
Figure 3. Enrollment sitesa

aPlease refer to ClinicalTrials.gov (NCT07476287) for the most current information on participating sites.
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Table 2. Key patient inclusion and exclusion criteria

Key inclusion criteria Key exclusion criteria

• Age ≥18 years 
• Histologically or cytologically 

confirmed T‐SCLC
• Prior diagnosis of NSCLC with 

EGFR mutation which transformed to 
SCLC following treatment with TKI(s)

• ≥1 measurable lesion as the target 
lesion per RECIST 1.1

• Sufficient tumor tissue from 
diagnosis of T-SCLC

• ECOG performance status of 0 or 1
• Life expectancy ≥12 weeks 
• Adequate organ function

• Prior systemic therapy for T-SCLC
– Before enrollment, patients may receive a cycle of chemotherapy without immune 

checkpoint inhibitors for management of life-threatening T-SCLC
• Previous systemic antitumor therapy including anti-angiogenic therapy, radiotherapy, 

nonspecific immunomodulatory therapy, or palliative local therapy 
– Previous systemic antitumor therapy for NSCLC with chemotherapy and immunotherapy 

is allowed
• For patients previously exposed to PD-(L)1 inhibitors

– History of grade ≥3 irAEs caused by immunotherapy, irAEs leading to permanent 
discontinuation of treatment, grade 2 immune-related cardiotoxicity, or irAEs of any 
grade affecting the nervous system or eyes

– AEs from prior immunotherapy that  have not completely resolved
– History of AEs requiring treatment with immunosuppressants other than corticosteroids

• Known CNS lesions, including brainstem, meningeal, or spinal cord metastases or 
compression
– Patients with stable, definitively treated (surgery and/or radiotherapy) brain metastases 

or untreated asymptomatic brain metastases may be included
• Leptomeningeal disease
• Clinically significant risk of hemorrhage or fistula
• History of another malignancy ≤2 years before the first dose of study intervention, or any 

evidence of residual disease from a previously diagnosed malignancy
• Unresolved toxicities from prior antitumor therapy that did not recover to NCI CTCAE v5.0 

grade 0 or 1
• Active autoimmune disease requiring systemic treatment within the past 2 years
• Evidence of non-infectious or drug-induced ILD or pneumonitis
• Any grade ≥3 pulmonary disease unrelated to underlying malignancy
• Pleural effusion, pericardial effusion, or ascites that are clinically symptomatic or require 

repeated drainage
• Major surgery or severe trauma ≤4 weeks prior to first dose of study intervention
• History of severe bleeding tendency or coagulation dysfunction
• History of esophageal varices, severe ulcers, unhealed wounds, GI perforation, GI 

obstruction, intra-abdominal abscess, or acute GI bleeding within 6 months of first dose

AE, adverse event; CNS, central nervous system; CTCAE, Common Terminology Criteria for Adverse Events; ECOG, Eastern Cooperative Oncology Group; GI, gastrointestinal; 
ILD, interstitial lung disease; irAE, immune-related AE; NCI, National Cancer Institute. 

Table 3. Study endpoints

Dual primary endpoints

• Confirmed ORR as assessed by investigator per RECIST 1.1
• AEs as characterized by type, frequency, severity, timing, seriousness, and relationship to study intervention

Secondary endpoints

• DOR as assessed by investigator per RECIST 1.1
• PFS as assessed by investigator per RECIST 1.1
• OS
• Laboratory abnormalities as characterized by type, frequency, severity, and timing
• Predose and/or postdose concentrations of PF’4404
• Incidence of antidrug antibodies against PF’4404

Exploratory endpoints

• Patient-reported outcomes per EORTC QLQ-C30, EORTC QLQ-LC13, and EQ-5D-5L
• Measurements of biomarkers which may consist of DNA, RNA, proteins (including PD-L1) or defined cell types
DOR, duration of response; EORTC QLQ-C30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire Core 30;
EORTC QLQ-LC13, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire Lung Cancer 13; EQ-5D-5L, European Quality of Life 5 Domain 5 Level 
Scale; OS, overall survival.
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Background
• Transformed small cell lung cancer (T-SCLC) is a rare and aggressive 

subtype of lung cancer that mostly develops following progression of 
epidermal growth factor receptor (EGFR)–mutated non-small cell lung 
cancer (NSCLC) during or following treatment with tyrosine kinase 
inhibitors (TKIs)1

