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Introduction
•	Although targeted inhibition of the PD-1/PD-L1 pathway has demonstrated 

survival benefits over chemotherapy (chemo) in PD-L1–high non-small cell  
lung cancer (NSCLC),1 many patients do not respond to monotherapy or 
develop resistance to treatment over time2

•	Novel immunotherapy combinations are needed to improve outcomes in 
PD‑L1–high NSCLC

•	TIGIT and PD-1 have distinct non-redundant functions in controlling anti-tumor 
immune response, and combined inhibition may lead to enhanced immune 
cell activation3

•	Dual blockade of TIGIT and PD-1 with domvanalimab (dom), an Fc‑silent 
anti‑TIGIT monoclonal antibody, and zimberelimab (zim), an anti–PD-1 
monoclonal antibody, has been associated with longer progression-free  

survival (PFS) and greater objective response rate (ORR) vs inhibition of PD-1 
alone in patients with metastatic PD-L1–high NSCLC4 

•	Dom is engineered to be Fc-silent, enabling it to activate the immune system 
without depleting the peripheral regulatory T cells that are crucial for avoiding 
immune‑related toxicities

•	Part 1 of the ARC-10 study evaluated the efficacy and safety of dom + zim 
combination therapy vs zim and also evaluated zim vs platinum-doublet  
chemo in front-line, PD-L1–high, stage IIIB–IV NSCLC
•	 ARC-10 was initiated and conducted as a randomized, phase 3  

trial; the protocol was subsequently amended to evaluate dom + zim vs 
pembrolizumab (Part 2)

•	 Data are shown here for patients treated in Part 1 of the study

Methods
Study Design and Treatment
•	ARC-10 is a global, multicenter, randomized, open-label trial (NCT04736173)
•	Patients were randomized (2:2:1) to receive dom + zim combination therapy, 

zim monotherapy, or platinum-doublet chemo every 3 weeks (Figure 1)
•	 At the time of protocol development, platinum-doublet chemo was selected  

as the control arm in countries where anti–PD-(L)1 therapy was not yet the 
standard of care

•	Tumor assessments were performed every 9 weeks

Figure 1. ARC-10 Part 1: Randomized, Open-Label Trial 
in Front-Line, PD-L1–High, Stage IIIB–IV NSCLC

Key Eligibility
• 1L inoperable Stage IIIB–IV 

NSCLC with ≥ 1 measurable 
tumor lesion per RECIST v1.1

• PD-L1 ≥ 50% as assessed 
by PharmDx 22C3 assay

• ECOG PS 0/1
• No actionable genomic 

alterationsa Platinum-Doublet
Chemoc (n = 17)

Dom + Zim (n = 38)
15 mg/kg IV Q3W + 360 mg IV Q3W

Zim Monotherapy (n = 40)
360 mg IV Q3W

Rb

2:2:1
Crossover at 
progression
allowedd

1L, first line; ALK, anaplastic lymphoma kinase; AUC, area under the concentration–time curve; chemo, chemotherapy; dom, domvanalimab; ECOG PS, Eastern 
Cooperative Oncology Group Performance Status; EGFR, epidermal growth factor receptor; IV, intravenous; NSCLC, non-small cell lung cancer; PD-L1, programmed cell 
death ligand 1; Q3W, every 3 weeks; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors; zim, zimberelimab.
aNo EGFR or ALK mutations or other genomic tumor aberrations (eg, ROS proto-oncogene [ROS], v-raf murine sarcoma viral oncogene homolog B [BRAF], neurotrophic 
tropomyosin-related kinase [NTRK]) for which there is an available and approved targeted therapy.
bStratification factors: ECOG PS (0 vs 1), sex (male vs female), and geography (Asia vs non-Asia).
cPatients received carboplatin (target AUC 5 or 6) IV Q3W plus either paclitaxel 200 mg/m2 IV Q3W or pemetrexed 500 mg/m2 IV Q3W (non-squamous histology only).
dCrossover at progression allowed before protocol version 5.0.

