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Univariate analysis Multivariate analysis

Variable
HR (95% CI) P value HR (95% CI)

Therapy regimens

Doublet chemotherapy Reference 0417

:‘Et;l:};:’::;&:iw 1.224 (0.737-2.033) 0436

Triplet regimen 0.835 (0.524-1.332) 0.450

Age (years)

<30 Reference 0.809

=30 0.937 (0.555-1.583)

Sex

Male Reference 0279

Female 1.246 (0.837-1.856)

Tumor location

Gastric cardia Reference 0413

Gastric body 0.735 (0.437-1.238) 0247

Gastric antrum 0.675 (0.363-1.253) 0.213

Histological classification

:f:e:m —— Reference 0.086 Reference 0.190
Poor differentiation 1.835 (0.917-3.670) 0472 1.603 (0.791-3.249)
PS score 7

0 Reference <0.001 Reference <0.001
21 3768 (2.489-5.704) 1333 3791 (2.479-5.798)
PD-L1 expression

Positive Reference 0.950

Negative 0.929 (0.508-1.698) 0.811

Unknown 0.919 (0.545-1.551) 0.751

Peritoneal metastasis

Yes Reference 0314

No 0.819 (0.555-1.208)

Number of metastatic lesions

1 Reference 0.030 Reference 0.014
=2 1.583 (1.047-2.394) 0.535 1.707 (1.116-2.611)

Familial history of tumor

Yes Reference 0.774

No 0.912 (0.487-1.708)

Palliative surgery

Yes Reference 0.173

No 1390 (0.866-2.234)

Later-line treatment of tumors

Yes Reference 0.024 Reference 0.147
No 1.681 (1.071-2.639) 0.341 1.406 (0.887-2.230)

CEA level ?

<1.96 ng/mL Reference 0.366

>1.96 ng/mL 0.834 (0.562-1.236)

CA19-9 level *
<18.08 U/mL Reference 0.799

>18.08 U/mL 0.951 (0.644-1.404)

PD-1, programmed death 1; PS, performance status; PD-L1, programmed cell death-Ligand 1; CEA, carcinoembryonic antigen; CA19-9, carbohydrate antigen (CA) 19-9; HR, hazard ratio; CI,
confidence interval; B, beta coefficient.
* Take the median of this cohort as cut-off value.
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Characteristics n %

Age (years)

<30 32 14.2

>30 193 85.8
Sex

Male 88 39.1

Female (history of childbirth) 137 (126) 60.9 (92.0)

Familial history of tumor

Yes 32 14.2

No 193 85.8

HER?2 status

Positive 21 122,

Negative 151 87.8
Unknown 53 23.5

PD-L1 expression

Positive 40 43.0
Negative 53 57.0

Unknown 132 58.7

Microsatellite status

dMMR/MSI-H ik 1.0
PMMR/MSS 95 99.0
Unknown 129 57.3

Tumor location

Gastric cardia 38 16.9
Gastric body 136 60.4
Gastric antrum 51 22.7

Histological classification
Highly to-moderately differentiated 30 13.3

Poorly differentiated 195 86.7

Palliative surgery

Yes 47 20.9

No 178 79.1
PS score

0 109 48.4

>1 116 51.6

Peritoneal metastasis
Yes 111 49.3

No 114 50.7

HER2, human epidermal growth factor receptor 2; PD-L1, programmed cell death-ligand 1;
dMMR, deficient mismatch repair; MSI-H, microsatellite instability-high; pMMR, proficient
mismatch repair; MSS, microsatellite stability; PS, performance status.
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Doublet PD-1 inhibitor

Triplet regimens

Characteristics Total No. (%) regimens pllus doublet No. (%) p value ?
No. (%) regimens No. (%)

Age (years) 0.669

<30 21(15.7) 8 (12.7) 6(18.8) 7(17.9)

230 113(84.3) 55 (87.3) 26 (813) 32 (82.1)

Sex 0.593

Male 57(42.5) 28 (44.4) 15 (46.9) 14 (35.9)

Female 77(57.5) 35 (55.6) 17 (53.1) 25 (64.1)

Tumor location 0.826

Gastric cardia 24(17.9) 10 (15.9) 9(28.1) 5(12.8)

Gastric body 78(58.2) 43 (68.3) 14 (43.8) 21 (53.8)

Gastric antrum 32(23.9) 10 (15.9) 9 (28.1) 13 (33.3)

