TPS3675

Symbiotic-Gl-03: a randomized, double-blind, phase 3 study of first-line PF-08634404, a PD-1/VEGF
bispecific antibody, in combination with mFOLFOXG6 in patients with metastatic colorectal cancer (mMCRC)
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Background

* Multi-agent chemotherapy regimens + anti-VEGF or anti-EGFR agents are currently
the SOC for patients with mCRC without targetable mutations.! However, the 5-year
survival rate remains low at approximately 16%?2

* Despite efficacy in solid tumors, monotherapy with ICls, such as PD-1 inhibitors,
has shown limited activity in pMMR/MSS mCRC, which represents =95% of mCRC.3-4
Combining ICls with biological therapies (eg, anti-VEGF monoclonals), and/or
chemotherapy has demonstrated potential synergistic antitumor effects in solid tumors,
including mCRC, warranting further investigation in pMMR/MSS mCRC>

« Simultaneous bispecific targeting of PD-1 and VEGF in conjunction with chemotherapy
may enhance antitumor activity by boosting T-cell activation via improved PD-1
blockade and by normalizing vasculature and increasing immune function via blocking

Figure 1. Proposed mechanism of action of PF-08634404, a bispecific antibody targeting PD-1 and VEGF
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PF-08634404 multimerization,
driven by VEGF dimers within the
TME, promotes cooperative
binding to PD-1, increasing avidity
and internalization, thereby
improving PD-1 blockade.
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PD-1 blockade restores T cell
effector function and promotes
tumor cell apoptosis through
perforin and
granzyme-mediated cytotoxicity

e Blocking VEGFA in tumors:

* Normalizes vasculature

* Increases immune cell
recruitment

* Reduces suppressive
immune cells (MDSCs,
M2 Macs, Tregs)

VEGF-A

 PF-08634404 is a fully human IgG4 bispecific antibody targeting PD-1 and VEGF
(Figure 1) that demonstrates stronger VEGF-A binding and inhibition relative to
bevacizumab and ivonescimab®-°

* A phase 2 study of PF-08634404 with mFOLFOX6 or XELOX demonstrated promising
antitumor activity with a manageable safety profile in 1L treatment of mMCRC?

* Results from this phase 2 study support initiation of Symbiotic-GI-03, a phase 3 study
of 1L PF-08634404 + mFOLFOX6 versus bevacizumab + mFOLFOX6 in patients with
MCRC (NCT07222800)

Study Design

« Symbiotic-GI-03 (Figure 2) is a randomized, double-blind, phase 3
study in adults with previously untreated mCRC

Patients will be randomized 1:1 to 2 arms:

- PF-08634404 + mFOLFOXG6

— Bevacizumab + mFOLFOXG6

Randomization will be stratified by:

— Regions (North America vs Europe vs rest of world)
— RAS status (mutant vs wild-type)

— Liver metastasis per investigator (yes vs no)

Study endpoints are described in Figure 2
Enroliment is active (Figure 3)

Figure 2. Symbiotic-Gl-03 study design
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PF-08634404 is an investigational agent. Its safety and efficacy have not been established. © Pfizer, Inc. All rights reserved.

Figure 3. Countries and regions with active study sites
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aPatients with unknown RAS status despite attempt to test are eligible for participation. PPatients with early-stage
disease who received prior systemic neoadjuvant or adjuvant chemotherapy and present with
reoccurrence/metastatic disease within 6 months of stopping treatment will count as having prior therapy in the
metastatic setting and are not eligible. cUntil progressive disease confirmed by BICR, or unacceptable toxicity,

Japan
Taiwan

withdrawal of consent, or death.

North America
« Canada
* United States/Puerto Rico

South America
» Argentina
* Brazil

Europe

« Belgium
 Denmark

* France

« Germany

* ltaly

» Poland

* Netherlands
* Spain
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