Assessments
•	Primary endpoint

•	 PFS, defined as the time from randomization to first occurrence of  
disease progression per RECIST v1.1 or death from any cause, whichever 
comes first

•	Secondary endpoints
•	 Overall survival (OS), defined as the time from randomization to death  

from any cause
•	 Confirmed investigator-assessed ORR, defined as the proportion of  

patients with a confirmed best overall response of complete or partial 
response per RECIST v1.1

•	 Safety
•	Exploratory endpoint

•	 Duration of response, defined as the time of first complete or partial  
response until disease progression or death, whichever comes first

 
Statistical Analysis
•	PFS, OS, and duration of response were estimated by Kaplan-Meier 

methodology
•	Hazard ratios (HR) were estimated by Cox proportional hazards modeling
•	95% CIs for ORR were calculated using the Clopper-Pearson  

exact method
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Patients
•	Of 98 randomized patients, 95 received treatment
•	Most patients were male, Asian, former or current smokers, and had stage IV 

lung adenocarcinoma (Table 1)
•	Median time from randomization to data cutoff (May 17, 2024) was 24.5 months 

(range: 16.8–38.5 months)
•	22 patients remained on front-line treatment (dom + zim, n = 11; zim, n = 10; 

chemo, n = 1)

Efficacy
•	PFS and OS were greater with dom + zim than with either zim or chemo (Table 

2; Figure 2)
•	OS was greater with zim than with chemo

•	Median OS was not reached for dom + zim
•	12-month OS rates were 68%, 57%, and 50% for the dom + zim, zim, and 

chemo arms, respectively
•	OS favored dom + zim over zim in patients with a PD-L1 tumor proportion score  

of 50%–89% (HR, 0.67 [95% CI: 0.28, 1.61]) and ≥ 90% (HR, 0.64 
[95% CI: 0.21, 1.90]) 

•	Among patients with brain metastases at baseline, the risk of death was lower 
for dom + zim compared with zim (HR, 0.52 [95% CI: 0.14, 1.95])

•	ORR was greater for dom + zim than for either zim or chemo (Figure 3)
•	By month 4.5, the majority of patients treated with dom + zim or zim had tumor 

reduction of ≥ 30% from baseline (Figure 4)
•	Median duration of response was not reached in the dom + zim and zim arms 

and was 7.4 (95% CI: 4.1, not evaluable) months in the chemo arm (Figure 5)

ARC-10 Part 1

Poster 1461Randomized Study of Domvanalimab Combined With Zimberelimab in Front-Line, PD-L1–High, Locally Advanced or 
Metastatic Non-Small Cell Lung Cancer (NSCLC): Results From ARC-10 Part 1

Objective
•	To investigate the efficacy and safety of domvanalimab and zimberelimab combination therapy in front-line, 

PD‑L1–high, stage IIIB–IV non-small cell lung cancer (NSCLC)

Conclusions
•	Combination of domvanalimab, an Fc-silent anti-TIGIT antibody, plus zimberelimab, an anti–PD-1 antibody,  

was associated with greater progression-free survival, overall survival, and objective response rate compared 
with zimberelimab monotherapy and chemotherapy in front-line, PD-L1–high, stage IIIB–IV NSCLC

•	Domvanalimab plus zimberelimab was generally well tolerated, and the addition of domvanalimab to 
zimberelimab did not show any new safety concerns

•	Ongoing phase 3 studies are evaluating domvanalimab in combination with zimberelimab and chemotherapy in 
NSCLC and upper gastrointestinal adenocarcinoma, as well as domvanalimab in combination with durvalumab  
in localized unresectable NSCLC

Figure 3. Waterfall Plot of Confirmed Best Overall 
Response per RECIST v1.1
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Chemo, chemotherapy; dom, domvanalimab; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumors; zim, zimberelimab.
Diamond shape indicates that treatment was ongoing at the time of the data cutoff date (May 17, 2024). Dashed reference lines indicate a 20% increase or 30% decrease 
from baseline in the sum of target lesions. Patients without postbaseline target lesion assessments were not included.

