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Abstract; Objective
programmed death — 1 (PD - 1) inhibitors ( tislelizumab injection or

To observe the clinical efficacy and safety of

sintilimab injection ) combined with the capecitabine tablet and
oxaliplatin for injection regimen ( XELOX) as first — line treatment in
patients with advanced gastric signet — ring cell carcinoma ( SRCC)
Methods Patients with SRCC were enrolled and divided into control

group and treatment group using a random number table. The control
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group received the XELOX regimen, 130 mg + m > intravenous oxaliplatin for injection on day 1, and oral 1 000 mg + m >
capecitabine tablets twice daily from days 1 to 14, repeated every 21 days. The treatment group received an intravenous
infusion of tislelizumab injection or sintilimab injection 200 mg per dose prior to the XELOX regimen, also administered
every 21 days. Both groups were treated for 6 cycles. Clinical efficacy, tumor markers, immune function, clinical
scores, safety and long — term prognosis were compared between the two groups. Results A total of 82 patients were
included, with 41 cases in each group. The levels of carcinoembryonic antigen (CEA) in treatment and control group
were (6.46 £1.03) and (7.00 £0.94) ng - mL™", respectively; the levels of carbohydrate antigen 19 =9 (CA19 -9)
were (18.62 £3.36) and (20.58 £3.52) U - mL™", respectively; vascular endothelial growth factor ( VEGF) were
(33.57 +5.56) and (36.15 +5.03) ng - mL™", respectively; CD3" T cells were (62.31 +5.71)% and
(59.50 £6.10)% , respectively; CD4" T cells were (47.56 £5.93)% and (44.91 +4.84)% , respectively;
European organisation for research and treatment of cancer quality of life questionnaire core 30 ( QLQ - C30) score
were (60.15 £11.01) and (55.02 £9.46) points, respectively; and revised piper fatigue scale ( RPFS) score were
(5.05+0.89) and (5.49 + 0.84) points, respectively; the levels of CA72 — 4 were (34.07 +3.74) and
(36.23 £3.01) U - mL™", respectively; the CD4*/CD8 " ratios were 1.99 +0.35 and 1.75 £0.37, respectively;
the differences of above indicators between two groups were all statistically significant (P <0.05, P <0.01). Adverse
drug reactions in both groups were grade | or Il and resolved after drug discontinuation. The incidence of adrenal
dysfunction in the treatment group was 14.63% (6 cases/41 cases), which was significantly higher than that in the control
group (0% ) (P <0.05). The median survival time was 38 months in the treatment group and 28 months in the control group
(P <0.05). Conclusion PD -1 inhibitors (tislelizumab or sintilimab injection) combined with the XELOX regimen as first
—line therapy can enhance the efficacy in patients with advanced SRCC, significantly improve quality of life and long — term
survival benefits, and exhibit a favorable safety profile. This therapeutic advantage may be attributed to the regimen’s effect
on downregulating tumor markers and improving immune function.

Key words: tislelizumab injection; sintilimab injection; capecitabine tablet plus oxaliplatin for injection; gastric signet
ring cell carcinoma; programmed death — 1 inhibitor; first — line treatment
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Table 2 Comparison of tumor markers between the two groups (x £s)

R1 2 4URE BRI LR (2 £5)

Table 1 Comparison of general data between the two groups(x +s)

Ttem Control(n=41) Treatment (n =41)
Gender (male/female) 16/25 18/23
Age(year, x £5) 56.49 £7.90 56.29 £6.72
BMI(kg - m~2, x£s) 22.57 £3.02 22.35+£2.96
ECOG( point) (n,% )

0 21(51.22% ) 19(46.34% )

1 14(34.15% ) 17(41.46% )

2 6(14.63% ) 5(12.20% )
TNM classification(n,% )

| 27(65.85% ) 29(70.73% )

v 14(34.15% ) 12(29.27% )
Tumor location(n,% )

Whole stomach 4(9.76% ) 3(7.32%)

6(14.63% )
17(41.46% )
14(34. 15% )

6(14.63% )
19(46.34% )
13(31.71%)

Gastric fundus

Gastric body

Gastric antrum
Transfer situation(n,% )
11(26.83% )
4(9.76% )

12(29.27% )
2(4.88% )

Liver metastasis
Lung metastasis

26(63.41% ) 27(65.85% )

Lymph node metastasis
Pathological classification(n,% )
34(82.93% )

Diffuse type 36(87.80% )

Mixed type 7(17.07% ) 5(12.20% )
CPS(point) (n,% )

<5 21(51.22% ) 24(58.54% )

=5 20(48.78% ) 17(41.46% )

BMI: Body mass index; ECOG: Eastern Cooperative Oncology Group;
CPS score: Combined positive score; Control group: XELOX, on day 1,
administer oxaliplatin intravenously at a dose of 130 mg + m =2, from days 1
to 14, administer capecitabine orally at a dose of 1 000 mg - m =2, bid,
repeat every 21 days, for a total of 6 cycles; Treatment group: In addition to
the control group, PD - 1 inhibitors ( tislelizumab/sintilimab ) were
administered as follows, prior to the XELOX regimen, tislelizumab or
sintilimab was intravenously infused at a dose of 200 mg once daily,

administered every 21 days for 6 treatment cycles.