Histological classification 0.400

:iﬁgehr::t'i::’::”“ 15(11.2) 9 (143) 1(125) 2(51)

Poor differentiation 119(88.8) 54 (85.7) 28 (87.5) 37 (94.9)

PS score 0.976

0 90(67.2) 42 (66.7) 22 (68.8) 26 (66.7)

>1 44(32.8) 21 (33.3) 10 (31.3) 13 (333)

PD-L1 expression 0.011

Positive 28(47.5) 7 (11.1) 13 (40.6) 8(27.6)

Negative 31(52.5) 15 (23.8) 7(21.9) 9 (31.0)

Unknown 75(56.0) 41 (65.1) 12 (37.5) 12 (41.4)

Peritoneal metastasis [ [ i 0.088

Yes 66(41.8) 27 (42.9) 14 (43.8) 25 (64.1)

No 68(58.2) 36 (57.1) 18 (56.3) 14 (35.9)

:::ir:::r of metastatic 0790

1 52(38.8) 23 (36.5) 14 (43.8) 15 (38.5)

22 82(61.2) 40 (63.5) 18 (56.3) 24 (61.5)

Familial history of tumor 0.826

Yes 17(12.7) 7 (11.1) 5 (15.6) 5(12.8)

No 117(87.3) 56 (88.9) 27 (84.4) 34 (87.2)

Palliative surgery 0.791

Yes 33(24.6) ‘ 14 (222) 8 (25.0) 11 (282)

No 101(75.4) 49 (77.8) 24 (75.0) 28 (71.8)

Ic.)?l:tel:n:?; treatment 0.018

Yes 100(74.6) 53 (84.1) 24 (75.0) 23 (59.0)

No 34(25.4) 10 (15.9) 8 (25.0) 16 (41.0)

CEA level 0.830

<1.96 ng/mL 67(50.0) 31 (49.2) 15 (46.9) 21(53.8)

>1.96 ng/mL 67(50.0) 32 (50.8) 17 (53.1) 18 (46,2)

CA19-9 level 0.686

<18.08 U/mL 67(50.0) 34 (54.0) 15 (46.9) 18 (46.2)

>18.08 U/mL 67(50.0) 29 (46.0) 17 (53.1) 21 (53.8)

PS, performance status; PD-L1, programmed cell death-ligand 1; CEA, carcinoembryonic antigen; CA19-9, carbohydrate antigen (CA) 19-9; PD-1, programmed death 1.
“ Chi-square test, or exact chi-square test if any expected cell size <5.
® Take the median of this cohort as the cutoff value.
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ORR (N=23) DCR (N=104)

p value ®
Events (%) 95% CI 2 Events (%) 95% ClI 2
Doublet chemotherapy 10 (15.9) 6.6%-25.2% 0.895 ‘ 45 (71.4) 60.0%-82.9% 0.787
PD-1 inhibitor plus doublet chemotherapy 4(125) 0.49%-24.6% 0.252 ‘ 22 (68.8) 51.8%-85.7% 0.003
Triplet regimen 9.(23.1) 9.2%-36.9% 0.364 ‘ 37 (94.9) 87.6%-102.1% 0.004

ORR, objective response rate; DCR, disease control rate; CI, confidence interval; PS, performance status; PD-1, programmed death 1.

*95% confidence interval with the Clopper-Pearson exact method, the true probability of ORR or DCR falls within the interval with 95% probability; ® Chi-square test, or exact chi-square test if
any expected cell size <5.
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Univariate analysis Multivariate analysis

Variable
HR (95% CI) P value HR (95% CI)

Therapy regimens

Doublet chemotherapy Reference 0.003 Reference 0.002
:&I))\;;l:};:jei:;tl;\le‘::py 0.951 (0.571-1.586) 0.848 -0.062 0.940 (0.564-1.567) 0.813
Triplet regimen 0.441 (0.271-0.718) 0.001 -0.845 0.430 (0.263-0.700) 0.001
Age (years)

<30 Reference 0.744

230 1.097 (0.631-1.905) ‘

Sex

Male Reference 0.433

Female 0.853 (0.573-1.270)

Tumor location

Gastric cardia Reference 0.180

Gastric body 0.650 (0.379-1.115) 0.117

Gastric antrum 0.561 (0.296-1.063) 0.076

Histological classification

:‘og:erl:te differentiation Reterence. 0630

Poor differentiation 0.856 (0.455-1.610)

PS score

0 Reference 0.112

>1 1411 (0.923-2.158)

PD-L1 expression

Positive Reference 0.730

Negative 1.036 (0.562-1.909) 0911

Unknown 1.200 (0.709-2.031) 0.497

Peritoneal metastasis

Yes Reference 0.422

No 1.178 (0.790-1.756)

Number of metastatic lesions
1 Reference 0.040 Reference 0.027
22 1551 (1.019-2.359) 0472 1.604 (1.054-2.441)

Familial history of tumor

Yes Reference 0.931
No 1.028 (0.548-1.930)

CEA level ?

