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Phase 1 Trial of PF-06821497,
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Figure 1: Study Design

Background

Epigenetic dysregulation is a hallmark of many cancer types, including hematologic malignancies
and solid tumors, and is implicated in the modulation of multiple key cellular processes, including
gene transcription, DNA replication, and DNA repair.'

Part 1B, 1C, and 2A Dose Escalation Part 1B: Patients with FL who had exhausted all curative therapies, and have relapsed

or refractory disease.

Part 1A Monotherapy Escalation

Part 2B Expansion in CRPC o

Part 1B

o . . . _ _ _ PD achieved* PF-06821497 « Part 2A: Patients with mCRPC with prior abiraterone and/or enzalutamide treatment and evidence
o o « The aberrant activity of epigenetic regulators in cancer, including histone methyltransferase and Part 1A Monotherapy (FL) Combination with of cancer progression.
I I l FO I l l a r L ' ' l O ' ' l a demethylase enzymes, has made them attractive targets for developing novel therapies for cancer.? Advanced Tumors enzalutamide _ _
J (FL, SCLC, CRPC) n<40 o Age 218 years; ECOG PS 0 or 1, and adequate bone marrow, renal, and liver function.
o The enhancer of zeste homolog 2 (EZH2) gene encodes the histone methyltransferase component DL1 — DL2 — DL3 Part 2A — : :
g g y P 11 Rand t Resolved acute effects of any prior therapy to baseline levels.
of the polycomb repressive complex-2 (PRC2), inducing transcriptional silencing of target genes. %50-70% down Combination Escalation AR bl
Its activity is altered in cancers such as follicular lymphoma (FL), small-cell lung cancer (SCLC), modulation of scfchcl;t?rr:Z?#;tei:)mggde _
l I I a - e | l l l g a l l Ce r and metastatic castration-resistant prostate cancer (mCRPC). H3K27me3 platinu pos! Enza"f‘;"‘om'de
in peripheral n<
’ o EZH2 is overexpressed in CRPC, and its expression level has been shown to be an independent b?oodpce”s Part 1C ASSESSMENTS

prognostic indicator of disease.? EZH2 activity has been implicated in the pathogenesis of CRPC
through multiple mechanisms, including silencing of tumor suppressor genes, direct interaction
with the AR gene and promoting development of neuroendocrine transdifferentiation associated
with anti-androgen resistance.*®

Part 1C may be opened at the sponsor’s discretion.

° PF-O6821497 is a potent' selective S-adenosy|-|_-methion‘ine .competitive EZH2 |nh|b|tor that inhibits CRPC=castration-resistant prostate cancer; DL=dose level; FL=follicular lymphoma; PD=pharmacodynamics; SCLC=small-cell lung cancer — Part 2A: Determine safety and t0|erabi|ity at increasing dose levels of PF-06821497 in
wild-type (WT) and EZH2 Y641N mutant enzymes, resulting in strong H3K27Me3 inhibition in combination with enzalutamide in patients with mCRPC to determine the expansion dose

Monotherapy (CRPC)

o Primary objectives:

— Part 1: Assess the overall safety of PF-06821497 in patients with FL, SCLC, or mCRPC,
and determine the expansion dose of monotherapy.

(including Food Effect) Currently enrolling (NCT03460977)

and Castration-Resistant
Prostate Cancer

preclinical models. o The study is comprised of 2 parts (Figure 1). o For all dose escalation in Parts 1 and 2A, a modified toxicity probability interval method, targeting a for combination therapy.
e . o . : . o o .
M th d — Part 1: Single-agent PF-06821497 dosed orally twice daily (BID) in a continuous regimen gz:eer::?r:gr:fmlat;)r(rﬂ% (t[;:_;?artaetjec?;szeIS/o ST 20 eevElEnce (ienEl OFf22sss, S22t wes Led i « Secondary objectives, Parts 1 and 2A:
e O S (6 escalation cohorts: 75, 150, 250, 375, 500 and 625 mg). Part 1A was to establish safety ' — Evaluate preliminary antitumor activity of PF-06821497: objective response, lymphoma

and target modulation information in order to commence monotherapy Part 1B and
combination Part 2A dose escalation.

response, prostate cancer response, and assessment of prostate-specific antigen
(PSA) levels.

— Characterize pharmacokinetics (PK) of single and multiple-dose PF-06821497.

KEY INCLUSION CRITERIA

« Histologic or cytologic diagnosis of advanced/metastatic solid tumor with the following tumor types
in individual study parts:

STUDY DESIGN AND TREATMENT

« In an ongoing, open-label, multicenter, multi-dose phase 1 dose-escalation and dose expansion _ Part 2A: Combination therapy in dose escalation; PF-06821497 (150, 250, 375, 500, 625

study, PF-06821497 was administered orally in adult patients as a single agent (for FL, SCLC, . I .
and mCRPC) or in combination with standard-of-care (SOC) treatment for SCLC (chemotherapy) 7780, 7 el 1250 ) elosie el sz luiintels (in iR, & etz laition €0 neris). .

or mCRPC (enzalutamide). — Part 2B: Randomized, open-label prostate cancer expansion cohort testing PF-06821497
(1250 mg BID) plus enzalutamide vs. enzalutamide only in mCRPC. Data not reported.

Part 1A: Advanced/unresectable or metastatic FL, SCLC, or mCRPC refractory to/intolerable of
standard treatment, or for which no curative treatment is available. Patients with FL (Parts 1A and 1B,

— Data for the SCLC in combination with SOC cohorts are not reported here. dose-finding) had exhausted all SOC therapies.

Objectives

. To evaluate the safety, PK, pharmacodynamics, and
antitumor activity of PF-06821497 in an ongoing phase

Parts TA & 1B .

o The most common TRAEs of any grade were nausea (36.0%); alopecia, anemia, diarrhea, dysgeusia,
fatigue (20% each); decreased appetite (16.0%); and thrombocytopenia (16.0%). The majority of TRAEs

Fourteen patients in the mITT analysis set had target lesions at baseline. .

PFS, mITT analysis set for patients with CRPC in Part 2A: the median Kaplan-Meier estimate of time
to event in months (95% CI) was 8.7 (4.0-17.0) (Figure 5).

Results

— There were 4 objective responses (14.3%): 2 confirmed and 1 unconfirmed partial responses
(enzalutamide-naive) (Figure 3) and 1 confirmed CR in a patient with non-target lesions
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