lenalidonude alone. Tumor growth mhibition induced by
PF-06863135 was enhanced when given m combination with lenalidomide compared to
single agent treatments, although 1t was not statistically significant (Figure 3A). Using body
weight as a measurement of potential for toxicity, there were no indications that the
single-agent or combinations therapies had negative effects on the general health of the
animals during the study. In the MOLP-8 model, which expresses low levels of BCMA,
tumor growth inhibition was statistically significantly enhanced in the PF-06863135 +
lenalidomude combination compared to other treatments (Figure 3B). The human T cell
engrafted myeloma models have a limited repertoire of human immune cells engrafted and
therefore they cannot be used to comprehensively recapifulate all potential mechanisms of
action of lenalidomide. Perhaps because of this, the enhancement in anti-tumor activity was
not statistically significant in the MM_1S model compared to single agent PF-06863135
treatment groups. Even so, enhanced fumor activity of the combination of PF-06863135 and
lenalidomude was observed in both the MM 1S and MOLP-8 models, suggesting the potential
for synergy in the human setting_
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Figure 3. Efficacy of PF-06863135 in Combination with Lenalidomide in MM.1S and
MOLP-8 Orthotopic Tumor Models
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A. 20 x 10° pre-activated and expanded T cells were administered on Day 20 after MM.1S-Luc tumor cell
inoculation IV. Single dose PF-06863135 (10 ug/kg) or negative bispecific (7 pg/kg) was administered IV on
Day 22 after tumor cell inoculation. Lenalidomide was administered at 15 mg/kg orally (PO) 5x/week starting
on Day 22 after tumor inoculation. N = 9-10 animals per group.

B. 20 x 10¢ pre-activated and expanded T cells were administered on Day 7 after MOLP-8-luc tumor cell
inoculation IV. Single dose PF-06863135 (0.1 or 0.3 mg/kg) was administered IV on Day 9 after tumor cell
inoculation. Lenalidomide was administered at 50 mg/kg PO 5x/week and bortezomib (a proteasome inhibitor)
was administered at 1 mg/kg TP 2x/week starting on Day 9 after tumor inoculation. N = 6-7 animals per group.
Tumor cell bioluminescence captured as Total Flux serves as a measure of tumor burden and was measured 2x a
week. Plot depicts mean logarithmic luminescence (p/s = SEM). 2x = twice; 5x = five times; d = day post
MM1.S-Luc tumor cell inoculation; IV = Intravenous; kg = kilogram; mAb = Monoclonal antibody;

pug = micrograms; mg = milligram; N = number of mice: PO = per os or oral gavage administration;

p/s = photons/second; SEM = standard error of the mean.

1.2.6. Lenalidomide

Lenalidomide (Revlimid®) is a thalidomide analogue which has immunomodulatory,
antiangiogenic, and antineoplastic properties that induces apoptosis of certain hematopoietic
tumor cells including multiple myeloma, mantle cell lymphoma, and del (5q)
myelodysplastic syndromes in vitro.”’ Lenalidomide is indicated for patients with Multiple
myeloma (MM) in combination with dexamethasone. It is also indicated as a maintenance
for patients with MM following autologous hematopoietic stem cell transplantation (auto-
HSCT). Most common side effects include fatigue, neutropenia, constipation, diarrhea,
muscle cramp, anemia, pyrexia, peripheral edema, nausea, back pain, upper respiratory tract
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infection, dyspnea, dizziness, thrombocytopenia, tremor and rash. Lenalidomide, a
thalidomide analogue, can cause embryo-fetal toxicity.

Lenalidomde will be dosed at 15 mg orally daily days 1-21 of every 28 days starting C1D1.
Complete information for this compound can be found in the Celgene USPI, Revlimid®
(lenalidomide), Summit, New Jersey which is the SRSD for this study ** In the EU,
Revlimid® can be found at the European Medicines Agency SPC*! In Canada this
compound can be found in the Celgene Product Monograph, Revlimid® (lenalidomide)
Mississauga, Ontario

1.2.7. Pomalidomide

Pomalidomide (Pomalyst® in the US and Imnovid in the EU) is a thalidomide analogue
which has direct anti-myeloma tumoricidal activity, mhibits stromal cell support for MM
tumor cell growth and has immunomodulatory activities ** Additionally, pomalidomide
induces tumor cell death in both, lenalidomide-sensitive and lenalidomide-resistant cell lines.
Pomalidomide 1s indicated in combination with dexamethasone for patients with MM who
have recerved at least 2 prior therapies including lenalidomide and a proteasome mhibitor
and have demonstrated disease progression on or within 60 days of completion of the last
therapy. Most common side effects include fatigue and asthema, neutropemia, anemma,
constipation, nausea, diarrhea, dyspnea, upper-respiratory tract infections, back pam, and
pyrexia. Rash cough, peripheral edema, muscle spasms, and hypothyroidism can also be
common side effects. Pomalidomide, a thalidomide analogue, can cause embryo-fetal toxicity.

A dose of 4 mg of pomalidomide will be admimistered orally on Days 1-21 of every 28 days
starting C1D1. Complete information for this compound can be found in the Celgene USPI,
analystﬁ (pomalidonude), Summit, New Jersey (the SRSD for this study 3 In the EU,
Imnovid® can be found at the European Medicines Agency SPC > In Canada this compound
can be found in the Celgene Product Monograph, Pomalyst® (pomalidomide), Mississauga,
Ontario *®

1.2.8. Dexamethasone

Dexamethasone 1s a corticosteroid which has immunomodulatory properties and anti-
neoplastic activity against lymphoid malignancies including multiple myeloma *’
Dexamethasone has been used in the prevention and treatment of immune effector cell-
associated toxicities including cytokine release syndrome **~° In addition to its
immunomodulatory properties, dexamethasone exhibits anti-myeloma activity and has been
integrated into standard combination regimens such as
bortezomib/lenalidonude/dexamethasone and
daratumumab/lenalidomide/dexamethasone ***! Because the effect of dexamethasone on the
safety and efficacy of T-cell engaging bispecific agents 1s not known, the addition of
dexamethasone to PF-06863135 will be investigated in Part 1E and Part 2E. The most
common adverse reactions are cardiovascular, dermatologic, endocrine, flmd and electrolyte
disturbances, gastrointestinal, metabolic, musculoskeletal, neurological/psychiatric,
ophthalmic, abnormal fat deposits, decreased resistance to mfection, hiccups, increased or
decreased motility and number of spermatozoa, malaise, moon face, and weight gamn.
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Dexamethasone will be dosed as premedication at 40 mg orally 60 + 30 minutes prior to PF-
06863135 admimstration. For subjects older than 75 years or underweight (body mass index
[BMI] <18.5), dexamethasone may be dosed as premedication at 20 mg orally 60 + 30
minutes prior to PF-06863135 adnumistration. If a dose of PF-06863135 1s held or skipped,
then dexamethasone should not be admunistered. For patients receiving dexamethasone
premedication, dexamethasone should be discontinued after 6 months unless clinical

rationale to continue dexamethasone 1s provided by investigator and approved by sponsor.

1.2.9. Starting Dose Rationale
1.2.9.1. Intravenous (IV) Starting Dose Rationale

The selection of the starting dose for this first-in-patient (FIP) study was based on the
mimmum anticipated biological effect level (MABEL) in accordance with the International
Conference on Harmomzation (ICH) S9 Gmdance, given that PF-06863135 1s a bi-specific
T-cell-engaging agent with immune agonistic properties. The in vitro biological activities for
PF-06863135 were determined via T-cell activation, cytokine release, and cytotoxicity
experiments. Based on exposure-response analyses, eight out of ten assay measures achieved
20% maximal effect (effective concentration [EC]20) above 1.9 ng/mL.. All ten assay
measures also achieved 50% maximal effect (EC50) above 1.9 ng/ml.. This EC20 value in
combination with the projected PF-06863135 human pharmacokinetics (PK) based on
allometric scaling of monkey PK data were used for projecting the MABEL dose.
Specifically, the MABEL dose was calculated by setting the maximum (or peak) serum
concentration (Cpax) less than or equal to the 1.9 ng/mL. threshold (assumung peak cytokine
release and CD3+ T-cell activation 1s driven by maximum drug exposure). In addition,
receptor occupancy (RO) was calculated based on mn vitro binding affimties (equilibrium
dissociation constant or Kp) of PF-06863135 (38 pM against BCMA and 17 nM against
CD3) to further ensure that the recommended MABEL starting dose will result in mimnmum

receptor binding.

Based on thus MABEL approach, the clinical starting dose selected for the study 1s 0.1 pg'kg
given as a 2-hour mtravenous infusion given weekly in 3 week cycles. As PF-06863135 has
a projected half-life of 3.5 days in humans, a weekly regimen, with a projected <1.33-fold
exposure accumulation ratio at steady state across the planned dose escalation range was
chosen to maintain a higher average concentration over the dosing interval (a potential driver
of efficacy) relative to Cmax. The human Cumax for unbound PF-06863135 at the starting dose
of 0.1 pg/kg 1s projected to be approximately 1.1 ng/ml., which 1s expected to result in
mimmal biological effect. This free concentration projection accounts for binding to typical
levels of serum soluble BCMA (2.57 ng/mL) 1 healthy humans. Because the serum soluble
BCMA levels are elevated in relapsed/refractory MM patients, the unbound PF-06863135
concentrations at Cpa; may be lower. In addition, the recommended starting dose of

0.1 pg/ke 1s expected to result in mimimum receptor binding, as the theoretical receptor
occupancy (RO) values at the projected Cmax are less than 17% for BCMA and 0.05% CD3.

A body weight-based dosing approach (ug/kg) will be applied for the dose-escalation part
(Part 1) of FIP study of PF-06863135 with the goal to reduce inter-individual vanations in
PK exposure. Fixed-dosing approach will be applied in dose-finding for combination and
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also 1n all expansion parts of the study (see Section 1.2.9 4 for more details). Pfizer mntends
to conduct population PK analysis of PF-06863135 after sufficient data have been collected
to inform optimal dosing approach for future studies.

1.2.9.2. Subcutaneous (SC) Starting Dose Rationale

The proposed starting dose for SC admunistration 1s 80 pg/kg, one dose level higher (*Dose
IV +17) than the previously tested IV dose level (50 pg/kg) in Part 1 IV admimstration that 1s
deemed safe. Taking expected bioavailability for SC versus IV into consideration, the

80 pg/kg SC dose 1s expected to have lower exposure than 50 pg/kg IV. Available and
emerging safety data from completed and imtiated IV administration cohorts in the dose
escalation Part 1 IV informed and supported the decision to imnitiate SC admimistration.
Based on an assumed bioavailability <100% and slowed uptake to the systenuc circulation
with SC adnunistration, the systemic exposure Cy,.; and area under the curve (AUC) after SC
admimistration at the starting dose did not exceed exposures of “Dose IV -+1” for SC dose
escalation. Consequently, relative to the next proposed dose level m Part 1 IV, the SC
starting dose cohort 1s expected to exhibit comparable or less severe systemic adverse events,
mcluding CRS. This should reduce the potential for toxicity with the mitial transition from
IV to SC dosmg. The sponsor may decide to discontinue or pause the I'V dose escalation and
only determine an MTD/MAD for the SC route.

In cynomolgus monkeys, PF-06863135 was well tolerated following repeated IV doses up to
300 pg'kg or following repeated SC doses up to 300 pg/'kg. For reference, following SC
administration of PF-06863135 at 100 pug/kg weekly in humans and assuming

100% bioavailability, the systemic maximum concentration (Cmax) 15 predicted to be
approximately 33.4% and 57.0% of the Cmax observed following admimistration of 300 pg/kg
IV and 300 pg/kg SC, respectively in cynomolgus monkeys. Simularly, the area under the
concentration-time curve for the first dosing mterval (AUCq.15) following single SC
admimistration of PF-06863135 at 100 pg/kg weekly in humans 1s predicted to be
approximately 57.6% and 49 8% of the AUC deternuned following the admmumistration of
300 pg'kg IV and 300 pg/'kg SC, respectively, in cynomolgus monkeys. Thus, exposures of
PF-06863135 following SC admimistration up to 100 pg/kg are projected to be lower than
those observed to be well tolerated in cynomolgus monkey.

1.2.9.3. Starting Dose for Combination Safety Cohorts (Parts 1C, 1D and 1E)

The dose finding evaluation with PF-06863135 in combination with lenalidomuide or
pomalidomude 15 planned to be mitiated after the PF-06863135 monotherapy dose escalation,
and the MTD/MAD and RP2D of PF-06863135 monotherapy has been determuned. The
starting dose of PF-06863135 for the combination with lenalidomide or pomalidonude
therapy will be 1 dose level below the MTD/MAD 1f the MTD/MAD and RP2D of
monotherapy PF-06863135 are equal, and the dose of PF-06863135 will be dose escalated to
the monotherapy MTD/MAD or RP2D. If the monotherapy RP2D 1s already at least 1 dose
level below the MTD/MAD, then the RP2D will be used as the starting dose of PF-06863135
in combmation with lenalidonude or pomalidomide, and no dose escalation will be planned.
Lenalidomde will be dosed at 15 mg orally daily days 1-21 of every 28 days starting C1D1.
Pomalidomide will be dosed at 4 mg orally daily Days 1-21 of every 28 days starting C1D1.
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Part 1E will mvestigate PF-06863135 1n combination with dexamethasone. Dexamethasone
would begin on COD1 and 1t will be dosed as premedication prior to PF-06863135
admimistration. Due to non-overlapping toxicity between PF-06863135 and dexamethasone,
this safety cohort will evaluate the RP2D of PF-06863135 monotherapy and a fixed dose of
dexamethasone, at a dose of 40 mg. For subjects older than 75 years or underweight (body
mass index [BMI] <18.5), dexamethasone premedication may be given prior to PF-06863135
at a fixed dose of 20 mg. If a dose of PF-06863135 1s held or skipped, then dexamethasone
should not be adnimistered. For patients recerving dexamethasone premedication,
dexamethasone should be discontinued after 6 months unless clinical rationale to continue
dexamethasone 1s provided by mvestigator and approved by sponsor.

1.2.9.4. Fixed Dosing Approach

A fixed-dose approach will be applied for PF-06863135 m Parts 1C, 1D and 1E and Part 2
given that a fixed dosing approach was shown to provide sumlar PK variability compared to
body-weight adjusted dosing when evaluated for monoclonal antibodies, therapeutic
peptides, and proteins *>* In addition, fixed dosing offers ease of preparation and less
chance of dosing errors. Based on the preliminary population PK analysis of PF-06863135
n 41 patients up to 360 pg/kg dose, there 1s no clinically meamingful effect of body weight
(range: 479 to 120 kg) or body surface area (range: 1.37 to 2.36 m®), on the PF-06863135
clearance and further justifies fixed dosing approach for expansion parts of the ongoing
study. Also, age (range: 47 to 82 years) or sex (20 males vs 21 females) were not climcally
meaningful covanates on PF-06863135 exposure.

1.2.9.5. Dosing Interval

The mitial Q1W dosimng frequency of PF-06863135 1n thus study was selected based on the
projected t;» of 4-8 days in humans. Based on emerging PK, PD, and safety data, regimens
with alternative dosing frequencies (eg, Q2W or Q4W) may also be considered. In order to
reduce the burden of weekly visits, if a patient has received treatment with Q1'W
PF-06863135 for at least 6 months, and disease assessments have remained stable over at
least 2 months, consideration may be given to increasing dose intervals from weekly to every
2 weeks or once per cycle (CXD1) after consultation with the sponsor. Cycles would remain
the same length It would be preferable to skip dosing of PF-06863135 on days 8 and 22 of
each cycle if cycles are 4 weeks in length. If the patient subsequently begins to have an
mncrease of disease burden, dose intervals should return to weekly dosing.

In addition, 1f PK data at any point during SC Q1W dose escalation suggests that a Q2W
dose schedule may be able to aclieve sufficient trough concentrations and provide adequate
systemic exposure, a Q2W dosimng schedule would replace Q1'W at the next higher dose level
1f MTD or MAD have not been reached. If it 1s possible and warranted to continue dose
escalation with SC Q2W even 1f MTD/MAD has been reached for SC Q1W, Part 1.1 may be
used with priming dose at the MTD/MAD of SC Q1W and subsequent escalation to next
higher dose level with SC Q2W dosing as maintenance, provided that the next higher dose
level given Q2W would not exceed the overall exposure that had been achieved at
MTD/MAD of SC Q1W.
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Cycles for Q2W dosing would be 4 weeks. Both Q1W and Q2W dosing will be considered
for RP2D determination from Part 1.

1.2.9.6. Priming and Maintenance Dose Rationale

In a Phase 2 trial of blinatumomab 1 adults patients with relapse/refractory acute
lymphoblastic leukenua (ALL), dose imiting toxicities of Grade 4 cytokine release
syndrome (CRS) were reported in 2 out of 7 patients treated at 15 ug/m2/day.** It was found
that 1f treatment was interrupted for 1-2 weeks, patients recovered sufficiently for treatment
to resume. This led to the implementation of a lower starting dose (priming dose) of

5 ug/m2/day for the first week_ escalating to 15 and 30 pg/m’ per day subsequently. Of the
11 patients treated with this approach within the same study, 2 patients developed Grade 3
CRS, but no dose limiting Grade 4 or 5 CRS was observed.** When this stepwise approach
was applied to a second Phase 2 study, only 3 patients out of 189 treated experienced CRS
(Grade 3) but no Grade 4 or 5 CRS was observed.!® Thus, it was concluded that the
implementation of a priming dose approach 1s effective 1n ameliorating CRS through
building tolerance, and it has become the recommended treatment regimen for ALL patients.
Based on priming followed by maintenance being demonstrated to be potentially successful
mn reducing CRS, this approach may be evaluated prior to reaching an MTD/MAD (see
Section 3.1.1.3). This approach may be implemented to reduce CRS related toxicities if
indicated for patient safety.

1.2.10. Biomarker Rationale

The objectives of the biomarker assessments will be to understand the relationship between
the pharmacokinetics (PK), target load, immune cell phenotypes, and pharmacodynamic
activity of PF-06863135, with and without combination partners, and 1ts anti-tumor activity
and safety profile. This understanding will in turn inform the selection of a therapeutic dose,
as well as potentially 1dentify a phenotypic profile that maximmzes anti-tumor activity while
mimmizing the risk of toxcity.

Target load will be assessed using a flow cytometry assay to measure cell surface BCMA on
multiple myeloma cells in fresh bone marrow aspirates at baseline. Levels of circulating
soluble BCMA will be measured from plasma samples before and after PF-06863135 using
mass spectrometry. The relationship between target load and the pharmacokinetics of
PF-06863135 will provide gmidance for dose selection for PF-06863135. The goal of this
analysis will be to select doses that exhibit an acceptable safety profile, and potentially
provide evidence of anfi-tumor activity. The pharmacodynamic effect of BCMA: CD3
engagement by PF-06863135 will be investigated i the bone marrow for all patients.
Potential effects of PF-06863135 on T-cell subset percentages, proliferation and survival, and
activation markers will be assessed by flow cytometry. In addition to these flow cytometry
analyses, bone marrow biopsy tissue samples will be assessed for simular endpomts mcluding
BCMA expression and T-cell subset immunophenotyping by immunohistochenustry (IHC).
The spatial relationship of myeloma cells and T-cells may be interrogated. Thereafter,
material and assay permutting, additional exploratory analyses may be undertaken to further
evaluate mechanism of action and/or resistance.
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To momnitor for potential immune activation or inflammation resulting from the
immunostimulatory effects of dosing with PF-06863135, serum will be collected to measure
cytokines and chemokines, and whole blood absolute cell counts (T, B, and NK [natural
killer] lymphocytes or TBNK) will be measured.

The most challenging objective of the biomarker plan will be to discover markers that
1dentify patients at baseline most likely to respond to PF-06863135 therapy with mimimal risk
of toxicity. Exploratory analyses may be undertaken to understand the biological basis for
response to BCMA: CD3 engagement. These measures will attempt to address whether
baseline levels or changes in bone marrow ribonucleic acid (RNA) expression, and T-cell
clonal diversity correlate with tumor response. Bone marrow sample may be submutted to
RNA profiling analysis to interrogate the balance between immune transcripts associated
with immune activation and immune regulation. T-cell repertoire diversity may be assessed
by high throughput sequencing of T-cells from bone marrow tissue and/or peripheral blood.
Whole blood and, sample permitting, a portion of the bone marrow sample may be used for
deoxyribonucleic acid (DNA) 1solation for exploratory analyses such as pharmacogenomics.
These assessments may be analyzed in the context of chnical response data to potentially
1dentify patients with the highest probability of responding to BCMA: CD3 engagement. All
of these measures will be correlated with measures of toxicity and anti-tumor activity to
ascertain their usefulness as potential biomarkers of clinical benefit.

1.2.10.1. Banked Biospecimens

Banked biospecimens will be collected for the purpose of conducting research; specific uses
are described in the Banked Biospecimens Section 7.7. Comparing the DNA, RNA | protein,
and metabolite variation patterns of patients who respond well and those who respond poorly
to treatment may help to better define the most appropnate group of patients in which to
target a given treatment. Collecting biospecimens for exploratory
pharmacogenomic/genomic/biomarker analyses and retaining them in the Biospecimen
Banking System (BBS) make 1t possible to better understand the investigational product’s
mechanism of action and to seek explanations for differences in, for example, exposure,
tolerability, safety, and/or efficacy not anticipated prior to the beginning of the study.

Banked biospecimens retained in the BBS also can be used in research on MM.

Providing these biospecimens 1s a required study activity for study sites and patients, unless
prohibited by local regulations or ethics commuttee (EC) decision.
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2. STUDY OBJECTIVES AND ENDPOINTS

2.1. Part 1 IV and SC monotherapy Dose Escalation, Part 1.1 Priming and Maintenance Dose Escalation and Parts 1C, 1D and
1E Dose Escalation/Finding

Primary Objectives:

Primary Endpoints:

To assess safety and tolerability at increasing dose
levels of PF-06863135 as monotherapy and in
combination with lenalidomide, pomalidomide, or
dexamethasone in successive cohorts of patients with
multiple myeloma in order to estimate the Maxinmm
Tolerated Dose (MTD) or Maximum Administered
Dose (MAD) and select the Recommended Phase 2

Dose (RP2D).

Number of DLTs following treatment with escalating doses of PF-06863135 as
monotherapy and in combination with lenalidomide, pomalidomide, or dexamethasone.

Secondary Objectives:

Secondary Endpoints:

To evaluate the overall safety profile.

Adverse Events as characterized by type, frequency, severity as graded by NCI CTCAE
version 4 03, timing, seriousness, and relationship to PF-06863135 treatment as
monotherapy and in combination with lenalidomide, pomalidomide, or dexamethasone .
The severity of CES will be assessed according to the grading described by Lee et al. (2014
and 2019 > See Appendix 5);

Laboratory abnormalities as characterized by type, frequency, severity (as graded by NCI
CTCAE version 4.03), and timing

To evaluate anti-myeloma activity of PF-06863135 as
monotherapy and in combination with lenalidomide,
pomalidomide, or dexamethasone.

Objective response rate (ORR) using the international myeloma working group (IMWG)
response criteria for multiple myeloma** (see Appendix 2);

Time to event endpoints: time to response (T TR), complete response rate (CRR), duration
of response (DOR), duration of complete response (DoCR), duration of stable disease
(DOSD), progression-free survival (PFS), overall survival (OS), as assessed by IMWG
criteria for response*? (see Appendix 2);

Rate of patients with no MRD after treatment with PF-06863135 using IMWG MRD
criteria’ (see Appendix 3).

To evaluate single dose and multiple dose PE of
PF-06863135 given as monotherapy and in
combination with lenalidomide or pomalidomide.
Additionally, PK of lenalidomide, pomalidomide, and

Pharmacokinetic parameters of PF-06863135: Cycle 1 Day 1 dose and Cycle 2 Day 1 dose
maximum concentration (Cpax), area under the concentration versus time curve ffom time
zero to the last quantifiable time point prior to the next dose (AUCks) and if data permit,
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dexamethasone will be evaluated when combined with
PF-06863135 (Parts 1C, 1D, and 1E, respectively).

clearance (CL or CL/F), volume of distribution at steady state (Vss or Vss/F), and terminal
elimination tyz.

*  Plasma lenalidomide, pomalidomide, and dexamethasone concentrations at selected time
points (Parts 1C, 1D, and 1E, respectively).

+ To evaluate immunogenicity of PF-06863135 as
monotherapy and in combination with | lenalidomide,
pomalidomide. or dexamethasone.

* Incidence and titers of anti-dmg anfibodies (ADA) and nentralizing antibodies (Nab)
against PF-06863135.

* To characterize the impact of PF-06863135 as
monotherapy and in combination with lenalidomide,
pomalidomide, or dexamethasone, on systemic soluble
immune factors.

* Pre- and post-dose quantification of soluble cytokines in serum.

Tertiarv/Exploratory Objectives:

Tertiary/Exploratory Endpoints:

+  FEvaluate the effect of PF-06863135 as a monotherapy
and in combination with lenalidomide, pomalidomide,
or dexamethasone on plasma cell, T and B cell
compartments.

+ BCMA expression on plasma cells in bone marrow, as assessed by multiparameter flow
cytometry and immmunohistochemistry;

s  Pre- and post-dose levels of soluble BCMA;

*  Fmumeration of T, B, and NK subtypes in whole blood and bone marrow by flow
cytometry analysis;

s  T-cell immunophenotyping, including but not limited fo proliferation and activation
markers in whole blood and bone marrow by flow cytometry analysis;

s  T-cell engagement, including but not limited to proliferation and activation markers in
bone marrow by immunohistochemistry;

s  The relative expression of RNA transcripts, including but not limited to, those associated
with immmne activation and immune regulation in bone marrow;

¢  The abundance and diversity of T-cell clones in bone marrow.

+ To collect banked biospecimens for exploratory
research, unless prohibited by local regulations or
ethics committee decision.

* Collection of banked biospecimens unless prohibited by local regulations or ethics
committee decision. Addifional information on collection and potential use is provided in
the Banked Biospecimens Section 7.7.

PFIZER. CONFIDENTIAL
Page 108




ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

2.2. Part 2 Dose Expansion

Primary Objectives:

Primary Endpoints:

s To assess preliminary clinical efficacy at
RP2D for PF-06863135 as monotherapy and
in combination with lenalidomide,
pomalidomide, or dexamethasone.

* ORR and DoR, as assessed by IMWG criteria for
response*- (see Appendix 2).

Secondary Objectives:

Secondary Endpoints:

s To further characterize the safety and
tolerability of PF-06863135 as monotherapy
and in combination with lenalidomide.
pomalidomide, or dexamethasone.

s  Adverse Events as characterized by type,
frequency, severify (as graded by NCI CTCAE
version 4.03), timing, seriousness, and
relationship to PF-06863135 treatment as
monotherapy and in combination with
pomalidomide, lenalidomide, or dexamethasone.
The severity of CRS will be assessed according
to the grading described by Lee et al. (2014 and
2019 % See Appendix 5);

* Laboratory abnormalities as characterized by

type, frequency, severity (as graded by NCI
CTCAE version 4 .03), and timing

s To further evaluate anti-myeloma efficacy of
PF-06863135 as monotherapy and in
combination with lenalidomide,
pomalidomide, or dexamethasone.

+ Time to event endpoints: CRR, DoCE_ TTE,
DOSD, PFS, 085, as assessed by IMWG criteria

for response™’ (see Appendix 2);

+ Rate of patients with no MRD after treatment
with PF-06863135 using IMWG MRD criteria’
(see Appendix 3).

s  Evaluate PK of PF-06863135 at RP2D as
monotherapy and in combination with
lenalidomide, pomalidomide, or
dexamethasone Additionally, to collect
lenalidomide, pomalidomide, and
dexamethasone concentration data when
combined with PF-06863135.

s  Concentrations of PF-06863135. lenalidomide,
pomalidomide, and dexamethasone at selected
time points.

* To evaluate immmogenicity of PF-06863135
as monotherapy and im combination with
lenalidomide, pomalidomide, or
dexamethasone.

* Incidence and titers of anti-dmug antibodies
(ADA) and nentralizing antibodies (Nab) against
PF-06863135.

s To characterize the impact of PF-06863135 as
monotherapy and in combination with
lenalidomide, pomalidomide, or
dexamethasone on systemic soluble imnmune
factors.

*  Pre- and post-dose quantification of soluble
cytokines in serum.

Tertiary/Exploratory Objectives:

Tertiary/Exploratory Endpoint):

»  Evaluate the effect of PF-06863135 as
monotherapy and in combination with
lenalidomide, pomalidomide, or

+ BCMA expression on plasma cells in bone
marrow, as assessed by multiparameter flow
cytometry and immunchistochemistry;
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dexamethasone on plasma cell, T and B cell .
compartments.

Pre- and post-dose levels of soluble BCMA;

Enumeration of T, B, and NK subtypes in whole
blood and bone marrow by flow cytometry
analysis;

T-cell immumophenotyping, inchiding but not
limited to proliferation and activation markers in
whole blood and bone marrow by flow
cytometry analysis;

T-cell engagement, including but not limited to
proliferation and activation markers in bone
marrow by immunchistochemistry;

The relative expression of ENA transcripts,
including but not limited to, those associated
with immune activation and immume regulation
in bone marmow;

The abundance and diversity of T-cell clones in
bone marrow.

* To collect banked biospecimens for .
exploratory research, unless prohibited by
local regulations or ethics committee decision.

Collection of banked biospecimens unless
prohibited by local regulations or ethics
committee decision. Additional information on
collection and potential use is provided in the
Banked Biospecimens Section 7.7

3. STUDY DESIGN
3.1. Study Overview
Figure 4. C1071001 Study Design
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This 15 a Phase 1, open-label, multi-dose, multi-center, dose escalation, safety,
pharmacokinetic (PK) and pharmacodynamic (PD) study of PF-06863135 as monotherapy
and in combination with lenahidonide, pomalidomide or dexamethasone in adult patients
with advanced multiple myeloma who have relapsed from or are refractory to standard
therapy. Thus study will be divided into dose escalation/finding (Part 1) and dose expansion
(Part 2). Intravenous (IV) and subcutaneous (SC) admimstration of PF-06863135 will be
evaluated during the Part 1 dose escalation. An alternative maintenance dose escalation
phase (Part 1.1), which incorporates the usage of a pnming dose during Cycle 0 Day 1
(COD1) 1 week prior to a maimntenance dose for all subsequent doses may also be imtiated 1f
excessive toxicity occurs or the MTD/MAD 1s reached earlier than desired (see

Section 3.1.1.3). Upon reaching MTD/MAD, up to approximately 6-12 patients total at
selected level(s) below the MTD/MAD weekly and Q2W dosing up to the same dose
mntensity as the MTD/MAD weekly regimen may be evaluated further to support the RP2D
decision. The route of PF-06863135 admimistration for Parts 1C, 1D and Part 1E and Part 2
will be decided once the IV and SC dose escalations have been completed, and an RP2D has
been selected.

Following the determinations of the RP2D of monotherapy and combinations with
lenalidomude or pomalidonide 1 Part 1, the respective expansion cohorts mn Part 2 wall
commence. In addition, if the combination regimen with dexamethasone 1s well tolerated as
guded by mTPI in Part 1E | Part 2E may be mitiated.

The Part 2 dose expansion phase will be divided into 4 cohorts as follows: Part 2A
(PF-06863135 as monotherapy), Part 2C (PF-06863135 in combination with lenalidommde),
Part 2D (PF-06863135 in combination with pomalidomide), and Part 2E (PF-06863135 in
combination with dexamethasone), which will evaluate safety and anti-myeloma activity of
PF-06863135 at the RP2Ds determuned 1n Part 1 (see Section3.1.1,3.1.1.3 and 3.1.2).

Approximately 120 patients had been planned to enroll mto Parts 1/1.1, 1C, 1D and 1E with
approximately 80 patients planned to enroll into Part 2. Parts 1C,1D and 1E were planned to
enroll approximately 9-16 patients with Parts 2A, 2C, 2D and 2E planned to enroll
approximately 20 patients each.

The clinical development program for PF-06863135 has been expanded with dedicated
studies that will further investigate both monotherapy and combination therapy. Therefore,
the Sponsor has determined that enrollment in study C1071001 has been completed.

All patients will complete up to 4 weeks of screemng for all Parts.

Following the mitial dose, treatment with investigational product will continue until disease
progression, patient withdrawal of consent or unacceptable toxicity occurs. A follow-up visit
approximately 4 weeks after the last dose for adverse event (AE) and serious AE (SAE)
collection will be conducted. If the patient completes the 1 month follow-up wisit prior to
completion of the 60 day long term DLT observation period (see Section 3.2.1), a follow up
phone call will be completed on at least Day 60, and no more than Day 65. Patients found to
have anti-drug antibodies (ADA) at their final study visit and an ongoing AE possibly related
to ADA will be asked to return to the clinic for ADA assessment at approximately 3 month
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mntervals (if feasible given the underlying disease) until the adverse event or its sequelae
refurn to baseline or stabilize at a level acceptable to the investigator and sponsor.

Following discontinuation of study treatment (unless patients are lost to follow up, consent 1s
withdrawn, or study 1s discontinued by the sponsor), survival status will be collected by
telephone every 3 months until death, or up to approximately 30 months after first treatment
of the last patient, whichever comes first. Subsequent anti-cancer therapies and relevant
transplant information will also be collected.

Treatment with investigational product will continue until disease progression, patient refusal
or unacceptable toxicity occurs. The last study treatment will be up to approximately

30 months after first treatment of the last patient, and the study would then end after any
additional follow-up wisits requured after the last study treatment.

3.1.1. Part 1 Monotherapy Daose Escalation and Part 1.1 Priming and Maintenance
Cohorts

SCHEDULE OF ACTIVITIES A and SCHEDULE OF PHARMACOKINETIC, SOLUBLE
FACTOR AND CYTOKINE activities A will be utilized in Part 1.

