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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 + mFOLFOX6
− Bevacizumab + mFOLFOX6

• 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
• Enrollment is active (Figure 3)

Background
• Multi-agent chemotherapy regimens ± anti-VEGF or anti-EGFR agents are currently 

the SOC for patients with mCRC without targetable mutations.1 However, the 5-year 
survival rate remains low at approximately 16%2

• Despite efficacy in solid tumors, monotherapy with ICIs, such as PD-1 inhibitors, 
has shown limited activity in pMMR/MSS mCRC, which represents ≈95% of mCRC.3,4 
Combining ICIs 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 mCRC5

• 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 
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 ivonescimab6-9

• A phase 2 study of PF-08634404 with mFOLFOX6 or XELOX demonstrated promising 
antitumor activity with a manageable safety profile in 1L treatment of mCRC9

• 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)

Electronic Poster
Copies of this poster obtained through Quick Response (QR) code are 
for personal use only and may not be reproduced without permission 
from ASCO® or the author of this poster. If you do not have a 
smartphone, access the poster via the internet at: 
https://scientificpubs.congressposter.com/p/7gg6zy9m4y96juxw 

Cathy Eng,1 Elena Élez,2 Julien Taieb,3 Rui-Hua Xu,4 Hiroya Taniguchi,5 Tanios S. Bekaii-Saab,6 Jeanne Tie,7 Myriam Chalabi,8 Zhiyu Chen,9 Aman Opneja,10 Mark D. Kochenderfer,11 Yong Sang Hong,12 Donald A. Richards,13 
Barbara Radecka,14 Yiyi Chen,15 Jill Clancy,16 Svitlana Tonkovyd,17 Xiaosong Zhang,18 Kimmie Ng19

TPS3675

Symbiotic-GI-03: a randomized, double-blind, phase 3 study of first-line PF-08634404, a PD-1/VEGF 
bispecific antibody, in combination with mFOLFOX6 in patients with metastatic colorectal cancer (mCRC)

1Vanderbilt-Ingram Cancer Center, Nashville, TN, USA; 2Vall d'Hebron Hospital Campus and Institute of Oncology, Barcelona, Spain; 3Centre de Recherche des Cordeliers, Sorbonne Université, Inserm, Université Paris Cité, Paris, France; Institut du Cancer Paris CARPEM, Assistance Publique- Hôpitaux de 
Paris, Department of Gastroenterology and Digestive Oncology, Hôpital Européen Georges Pompidou, Paris, France; 4Sun Yat-sen University Cancer Center, Guangzhou, China; 5Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; 6Division of Hematology/Oncology, Mayo Clinic 
Cancer Center, Mayo Clinic, Phoenix, AZ, USA; 7Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; 8Department of Gastrointestinal Oncology, Netherlands Cancer Institute, Amsterdam, the Netherlands; 9Fudan University, Shanghai, China; 10Department of Medicine, Duke University, Durham, 
NC, USA; 11Department of Pathology, Carilion Clinic, Roanoke, VA, USA; 12Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea; 13Texas Oncology – Tyler, Tyler, TX, USA; 14Department of Oncology, University of Opole and SP ZOZ Opolskie Centrum Onkologii, 
Opolu, Poland; 15Pfizer, Bothell, WA, USA; 16Pfizer, Andover, MA, USA; 17Pfizer, Warsaw, Poland; 18Pfizer, South San Francisco, CA, USA; 19Department of Medical Oncology, Dana-Farber Cancer Institute, Boston, MA, USA

Figure 1. Proposed mechanism of action of PF-08634404, a bispecific antibody targeting PD-1 and VEGF

PF-08634404 is an investigational agent. Its safety and efficacy have not been established. © Pfizer, Inc. All rights reserved. 

Figure 2. Symbiotic-GI-03 study design

aPatients with unknown RAS status despite attempt to test are eligible for participation. bPatients 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, 
withdrawal of consent, or death. 
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Key inclusion criteria

• Stage IV colorectal 
adenocarcinoma

• Known RAS mutation status 
per local testa

• No prior systemic therapy 
for metastatic diseaseb

• ECOG PS 0/1
• Measurable disease per 

RECIST 1.1
• Adequate hematologic, 

hepatic, and renal function

Key exclusion criteria

• BRAF V600E tumors
• dMMR/MSI-H tumors
• Active central nervous 

system metastases
• Clinically significant risk of 

hemorrhage/fistula

Dual primary 
endpoints

• PFS by BICR
• OS

Secondary 
endpoints

• PFS by investigator
• ORR
• DOR 
• PFS2
• Safety/tolerability
• Pharmacokinetics
• Immunogenicity
• PROs
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Countries and regions with active study sites
Asia-Pacific/rest of world
• Australia
• China
• India
• Israel
• Japan
• Taiwan

Europe
• Belgium
• Denmark
• France
• Germany
• Italy
• Poland
• Netherlands
• Spain

South America
• Argentina
• Brazil

North America
• Canada
• United States/Puerto Rico
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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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Blocking VEGFA in 
tumors supports 
APC maturation and 
T cell priming
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PD-1 blockade restores T cell 
effector function and promotes 
tumor cell apoptosis through 
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