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[B1H 547 F1 22 1R 2 COX [l I 43 M7 i H B2 I GNEC | AE AP IS, UG R 3, IRt — 200y . FARS R EXTHRH BUS
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[ Abstract ] Background and purpose: Gastric neuroendocrine neoplasm (NEN) is a rare type of gastric malignant tumors.
According to the 2019 World Health Organization (WHO) classification criteria for gastrointestinal NEN, gastric NEN can be divided
into well-differentiated neuroendocrine tumor (NET) and poorly-differentiated neuroendocrine carcinoma (NEC). At present, there
is a lack of research on the prognosis of adjuvant chemotherapy for gastric NEC (GNEC). The aim of the research was to investigate
whether adjuvant chemotherapy can benefit patients with GNEC and provide a basis for clinical decision-making. Methods: A
retrospective analysis was performed on the clinical data of about 184 patients with GNEC from July 2008 to June 2019 in Sun Yat-
sen University Cancer Center, The First Affiliated Hospital of Sun Yat-sen University and Fudan University Shanghai Cancer Center.
The follow-up deadline was May 31, 2022. Kaplan-Meier method was used to draw the survival curve, and prognostic relevant
factors affecting the survival of patients with GNEC and the independent prognostic factors were screened out according to univariate
and multivariate COX regression analyses. Finally, the effects of chemotherapy and surgery on the prognosis of patients were further
analyzed. The test level was a=0.05, and SPSS 25.0 was used for all statistical analyses. Results: By univariate COX regression
analysis, it was found that surgery, chemotherapy, treatment method, N stage, M stage and TNM stage were the variables affecting
the prognosis of patients with GNEC (P<<0.05). Multivariable COX regression analysis results showed that surgery, chemotherapy
and M stage were independent prognostic factors for survival in patients with GNEC (P£<<0.001). The 3-year cumulative survival
rates of TNM stage [, II, III and IV were 51.9%, 55.8%, 40.7% and 23.6%, respectively. In the radical resection group, adjuvant
chemotherapy could improve the prognosis of patients with GNEC (P=0.008). The 3-year cumulative survival rates of adjuvant
chemotherapy group and non-adjuvant chemotherapy group were 58.8% and 33.3%, respectively. Stratified analysis showed that
adjuvant chemotherapy could benefit the prognosis of patients with TNM stage II (P=0.018) and TNM stage III (P=0.023). In
addition, there was no significant difference in prognosis between the first-line chemotherapy regimen [ etoposide plus cisplatin
(EP), irinotecan plus cisplatin (IP)] and the gastric adenocarcinoma regimen [ oxaliplatin plus capecitabine (XELOX), oxaliplatin
plus tegafur (SOX), oxaliplatin plus 5-fluorouracil (FOLFOX)] (P=0.668). Conclusion: Adjuvant chemotherapy can significantly
improve the prognosis of patients with GNEC, providing a reference for clinical decision-making.

[ Key words ] Gastric neuroendocrine carcinoma; Adjuvant chemotherapy; Prognosis
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Tab.1 Clinicopathological data of 184 patients with gastric neuroendocrine carcinoma
Clinicopathological data n (%) Clinicopathological data n (%)
Agelyear N, 16 (8.7)
<60 54(29.3) N; 22 (12.0)
=60 130 (70.7) NA 9(4.9)
Gender M stage
Male 148 (80.4) M, 114 (62.0)
Female 36 (19.6) M, 70 (38.0)
Tumor site TNM stage
Upper stomach 85(46.2) I 11 (6.0)
Middle stomach 66 (35.9) I 60 (32.6)
Lower stomach 33 (17.9) m 43 (23.4)
Tumor size/cm 1% 70 (38.0)
<6 76 (41.3) Surgery
=6 30(16.3) No 47 (25.5)
NA 78 (42.4) Yes 137 (74.5)
Tumor pathological type Surgery mode
NEC 141 (76.6) Radical 129 (70.1)
MiINEN 43 (23.4) Palliative 8(4.3)
Histopathology Without surgery 47 (25.5)
Large cell 35(19.0) Chemotherapy
Small cell 33(17.9) No 41 (22.3)
Mixed 43 (23.4) Yes 143 (77.7)
Unknown 73 (39.7) Chemotherapy regimen
Ki-67 proliferation index EP, IP 91 (49.5)
20%-55% 43 (23.4) XELOX, SOX, FOLFOX 31(16.8)
>55% 127 (69.0) FOLFIRI, CAPTEM, taxol 52.7)
NA 14(7.6) Nz ncklli:(r)r;);herapy or protocol 57 (31.0)
T stage Severe adverse reactions to
chemotherapy occurred
T, 6(3.3) No 49 (34.3)
T, 22 (12.0) Yes 94 (65.7)
T, 98 (53.3) Comprehensive treatment model
T, 48 (26.1) Surgery+chemotherapy 109 (59.2)
NA 10 (5.4) Surgery alone 28 (15.2)
N stage Chemotherapy alone 34 (18.5)
N, 42 (22.8) Without treatment 13(7.1)
N, 95 (51.6)