To closely manage acute toxicities, all patients enrolled into Part 1 dose escalation phase wall
be hospitalized on C1D1 (Also for at least 24 hrs if a priming dose 1s given on COD1). The
hospitalization period may be extended 1if the patient expeniences abnormal laboratory
findings or ongoing adverse events that require further hospitalization. The need for
mandatory hospitalization as well as its length will be re-assessed for patients enrolled m
Parts 2A, 2C, and 2D based on safety data from Part 1 after agreement of sponsor and
mvestigators at the time of monotherapy MTD/MAD/ and RP2D determination

For safety reasons, a staggered enrollment strategy will be applied for Parts 1 and 1.1 at each
dose level; the first patient will be dosed and observed for 48 hours. If no safety concerns
arise during this 48 hr period from start of treatment, then subsequent patients will be
enrolled into the same dose level. All patients in Part 1 and Part 1.1 will be momtored
closely for dose linuting toxicities (DLTs, see Section 3.2). Decisions for dose escalation
will be made based on DLTs observed within the DLT observation period. A modified
toxicity probability interval (mTPI) method, targeting a DL'T rate of 25% and an acceptable
equivalence mterval of 20%-30% will be utilized for dose escalation Part 1 (see

Section 3.1.4). At least 6, up to 16 patients must be enrolled into a dose level that 1s
determined to be MTD/MAD. Upon reaching MTD/MAD, up to approximately

6-12 patients total at selected level(s) below the MTD/MAD weekly and Q2W dosmg up to
the same dose mtensity as the MTD/MAD weekly regimen may be evaluated further to
support the RP2D decision.

Assessment of late toxicities will also be completed after the DLT observation period to
60 days after C1D1 for all patients. Once a dose level has been declared safe, patients at
lower dose levels who have completed the 60 day late toxicity observation period may
escalate to the next higher dose level, if cnitenia outlined in Section 3.1 4.1 Cnitenia for
Intrapatient Dose Escalation have been met. Additional intra-patient dose escalations will
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also be pernutted after a mummal mterval of 60 days. No crossover 1s allowed, however,
between monotherapy PF-06863135 and the different combination regimens.

3.1.1.1. Part 1 Intravenous (IV) Administration

In Part 1, PF-06863135 will initially be studied as an IV formulation in sequential dose levels
(0.1,0.3,1, 3, 10, 30, 50 ng/kg or higher 1f indicated) in adult patients with
relapsed/refractory multiple myeloma, who have received a proteasome inhibitor, an
immunomodulatory drug (IMiD) and an anti CD38 monoclonal antibody (mAb) where
approved and available either in combination or as a single agent. Additional dose levels
(lower, intermediate or higher) may be evaluated. If toxicity 1s observed at the starting dose
level of 0.1 pg/kg, 0.03 pg/ke will be evaluated. Subsequent to the starting dose level, if
dose de-escalation 1s recommended by the mTPI model after DLT evaluation, intermediate
dose levels between the previous dose and current dose may be studied. Depending on the
observed safety and tolerability profile of PF-06863135, dose levels above 50 ng/kg or
higher if indicated may be explored. All patients will also be monitored from Day 22 to

Day 60 for late toxicities (see Section 3.2.1).

If within 21 days after the inifial infusion a dose level induces symptoms consistent with

= Grade 3 CRS and lasts for =24 hours despite standard of care treatment for the
management of CRS per the gmdelines of the institution, Investigator, or treating physician,
and 1t 1s considered not to be due to an IRR, allergic reaction, anaphylaxis or other causes,
evaluation of Part 1 SC or Part 1.1 IV Maintenance admimistration may be imitiated.

3.1.1.2. Part 1 Subcutaneous (SC) Administration

Part 1 SC admimstration has been triggered based on the emerging climical and PK data from
IV cohorts at 80 pg/ke, one dose level lugher (“Dose IV +17) than the tested IV dose level of
50 pg/kg in Part 1 IV adnunistration that 1s deemed safe and has not expenienced a Grade 3
CRS event.

Depending on the observed safety and tolerability profile of PF-06863135, each dose level
for SC admimistration will be increased by a maximum of 3-fold.

Depending on evaluation of immunogenicity, safety, efficacy, PK and/or PD data the SC
admimistration portion may be placed on hold or discontinued and Part 1.1 Priming and
Maintenance Dose Escalation admimistration may be re-imtiated if appropriate.
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3.1.1.3. Part 1.1 Priming and Maintenance Cohorts

Part 1.1 1s an alternative dosing regimen that will be mmtiated only 1f a prinung dose for IV or
SC has been declared in Part 1. The decision to evaluate a regimen that includes a priming
dose may be made by the investigators and sponsor prior to reaching an MTD/MAD using
the following criteria as gmdance:

e Ifa dose level induces symptoms consistent = Grade 3 CRS lasting for >24 hours
(despite treatment with standard of care per the mstitution’s, Investigator’s, or
treating physician’s gmdelines for the management of CRS) considered not to be due
to an infusion related reaction (IRR), allergic reaction, anaphylaxis or other causes,
then a lower dose, which has been evaluated in at least 2-4 patients, will be chosen as
a priming dose (Dose Prime) for subsequent cohorts.

s If a Dose Pnime 1s selected, dose escalation will continue to determine the
MTD/MAD of a dose regimen that includes a priming dose.

# If a dose level induces confirmed CRS of Grade 4 considered not to be due to an IRR,
allergic reaction, anaphylaxis or other causes, then a lower dose, which has been
evaluated i at least 2-4 patients, will be chosen as a primung dose (Dose Prime) for
subsequent cohorts.

e In addition, observation of a confirmed CRS event that meets the above qualifications
following later infusions (1e, after Cycle 1 Day 1) or CRS events that are approaching
the limit of tolerability may prompt the investigators and sponsor to include
evaluation of a Dose Pnime for subsequent cohorts.

After confirmation of the safety of Dose Prime, the treatment schedule will implement the
inclusion of the fixed priming dose as the first dose (COD1) followed by a mamtenance dose
1 week later (C1D1) that will continue to be escalated in subsequent cohorts following an
mTPI method. The starting maintenance dose level will be no greater than 2-fold above the
priming dose (see Section 3.1.4). Depending on the observed safety and tolerability profile
of PF-06863135, each maintenance dose level admunistration will be increased by a
maximum of 2-fold. After the MTD/MAD has been established, the prinung dose may
potentially be further venified in connection to the established MTD/MAD/RP2D, including
consideration of more than one priming step, if indicated, using information from all patients
who were mcluded in the mmtial prinung dose determination as well as those enrolled in
subsequent dosing cohorts.

SCHEDULE OF ACTIVITIES B: WITH PRIMING DOSE AND SCHEDULE OF
PHARMACOKINETIC, SOLUBLE FACTOR AND CYTOKINE ACTIVITIES B will then
be utilized in Part 1.1. In Part 1.1, patients will receive the priming dose on C0D1 during the
priming dose portion of Cycle 0. The pnming dose will remain the same for all dose level
cohorts. The maintenance dose will be adnunistered one week later on C1D1 and for

subsequent cycles.
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To closely manage acute toxicities, all patients recerving a priming dose will be hospitalized
for at least 24 hrs on both COD1, and C1D1. The hospitalization period may be extended 1f
the patient experiences abnormal laboratory findings or ongoing adverse events that require

further hospitalization.

For safety reasons, a staggered start will be employed at each dose level; the first patient will
be dosed, and observed for 48 hours. The 48 hr observation period for the first patient in
each dose level in Part 1.1 will begin on C1D1 dunng the second hospitalization period. If
no safety concerns arise duning this 48 hr period from start of treatment, then subsequent
patients will be enrolled mto the same maintenance dose level.

Decisions for mamtenance dose escalation will be made based on toxicities observed within
the DLT observation period (Cycles 0 and 1). Subsequent to starting the maintenance dose
level, 1f dose de-escalation 1s recommended by the mTPI model after evaluation, intermediate
dose levels between the previous dose and current dose may be studied. At least 6, up to
approximately 16 patients must be enrolled into a mamtenance dose level that 1s determined
to be the maximum tolerated dose (MTD)/MAD.

Once a dose level has been declared safe, patients at lower dose levels who have completed
60 day late toxicity observation period may escalate to the next higher dose level, if criteria
outlined 1n Section 3.1 4.1 Cnteria for Intrapatient Dose Escalation have been met.
Additional intra-patient maimntenance dose escalations will also be permitted after a mimimal
mnterval of 60 days from first adoumistration of mamtenance dose.

Alternative strategies for increasing dosing such as a step-up regimen or prophylactic steroids
may also be considered and implemented to further improve tolerability if needed.

3.1.1.4. Part 1 Combination Dose Finding

Parts 1C, 1D and 1E, are dose finding safety cohorts for PF-06863135 m combination with
lenalidomude, pomalidomide or dexamethasone, respectively. Upon deternuning the
PF-06863135 RP2D/MTD/MAD and route of admimistration as monotherapy either with or
without priming dose in Part 1, Parts 1C, 1D and 1E will be mitiated to study the safety of
PF-06863135 1n combination with lenalidonide, pomalidomude, or dexamethasone. Parts 1C
and 1D will be started with PF-06863135 one dose level below the MTD/MAD and escalated
one dose level unless the RP2D 1s below the MTD/MAD 1n which case the RP2D will be
used as the starting dose of PF-06863135. If in Parts 1C, or 1D, the combination 1s not well
tolerated, doses of PF-06863135 may be de-escalated to a lower dose level below the starting
dose of PF-06863135 used in combination. Part 1E will be a combination of PF-06863135 at
RP2D/MTD/MAD and dexamethasone. If this combination 1s not well tolerated, Part 2E may
not be imtiated.

As described 1n Section 3 4, a dose of 1000 pg/'kg SC weekly has been selected as the RP2D
for PF-06863135 as a single agent. This single agent RP2D will be admimistered as a fixed
dose of 76 mg (a fixed dose equivalent of 1000 pg/kg; see Section 1.2.9 4 for rationale)
following a pnming dose of 44 mg (a fixed dose equivalent of 600 pg/kg) adnimstered one
week earlier. Stmilarly, Part 1 combination dose finding (Part 1C and Part 1D) will be
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admimistered as fixed doses for PF-06863135 with mamtenance doses started one week after
the priming dose; the starting dose 1s one dose level below the single agent RP2D as
described 1n Table 1:

Table1l. Table of Potential Fixed Dose Levels

Dose level® Priming Dose Maintenace Dose
(mg) (mg)
0 24 32
1 (starting) 32 44
2° 44 76

a. Dose level refers to designated dose levels for Part 1C and Part 1D
b. Designated dose level for Part 1E

Part 1C will investigate PF-06863135 in combination with lenalidomide in sequentially
escalating doses of PF-06863135. Tlus safety cohort will start with the dose level
MTD-1/MAD-1 or RP2D (whichever 1s lower) of PF-06863135 from the Part 1 dose
escalation and 15 mg dose of lenalidomide n order to select the combination RP2D. If the
combination regimen 1s not well tolerated, a dose that 1s lower than the RP2D determined for
single-agent PF-06863135 may be evaluated in combination before proceeding to Part 2. If
necessary, de-escalation will be puided by an mTPI design. PF-06863135 will be
admimistered on C1D1 and weekly or every 2 weeks or once per cycle (CXD1) thereafter
with or without a priming dose. A dose of 15 mg of lenahidonude will be admimistered orally
on Days 1-21. PF-06863135 and lenalidomude will be administered over a cycle of 28 days.
A staggered enrollment strategy will be applied at each dose level: when a dose level opens
for enrollment, the first patient will be dosed, and observed for 96 hours beyond C1D1. If no
safety concerns arise during this 96 hr period from C1D1 of PF-06863135 and lenalidomide,
subsequent patients will be enrolled into the same dose level. To closely manage acute
toxicities, patients will be hospitalized on C1D1. It 1s expected that Part 1C will enroll
approximately 9-16 patients.

Part 1D will investigate PF-06863135 m combination with pomalidonude in de-escalation
doses. Thus safety cohort will evaluate the MTD-1/MAD-1 or RP2D dose level (whichever
15 lower) of PF-06863135 from Part 1 dose escalation and a standard of care dose of
pomalidomude in order to select the combination RP2D. If the combination regimen 1s not
well tolerated, a dose that 1s lower than the RP2D determuned for single-agent PF-06863135
may be evaluated in combination before proceeding to Part 2. If necessary, de-escalation
will be puided by mTPL The first dose of PF-06863135 will be adnumistered on C1D1 and
weekly thereafter. A dose of 4 mg of pomalidomide will be administered orally on

Days 1-21. PF-06863135 and pomalidonide will be administered over a cycle of 28 days. A
staggered enrollment strategy will be applied at each dose level: when a dose level opens for
enrollment, the first patient will be dosed, and observed for 96 hours. If no safety concemns
arise during this 96 hr period from C1D1 of PF-06863135 and pomalidomude, subsequent
patients will be enrolled mto the same dose level. To closely manage acute toxicities,

PFIZER CONFIDENTIAL
Page 116



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

patients will be hospitalized on C1D1. It 1s expected that Part 1D will enroll approximately
9-16 patients.

Part 1E will mvestigate PF-06863135 1n combination with dexamethasone. This safety cohort
will evaluate the RP2D fixed dose level of PF-06863135 monotherapy and a fixed dose of
dexamethasone, at a dose of 40 mg. For subjects older than 75 years or underweight (body
mass index [BMI] <18.5), dexamethasone premedication may be given prior to PF-06863135
at a dose of 20 mg_ If the combination regimen 1s not well tolerated due to PF-06863135,
PF-06863135 may be de-escalated mn combination according to modified toxicity probability
mnterval (mTPI) design. Each cycle of the combination of PF-06863135 and dexamethasone
starting with Cycle 1 will be 28 days. If the combination regimen 1s not well tolerated as
gmded by mTPI, Part 2E may not be mitiated. Dexamethasone would begin on COD1 and it
will be dosed as premedication prior to PF-06863135 admimistration. If a patient has received
dexamethasone for 6 months or PF-06863135 1s discontinued, then dexamethasone should be
discontinued unless clinical rationale to confinue dexamethasone 1s provided by investigator
and approved by sponsor. Patients who need to discontinue treatment with dexamethasone
may continue to receive freatment with PF-06863135. If a dose of PF-06863135 1s held or
skipped, then dexamethasone should not be adninistered until PF-06863135 1s restarted. It 1s
expected that Part 1E will enroll approximately 9-16 patients.

3.1.2. Part 2 Dose Expansion

Part 2 dose expansion phase will be divided into 4 cohorts as follows: Part 2A (PF-06863135
as monotherapy), Part 2C (PF-06863135 in combination with lenalidonmde), Part 2D
(PF-06863135 in combination with pomalidomide), and Part 2E (PF-06863135 in
combination with dexamethasone) which will evaluate safety and anti-myeloma activity of
PF-06863135 at the monotherapy/combination RP2D.

Based on emerging clinical data from the Part 1 dose escalation, either IV or SC
admimistration including pnming and maintenance dose Q1W or Q2W will be selected for
the Part 2 dose expansion.

If the SC adnunistration 1s selected for Part 2 dose expansion, all patients mn 2C, 2D and 2E
will receive a subcutaneous fixed dose of PF-06863135 at the Q1W RP2D (with or without a
priming dose given at COD1 1 week prior to C1D1). Part 2A patients will also recerve a
subcutaneous fixed dose of PF-06863135 at erther the RP2D Q1W or Q2W schedule,
depending on emerging clinical data in Part 1.

For lenalidomide, Part 2C, 15 mg orally (PO) will be administered daily on days 1-21 of a
28 day cycle starting C1D1 in combination with the MTD/MAD or RP2D of PF-06863135
determined 1n Part 1C (with or without a priming dose of PF-06863135 given at COD1,

1 week prior to C1D1).

For pomalidomide, Part 2D, 4 mg PO will be admumistered daily on days 1-21 of a 28-day
cycle starting C1D1 in combination with the MTD/MAD or RP2D of PF-06863135
determined in Part 1D (with or without a pnimung dose of PF-06863135 given at C0D1

1 week prior to C1D1).
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For dexamethasone, Part 2E, 40 mg PO will be adnunistered as premedication 60 + 30
minutes prior to PF-06863135 starting COD1 in combmation with the MTD/MAD/RP2D
fixed dose of PF-06863135 determined m Part 1. For subjects older than 75 years or
underweight (body mass index [BMI] <18.5), dexamethasone premedication may be given
60 = 30 nunutes prior to PF-06863135 at a dose of 20 mg.

The RP2D selected will be based on the MTD or the MAD, and further evaluation of other
covariates such as disease burden, soluble plasma BCMA level, and body size information
will also be utilized. Selection of 1 hr or 2 hr intravenous admimistration (1f utilized in

Part 2) will be based on the incidence of IRRs. Approximately 80 patients may be enrolled
mnto Part 2 (see Section 9.3 Sample Size Determination) with approximately 20 patients m
Parts 2A 2C, 2D, and 2E. Patients from the dose finding combination cohorts of Parts 1C,
and 1D treated at the dose levels selected for Part 2 may be counted towards sample size of

the corresponding cohorts of Part 2.

Preliminary data from the Part 2 dose expansion may provide gmdance in the Sponsor’s
decision to adjust the sample size of each arm, to add other available treatment combmations
in a future amendment, or to imitiate additional clinical studies.

3.1.3. Starting Dase
The starting dose for Part 1 IV adnimstration will be 0.1 pg/ke given weekly in 3 week
cycles.

3.1.4. Criteria for Dose Escalation/De-Escalation

The study has been designed to establish the MTD/MAD defined as the dose that yields
approximately 25% probability of DLT and considers equivalent doses that yield probability
of DLT 1n the mterval (Equivalence Interval) 20% to 30%.

All dose escalation/de-escalations will be guided by the mTPI design and therefore
2-4 patients will be enrolled in each cohort (see Section 3.1 Study Overview).

The potential dose levels to be evaluated for Part 1 IV admimistration are listed in Table 2.
The potential dose levels to be evaluated for Part 1 SC admimstration are listed in Table 3.

Dose escalation for Part 1 IV and SC will start at dose level 1 for each (Table 2 and Table 3).

In Part 1, for both IV and SC administration, the maximum dose merease will be

approximately 3 fold if no DLTs are observed; per mTPI, intermediate or higher doses may
be evaluated based on chimical findings.
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Table2. Table of Potential Dose Levels in Part 1 IV Administration

Daose level Dose

(ng/kg)

0.1

03

1.0

3.0

10.0

30.0

e =0 B S I )

500

Table 3. Table of Potential Dose Levels in Part 1 SC Administration

Dose level Dose
(ng/kg)
50
30
130
215
360
600

Shfl | ) i) b =S

1000

In Part 1.1, the starting maintenance dose will be no more than 2-fold above the priming dose
established from Part 1. Maximum maintenance dose increases will be 2-fold (100%).

Q2W dosing would be evaluated upon reaching MTD/MAD. Cycles for Q2W dosing would
be 4 weeks rather than the 3 weeks with Q1'W dosing. Both Q1W and Q2W dosing may be
considered for Part 2A expansion from Part 1.

Omnce the first DLT is observed, the maximum increase would increase no more than 2-fold
up to 3 pg/kg, and no more than 67% beyond 3 pg'kg.

Parts 1C, and 1D will combine escalating doses of PF-06863135 starting at the monotherapy
MTD-1/MAD-1 or RP2D (whichever 15 lower) dose level and increasing to the monotherapy
RP2D/MTD, if applicable, in combination with a standard dose of lenalidomide or
pomalidonude, respectively. De-escalation of PF-06863135 to a lower dose level may occur
if necessary.

In Part 1E, the cohort that includes dexamethasone will evaluate PF-06863135 at a priming
dose of 44 mg followed by a maintenance dose of 76 mg admimstered. De-escalation of
PF-06863135 to a lower dose level may occur 1f necessary.
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The mTPI method relies upon a statistical probability algorithm, calculated using all patients
treated in prior and current cohorts at the same dose level to determine (Decision Rules)
where future cohorts should involve dose escalation, no change 1n dose, or dose de-escalation
as presented 1n Table 4 (see also Section 9.2 Statistical Methods and Properties and
Appendix 8).

Table 4. Decision Rules

Number of Number of Patients Treated at a Dose Level
Patients n=2 n=3 n=4 n=5 n=6 n=7 n=8 n=9 n=10 | n=11 | n=12
Having
DLT

0 E E E E E E E E E E E
1 S S S E E E E E E E E
2 19 D D S S S S S S S E
3 U U U D S S S S S S
4 U U u U D S S S S
5 U U U U u U D S
6 U U U u U U U

D: De-escalate the dose: E: Escalate the dose: S: Stay at the dose; U: Unacceptable toxicity
Note: If one patient has a DLT event observed in a dose cohort with 2 patients enrolled, additional patients
may be enrolled for dose escalation assessment. Any DLT observed accounts for decision rules.

Dose escalation will stop under any of the following conditions:

e The maximum sample size has been achieved;

e Approximately 6-16 patients have been enrolled at a dose that is predicted to be the
MTD/MAD;

e All doses explored appear to be overly toxic and the MTD/MAD cannot be
determined.

3.1.4.1. Criteria for Intrapatient Dose Escalation

Intrapatient dose escalation to the next dose-level will be permitted in this study for patients
in dose escalation phase. Data gathered from patients following intra-patient dose escalation
will be excluded from MTD/MAD evaluation. Intrapatient dose-escalation to the next dose
level 1s permutted if all of the following conditions are met. Further intrapatient dose
escalations are permitted, and will be based on the same criteria for each escalation.

1. The next dose level 1s safe after DLT observation in all patients for a mmimum of
60 days;

2. The candidate for intra-patient dose-escalation tolerated the current dose level well,
with highest drug-related toxicity observed being Grade 2 or below;

3. A bone marrow aspirate and disease staging lab tests can be performed within 1 week
before start of treatment with the escalated dose (a bone marrow aspirate is
mandatory unless the investigator assesses that there in an unjustifiable risk for it
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and/or the patient refuses to undergo a bone marrow procedure; if a bone marrow
aspirate or biopsy was performed within the past 28 days prior to planned start of
escalated dose, only disease staging lab tests must be performed);

4. A discussion between the investigator and sponsor has been completed, and 1t 15
agreed that this will be in the patient’s best interest.

A patient whose dose has been escalated will not contribute to the assessment of the number
of DLTs at the escalated dose level.

3.2. Dose Limiting Toxicity (DLT) Definition

Momnitoring for DLTs will occur during Part 1. Seventy of adverse events (AEs) will be
graded according to National Cancer Institute Common Termunology Criteria for Adverse
Events (CTCAE) version 4.03. The seventy of cytokine release syndrome (CRS) will be
assessed according to the grading described by Lee et al. (2014 and 2019,> See Appendix 5).
For the purpose of dose escalation, the DL T observation period will be up to the end of Cycle
1 m each patient. For those patients recetving a pnming dose, Cycle 0 and Cycle 1 would be
included in the DLT observation period. DLT evaluable patients will include patients that
have experienced a DLT in the DLT observation period or. DLT evaluable patients will also
include those who recetved all of their planned doses of PF-06863135 i the imtial DLT
observation period if Q2W dosmg 1s bemg evaluated or at least all but one of their planned
doses of PF-0686135 1f Q1W dosing 1s being evaluated, provided a dose was not missed due
to toxicity attributed to study drug. Safety information from any patients that do not meet
DLT evaluable criteria could still be considered for overall dose escalation decisions
although they would not factor mnto mTPI decision rules.

Any of the following adverse events observed within the DLT observation period considered
related to PF-06863135 or PF-06863135 in combination with lenalidomude, pomalidonude,
dexamethasone will be classified as DLTs:

Hematological:

e Grade 4 neutropemia lasting >5 days. Except in lenalidomide combination cohort
where 1t can be managed by dose reduction of lenalidomide in the next cycle.

e Febrile neutropenia (defined as an absolute neutrophil count [ANC] <1000/mm’ with
a single temperature of >38.3°C [101°F], or a sustained temperature of =38°C
[100.4°F] for more than one hour). If fever is determined to be a symptom of CRS
confirmed by clinical course and cytokine levels and resolves in a manner consistent
with CRS, this would no longer be considered a DLT, and the patient may resume
treatment.

e Grade =3 neutropema with infection.

¢ Grade 4 thrombocytopema (unless the study entry baseline count was =25 000 and
<50,000 to take mto account bone marrow suppression due to multiple myeloma, m
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this case grade 4 thrombocytopenia needs to be accompamied by = Grade 2 bleeding
to be a DLT). For subjects who experience a platelet count <10,000/mm’, this is
considered a DLT wrrespective of other factors with the exception of lenalidonide-
related Grade 4 thrombocytopenia manageable by platelet transfusions and
lenalidomude dose reduction in the next cycle.

Grade 3 thrombocytopenia with = Grade 2 bleeding.

Non-hematological:

Grade 4 Adverse Events (AEs).

Grade 3 AE lasting =5 days despite optimal supportive care, with the exception of AE
attributed to a CRS event (1e, Grade 3 transamimifis).

Grade 3 CRS, except those CRS that have 1) not been maximally treated (1e, lack of
admimistration of standard of care treatment per the mstitution’s, Investigator’s, or
treating physician’s gmdelines for the management of CRS) or 11) improved to

< Grade 1 within 48 hours.

Grade 4 CRS.

Confirmed drug-induced hiver injury (DILI) meeting Hy's law criteria outlined in
Section 8.4.1.

Grade 4 laboratory abnormalities deemed climcally significant by the mvestigator
shall be reported as Grade 4 AE as described in Section 8.2.2.

Climcally important or persistent toxicities (eg, toxicities responsible for significant
dose delay) that are not included in the above criteria may also be considered a DLT
following review by the investigators and the Sponsor. All DLTs need to represent a
chinically significant shift from baseline.

The following AEs will not be adjudicated as DLTs:

Isolated Grade 3 laboratory abnormalities that are not associated with climical
sequelae and are corrected with supplementation/appropriate management within
72 hours of their onset or deemed clinically msignificant by the investigator.
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3.2.1. Late Toxicities

Late toxicities are AEs that meet the same grading criteria as DLT criteria and occur from
Cycle 2 Day 1 through the 60 day assessment period. If late toxicities occur those may be
incorporated in the mTPI approach and enrollment into any higher dose level cohorts may be
placed on temporanly hold. All safety data will be reviewed, and a decision will be made to
either:

e Continue enrollment in higher dose level cohorts.

e Increase the number of patients at the dose level in which the late toxicities occurred
to satisfy the mTPI decision rules (Section 3.1.4). All patients will be followed for at
least 60 days to assess safety at this dose level. If the mTPI decision rule of
dose-escalation 1s reached, enrollment in higher dose level cohorts may resume. If
after the enrollment of additional subjects the mTPI recommends to de-escalate the
dose, the option to de-escalate the dose will be discussed.

e Permanently stop enrollment i higher dose level cohorts, and declare the dose level
to be above MTD/MAD. Increase the number of patients at the dose level in which
the late toxicities occurred to satisfy the mTPI decision rules (Section 3.1.4).

e Stop the study.

For any given patient that 1s on-treatment at dose levels that are subsequently considered to
be above the MTD/MAD, the option to dose reduce will be discussed. If a patient tolerated
the above MTD/MAD dose level well and 1s benefiting, continuation of treatment at the
above MTD/MAD dose level will require re-consenting.

3.3. Maximum Tolerated and Maximum Administered Dose (MTD and MAD)
Definitions

The MTD 1s defined as the highest dose with true toxicity probabilities in the equivalence
interval (EI) where the EI 1s defined as 20%-30%.

Even though the mTPI model may select an MTD with an incidence of DLTs that 1s higher
than 30% since mTPI decision rules are based on unit probability mass (UPM) and not on
pomnt estimates of the DLT rate (see Section 9.2.1), doses with an incidence of DLT

>30% (eg, 3 out of 9) cannot be declared as the MTD. In practice, model recommendations
may be overridden by clinical judgment, and MTD with an incidence of DLTSs that 1s higher
than 30% will not be considered acceptable to be selected as MTD. The MTD will be the
highest dose associated with the occurrence of DLTs <30% (eg, <3 of 9 evaluable patients
experience a DLT).

If the MTD 1s not reached, then the MAD will be maximum dose that 15 evaluated in the
study.
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3.4. Recommended Phase 2 Dose (RP2D) Definition

Based on preliminary safety, efficacy, PK, and pharmacodynamics data from Part 1
(monotherapy dose escalation), a dose of 1000 pg/kg SC weekly has been selected as the
RP2D for PF-06863135 as a single agent. Briefly, single-agent anti-myeloma activity has
been observed at doses =215 pg/kg SC with an acceptable safety profile across all dose
levels. The overall response rate (ORR) for the 215, 360, 600, and 1000 pg/'kg SC dose levels
was 75% (3/4), 75% (3/4), 66.7% (4/6) and 83% (5/6), respectively. In addition, preliminary
exposure-efficacy analyses indicated that higher PF-06863135 exposure (average
concentration at steady state) may be associated with higher probability of objective
response, especially in patients with high baseline soluble BCMA. Overall, the data support
1000 pg/kg SC weekly as a tolerable dose that provides clinical benefit for the majonty of
patients with relapsed or refractory MM, mcluding those with high baseline soluble BCMA.

Although only Grade 1 or Grade 2 CRS was reported during dose escalation, 2 of 6 patients
experienced Grade 1 CRS events that lasted for 9 days with the first dose of 1000 pg/kg. The
longest duration of CRS 1n the 600 pg/kg SC cohort was 4 days, which occurred m 1 patient
and was Grade 1. Therefore, Part 1.1 of tlus study evaluates whether the duration of CRS can
be mitigated by a smgle priming dose of 600 pg/kg given one week prior to 1000 pg/'kg
maintenance dosing (see Section 1.2.9 6 for rationale). Based on preliminary safety data from
Part 1.1, adnimstration of a priming dose (600 pg/kg) reduces duration of CRS associated
with subsequent maintenance dosing (1000 pg/'kg). Therefore, a priming strategy will be
adopted for both PF-06863135 monotherapy and combination therapy in this study as well as
other studies.

For monotherapy dosmg with PF-06863135, the RP2D of 1000 pg/kg will be admimistered as
a fixed dose of 76 mg SC weekly (see Section 1.2.9 4 for rationale) following a single
priming dose of 44 mg (fixed dose equivalent of 600 pg/kg) admimstered one week before
mitiation of maintenance dosing.

The combination RP2D for PF-06863135 will be determined separately for each combination
therapy.

3.5. Stopping Criteria in Part 2 Dase Expansion

If the following criteria listed below are met in any of the cohorts in Part 2 dose expansion,
further enrollment into the cohort meeting the criteria will be placed on hold, and a decision
to stop the cohort may be made following a review of all safety information:

s Grade 5 treatment-related AE =10%; or
e Grade 4-5 treatment-related non-hematological AE >25%.

Adverse event information collected during dose escalation of patients treated at the same
dose levels will be included in the evaluation.
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4. PATIENT ELIGIBILITY CRITERIA

This study can fulfill its objectives only 1f appropriate patients are enrolled. The following
eligibility criteria are designed to select patients for whom participation in the study 1s
considered appropriate. All relevant medical and nonmedical conditions should be taken into
consideration when deciding whether a particular patient 1s smtable for thus protocol.

4.1. Inclusion Criteria

Patients must meet all of the following mnclusion criteria to be eligible for enrollment in the
study:

1. Patients with relapsed or refractory multiple myeloma, as defined by the international
myeloma working group (IMWG) updated criteria 2014* (see Appendix 6), and
measurable disease on enrollment (study entry) as defined by one or more of the
abnormalities listed 1n a to c below:

a. Serum myeloma (M)-protein greater than or equal to 0.5 g/dL (5 g/L).
b. Urnne M-protein greater or equal to 200 mg/24 h.

c. For patients without measurable serum and urine M-protein levels or if the serum
and urine M-protein levels are uninterpretable due to assay interference by prior
treatment with daratumumab only: free light chamn (FLC) 1s considered to be
measurable in patients whose involved light chain (either kappa or lambda)

15 >100 mg/L (10 mg/dL) and who have an abnormal kappa:lambda ratio
(abnormal 15 outside the range .26 to 1.65).

2. Patients must have progressed on or are intolerant of established therapies known to
provide clinical benefit in multiple myeloma mcluding proteasome inhibitor, an IMiD
drug and an anti-CD38 mAb, where approved and available, either in combination or
as a single agent. Patients must not be candidate for regimens known to provide
clinical benefit in relapse or refractory multiple myeloma based on the investigator’s
judgment. If a patient declines such therapy, this must be recorded in the study files.

3. Female or male patients age =18 years.

4. Eastern Cooperative Oncology Group (ECOG) Performance Status (PS)(see
Appendix 4).

e For Part 2A: Eastern Cooperative Oncology Group (ECOG) Performance Status
(PS) 0-1.

e For all other Parts: Eastern Cooperative Oncology Group (ECOG) Performance
Status (PS) 0-1. PS-2 1s pemutted if PS 1s due to underlying myeloma.
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5.

6.

10.

11.

Adequate hematological function including:

» Absolute neutrophil count (ANC) >1,000/mm’

» For PF-06863135 monotherapy, Part 1E and 2E : Platelet count >25,000/mm’
(transfusion support 1s permutted if completed prior to planned start of dosing).
For Parts 1C and 2C platelet count >30,000/mm’. For Parts 1D and 2D platelet
count >50,000/mm’.

¢ Hemoglobm =8.0 g/dL (transfusion support 1s permitted if completed prior to
planned start of dosing).

Adequate Renal Function, including:

e For non-lenalidomide parts of the study: Estimated creatimine clearance

=230 mL/mun as calculated usmg the method standard for the mstitution. (If an
estimated creatimine clearance [CrCl] 1s believed to be maccurate for a patient,
24 -hour urnne collection with actual assessment of CrCl 1s allowed); For Parts 1C
and 2C, estimated creatinine clearance =60 mL/min.

e Serum creatinine <25 mg/dL;
e Not dialysis-dependent.
Adequate Liver Function, including:

e Aspartate and alanine aminotransferase (AST and ALT) <2.5 x upper linut of
normal (ULN); <5.0 x ULN if there 1s liver involvement by the tumor.

e Alkaline phosphatase <25 x ULN (=5 x ULN 1n case of bone metastasis).

e Total bilirubin <2 0 mg/dL, except m patients with Gilbert Syndrome who must
have a total bilirubin less than 3.0 mg/dL.

No active hepatitis B (HBV) or hepatitis C (HCV) infection.

Resolved acute effects of any prior therapy to baseline seventy or CTCAE Grade <1,
with the exception of peripheral neuropathy attributable to bortezomub in the linmt of
Grade <2.

Serum pregnancy test (for females of childbearing potential) negative at screening.

