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Tab.1 The clinical characteristics of patients with

advanced gastric cancer n(

%)

Chemotherapy Chemotherapy

Patient characteristics plus ICIs alone P value
(n=58) (n=62)
Gender 0.870
Male 46 (79.3) 45 ( )
Female 12 (20.7) 17
Age( years) 0. 106
<65 35(56.9) 41 (66.1)
>65 23(43.1) 21(33.9)
BMI( kg/m?) 0.989
<18.5 15 (25.9) 16 ( )
=18.5 43 (74.1) 46
KPS score 0.108
<90 24 (41.4)  21(33.9)
=90 34 (58.6) 41 (66
The degree of differentiation 0.238
Poorly differentiated 22 (38.0) 30 (48.4)
Moderately differentiated 23 (39.6) 21 (33.9)
Ominous 13 (22.4) 11 (17.7)
Metastatic sites
Liver metastasis 28 (48.3) 24 (38.7) 0.094
Pulmonary metastasis 8 (13.8) 7 (11.3) 0.412
Distant lymph node metastasis 8 ( 13.8) 9 (14.5) 0.822
Complications
Hypertension 11 (19.0) 9 (14.5) 0. 195
Diabetes 4(6.9) 3(4.8) 0.341
Anaemia ( Hb <90 g/L) 14 (24.1) 11 (17.7)  0.088
CEA ( pg/ml) 0.807
<5 10 (17.2) 20 (32.3)
=5 22 (37.9) 18 (29.0)
Ominous 26 (44.8) 24 (38.7)
2.2 120
2.3
(P=0.626) .
2 n( %)

Tab.2 Specific treatment options for patients

receiving chemotherapy alone n( %)

Treatment options

Firstdine therapy Secondine therapy

(n=50) (n=12)
Taxanes plus platinum 9 (18) 2 (16.7)
Fluorouracil plus platinum 29 (58) 2 (16.7)
Taxanes plus fluorouracil 5 (10) 1(8.3)
Other treatment options 7 (14) 7 (58.3)

2.3

120
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Tab.3 Specific treatment options for patients

receiving chemotherapy plus ICIs n( %)

Firstdine Second-ine

Treatment options therapy therapy
(n=45) (n=13)
Camrelizumab plus taxanes 1(2.2) 2(15.4)
Camrelizumab plus taxanes and fluorouracil 4(8.9) 2(15.4)
Camrelizamab plus fluorouracil 6 (13.3) 1(7.7)
Camrelizumab plus taxanes and platinum 2(4.4) 2(15.4)
Camrelizumab plus fluorouracil and platinum 19 (35.6) 1 (7.7)
Sintilimab plus fluorouracil and platinum 5(11.1) 1(7.7)
Sintilimab plus taxanes 1(2.2) 0(0)
Sintilimab plus fluorouracil 3(6.7) 1(7.7)
Sintilimab plus taxanes and platinum 1(2.2) 0(0)
Other treatment options 3(6.7) 3(23.1)

4

Tab. 4 Comparison of the efficacy of different treatment modalities

PR+ ORR DCR

Treatment options PD S R (%) (%) x> P value
Chemotherapy plus ICIs 3 39 16 27.5 94.8
Chemotherapy 9 47 6 9.7 69.4 8.165 0.017
2.4
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Tab. 5 Occurrence of treatment-related adverse reactions

Chemotherapy

Adverse reactions Chemotherapy
plus IClIs
Myelosuppression Grade 1 -2 6 3
Grade 3 -4 1 1
Capillary hyperplasia Grade 1 -2 5 0
Grade 3 -4 1 0
Nausea and vomiting Grade 1 -2 3 4
Grade 3 -4 1 1
Fatigue Grade 1 -2 2 3
Grade 3 -4 0 0
Abnormal liver function  Grade 1 -2 2 1
Grade 3 -4 0 0
Hand-oot syndrome Grade 1 -2 0 2
Grade 3 -4 0 0
Rash Grade 1 -2 2 0
Grade 3 -4 0 0
Diarrhoea Grade 1 -2 2 0
Grade 3 -4 0 0
Hypothyroidism Grade 1 -2 1 1
Grade 3 -4 0 0
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6 PFS
Tab.6 Median PFS and univariate analysis of prognostic factors in patients receiving chemotherapy alone

Variable Median PFS ( months) P value HR(95% CI)

Age ( <65 years vs >65 years) 4.83 vs5.67 0.268 0.726(0.411 —1.283)
Gender ( Male vs Female) 5.56 vs 4.33 0.026 0.491(0.262 -0.919)
BMI ( kg/m?) ( <18.5 vs =18.5) 4.17 vs 5.83 0.023 0.490( 0.266 —0.905)
KPS score ( <90 vs =90) 5.07 vs5.33 0.078 1.658(0.940 -2.925)
The degree of differentiation ( Poorly differentiated vs

Moderjely differentiated vs O(minoui) 4.83 055.83 05 5.07 0892 0-974(0.670 - 1. 148)
Liver metastasis ( with or without) 3.57 vs 5.40 0.551 1.179(0.687 —2.024)
Pulmonary metastasis ( with or without) 5.07 vs 5.37 0.348 0.636(0.247 —1.635)
Distant lymph node metastasis ( with or without) 3.87 vs 5.37 0.038 2.208( 1.046 —4.662)
Anaemia ( Hb <90 g/L or =90 g/L) 3.57 vs5.40 0.986 1.415(0.710 -2.817)
NLR ( High level vs Low level) 4.17 vs 5.87 0.237 1.377(0.810 —2.341)
PNI ( High level vs Low level) 5.83 ws4.17 0.431 0.808( 0.474 —1.375)