• Currently, there are no approved therapies for T-SCLC, and 
chemotherapy (platinum and etoposide) remains the recommended 
treatment2

• PF-08634404 (PF’4404) is a fully human immunoglobulin G4 (IgG4) 
bispecific antibody that simultaneously targets programmed death 1 
(PD-1) and vascular endothelial growth factor (VEGF)3,4 (Figure 1)

• Phase 2 studies have shown promising efficacy and manageable 
safety with PF’4404 as monotherapy5 and in combination with 
platinum-based chemotherapy6 as first-line (1L) treatment in locally 
advanced or metastatic NSCLC (Table 1)

• The Symbiotic-Lung-14 study is evaluating PF’4404 in combination 
with chemotherapy in patients with T-SCLC (NCT07476287)

Trial design
• Symbiotic-Lung-14 (Figure 2) is a multicenter, open-label, single-arm phase 2 trial in adults with histologically or 

cytologically confirmed T-SCLC, who had a prior diagnosis of EGFR-mutated NSCLC that progressed after 
treatment with TKI(s), in the 1L setting (Table 2)

• The study is evaluating PF’4404 in combination with carboplatin and etoposide for 4 cycles, followed by 
maintenance therapy with PF’4404
– Tumor response assessment will be performed every 6 (±1) weeks until week 48 and every 9 (±1) weeks 

thereafter
– Treatment will continue until progressive disease, unacceptable toxicity, global deterioration of health status, 

initiation of new cancer therapy, withdrawal of consent, death, study termination, or protocol-specified criteria 
for treatment discontinuation, whichever occurs first

• Study endpoints are described in Table 3
• Efficacy and safety outcomes will be summarized descriptively
• The study will enroll approximately 40 patients
• Enrollment is active and began in February 2026 (Figure 3)

• Aged 18 years or older

• Histologically or cytologically confirmed 
T-SCLC

• History of EGFR-mutated NSCLC treated 
with TKI(s) 

• At least 1 measurable site of disease per 
RECIST 1.1

• No prior systemic therapy for T-SCLCa

Phase 2 open label

Induction phase: 
PF’4404 10 mg/kg IV Q3W  

+ E/C × 4 cycles

Maintenance phase:
PF’4404 10 mg/kg IV Q3W monotherapy

(N≈40)

Patient population Treatmentb

Figure 2. Symbiotic-Lung-14 trial design

aPatients may have received 1 prior cycle of chemotherapy without an immune checkpoint inhibitor for the management of life-threatening T-SCLC.
bPatients receive PF’4404/E/C × 4 cycles followed by maintenance treatment with PF’4404 monotherapy until PD per investigator assessment or toxicity or other reasons.
AUC, area under curve; IV, intravenous; E/C, etoposide 100 mg/m2 IV + carboplatin AUC 5 IV; PD, progressive disease; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid 
Tumors.
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Figure 1. Proposed mechanism of action of PF’4404, 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. 
APC, antigen-presenting cell; IgG4, immunoglobulin G4; IFN-γ, interferon gamma; IL-2, interleukin-2; 
MDSC, myeloid-derived suppressor cell; M2 Macs, M2 macrophages; MHC, major histocompatibility 
complex; Tregs, regulatory T cells; TME, tumor microenvironment; TCR, T-cell receptor.

Table 1. Phase 2 studies in NSCLC with PF’4404
PF’4404 monotherapya

(NCT06361927)5
PF’4404a plus platinum-based 

chemotherapyb (NCT06412471)6

Patient 
population TPS ≥1% NSCLC (n=34)

Any TPS NSCLC

Squamous 
(n=24)

Non-squamous 
(n=29)

Data cutoff February 28, 2026 July 4, 2025

Median follow-up
(95% CI), months 18.2 (17.3-19.3) 7.9 (7.0-8.7) 6.1 (4.6-7.0)

Confirmed ORR 
(95% CI), % 67.6 (49.5-82.6) 75.0 

(53.3-90.2)
58.6 

(38.9-76.5)

Median PFS 
(95% CI), months 12.4 (8.2-NE) Not available

aAt a dose of 10 mg/kg. 
bCarboplatin + paclitaxel in squamous NSCLC (cohort A) and carboplatin + pemetrexed in non-squamous NSCLC.
NE, not estimable; ORR, objective response rate; PFS, progression-free survival; TPS, tumor proportion score.
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