Female patients of non-childbearing potential must meet at least 1 of the following
criferia:

e Achieved postmenopausal status, defined as follows: cessation of regular menses
for at least 12 consecutive months with no alternative pathological or
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physiological cause; status may be confirmed with a serum follicle stimulating
hormone (FSH) level confirming the postmenopausal state.

e Have undergone a documented hysterectomy and/or bilateral oophorectomy.
e Have medically confirmed ovaran failure.

e All other female patients (including female patients with tubal ligations) are
considered to be of childbearing potential

12. Capable of giving signed informed consent as described in Appendix 1, which

includes compliance with the requirements and restrictions listed in the mnformed
consent document (ICD) and m this protocol.

13. Willing and able to comply with scheduled visits, treatment plan, laboratory tests, and

other procedures.

4.2. Exclusion Criteria
Patients with any of the following characteristics/conditions will not be included in the study:

1.

Patients with other malignancies in addition to multiple myeloma are not eligible 1f
the other malignancy has required treatment within the past 3 years or 1s not in
complete remussion with the exceptions of successfully treated non-metastatic basal
cell or squamous cell skin carcinoma.

History of active autormmune disorders (including but not limited to: Crohn’s
disease, rheumatoid arthritis, scleroderma, systemuc lupus erythematosus, Grave’s
disease) and other conditions that compromise or impair the immune system.

Any form of primary immunodeficiency (such as Severe Combined
Immunodeficiency Disease).

Patients with active uncontrolled bacterial, fungal or viral infection, including known
human immunodeficiency virus (HIV) mnfection or acquired immunodeficiency
syndrome (AIDS) related illness. See Appendix 10 for additional clarification as it
relates to SARS-CoV2 infection.

Patients with evidence of active mucosal or internal bleeding.

History of CTCAE Grade =3 immune-mediated adverse event (including hepatitis,
pancreatitis, colifis, pneumonitis, carditis, and cytokine release syndrome) that was
considered related to prior immune-modulatory therapy (exceptions: immune-related
adverse events secondary to checkpoint inhibitors that have been appropnately
managed or resolved such as hypophysitis and hypothyroidism).

Major surgery within 4 weeks prior to study entry.
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8.

10.

11

12

13

Radiation therapy within 2 weeks prior to study entry (bone lesions requiring
radiation may be treated with linmted [ie, <25% of bone marrow in field] radiation
therapy during this period).

Patients with a history of stem cell transplant (autologous or allogeneic) within
100 days prior to study enrollment.

Donor Lymphocyte Infusion (DLI) within 30 days prior to study entry.

. Time between the last doses of previous systemic anti-cancer therapy 1s less than

5 times the elimination half-life of previous therapy or less than 30 days after last
dose of antibody based therapies (eg, elotuzumab, daratumumab).

Requirement for systemic immune suppressive medication except as permutted in the
study protocol.

. Current requirement for chromie blood product support.

14. Patients with known relapse following BCMA targeted therapy (except for

15.

16.

PF-06863135) may be eligible following discussion with the sponsor. However,
patients who had received alemtuzumab previously or who have not recovered white
blood cell counts to baseline after conditiomng chemotherapy for prior chimeric
antigen receptor (CAR) T cell therapy are excluded.

Patient known to be refractory to platelet or red blood cell transfusions.

Baseline 12-lead electrocardiogram (ECG) that demonstrates clinically relevant
abnormalities that may affect patient safety or interpretation of study results

(eg, baseline corrected QT [QTc] mnterval >470 msec, complete left bundle branch
block [LBBB], signs of an acute or ndetermunate-age myocardial infarction, ST-T
mnterval changes suggestive of active myocardial 1schemma, second- or third-degree
atrioventricular [AV] block, or serious bradyarrhythmmas or tachyarrhythnuas). If the
baseline uncorrected QT interval 1s 470 msec, this interval should be rate-corrected
using the Fridericia method and the resulting Corrected QT interval by Fredericia
(QTcF) should be used for decision making and reporting. If QTc exceeds 470 msec,
or QRS exceeds 120 msec, the ECG should be repeated 2 more times and the average
of the 3 QTc or QRS values should be used to determine the patients eligibility.
Computer-interpreted ECGs should be overread by a physician experienced in
reading ECGs before excluding participants. Cases must be discussed mn detail with
sponsor’s medical monitor to judge eligibility.

Any of the following in the previous 6 months: myocardial infarction, long QT
syndrome, Torsade de Pointes, arrhythnias (including sustained ventricular
tachyarrhythmia and ventricular fibrillation), serious conduction system abnormalities
(eg, left anterior hemublock, left bundle branch block), unstable angina,
coronary/peripheral artery bypass graft, symptomatic congestive heart failure (CHF,
MNew York Heart Association class IIT or IV), cerebrovascular accident, transient
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17.

18.

19.

20.

21.

22.

23

1schemic attack, symptomatic pulmonary embolism, and/or other clinical signmificant
episode of thromboembolic disease, ongoing cardiac dysrhythnmas of National
Cancer Institute (NCI) CTCAE > Grade 2, atnial fibnillation of any grade (> Grade 2
in the case of asymptomatic lone atrial fibnllation). If a participant has a cardiac
rhythm device/pacemaker placed and QTcF >470 msec, the participant can be
considered eligible. Subjects with cardiac thythm device/pacemaker must be
discussed 1n detail with sponsor’s medical monitor to judge eligibility.

Hypertension that cannot be controlled by medications (>150/100 mmHg despite
optimal medical therapy).

Participation in other studies mnvolving investigational drug(s) within 4 weeks prior to
study entry. Patient may be included 1f 5 times elimination half-life of drug has
passed. Note: COVID-19 vaccination may be considered an exception and should be
discussed with the sponsor on an individual basis.

Known or suspected hypersensitivity to murine and bovine products.

Fertile male patients and female patients of childbearing potential who are unwilling
or unable to use a highly effective method of contraception as outlined in this
protocol.

Other acute or chronic medical or psychiatric condition, mcluding recent (within the
past year) or active suicidal ideation or behavior or laboratory abnormality that may
increase the risk associated with study participation or investigational product
admimistration or may interfere with the interpretation of study results and, in the
judgment of the investigator, would make the patient inappropnate for entry into this
study.

Investigator site staff members directly mvolved in the conduct of the study and their
fanuly members, site staff members otherwise supervised by the mvestigator, or
patients who are Pfizer employees, including their fanuly members, directly involved
in the conduct of the study.

For enrollment in lenalidommde combination cohorts Parts 1C and 2C, patients who
had previously recetved lenalidonude and were dose reduced to less than 25 mg daily
for thrombocytopenia, neutropenia or renal impairment.

24. For enrollment in pomalidomide combination cohorts Parts 1D and 2D, patients who

25.

had previously received pomalidonude and were dose reduced to less than 4 mg daily
for thrombocytopenia, neutropenia, severe renal impairment, or hepatic impairment.

For enrollment in pomalidomide combination cohorts Parts 1D and 2D, patients who
are recerving strong CYP1A?2 mhibitors (eg, ciprofloxacin and fluvoxamine).
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26. For patients on pomalidomide combination Parts 1D and 2D, patients who have any
level of hepatic impairment (Child-Pugh A-C) that would require dose reduction of
pomalidonude.

4.3. Lifestyle Requirements

All fertile female patients who are of childbearing potential who are, in the opmion of the
mvestigator, sexually active and at rnisk for pregnancy with their partner(s) must agree to use
a lughly effective method of contraception consistently and correctly for the duration of the
active treatment period and for at least 5 months after the last dose of PF-06863135.

No contraception methods are required for male participants who recerve PF-06863135 1n
this study, as the calculated safety margin 15 >100-fold between the estimated maternal
exposure due to senunal transfer and the estimated MABEL (mumimal anticipated biological
effect level) used as conservative estimate of exposure that may result in serious
mamfestations of developmental toxicity.

In addition to contraception requirements to PF-06863135, for Parts 1C, 2C, 1D and 2D, the
manufacturer’s (Bristol Meyers Squibb’s) pregnancy prevention programs (PPP) for
lenalidomude and pomalidomude must be followed. All females of childbearing potential, as
defined per PPP, must use at least 2 acceptable methods of contraception as specified in the
PPP including at least one highly effective method (tubal ligation, IUD, hormonal [birth
control pills, hormonal patches, injections, vaginal rings, or implants], or partner’s
vasectomy) and at least one additional effective method of birth control (male latex or
synthetic condom, diaphragm, or cervical cap every time they have sex with a male, or
abstamning from sex with a male) for at least 4 weeks before lenalidonuide or pomalidonude
therapy (including during dosing interruptions), during lenalidomde or pomalidonude
therapy, and until at least 4 weeks after the last dose of lenalidomde or pomalidonude
therapy, and men must always use a latex or synthetic condom during any sexual contact
with females of cluldbearing potential during lenalidomide or pomalidomude therapy
(including during dosing interruptions) and until at least 4 weeks after discontinuing
lenalidomude or pomalidonide. In addition, PPP requirements related to prohibition of blood,
semen, and sperm donation during lenalidomide and pomalidomde treatment and for at least
4 weeks after discontimung treatment must be followed.

The mvestigator or his or her designee, in consultation with the patient, will confirm that the
patient has selected an appropnate method of contraception for the individual patient and his
or her partner(s) from the pernutted list of contraception methods (see below) and wall
confirm that the patient has been instructed 1n 1ts consistent and correct use. At time points
indicated in the SCHEDULE OF ACTIVITIES (including the required contraception period
[through 5 months post last dose of PF-06863135 for WOCBPY]), the investigator or designee
will inform the patient of the need to use highly effective contraception consistently and
correctly and document the conversation and the patient’s affirmation in the patient’s chart
(patients need to affirm their consistent and correct use of the selected methods of
contraception). In addition, the investigator or designee will instruct the patient to call
immediately if the selected contraception method 1s discontinued or if pregnancy 1s known or
suspected in the patient or partner. In addition to reporting requirements outlined i Sections
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842and 8421, for Parts 1C, 2C, 1D and 2D, additional reporting requirements as defined
in the PPP for lenalidomide and pomalidonmide must be followed, including immediate
reporting of potential pregnancy exposure to the manufacturer, follow-up reporting to the
manufacturer each trimester until outcome, and infant follow-up to the manufacturer every
quarter for 1 year after birth (pending consent of the female participant or female partner).
Highly effective methods of contraception are those that, alone or in combination, result in a
failure rate of less than 1% per year when used consistently and correctly (1e, perfect use) and
mnclude the following:

1. Established use of hormonal methods of contraception associated with inhibition of
ovulation (eg, oral, inserted, injected, implanted, transdermal), provided the patient or
male patient’s female partner plans to remain on the same treatment throughout the
entire study and has been using that hormonal contraceptive for an adequate period of
tume to ensure effectiveness.

2. Correctly placed copper-contaiming mtrauterine device (IUD).

3. Male condom or female condom used WITH a separate spermicide product (1e, foam,
gel, film, cream, or suppository). For countries where spermicide 1s not available or
condom plus spermicide 1s not accepted as lhighly effective confraception, this option
1s not appropriate.

4. Male sterilization with absence of sperm in the post vasectomy ejaculate_

5. Bilateral tubal igation/bilateral salpingectomy or bilateral fubal occlusive procedure
(provided that occlusion has been confirmed m accordance with the device’s label).

NOTE: Sexual abstinence, defined as completely and persistently reframing from all
heterosexual intercourse (including during the entire period of nisk associated with the study
treatments) may obviate the need for contraception ONLY if this 15 the preferred and usual
lifestyle of the patient.

4.4. Sponsor’s Qualified Medical Personnel

The contact information for the sponsor's appropriately qualified medical personnel for the
study 1s documented in the study contact list located m the supporting study documentation.

To facilitate access to appropnately qualified medical personnel on study-related medical
questions or problems, patients are provided with a contact card. The contact card contains,
at a mmmmum, protocol and investigational product identifiers, patient study numbers,

contact mformation for the mvestigator site, and contact details for a contact center in the
event that the investigator site staff cannot be reached to provide advice on a medical
question or problem ongmating from another healthcare professional not involved in the
patient’s participation in the study. The contact number can also be used by mvestigator staff
if they are seeking advice on medical questions or problems; however, 1t should be used only
in the event that the established communication pathways between the mvestigator site and
the study team are not available. It i1s therefore intended to augment, but not replace, the
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established communication pathways between the mvestigator site and the study team for
advice on medical questions or problems that may arise during the study. The contact
number 1s not intended for use by the patient directly, and 1f a patient calls that number, he or
she will be directed back to the investigator site.

5. STUDY TREATMENTS

For the purposes of this study, and per International Conference on Harmomization (ICH)
gmdelines, investigational product 1s defined as a pharmaceutical form of an active
mngredient or placebo bemg tested or used as a reference/comparator 1n a climeal trial,
mncluding a product with a marketing authorization when used or assembled (formulated or
packaged) in a way different from the approved form, or when used for an unapproved
indication, or when used to gain further information about an approved use (ICH E6 1.33).

For this study, the mvestigational medicinal products include PF-06863135, lenalidonude,
pomalidomide and dexamethasone. For dose level information, please see Section 3.1.

5.1. Allocation to Treatment

Dose level allocation will be performed by the sponsor after patients have given their written
informed consent and have completed the necessary baseline assessments. The site staff wall
e-mail a complete Registration Form to the designated sponsor study team member or
designee. The sponsor will assign a patient identification number and supply this number to
the site. The patient identification number will be used on all study-related documentation at
the site.

No patient shall receive investigational product until the investigator or designee has received
the following information in wniting from the sponsor:

e Confirmation of the patient’s enrollment;
e Specification of the dose level for that patient and;
e Permission to proceed with dosing the patient.

The sponsor or designee will notify the other sites of the inclusion of a new patient, and will
inform study sites about the next possible enrollment date.

5.2. Patient Compliance

All doses of PF-06863135 will be adninistered by the appropriately designated study staff at
the mvestigational site. Oral medications lenalidomide pomalidomide, and dexamethasone,
if applicable, will be taken by the patient either at the site or at home.

The site will complete required dosage Preparation Record located in the Investigational
Product manual (IP manual). The use of the Preparation Record 1s preferred but 1t does not
preclude the use of an existing appropriate climical site documentation system. The existing
clinical site's documentation system should capture all pertinent/required information on the
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preparation and adnuinistration of the dose. This may be used in place of the Preparation
Record after approval from the sponsor and/or designee.

5.3. Investigational Product Supplies
5.3.1. Pharmaceutical Form(s) and Packaging

PF-06863135 1s presented as a sterile aqueous buffered solution for
infravenous/subcutaneous adnunistration. Please consult the Investigational Product Manual
(IP manual) and Investigator’s Brochure for further details.

Lenalidomide (Revlimid®) is an oral medication approved in the US, EU, and Canada for the
treatment of multiple myeloma. Please consult the Revlimid® US package Insert (USPI) or
EU Package Insert or SPC for further details 332

Pomalidomide (US Pomalyst®, EU and Canada Imnovid®) is an oral medication approved in
the US, EU, and Canada for the treatment of multiple myeloma. Please consult the
Pomalyst® US package Insert (USPI) or EU package insert or SPC for further details 336

Dexamethasone is an oral medication approved in the US, EU, and Canada *’

5.3.2. Preparation and Dispensing

For PF-06863135, see the IP manual for instructions on how to prepare the mvestigational
product for adnumistration. Investigational product should be prepared and dispensed by an
appropnately qualified and expenienced member of the study staff (eg, physician, nurse,
physician’s assistant, nurse practitioner, pharmacy assistant/technician, or pharmacist) as
allowed by local, state, and institutional gmdance.

Only qualified personnel who are familiar with procedures that miminmze undue exposure to
themselves and to the environment should undertake the preparation, handling, and safe
disposal of biotherapy agents.

5.4. Administration
5.4.1. IV Administration PF-06863135

PF-06863135 will be administered on Day 1, 8 and 15 of each cycle per the IP manual as an
mntravenous (IV) infusion over 2 hrs (£15 munutes). If the patient 1s assigned to the lead-in
cohort 1n Part 2 that 1s specifically designed to evaluate reduced mnfusion time, PF-06863135
may be admimistered as an I'V infusion over 1 hr (=10 nunutes). For monotherapy, each
cycle will be 3 weeks i duration, and each patient will be treated 3 times during each cycle,
unless dose delays or interruptions occur (see Sections 5.5.1 and 5.5.2). On C1D1 for all
patients, and on COD1 for patients receiving a pnmung dose, PF-06863135 will be
admimistered on an inpatient basis. On all other days, PF-06863135 will be adninistered on
an outpatient basis.). On C1D1 for all patients, and on COD1 for patients receiving a priming
dose, PF-06863135 will be admimistered on an inpatient basis. On all other days,
PF-06863135 will be administered on an oufpatient basis.

PFIZER CONFIDENTIAL
Page 133



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Details for PF-06863135 infusion are provided in the current PF-06863135 IP Manual. The
dose level will be assigned by the sponsor (see Section 5.1 Allocation to Treatment). For
monotherapy Part 1, all patients should be weighed withun 72 hours prior to Day 1 of each
cycle to ensure they did not expenence either a weight loss or gain >10% from the prior
weight used to calculate the amount of PF-06863135 required for dose preparation. If the
patient experienced either a weight loss or gain >10% compared to the prior weight used to
calculate the imitial dose or dose in the previous cycle, the amount of PF-06863135 required
for preparation and administration for the current cycle must be recalculated using this most
recent weight obtamed. Should the institutional policy be such that the dose 1s requured to be
calculated 1f a patient experiences a weight gain of <10%, this will be allowed. Fixed dosing
approach will be applied in dose-finding for combination and also-dosing approach will be
applied in dose-finding for combination and also m all expansion parts of the study (See
Section 1.294).

The vse of an mfusion or syringe pump 1s the preferred method of adnunistration to ensure
accurate delivery of the investigational product. Please refer to the IP manual for infusion
rate and duration.

Each patient may recerve PF-06863135 until disease progression, unacceptable toxicity,
withdrawal of consent, or study termunation. If a patient has received treatment with Q1W
PF-06863135 for at least 6 months, and disease assessments have remained stable over at
least 2 months, consideration may be given to increasing dose intervals from weekly to every
2 weeks or once per cycle (only CXD1 dosing and activities applicable) after consultation
with sponsor. Cycles would remain the same length with any skipped weekly doses noted. If
the patient subsequently begins to have mcrease of disease burden, dose intervals should
refurn to weekly dosing.

5.4.2. SC Administration PF-06863135

Qualified and tramned investigator site personnel will admimister PF-06863135 to patients by
SC mnjection. Ideally, each injection may be up to 2 mL in volume. However, 1if the
maximum volume allowed per mstitution’s policy 1s lower, the number of injections may
mncrease to accommodate this difference in volume to ensure the correct final dose 1s
delivered.

Study drug should be admunistered to the abdomen (with preference given to the lower
quadrants when possible). Refer to Appendix 9 for details on adnimstration of multiple
mjections to the abdomen. Study staff should refer to the IP Manual for specific instructions

on the handling and preparation of study drug.

Sinular to IV dosing, during monotherapy dose escalation with Q1W SC PF-06863135 only
each cycle will be 3 weeks in duration, and each patient will be treated 3 times duning each
cycle, unless dose delays or interruptions occur (see Sections 5.5.1 and 5.5.2. If patients are
enrolled mto Q2W SC dosing cohorts during dose escalation, each cycle will be 4 weeks i
duration, and each patient will be treated twice during each cycle. On C1D1 for all patients,
and on COD1 for patients receiving a priming dose, PF-06863135 will be admimstered on an
mpatient basis. On all other days, PF-06863135 will be adnimistered on an outpatient basis).
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If patients are enrolled into Q2W SC dosing cohorts during dose escalation, each cycle will
be 4 weeks in duration, and each patient will be treated twice during each cycle. On C1D1
for all patients, and on COD1 for patients recerving a priming dose, PF06863135 will be
admimistered on an inpatient basis. On all other days, PF06863135 will be adnunistered on
an outpatient basis.

Details for PF-06863135 mnjections are provided in the current PF-06863135 IP Manual The
dose level will be assigned by the sponsor (see Section 5.1 Allocation to Treatment). For
monotherapy Part 1, all patients should be weighed withun 72 hours prior to Day 1 of each
cycle to ensure they did not expenence either a weight loss or gain >10% from the prior
weight used to calculate the amount of PF-06863135 required for dose preparation. If the
patient experienced either a weight loss or gain >10% compared fo the prior weight used to
calculate the imitial dose or dose in the previous cycle, the amount of PF-06863135 required
for preparation and administration for the current cycle must be recalculated using this most
recent weight obtamed. Should the institutional policy be such that the dose 1s requured to be
calculated 1f a patient experiences a weight gain of <10%, this will be allowed. Fixed-dosing
approach will be applied in dose-finding for combination and also i all expansion parts of
the study (See Section 1.2.9 4).

Each patient may recerve PF-06863135 until disease progression, unacceptable toxicity,
withdrawal of consent, patient no longer willing to participate 1 tnial, or study termunation.
If a patient has received treatment with Q1W PF-06863135 for at least 6 months, and disease
assessments have remained stable over at least 2 months, consideration may be given to
mncreasing dose intervals from weekly to every 2 weeks or once per cycle (only CXD1 dosing
and activities applicable) after consultation with sponsor. Cycles would remain the same
length with any skipped weekly doses noted. If the patient subsequently begins to have
mncrease of disease burden, dose intervals should return to weekly dosing.

For Parts 1C, 1D, 1E and Part 2 dose expansion: PF-06863135 will be adnunistered as
described for monotherapy PF-06863135, and each cycle will be 4 weeks in duration. On
C1D1 for all patients and COD1 for patients recerving a pnimung dose, PF-06863135 will be
admimistered on an inpatient basis. On all other days, PF-06863135 will be adnimistered on
an outpatient basis.

If a patient has received treatment with Q1W PF-06863135 for at least 6 months, and disease
assessments have remained stable over at least 2 months, consideration may be given to
mncreasing dose intervals from weekly to every 2 weeks or once per cycle (only CXD1 dosing
and activities applicable) after consultation with sponsor. Cycles would remain the same
length with any skipped weekly doses noted. For every 2 week dosing, 1t would be
preferable to skip dosing of PF-06863135 on days 8 and 22 of each cycle. If the patient
subsequently begins to have increase of disease burden, dose intervals should return to
weekly dosing.

5.5. Recommended Dose Modifications

Every effort should be made to admimster investigational product on the planned dose and
schedule.
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In the event of sigmficant toxicity, dosing may be delayed and/or reduced as described
below. In the event of multiple toxicities, dose modification should be based on the worst
toxicity observed. Patients are to be instructed to notify mvestigators at the first occurrence
of any adverse symptom.

Dose modifications of PF-06863135, lenalidomide, pomalidommde and dexamethasone, may
occur i one of three ways:

e  Within a cycle: dosing imnterruption until adequate recovery and dose reduction, 1f
required, during a given treatment cycle;

e Between cycles: next cycle administration may be delayed due to persisting toxicity
when a new cycle 1s due to start;

e In the next cycle: dose reduction may be required in a subsequent cycle based on
toxicity experienced i the previous cycle.

In Parts 1E and 2E, if a dose of PF-06863135 1s delayed or interrupted, then dexamethasone
should not be adnimistered until PF-06863135 administration 1s restarted.

5.5.1. Dosing Interruptions

Patients experiencing Grade 3 or 4 potentially treatment-related toxicity or intolerable
drug-related Grade 2 toxicity despite supportive care should have their freatment interrupted.

Appropnate follow-up assessments should be done until adequate recovery occurs as
assessed by the investigator. Criteria required before treatment can resume are described in
the Dose Delays Section 5.5.2.

Doses may be held as needed until toxicity resolution. Depending on when the adverse event
resolved, a treatment interruption may lead to the patient nussing all subsequent planned
doses within that same cycle or even to delay the imitiation of the subsequent cycle.

If the adverse event that led to the treatment interruption recovers within the same cycle, then
re-dosing 1n that cycle 1s allowed. Doses omutted for toxicity are not replaced within the
same cycle. The need for a dose reduction at the time of treatment resumption should be
based on the cniteria defined in the Dose Reductions Section 5.5 .3, unless expressly agreed
otherwise following discussion between the investigator and the sponsor.

In the event of a treatment interruption for reasons other than treatment-related toxicity
(eg, elective surgery) lasting >3 weeks, treatment resumption will be decided in consultation
with the sponsor.
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5.5.2. Dose Delays

Re-treatment following treatment interruption for treatment-related toxicity or at the start of
any new cycle should not occur until all of the following parameters have been met:

e ANC >1,000/mm’ for PF-06863135, dexamethasone, and lenalidomide; >500/mm’
for pomalidomide;

e Platelets count >25,000/mm’ for PF-06863135 and dexamethasone; >30,000/mm’ for
lenalidomide; >50,000/mm’ for pomalidomide;

e Non-hematologic toxicities have returned to baseline or Grade <1 seventy (or, at the
mvestigator’s discretion, Grade <2 if not considered a safety risk for the patient).

e Recovery of treatment-emergent peripheral neuropathy to Grade <1 severnty.

If a treatment delay results from worsening of hematologic or biochemical parameters, the
frequency of relevant blood tests should be increased as climically indicated.

If these conditions are met within 3 weeks of treatment interruption or cycle delay, study
treatment may be resumed. Refer to the Dose Reductions Section 5.5.3 for adverse events
requiring dose reduction at the time of treatment resumption.

If these conditions are not met, treatment resumption must be delayed up to a maximum of
3 weeks. If patients require discontinuation of study treatment for more than 42 days of
Day 1 of the current cycle, then study treatment should be permanently discontinued, unless
the mvestigator’s benefit/risk assessment suggests otherwise after discussion with the
Sponsor’s medical momtor.

If a treatment interruption continues beyond the last day of the current cycle, then the day
when treatment 1s restarted will be counted as Day 1 of the next cycle.

Recommended pmdehnes for dose delays of PF-06863135 for participants who have active
[confirmed (positive by regulatory authonity-approved test) or presumed (test
pending/climcal suspicion)] SARS-CoV?2 infection can be found in Appendix 10.

5.5.3. Dose Reductions

Following dosing interruption or cycle delay due to toxicity, the PF-06863135 dose may need
to be reduced when treatment 1s resumed.

No specific dose adjustments for PF-06863135 are recommended for Grade 1/2
treatment-related toxicity. However, investigators should always manage their patients
according to their medical judgment based on the particular clinical circumstances.

Patients experiencing recurrent and intolerable Grade 2 toxicity may resume dosing at the
next lower dose level of PF-06863135 once recovery to Grade <1 or baseline 1s achieved.

PFIZER CONFIDENTIAL
Page 137



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001

Final Protocol Amendment 9. 28 March 2023

Dose reduction of PF-06863135 by 1 and, if needed, 2 dose levels will be allowed depending
on the type and severity of toxicity encountered. Patients enrolled in the first (0.1 pg/kg)
cohort will be allowed 1 dose reduction if required. Patients requiring more than 2 dose
reductions (or 1 dose reduction for the first cohort) will be discontinued from the treatment
and entered into the follow-up phase, unless otherwise agreed between the investigator and
the sponsor. If dose reduction of PF-06863135 1s needed for any patient who receives fixed
doses of PF-06863135 (Parts 1C, 1D, 1E, 2A, 2C, 2D, 2E), the next dose level of
PF-06863135 will be 25% lower than the current dose level (eg, from 32 mg to 24 mg, or
from 24 mg to 16 mg). All dose modifications/adjustments must be clearly documented in
the patient's source notes and case report form (CRF).

Once a dose has been reduced for a given patient, all subsequent cycles should be
admimistered at that dose level, unless further dose reduction 1s required. Intrapatient dose
re-escalation 1s not allowed.

Patients expeniencing a DLT may resume dosing at the next lower dose level (1f applicable)
once adequate recovery 1s achieved. Patients experiencing a DLT of prolonged
myelosuppression (=42 days) may not resume treatment even if adequate recovery 1s
achieved. No dose reductions are planned for patients expeniencing toxicities other than
those listed as DLTs. However, patients experiencing recurrent and intolerable Grade 2
toxicity may resume dosing at the next lower dose level once recovery to Grade <1 or
baseline 15 achueved. Patients whose hematologic indices improve prior to meeting the
critenia for prolonged myelosuppression >42 days may resume dosimng at the next lower dose
level or permanently discontinue from treatment at the discretion of the investigator.

Recommended dose reductions for PF-06863135 are described 1n Table 5.

Table 5. Dose Modifications for PF-06863135 Product-Related Toxicity and for
Peripheral Sensory or Motor Neuropathy=**

Toxicity Grade 1 Grade 2 Grade 3 Grade 4
Non-hematologic Confimue at the | Contimue at the same Withhold dose unfil | Permanently
{(excluding peripheral  |same dose dose level. toxicity is discontinue *
neuropathy-see below) |level Grade =1, or has

returned to
baseline. then
reduce the dose by
1 level *
Hematologic except for | Continue at the | Continue at the same Withhold dose unfil | Withhold dose until
lymphopenia, which is |same dose dose level. toxicity is toxicity is Grade =2,
expected as part of level. Grade =2, orhas | or has refurned fo
PF-06863135 returned to baseline, then
mechanism of action baseline, then reduce the dose by
resume treatment at | 1 level and resume
the same dose freatment ** If
level ** If toxicity |toxicity reoccurs
reoccurs, dosing despite dose
may be reduced by | reduction, dosing
1 dose level. If may be reduced by
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Table 5. Dose Modifications for PF-06863135 Product-Related Toxicity and for
Peripheral Sensory or Motor Neuropathy=**

Toxicity Grade 1 Grade 2 Grade 3 Grade 4
toxicity reoccurs 1 more dose level.
after a maximmm of | If toxicity reoccurs,
2 dose level patient may be
reductions (1 for | permanently
patients in first discontinued from
cohort), patient treatment.
may be
permanently
discontinued from
treatment.

For platelets,
withhold dose if
toxicity
=25,000 mm3 and
re-start when
platelets have
returned to
=25.000 mm3 or
baseline
Peripheral sensory or | Continue at the | Withhold dose until Permanently Permanently
motor neuropathy (all  |same dose resolution to Grade <1. |discontinue discontinue
causality) level then resume at a elranatamahb. elranatamab
reduced dose level.
See Continue to : .
Section 8.4.4 for monitor the | CORtiauE fo monitor the
recommended work-up. |participant for participants for signs of
signs of worsening nenropathy.
w“““;“ﬂi If Grade 2 neuropathy
reoccurs, permanently
discontinue
elranatamab.

* Nausea, vomiting, or diarthea nmst persist at Grade 3 or 4 despite maximal medical therapy to require dose

modification.

*#* Cycle will not be extended to cover for the missing doses.
*** Dose reductions for lenalidomide should also follow the recommendations in this table.

Doses may be held as needed until toxicity resolution. Appropnate follow-up assessments
should be done until adequate recovery occurs as assessed by the investigator.

Dose modifications for lenalidomide (1e, for neutropema, thrombocytopenia, renal
impairment, grade 3 or 4 toxicities judged to be related to lenalidonde) per manufacturer’s
gumdelines 15 permitted. Please see, Table 7 and Table 8 hematologic toxicities and renal
impairment for dose modifications. Please consult the Revlimid® US package Insert (USPI)
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for further details *° For Europe, please consult the Revlimid® Summary of Product
Characteristics (SPC) for further details *! For Canada, please consult the Revlimid® Product
Monograph for further details 3

Table 6.

Lenalidomide Dose Adjustment for Thrombocytopenia

Platelet Count

Recommended Course of Action

When count first falls to 30,000 mcL.

When count returns to =30,000 mcL..

Intermipt lenalidomide treatment, follow complete
blood count (CBC) weekly.

Resume lenalidomide at 10 mg.

For each subsequent drop in count to <30,000 mcL.

When count returns to =30,000 mcL..

Intermupt lenalidomide treatment

Resume lenalidomide at the next lower dose level
(5 mg) once daily. Do not decrease dose below 5
mg once daily.

Table 7.

Lenalidomide Dose Adjustment for Neutropenia

Neutrophil Count

Recommended Course of Action

When count first falls to <1,000/mcl.

When count returns to =1.000/mcL and neutropenia
15 the only observed toxicity.

When count returns to =1,000/mcL and other
toxicity is observed.

s Intermupt lenalidomide freatment, start G-CSF

treatment, follow CBC weekly.
Resume lenalidomide at 15 mg once daily.

Resume lenalidomide at 10 mg once daily.

For each subsequent drop in count to <<1,000/mcL..

When count returns to =1_000/mcL.

Intermupt lenalidomide treatment

Resume lenalidonude at the next lower dose level
(10 mg or 5 mg) once daily. Do not decrease dose
below 5 mg once daily.
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Table 8. Lenalidomide Dose Adjustment for Renal Impairment

Category Renal Function Dose

Moderate renal impairment CrCP 30-60 mIL/min 10 mg every once daily

Severe renal impairment CrCP <30 ml./min {not requinng 15 mg every other day
dialysis)

End-stage renal disease CrCP <30 ml./min (requiring 5 mg once daily. On dialysis days,
dialysis) dminister the dose after dialysis

EKey: CrCl = creatinine clearance.
a Estimated by creatinine clearance as calculated by the Cockeroft-Gault equation.

For recommended lenalidomide dose modifications for peripheral neuropathy (all causality),
refer to Table 5.

Dose modifications for pomalidomide (1e, for neutropema, thrombocytopemnia, strong
CYP1A? mbitors, severe renal impairment, or hepatic impairment) per manufacturer’s
gmdelines 15 permutted. Please see Table 9 hematologic toxicities for dose modifications.
Please consult the Pomalyst® US package Insert (USPI) for further details ** For Europe,
please consult the Imnovid® Summary of Product Characteristics (SPC) for further details *
For Canada, please consult the Pomalyst® Product Monograph for further details 3

Table 9. Dose Modification Instructions for Pomalidomide for Hematologic Toxicities

Interruption/resumption threshold | Dose Modification

[Neutropenia

ANC* <500 per mcL or Febrile neutropenia (fever = to [Interrupt pomalidomide treatment, follow CBC weekly.

38.5°C and ANC <1,000 per mcL) [Resume pomalidomide at 3 mg daily.

ANC return to =500/mcL

For each subsequent drop <500/mcL Intermupt pomalidomide treatment.

Retum to =500/mel. Resume pomalidomide at 1 mg less than the previous
dose

[[hrombocytopenia

Platelets <25 000/mcL Intermupt pomalidomide treatment, follow CBC weekly.
Resume pomalidomide treatment at 3 mg daily.

Platelets retum to =50.000/mcL.

For each subsequent drop <25 000/mcL Intermupt pomalidomide treatment.

Returm to more than or equal fo 50,000/mcl. [Resume pomalidomide at 1 mg less than previous dose.

