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METHODS

RESULTS

Eligible patients were randomly assigned (1:1) to receive either prolgolimab 3 mg/kg or placebo, both as 
intravenous infusions every 3 weeks until progression or signs of unacceptable toxicity (up to 36 months 
after the start of study therapy) in combination with pemetrexed and cisplatin/carboplatin. Randomization 
was stratified according to platinum chemotherapy (carboplatin or cisplatin), PD-L1 expression (TPS <1% 
or ≥1%), and race (non-Chinese or Chinese). 

Prolgolimab is an IgG1-based anti-PD-1 antibody with a Fc-silencing ‘LALA’ mutation1. The phase III 
DOMAJOR trial (ClinicalTrials.gov identifier: NCT03912389) has previously demonstrated superior efficacy 
of prolgolimab plus pemetrexed with platinum-based chemotherapy (prolgolimab-combination group) over 
placebo plus pemetrexed with platinum-based chemotherapy (placebo-combination group)2. This analysis 
assessed long-term efficacy (overall survival) and safety, along with subgroup analyses by stratification 
factors, including race and PD-L1 expression.  

Between September 2019, and November 2022, 292 patients were randomly assigned to the prolgolimab-combination group or the placebo-
combination group at centers in Russia, China and Europe.  
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METHODS

STUDY DESIGN

Stratification factors:
• platinum drug (carboplatin or cisplatin),
• PD-L1 expression (TPS <1% or ≥1%),
• race (non-Asian or Asian).

Primary endpoint:
• mOS

Secondary endpoints:

• mPFS
• ORR
• Time to response
• Duration of response
• Safety profile 

Non-
squamous 

NSCLC:

•Stage IV
•ECOG 0-1
•No previous 
treatment for 
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The secondary efficacy endpoints were progression-free survival, overall response rate (ORR), disease 
control rate (DCR), time to response (TTR) and duration of response (DOR) and were based on 
assessment performed by blinded independent central review (BICR) according to RECIST 1.1

R – randomization; median progression-free survival (mPFS), median overall survival (mOS), IV - intravenously, Quality to be delivered every 
2 weeks;  Q3W - Quality to be delivered every 3 weeks.; ECOG = Eastern Cooperative Oncology Group, PD-L1 = programmed death ligand

4 cycles Q3W

STATISTICS
The sample size for superiority hypothesis was estimated such that 113 events of death would provide the trial 
with 80 % power to detect a HR of 0.59 for the comparison between the prolgolimab-combination group and 
the placebo-combination group at a one-sided alpha of 0.025. 

Demographics and baseline characteristics of the main disease in ITT population were generally well balanced between the groups.

PROLGO + CT
(n = 143)

Placebo + CT
(n = 149)

Age, n (%)
>=18 to <65 years old 91 (63.6) 91 (61.1)
>=65 to <75 years 46 (32.2) 48 (32.2)
>=75 years 6 (4.2) 10 (6.7)

Sex, n (%)
Female 48 (33.6) 42 (28.2)
Male 95 (66.4) 107 (71.8)

Race, n (%)
Caucasian (non-Asian) 98 (68.5) 105 (70.5)
Asian 45 (31.5) 44 (29.5)

Smoking, n (%)
Current/history 99 (69.2) 109 (73.2)
Non-smokers 44 (30.8) 40 (26.8)

ECOG status, n (%)
0 40 (28) 37 (24.8)
1 103 (72) 112 (75.2)

PD-L1 status, n (%)
TPS <1% 57 (39.9) 60 (40.3)
TPS≥1% 86 (60.1) 89 (59.7)

PROLGO + CT
(n = 143)

Placebo + CT
(n = 149)

Histological type of tumor, n (%)
Adenocarcinoma 96 (97.0) 103 (98.1)
Large cell carcinoma 3 (3.0) 2 (1.9)

Presence of MTS, % 143 (100) 95 (100)

Number of organs with MTS
Median 3 3
Minimum 1 1
Maximum 8 10

Organs with metastases, n (%)
bones 63 (44.1) 47 (31.5)
liver 23 (16.1) 22 (14.8)
lung 90 (62.9) 106 (71.1)
brain 15 (10.5) 23 (15.4)
peritoneum 1 (1) 2 (1.3)
lymph nodes 109 (76.2) 128 (85.9)
adrenal gland 29 (20.3) 42 (28.2)
other 65 (45.5) 61 (40.9)

Table 1A. Baseline characteristics.  Table 1B. Baseline characteristics.  

