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Background

reatment for patients with advanced/recurrent cancer.
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ABSTRACT

BACKGROUND
Standard first-line chemotherapy for endometrial cancer is paclitaxel plus carbo-
platin. The benefit of adding pembrolizumab to chemotherapy remains unclear.

METHODS
In this double-blind, placebo-controlled, randomized, phase 3 trial, we assigned
816 patients with measurable disease (stage I or IVA) or stage IVB or recurrent
endometrial cancer in a 1:1 ratio to receive pembrolizumab or placebo along with
combination therapy with paclitaxel plus carboplatin. The administration of pem-
brolizumaby or placebo was planned in 6 cycles every 3 weeks, followsd by up to
14 maintenance cycles every 6 weeks. The patients were stratified into two cohorts
according to whether they had mismatch repair-deficient (dMMR) or mismatch
repair-proficient (pMMR) discase. Previous adivvant chemotherapy was permitted
if the trestment-free interval was at least 12 months. The primary outcome was
progression-free survival in the two cohorts. Interim analyses were scheduled to
be triggered after the occurrence of at least 84 events of death or progression in
the dMME cohort and at least 196 events in the pMMR cohort.

RESULTE
In the 12-month analysis, Kaplan—Meiler estimates of progression-free survival in
the dMME cohort were 74% in the pembrolizumab group and 38% in the placebo
group (hazard ratio for progression or dearh, 0.30; 95% confidence interval [CI),
019 to 048; P<OU001), a 70% difference in relative risk. In the pMME cohort,
median progression-free survival was 131 months with pembrolizumab and 87
months with placebo (hazard ratio, 0.54; 95% CI, 0.41 o 0.71; P<0.001). Adverse
events were as expected for pembrolizumab and combinarion chemotherapy.

CONCLUSIONS
In patients with advanced or recurrent endemetrial cancer, the addition of pem-
brolizumab to standard chemotherapy resulted in significantly longer progression-
free survival than with chemotherapy alone. (Funded by the Mational Cancer Insti-
tute and others; NRG-GY018 ClinicalTrials.gov number, NCT03914612.)
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 Anti-PD-1/PD-L1 antibody combined with chemotherapy is the standard first-line
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* A humanized bi-specific antibody that binds
to PD-1 and CTLA-4 simultaneously.

* Scafold Fc-engineered design could minimise
lymphocyte loss and antibody-dependent
cytokine release.
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Could an anti-PD-1/CTLA-4 bi-specific antibody

provide clinical benefits in the first-line setting?

We conducted a multicenter, single-arm, phase II trial to evaluate cadonilimab combined with

chemotherapy as the first-line treatment for advanced/recurrent endometrial cancer
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* CARE Trial _Cadonilimab and Chemotherapy in Endometrial Cancer (NCT06066216)

Treatment ends \

*Progression disease
*Unacceptable toxicity

N=45 *Death
: i o *Loss to follow-up
Simon Two-Stage Design __ “Other y
Stage | n=17, Stage Il n=28
L
Cadonilimab 10 mg/kg, d1
Carboplatin AUC = 4-5, d1
S : : 2
Eligible patients Paclitaxel 175 mg/m<, d1 R TP
18 years or older; IV, Q3W, for 6 - 8 cycles
*Newly diagnosed stage Ill or IV/ recurrent EC;

*Untreated;
*Measurable lesions according to RECIST V.1.1;
« ECOG score 0-1;

*Primary endpoint: ORR
*Secondary endpoints: DCR, DOR, PFS, OS, safety
*Exploratory endpoint: Immune biomarkers

* If more than 7 patients in stage I respond to the therapy, the trial will proceed to stage II.
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Enrolled n=47 APRIL 10-13, 2026

 Enrollment: From Dec 28, 2023 to Dec 29, 2025 Cadonilimab plus
paclitaxel-carboplatin, g3w n=45 4 )
e Data cut-off date: Feb 28, 2026 J
\{ 4

e Median followed-up: 10.9 months (8.8, 13.0)

Eligible for efficacy assessment n=41%

Eligible for safety assessment n=45 \

On treatment n=20 J

Figure 1 Patient flow diagram

KFour patients could not be evaluated due to the absence of
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Baseline characteristics