7 PD4 PFS

Tab.7 Median PFS and univariate analysis of prognostic factors in patients

receiving chemotherapy plus ICIs

Variable Median PFS ( months) P value HR(95% CI)
Age ( <65 years vs >65 years) 5.90 vs 7.63 0.316 0.751(0.427 -1.319)
Gender ( Male vs Female) 6.87 vs 7.40 0. 846 1.072 (0.534 -2.152)
BMI ( kg/m?) ( <18.5 vs =18.5) 4.60 vs 7.40 0.443 0.774( 0. 402 - 1.490)
KPS score ( <90 vs =90) 6.60 vs 7.40 0.751 1.095(0.625 -1.919)
The degree o.f differf-,nlialion ( P.oorly differentiated vs 4.93 45 8.17 s 6.07 0.146 0.778(0. 555 — 1.01)
Moderately differentiated vs Ominous)
Liver metastasis ( with or without) 6.27 vs 7.40 0.415 1.262(0.721 -2.208)
Pulmonary metastasis ( with or without) 5.07 vs7.17 0.793 1.107(0.517 -2.370)
Distant lymph node metastasis ( with or without) 7.40 vs 6.87 0.946 1.028( 0.461 —2.294)
Anaemia ( Hb <90 g/L or =90 g/L) 5.90 vs 7.27 0.950 0.979(0.500 —1.918)
NLR ( High level vs Low level) 7.27 vs 6.00 0.998 1.001(0.557 -1.797)
PNI ( High level vs Low level) 7.47 vs 6.00 0.035 0.534(0.299 -0.956)
8 PES PD .
Tab.8 Median PFS and multivariate analysis of prognostic PD4 ICIs
factors in patients receiving chemotherapy alone
o PD4
Variable P value HR(95% CI)
Gender ( Male vs Female) 0.056 0.540(0.287 - 1.105) PFS ICIs °
BMI ( kg/m?) ( <18.5 s =18.5) 0.039 0.519(0.278 -0.967) PD4 PFS
Distant lymph node metastasis 0.035 2.226(1.058 -4.687) 37% HR 0. 63 ( 95% CI 0. 41
( with or without)
~0.98) P<0.05 4B PD4
0.05) PFS 7.17 (95% CI PFS  7.17 (95% CI 5.57 ~8.77)
5.85~8.49) 5.33 (95% CI 3.96 ~5.70) . PFS 540 (95%CI4.53 ~
3B 7.27) .
PFS o 3B o o
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1 (A) ICIs (B) PNI PFS
Fig.1 PFS curves of patients with advanced gastric cancer based on PNI level of chemotherapy alone( A) and chemotherapy plus ICIs( B)

2 (A) ICIs (B) NLR PFS
Fig.2 PFS curves of patients with advanced gastric cancer based on NLR level of chemotherapy alone( A) and chemotherapy plus ICIs( B)

3 (A) (B) PFS

Fig.3 PFS curves of patients with advanced gastric cancer based on overall ( A) and firstdine ( B) treatment
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Efficacy and prognostic biomarker analysis of PD- inhibitor combined

with chemotherapy in the treatment of advanced gastric cancer
Fei Xichang Peng Yao Li Siyu Wang Tao Zhang Mingjun
( Dept of Oncology The Second Affiliated Hospital of Anhui Medical University Hefei 230601)

Abstract Objective To analyze the current status of anti-PD- combined with chemotherapy in advanced gastric
cancer. Methods The clinical data of 120 patients with advanced gastric cancer treated with chemotherapy or anti—
PD4 plus chemotherapy were retrospectively analyzed. The efficacy measures include objective response rate
( ORR) disease control rate ( DCR) and progressionHree survival( PFS)  and the occurrence of adverse reac—
tions in patients was monitored. Univariate and multivariate Cox were used to analyze the relationship between clini—
copathologic data including age gender body mass index( BMI) differentiation degree and related hematologi—
cal indexes  specific treatment conditions and PFS and to analyze the influence of treatment plan and line num—
ber on the curative effect. Results The PFS of chemotherapy plus immunotherapy was significantly better than that
of chemotherapy alone ( P <0.05) and the median PFS of the two was 7. 17 months (95% CI 5. 85 —8.49) and
5.33 months (95% CI 3.96 —5.70) respectively. In the combination group the overall ORR was 27. 5% and
DCR was 94. 8% . In the chemotherapy group alone the overall ORR was 9. 7% and DCR was 69.4% . In the
chemotherapy plus anti-PD- group a high prognostic nutritional index ( PNI) level also provided superior PFS in
patients with a 47% reduction in the risk of progression versus a low PNI level HR 0.53 (95% CI 0. 30 -0.96) ;
P <0.05 . The median PFS was 7. 47 months (95% CI 5.83 - 9. 11) with a high PNI level versus 6. 00 months
(95% CI 4.45 —17.55) with a low PNI level. The overall incidence of adverse reactions of chemotherapy combined
with anti-PD- was slightly higher than that of chemotherapy alone and the incidence of adverse reactions of grade
3 —4 was similar within a controllable range and could be improved after clinical treatment. Conclusion The
efficacy of anti-PD- combined with chemotherapy in patients with advanced gastric cancer is better than that of
chemotherapy and the adverse reactions are controllable. In the chemotherapy plus anti-PD- group patients with
high PNI levels achieved a higher PFS.

Key words anti-PD-; advanced gastric cancer; efficacy; adverse reactions; prognostic biomarkers
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