<1.96 ng/mL Reference 0.589
>1.96 ng/mL 1.116 (0.750-1.660)

<18.08 U/mL Reference 0.527
>18.08 U/mL 0.880 (0.591-1.308)

PD-1, programmed death 1; PS, performance status; PD-L1, programmed cell death-Ligand 1; CEA, carcinoembryonic antigen; CA19-9, carbohydrate antigen (CA) 19-9; HR, hazard ratio; CI,
confidence interval; B, beta coefficient.
* Take the median of this cohort as cut-off value.
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225 unresectable gastric cancer
patients aged under 45 years

23 patients excluded
* Patients without systemic
chemotherapy (N=23)

202 patients received palliative
chemotherapy

68 patients excluded

* Single-drug chemotherapy (N=6)

* Insufficient treatment cycle (N=28)
* Incomplete CT data (N=34)

134 patients received first-line
treatment

63 patients received 32 patients received a 39 patients received
doublet chemotherapy PD-1 inhibitor plus triplet regimens
doublet chemotherapy






OPS/images/fonc.2025.1476402/fonc-15-1476402-g003.jpg
== Doublet chemotherapy group

i PD-1 inhibitor plus
double chemotherapy

-
(=
o

== Triplet regimens group

Doublet vs PD-1 inhibitor P=0.848
Doublet vs Triplet P=0.001

o
o

Progression-free Survival (%) »
=]

o

5 10 15 20
Time (months)

B == Doublet chemotherapy group

PD-1 inhibitor plus double
chemotherapy

}

100

== Triplet regimens group

Doublet vs PD-1 inhibitor P=0.436
Doublet vs Triplet P=0.450

Overall Survival (%)
o
=]

0 20 40 60
Time (months)





OPS/images/fonc.2025.1476402/fonc-15-1476402-g004.jpg
Progression-free Survival (%) >

Overall Survival (%)

mFOLFOX6
Platinum+S-1

Platinum+CAP

-
o
=]

FHE

P=0.408 Doublet chemotherapy

based on paclitaxel

t

2]
=]

0 5 10 15 20
Time (months)

mFOLFOX6
Platinum+8-1
Platinum+CAP

Doublet chemotherapy
based on paclitaxel

(N

100
P=0.743

t

o
o

0 20 40 60
Time (months)

Progression-free Survival (%)

Overall Survival (%)

-
=
1=

o
S

PD-1+mFOLFOX6
PD-1+platinum+S-1
PD-1+platinum+CAP

PD-1+doublet chemotherapy
based on paclitaxel

FHEL

P=0.225

100

o
o

Time (months)

Progression-free Survival (%) ©

PD-1+mFOLFOX6 G
PD-1+platinum+S-1
PD-1+platinum+CAP

FHEL

PD-1+doublet chemotherapy
based on paclitaxel

Overall Survival (%)

10 20 30
Time (months)

-
o
o

o
=]

o
o

100

o
o

10

== Apatinib+doublet chemotherapy
== Platinum+fluorouracil+paclitaxel
== NIPS

P=0.205

10 15 20
Time (months)

== Apatinib+doublet chemotherapy
=== Platinum+fluorouracil+paclitaxel
= NIPS

P=0.014

20 30 40 50
Time (months)

Doublet chemotherapy based
on paclitaxel

PD-1+doublet chemotherapy
based on paclitaxel

NIPS

-
o
(=]

—_—
——

P=0.014

Progression-free Survival (%) o
(2]
o (=]

o

5 10 15 20
Time (months)

Doublet chemotherapy based
on paclitaxel

PD-1+doublet chemotherapy
based on paclitaxel

== NIPS

x

100

P=0.013

Overall Survival (%)
o
o

0 10 20 30 40 50
Time (months)





OPS/images/fonc.2025.1476402/crossmark.jpg
©

2

i

|