*Note: ANC = Absolute Neutrophil Count

For other Grade 3 or 4 toxicities (except as noted below), hold treatment and restart treatment
at 1 mg less than the previous dose when toxicity has resolved to less than or equal to Grade
2 at the physician’s discretion. For anaphylactic reactions, angioedema, progressive
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multifocal leukoencephalopathy (PML), or rash (Grade 4 or blistering), pomalidomide should
be permanently discontinued.

To inifiate a new cycle of pomalidonude, the neutrophil count must be at least 500 per mcL,
the platelet count must be at least 50,000 per mcL. If toxicities occur after dose reductions to
1 mg, then discontinue pomalidonude.

Dosage Adjustment for Strong CYP1A?2 Inhibitors:

e Avoid conconmutant use of pomalidomude with strong inhibitors of CYP1A2.
Consider alternative treatments. If a strong CYP1A?2 mnhibitor must be used,
reduce pomalidomide dose by 50%.

Dosage Adjustment for Patients with Severe Renal Impairment on Hemodialysis:

e For patients with severe renal impairment requuring dialysis, the recommended
starting dose 1s 3 mg daily (25% dose reduction). Take pomalidonude after
completion of dialysis procedure on hemodialysis days.

Dosage Adjustment for Patients with Hepatic Impairment:

e For patients with mild or moderate hepatic impairment (Child-Pugh classes A or
B), the recommended starting dose 1s 3 mg daily (25% dose reduction). For
patients with severe hepatic impairment (Child-Pugh class C), the recommended
dose 1s 2 mg (50% dose reduction).

Dexamethasone will be admunistered at a dose of 40 mg weekly. For subjects older than 75
years or underweight (body mass index [BMI] <18.5), the dexamethasone dose may be
admimistered at a dose of 20 mg weekly. Dexamethasone may be reduced, if necessary,
according to Table 10.

Table 10. Dose Modification Imstructions for Dexamethasone Toxicities

CTACAE Category Toxicity Dose Modification
Gastrointestinal Grade 1-2 Diyspepsia, gastric or duodenal |[Treat with H2 blockers, sucralfate, or
ulcer, gastrifis requiring medical pomeprazole. If
management Fymptoms persist despite above
measure, decrease
iexamethasone dose by 50%.
=-Grade 3 requiring Hold dexamethasone until symptoms
hospitalization or surgery hdequately controlled. Restart at 50%

of current dose along with concurrent
therapy with H2 blockers, sucralfate or]
pomeprazole. If symptoms persist
despite above measure, disconfinue
dexamethasone and do not resume.

Acute pancreatitis Discontinue dexamethasone and do
not resume
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Table 10. Dose Modification Imstructions for Dexamethasone Toxicities

CTACAFE Category Toxicity Dose Modification
Cardiovascular == Grade 3 Edema limiting function and  |[Diuretics as needed and decrease
nresponsive to therapy or anasarca dexamethasone dose by 25%; if edema

persists despite above measures,
ecrease dose to 50% of initial dose;
discontimie dexamethasone and do not
resume if symptoms persist despite
50% reduction

Neurology/Psychiatric = Grade 2 interfering with function but not

interfering with activities of daily living

Hold dexamethasone until symptoms
hdequately controlled. Restart at 50%
of current dose. If symptoms persist
despite above measure, disconfinue

examethasone and do not resume

Musculoskeletal = Grade 2 Muscle weakness Symptomatic
hnd interfering with finction but not

interfering with activities of daily living

bove measures. decrease dose to 50%
f initial dose; discontinue
ne and do not resume if

Metabolic =Grade 3 Hyperglycemia

Treatment with insulin or oral

hypoglycemic agents as needed. If
uncontrolled despite above measure,

decrease dose by 25% decrements

until levels are satisfactory

5.5.4. Intra-Patient Dose Escalation for PF-06863135

Once a patient completes their 60 day late toxicity observation period, if the patient did not
experience any = Grade 3 drug related toxicities, the patient may escalate to the next higher
dose level if the higher dose level 1s already been declared safe following 60-day late toxicity
evaluation, and critenia outlined in Section 3.1 4.1 Cntena for Intrapatient Dose Escalation

have been met.

Additional intra-patient dose escalations will also be permutted once additional 60 day late
toxicity evaluation has been completed, and if the patient did not experience any = Grade 3
drug related toxicities. No crossover 1s allowed, however, between monotherapy

PF-06863135 and the different combination regimens.

A maintenance dose level will be declared safe following DLT evaluation of patients for a
mimmum of 60 days. Once a mamtenance dose level has been declared safe, patients at
lower dose levels who have completed the 60 day late toxicity observation period may
escalate to the next higher dose level, if cnitenia outlined in Section 3.1 4.1 Cnitenia for
Intrapatient Dose Escalation have been met. No crossover 1s allowed, however, between
monotherapy PF-06863135 and the different combimation regimens.
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5.6. Permanent Discontinuation

The study will stop if all doses explored appear to be overly toxic as determined by study
sponsor and mvestigators. For other sponsor discontinuation criteria, please refer to
Section 14. For patient withdrawal critenia, please refer to Section 6.6.

Note that disease progression as determuned by laboratory assessments completed within the
first cycle cannot be a reason for study withdrawal.

Dose escalation may also stop 1f:
e The maximum sample size has been achieved;

e Approximately 6-16 patients have been enrolled at a dose that 1s predicted to be the
MTD/MAD:;

e All doses explored appear to be overly toxic and the MTD/MAD cannot be
determuned.

5.7. Investigational Product Storage

The investigator, or an approved representative, eg, pharmacist will ensure that all
mvestigational products are stored in a secured area with controlled access under required
storage conditions and i accordance with applicable regulatory requirements.

Investigational products should be stored in their original containers and in accordance with
the labels.

See the IP manual for storage conditions of the product once reconstituted.

Any storage conditions stated in the SRSD will be superseded by the storage conditions
stated on the product label.

Site systems must be capable of measuring and documenting (for example, via a log), at a
mimmum, daily minimum and maximum temperatures for all site storage locations (as
applicable, including frozen, refrigerated, and/or room-temperature products). This should
be captured from the time of mnvestigational product receipt throughout the study. Even for
continuous-momnitoring systems, a log or site procedure that ensures active evaluation for
excursions should be available. The intent 1s to ensure that the minimum and maximum
temperature 1s checked each business day to confirm that no excursion occurred since the last
evaluation and to provide the site with the capabuility to store or view the mimmum/maximum
temperature for all nonworking days upon return to normal operations. The operation of the
temperature monitoring device and storage unit (for example, refrigerator), as applicable,
should be regularly inspected to ensure they are maintained m working order.

Any excursions from the product label storage conditions should be reported to Pfizer upon
discovery. The site should actively pursue options for returming the product to the storage
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conditions described in the labeling, as soon as possible. Dewviations from the storage
requirements, including any actions taken, must be documented and reported to Pfizer.

Once an excursion 15 identified, the investigational product must be quarantined and not used
until the Pfizer provides pernussion to use the investigational product. It will not be
considered a protocol deviation if Pfizer approves the use of the investigational product after
the temperature excursion. Use of the investigational product prior to Pfizer approval will be
considered a protocol deviation.

Specific details regarding information the site should report for each excursion will be
provided to the site.

Receipt of matenials, door opeming and closing, and other routine handling operations where
the products are briefly out of the temperature range described in the labeling are not
considered excursions.

5.8. Investigational and Non-Investigational Product Accountability

The mnvestigator site must mamntain adequate records documenting the receipt, use, loss, or
other disposition of the investigational and non-investigational product supphies. All
mvestigational and non-investigational products will be accounted for using a drug
accountability form/record.

5.8.1. Destruction of Investigational and Non-Investigational Product Supplies

The sponsor or designee will provide gmdance on the destruction of unused mvestigational
and non-investigational product (eg, at the site). If destruction 1s authorized to take place at
the mvestigator site, the mvestigator must ensure that the materials are destroyed in
compliance with applicable environmental regulations, institutional policy, and any special
mstructions provided by Pfizer, and all destruction must be adequately documented.

5.9. Concomitant Treatment(s)

Concomutant treatment considered necessary for the patient’s well-being may be given at
discretion of the treating physician.

All concomitant treatments, blood products, as well as nondrug interventions recerved by
patients from screening until the end of study visit will be recorded on the CRF.

PF-06863135 has been demonstrated to transiently increase cytokine levels (eg, IL-6) in vivo
n monkeys and humans (also demonstrated via in vitro assays) which 1s expected with
CD3-targeted bispecifics. Cytokines have been shown to result in modest inhibition of some
cytochrome P450 enzymes. Therefore, treatment with PF-06863135 has a potentialto
mncrease the exposure of concomitant medications that are substrates for these enzymes.
Caution should be used upon conconutant use of sensitive substrates of cytochrome P450
enzymes with narrow therapeutic index (eg, CYP3A4: alfentaml, cyclosporine,
dihydroergotamine, ergotamine, fentanyl, pimozide, quumdine, sirolimus and tacrolimus;
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CYP2C9: phenytomn, warfarin) especially during the iitial treatment cycle. Additional
details are provided in Appendix 11.

Lenalidomde when co-admimistered with digoxin has demonstrated an increase in digoxin
Cumax and AUCins by 14%*° Levels of digoxin for patients receiving both drugs must be
monitored in Parts 1C and 2C in accordance with clinical judgment and based on standard
clinical practice in patients recerving digoxin. Refer to lenalidomide label regarding drugs
that are prohibited for use concomitantly.

Pomalidomide exposure may be increased by strong CYP1A? inhibitors (eg, ciprofloxacin
and fluvoxamine). If co-admimistration 1s unavoidable in Parts 1D and 2D, reduce the
pomalidomide dose per instructions in Pomalyst label** and Section 5.5 3.

Drugs which induce CYP 3A4 enzyme activity (e.g., barbiturates, phenytoin, carbamazepine,
rifampin) may enhance the metabolism of corticosteroids and require that the dosage of the
corticosteroid be increased. Drugs which mhibit CYP 3A4 (e g, ketoconazole, macrolide
antibiotics such as erythromycin) have the potential to result i increased plasma
concentrations of corticosteroids. Dexamethasone 1s a moderate inducer of CYP 3A4. Co-
adminstration with other drugs that are metabolized by CYP 3A4 (e.g., indinavir,
erythromycin) may increase their clearance, resulting in decreased plasma concentration.

All COVID-19 vaccines are permutted and should be recorded as concomitant medications
(standard AE collection and reporting processes should be followed). The timing of
COVID-19 vaccine administration relative to study intervention 1s at the discretion of the
mvestigator, although, 1f possible, it 1s best to avoid vaccine admimistration within 48 hours
before or after the first and second doses of study intervention.

The administration of drugs known to cause peripheral neuropathy should be carefully
considered, and 1f possible, avoided by the investigator.

5.9.1. Premedication Required for Cytokine Release Syndrome Prophylaxis

For both the priming doses and first full dose (76 mg), adnimster these medications
60 minutes (+15 minutes) prior to elranatamab dose:

« acetaminophen 650 mg (or paracetamol 500 mg)*
« diphenhydramine 25 mg (or equivalent)*, oral or IV
e dexamethasone 20 mg (or equivalent), oral or IV
* Dafferent but comparable doses due to local strength vanations are pernussible.

Sinular premedications for doses at other time points may be given at the discretion of the
mnvestigator.

See Appendix 5 for management of CRS and ICANS._
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5.9.2. Other Anti-tumor/Anti-cancer or Experimental Drugs

No additional anti-cancer therapy will be permatted while patients are receiving study
treatment. Additionally, the concurrent use of select vitamins or herbal supplements 1s not
pernutted. Palliative radiotherapy on study 1s permitted for the freatment of painful bony
lesions provided that the lesions were known at the time of study entry and the investigator
clearly indicates that the need for palliative radiotherapy 1s not indicative of disease
progression. In view of the current lack of data about the interaction of PF-06863135 with
radiotherapy, PF-06863135 treatment should be interrupted during palliative radiotherapy,
stopping 7 days before and resunung treatment after 7 days.

5.9.3. Supportive Care

Palhiative and supportive care for disease related symptoms may be admimistered at the
mvestigator’s discretion and according to any available American Society of Clinical
Oncology (ASCO) guidelines.

Allopurinol/rasburicase may be administered as needed for tumor lysis prophylaxis or
treatment.

5.9.4. Cytokine Release Syndrome

Symptoms associated with CRS vary greatly and may be difficult to distinguish from other
conditions. The more common symptoms include fever, nausea, headache, tachycardia,
hypotension, rash and shortness of breath. The severity of symptoms can be nuld to life
threateming and thus there should be a lugh suspicion for CRS if these symptoms occur. If
CRS 1s suspected, cytokines will be analyzed at central laboratories to determune if cytokine
elevation consistent with CRS 1s observed (see Section 7.1.3). The seventy of cytokine
release syndrome (CRS) will be assessed according to the modified grading described by Lee
et al_in 2014° as well as the more recent consensus grading from the American Society for
Transplantation and Cellular Therapy (ASTCT)® but only ASTCT will be used for
management of CRS*** (Appendix 5).

For CRS DLT criteria, please see Section 3.2.

5.9.5. Immune Effector Cell-Associated Neurotoxicity Syndrome ICANS

ICANS 1s defined as “a disorder characterized by a pathologic process imnvolving the central
nervous system following any immune therapy that results i the activation or engagement of
endogenous or infused T cells and/or other immune effector cells. Symptoms or signs can be
progressive and may include aphasia, altered level of consciousness, impairment of cognitive
skills, motor weakness, seizures, and cerebral edema ® It has been observed following
admimistration of some chimeric antibody receptor (CAR) T cells and bispecific antibodies
and can occur independently of CRS. The sevenity of ICANS should be graded according to
the ASTCT consensus criteria® and management guidelines are provided in Appendix 5%3°
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5.9.6. Tumor Lysis Syndrome (TLS)

Tumor lysis 1s a group of metabolic complications that can occur after treatment of cancer.
Tumor lysis syndrome (TLS) occurs when tumor cells release their contents into the
bloodstream, either spontaneously or in response to therapy, leading to the charactenistic
findings of hyperuricerua, hyperkalenua, hypophosphaterma, and hypocalcerma. These
electrolyte and metabolic disturbances can progress to clinical toxic effects, including renal
msufficiency, cardiac arrhythnias, seizures, and death due to multi-organ failure. The
mncidence and severity of the TLS depend on the cancer mass, the potential for lysis of tumor
cells, the charactenistics of the patient, and supportive care.

Optimal management of TLS should mvolve preservation of renal function. Management
should also include prevention of dysrhythmmas and neuromuscular wrritability. All patients
who are at nisk for TLS should receive mtravenous hydration to rapidly improve renal
perfusion and glomerular filtration and to numimize acidosis. Reducing the level of uric acid,
with the use of allopurinol and particularly with the use of rasburicase, can preserve or
improve renal function and reduce serum phosphorus levels as a secondary beneficial effect.

Hyperkalenua remains the most dangerous component of TLS because 1t can cause sudden
death due to cardiac dysrhythmia Patients should limit potassium and phosphorus intake
during the nisk period for TLS. Frequent measurement of potassium levels (every 4 to

6 hours), continuous cardiac momtoring, and the adnunistration of oral sodium polystyrene
sulfonate are recommended in patients with TLS and acute kidney mjury. Hypocalcaema
can also lead to life-threatening dysrhythmmas and neurommuscular irnitability; controlling the
serum phosphorus level may prevent hypocalcerma. Symptomatic hypocalcenua should be
treated with calcium at the lowest dose required to relieve symptoms. Hypocalcemia not
accompamied by signs or symptoms does not require treatment.

5.9.7. Infusion Related Reactions (IRR)

Following the first infusion of some monoclonal antibody therapeutics, some patients
experience fever, headache, nausea, vomiting or hypotension. These adverse events (AEs)
are generally ascribed to lysis of cellular targets, cytokine release, or complement activation.

Infusion related reaction 1s characterized by fever and chills, and less commonly
hypotension, either expenienced by a particular patient or if seen in other patients,
pretreatment medication should be admimistered to reduce the mcidence and sevenity. A
regimen 15 suggested here; however, 1f local standard of care 15 a different regimen, this will
be allowed. In cases of infusion reactions, patients should be pretreated with acetaminophen
and diphenhydramine (or other antihistamine) approximately 05 to 2 hours before
mvestigational product admimistration. The pretreatment medications will not be supplied by
Pfizer. Suggested starting doses are 650 to 1000 mg acetanunophen and 50 mg
diphenhydranmine (or equivalent for other antihistamines) either IV or oral. Two (2)
additional doses of acetaminophen may be admimistered approximately every 4-6 hours after
the mitial pretreatment or as needed.
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Detailed pmidance on treatment, dose mterruptions and potential retreatment 1s provided in
Appendix 7.

5.9.8. Injection Site Reactions (ISR)

ISR 15 a type of hypersensitivity reaction that may be immediate, although 1t usually appears
within 24-48 hrs after injection. ISR, by definition, includes the following erythema, pruritus,
pain, inflammation, rash, induration, itching and edema at the injection site. To evaluate
ISRs, site tolerability assessments will be performed per SCHEDULE OF ACTIVITIES .

5.9.9. Hypersensitivity Types 1 and 3

Type 1 hypersensitivity or allergic (eg, shortness of breath, urticaria, anaphylaxis,
angioedema) reactions are theoretically possible in response to any mnjected protein. Immune
complex mediated Type 3 hypersensitivity reactions are similar to the adverse events (AEs)
of Type 1 reactions but are likely to be delayed from the time of infusion and may include
symptoms such as rash, urticaria, polyarthnitis, myalgia, polysynovitis, fever, and, if severe,
glomerulonephritis.

All patients should be closely observed while recerving investigational product infusions and
monitoring for clinical signs of a systemic reaction will continue thereafter for climical signs
of allergic reactions/hypersensitivity.

In the case of a hypersensitivity reaction, the subject will be treated symptomatically with
supportive care, further monitoring, and treatment with anti-histamines and/or
corticosteroids. Study infusions may be stopped and the subject will be followed until the
end of the study.

Detailed pmidance on treatment, dose mterruptions and potential retreatment 1s provided in
Appendix 7.

5.9.10. Extravasation

In the event of extravasation, infusion should be stopped immediately and the investigator
needs to be consulted immediately. Treatment of extravasation should follow local standard
of care.

5.9.11. Hematopoietic Growth Factors

Primary prophylactic use of granulocyte-colony stimulating factors 1s not pernutted during
Cycle 1, but they may be used to treat treatment emergent neutropema as indicated by the
current American Society of Clinical Oncology guidelines *¢

Use of erythropoietin growth factors 1s allowed as needed to treat anerma. Erythropoietic
agents or other agents that may mcrease the risk of thrombosis should be used with caution
after making a benefit-risk assessment 1n patients recerving lenalidomide.
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5.9.12. Anti-Diarrheal, Anti-Emetic Therapy

Primary prophylaxis of diarthea, nausea and vomiting 1s permutted m the first cycle. Primary
prophylaxis in subsequent cycles 1s at the investigator’s discretion. The choice of the
prophylactic drug as well as the duration of treatment 1s up to the investigator with sponsor
approval assuming there 1s no known or expected drug-drug interaction and assunung the
drug 1s not included m the Conconutant Treatment(s) Section 5.9.

5.9.13. Anti-Inflammatory Therapy

Anti-inflammatory or narcotic analgesic may be offered as needed assumung there 1s no
known or expected drug-drug interaction and assuming the drug 1s not mcluded in the
Concomuitant Treatment(s) Section 5.9.

5.9.14. Corticosteroids

Chronic systemic corticosteroid use for palliative or supportive purposes, except as specified
in the protocol, 1s permutted only following discussion and agreement between the
mvestigator and sponsor. Acute emergency adnimstration, topical applications, mhaled
sprays, eye drops, or local injections of corticosteroids are allowed.

5.9.15. Surgery

Caution 15 advised on theoretical grounds for any surgical procedures during the study. The
approprate interval of time between surgery and PF-06863135 required to mimnuze the risk
of impaired wound healing and bleeding has not been determined. Stopping PF-06863135 1s
recommended at least 7 days prior to surgery. Postoperatively, the decision to remitiate
PF-06863135 treatment should be based on a clinical assessment of satisfactory wound
healing and recovery from surgery.

5.9.16. Transfusion Support

Primary prophylactic use of transfusion support for anemia 1s allowed to treat anenma, as
indicated by the current American Society of Clinical Oncology and American Association
of Blood Banks (AABB) guidelines *’

Primary prophylactic use of transfusion support for thrombocytopena 1s allowed during
screemng 1f the transfusion 1s completed prior to planned study treatment start. Primary
prophylactic use of transfusion support for thrombocytopenia 1s allowed to treat

thrombocytopenia, as indicated by the current American Society of Clinical Oncology

6. STUDY PROCEDURES

6.1. Screening

For screeming procedures see the SCHEDULE OF ACTIVITIES and Assessments Section 7.
All patients bemg considered for the study and eligible for screening must sign an mformed

consent for the study before completing any study-specific procedures. A patient
1dentification number will be assigned. The investigator (or appropriate delegate at the site)
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will obtain informed consent from each patient in accordance with the procedures described
mn the SCHEDULE OF ACTIVITIES and on Informed Consent.

All patients will be screened within 28 days prior to adnimstration of the first dose to
confirm that they meet the patient selection criteria for the study.

The required screening assessments and laboratory tests are summarized in the SCHEDULE
OF ACTIVITIES and Section 7.1.3. Following completion of the screeming assessments and
confirmation of eligibility, patients may be enrolled.

6.2. Study Period
For the treatment period procedures, see the SCHEDULE OF ACTIVITIES and Section 7.

6.3. Follow-up
For follow-up procedures see the SCHEDULE OF ACTIVITIES and Assessments Section 7.

At least 28 calendar days, and no more than 35 calendar days, after discontinuation of
treatment, patients will return to undergo review of concomutant treatments, vital signs, and
assessment for resolution of any treatment related toxicity. Patients contimung to experience
toxicity at this point following discontinuation of treatment will continue to be followed at
least every 4 weeks until resolution or determination, in the clinical judgment of the
mvestigator, that no further improvement 1s expected. Patients found to have ADA at their
final study visit and an ongomg AE possibly related to ADA will be asked to return to the
chinic for ADA assessment at approximately 3 month mtervals (if feasible given the
underlying disease) until the adverse event or its sequelae return to baseline or stabilize at a
level acceptable to the investigator and sponsor. If the patient completes the 1 month follow
up visit prior to completion of the 60 day long term DLT observation period, a follow up
phone call will be completed on Day 60 and no more than Day 65.

Following discontinuation of study treatment (unless patients are lost to follow up, consent 1s
withdrawn, or study 1s discontinued by the sponsor), survival status will be collected by
telephone every 3 months until death, or up to approximately 30 months after first treatment
of the last patient, whichever comes first. Subsequent anti-cancer therapies and relevant
transplant information will also be collected.

6.4. End of Treatment

End of treatment 1s defined as the date in which the patient completes the end of treatment
(EOT) visit (unless patients are lost to follow up, consent 1s withdrawn, or study 1s
discontinued by the sponsor). Note that the patient may continue on the study for their
follow up and survival follow up visits.

6.5. End of Study

End of study for all patients will be death or up to approximately 30 months after last patient
first dose, followed by any required follow-up wvisits.
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6.6. Patient Withdrawal

Withdrawal of consent:

Patients who request to discontinue receipt of study treatment will remain in the study and
must continue to be followed for protocol specified follow-up procedures. The only
exception to this 15 when a patient specifically withdraws consent for any further contact with
him or her or persons previously authorized by the patient to provide this information.
Patients should notify the mvestigator in writing of the decision to withdraw consent from
future follow-up, whenever possible. The withdrawal of consent should be explamned m
detail mn the medical records by the investigator, as to whether the withdrawal 1s only from
further receipt of investigational product or also from study procedures and/or post treatment
study follow-up, and entered on the appropnate case report form (CRF) page. In the event
that vital status (whether the patient 1s alive or dead) is being measured, publicly available
information should be used to determune vital status only as appropnately directed in
accordance with local law.

Lost to follow-up:

All reasonable efforts must be made to locate patients to deternune and report their ongoing
status. This includes follow-up with persons authorized by the patient as noted above. Lost
to follow-up 1s defined by the inability to reach the patient after a mimimum of 2 documented
phone calls, faxes, or e-mails as well as lack of response by the patient to 1 registered mail
letter. All attempts should be documented in the patient’s medical records. Ifitis
determined that the patient has died, the site will use locally permissible methods to obtain
the date and cause of death. If the investigator’s use of a third-party representative to assist
in the follow-up portion of the study has been included in the patient’s informed consent,
then the mvestigator may use a sponsor -retained third-party representative to assist site staff
with obtaining the patient’s contact information or other public vital status data necessary to
complete the follow-up portion of the study. The site staff and representative will consult
publicly available sources, such as public health registries and databases, in order to obtain
updated contact information. If, after all attempts, the patient remains lost to follow-up, then
the last-known-alive date as determined by the investigator should be reported and
documented in the patient’s medical records.

Patients may withdraw from treatment at any fime at their own request, or they may be
withdrawn at any time at the discretion of the investigator or sponsor for safety (see also the
Withdrawal From the Study Due to Adverse Events section) or behavioral reasons, or the
mability of the patient to comply with the protocol -required schedule of study visits or
procedures at a given investigator site.

Reasons for withdrawal of study treatment may include:

e Objective disease progression (note that disease progression as determined by
laboratory assessments completed within the first cycle cannot be a reason for study
withdrawal);
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¢ Global deterioration of health status requuring discontinuation;

e Unacceptable toxicity;

s Pregnancy;

e Significant protocol violation;

e Lost to follow-up;

» Patient refused further treatment;

e Study termunated by sponsor;

¢ Death.
Reasons for withdrawal from study follow-up may include:

e Completed study follow-up;

e Study termunated by sponsor;

e Lost to follow-up;

e Refused further follow-up;

¢ Death.
Note that discontinuation of study treatment does not represent withdrawal from the study. If
study treatment 1s definitively discontinued, the participant will remain in the study If a
patient does not retumn for a scheduled visit, every effort should be made to contact the
patient. All attempts to contact the patient and information received during contact attempts
must be documented in the patient’s medical record. In any circumstance, every effort
should be made to document patient outcome, 1f possible. The investigator should inquure

about the reason for withdrawal, request that the patient return for a final visit, 1f applicable,
and follow up with the patient regarding any unresolved AEs.

If the patient refuses further visits, the patient should continue to be followed for survival
unless the patient withdraws consent for disclosure of future information or for further
contact. In this case, no further study-specific evaluations should be performed and no
additional data should be collected. The sponsor may retain and continue to use any data
collected before such withdrawal of consent.

7. ASSESSMENTS

Every effort should be made to ensure that the protocol -required tests and procedures are
completed as described. However, 1t 1s anticipated that from time to tume there may be

PFIZER CONFIDENTIAL
Page 153



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

circumstances outside of the control of the mvestigator that may make 1t unfeasible to
perform the test. In these cases the investigator will take all steps necessary to ensure the
safety and well-being of the patient. When a protocol -required test cannot be performed, the
mvestigator will document the reason for this and any corrective and preventive actions that
he or she has taken to ensure that normal processes are adhered to as soon as possible. The
study team will be informed of these incidents i a timely manner.

For samples being collected and shipped, detailed collection, processing, storage, shipment
mstructions and contact information will be provided to the investigator site prior to mitiation
of the study.

7.1. Safety Assessment

Safety assessments will include collection of AEs, serious adverse events (SAEs), vital signs
and physical exanunation, electrocardiogram (ECG [12-lead]), laboratory assessments,
mncluding pregnancy tests and verification of concomitant treatments. See Appendix 10 for
alternative measure puidelines due to COVID-19.

7.1.1. Pregnancy Testing

For female patients of childbeaning potential, a serum pregnancy test, with sensitivity of at
least 25 mIU/mL, will be performed at screeming and on Day 1 of each cycle.

A negative pregnancy test result 1s requured before the patient may recerve the investigational
product. Pregnancy tests will also be done whenever 1 menstrual cycle 1s missed during the
active treatment period (or when potential pregnancy 1s otherwise suspected). Pregnancy
tests may also be repeated if requested by mstitutional review boards (IRBs)/ethics
commuttees (ECs) or if required by local regulations.

In addition, for Parts 1C, 1D, 2C, and 2D, pregnancy testing should occur at C1D1 and
weekly during first cycle, and if menstrual cycles are uregular should occur every 2 weeks
thereafter. In addition, pregnancy prevention programs (PPP) for lenahidomide and
pomalidonude must be followed.

7.1.2. Adverse Events

Assessment of adverse events will include the type, incidence, sevenity (graded by the
National Cancer Institute [NCI] CTCAE version 4.03) timing, seriousness, and relatedness.
The seventy of cytokine release syndrome (CRS) will be assessed according to the grading
described by Lee et al. (2014 and 2019, see Appendix 5).

Patients who have undergone allogeneic stem cell transplant >100 days before the first dose
of study treatment will be momitored for chronic graft-versus-host disease (GvHD) according
to mnstitutional gmdelines.
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7.1.3. Laboratory Safety Assessment

Hematology, blood chemustry, viral, coagulation and pregnancy assessments will be drawn at
the time points described in the SCHEDULE OF ACTIVITIES and analyzed at local
laboratonies. If CRS 1s suspected, an ad hoc cytokine sample will be collected and evaluated

centrally (See Section 7.5.4). Should the site require cytokine information for patient
management, the site will have the option of collecting an additional sample for local
analysis. If a sample for pharmacodynamic cytokine panel evaluation 1s due to be collected
on the same day as a suspected CRS event occurs, then an ad hoc sample for central analysis
1s not required/collected. However, an ad hoc sample for local analysis may still be collected
for patient management. Local cytokine analysis may include interleukin (IL)-6, IL-1,
tumor necrosis factor —alpha (TNFo), and/or IL-10 or other cytokines that will help the

mvestigator with patient management.

If TLS 1s suspected, a sub-set of chemustry tests will be completed (1e, total calcium,
creatinine, phosphorus or phosphate, potassrum and uric acid) to confirm diagnosis if the
tests were not performed within the last 24 hrs.

Table 11. Safety Laboratory Tests
Hematology Chemistry Viral Coagulation | Urinalysis Pregnancy Ad hoc Central
Test Lab Cytokine
Analysis!
Hemoglobin ALT HBsAg PT or INE. Urnne For female -6, IL-10,
and dipstick for | patients of -2, sIL2E,
HBcAB) urine childbearing IL-12, 14,
with protein: If potential, IL-5, IL--13,
reflexive positive, SETm. IL-17, IL-1h,
DNA collect 24-hr IL-8, [FMy, and
testing and TMNF-o
Platelets AST HCV PTT MICTosCopic
antibody (Beflex
with Testing)
reflexive
ENA
testing.
WBC bicarbonate
Absolute CRP
MNeutrophils
Absolute Alk Phos
Lymphocytes
Absolute Sodium
Monocytes
Absolute Potassium Optional Ad
Eosinophils hoc Local Lab
Absolute Magnesium Urine Cytokine
Basophils dipstick for Analysis
Chlonide urine blood: IL-6
Total calcium If positive, 18
Total collecta 10
bilirgbin*** microscopic
Total Protein (Reflex TNFa
Testing)
BUN or Urea (Other cytokines
Creatinine
PFIZER. CONFIDENTIAL

Page 155



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Table 11. Safety Laboratory Tests

Hematology Chemistry Viral Coagulation | Urinalysis Pregnancy Ad hoc Central
Test Lab Cytokine
Analysis’

Urnic Acid
Glucose
(nonfasted)
LDH
Albumin
Phosphorus or
Phosphate
Abbreviations: Alkaline phosphatase = Alk Phos; alanine Aminotransferase = ALT; aspartate
aminotransferase = AST; blood urea nitrogen = BUN; C-reactive protein = CRP; hepatitis B = HBV;
hepatitis C = HCV; interferon-gamma = IFNy; IL. = interleukin; International Normalized = INR; lactate
dehydrogenase = LDH; partial thromboplastin fime = PTT;; TNFo = Tumor necrosis factor- alpha; white
blood cells=WBC.

*#** For potential Hy's Law cases, in addition to repeating AST and ALT, laboratory tests should include
albumin, creatine kinase, total bilimibin, direct and indirect bilirubin, gamma-glutamyl] transferase,
prothrombin fime (PT)TNE, alkaline phosphatase, total bile acids and acetaminophen drug and/or protein
adduct levels.

T Adhoc cytokines for central 1ab evaluation will be collected if CRS is suspected and coincides with a day
pharmacodynamic samples are not collected per the Schedule of Activities. Local lab evaluation of
cytokine is only required if the site require this information for patient management.

7.1.4. Vital Signs and Physical Examination

Patients will have a physical examination to include neurological assessment, weight, vital
signs, pulse rate, assessment of ECOG performance status (Appendix 4) and height; height
will be measured at screeming only.

7.1.5. (12-Lead) Electrocardiogram

Electrocardiogram (ECG): Triplicate 12-lead (with a 10-second rhythm strip) tracing will be
used for ECGs collected in Cycles 1 and 2. Single ECGs will be collected at screening and
from Cycle 3 onwards. It 1s preferable that the machine used has a capacity to calculate the
standard intervals automatically. At each time point in Cycles 1 and 2 (see the SCHEDULE
OF ACTIVITIES), 3 consecutive ECGs will be performed at approximately 2 nunutes apart
to determune the mean QTcF mterval. If the mean QTcF 1s prolonged (=500 msec,

1e, CTCAE Grade =3), then the ECGs should be re-evaluated by a qualified person at the site
for confirmation as soon as the finding 1s made, including venfication that the machine
reading 1s accurate. If manual reading verifies a QTcF of =500 msec, immediate correction
for reversible causes (including electrolyte abnormalities, hypoxia and concomutant
medications for drugs with the potential to prolong the QTcF interval) should be performed.
In addition, repeat ECGs should be immediately performed hourly for at least 3 hours until
the QTcF interval falls below 500 msec. If QTcF interval reverts to less than <480 msec, and
in the judgment of the investigator(s) and sponsor 1s determined to be due to cause(s) other
than investigational product, treatment may be continued with regular ECG monitoring. If in
that timeframe the QTcF intervals nse above 500 msec the mvestigational product will be
held until the QTcF interval decreases to 480 msec. Patients will then restart the
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mvestigational product at the next lowest dose level. If the QTcF interval has still not
decreased to <480 msec after 2 weeks, or if at any fime a patient has a QTcF interval

>515 msec or becomes symptomatic, the patient will be removed from the study unless the
mvestigator believes that 1t 15 in the best interest of the patient to continue and it has been
agreed upon after discussion with the sponsor. Additional triplicate ECGs may be performed
as climcally indicated.