Figure 4. Spider Plot of Changes in Tumor Size During 
Therapy per RECIST v1.1
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Figure 5. Duration of Confirmed Response Was Greater 
With Dom + Zim Than Zim Monotherapy and Chemo, 
and Greater With Zim Monotherapy Than Chemo
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Safety
•	Rates of treatment-emergent adverse events (TEAEs) and all-causality serious 

TEAEs were comparable across all 3 treatment arms (Table 3)
•	Rates of treatment-related TEAEs leading to treatment discontinuation were 

greater in the chemo arm compared with the dom + zim and zim arms and were 
similar between dom + zim and zim

•	Higher rates of treatment-related grade ≥ 3 TEAEs were observed in the chemo 
arm than in the dom + zim and zim arms; rates of treatment-related grade ≥ 3 
TEAEs were comparable between dom + zim and zim

•	Approximately one-fifth of patients who received dom + zim or zim experienced 
immune‑mediated TEAEs
•	 1 patient who received dom + zim experienced a grade 3 immune-mediated TEAE
•	 There were no grade 4 or 5 immune-mediated TEAEs

•	Both dom + zim and zim displayed low rates of infusion-related reactions

Table 3. Overview of TEAEs

Parameter
Dom + Zim

(n = 38)
Zim

(n = 40)
Chemo
(n = 17)

Treatment duration, months,  
median (range) 13.1 (0.7–38.6) 9.3 (0.7–29.9) 4.2 (0.7–23.5)

All-causality TEAE, n (%)
  Any 37 (97.4) 39 (97.5) 17 (100)
  Serious 17 (44.7) 18 (45.0) 8 (47.1)
  Grade 3 or higher 21 (55.3) 21 (52.5) 10 (58.8)
  Leading to treatment discontinuation 8 (21.1) 7 (17.5) 5 (29.4)
  Leading to death 5 (13.2) 7 (17.5) 3 (17.6)
Treatment-related TEAE, n (%)
  Any 31 (81.6) 23 (57.5) 14 (82.4)
  Grade 3 or higher 8 (21.1) 6 (15.0) 8 (47.1)
  Leading to treatment discontinuation 4 (10.5) 3 (7.5) 4 (23.5)
  Leading to death 1 (2.6)a 4 (10.0)b 2 (11.8)c

Immune-mediated TEAE, n (%)
  Any 9 (23.7) 8 (20.0) 0
  Grade 1 2 (5.3) 5 (12.5) 0
  Grade 2 6 (15.8) 3 (7.5) 0
  Grade 3 1 (2.6)d 0 0
Any infusion-related reactions, n (%) 3 (7.9) 1 (2.5) 0

Chemo, chemotherapy; dom, domvanalimab; TEAE, treatment-emergent adverse event; zim, zimberelimab.
aSudden death. 
b1 event each of sudden death, acute kidney injury, acute myocardial infarction, and intestinal perforation.
c1 event each of febrile neutropenia and ischemic stroke.
dOne 81-year-old female patient experienced hepatitis, which was resolved following withdrawal of study drug.
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Figure 2. (A) PFS and (B) OS Were Greater With Dom + Zim Combination Therapy vs Zim Monotherapy
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Results

Table 1. Baseline Characteristics

Characteristic
Dom + Zim

(n = 38)
Zim

(n = 40)
Chemo
(n = 17)