. L. APRIL 1013, 2026
Characteristic n=45

Age, years, median (range) 60(49-75)

Disease status, No. (%)

Newly diagnosed FIGO stage 111 6(13.33)
Newly diagnosed FIGO stage IV 15(33.33)
Recurrent 24(53.33)

Histology type, No. (%)

Endometrioid 30(66.67)
Serous 7(15.56)
Others 8(17.78)

MMR status, No. (%)
Proficient 36(80)

Deficient 9(20)
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Efficacy Evaluable Set 80
Efficacy
n=41 a0
ORR, % (95% CI) 71.1 (56.6 to 82.3) 78.0 (63.3 to 88.0) 40
DCR, % (95% CI) 88.9 (76.5 to 95.2) 97.6 (87.4 to 99.9) 20
Best overall response 0 --IIIII
CR 1 1 -20 IIIIIIIIIII
-40
PR 31 31
-60- ECR
® pMMR
SD 8 3 —Po
-80 M rD
PD 1 1 _100
Not evaluable 4 - -120

Abbreviations: FAS, Full analysis set; ORR, Objective response rate;  DCR, . o . _ . .
Figure 2 Waterfall plot depicting the best change in target lesion size from baseline.
Disease control rate; CR, Complete response; PR, Partial response; SD, Stable

disease; PD, Progressive disease.

In stage 1, 12 out of 17 patients achieved either complete response (CR) or partial response
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Efficacy in each patients

Efficacy

CR
PR
SD
PD

Event

o X0OD¥%

Response Start
Progression

Off Treatment
Death

Still On Treatment

MMR status

dMMR
pMMR

Figure 3 The swimmer plot.
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—~ 100 - 100 -
é M
'g 75 § 75
-
o S
2 50 D50
c =
o o
2 o
g 25 Median PFS: 17.77 months (95%Cl: 9.1-NR) O 25 Median OS: Not reached
87 12-months PFS rate (%): 58.6 (95%ClI: 43.9-78.3) 12-months OS rate (%): 88.1 (95%CI: 77.7-99.8)
o
0 L T L 1 0 T L] T T 1
0 5 10 15 20 0 5 10 15 20 25
Time from Treatment Start, months Time from Treatment Start, months
No. at risk No. at risk
41 35 17 9 2 41 36 26 13 6 1
0 5 10 15 20 0 5 10 15 20 25

Time from Treatment Start, months

PEFS

Time from Treatment Start, months

0N
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-~ dMMR -* pMMR < dMMR -+ pMMR

100 vV = ‘

-
o
o

~J
o
~J
n

Progression-free survival (%)
(%))
o
Overall survival (%)
P

25 1 Median (pMMR): 17.77 months (95%Cl: 7.13-NR) 25 1 dMMR 12-months OS rate (%): 85.7 (95%Cl: 63.3-100)
dMMR 12-months PFS rate (%): 85.7 (95%CI: 63.3-100) pMMR 12-months OS rate (%): 89.0 (95%Cl: 77.9-100)
PMMR 12-months PFS rate (%): 51.6 (95%CI: 35.5-75.1)
O L] L] Li L U L L] L| L L|
0 D 10 15 20 0 5 10 19 20 25
Time from Treatment Start, months Time from Treatment Start, months
No. at risk No. at risk
dMMR{ 9 8 4 3 0 dMMR4 9 3 4 3 0 0
pMMR { 32 27 13 6 2 pPMMR 4 32 28 22 10 6 1
0 5 10 15 20 0 5 10 15 20 25
Time from Treatment Start, months Time from Treatment Start, months
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* 17.8% (8/45) of patients experienced the Grade 3-4 TRAEs.
* None Grade 5 TRAEs.

Rash: 4.4% (2/45)

Allergy: 4.4% (2/45)

Adrenal insufficiency: 2.2% (1/45)
Hyperglycemia: 2.2% (1/45)

Myelosuppression: 2.2% (1/45)

Hypokalemia: 2.2% (1/45)
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* Cadonilimab combined with chemotherapy showed promising antitumor activity as

the first-line treatment for advanced/recurrent endometrial cancer.

* The combination therapy had a favorable and manageable safety profile.
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