Prior to concluding that an episode of prolongation of the QTcF interval 1s due to
mvestigational product, thorough consideration should be given to potential precipitating
factors (eg, change in patient climical condition, effect of concurrent medication, electrolyte
disturbance) and possible evaluation by specialist.

If a patient experiences a cardiac or neurologic AE (specifically syncope, dizziness, seizures,
or stroke), an ECG (triplicate) should be obtained at the time of the event.

When matched with PK sampling, the ECG should be carried out before each PK sample
drawing such that the PK sample 1s collected at the nominal time (1e, the timing of the PK
collections overrides the timing of the ECG collections).

7.1.6. Echocardiogram (Echo) or Multigated Acquisition Scan (MUGA)

Echocardiogram (Echo) or multigated acquisition scan (MUGA) will be evaluated in patients
with previous history of cardiac events. For these patients, an echocardiogram or MUGA
will be performed at screening, when climically mndicated, and at the end of treatment (EOT)
visit. The following parameters will be evaluated: ventrnicular function (including left
ventricular ejection fraction [LVEF], end systolic volume [ESV] and end diastolic volume
[EDVT]), qualitative evaluation of chamber size, and wall motion. A Doppler exanunation
will be completed and should include an assessment of mitral valve, atria, right ventricle,
tricuspid valve, aortic valve, pulmonic valve, preat vessels, and pericardium.

7.1.7. Local Site Injection Tolerability Assessment (SC Only)

Assessments made of the injection sites in the abdominal fat fold to monitor local tolerability
to PF-06863135 SC mjections will be performed 1 to 4 hours following study drug
admimistration, as per the SCHEDULE OF ACTIVITIES . If SC injections in the abdominal
location are not possible, SC mnjections can be admunistered in a distnbuted manner in the
thighs. SC mjections in the upper extremuties (eg, deltoid, upper and lower arm) are not
permutted. Refer to Appendix 9 for more details.

Site tolerability assessments should continue at regularly scheduled visits if injection site
pain or injection site reaction (ISR) characteristics continue to persist. The assessments
should continue until the symptoms resolve. The injection sites will be assessed for
erythema, induration, ecchymosis, injection site pain, injection site pruritus, or other
observed characteristics after study drug dosmmg. The diameter of the affected area will be
measured and the condition of the injection site will be recorded on the SC Injection Site
Assessment CRF. Any observed abnormality at the mjection site will be judged by the
mvestigator to determine whether a corresponding AE should be reported. ISRs should be
immediately photographed in color, with scaled ruler placed by the reaction, and these
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photographs should be included in the patient’s source documentation. When appropnate, at
the discretion of the investigator, a patient with an ISR may be referred for a dermatological
consultation and skin biopsy may be obtained for future exanination of the ISR. The
dermatology consultation 1s expected to take place at the dermatologist’s practice location, or
may occur within the same mstitution where this study 1s conducted.

7.2. Disease Response Assessment

Anti-cancer assessments and response will be assessed according to the International
Myeloma Working Group (IMWG) response criteria for multiple myeloma®” (MM, See
Appendix 2). Disease response assessment should be continued to end of treatment 1f end of
treatment reason 15 disease progression. Patients that end treatment without progression and
remain in follow-up on study should continue to have disease response assessments that are
obtained per standard of care reported until disease progression, start of new anti-myeloma
therapy, or end of follow-up on study with response assessments recorded in the study
database.

7.2.1. Laboratory Evaluation of Disease Response

Laboratory tests for disease response will be used to explore early signals of anti-cancer
activity (see Appendix 2)*° These laboratory tests will be completed per SCHEDULE OF
ACTIVITIES, mcluding assessments at suspected CR, whenever disease progression 1s
suspected (eg, symptomatic deterioration), and at withdrawal from treatment if not done 1n
the previous 4 weeks. For patients scheduled to be dose escalated, samples will also be
collected within 1 week before the planned start of the escalated dose. Assessments will
mclude:

¢ Serum protein electrophoresis (SPEP) for the measurement of serum albunun and
M-proteins (alphal globulins, alpha? globulins, betal globulins, beta2 globulins [beta
globulins 1f lab 1s unable to separate betal and beta? globulins], and/or gamma
globulins).

e Serum immunofixation electrophoresis (SIFE) for defimtive 1dentification of specific
M-protems (mncluding immunoglobulin [Ig]G, IgA, IgM, and two light chains kappa
and lamda). SIFE will only be completed at baseline when electrophoresis shows no
measurable protein at suspected CR, and at suspected progression (clinical or
biochemucal).

e 24 hr unne protein electrophoresis (UPEP) for the measurement of urine albumin and
M- proteins (alphal globulins, alpha? globulins, betal globulins, beta? globulins,
[beta globulins 1f lab 1s unable to separate betal and beta2 globulins], and/or gamma
globulins).

e 24 hr unne immunofixation electrophoresis (UIFE) for definitive identification of
specific M-proteins (including IgG, IgA IgM, and two light chains kappa and lamda).
UIFE will only be completed at baseline when electrophoresis shows no measurable
protein at suspected CR, and at suspected progression (clinical or biochemical).
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e Involved and uninvolved serum free light chain analysis (FLC) only when both serum
and urine M-components are deemed non-measurable (including at suspected CR).
Serum free kappa, free lambda and free kappa/lambda ratio should be recorded.

e If patients were treated with daratumumab less than 114 days prior to planned
treatment day, daratumumab will interfere with SPEP, UPEP, SIFE and UIFE
assays. Therefore, for these patients, FLC assay should be completed at
screeming, C1D1, and all subsequent disease assessments. In these patients who
previously received daratumumab serum and urine M-spike if measurable at
baseline in these patients should also be followed at the same timepoints as FLC
with the most representative marker of disease status used for determination
IMWG assessment.

e Beta-2 microglobulin. This will be collected on the first day of treatment.

All samples will be collected prior to mvestigational product adnimstration on days whereby
mvestigational product 1s to be admimistered. In patients with two M-protein bands at the
start of therapy, unless the second band 15 due to daratumumab or other therapeutic mAb
interference, the sum of the two spikes should be used for monitoring of disease. When a
complete response (CR), or a clinical or biochemical progression is suspected, SPEP, serum
SIFE, UPEP, UIFE and FLC tests will be repeated within 1 to 4 weeks.

Note that if a patient had measurable serum or urine M-spike at baseline, unless the band 1s
due to daratumumab or measurement of M-spike 1s confounded by the presence of
daratumumab or other therapeutic mAb, progression cannot be defined by increases i serum
FLC alone. Serum FLC levels should only be used for response assessment when both the
serum and urine M-component levels are deemed not measurable or uminterpretable.
Furthermore, careful attention should be given to new positive immunofixation results
appeanng 1 patients who have achieved a CR, when the 1sotype 1s different. This may
represent oligoclonal immune reconstitution and should not be confused with relapse; these
bands typically disappear over fime.

7.2.2. Bone Marrow Plasma Cell Evaluation and Bone Marrow Sample Collection

Bone marrow evaluation of plasma cells in bone marrow aspirate and/or bone marrow
biopsies will be performed to follow disease response.

Unilateral bone marrow aspirate samples will be collected and the percentage of plasma cells
will be evaluated at the following times:

a. First pre-dose first day of study treatment or up to 7 days before study treatment);
b. At 1 month after C1D1 +7 days;

c. At 3 months after C1D1 +7 days;
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d. When subject 1s found immunofixation negative in both serum and urine to confirm
any complete response (CR);

e. At time of suspected disease progression (optional);

f Within 1 week prior to escalating to the next higher dose level cohort following
60-day late toxicity evaluation (unless the mvestigator assesses that there in an
unjustifiable risk for it and/or the patient refuses to undergo a bone marrow
procedure; if a bone marrow aspirate or biopsy was performed within the past
4 weeks prior to planned start of escalated dose, only disease staging lab tests must be
performed);

g At 9 months after C1D1 and every 6 months thereafter unless a plateau or CR 1s
observed. For patients who experience a plateau or CR, additional samples at 9

months after C1D1 and onwards will be optional. A +14 day window applies for
these collections.

Bone marrow biopsies will also be collected and the percentage of plasma cells within the
biopsy samples will also be evaluated at the following times. In case of suspected stringent
Complete Response (sCR), the presence/absence of clonal cells on immunohistochenustry
should also be evaluated.

a. First day of study treatment (or up to 7 days before study treatment);
b. At 1 month after C1D1 +7 days;
c. At 3 months (optional) after C1D1 +7 days;

d. At 9 months + 14 days (optional) after C1D1 and every 6 months +14 days thereafter
(optional);

e. At suspected stnngent Complete Response (sCR);
f At time of suspected disease progression (optional).

Assessments should be fixed according to the calendar, regardless of treatment delays. When
bone marrow plasma cell infiltration 1s assessed by both bone marrow aspirate and by bone
marrow biopsy, the highest value of bone marrow plasma cell infiltration should be utilized
for response evaluation.

The same bone marrow location used for characterization at baseline should be employed 1n
post-baseline bone marrow sampling 1f clinically feasible.

When bone marrow aspirate and biopsy samples are taken for disease response evaluation,
samples for biomarker analysis will also be acquired (see Bone Marrow Biomarkers
Section 7.5.1). In addition, if a subject 1s immunofixation negative m both serum and urine
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and flow cytometry 1s not available, biopsy sample will be required for THC staining to assess
clonality.

Bone marrow aspirates will also be evaluated centrally for nunimal residual disease (MRD,
see Appendix 3) using a next generation sequencing (NGS) assay when a patient 1s in
suspected CR or actual CR. Bone marrow aspirates will be collected following the sample
collection schedule described in Schedule of Activiies A, B, and C. A C1D1 (patients
without priming dose) or COD1 (patients with pniming dose) bone marrow aspirate must also
be collected and submutted for all patients as the baseline reference of the NGS MRD test.
Samples for MRD assessments should be aliquoted from the first bone marrow aspirate pull.
Local MRD testing 1s not encouraged. In the case that MRD assessment 1s performed locally
using an analytically validated flow cytometry MRD assay that meets the IMWG sensitivity
criteria (i.e. sensitivity of one in 10° nucleated cells), results of such test should be provided
to the sponsor by recording in the study database. NGS MRD testing should not be
performed locally..

7.2.3. Fluorodeoxyglucose (FDG) Positron Emission Tomography (PET)/Computed
Tomography (CT) Imaging

Fluorodeoxyglucose-PET/CT (**F-FDG-PET/CT) imaging will be used to explore early
signals of anti-cancer activity. FDG-PET/CT 1s a functional imaging method in which the
uptake of 18F-FDG by cells reflects the tissue uptake of glucose, thus revealing specific
types of tissue metabolism In MM, functional imaging on hybrid scanners (combination of
PET and CT imaging) rather than on PET scanners alone are required. The association of
abnormal FDG uptake provided by PET imaging and the assessment of bone structure
provided by CT imaging leads to an optimal evaluation of disease.

Imaging studies will be collected per SCHEDULE OF ACTIVITIES. For all patients,
images are required at screening, suspected CR, when disease progression 1s suspected

(eg, symptomatic deterioration), end of treatment visit (if not done in previous 4 weeks) and
when otherwise clinically indicated. In patients with measurable target lesions at screening,
images are required at 1, 3, and 9 months after C1D1 and every 6 months thereafter.

The screemng PET/CT will be used to determine evaluable target lesions for each patient.
Tumor background ratios (TBRs) and development of new sites of abnormality will be
recorded.

If imaging 1s used 1 disease assessment, the same imaging techmque used to characterize
each 1dentified and reported lesion at baseline will be employed 1n post-baseline disease
assessments. Any soft tissue plasmacytoma documented at baseline must undergo serial
monitormg; otherwise, the patient will be classified as unevaluable. Plasmacytoma that has
been urradiated will not be smtable for response assessment; however, 1t must be monitored
for progressive disease.

Radiographic studies are not required to satisfy response and MRD requirements, except if
CR or imaging MRD -negative status 1s suspected (see Appendix 3).
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Disease response assessments will be based upon IMWG criteria®” (see Appendix 2).

All patients’ files and radiologic images and pathology samples must be available for source
verification and for potential peer review or independent central review.

Radiographic assessments obtained per the patient’s standard of care prior to enrollment into
the study do not need to be repeated and are acceptable to be used as baseline evaluation, if,
(1) obtamed within 28 days before start of study treatment, (2) the same techmque/modality
can be used to follow identified lesions throughout the tral for a given patient, and (3)
appropriate documentation indicating that these radiographic tumor assessments were
performed as standard of care 1s available in the patient’s source notes.

Note: For sites in Germany, only MRI 1s allowed to be used as imaging modality for
participants with extramedullary disease.

7.3. Pharmacokinetics Assessments

Blood samples for the analysis of PF-06863135 concentrations will be collected into
approprnately labeled tubes at the times specified in the SCHEDULE OF ACTIVITIES of the
protocol. If CRS is suspected, and if a PK sample 15 not already scheduled to be taken

(eg, from Cycle 3 onwards), a PK sample should also be taken. For each analysis,
approximately 5 mL of blood samples will be collected to provide approximately 2 mL
serum. The PK sampling schedule may be modified based on emerging PK data. Blood
samples (approximately 3 mL) to provide approximately 1.5 mL plasma for the analysis of
lenalidomude, pomalidonde, and dexamethasone concentrations will be collected in Parts 1C
and 2C, Parts 1D and 2D, and Parts 1E and 2E, respectively, of the study as outlined in the
SCHEDULE OF ACTIVITIES.

In addition to samples collected at the scheduled times, an additional blood sample for
PF-06863135 should be collected from patients experiencing unexpected and/or serious AEs
and the date and time of blood sample collection and of last dosing prior to PK collection
should be documented in the CRF. Where noted in the SCHEDULE OF ACTIVITIES,
blood samples for PF-06863135 concentrations will be collected at approximately the same
time as other assessments such as pharmacodynamic samples whenever possible.

All efforts will be made to obtain the pharmacokinetic samples at the exact nominal time
relative to dosmg. All blood samples should be taken from the contralateral infusion arm on
dosing days. However, the exact time of the sample collection will always be noted on the
CRF. Samples obtained within the specified visit window will be not be captured as a
protocol deviation. The 2 hr samples should be collected immediately before the infusion
ends (not more than 15 minutes prior) from the contra-lateral arm of the mfusion. Ifa
scheduled blood sample collection cannot be completed for any reason, the nussed sample
time may be re-scheduled with agreement of clinical mmvestigators, patient and Sponsor.
Additional instructions for sample collection, processing, storage and shipping will be
provided in the lab manual.
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PK samples will be assayed for PF-06863135, lenalidomide, and pomalidomude using a
validated analytical method in comphiance with Pfizer standard operating procedures. Details
regarding the collection, processing, storage and shipping of the blood samples will be
provided n the study manual

As part of understanding the pharmacokinetics of the investigational product samples may be
used for evaluation of the bioanalytical method, as well as for other internal exploratory
purposes. These data will not be included in the climiecal study report.

7.4. Inmunogenicity Analyses

Bioanalysis to assess for anti-drug (PF-06863135) antibodies (ADA) will be performed.
Samples will be analyzed using a validated analytical method in compliance with Pfizer
standard operating procedures (SOPs). All samples that are positive in a screeming assay will
be further characterized in terms of antibody specificity. A tiered approach to screening,
confirmation and titer/quantitation will be utihized. A screening assay with competitive
confirmatory steps followed by a titer assay will be used. Samples may also be analyzed in
neutralizing antibody (NAD) assays. Patients found to have anti-drug antibodies at their final
study visit and an ongomg AE possibly related to ADA will be asked to return to the climie
for ADA and drug concentration blood sampling at approximately 3 month mtervals until the
adverse event or its sequelae resolve or stabilize at a level acceptable to the investigator and

SpOnSOr.

Blood samples (approximately 5 mL) to provide approximately 1 mL of serum each for ADA
and NAb against PF-06863135 analysis will be collected into appropriately labeled tubes at
times specified in the schedule of activities of this protocol. Additional mstructions for
sample collection, processing, storage, and shipping will be provided in the lab manual.

The immunogenicity samples must be processed and shipped as mdicated in the instructions
provided to the investigator site to maintain sample mtegrity. Any deviations from the
immunogenicity sample handling procedure (eg, sample collection and processing steps,
interim storage or shupping conditions), including any actions taken, must be documented and
reported to the sponsor. On a case-by-case basis, the sponsor may make a deternunation as
to whether sample integrity has been compromised. Any deviation from the specified sample
handling procedure resulting in compromused sample mtegrity will be considered a protocol
deviation.

As part of understanding the immunogenicity of the investigational product, samples may be
used for evaluation of the bioanalytical method and/or additional characterization of an
observed immunogenicity response. These data will be used for internal exploratory
purposes and will not be included in the climeal study report (CSR). Samples collected for
this purpose will be retained in accordance to local regulations and 1f not used within this
timeframe, will be destroyed.

7.5. Biomarker and Pharmacodynamic Assessments

One of the key elements of this study 1s the possibility to evaluate potential molecular targets
that could be modified by PF-06863135, as a monotherapy and in combination. Tissue
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samples (including but not limited to bone marrow biopsy, bone marrow aspirate, peripheral
blood, serum and plasma) will be collected before and after PF-06863135 dosing for
biomarker evaluation and pharmacodynamic assessments. Samples obtamned pre and post
PF-06863135 admimistration will be mandatory for all patients (except for bone marrow
biopsy samples collected at 1, 3 and 9 months after C1D1(optional) and every 6 months
thereafter (optional), or for bone marrow aspirate samples from 9 months after C1D1 and
every 6 months thereafter for patients who experience a plateau or CR). If the collection of a
bone marrow biopsy 1s not required for disease response assessment, and the investigator
determunes that the nsk associated with the bone marrow biopsy 1s not approprate for a
research setting eg, based on complications during a previous procedure, after consultation
with the sponsor’s medical monitor, the collection of any impending bone marrow biopsies
may be onutted.

Table 12 summarizes representative assays to be used and the sample source. Refer to the
SCHEDULE OF ACTIVITIES for details pertaining to specific days and times of sample
collection and to the Lab Manual for details of sample preparation, storage, and shipment.
The biomarker studies will be used to help understand the mechanism of action of
PF-06863135 alone and in combination as well as potential mechanisms of resistance. The
studies may help in the future development of PF-06863135.

Table 12. Biomarker Assays and Sample Sources

Biomarker Matrix Assay

Soluble immune factors Serum Immunoassay

Soluble BCMA/related factors Plasma Mass spectrometry

BCMA expression BM aspirate Flow cytometry
BM biopsy THC

TBNE Whole blood Flow cytometry
BM aspirate Flow cytometry

Immmine cell phenotyping Whole blood Flow Cytometry
BM aspirate Flow Cytometry
BM biopsy IHC

RMNA profiling BM aspirate and/or ENA Sequencing
biopsy (possible)

T-cell repertoire analysis Whole blood DNA Sequencing
BM aspirate and/or DNA Sequencing
Biopsy (possible)

Abbreviations: BCMA = B-cell mamiration antigen; BM = bone marrow; deoxyribonucleic acid = DNA;
T, B, and NK cells = TBNEK
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7.5.1. Bone Marrow Biomarkers

Patients will be required to provide bone marrow biopsy and aspirate samples for biomarker
analysis at times specified in the SCHEDULE OF ACTIVITIES (see also Section 7.2.2 Bone
Marrow Evaluation). When bone marrow aspirate and biopsy samples are taken for disease
response evaluation, samples for biomarker analysis will also be acquired. This includes
bone marrow taken following a CR, sCR or following disease progression.

Analyses will be conducted at flow cytometry and IHC reference labs to assess target
expression and enumeration and phenotyping of plasma cells, infiltrating T-cell subsets and
additional immune cells. Further IHC, immunofluorescence or multiplex imaging assays for
additional immune cell populations and/or immune activation and regulation markers, and/or
epigenetic assays for immune cell quantification may be performed to assess additional
pharmacodynamic effects, 1f biopsy materials suffice. Tumor tissue may also be submutted to
RNA, T-cell receptor (TCR), and other molecular profiling of drug response by nucleotide

sequencing.

Instructions for sample collection, processing, storage and shupment will be provided in the
laboratory manual

7.5.2. Whole Blood Pharmacodynamic Markers

Whole blood samples for circulating T, B, NK lymphocyte assay (TBNK), and T-cell
immunophenotyping will be collected at times specified in the SCHEDULE OF
ACTIVITIES of thus protocol. The TBNK assay determunes the absolute counts and
percentages for T, B, NK lymphocyte populations as well as CD4+ and CD8+ T-cell subset
ratios m peripheral blood. T-cell immunophenotyping will use multiparameter flow
cytometry to evaluate markers such as proliferation and survival, activation, and exhaustion
i CD4+ and CD8+ naive and memory T-cell subsets.

Whole blood samples for exploratory molecular analysis and biobanking will be collected at
times specified in the SCHEDULE OF ACTIVITIES of tlus protocol.

Instructions for sample collection, processing, storage and shupment will be provided in the
laboratory manual

Samples may be used for flow assay development. Samples collected for this purpose will be
retamed m accordance to local regulations and if not used within this timeframe, will be

destroyed.

7.5.3. Shipment of Pharmacodynamic Samples

The shipment address and assay lab contact information are provided in the laboratory
manual.

7.5.4. Cytokine Assessments

Samples will be collected for central evaluation of cytokines at the time points specified in
the SCHEDULE OF ACTIVITIES and Section 7.1.3. Instructions for sample collection,
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processing, storage and shipment will be provided in the study manual All samples will be
analyzed centrally. If CRS 1s suspected and coincides with a day pharmacodynamic samples
are not collected per the Schedule of Activities, an ad hoc cytokine sample should be
collected (see Section 7.1.3 Laboratory Safety Assessments). In addition, should the site
require cytokine information for patient management, the site will have the option of
collecting an additional sample for local analysis.

7.5.5. Soluble BCMA Assessments

Whole blood samples (approximately 3 mL) to provide approximately 1 mL plasma for
soluble BCMA assessment will be collected at the times specified in the SCHEDULE OF
ACTIVITIES of thus protocol. An additional soluble BCMA/other factor sample should also
be taken if CRS 1s suspected, and a sample 1s not already scheduled to be taken (eg, from
Cycle 3 onwards). Instructions for sample collection, processing, storage and shipment will
be provided m the study manual

Soluble BCMA levels will be determined by a mass spectrometry assay, and samples may be
used for further evaluation of the bioanalytical method, as well as for other internal
exploratory purposes including determination of related soluble factors such as A
Proliferation-Inducing Ligand (APRIL). These data will not be included m the clinical
report. Samples collected for this purpose will be retaimned in accordance to local regulations
and 1f not used within this timeframe, will be destroyed.

7.6. Pharmacogenomics
7.6.1. Genotyping Analysis

Blood samples for genotyping may be exanuned to assess the impact of allelic vanants of
genes proposed to impact response to PF-06863135, as well as mechanisms of action and/ or
resistance. Additionally, these samples may also be used for retrospective evaluation of
additional genetic vanants associated with vanation m PK or to explore AEs should these be
observed. Samples will be retained for a period of up to 3 years after regulatory approval.

A 4-ml. blood sample will be collected from each patient into a plastic dipotassium edetic
acid ethylenediaminetetraacetic acid (K2EDTA) tube at times specified in the SCHEDULE
OF ACTIVITIES section of the protocol.

Samples will be analyzed using a non-characterized assay (non-validated). These data will
be used for internal exploratory purposes and will not be included in the CSR_

The pharmacogenomic (PGx) samples must be processed and shipped as indicated in the
mstructions provided to the investigator site to maintain sample integrity. Any deviations
from the PGx processing steps, including any actions taken, must be documented and
reported to the sponsor. On a case-by-case basis, the sponsor may make a deternunation as
to whether sample integrity has been compromised. Any sample deemed outside of
established stability, or of questionable integrity, will be considered a protocol deviation.
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7.6.2. Genetic Analysis

Bone marrow aspirates taken before the start of study treatment will be evaluated at local lab
for t(4;14)(p16;q32), t(14;16)(q32;923), 17p13 deletions, t(11;14)(q13,q32), chromosome
13 deletion, ploidy category, and chromosome 1 abnormalities. If some of these cytogenetic
assessments cannot be done, site should provide patient’s most recent cytogenetic testing
results and enter into eCRF. Samples may be taken up to 7 days before the start of study
treatment.

7.7. Banked Biospecimens

Banked biospecimens will be collected from patients for exploratory research relating to the
drug response and MM. These collections are not typically associated with a planned
assessment described in the protocol. They will be handled in a manner that protects each
patient’s privacy and confidentiality. Banked biospecimens will be assigned the patient’s
study identification code (ID) at the site. The data generated from these banked
biospecimens will also be indexed by this ID. Biospecimens will be kept until destruction in
facilities with access limited to authorized personnel, and biospecimen-denived data will be
stored on password-protected computer systems. The key between the patient’s ID and the
patient’s direct personally identifying information (eg, name, address) will be held at the
study site. Biospecimens will be used only for the purposes described in the protocol and
informed consent document; any other uses require additional ethical approval. Unless a
time limitation 1s required by local regulations or ethical requirements, biospecimens will be
stored for many years (no tume himit) to allow for research in the future, including research
conducted during the lengthy drug-development process and also post-marketing research.
Patients may withdraw their consent for the use of their banked biospecimens at any time by
making a request to the investigator; m this case, any remaiming biospecimens will be
destroyed, but data already generated from the biospecimens will continue to be available to
protect the integrity of existing analyses.

Unless prohibited by local regulations or ethics commuttee decision, a 4-mL blood genomic
banked biospecimen Prep D1 (dipotassium edetic acid [ethylenediaminetetraacetic acid]
[K:EDTA] whole-blood collection optimized for DNA analysis) will be collected at the
time specified in the SCHEDULE OF ACTIVITIES section of the protocol to be retained for
potential pharmacogenomic/genomic/biomarker analyses related to drug response and MM.
For example, putative safety biomarkers, drug-metabolizing enzyme genes, drug-transport
protein genes, or genes thought to be related to the mechamsm of drug action may be
examined. The primary purpose 1s to examine DNA; however, the biospecimen may also be
used to study other molecules (eg, RNA, proteins, and metabolites).

The banked biospecimens will be collected from all patients unless prohibited by local
regulations or IRB/EC decision.

It 15 possible that the use of these biospecimens may result in commercially viable products.
Patients will be advised in the informed consent document that they will not be compensated
1n this event.
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7.7.1. Additional Research

Unless prohibited by local regulations or IRB/EC decision, patients will be asked to indicate
on the consent form whether they will allow banked biospecimens to also be used to design
and conduct research i order to gamn a further understanding of other diseases and to
advance science, including development of other medicines for patients.

Patients need not provide additional biospecimens for the uses described 1n this section; the
biospecimens specified in the Banked Biospecimens Section 7.7 will be used. Patients may
still participate in the study if they elect not to allow their banked biospecimens to be used

for the additional purposes described in this section.

8. ADVERSE EVENT REPORTING

8.1. Requirements

The table below summarizes the requirements for recording safety events on the CRF and for
reporting safety events on the Clinical Tnial (CT) Serious Adverse Event (SAE) Report Form
to Pfizer Safety. These requirements are delineated for 3 types of events: 1) SAEs;

2) non-serious adverse events (AEs); and 3) exposure to the investigational product under
study during pregnancy or breastfeeding, and occupational exposure.

Safety Event Recorded on the CRF Reported on the CT
SAE Report Form to
Pfizer Safety Within
24 Hours of Awareness

SAE All All

Non-serious AE All None

Exposure to the All (regardless of whether Exposure during

mvestigational product under | associated with an AE), pregnancy, exposure via

study duning pregnancy or except occupational breastfeeding,

breastfeeding, and exposure occupational exposure

occupational exposure (regardless of whether
associated with an AE)

All observed or volunteered events regardless of treatment group or suspected causal
relationship to the mvestigational product(s) will be reported as described in the following

paragraphs.

Events listed in the table above that require reporting to Pfizer Safety on the clinical trial
serious adverse event (CT SAE) Report Form within 24 hours of awareness of the event by
the mvestigator are to be reported regardless of whether the event is determined by the
investigator to be related to an investigational product under study. In particular, if the
SAE 1s fatal or life-threateming, notification to Pfizer Safety must be made immediately,
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wrrespective of the extent of available event information. This time frame also applies to
additional new (follow-up) information on previously forwarded reports. In the rare situation
that the investigator does not become immediately aware of the occurrence of an event, the
mvestigator must report the event within 24 hours after learning of 1t and document the time
of lus’her first awareness of the event.

For each event, the investigator must pursue and obtain adequate nformation both to
determine the outcome and to assess whether 1t meets the criteria for classification as an SAE
(see the Serious Adverse Events Section 8.2 3 below). In addition, the mmvestigator may be
requested by Pfizer Safety to obtain specific follow-up information in an expedited fashion
This information 1s more detailed than that recorded on the CRF. In general, this will include
a description of the event in sufficient detail to allow for a complete medical assessment of
the case and independent determunation of possible causality. Any information relevant to
the event, such as concomitant medications and illnesses, must be provided. In the case of a
patient death, a summary of available autopsy findings must be subnutted as soon as possible
to Pfizer Safety. Any pertinent additional information must be reported on the CT SAE
Report Form; additional source documents (eg, medical records, CRF, laboratory data) are to
be sent to Pfizer Safety ONLY upon request.

As part of ongoing safety reviews conducted by the sponsor, any non-serious AE that 1s
determuned by the sponsor to be serious will be reported by the sponsor as an SAE. To assist
in the determination of case seriousness, further information may be requested from the
mnvestigator to provide clanty and understanding of the event in the context of the clinical
study.

8.1.1. Additional Details On Recording Adverse Events on the CRF

All events detailed in the table above will be recorded on the AE page(s) of the CRF. It
should be noted that the CT SAE Report Form for reporting of SAE information 1s not the
same as the AE page of the CRF. When the same data are collected, the forms must be
completed in a consistent manner. AEs should be recorded using concise medical
termuinology and the same AE term should be used on both the CRF and the CT SAE Report
Form for reporting of SAE information.

8.1.2. Eliciting Adverse Event Information

The mnvestigator 1s to record on the CRF all directly observed AEs and all AEs spontaneously
reported by the study patient. In addition, each study patient will be questioned about the
occurrence of AEs in a non-leading manner.

8.1.3. Withdrawal From the Study Due to Adverse Events

See also the Patient Withdrawal Section 6.6.

Withdrawal due to AEs should be distingumished from withdrawal due to other causes,
according to the defimtion of AE noted below, and recorded on the CRF.
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When a patient withdraws from the study because of an SAE, the SAE must be recorded on
the CRF and reported, as appropnate, on the CT SAE Report Form, in accordance with the
Requirements section above.

8.1.4. Time Period for Collecting AE/SAE Information

The time period for actively eliciting and collecting AEs and SAEs (“active collection
period™) for each patient begins from the time the patient provides informed consent, which
1s obtained before the patient’s participation in the study (1e, before undergomng any
study-related procedure and/or recerving mvestigational product), through and mncluding a
mimmum of 90 calendar days after the last adnunistration of PF-06863135. If the 1-month
follow up visit 1s completed before the 60 day late toxicity evaluation period 1s completed,
the AE/SAE collection period will be extended until the late toxicity evaluation 1s completed.

For patients who are screen failures, the active collection period ends when screen failure
status 1s determined.

8.1.4.1. Reporting SAEs to Pfizer Safety

All SAEs occurning in a patient during the active collection period are reported to Pfizer
Safety on the CT SAE Report Form.

SAEs occurring 1n a patient after the active collection period has ended are reported to Pfizer
Safety if the investigator becomes aware of them; at a nunimum, all SAEs that the
mvestigator believes have at least a reasonable possibility of being related to mvestigational
product must be reported to Pfizer Safety.

Follow up by the investigator continues throughout and after the active collection period and
until the event or its sequelae resolve or stabilize at a level acceptable to the investigator, and
Pfizer concurs with that assessment.

If a patient begins a new anticancer therapy, SAEs occurring during the above-indicated
active collection period must still be reported to Pfizer Safety irrespective of any intervening
treatment.

8.1.4.2. Recording Non-serious AEs and SAEs on the CRF

All nonserious AEs and SAEs occurring in a patient during the active collection period,
which begins after obtaiming informed consent as described in Section 8.1 4, will be recorded
on the AE section of the CRF. Any signs and symptoms entirely due to CRS (eg, fever,
hypoxia, hypotension) should be recorded within the CRS assessment CRF. A single term of
Cytokine release syndrome graded by modified Lee et al 2014 criteria’ should then be
recorded in the AE CRF. Any signs and symptoms entirely due to ICANS (eg, confusion,
seizure) should be recorded within the ICANS assessment CRF. A single term of Immune
cell- associated neurotoxicity graded by ASTCT criteria’ should then be recorded in the AE
CRF. Injection site assessments contaimng AFEs should have the term of Injection site
reaction recorded with CTCAE 4.03 grading in the AE CRF.
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Follow-up by the investigator may be required until the event or its sequelae resolve or
stabilize at a level acceptable to the mvestigator, and Pfizer concurs with that assessment.

If a patient begins a new anficancer therapy, the recording period for non-serious AEs ends at
the time the new treatment 1s started; however, SAEs must continue to be recorded on the
CRF during the above -indicated active collection period.

8.1.5. Causality Assessment

The mnvestigator’s assessment of causality must be provided for all AEs (senious and
non-serious); the investigator must record the causal relationship on the CRF, and report such
an assessment 1n accordance with the SAE reporting requirements, if applicable. An
mvestigator’s causality assessment 1s the determunation of whether there exists a reasonable
possibility that the investigational product caused or confributed to an AE; generally the facts
(evidence) or arpuments to suggest a causal relationship should be provided. If the
mvestigator does not know whether or not the investigational product caused the event, then
the event will be handled as “related to investigational product™ for reporting purposes, as
defined by the sponsor. If the mvestigator's causality assessment 1s “unknown but not
related” to investigational product, this should be clearly documented on study records.

In addition, 1f the mvestigator determunes that an SAE 1s associated with study procedures,
the mvestigator must record this causal relationship in the source documents and CRF, and
report such an assessment in the dedicated section of the CT SAE Report Form and in
accordance with the SAE reporting requirements.

8.1.6. Sponsor’s Reporting Requirements to Regulatory Authorities

AF reporting, including suspected unexpected serious adverse reactions, will be carned out
n accordance with applicable local regulations.