Best overall 
response (95% CI) PROLGO + СT PLACEBO + CT

CR (%) 0.7 0
PR (%) 49.7 27.5
SD (%) 30.1 46.3
PD (%) 11.2 12.8
NE (%) 7.7 12.8
ND (%) 0.7 0

Efficacy outcomes.
The estimated 36-months OS was 
45.4% in the Prolgo+ CT group and 
23.4% in the Placebo + CT group          
(HR 0.56; 95% CI, 0.41- 0.77). The 
median OS was 28.1 months and 14.9 
months (95 % CI, 11.7-20.5), recently.

Table 2. Response to therapy per RECIST 1.1. Full Analysis Set.  

Safety                                                                                                                       
The overall incidence of ARs was higher in the Prolgo+CT group 
as compared to the Placebo+CT group, but in general, the study 
drug was well tolerated by subjects and showed a favorable 
safety profile expected for an immune checkpoint inhibitor.The AR 
profile was similar between Chinese and non-Chinese subjects, 
with hepatotoxicity (elevated ALT/AST), decreased appetite, and 
increased creatinine predominating in both populations. 
Сompared to Placebo+CT therapy, Prolgo+CT therapy was 
associated with a slightly higher incidence treatment related 
hepatotoxicity: ALT increased - 32/143 (22.4%) vs 24/148 
(16.2%); nephrotoxicity: blood creatinine increased - 22/143 
(15.4%) vs 14/148 (9.5%); and pancreatic enzyme elevation: 
amylase increased - 17/143 (11.9%) vs 6/148 (4.1%).

Proportion of  patients 
PROLGO + CT

n = 143, (%)
PLACEBO + CT

 n = 149, (%)
Adverse Events (all grades) 139 (97,2) 132 (89,2)

AEs (grades 3-4) 90 (62,9) 61 (41,2)
Adverse Reactions (all grades) 94 (65,7) 77 (52,0)

ARs (grades 3-4) 35 (24,5) 13 (8,8)
irAE (all grades) 52 (36,4) 22 (14,9)
Treatment discontinuation 

due to AE
20 (14,0) 11 (7,4)

AEs  (grade 5) 13 (9,1) 16 (10,8)
ARs (grade 5) 2 (1.4) 0

Table 3. Safety parameters. Safety Analysis Set.  

Secondary Endpoints: Progression Free Survival, ORR and Safety  

Figure 5. Overall Survival. Subgroup analysis by race and level of PD-L1 expression at baseline 
(TPS < 1%, TPS ≥1%). Full Analysis Set

Primary Endpoint: Overall Survival 

Figure 6. Progression Free Survival per RECIST 1.1. Subgroup analysis by race and level of         
PD-L1 expression at baseline (TPS < 1%, TPS ≥1%). Full Analysis Set

CONCLUSION: 

Efficacy outcomes.
PFS rate at 32 months was 17.3% in the Prolgo+CT group and 7.0% in the Placebo+CT group, the median PFS (per RECIST 1.1)  was 7.72 
months and 5.52 months (HR 0.63; 95% CI: 0.48; 0.82), recently.

The DOMAJOR data continue to demonstrate that adding prolgolimab to pemetrexed and platinum-based chemotherapy 
provides a clinically meaningful benefit, with a favorable safety profile, in patients with previously untreated nonsquamous 
NSCLC without EGFR or ALK alterations.
The confirmed OS benefit reinforces the primacy of OS over PFS in the final assessment of efficacy. However, the magnitude 
of PFSbenefit in patients with PD-L1–negative tumors remains uncertain. In addition, subgroup findings suggest potentially 
different patterns of immunotherapy efficacy between Asian and non-Asian patients; these exploratory observations should be 
interpreted cautiously and require further investigation.
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Figure 1. Overall survival. Full Analysis Set

Time (months)

Figure 3. Progression Free Survival. Full Analysis Set
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Median follow-up 35.9 months
 

Prolgo+CT 
Placebo+CT 

Figure 2. Overall Survival. Subgroup analysis by level of PD-L1 expression at baseline (TPS < 1%, TPS ≥ 1%). 
Full Analysis Set
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Median follow-up 32.2 months
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Figure 4. Progression Free Survival. Subgroup analysis by level of PD-L1 expression at baseline (TPS < 1%, TPS ≥ 1%). Full Analysis Set
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