Control(n =41)

Treatment (n =41)

Item
Before treatment

After treatment

Before treatment After treatment

CEA(ng - mL™") 31.23 £3.00 7.00 £0.94* * * 31.61 £2.97 6.46 £1.03** **
CA19-9(U - mL™") 85.48 +11.01 20.58 £3.52%* * 84.83 £ 11.67 18.62 +3.36* % **
CA72-4(U-mL™") 49.33 +6. 86 36.23 +3.01%** 49.64 +£5.76 34.07 3,74 % *#
VEGF(ng - mL.™") 91.78 +12. 80 36.15+5.03" "~ 92.75 +15.79 33.57 +5.56* % **

CEA: Carcinoembryonic antigen; CA 19 —9: Carbohydrate antigen 19 -9; CA 72 -4 Carbohydrate antigen 72 —4; Compared with before treatment in the

same group,

** P <0. 001 ; Compared with the control group at the same time,*P <0.05,* P <0. 01.
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Table 3 Comparison of immune function between the two groups(x +s)

Control(n =41)

Treatment (n =41)

frem Before treatment After treatment Before treatment After treatment

CD3* (%) 35.03 £4.27 59.50 £6.10" * * 35.79 £4.48 62.31 £5.71****#
CD4* (%) 28.90 £3.91 44.91 +4. 84" * 28.45 £4.51 47.56 £5.93 * * **
CD4*/CD8* 1.30 +0.24 1.75+0.37*** 1.31£0.25 1.99 £0.35* * *#

CD3 * ; Cluster of differentiation 3 positive T lymphocyte; Compared with before treatment in the same group, * * * P <0. 001 ; Compared with the control group

at the same time,*P <0. 05, P <0.01.

F4 2 4URHIRRIEIHI R (J) % +5)

Table 4 Comparison of clinical score between the two groups (score, x +s)

Control(n =41)

Treatment (n =41)

Item

Before treatment After treatment Before treatment After treatment
QLQ - C30 42.61 £6.02 55.02+£9.46% %~ 42.76 £5.76 60.15 +11.01****
RPFS 4.80 £0. 68 5.49£0.84" " * 4.78 £0. 65 5.05 +0. 89"

QLQ - C30: EORTC quality of life questionnaire — core 30; RPFS: Revised piper fatigue scale; Compared with before treatment in the same group,

*** P <0.001 ;Compared with the control group at the same time, P <0. 05.

RS 2HBHEMBITT BN (n, %)

Table 5 Comparison of clinical efficacy between the two groups

(n,%)

Item Control(n =41) Treatment (n=41)
CR 0(0) 0(0)

PR 13(31.71) 20(48.78)

SD 15(36.59) 15(36.59)

PD 13(31.71) 6(14.63)
ORR 13(31.71) 20(48.78)
DCR 28(68.29) 35(85.37)

CR: Complete response; PR: Partial response; SD: Stable disease; PD:
Progressive disease; ORR: Objective response rate; DCR: Disease control

rate.

®6 2ABHLYA R LEL (n,% )
Table 6 Comparison of adverse drug reactions between the two

groups(n,% )

Item Control(n =41) Treatment (n=41)
Nausea/vomiting 22(53.66) 24(58.54)
Neutropenia 15(36.59) 16(39.02)
Anemia 10(24.39) 14(34.15)
Thrombocytopenia 8(19.51) 9(21.95)
Myocarditis 0(0) 1(2.44)
Fatigue 19(46.34) 22(53.66)
Hand - foot syndrome 5(12.20) 7(17.07)
Hepatic function abnormalities 8(19.51) 10(24.39)
Immune - related pneumonitis 1(2.44) 5(12.20)
Adrenal insufficiency 0(0.00) 6(14.63)*
Rash 4(9.76) 9(21.95)
Infection 5(12.20) 6(14.63)

Compared with the control group,*P <0. 05.
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Figure 1  The curves of overall survival of patients in the two group
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