8.2. Definitions
8.2.1. Adverse Events

An AFE 1s any untoward medical occurrence 1n a study patient adnumistered a product or
medical device; the event need not necessarily have a causal relationship with the freatment
or usage. Examples of AEs mclude, but are not linmted to:

e Abnormal test findings;

e Chimcally significant signs and symptoms;
e Changes in physical examination findings;
e Hypersensitivity;,

e Drug abuse;

¢ Drug dependency.
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Additionally, AEs may include signs and symptoms resulting from:

Drug overdose;

Drug withdrawal;

Drug misuse;

Drug mteractions;

Extravasation;

Exposure during pregnancy (EDP);
Exposure via breastfeeding;
Medication error;

Occupational exposure.

Worsening of signs and symptoms of the malignancy under study should be recorded as AEs
in the appropnate section of the CRF. Disease progression assessed by measurement of
malignant lesions on radiographs or other methods should not be reported as AEs.

8.2.2. Abnormal Test Findings

Abnormal objective test findings should be recorded as AEs when any of the following
conditions are met:

Test result 1s associated with accompanying symptoms; and/or

Test result requures additional diagnostic testing or medical/surgical mtervention;
and/or

Test result leads to a change mn study dosing (outside of any protocol-specified dose

adjustments) or discontinuation from the study, significant additional concomitant
drug treatment, or other therapy, and/or

Test result 1s considered to be an AE by the investigator or sponsor.

Merely repeating an abnormal test, in the absence of any of the above conditions, does not
constitute an AE. Any abnormal test result that 15 determined to be an error does not requure
recording as an AE.
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8.2.3. Serious Adverse Events

A serious adverse event 1s any untoward medical occurrence at any dose that:
* Results in death;
¢ Is life-threatening (immediate risk of death);
e Requires inpatient hospitalization or prolongation of existing hospitalization;

e Results in persistent or significant disability/incapacity (substantial disruption of the
ability to conduct normal life functions);

¢ Results in congemtal anomaly/birth defect.
Or that 1s considered to be:
e An important medical event.

Medical and scientific judgment 1s exercised in deternuning whether an event 1s an important
medical event. An important medical event may not be immediately life-threatening and/or
result in death or hospitalization. However, 1f 1t 15 determuned that the event may jeopardize
the patient or may require intervention to prevent one of the other AE outcomes, the
important medical event should be reported as serious.

Examples of such events are mtensive treatment in an emergency room or at home for
allergic bronchospasm; blood dyscrasias or convulsions that do not result in hospitalization;
or development of drug dependency or drug abuse.

Progression of the malignancy under study (including signs and symptoms of progression)
should not be reported as an SAE unless the outcome 1s fatal within the active collection
period. Hospitalization due to signs and symptoms of disease progression should not be
reported as an SAE. If the malignancy has a fatal outcome during the study or within the
active collection period, then the event leading to death must be recorded as an AE on the
CRF, and as an SAE with Common Termunology Criteria for Adverse Events (CTCAE)
Grade 5 (see the Section 8 3 Severity Assessment).

8.2.4. Hospitalization

Hospitalization 1s defined as any mitial admussion (even less than 24 hours) in a hospital or
equivalent healthcare facility, or any prolongation of an existing admission. Admussion also
mncludes transfer within the hospital to an acute/intensive care unit (eg, from the psychiatric
wing to a medical floor, medical floor to a coronary care umt, or neurological floor to a
tuberculosis umit). An emergency room visit does not necessarily constitute a hospitalization;
however, the event leading to the emergency room visit 1s assessed for medical importance.
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Hospitalization does not include the following:

Rehabilitation facilities;

Hospice facilities;

Respite care (eg, caregiver relief);
Skilled nursing facilities;

Nursing homes;

Same-day surgeries (as outpatient/same-day/ambulatory procedures).

Hospitalization or prolongation of hospitalization in the absence of a precipitating clinical
AF 15 not 1n itself an SAE. Examples include:

Admission for treatment of a preexisting condition not associated with the
development of a new AE or with a worsening of the preexisting condition (eg, for
workup of a persistent pretreatment laboratory abnormality);

Social admission (eg, patient has no place to sleep);
Admimistrative admission (eg, for yearly physical examination);

Protocol-specified admission during a study (eg, for a procedure required by the study
protocol);

Optional admussion not associated with a precipitating clinical AE (eg, for elective
cosmetic surgery);

Hospitalization for observation without a medical AE;

Preplanned treatments or surgical procedures. These should be noted in the baseline
documentation for the entire protocol and/or for the individual patient;

Admission exclusively for the adnunistration of blood products.

Diagnostic and therapeutic nomnvasive and invasive procedures, such as surgery, should not
be reported as SAEs. However, the medical condition for which the procedure was
performed should be reported if 1t meets the definition of an SAE. For example, an acute
appendicitis that begins during the reporting period should be reported if the SAE
requirements are met, and the resulting appendectomy should be recorded as treatment of the

AE.
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8.3. Severity Assessment

GRADE | Climical Description of Severity

0 No change from normal or reference range (This grade 1s not included in the
Version 4.03 CTCAE document but may be used 1n certain circumstances.)

1 MILD adverse event

2 MODERATE adverse event
3 SEVERE adverse event
4

5

LIFE-THREATENING consequences; urgent intervention indicated

DEATH RELATED TO adverse event

Note the distinction between the severity and the seriousness of an AE. A severe event is not necessarily
an SAE. For example, a headache may be severe (interferes significantly with the patient’s usual finction)
but would not be classified as serious unless it met one of the criteria for SAFEs, listed above.

8.4. Special Situations
8.4.1. Potential Cases of Drug-Induced Liver Injury

Humans exposed to a drug who show no sign of liver injury (as determined by elevations in
transaminases) are termed “tolerators,” while those who show transient liver injury, but adapt
are termed “adaptors.” In some patients, transanunase elevations are a harbinger of a more
serious potential outcome. These patients fail to adapt and therefore are "susceptible” to
progressive and serious liver mjury, commonly referred to as drug-induced liver injury
(DILI). Patients who experience a fransaminase elevation above 3 times the upper limit of
normal (x ULN) should be monitored more frequently to determine 1f they are an “adaptor”
or are “susceptible.”

In the majority of DILI cases, elevations m aspartate amunotransferase (AST) and/or alamine
aminotransferase (ALT) precede total bilirubmn (TBili) elevations (=2 = ULN) by several
days or weeks. The increase i TBilh typically occurs while AST/ALT 1s/are still elevated
above 3 x ULN (1e, AST/ALT and TBili values will be elevated within the same lab sample).
In rare instances, by the time TBili elevations are detected, AST/ALT values nught have
decreased. This occurrence s still regarded as a potential DILI. Therefore, abnormal
elevations in either AST OR ALT in addition to TBil1 that meet the criteria outlined below
are considered potential DILI (assessed per Hy's law criteria) cases and should always be
considered important medical events, even before all other possible causes of hiver injury
have been excluded.

The threshold of laboratory abnormalities for a potential DILI case depends on the patient’s
individual baseline values and underlying conditions. Patients who present with the
following laboratory abnormalities should be evaluated further as potential DILI (Hy’s law)
cases to definmitively determine the etiology of the abnormal laboratory values:

e Patients with AST/ALT and TBili baseline values within the normal range who
subsequently present with AST OR ALT values >3 x ULN AND a TBih value

PFIZER CONFIDENTIAL
Page 175



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

>2 x ULN with no evidence of hemolysis and an alkaline phosphatase value
<2 = ULN or not available;

e For patients with baseline AST OR ALT OR TBil values above the ULN, the
following threshold values are used in the definttion mentioned above, as needed,
depending on which values are above the ULN at baseline:

e Preexisting AST or ALT baseline values above the normal range: AST or ALT
values >2 times the baseline values AND >3 x ULN; or >8 x ULN (whichever 1s
smaller).

e Preexisting values of TBihi above the normal range: TBili level increased from
baseline value by an amount of at least 1 x ULN or 1f the value reaches
=3 x ULN (whichever 1s smaller).

Rises n AST/ALT and TBili separated by more than a few weeks should be assessed
individually based on clinical judgment; any case where uncertainty remains as to whether 1t
represents a potential Hy’s law case should be reviewed with the sponsor.

The patient should return to the investigator site and be evaluated as soon as possible,
preferably within 48 hours from awareness of the abnormal results. This evaluation should
include laboratory tests, detailed history, and physical assessment.

In addition to repeating measurements of AST and ALT and TBih, laboratory tests should
mnclude albumin, creatine kinase (CK), direct and mdirect bilirubin, gamma-glutamyl
transferase (GGT), prothrombin time (PT)/international normalized ratio (INR), total bile
acids, alkaline phosphatase and acetaminophen drug and/or protein adduct levels.
Consideration should also be given to drawing a separate tube of clotted blood and an
anticoagulated tube of blood for further testing, as needed, for further contemporaneous
analyses at the time of the recognized initial abnormalities to determine etiology. A detailed
history, mcluding relevant information, such as review of ethanol, acetaminophen (either by
itself or as a coformmlated product in prescription or over-the-counter medications),
recreational drug, supplement (herbal) use and consumption, fanuly history, sexual history,
travel history, history of contact with a jaundiced person, surgery, blood fransfusion, history
of liver or allergic disease, and potential occupational exposure to chemicals, should be
collected. Further testing for acute hepatitis A, B, C, D, and E infection and liver imaging
(eg, biliary tract) may be warranted.

All cases demonstrated on repeat testing as meeting the laboratory criteria of AST/ALT and
TBil elevation defined above should be considered potential DILI (Hy’s law) cases 1f no
other reason for the liver function tests (LFT) abnormalities has yet been found. Such
potential DILI (Hy’s law) cases are to be reported as SAEs, irrespective of availability
of all the results of the investigations performed to determine etiology of the LFT
abnormalities.
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A potential DILI (Hy's law) case becomes a confirmed case only after all results of
reasonable investigations have been received and have excluded an alternative etiology.

8.4.2. Exposure to the Investigational Product During Pregnancy or Breastfeeding, and
Occupational Exposure

Exposure to the mvestigational product under study during pregnancy or breastfeeding and
occupational exposure are reportable to Pfizer Safety within 24 hours of investigator
awareness.

8.4.2.1. Exposure During Pregnancy (EDF)
For both unapproved/unlicensed products and for marketed products, an EDP occurs if:

e A female becomes, or 1s found to be, pregnant either while receiving or having been
exposed (eg, because of treatment or environmental exposure) to the investigational
product; or the female becomes or 1s found to be pregnant after discontinming and/or
being exposed to the investigational product;

e An example of environmental exposure would be a case mnvolving direct contact
with a Pfizer product in a pregnant woman (eg, a nurse reports that she 1s pregnant
and has been exposed to chemotherapeutic products).

e A male has been exposed (eg, because of treatment or environmental exposure) to the
mvestigational product prior to or around the time of conception and/or 1s exposed

during his partner’s pregnancy.

If a patient or patient’s partner becomes or 1s found to be pregnant during the patient’s
treatment with the imnvestigational product, the investigator must report this information to
Pfizer Safety on the CT SAE Report Form and an EDP supplemental form, regardless of
whether an SAE has occurred. In addition, the investigator must submit information
regarding environmental exposure to a Pfizer product in a pregnant woman (eg, a patient
reports that she 1s pregnant and has been exposed to a cytotoxic product by mhalation or
spillage) to Pfizer Safety using the EDP supplemental form This must be done irrespective
of whether an AE has occurred and within 24 hours of awareness of the exposure. The
information submitted should include the anticipated date of delivery (see below for
information related to ternunation of pregnancy).

Follow-up 1s conducted to obtain general information on the pregnancy and its outcome for
all EDP reports with an unknown outcome. The investigator will follow the pregnancy until
completion (or until pregnancy termination) and notify Pfizer Safety of the outcome as a
follow-up to the mitial EDP supplemental form. In the case of a live birth, the structural
mntegrity of the neonate can be assessed at the time of birth. In the event of a termunation, the
reason(s) for termunation should be specified and, if chimically possible, the structural
mtegrity of the terminated fetus should be assessed by gross visual inspection (unless
pre-procedure test findings are conclusive for a congenital anomaly and the findings are

reported).
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If the outcome of the pregnancy meets the criternia for an SAE (1e, ectopic pregnancy,
spontaneous abortion, intrauterine fetal demise, neonatal death, or congenital anomaly [in a
live-born baby, a terminated fetus, an intrauterine fetal demise, or a neonatal death]), the
mvestigator should follow the procedures for reporting SAEs.

Additional information about pregnancy outcomes that are reported to Pfizer Safety as SAEs
follows:

e Spontaneous abortion includes miscarnage and nussed abortion;

e Neonatal deaths that occur within 1 month of birth should be reported, without regard
to causality, as SAEs. In addition, mfant deaths after 1 month should be reported as
SAEs when the investigator assesses the infant death as related or possibly related to
exposure to the investigational product.

Additional information regarding the EDP may be requested by the sponsor. Further
follow-up of birth outcomes will be handled on a case-by-case basis (eg, follow-up on
preterm infants to identify developmental delays). In the case of paternal exposure, the
mvestigator will provide the patient with the Pregnant Partner Release of Information Form
to deliver to lus partner. The investigator must document in the source documents that the
patient was given the Pregnant Partner Release of Information Form to provide to his partner.

8.4.2.2. Exposure During Breastfeeding

Scenarios of exposure during breastfeeding must be reported, irrespective of the presence of
an associated SAE, to Pfizer Safety within 24 hours of the mvestigator’s awareness, using the
CT SAE Report Form. An exposure during breastfeeding report 1s not created when a Pfizer
drug specifically approved for use in breastfeeding women (eg, vitamins) 1s adnunistered in
accord with authorized use. However, 1f the nfant experiences an SAE associated with such
a drug’s adnunistration, the SAE 1s reported together with the exposure during breastfeeding.

8.4.2.3. Occupational Exposure

An occupational exposure occurs when, during the performance of job duties, a person
(whether a healthcare professional or otherwise) gets in unplanned direct contact with the
product, which may or may not lead to the occurrence of an AE.

An occupational exposure 1s reported to Pfizer Safety within 24 hours of the investigator’s
awareness, using the CT SAE Report Form, regardless of whether there 1s an associated
SAE. Smce the mformation does not pertain to a patient enrolled in the study, the
information 1s not recorded on a CRF; however, a copy of the completed CT SAE Report
Form 1s maintained in the mvestigator site file.

8.4.3. Medication Errors

Other exposures to the investigational product under study may occur in chinical trial settings,
such as medication errors.
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Safety Event Recorded on the CRF Reported on the CT
SAE Report Form to
Pfizer Safety Within
24 Hours of Awareness

Medication errors All (regardless of whether Only 1f associated with
associated with an AE) an SAE

8.4.3.1. Medication Errors

Medication errors may result from the admimstration or consumption of the mvestigational
product by the wrong patient, or at the wrong time, or at the wrong dosage strength.

Medication errors mclude:
e Medication errors involving patient exposure to the investigational product;

e Potential medication errors or uses outside of what 15 foreseen in the protocol that do
or do not involve the participating patient.

Such medication errors occuring to a study patient are to be captured on the medication error
page of the CRF, which 1s a specific version of the AE page.

In the event of medication dosing error, the sponsor should be notified immediately.

Whether or not the medication error 1s accompanied by an AE, as determuned by the
mvestigator, the medication error 15 recorded on the medication error page of the CRF and, if

applicable, any associated AE(s), serious and non-serious, are recorded on an AE page of the
CREF.

Medication errors should be reported to Pfizer Safety within 24 hours on a CT SAE Report
Form only when associated with an SAE.

8.4.4. Peripheral neuropathy

Peripheral neuropathy 1s a common comphication of MM and its treatment. Peripheral
neuropathy can be caused by MM itself, either by the paraneoplastic effects of the
monoclonal protein (polyneuropathy 1s an essential feature of POEMS syndrome) or in the
form of radiculopathy from direct compression, and particularly by certain therapies,
ncluding IMiDs and proteasome mhibitors. Symptoms are usually symmetric and include
paresthesias, numbness, burning sensation and muscle weakness; these are generally nuld,
but 1n rare cases can be disabling or even lhife-threatening. Treatment-emergent peripheral
neuropathy symptoms are usually symmetric, distal and progressive ** Recently, peripheral
neuropathy has been described following admimstration of BCMA-directed bispecific T-cell
engagers

Peripheral neuropathy (including GBS) 1s considered an important potential risk of
elranatamab.
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Work-up for new or worseming Grade =2 peripheral neuropathy should include a neurology
consult, imaging (eg, MRI of the spine), NCV/EMGs, and lumbar puncture to assess CSF. In
consultation with a neurologist, appropriate therapy for peripheral neuropathy (eg, steroids
and/or IV immunoglobulin) should be considered.

Closely momtor participants for signs and symptoms of neuropathy following infections or
following the adnumistration of any vaceine.

For recommended dose modifications for peripheral neuropathy (all causality), refer to
Table 5.

9. DATA ANALYSIS/STATISTICAL METHODS

Detailed methodology for summary and statistical analyses of the data collected 1n this study
1s outlined here and further detailed in a statistical analysis plan (SAP), which will be
maintained by the sponsor. The SAP may modify what 1s outlined in the protocol where
approprnate; however, any major modifications of the pnnmary endpoint definitions or their
analyses will also be reflected 1n a protocol amendment.

9.1. Analysis Sets
Treated patient safety analysis set:

The safety analysis set includes all enrolled patients who receive at least one dose of
study treatment.

Full analysis set:
The full analysis set includes all enrolled patients.
Per-protocol analysis set (evaluable for MTD/MAD):

The per-protocol analysis set includes all enrolled patients who receive at least one
dose of study treatment and who do not have major treatment deviations during DLT
observation period. Patients with major treatment deviations during DLT observation
period are not evaluable for the MTD/MAD assessment and will be replaced as needed
to permut MTD/MAD estimation.

PF-06863135 PK analysis sets:

The PK parameter analysis population 1s defined as all enrolled patients treated who
have sufficient information to estimate at least 1 of the PK parameters of interest.

The PK concentration population 1s defined as all enrolled patients who are treated
with PF-06863135, have no protocol deviations affecting the PK assessment, and have
at least 1 post-dose concentration measurement.
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Biomarker analysis set(s):

The biomarker analysis set includes all enrolled patients with at least one of the
pharmacodynamic/biomarker parameters evaluated at pre- or post-dose.

Efficacy modified mtent to treat (ITT) analysis set:
Includes all Patients who have recerved at least one dose of study treatment.
Efficacy Per-Protocol analysis set:

The efficacy per-protocol analysis set includes all treated patients who do not have
major treatment deviations and are evaluable at least for the first fumor assessment.

PF-06863135 Immunogenicity analysis set:

The immunogenicity analysis set 1s defined as patients who recetve at least 1 dose of
study treatment and have at least 1 ADA sample collected.

9.2. Statistical Methods and Properties
9.2.1. Statistical Methods for Dose Escalation/De-Escalation

This study has been designed to establish the Maximum Tolerated Dose (MTD)/MAD. The
MTD 1s defined as the dose that yields approximately 25% probability of DLT and considers
equivalent doses that yield probability of DLT in the interval (Equivalence Interval) 20% to
30%. The 25% target was chosen based on safety considerations and 1s considered
appropriate based on simulations and expert input.

The mTPI design®'~* uses a Bayesian statistics framework and a beta/binomial hierarchical
model to compute the posterior probability of 3 dosing intervals that reflect the relative
difference between the toxicity rate of each dose level to the target rate (target probability
[pT] =0.25). If the toxicity rate of the currently used dose level 1s far smaller than pT, the
mTPI will recommend escalating the dose level; if 1t 1s close to pT, the mTPT wall
recommend continuing at the current dose; if 1t 1s far greater than pT, the mTPI wall
recommend de-escalating the dose level. These rules are conceptually sinular to those used
by the 3+3 design, except the decisions of an mTPI design are based on posterior
probabilities calculated under a coherent probability model.

Being a model-based design, mTPI automatically and appropnately tailors dose-escalation
and de-escalation decisions for different studies with different toxicity parameters. More
importantly, all the dose-escalation decisions for a given study can be pre-calculated under
the mTPI design and presented in a two-way table (see Appendix 8). Thus, compared to
other advanced model-based designs published in the literature, the mTPI design 1s
logistically less complicated and easier to implement.

Decision rules are based on calculating unit probability mass (UPM) of 3 dosing intervals
corresponding to under, proper, and over dosing in terms of toxicity. Specifically, the
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underdosing mterval 1s defined as (0; pT-e1), the over-dosing interval (pT+ez, 1), and the
proper-dosing interval (pT- e1, pT+ e2), where e; and ez are small fractions. In study, e; and
e; are selected as 0.05, therefore, the target interval for the DLT rate 1s (0.20, 0.30). The
25% target, the symmetry of the Equivalence Interval and its upper limit were chosen based
on safety considerations. The prior distribution of DLT 1s set as a beta (0.5, 0.5), and the
threshold probability for early termination and dose exclusion 1s set to 0.95.

The 3 dosing intervals are associated with 3 different dose-escalation decisions. The
underdosing interval corresponds to a dose-escalation (E), overdosing corresponds to a dose
de-escalation (D), and proper dosing corresponds to remaiming at the current dose (R). Given
a dosing interval and a probability distribution, the umit probability mass (UPM) of that
dosing interval 1s defined as the probability of a patient belonging to that dosing interval
divided by the length of the dosing mterval. Even though the mTPI may select an
MTD/MAD with an mncidence of DLTSs that 1s higher than 30%, doses with an incidence of
DLT >30% (eg, 4 out of 9) cannot be declared as the MTD/MAD.

If the MTD 1s not reached, then the MAD will be maximum dose that 15 evaluated in the
study.

9.2.2. Statistical Method for Estimating the MTD/MAD

As previously described, the estimated MTD 1s the highest tested dose level with DLT rate
<0.30 1n at least 6 DLT-evaluable patients (1e, per protocol analysis set). It 1s assumed that
higher doses result in higher toxicity rates. But, due to the relatively low number of patients
that may be potentially allocated to any dose, this assumption may be violated.

To estimate the MTD/MAD the study will continue accruing until one of the three stopping
conditions below 1s triggered:

1. The maximum sample size has been achieved.

2. MTD/MAD has been identified with sufficient accuracy: 6 to 16 patients have been
accumulated on a dose that 15 currently estimated to be the MTD/MAD); or

3. All doses explored appear to be overly toxic and the MTD/MAD cannot be
determuned.

Climical judgment will be exercised in taking forward doses to the expansion cohort(s), in
case no clear choice exists between more than 1 competing MTD/MAD. This decision wall
be based upon the combination of data related to safety, anti-tumor activity, and clinical
judgment of the investigators and the sponsor.
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9.3. Sample Size Determination

Due to the dynamuc nature of the Bayesian allocation procedure, the sample size of the mTPI
approach cannot be determuned 1n advance. It 1s estimated approximately 100 DLT evaluable
patients may be enrolled in the dose escalation stage in order to have a reliable and accurate
estimate of the MTD/MAD and RP2D. At least 6 and up to 16 patients should be enrolled at
a dose level that 1s predicted to be the MTD/MAD as per the mTPI method. However,
additional cohorts below MTD/MAD may also be considered for enrollment up to
approximately 6-12 patients for the purpose of confirming the RP2D.

It 15 anticipated that Parts 1C, 1D and 1E will each have approximately 9-16 patients
enrolled. However, the total number of patients will depend on the number of dose levels
needed to determune the MTD/MAD for each combination and number of patients evaluable
for DLT at each cohort.

Subsequent patients will enter an expansion component, Part 2, aimed at evaluating safety
and anti-myeloma activity of PF-06863135 at the RP2D 1 monotherapy (Part 2A) and in
combination with lenalidomude, pomalidomide, or dexamethasone (Parts 2C, 2D and 2E,
correspondingly). Approximately 20 patients are expected to be enrolled into each of
Parts 2A 2C, 2D and 2E, but enrollment of patients may be discontinued earlier 1f minimal
or no anti-tumor activity 1s observed.

Cohort sample size 1s determined as follows.

Part 2A - monotherapy: Assunmung a non-informative prior (1e, Jeffrey’s prior) if 12 out of

20 participants have tumor response, this would predict a posterior probability

(Beta Binommual) equal to 0.814 that true response rate 1s not inferior to target response rate of
50% and a posterior probability equal to 0.003 that true response rate 1s inferior to
benchmark rate of 30%.

Parts 2C, 2D, and 2E — combination with lenalidomide, pomalidomide, and dexamethasone
respectively: Assuming a non-informative prior (1e, Jeffrey’s prior) if 14 out of 20
participants have tumor response, this would predict a posterior probability (Beta Binommal)
equal to 0.818 that true response rate 1s not inferior to the target response rate of 60% and a
posterior probability equal to 0.0001 that true response rate 1s inferior to benchmark rate of
30%.

9.4. Efficacy Analysis

In this First in Patient study, anti-myeloma activity 1s a secondary objective in Part 1 dose
escalation. Objective response rate (ORR) and duration of response (DOR.) are primary
objectives in Part 2 dose expansion. Other efficacy endpoints are secondary objectives in
Part 2. The analysis population is defined in Section 9.1 Analysis Sets.

Imaging studies, relevant laboratory assessments, and bone marrow pathology may be
collected to support independent central review for efficacy endpoints.
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Disease response will be presented in the form of patient data listings that mnclude, but are not
limited to starting dose, disease response at each wvisit, and best overall response. In addition,
progression date, death date, date of first response and last disease assessment date, and date
of last contact will be listed.

Best overall response (BOR) will be assessed based on reported overall responses at
different evaluation time points using IMWG response criteria (see Appendix 2) *°

e Complete Response will encompass confirmed stringent Complete Response (sCR)
and Complete Response (CR).

e Overall Response (OR) will encompass confirmed sCR, CR, VGPR (very good
partial response) and partial response (PR).

¢ Clinical Benefit (CB) will encompass confirmed sCR, CR, VGPR, PR and MR_

Progression -free survival (PFS) 1s the time from start date of study treatment to date of
first documentation of progression, or death due to any cause. Progression is defined as the
appearance of local, regional or distant disease of the same type after complete response or
progression of pre-existing lesions. It does not include second primary malignancies of
unrelated types.

Overall survival (OS) 1s the time from start date of study treatment to date of death due to
any cause.

Duration of Complete Remission 1s defined for patients with confirmed complete response
(sCR, CR) as the time from the first documentation of complete response to the first
documentation of objective tumor progression or to death due to any cause, whichever occurs
first.

Duration of Response (DOR) 1s defined for patients with confirmed objective response (as
defined above 1n overall response) as the time from the first documentation of objective
tumor response to the first documentation of objective fumor progression or to death due to
any cause, whichever occurs first.

Duration of Stable Disease (DOSD) 1s defined for patients with confirmed stable disease as
the time from the first documentation of objective stable disease to the first documentation of
objective tumor progression or to death due to any cause, whichever occurs first.

Time to Response (TTR) 1s defined for patients with confirmed objective response (as
defined above 1n overall response) as the time from the first documentation of objective
tumor response.
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9.5. Analysis of Pharmacokinetics and Pharmacodynamics
9.5.1. PF-06863135 PK Analysis

The concentrations of PF-06863135 will be summarized by descriptive statistics (n, mean,
standard deviation, coefficient of vanation, median, mimmum maximum, and geometric
mean) by dosing cohort, cycle, and nominal time. Individual patient and median profiles of
the concentration-time data will be plotted by dosing cohort and cycle using nominal times.
Median profiles will be presented on both linear-linear and log-linear scales.

For patients from Parts 1, 1.1, 1C, 1D, and 1E, individual concentration-time data of
PF-06863135 following the Cycle 0 Day 1 dose (only for patients recerving priming dose),
Cycle 1 Day 1 dose and Cycle 2 Day 1 dose (IV only) will be analyzed separately using
non-compartmental analysis to estimate the PK parameters. The PK parameters estimated
will include Cmax, time to maximum concentration (Tma), and concentration versus time
curve (AUC,.,). If data permut or if considered appropriate, mimmum concentration (Cpin),
termunal elimination half-life (t;2), clearance (CL or CL/F), volume of distribution at steady
state (Vs or Vasr), and accumulation ratio (Rac) will be also estimated for Cycle 1 Day 1 and
Cycle 2 Day 1. Actual sample collection times will be used for the parameter calculations.
The PK parameters will be summanized descriptively by dosing cohort, and cycle.

For patients enrolled in Parts 2A, 2C, 2D, and 2E of the study, trough PF-06863135
concentrations will be summarized descriptively by cycle.

9.5.2. Lenalidomide, Pomalidomide, and Dexamethasone Pharmacokinetic Analysis
(Parts 1C and 2C, Parts 1D and 2D, Parts 1E and 2E as appropriate)

The concentration-time data of lenalidonude, pomalidomide, and dexamethasone will be
summarized b}r descnphve statistics (n, mean, standard deviation, coefficient of vanation,
median, mimmum  maximum, and geometric mean) according to dosing cohort and time for
each part of the study.

9.5.3. Population Pharmacokinetic Analysis of Pharmacokinetics
(PK)/Pharmacodynamic Modeling

PK and pharmacodynamic data from this study may be analyzed using modeling approaches
and may also be pooled with data from other studies to investigate any association between
PF-06863135 exposure and biomarkers or significant safety and/or efficacy endpomts. The
results of these analyses, if performed, may be reported separately from the clinical study

report.

9.5.4. Analysis of Inmunogenicity

For the immunogenicity data, the percentage of patients with ADA will be summanzed.
Listings and summary tabulations of the ADA data at baseline and post-randomization will
be generated. Samples may also be analyzed for the presence of NAb, and any data will be
similarly summanized. For patients with positive ADA or NAb, the magmitude (titer), tume of
onset, and duration of ADA or NAD response will also be described, 1f data pernmt. The
potential impact of immunogenicity on PK and clinical response mcluding pharmacodynamic
markers, safety/tolerability and efficacy of ADA will be explored, if warranted by the data.
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9.5.5. Analysis of Pharmacodynamics

Pharmacodynamic endpoints being measured include cellular BCMA expression, plasma
soluble BCMA endogenous patient immune cell populations, peripheral blood gene
expression profiles and T-cell receptor (TCR) clonality. These endpomts will be subject to
analysis by summary statistics of values at baseline as well as change from baseline on study.
Gene expression profiling and TCR clonal analysis will also be subject to specialized,
fit-for-purpose analysis algorithms used to mterrogate high dimensional data sets.

9.5.6. Analysis of Biomarker Endpoints

Data from biomarker assays may be analyzed using graphical methods and descriptive
statistics such as linear regression, t-test, and analysis of variance. The statistical approach
will exanmune correlations of biomarker results with PK parameters and measures of
anti-cancer efficacy.

Results from tertiary/exploratory analyses will be reported in the CSR where possible.
However, given the exploratory nature of exploratory objectives and endpoints, the analyses
may not be complete at the time of the CSR. Results from exploratory analyses that are not
mncluded in the CSR will be shared with the scientific community through publication at a
scientific conference and/or 1n a peer-reviewed scientific journal. Detailed analysis for the
tertiary and exploratory endpoints will be specified in a separate technical document outside
of the SAP.

9.6. Safety Analysis

Summarnes and analyses of safety parameters will include all patients in the Safety Analysis
Set. For patients who undergo intra-patient dose escalation, safety analysis of their inifial
assigned dose will be censored at time of intra-patient dose escalation (or mamntenance dose
escalation for Part 1.1). Thus will allow at least 60 days of safety analysis for all patients at
their imtial assigned dose levels.

9.6.1. Analysis of the Primary Endpoint for Part 1

DLT is the primary endpoint of the dose escalation component of the study. The occurrence
of DLTs observed mn the dosing cohorts 1s used to estimate the MTD/MAD as described in
the Study Design Section 3. Adverse Events constituting DLTs will be listed per dose level.

9.6.2. Analysis of Secondary Safety Endpoints
9.6.2.1. Adverse Events

AFEs (except CRS) will be graded by the mnvestigator according to the CTCAE version 4.03
and coded using the Medical Dictionary for Regulatory Activities (MedDRA). CRS will be
assessed according to the grading described by Lee et al. (2014 and 2019 > See

Appendix 5)and coded using MedDRA. The severity of ICANS should be graded according
to the ASTCT consensus criteria’ (Appendix 5). The focus of AE summaries will be on
Treatment Emergent Adverse Events, those with imtial onset or increasing in seventy after
the first dose of study treatment. The number and percentage of patients who expenenced
any AE, SAE, treatment related AE, and treatment related SAE will be summanzed
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according to worst toxicify grades. The summanes will present AEs both on the entire study
period and by cycle (Cycle 1 and Cycles beyond 1).

9.6.2.2. Laboratory Test Abnormalities

The number and percentage of patients who experienced laboratory test abnormalities will be
summarized according to worst toxicity grade observed for each laboratory assay. The
analyses will summanze laboratory tests both on the entire study period and by cycle

(Cycle 1 and Cycles beyond 1). Shift tables will be provided to examine the distribution of
laboratory toxicities.

For laboratory tests without CTCAE grade definitions, results will be categonized as normal,
abnormal, or not done.

9.6.2.3. Electrocardiogram

The analysis of ECG results will be based on patients in the safety analysis set with baseline
(sample taken prior to first dosing) and on-treatment ECG data. ECG measurements (an
average of the triplicate measurements) will be used for the statistical analysis and all data
presentations. Any data obtamned from ECGs repeated for safety reasons after the nonunal
time-points will not be averaged along with the preceding triplicates. Interval measurements
from repeated ECGs will be included in the outlier analysis (categorical analysis) as
individual values obtamned at unscheduled time points.

QT (time between the start of the Q wave and the end of the T wave) itervals will be
corrected for heart rate (HR, QTc) using standard correction factors (1e, Fridericia’s [default
correction], Bazett’s, and possibly a study -specific factor, as appropniate). Data will be
summarized and listed for QT, HR, response rate (RR), partial response (PR), QRS, QTcF
(and other correction factors, eg, corrected QT interval by Bazett (QTcB) as appropniate), and
by study arm and dose. Individual QT (all evaluated corrections) intervals will be listed by
study arm, time and dose. The most appropriate correction factor will be selected and used
for the following analyses of central tendency and outhiers and used for the study
conclusions. Descriptive statistics (n, mean, median, standard dewviation, mummum, and
maximum) will be used to summarize the absolute corrected QT mterval and changes from
baseline in corrected QT after treatment by study arm, dose and time point. For each patient
and by treatment, the maximum change from baseline will be calculated as well as the
maximum post-baseline interval across time-points. Categorical analysis will be conducted
for the maximum change from baseline in corrected QT and the maximum post-baseline QT
mnterval.