Age, years
  Median (range) 62.5 (44, 83) 62.5 (41, 81) 61.0 (42, 82)
  < 65 years, n (%) 20 (52.6) 25 (62.5) 10 (58.8)
Sex, n (%)
  Male 30 (78.9) 29 (72.5) 13 (76.5)
  Female 8 (21.1) 11 (27.5) 4 (23.5)
Race, n (%)
  Asian 33 (86.8) 31 (77.5) 14 (82.4)
  Black or African American 0 3 (7.5) 0
  White 3 (7.9) 3 (7.5) 0
  Multiple 1 (2.6) 2 (5.0) 0
  Not reported 1 (2.6) 1 (2.5) 3 (17.6)
Smoking status, n (%)
  Never 7 (18.4) 7 (17.5) 2 (11.8)
  Former 23 (60.5) 22 (55.0) 10 (58.8)
  Current 8 (21.1) 11 (27.5) 5 (29.4)
ECOG PS 1, n (%) 27 (71.1) 31 (77.5) 10 (58.8)
Histology, n (%)
  Adenocarcinoma 21 (55.3) 23 (57.5) 11 (64.7)
  Squamous cell carcinoma 12 (31.6) 16 (40.0) 4 (23.5)
  Not specified or other 5 (13.2) 1 (2.5) 2 (11.8)
AJCC stage, n (%)
  IIIB 4 (10.5) 5 (12.5) 3 (17.6)
  IIIC 3 (7.9) 1 (2.5) 2 (11.8)
  IVA 14 (36.8) 18 (45.0) 9 (52.9)
  IVB 17 (44.7) 16 (40.0) 3 (17.6)
Metastases at baseline, n (%)
  Brain 9 (23.7) 13 (32.5) 2 (11.8)
  Liver 9 (23.7) 1 (2.5) 2 (11.8)
PD-L1 TPS, median (range) 87.5 (50, 100) 85.0 (60, 100) 90.0 (60, 100)

AJCC, American Joint Committee on Cancer; chemo, chemotherapy; dom, domvanalimab; ECOG PS, Eastern Cooperative Oncology Group Performance Status; 
PD‑L1, programmed cell death ligand 1; TPS, tumor proportion score; zim, zimberelimab.

Table 2. Summary of Efficacy Endpoints

Endpoint
Dom + Zim

(n = 38)
Zim

(n = 40)
Chemo
(n = 17)

PFS

  Median, months (95% CI) 11.5 (4.0, 26.2) 6.2 (2.5, 12.3) 9.6 (2.6, 16.4)

  Events, n (%) 24 (63.2%) 30 (75.0%) 13 (76.5%)

  HR (95% CI)

    Zim vs chemo — 1.07 (0.56, 2.05) —

    Dom + zim vs zim 0.69 (0.40, 1.18) — —

    Dom + zim vs chemo 0.69 (0.35, 1.38) — —

OS

  Median, months (95% CI) NR (13.7, NE) 24.4 (7.8, NE) 11.9 (2.7, NE)

  Events, n (%) 14 (36.8%) 21 (52.5%) 12 (70.6%)

  HR (95% CI)

    Zim vs chemo — 0.63 (0.30, 1.29) —

    Dom + zim vs zim 0.64 (0.32, 1.25) — —

    Dom + zim vs chemo 0.43 (0.20, 0.93) — —

Confirmed ORR

  n (%) 17 (44.7%) 14 (35.0%) 6 (35.3%)

  [95% CI] [28.6, 61.7] [20.6, 51.7] [14.2, 61.7]

Duration of confirmed responsea

  Median, months (95% CI) NR (12.5, NE) NR (6.2, NE) 7.4 (4.1, NE)

  Events, n (%) 6 (35.3%) 7 (50.0%) 4 (66.7%)

  HR (95% CI)

    Zim vs chemo — 0.52 (0.15, 1.80) —

    Dom + zim vs zim 0.54 (0.18, 1.64) — —

    Dom + zim vs chemo 0.25 (0.07, 0.96) — —

Chemo, chemotherapy; dom, domvanalimab; HR, hazard ratio; NE, not evaluable; NR, not reached; ORR, objective response rate; OS, overall survival; 
PFS, progression‑free survival; zim, zimberelimab.
aDuration of confirmed response was based on confirmed responders in the treatment analysis set (dom + zim, n = 17; zim, n = 14; chemo, n = 6).