Shift tables will be provided for baseline vs worst on treatment corrected QT (one or more
correction methods will be used) using maximum CTCAE Grade. Shift tables will also be
provided for ECG abnnrmahty at baseline vs. on treatment (yes, no, not done: (n, %o)).

Patients experiencing climically relevant morphological ECG changes will be summarnized

(including frequency and percentage).

The effect of drug concentrations on corrected QT change from baseline will be explored
graphically. Additional concentration -corrected QT analyses may be performed. Data may
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be pooled with other study results and/or explored further with PK/pharmacodynamic
models.

9.7. Interim Analysis

No formal interim analysis will be performed. Patients’ safety and disease progression will
be monitored continuously.

The criteria below gmding interruption of study treatment are based on Bayesian posterior
probabilities using a non-informative Beta (0.5, 0.5) prior distribution. The probabilities will
be calculated for total number of participants assigned or transitioned to monotherapy with
elranatamab across its efficacious dose range, including Part 1 SC doses =215 ug/kg, Part
1.1, Part 2A and any patient from Part 1D transitioned to monotherapy.

If the number of evaluable participants observed to have treatment-related Grade 3-4 GBS
(including vanants) results i a posterior probabulity that the true rate of such events
exceeding 3% 1s =0.80, study treatment will be interrupted for all active participants pending
review of all safety information For example, 1f the total number of participants enrolled in
the cohorts described above 1s 62, observing 3 or more participants with treatment-related
Grade 3-4 GBS (including variants) will result in the interruption of study treatment for all
active participants.

If the number of evaluable participants observed to have treatment-related Grade 4 sensory
neuropathy, Grade 4 immune-related neurologic AEs (excluding ICANS), or Grade 3-4
peripheral motor neuropathy results in a posterior probability that the true rate of such events
exceeding 10% 1s =0.80, study freatment will be interrupted for all active participants
pending review of all safety information. For example, 1f the total number of participants
enrolled in the cohorts described above 15 62, observing 9 or more participants with
treatment-related Grade 4 sensory neuropathy, Grade 4 immune-related neurologic AEs
(excluding ICANS), or Grade 3-4 peripheral motor neuropathy will result in the interruption
of study treatment for all active participants.

If a participant enrolled on the combination with lenalidomide arm develops = Grade 3
peripheral motor neuropathy (including GBS), that participant will be managed according to
Table 5 and the remaiming participants on the combimation arm will be transitioned to
monotherapy with single agent PF-06863135.

In addition, 1f any of the following adverse events occur, study treatment will be mterrupted
for all active participants:

* 1 Grade 5 event of CRS
¢ 1 Grade 5 event of ICANS

e 1 Grade 5 treatment-related peripheral neuropathy or IR neurologic event
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e Any 2 treatment-related Grade 5 events (excluding CRS and ICANS and peripheral
neuropathy/IR neurologic event).

9.8. Data Monitoring Comimittee
This study will not use a data monitoring commuttee (DMC).

10. QUALITY CONTROL AND QUALITY ASSURANCE

Pfizer or its agent will conduct periodic monmitoring visits during study conduct to ensure that
the protocol and Good Clinical Practices (GCPs) are being followed. The monitors may
review source documents to confirm that the data recorded on CRFs are accurate. The
mvestigator and mstitution will allow Pfizer momtors/auditors or its agents and appropnate
regulatory authornities direct access to source documents to perform this venification. This
verification may also occur after study completion.

During study conduct and/or after study completion, the investigator site may be subject to
review by the IRB/EC, and/or to quality assurance audits performed by Pfizer, or compamnies
working with or on behalf of Pfizer, and/or to inspection by appropnate regulatory
authorities.

The mvestigator(s) will notify Pfizer or its agents immediately of any regulatory mspection
notification in relation to the study. Furthermore, the investigator will cooperate with Pfizer
or its agents to prepare the mvestigator site for the inspection and will allow Pfizer or its
agent, whenever feasible, to be present during the inspection. The investigator site and
mvestigator will promptly resolve any discrepancies that are identified between the study
data and the patient's medical records. The investigator will promptly provide copies of the
mspection findings to Pfizer or its agent. Before response submussion to the regulatory
authorities, the investigator will provide Pfizer or its agents with an opportunity to review
and comment on responses to any such findings.

It 15 important that the investigator(s) and their relevant personnel are available during the
monitoring visits and possible audits or inspections and that sufficient time 1s devoted to the
process.

11. DATA HANDLING AND RECORD KEEPING

11.1. Case Report Forms/Electronic Data Record

As used 1 this protocol, the term CRF should be understood to refer to either a paper form or
an electronic data record or both, depending on the data collection method used in this study.

A CFF 1s required and should be completed for each included patient. The completed
oniginal CRFs are the sole property of Pfizer and should not be made available in any form to
third parties, except for authorized representatives of Pfizer or appropriate regulatory
authorities, without written permission from Pfizer.

The mvestigator has ultimate responsibility for the collection and reporting of all climcal,
safety, and laboratory data entered on the CRFs and any other data collection forms (source
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documents) and ensuring that they are accurate, authentic/original attributable, complete,
consistent, legible, timely (contemporaneous), enduring, and available when required. The
CRFs must be signed by the investigator or by an authonized staff member to attest that the
data contamned on the CRFs are true. Any corrections to entries made in the CRFs or source
documents must be dated, imtialed, and explained (if necessary) and should not obscure the
original entry.

In most cases, the source documents are the hospital or the physician's chart. In these cases,
data collected on the CRFs must match the data i those charts.

In some cases, the CRF may also serve as the source document. In these cases, a document
should be available at the investigator site and at Pfizer that clearly identifies those data that
will be recorded on the CRF, and for which the CRF will stand as the source document.

When participant data are to be deleted, the investigator will ensure that all copies of such
data are promptly and irrevocably deleted from all systems.

11.2. Record Retention

To enable evaluations and/or mnspections/audits from regulatory authonties or Pfizer, the
mvestigator agrees to keep records, including the identity of all participating patients
(sufficient information to link records, eg, CRFs and hospital records), all onginal signed
informed consent documents, copies of all CRFs, safety reporting forms, source documents,
and detailed records of treatment disposition, and adequate documentation of relevant
correspondence (eg, letters, meeting minutes, and telephone call reports). The records should
be retained by the investigator according to ICH gmidelines, according to local regulations, or
as specified in the climcal study agreement (CSA), whichever 1s longer.

If the investigator becomes unable for any reason to continue to retain study records for the
required period (eg, retirement, relocation), Pfizer should be prospectively notified. The
study records must be transferred to a designee acceptable to Pfizer, such as another
mvestigator, another institution, or to an independent third party arranged by Pfizer.

Investigator records must be kept for a mumimum of 15 years after completion or
discontinuation of the study or for longer 1f required by applicable local regulations.

The mnvestigator must obtain Pfizer's written pernussion before disposing of any records,
even if retention requirements have been met.

11.3. Data Protection

All parties will comply with all applicable laws, mcluding laws regarding the implementation
of orgamizational and technical measures to ensure protection of participant data.

Participants’ personal data will be stored at the study site in encrypted electronic and/or paper
form and will be password-protected or secured in a locked room to ensure that only
authonized study staff have access. The study site will implement approprnate technical and
organizational measures to ensure that the personal data can be recovered in the event of
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disaster. In the event of a potential personal data breach, the study site will be responsible for
determining whether a personal data breach has in fact occurred and, if so, providing breach
notifications as required by law.

To protect the rights and freedoms of participants with regard to the processing of personal
data, participants will be assigned a single, participant-specific numernical code. Any
participant records or data sets that are transferred to the sponsor will contain the numerical
code; participant names will not be transferred. All other identifiable data transferred to the
sponsor will be identified by this single, participant-specific code. The study site will
maintain a confidential list of participants who participated in the study, linking each
participant’s numerical code to their actual identity and medical record ID. In case of data
transfer, the sponsor will protect the confidentiality of participants’ personal data consistent
with the climical study agreement and applicable privacy laws.

Information technology systems used to collect, process, and store study-related data are
secured by technical and organizational security measures designed to protect such data
against accidental or unlawful loss, alteration, or unauthorized disclosure or access.

The sponsor maintains SOPs on how to respond in the event of unauthonized access, use, or
disclosure of sponsor information or systems.

12. ETHICS

12.1. Regulatory and Ethical Considerations

This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines, mcluding the
Declaration of Helsinki and CIOMS International Ethical Guidelines;

e Applicable ICH GCP gmdelines;
e Applicable laws and regulations, including applicable privacy laws.

The protocol, protocol amendments, ICD, SRSD(s), and other relevant documents
(eg, advertisements) must be reviewed and approved by the sponsor, subnmutted to an IRB/EC
by the investigator, and reviewed and approved by the IRB/EC before the study 1s mmtiated.

Any amendments to the protocol will require IRB/EC approval before implementation of
changes made to the study design, except for changes necessary to eliminate an immediate
hazard to study participants.

Protocols and any substantial amendments to the protocol will require health authority
approval prior to mmitiation except for changes necessary to eliminate an immediate hazard to
study participants.

The mvestigator will be responsible for the following:
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¢ Providing written summaries of the status of the study to the IRB/EC annually or
more frequently m accordance with the requirements, policies, and procedures
established by the IRB/EC.

e Notifying the IRB/EC of SAEs or other sigmficant safety findings as required by
IRB/EC procedures.

¢ Providing oversight of the conduct of the study at the site and adherence to
requirements of 21 CFR, ICH GCP gmdelines, the IRB/EC, European regulation
536/2014 for climcal studies, European Medical Device Regulation 2017/745 for
clinical device research, and all other applicable local regulations.

12.2. Patient Information and Consent

All parties will ensure protection of patient personal data and will not include patient names
or other identifiable data in any reports, publications, or other disclosures, except where
required by law.

When study data are compiled for transfer to Pfizer and other authonized parties, patient
names, addresses, and other identifiable data will be replaced by numenical codes based on a
numbering system provided by Pfizer in order to de-1dentify study patients. The investigator
site will maintain a confidential list of patients who participated in the study, linking each
patient’s numerical code to his or her actual identity. In case of data transfer, Pfizer will
maintain high standards of confidentiality and protection of patients’ personal data consistent
with applicable privacy laws.

The informed consent documents and any patient recrmitment matenials must be in
compliance with ICH GCP, local regulatory requirements, and legal requuirements, including
applicable privacy laws. Potential benefit and risks of alternative procedures will not be
outlined in the consent for patients on this study per ICH GCP Section 4.8.10 (1), if the
outline of this information 1s not i alignment with institute’s policies.

The informed consent documents used during the informed consent process and any patient
recruitment materials must be reviewed and approved by Pfizer, approved by the IRB/EC
before use, and available for inspection.

The mnvestigator must ensure that each study patient 1s fully informed about the nature and
objectives of the study and possible risks associated with participation.

The investigator, or a person designated by the investigator, will obtain written informed
consent from each patient before any study-specific activity 1s performed. The investigator
will retain the original of each patient's signed consent document.

12.3. Reporting of Safety Issues and Serious Breaches of the Protocol or ICH GCP

In the event of any prohibition or restriction imposed (1e, clinical hold) by an applicable
regulatory authority in any area of the world, or if the investigator 1s aware of any new
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information that might influence the evaluation of the benefits and nisks of the mvestigational
product, Pfizer should be informed immediately.

In addition, the mvestigator will inform Pfizer immediately of any urgent safety measures
taken by the investigator to protect the study patients against any immediate hazard, and of
any serious breaches of this protocol or of ICH GCP that the nvestigator becomes aware of

13. DEFINITION OF END OF TRIAL
13.1. End of Trial in All Participating Countries

End of trial in all participating countries 1s defined as last subject last visit (LSLV). For more
information on how end of study 1s determined, please see Section 6.5.

14. SPONSOR DISCONTINUATION CRITERIA

Premature termination of this study may occur because of a regulatory authornty decision,
change 1n opmmion of the IRB/EC, or investigational product safety problems, or at the
discretion of Pfizer. In addition, Pfizer retains the right to discontinue development of
PF-06863135 at any fime.

If a study 1s prematurely terminated, Pfizer will promptly notify the investigator. After
notification, the investigator must contact all participating patients and the hospital pharmacy
(1f applicable) within 2 business days. As directed by Pfizer, all study materials must be
collected and all CRFs completed to the greatest extent possible.

15. PUBLICATION OF STUDY RESULTS
15.1. Dissemination of Clinical Study Data

Pfizer fulfills its commitment to publicly disclose clinical study results through posting the
results of studies on www clinicaltrials gov (ClinicalTrials. gov), the EudraCT/CTIS, and/or
www_pfizer.com, and other public registries and websites in accordance with applicable local
laws/regulations. In addition, Pfizer reports study results outside of the requirements of local
laws/regulations pursuant to its SOPs.

In all cases, study results are reported by Pfizer in an objective, accurate, balanced, and
complete manner and are reported regardless of the outcome of the study or the country in
which the study was conducted.

www_climicaltnials gov

Pfizer posts clinical tnial results on www _clinicaltrials gov for Pfizer sponsored interventional
studies (conducted 1n patients) that evaluate the safety and/or efficacy of a product,
regardless of the geographical location mn which the study 1s conducted. These results are
submutted for posting in accordance with the format and timelines set forth by US law.
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EudraCT/CTIS

Pfizer posts clinical trial results on EudraCT/CTIS for Pfizer sponsored mnterventional studies
in accordance with the format and timelmes set forth by EU requuirements.

www_pfizer com

Pfizer posts CSR synopses and plain-language study results summaries on www_pfizer com
for Pfizer sponsored mterventional studies at the same time the corresponding study results
are posted to www_climcaltrials gov. CSR synopses will have personally identifiable
information anonymuzed.

Documents within marketing applications

Pfizer complies with apphicable local laws/regulations to publish climical documents included
in marketing applications. Chinical documents include summary documents and CSRs
mncluding the protocol and protocol amendments, sample CRFs, and SAPs. Clinical
documents will have personally identifiable information anonymuzed.

Data shanng

Pfizer provides researchers secure access to participant level data or full CSRs for the
purposes of “bona fide scientific research™ that contributes to the scientific understanding of
the disease, target, or compound class. Pfizer will make data from these trials avalable 18
months after study completion. Participant level data will be anonymized in accordance with
applicable privacy laws and regulations. CSRs will have personally identifiable information
anonynuzed.

Data requests are considered from qualified researchers with the appropriate competencies to
perform the proposed analyses. Research teams must include a biostatistician. Data will not
be provided to applicants with significant conflicts of mnterest, including individuals
requesting access for commercial/competitive or legal purposes..

15.2. Publication Policy

For multicenter trials, the primary publication will be a joint publication developed by the
mvestigator and Pfizer reporting the primary endpoint(s) of the study covering all study sites.
The investigator agrees to refer to the pnimary publication in any subsequent publications.
Pfizer will not provide any financial compensation for the investigator’s participation mn the
preparation of the pnmary congress abstract, poster, presentation, or primary manuscript for
the study.

Investigators are free to publish individual center results that they deem to be climcally
meaningful after publication of the overall results of the study or 12 months after primary
completion date or study completion at all sites, whichever occurs first, subject to the other
requirements described in this section.
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The mnvestigator will provide Pfizer an opportunity to review any proposed publication or
any other type of disclosure of the study results (collectively, “publication’™) before it 15
submitted or otherwise disclosed and will submut all publications to Pfizer 30 days before
submission. If any patent action 1s required to protect intellectual property nights, the
mvestigator agrees to delay the disclosure for a period not to exceed an additional 60 days
upon request from Pfizer. This allows Pfizer to protect proprietary information and to provide
comments, and the investigator will, on request, remove any previously undisclosed
confidential information before disclosure, except for any study intervention or Pfizer
related information necessary for the appropnate scientific presentation or understanding of
the study results. For joint publications, should there be disagreement regarding
interpretation and/or presentation of specific analysis results, resolution of, and responsibility
for, such disagreements will be the collective responsibility of all authors of the publication.

For all publications relating to the study, the investigator and Pfizer will comply with
recogmzed ethical standards concerning publications and authorship, including those
established by the International Commuttee of Medical Journal Editors. The investigator will
disclose any relationship with Pfizer and any relevant potential conflicts of interest, including
any financial or personal relationship with Pfizer, in any publications. All authors will have
access to the relevant statistical tables, fipures, and reports (in their onginal format) required
to develop the publication. The results of this study may be published or presented at
scientific meetings by the investigator after publication of the overall study results or 1 year
after the end of the study (or study termination), whichever comes first.
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Appendix 1. ABBREVIATIONS

The following 1s a list of abbreviations that may be used i the protocol

Abbreviation Term

AABB Amernican Association of Blood Banks

ACRIN American College of Radiology Imaging Network

ACTH adrenocorticotropic hormone

ADA anti-drug antibodies

ADL activities of daily living

AE adverse event

AHA American Heart Association

AIDS acquired immunodeficiency syndrome

ALK anaplastic lymphoma kinase

ALL acute lyvmphoblastic leukemia

ALT alanine aminotransferase

ANC absolute neutrophil count

ANOVA analysis of varance

APCs antigen presenting cells

APRIL a proliferation-inducing ligand

ASCO American Society of Clinical Oncology

ASCT autologous stem cell transplant

AST aspartate aminotransferase

ASTCT American Society for Transplantation and Cellular Therapy

AUC area under the curve

AUC168 area under the curve measured to 168 hours

AUC,¢ area under the concentration versus time curve to mfimity

AUC area under the plasma concentration-time curve from time
zero to time of last measurable concentration

AUC:ax area under the single dose concentration-time curve over
dosing inferval 1

AUC, area under the plasma concentration-time curve from time
zero to time t

auto-HSCT autologous hematopoietic stem cell transplantation

AV Afrioventricular

BBS biospecimen banking system

BCMA B-cell maturation antigen

BID twice daily

BM bone marrow

BMI body mass index

BNP B-type natriuretic peptide

BOR best overall response

BP blood pressure

BUN blood urea nitrogen
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Abbreviation Term
C Cycle
CBC complete blood count
COD1 Cycle 0 Day 1
CI1DI1 Cycle 1 Day 1
CAR chimeric antigen receptors
Cav average concentration
CB clinical benefit
CBR clinical benefit rate
CD cluster of differentiation
CEA carcinoembryonic antigen
Ceff efficacious concentration
CHF congestive heart failure
CI confidence imnterval
CK creatine kinase
CE-MB creatine kinase MB
CL clearance
CL/F clearance after non-intravenous admimstration
Crax maximum (or peak) concentration
Cumin mimmum concentration
CMV cytomegalovirus
CNS central nervous system
COVID-19 coronavirus disease 2019
CR complete response
CRAB calcium elevation, renal failure, anemua, lytic bone lesions;
Cramal nerve VI abducens nerve
CrCl creatinine clearance
CRF case report form
CRh complete remission with partial hematological recovery
CRP C-reactive protein
CRR complete response rate
CRS cytokine release syndrome
CSA clinical study agreement
CSF cerebrospinal flud
CSR clinical study report
CT computed tomography
CT SAE clinical tnal serious adverse event
CTA clinical trial application
CTCAE Common Terminology Criteria for Adverse Events
CXD1 Cycle X Day 1
CYP3A4 Cytochrome P450 3A4
CcvV coefficient of varnation
DCR. disease control rate
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Abbreviation Term
DDI drug-drug interaction
DES disease free survival
DILI drug-induced hiver injury
DLI Donor Lymphocyte Infusion
DLT dose-limiting toxicity
DMC data monitoring committee
DNA deoxyribonucleic acid
DoCR duration of complete response
DOR duration of response
DOSD duration of stable disease
DU dispensable unit
EBV epstein-barr virus
EC ethics committee
EC20 effective concentration 20
ECS50 effective concentration 50
ECG Electrocardiogram
echo Echocardiogram
ECOG Eastern Cooperative Oncology Group
eCRF electronic case report form
E-DMC external data monitoring committee
EDP exposure during pregnancy
EDV end-diastolic volume
EEG Electroencephalogram
eo for example
EGFR epidermal growth factor receptor
EI equivalence mterval
EMG electromyography
EOS end of study
EOT end of treatment
ESC European Society of Cardiology
ESV end-systolic volume
Etc ‘and other things’ or “and so forth’
EU European Union
EudraCT European Climical Trials Database
FAP final approved protocol
Fc fragment crystallizable
FDA Food and Drug Adnumistration (United States)
FDG-PET/CT fluorodeoxyglucose positron emission tomography/computed
tomography
FIP first m patient
FISH fluorescence n situ hybridization
FLC free light chain analysis
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Abbreviation Term
FSH follicle-stimmlating hormone
GBS Guillain-Barré Syndrome
GCP Good Clinical Practice
GGT gamma-glutamyl transferase
GH orowth hormone
GI gastromtestinal tract
GLP Good Laboratory Practice
GM-CSF granulocyte- macrophage colony stimulating factor
GnRH gonadotropin-releasing hormone agonist
GvHD oraft-versus-host disease
HbAlc hemoglobmn Ale
HBc hepatitis B core
HBcAb hepatitis B core antibody
HBs hepatitis B surface
HBsAg hepatitis B surface antigen
HBV hepatitis B virus
HCV hepatitis C virus
Hgb Hemoglobin
HIV human immunodeficiency virus
HLA human leukocyte antisen
HLH Lymphohistiocytosis
HR heart rate
hrs Hours
HTLV human T-cell lymphotropic virus
IB mvestigator’s brochure
ICANS Immune Effector Cell-Associated Neurotoxicity Syndrome
ICD Informed consent document
ICE Immune Effector Cell-Associated Encephalopathy
ICH International Conference on Harmonization
ICP Intracramal pressure
ICU intensive care unit
ID Identification
1e that 1s
IFNy mterferon gamma
Io Immunoglobulin
IGF-1 Insulin-like growth factor 1
IoG2Aa immunoglobulin G 2Aa
IoGy immunoglobulin G kappa
THC Immunohistochemistry
IL- Interleukin
IM1D immunomodulatory drug
IMWG international myeloma working group
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Abbreviation Term
IND mvestigational new drug application
INR international normalized ratio
IP manual Investigational Product manual
IR Immune-related
IRB mstitutional review board
IRC internal review committee
IRR infusion related reaction
ISR injection site reaction
ITT intent to treat
IUD intrauterine device
IV Intravenous
K>EDTA dipotassium edetic acid ethylenediaminetetraacetic acid
En equilibrium dissociation constant
LBBB left bundle branch block
LDH lactate dehydrogenase
LFT liver function test
LH lutemmizing hormone
LPFV last patient first visit
LSLV last subject last visit
LTFU long-term follow-up
LVEF left ventricular ejection fraction
M Monoclonal
mAb monoclonal antibody
MABEL munimum anticipated biological effect level
MAD maximum administered dose
MAD-1 1 dose level below the MAD
MAS macrophage activation syndrome
MD multiple dose
MedDRA Medical Dictionary for Regulatory Activities
MEC multiparametric flow cytometry
MFD maximum feasible dose
MGUS monoclonal gammopathy of undetermmed clinical
significance
MHC major histocompatibility complex
MM multiple myeloma
MMI1.5 a glucocorticoid sensifive multiple myeloma cell line
MOLP-8 a multiple myeloma cell line with t(11;14)(q13;q32)
chromosomal abnormality and negative for CD28
M-Protein myeloma protein
MR nunimal response
MRD minimal residual disease
MRI magnetic resonance imaging
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Abbreviation Term
M-spike monoclonal spike
MTD maximum tolerated dose
MTD-1 1 dose below the MTD
mTPI modified toxicity probability interval
MUGA multigated acquisition scan
N number
N/A not applicable
NAD neutralizing antibody
NCI National Cancer Institute
NCT National Clinical Trial
NCV Nerve conduction velocity
NGF next generation flow cytometry
NGS next generation sequencing
NK natural killer
NOAEL no observed adverse effect level
NSAIDS nonsteroidal anti-inflammatory drugs
NSCLC non-cell small cell lung cancer
NSG NOD scid gamma
OBD optimal biological dose
OPM-2 a type of multiple myeloma cell line
OR objective response or overall response
ORR objective response rate
0S overall survival
PACL Protocol Administrative Change Letter
Pa0» partial pressure of oxygen
PCD primary completion date
PD pharmacodynamic, progressive disease
PET positron emission tomography
PFS progression-Free Survival
PGx pharmacogenomics
PI principal investigator
PK pharmacokinetic
PML progressive multifocal leukoencephalopathy
PO by mouth
POEMS polyneuropathy, organomegaly, endocrinopathy, myeloma
protein, and skin changes
PP posterior probability
PPP pregnancy prevention program
PR partial response
PEL Prolactin
PS performance status
PT prothrombin time
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Abbreviation Term
PTT partial thromboplastin time
QIW every week
Q2W every 2 weeks
Q3W every three weeks
Q4W every four weeks
QD every day
qPCR quantitative polymerase chain reaction
QT time between the start of the Q wave and the end of the
T wave
QTc corrected QT interval
QTcB corrected QT interval by Bazett
QTcF Corrected QT interval by Fridericia
R.. accumulation ratio
RCL replication competent lentivirus
RD response/remission duration
REMS risk evaluation and mutigation strategy
RNA ribonucleic acid
RO receptor occupancy
RP2D recommended Phase 2 dose
ER response rate
RT-PCR reverse transcription polymerase chain reaction
SAE serious adverse event
SAP statistical analysis plan
SARS-CoV-2 severe acute respiratory syndrome coronavirus-2
SBP systolic blood pressure
SC Subcutaneous
SCCHN squamous cell cancer of head and neck
scFv single-chain variable fragpment
SCLC small cell lung cancer
sCR stringent complete response
SCT stem cell transplant
SD stable disease
SIFE serum immunofixation electrophoresis
sIL2R o soluble imnterleukin-2 receptor alpha
SLAME7 Signaling lymphocytic activation molecule F7
SoA Schedule of Activities
SOC standard of care
SOP standard operating procedure
SPC Summary of Product Characteristics
SPD sum of the products of the maximal perpendicular diameters
of measured lesions
SPEP serum protein electrophoresis
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Abbreviation Term
SRSD single reference safety document
STR short tandem repeat
SUV standard uptake value
SWOG southwest oncology group
Tin terminal elinnnation half-life
TALEN transcription activator-like effector nucleases
TBD to be determined
TBil total bilirubin
TBNE T-, B-, and natural killer lyvmphocytes
TBR tumor backeround ratio
TCR T-cell receptor
TEAE treatment-emergent adverse event
TLS tumor lysis syndrome
Tmax time to maximum concentration
TNF tumor necrosis factor
TNFo tumor necrosis factor —alpha
TNFRSF17 tumor necrosis factor receptor superfamily Member 17
TRAC T-cell receptor alpha constant
TRAEs Treatment-emergent treatment-related adverse events
Tregs T regulatory cells
) P— time to maximum concentration
TTP time to progression
TTR time to response
UC urothelial carcinoma
UK United Kingdom
UIFE urine immunofixation electrophoresis
ULN upper limut of normal
UPEP urine protein electrophoresis
UPM unit probability mass
s United States
USPIL United States package insert
UVB ultraviolet B
VCN vector copy number
VGPR very good partial response
Ve volume of distribution at steady state
Va/F apparent volume of distribution after non-intravenous
administration
WBC white blood cell
wks Weeks
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Appendix 2. THE INTERNATIONAL MYELOMA WORKING GROUP (IMWG)
RESPONSE CRITERIA FOR MULTIPLE MYELOMA

All response categories require two consecutive assessments made any tume before starting
any new therapy. Patients must have measurable disease at enrollment (study entry).
Measurable disease 1s defined as:

e Serum M-protein 20.5 g/dL (5 g/L); (See inclusion criteria for modifications);
e Unmne M-protein =200 mg/24 h;

e Serum FLC assay: nvolved FLC level =10 mg/dL provided serum FLC ratio 1s
abnormal.

Whenever more than one parameter 15 used to assess response, the overall assigned level of
response 1s determuned by the lower or lowest level of response. Patients will continue in the
last confirmed response category until there 1s confirmation of progression or improvement
to a hugher response status; patients cannot move to a lower response category.

Response IMWG Criteria

Stringent e Complete response as defined below plus normal free light chain
Complete (FLC) ratio and absence of clonal cells in bone marrow biopsy by
Response (sCR) immunohistochemistry (x/A ratio <4:1 or >1:2 for x and ). patients,

respectively, after counting >100 plasma cells) *

e In patients whereby the only measurable disease 1s by serum FL.C
levels, sCR 1s defined as normal FLC ratio of 0.26 to 1.65 plus
absence of clonal cells in bone marrow as defined above.

Complete ¢ Negative immunofixation on the serum and urine and
Response (CR) disappearance of any soft fissue plasmacytomas and <5% plasma
cells in bone marrow aspirates. !

e In patients whereby the only measurable disease 1s by serum FL.C
levels, CR. 1s defined as normal FLC ratio of 0.26 to 1.65 plus
criteria listed above.

Very Good ¢ Serum and urme M-protein detectable by immunofixation but not
Partial Response on electrophoresis.
(VGPR) or

e >90% reduction in serum M-protein plus urine M-protein level
<100 mg/24 hr.

e In patients whereby the only measurable disease 1s by serum FL.C
levels, VGPR. is defined as a >90% decrease in the difference
between mvolved (tumor) and uninvolved (non-tumor) serum FLC
levels.
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Response

IMWG Criteria

Partial Response
(PR)

e >50% reduction of serum M-protein and reduction n 24 hours
urnary M-protein by =90% or to <200 mg/24 hr.

e Ifthe serum and urine M-protein are unmeasurable.* a
>50% decrease in the difference between mvolved and uninvolved
FLC levels 1s required 1n place of the M-protein critena.

e In patients whereby the only measurable disease 1s by serum FL.C
levels, PR 1s defined as 50% reduction in difference between
mvolved and uminvolved FLC.

e In addition to these criteria, if present at baseline, a =50%
reduction in the size (SPD)’ of soft tissue plasmacytomas is also
required.

Minimal
Response (MR)

>25% but <49% reduction of serum M-protein and reduction m 24-h
urine M-protein by 50-89%. In addition to the above listed cniteria, 1f
present at baseline, a 50% reduction in the size (sum of the products
of the maximal perpendicular diameters of measured lesions [SPD])*
of soft tissue plasmacytomas 1s also required.

No

Change/Stable
Disease (SD)

Not meeting cniteria for CR, VGPR, PR, MR or progressive disease.

Progressive
Disease (PD)’

Any one or more of the following critena:

e Increase of =25% from lowest response value 1n any one or more
of the following:

e Serum M-component and/or (the absolute increase must be
>0.5 g/dL);*

e Serum M-protein increase =1 g/dL, if the lowest M component
was =5 g/dL;

¢ Unne M-component and/or (the absolute increase must be
>200 mg/24 hr.

e In patients without measurable serum and urine M-protein
levels, the difference between involved and uninvolved FL.C
levels (absolute merease nmst be >10 mg/dL);

e Appearance of a new lesion(s), >50% increase from nadir in SPD!
of =1 lesion, or =250% increase in the longest diameter of a
previous lesion >1 cm in short axis.

Clinical Relapse

Clinical relapse requires one or more of the following critena:
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Response IMWG Criteria

e Direct indicators of increasing disease and/or end organ
dysfunction (CRAB features) related to the underlying clonal
plasma-cell proliferative disorder;

¢ Development of new soft tissue plasmacytomas or bone
lesions (osteoporotic fractures do not constitute progression);

e Definite increase in the size of existing plasmacytomas or
bone lesions. A definite increase is defined as a 50% (and
>1 cm) increase as measured serially by the SPD’ of the
measurable lesion;

e Hypercalcenua (>>11 mg/dL);
¢ Decrease in hemoglobin of =2 g/dL not related to therapy or
other non-myeloma-related conditions;

¢ Rise in serum creatinine by 2 mg/dL: or more from the start of
the therapy and attributable to myeloma;

e Hyperviscosity related to serum paraprotein.

CRAB features=calcium elevation, renal faihire, anemia, lyfic bone lesions; IMWG=International Myeloma
Working Group; FLC=free light chain; M-protein=myeloma protein; SPD=sum of the products of the
maximal perpendicular diameters of measured lesions.

Footnotes:

L.

Confirmation with repeat bone marrow biopsy not required. Careful attention should be given to new
positive immmnofixation results appearing in patients who have achieved a complete response, when
the isotype is different. This probably represents oligoclonal immune reconstitution and should not be
confirsed with relapse; these bands typically disappear over time.

Presence/absence of clonal cells on immmunohistochemisiry is based upon the «/A/L ratio. An abnormal
/A ratio by immunohistochemistry requires a minimmm of 100 plasma cells for analysis. An abnormal
ratio reflecting presence of an abnormal clone is «/% of >4:1 or <1:2.

Plasmacytoma measurements should be taken from the CT portion of the PET/CT, or dedicated CT
scans where applicable. Measurement of tumor size will be determined by the SPD.

All relapse categories require fwo consecufive assessments made at any time before classification as
relapse or disease progression and/or the institution of any new therapy. To confirm response or
progressive disease, two discrete samples are required and testing canmot be based upon the splitting of
a single sample. In the IMWG criteria, CR. patients must also meet the criteria for progressive disease
shown here to be classified as progressive disease for the purposes of calculating time to progression
and progression-free survival. The definitions of relapse, clinical relapse and relapse from CR are not
to be used in calculation of time to progression or progression free survival Patients will be
considered to have progressive disease if they meet the criteria for progression by a variable that was
not considered measurable at baseline; however, for patients who had a measurable serum or urine
M-spike at baseline, progression cannot be defined by increases in serum FL.C alone.

For progressive disease, serum M-component increases of =1 mg/dL are sufficient o define relapse if
starting M-component is =5 g/dL.
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Appendix 3. IMWG MINIMAL RESIDUAL DISEASE (MRD) Criteria

Assess for MRD (at least by centrally collected flow cytometry and sequencing) for all bone
marrow aspirates obtained while a patient 15 in suspected or actual CR. Confirmation with
two consecutive assessments 1s not required.

Response IMWG Criteria

Sustained MRD negativity in the marrow (NGS) and by imaging as defined

MRD-negative! | below, confirmed minimum of 1 year apart. Subsequent evaluations
can be used to further specify the duration of negativity
(eg, MRD-negative at 5 years).

Flow Absence of phenotypically aberrant clonal plasma cells by NGF{ on

MRD-negative’ | bone marrow aspirates using the EuroFlow standard operation
procedure for MRD detection in multiple myeloma (or validated
equivalent method) with a nunimum sensitivity of 1 in 105 nucleated
cells or hugher.

Sequencing Absence of clonal plasma cells by NGS on bone marrow aspirate in

MRD-negative | which presence of a clone 1s defined as less than two 1dentical
sequencing reads obtained after DNA sequencing of bone marrow
aspirates using the LymphoSIGHT platform (or validated equivalent
method) with a mimmum sensitivity of 1 in 105 nucleated cells or
higher.

Imaging-positive | MRD negativity as defined by NGS plus disappearance of every area

MRD-negative | of mcreased fracer uptake found at baseline or a preceding PET/CT or
decrease to less mediastinal blood pool SUV or decrease to less than
that of surrounding normal tissue.

CT = computed tomography; IMWG=International Myeloma Working Group; MED = minimal residual
disease; NGF = next-generation flow cytometry; NGS = next generation sequencing; positron emission
tomography = PET; SUV = standardized uptake value.

Footnotes

1. Sustained MRD negativity, when reported, should also annotate the method used (eg, sustained
sequencing MED- negative).

2. Bone marrow multiparametric flow cytometry MFC should follow NGF guidelines. The reference
NGF method 15 an eight-color two-tube approach, which has been extensively validated. The two-tube
approach improves reliability, consistency, and sensitivity because of the acquisition of a greater
mmber of cells. The complete eight-color method should use a lyophilized mixture of antibodies.

5 million cells should be assessed. The method employed should have a sensitivity of detection of at
least 1 m 105 plasma cells.
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Appendix 4. ECOG PERFORMANCE STATUS

Grade |ECOG Performance Status

0 Fully active, able to carry on all pre-disease performance without restriction.

1 Restricted in physically strenuous activity but ambulatory and able to carry
out work of a light or sedentary nature, eg, light house work, office work.

2 Ambulatory and capable of all self-care but unable to carry out any work
activities. Up and about more than 50% of waking hours.

3 Capable of only limited self-care, confined to bed or chair more than 50% of
waking hours.

4 Completely disabled. Cannot carry on any self-care. Totally confined to bed
or chair.

5 Dead.

*As published in Am J Clin Oncol 5:649-655, 1982.%
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Appendix 5. CRS AND ICANS MITIGATION AND MANAGEMENT

CRS 1s a non-anfigen-specific cytokine-associated toxicity that occurs as a result of
high-level immmmne activation. CRS 1s a potentially life-threatening toxicity that has been
observed following administration of immune-base therapies for cancer (antibodies and
adoptive T-cell therapies). CRS 1s likely to be a common toxicity that can be managed
through supportive care and anti-cytokine mterventions.

In cases of suspected cytokine release syndrome, a serum sample should be provided for
cytokine release assay analysis by the local lab (see Section 7.1.3) so as long as the sampling
does not interfere with the medical treatment of the patient.

Early mtervention should be undertaken at the first sign of CRS; signs may include pyrexia,
tachycardia, tachypnea and/or hypotension and are temporally related to PF-06863135 in the
absence of alternative etiologies.

The original CRS grading system proposed by Lee et al in 2014° (Table 13) should be used
only for the purposes of grading of CRS on the adverse event case report form (CRF), but not
for management of CRS. Grading by the more recent ASTCT CRS criteria® (Table 15) will
be captured along with the Lee et al 2014 criteria on the CRS CRF, and management
guidelines will follow ASTCT CRS grading. These treatment guidelines” may be modified
as needed by the responsible Investigator according to the best practices at their institute.

Table 13. Lee et al 2014 CRS revised grading system®

Toxicity Characteristics

Grade

1 Symptoms are not hfe threatening and require symptomatic treatment
only, ee. Fever, nausea, fatioue headache myalgia, malaise.

2 Grade 2 hypoxia* [decreased oxygen saturation with activity (eg, pulse

oximeter <88%); intermittent supplemental oxygen]; or
Hypotension responsive to fluds or low-dose of one vasopressor
(Table 14) or Grade 2 organ toxicity.

3 Grade 3 hypoxia* [decreased oxygen saturation at rest (eg, pulse
oximeter <88% or partial pressure of oxygen (PaO2) <=55 mm Hg)]; or
Hypotension requiring high-dose vasopressors or multiple vasopressors
(Table 14); or

Grade 3 organ toxicity (except transaminitis); or

Grade 4 transamimfis.

4 Life-threateming symptoms;

Grade 3 hypoxia* [decreased oxygen saturation at rest (eg, pulse
oximeter <88% or partial pressure of oxygen (PaO2) <=55 mm Hg)]or
Grade 4 organ toxicity (excluding transaminitis).

5 Death.

*Modification fo the Lee et al CRS Revised Grading System according to the CTCAE w4 03. Transient
decreases in oxygen levels below 88% will not be considered fo have met the criteria.
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The defimtions for high-dose vasopressors are shown 1n Table 14.

Table 14. Definition of High Dose Vasopressor

Pressor High Dose
(doses less than these would be considered low)
Norepinephrine monotherapy =20 pg/min
Dopamine monotherapy =10 po'kg/min
Phenylephrine monotherapy =200 pg/min
Epinephrine monotherapy >10 pg/min
If on vasopressin Vasopressin + norepmephrine
equivalent of =10 pg/min*
If on combination vasopressors Norepinephrine equivalent of
(not vasopressin) =20 pg/min*

* VASST Trial vasopressor equivalent equation. norepinephrine equivalent dose = [norepimephrine

{1g/min)]

+ [dopamine {ug/kg/min) ~ 2] + [epinephrine {ug/min)] + [phenylephrine (ug/min) <10

Table 15. ASTCT CRS revised grading system®

CES parameter: Fever* With Hypotension And/or’ Hypoxia
Grade 1 Temp. =38°C | None None
Grade 2 Temp. =38°C | Not requinng vasopressors Requiring low-flow} nasal
cannula, low-flow} facemask or
blow-by
Grade 3 Temp. =38°C | Requinng a vasopressor with or | Requiring high-flow} nasal
without vasopressin cannula, high-flow} facemask,
nonrebreather mask, or Venturi
mask
Grade 4 Temp. =38°C | Requinng multiple vasopressors | Requiring positive pressure (eg,
(excluding vasopressin) CPAP, BiPAP, intubation and
mechanical venfilation)

Organ toxicities associated with CRS should still be graded according to CTCAE v4.03 and do not

influence CRS grading

* Fever is defined as temperature =38°C and not attributable to any other cause. In patients who have
CES then receive antipyrefic 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

T CRES grade is determined by the more severe event: hypotension or hypoxia not attnibutable to any other
cause. For example, a patient with temperature of 39 5°C hypotension requiring 1 vasopressor, and

hypoxia requiring low-flow nasal canmula is classified as grade 3 CES.

I Low-flow nasal cannula or facemask is defined as oxygen delivered at <6 L/min. Low flow also
inchides blow-by oxygen delivery, sometimes used in pediatrics. High-flow nasal cannula or facemask
is defined as oxygen delivered at =6 L/min  This is modified from oniginal ASTCT criteria to
differentiate between low-flow and high-flow facemask.
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CRS management guidelines***’
ASTCT Grade 1 CRS:

e Momtor vital signs for worsemng of condition
Fever
e Acetamunophen/paracetamol and hypothernua blanket for the treatment of fever.

¢ Non-steroidal anti-inflammatory drugs (NSATDs) such as ibuprofen can be used
as second treatment option for fever if not contraindicated.

e  Assess for infection using blood and urine cultures, and chest radiography.
e Empiric broad-spectrum antibiotics and filgrastim 1f neutropenic.

e Mamtenance IV fhuds for hydration.

e Symptomatic management of constifutional symptoms or organ toxicity.

¢ Consider tocihizumab 8 mg/ke* IV or silluximab 11 mg/'kg IV for persistent
(lasting >3 days) and refractory fever.

ASTCT Grade 2 CRS:
e Momnitor vital signs every 4 hours for worsemng of condition.
Fever
e Manage as in Grade 1 CRS.
Hypotension

e IV flmd bolus of 500-1000 ml of normal saline. Can give second IV flmd bolus if
systolic blood pressure remains <90 mmHg.

e Consider tocihizumab 8 mg/'kg (maximum dose 800 mg) IV or siltuximab
11 mg/kg IV for treatment of hypotension refractory to flmd boluses; tocilizumab
can be repeated after 6 h if needed.

e Ifhypotension persists after 2 flmd boluses and anti-IL-6 therapy, start
vasopressors, consider transfer to mtensive care umt (ICU), obtain
echocardiogram (ECHO), and initiate other methods of hemodynamic momitoring.
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e In patients at high-risk (bulky disease, older age or comorbidities) or if
hypotension persists after 1-2 doses of anti-I1-6 therapy, dexamethasone can be
used at 10 mg IV every 6 hrs.

Hypoxia

e Supplemental oxygen.

Tocilizumab or siltuximab + corticosteroids and supportive care, as indicated for
hypotension.

ASTCT Grade 3 CRS:

e Momnitor patient (including continnous ECG momnitoring) in an ICU and obtain ECHO
if not done already.

Fever
e Manage as in Grade 1 CRS.
Hypotension
# IV boluses, as needed, as recommended for Grade 2 CRS.

* Tocilizumab and siltuximab as recommended for Grade 2 CES if not
admimistered previously.

e Vasopressors as needed.

e Dexamethasone 10 mg IV every 6 hrs; if refractory, increase to 20 mg IV every
6 hrs.

Hypoxia
e Supplemental oxygen including hugh-flow oxygen delivery.

¢ Tocilizumab or silfuximab plus corticosteroids and supportive care, as described
above.

ASTCT Grade 4 CRS:

e Momnitor patient (including continnous ECG momnitoring) in an ICU and obtain ECHO
if not done already.

Fever

e Manage as in Grade 1 CRS.
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Hypotension

e IV boluses, anti-II-6 therapy, vasopressors, and hemodynamic momtoring as
recommended for grade 3 CRS.

e Methylpredmsolone 1 g/day IV_
Hypoxia
e Supplemental oxygen via positive pressure/mechanical ventilation

e Tocilizumab or siltuximab plus corticosteroids and supportive care, as described
above.

Immune effector cell-associated neurotoxicity syndrome (ICANS)

Although less commonly seen than CRS, ICANS has been observed with some T-cell
directed therapies and may manifest as delimum, encephalopathy, aphasia, lethargy, difficulty
concentrating, agitation, tremor, seizures, and cerebral edema’ IfICANS is observed in
relation to PF-06863135, the ASTCT criteria’ should be followed for its grading and
management ***° These treatment guidelines may be modified as needed by the responsible
Investigator according to the best practices at their institute

Table 16. Immune Effector Cell-Associated Encephalopathy (ICE) Score

Category Task Points

Omnentation Omnentation to year, month, city, hospital 4

Naming Ability to name 3 objects 3

Following commands Ability to follow simple commands 1

Writing Ability to write a standard sentence 1

Attention Ability to count backwards from 100 by 10 1
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Table 17. ASTCT ICANS Grading

Neurotoxicity Grade 1 Grade2 | Grade3 Grade 4
Domain
ICE score* 79 3-6 0-2 0 (unarousable and
unable to perform
ICE)
Depressed level | Awakens Awakens | Awakens only to | Unarousable or
of spontaneously | to voice | tactile sttmulus | requires vigorous or
consciousness¥ repetitive tactile
stimuli to arouse.
Stupor or coma
Seizure N/A N/A Any chinical Life-threatening
seizure that prolonged seizure
resolves rapidly | (=5 min); or repetitive
or non- clinical or electrical
convulsive 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 Focal/local Diffuse cerebral
ICP/cerebral edema on edema on
edema neuroimagings | neuroimaging;
decerebrate or
decorticate posturing;
or cranial nerve VI
(abducens nerve )
palsy; or papilledema;
or Cushing’s triad
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ICANS grade is determined by the most severe event (ICE score, level of consciousness, seizure, motor
findings, raised intracranial pressure[ICP]/cerebral edema) not attributable to any other canse; for example, a
patient with an ICE score of 3 who has a generalized seizure is classified as grade 3 ICANS.

* A patient with an ICE score of 0 may be classified as grade 3 ICANS if awake with global aphasia_ but a
patient with an ICE score of 0 may be classified as grade 4 ICANS if unarousable.
T Depressed level of consciousness should be attributable to no other cause (eg, no sedating medication).

1 Tremors and myoclonus associated with immune effector cell therapies may be graded according to
CTCAE v4.03, but they do not influence ICANS grading

# Intracranial hemorrhage with or without associated edema is not considered a neurofoxicity feature and 1s
excluded from ICANS grading. It may be graded according to CTCAE v4.03.
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ICANS Management guidelines*®-

9

ASTCT ICANS Grade 1:

Vigilant supportive care; aspiration precautions; intravenous (IV) hydration.
Withhold oral intake of food, medicines, and flmds, and assess swallowing_
Convert all oral medications and/or nutrition to IV 1f swallowimg 1s impaired.
Avoid medications that cause central nervous system depression.

Neurology consultation.

Evaluate elevated intracramal pressure (ICP), if suspected, with fundoscopic exam for
papilledema and lumbar puncture for cerebrospinal fluid opening pressure.

Magnetic resonance imaging (MRI)MRI of the brain with and without contrast; CT
scan of the brain can be performed 1f MRI of the brain 1s not feasible.

Daily 30 min electroencephalogram (EEG) until toxicity symptoms resolve; if no
seizures are detected on EEG, continue levetiracetam 750 mg every 12 hrs.

Consider anti-11.-6 therapy with tocilizumab 8 mg/kg (maximum 800 mg) IV or
siltuximab 11 mg/kg IV, if there 1s concurrent CRS.

ASTCT ICANS Grade 2:

Supportive care and neurological work-up as described for grade 1 ICANS.

Anti-IT -6 therapy 1f associated with concurrent CRS, as described for grade 1 ICANS
and 1f not admimistered previously.

Dexamethasone 10 mg IV every 6 h or methylprednisolone 1 mg/kg IV every 12 hif
refractory to anti-IT-6 therapy, or for ICANS without concurrent CRS.

Consider transferring patient to intensive-care umt (ICU) 1f ICANS associated with
grade >2 CRS.

ASTCT ICANS Grade 3:

Supportive care and neurological work-up as indicated for grade 1 ICANS.

ICU ftransfer 1s recommended.
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If EEG shows non-convulsive status epilepticus:

Assess airway, breathing, and circulation; check blood glucose.

Lorazepam 0.5 mg intravenously (IV), with additional 0.5 mg IV every 5 nun, as
needed, up to a total of 2 mg to control electrographical seizures.

Levetiracetam 500 mg IV bolus, as well as maintenance doses.

If se1zures persist, transfer to intensive-care unit (ICU) and treat with
phenobarbital loading dose of 60 mg IV.

Maintenance doses after resolution of non-convulsive status epilepticus are as
follows: lorazepam 0.5 mg IV every 8 h for three doses; levetiracetam 1,000 mg
IV every 12 hr; phenobarbital 30 mg I'V every 12 hr.

Lacosanmude may also be considered for treatment of seizures should the seizures
persist but should not be used i patients with concurrent CRS 1n order to avoid
arrhythmias and hypotension.

For convulsive status epilepticus:

Convulsive status epilepticus.
Assess airway, breathing, and circulation; check blood glucose.
Transfer to ICU.

Lorazepam 2 mg IV, with additional 2 mg IV to a total of 4 mg to control
se1Zures.

Levetiracetam 500 mg IV bolus, as well as maintenance doses.
If se1zures persist, add phenobarbital treatment at a loading dose of 15 mg/kg IV.

Maintenance doses after resolution of convulsive status epilepticus are: lorazepam
0.5 mg IV every 8 h for three doses; levetiracetam 1,000 mg IV every 12 h;
phenobarbital 13 mg/kg IV every 12 h.

Lacosanmude may also be considered for treatment of seizures should the seizures
persist but should not be used i patients with concurrent CRS 1n order to avoid
arrhythmias and hypotension.

Continuous electroencephalogram monitoring should be performed, if seizures are
refractory to treatment.
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High-dose methylprednisolone IV 1 g/day for focal/local edema.

Anti-IT -6 therapy 1f associated with concurrent CRS, as described for grade 1 ICANS
and 1f not admimistered previously.

Corticosteroids as outlined for grade 2 ICANS if symptoms worsen despite anti-IT-6
therapy, or for ICANS without concurrent CRS; continue corticosteroids until
improvement to grade 1 ICANS and then taper.

ASTCT ICANS Grade 4:

Supportive care and neurological work-up as outlined for grade 1 ICANS.
ICU monitoring; consider mechanical ventilation for airway protection.
Anti-IT -6 therapy and repeat neuroimaging as described for grade 3 ICANS.

High-dose methylpredmsolone IV 1 g/day continued until improvement to

grade 1 ICANS and then taper; for example, methylprednisolone IV 1 g/day for

3 days, followed by rapid taper at 250 mg every 12 h for 2 days, 125 mg every 12 h
for 2 days, and 60 mg every 12 h for 2 days.

For seizures, treat as described for grade 3 ICANS.

MRI of the spine should be obtained for focal motor weakness.

To manage elevated ICP:

¢ Elevate head end of the patient's bed to an angle of 30 degrees.

e Hyperventilation to achieve target partial pressure of artenial carbon dioxide
(PaCO2) of 28-30 mmHg, but mamtamed for no longer than 24 hrs to lower.

e Hyperosmolar therapy with either mannitol (20 g/dl solution) or hypertonic saline
(3% or 23 4%, as detailed below):

e Manmtol: mitial dose 0.5-1 g/kg; maintenance at 0.25-1 g/kg every 6 hrs
while momitoring metabolic profile and serum osmolality every 6 hrs, and
withhold mannitol if serum osmolality 1s =320 mOsm/kg, or the osmolality
gap 1s =40.

e Hypertomc saline: mitial 250 ml of 3% hypertonic saline; maintenance at
50-75 ml/h while momitoring electrolytes every 4 hrs, and withhold infusion 1f
serum Na levels reach =155 mEq/1.

e For patients with imminent hermation: initial 30 ml of 23 4% hypertonic
saline; repeat after 15 nun, if needed.
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¢ Consider neurosurgery consultation for ventriculoperitoneal shunt in patients with
cerebral edema and IV anesthetics for burst-suppression pattern on EEG.

e Metabolic profiling every 6 h and daily CT scan of head, with adjustments in usage of
the aforementioned medications to prevent rebound cerebral oedema, renal failure,
electrolyte abnormalities, hypovolenua, and hypotension.
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Appendix 6. INTERNATIONAL MYELOMA WORKING GROUP (IMWG)
MULTIPLE MYELOMA DIAGNOSIS CRITERIA®

Clonal bone marrow plasma cells =10% or biopsy-proven bony or extramedullary
plasmacytoma and any one or more of the following myeloma defimng events:

1. Ewidence of end organ damage that can be attributed to the underlying plasma cell
proliferative disorder, specifically:

a. Hypercalcemia: serum caleum >0-25 mmol/L (>1 mg/dL) ugher than the upper
limit of normal or >2-75 mmol/L: (>11 mg/dL).

b. Renal insufficiency: creatinine clearance <40 mL per nin{ or serum creatinine
>177 pmol/L (>2 mg/dL).

c. Anemia: hemoglobin value of =20 g/L below the lower linit of normal, or a
hemoglobin value <100 g/L.

d. Bone lesions: one or more osteolytic lesions on skeletal radiography, CT, or
PET-CT*

2. Any one or more of the following biomarkers of malignancy:
e. Clonal bone marrow plasma cell percentage” >60%.

f Involved: uninvolved serum free light chain ratio® =100 >1 focal lesions on MRI
studies.

PET-CT="*F-fluorodeoxyglucose PET with CT.

* Clonality should be established by showing «/.-light-chain restriction on flow cytometry,
immunohistochemistry, or immmofluorescence. Bone marrow plasma cell percentage should preferably be
estimated from a core biopsy specimen; in case of a disparity between the aspirate and core biopsy, the
highest value should be used.

T Measured or estimated by validated equations.
1 If bone marrow has less than 10% clonal plasma cells, more than one bone lesion is required fo distinguish
from solitary plasmacytoma with minimal marrow involvement.

§ These values are based on the serum freelite assay (The Binding Site Group, Birmingham UEK). The involved
free light chain must be =100 mg/I.. Each focal lesion nmst be 5 mm or more in size.

Relapse 15 defined as progression of disease after an imtial response to previous treatment,
more than six months after cessation of treatment.

Refractory 1s defined as resistance to treatment due to lack of response or progression of
disease during treatment or within six months after cessation of treatment.
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Appendix 7. MANAGEMENT OF INFUSION RELATED REACTIONS, INCLUDING
ATLERGIC REACTIONS OR ANAPHYL AXIS

In the event of mfusion related reactions, Investigators should mstitute treatment measures
according to best medical and nursing practice.

The following treatment gmdelines should be employed:

If chulls and fever (>100.4°F/38.0°C) occur, the mfusion should be mterrupted. Patients may
be treated symptomatically (as described mn Section 5.5 2 Dose Delay) and the infusion
should be restarted at 50% of the onginal rate.

Hypersensitivity reactions:

1.

NCI-CTCAE Grade 1 allergic reaction:

Monitor for worsening condition. If the reaction worsens, stop the infusion.
Institute premedication for subsequent infusions as per Section 5.5.2 Dose Delay.

NCI-CTCAE Grade 2 allergic reaction:

Stop PF-06863135 mfusion.
Admimister bronchodilators, oxygen, acetanunophen, etc. as medically indicated.

Resume mfusion at 50% of previous rate once reaction has decreased to Grade 1
mn severity. Monitor closely for any worseming. If the reaction recurs, stop
mnfusion. Institute premedication for subsequent infusions as per Section 5.5.2
Dose Delay.

NCI-CTCAE Grade 3 or Grade 4 allergic reaction or anaphylaxis:

A Grade 3 anaphylaxis (hypersensitivity reaction) consists of symptomatic
bronchospasm requiring parenteral medications with or without urticana,
allergy-related edema/angioedema, or hypotension.

A Grade 4 anaphylaxis (hypersensitivity reaction) 1s a life-threatening event
requinng urgent intervention.

Treatment of Grade 3 or Grade 4 allergic reaction or anaphylaxis:

Stop the PF-06863135 mfusion immediately and disconnect infusion tubing from
the patient.

Admimister epmephrine, bronchodilators, antihistamines, glucocorticoids,
mntravenous flmds, vasopressor agents, oxygen, etc. as medically indicated.
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Telephone Sponsor or designated representative to report an SAE as per Section 8
Adverse Event Reporting_

For a NCI-CTCAE Grade 3 or 4 hypersensitivity reaction, study treatment will be
discontinued.

5. Re-treatment following Grade 1 or Grade 2 allergic reactions:

Once the PF-06863135 infusion rate has been decreased due to an allergic
reaction or cytokine release syndrome, 1t will remain decreased for all subsequent
infusions.

If the patient has a second reaction at the lower infusion rate, the mnfusion should
be stopped and the patient should recerve no further PF-06863135.

If the patient experiences a Grade 3 or 4 allergic reaction or anaphylaxis at any
tume, the patient should receive no further PF-06863135.

If there are questions concerming whether an observed reaction 1s consistent with
an allergic reaction, cytokine release syndrome, or anaphylaxis, the medical
monitor should be contacted immediately to assist with grading the reaction.

PK, pharmacodynamic and ADA sampling should continue as long as the sampling does not
interfere with the medical treatment of the patient.
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Appendix 8. DETAILED DOSE ESCALATION/DE-ESCALATION SCHEME FOR
mTPI DESIGN
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E = Escalate to the next higher dose
S = Stay at the current dose
D = De-escalate to a lower dose

U = The dose is Unacceptably toxic
MTD/MAD = The highest dose yields the probability of DLT within the equivalence interval (20%, 30%).

Escalation/De-escalation algorithms for total number of patients treated at the current dose
level (current and previous cohorts):

e With 1 patient treated at current dose level:

e 0 DLT -> escalate;

e 1 DLT or other toxicities occur (ie, those that have the potential to be DLTs if more

severe) -> may add additional patients to asses safety on a cohort size of n=2-4.

e With 2 patients treated at current dose level:

e 0 DLT -> escalate;
e 1 DLT ->remain at the same dose;

e 2 DLTs -> de-escalate and consider current dose as mtolerable.

e With 3 patients treated at current dose level:

e 0 DLT -> escalate;

e 1 DLT ->remain at the same dose;

e 2 DLTs -> de-escalate;
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e 3 DLTs -> de-escalate and consider current dose as intolerable.
e With 4 patients treated at current dose level:

e (0 DLT > escalate;

¢ 1 DLTs ->>remain at the same dose;

e 2 DLTs -> de-escalate;

e 3.4 DLTs ->> de-escalate and consider current dose as intolerable.
e With 5 patients treated at current dose level:

* (Qor1DLT -> escalate;

¢ 2 DLTs ->> remain at the same dose;

e 3.5 DLTs ->> de-escalate and consider current dose as intolerable.
e With 6 patients treated at current dose level:

# (-1 DLT = escalate;

¢ 2 DLTs ->> remain at the same dose;

e 3 DLTs -> de-escalate;

e 4.6 DLTs ->> de-escalate and consider current dose as intolerable.
e With 7 patients treated at current dose level:

# (-1 DLT = escalate;

« 2.3 DLTs > remain af the same dose;

e 4.7 DLTs ->> de-escalate and consider current dose as intolerable.
e With 8 patients treated at current dose level:

# (-1 DLT = escalate;

« 2.3 DLTs > remain af the same dose;

e 4 DLTs -> de-escalate;

# 5-8 DLTs -> de-escalate and consider current dose as intolerable.
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With 9 patients treated at current dose level:

# (-1 DLT = escalate;

s 2.4 DLTs > remain af the same dose;

® 59 DLTs ->> de-escalate and consider current dose as intolerable.
With 10 patients treated at current dose level:

# (-1 DLT = escalate;

s 2.4 DLTs > remain af the same dose;

e 5-10 DLTs -> de-escalate and consider current dose as intolerable.
With 11 patients treated at current dose level:

* (-1 DLT = escalate;

s 2.4 DLTs > remain af the same dose;

e 5 DLTs -> de-escalate (mTPI suggests “remain at the same dose™);
e 6-11 DLTs -> de-escalate and consider current dose as intolerable.
With 12 patients treated at current dose level:

* (-2 DLTs > escalate;

« 3.5 DLTs = remain af the same dose;

¢ §-12 DLTs -> de-escalate and consider current dose as intolerable.
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Appendix 9. SUBCUTANEOUS INJECTION SITE LOCATIONS

Upper Right Upper Left

Lower Right Lower Left

Injection site locations mclude a maximum of 8 umque admimstration sites distributed across
4 abdominal quadrants with a possibility of up to 2 mjection locations per quadrant.
Location 1 1s proximal to the umbilicus and Location 2 1s distal to the umbilicus.

Admimister the required number of injections in the following order:
1. Lower Left Quadrant Location 1;

2. Lower Right Quadrant Location 1;
3. Lower Left Quadrant Location 2;
4. Lower Right Quadrant Location 2;
5. Upper Right Quadrant Location 1;
6. Upper Left Quadrant Location 1;
7. Upper Right Quadrant Location 2;
8. Upper Left Quadrant Location 2.

Injections to the abdomen are preferred. If SC injections in the abdominal location are not
possible, SC injections can be administered in a distributed manner m the thighs. SC
mjections m the upper extremuities (eg, deltoid, upper and lower arm) are not permutted.
Track the patient’s injection site(s) sequentially on this diagram with a red pen and mark the
mnjection sites on the patient’s abdomen according to your climic’s standard practice.

Record the location, time of each mjection and any injection site reactions in the patient’s
source records and study CRF. Complete one CRF per injection
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Appendix 10. Alternative Measures During Public Emergencies

The alternative study measures described in this section are to be followed during public
emergencies, including the COVID-19 pandemic. This appendix applies for the duration of
the COVID-19 pandemic in participating countries and will become effective for other public
emergencies only upon written notification from Pfizer.

Use of these alternative study measures are expected to cease upon the return of busmess as
usual circumstances (including the lifting of any quarantines and travel bans/advisories).

Eligibility

Reparding eligibility, while SARS-CoV?2 testing 1s not mandated for this study you should
follow local clinical practice standards for testing. If a participant has a positive test result
for active SARS-CoV?2 infection, 15 known to have asymptomatic infection or 1s suspected of
having SARS-CoV2, he/she should be excluded at this time. Please note the protocol
excludes patients with active infections:

Exclusion Criteria:

4. Patients with active uncontrolled bactenal, fungal or viral infection, including known
human immunodeficiency virus (HIV) mnfection or acquired immunodeficiency
syndrome (AIDS) related illness.

When the infection resolves, the patient could be considered for re-screeming, 1f allowed by
study protocol.

Telehealth Visits

In the event that in-climic follow-up study visits cannot be conducted where sample collection
1s not performed or treatment not given, every effort should be made to follow up on the
safety of study patients at scheduled visits per the Schedule of Activities or unscheduled
visits. Telehealth visits may be used to continue to assess patient safety and collect data
pomts. Telehealth mncludes the exchange of healthcare nformation and services via
telecommumication technologies (eg, audio, video, video-conferencing software) remotely,
allowing the participant and the investigator to communicate on aspects of clinical care,
mncluding medical advice, reminders, education, and safety momtoring. The following
assessments must be performed during a telehealth visit

¢ Rewview and record study intervention(s), including comphance and missed doses.
e Review and record any AEs and SAEs since the last contact. Refer to Section 8.1.4.2.

e Review and record any new concomitant medications or changes in concomitant
medications since the last contact.
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e Rewview and record contraceptive method and results of pregnancy testing. Confirm
that the patient 1s adhening to the contraception method(s) required in the protocol

Study participants must be renunded to promptly notify site staff about any change in their
health status.

Alternative Facilities for Safety Assessments
Laboratory Testing

If a study participant 1s unable to visit the site for protocol-specified safety laboratory
evaluations, testing may be conducted at a local laboratory 1f permitted by local regulations.
The local laboratory may be a standalone mstitution or within a hospital. The following
safety laboratory evaluations as listed in Table 11 may be performed at a local laboratory 1f
necessary:

e Hematology;

¢ Blood chenustry;
e Coagulation;

e Unnalysis;

* Pregnancy test.

If a local laboratory 1s used, qualified study site personnel must order, receive, and review
results. Site staff must collect the local laboratory reference ranges and
certifications/accreditations for filing at the site. Laboratory test results are to be provided to
the site staff as soon as possible. The local laboratory reports should be filed in the
participant’s source documents/medical records. Relevant data from the local laboratory
report should be recorded on the CRF.

If a participant requiring pregnancy testing cannot visit a local laboratory for pregnancy
testing, a home urine pregnancy testing kit with a sensitivity of at least 25 IU/mL may be
used by the participant to perform the test at home, 1f compliant with local regulatory
requirements. The pregnancy test outcome should be documented in the participant’s source
documents/medical records and relevant data recorded on the CRF. Confirm that the

participant 1s adhening to the contraception method(s) required in the protocol.
Electrocardiograms
If the participant 1s unable to visit the study site for ECGs, the participant may visit an

alternative facility to have the ECGs performed. Qualified study site personnel must order,
recetve, and review results.

PFIZER CONFIDENTIAL
Page 232



ETMF Copy of:  164.01|C1071001|28-Mar-2023 | Active | 10-Apr-2023 10:10:22 AM

090177e19d0be7ca\Approved\Approved On: 29-Mar-2023 19:51 (GMT)

PF-06863135
C1071001
Final Protocol Amendment 9. 28 March 2023

Study Intervention

If the safety of a tnial participant 1s at risk because they cannot complete required evaluations
or adhere to critical nitigation steps, then discontimung that participant from study
mtervention must be considered.

Dose Delays

The following 1s recommended for the admimistration of PF-06863135 for participants who
have active [confirmed (positive by regulatory authority-approved test) or presumed (test
pending/climical suspicion)] SARS-CoV?2 mnfection:

e For symptomatic participants with active SARS-CoV?2 infection, nvestigational
treatment should be delayed for at least 14 days from the start of symptoms. This
delay 1s mtended to allow the resolution of symptoms of SARS-CoV2 infection.

* Prior to restarting treatment, the participant should be afebrile for 72 hours, and
SARS-CoV2-related symptoms should have recovered to < Grade 1 for a nunimum of
72 hours. Notify the study team when treatment 1s restarted.

e Continue to consider potential drug-drug interactions as described Section 5.9 and
Appendix 11 for any concomitant medication adninistered for treatment of
SARS-CoV2 mfection.

Adverse Events and Serious Adverse Events

If a participant has COVID-19 during the study, this should be reported as an adverse event
(AE) or serious adverse events (SAE) and appropnate medical mtervention provided.
Temporary discontinuation of the study mtervention may be medically appropriate until the
participant has recovered from COVID-19.

It 1s recommended that the investigator discuss temporary or permanent discontinuation of
study mntervention with the study medical monitor.
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Appendix 11. Prohibited Concomitant Medications which may Result in Drug-Drug
Interaction (DDI)

The prohibited concomitant medications listed below should not be taken with PF-06863135
for the period of time at least equal to the required washout period listed in the table below,
and throughout the conduct of the study.

The Pfizer study team 1s to be notified of any prohibited medications taken during the study.
After consulting with the sponsor, the mmvestigator will make a judgement on the ongoing
participation of any participant with prohibited medication use during the study.

This list of drugs prohibited for potential DDI concerns with the IMP may be revised during
the course of the study with written notification from sponsor, to include or exclude specific
drugs or drug categories for various reasons (eg, emerging DDI results for the IMP,
availability of new information in literature on the DDI potential of other drugs).

This 1s not an all-inclusive list. Site staff should consult with the sponsor or designee with
any questions regarding potential DDL

Drug Category Drugs Required Washout Period Requirement
CYP3Ad4 Substrate alfentanil 2 weeks
cyclosporine or
dihydmt?rgotalm'ne 5 half-lives
ergofamine whichever is longer
fentanyl
pimozide
quinidine
sirolimus
tacrolimus
CYP2C9 Substrate | phenytoin 2 weeks
warfarin or

5 half-lives

whichever is longer

Investigators should consult the product label for any other medication used during the study
for information regarding medication that 1s prohibited for concomitant use.

Also, investigators should consult the product label for lenalidomide and pomalidomide for
information regarding medication that is prohibited for concomitant use during the conduct
of Parts 1C/2C and 1D/2D, respectively.
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