NA: Not available.
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Tab. 2 Results of univariate and multivariate analysis

Univariate analysis Multivariate analysis

Variable
HR (95% CI) P value HR (95% CI) P value
Agelyear 0.154
<60 1.000
=60 1.365 (0.890-2.094)
Gender 0.784
Male 1.000
Female 1.067 (0.672-1.694)
Tumor site 0.774
Upper stomach 1.000
Middle stomach 0.861 (0.560-1.324) 0.496
Lower stomach 1.000 (0.607-1.648) 0.998
Tumor size/cm 0.311
<6 1.000
=6 1.337 (0.762-2.347)
NA
Tumor pathological type 0.259
NEC 1.000
MiNEN 1.267 (0.840-1.910)
Histopathology 0.891
Large cell 1.000
Small cell 0.876 (0.489-1.571) 0.658
Mixed 0.894 (0.518-1.543) 0.687
Ki-67 proliferation index 0.141
20%-55% 1.000
>55% 1.379 (0.899-2.115)
T stage 0.255
T, 1.000
T, 1.153 (0.312-4.268) 0.831
T, 2.055 (0.644-6.559) 0.224
T, 2.064 (0.629-6.773) 0.232
N stage 0.029 1.145 (0.898-1.461) 0.276
N, 1.000
N, 1.062 (0.657-1.717) 0.805
N, 0.783 (0.350-1.752) 0.552
N; 2.457 (1.230-4.911) 0.011
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Univariate analysis

Multivariate analysis

Variable
HR (95% CI) P value HR (95% CI) P value
M stage <<0.001 2.754 (1.703-4.454) <0.001
M, 1.000
M, 2.818 (1.938-4.098)
TNM stage <<0.001
I 1.000
I 1.717 (0.604-4.879) 0.310
1 2.170 (0.754-6.241) 0.151
v 5.047 (1.821-13.989) 0.002
Surgery <0.001 0.378 (0.229-0.626) <0.001
No 1.000
Yes 0.224 (0.149-0.339)
Surgery mode 0.153
Radical surgery 1.000
Palliative surgery 1.844 (0.797-4.267)
Chemotherapy <0.001 0.347 (0.215-0.559) <0.001
No 1.000
Yes 0.481 (0.319-0.726)
Chemotherapy regimen 0.836
EP, IP 1.000
XELOX, SOX, FOLFOX 0.889 (0.520-1.520) 0.668
FOLFIRI, CAPTEM, taxol 0.719 (0.174-2.967) 0.648
Severe adverse reactions to chemotherapy occurred 0.736
No 1.000
Yes 0.923 (0.580-1.470)
Comprehensive treatment model <<0.001
Surgery+chemotherapy 1.000
Surgery alone 2.120 (1.273-3.529) 0.004
Chemotherapy alone 4.476 (2.783-7.197) <<0.001
Without treatment 14.693 (7.083-30.479) <0.001

NA: Not available.

BERMSL UG HE, RigMEF R, Bk
FARAMITF AR A BH A34E RBUELE R R
52.7%. 18.8%F/18.3%.

ok, HEESEER SR, RIFXTGNEC
BEWGA L EFN (P<0.001) , [AEHHZE

M FEHZE (P<0.001) . EHREMHETARYA
BE v, HBLST T UM GNEC B HlUG 3825
Tl B AT A0 AR B B AL T 1 345 B ARAR A7 R 4 3l
$158.8%F133.3% (P=0.008 ) , H{vt:FE ]
SERATRNTA A, BETT I FET KU R AR
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Fig. 1 Survival curves for several prognostic variables
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Tab.3 Effects of surgery and chemotherapy on the prognosis of patients with GENC

Variable Total suiv}llj;r o Mfﬁfg};‘;ﬁg*’l HR (95% CI) P value

Surgery mode

Radical surgery 129 52.7 40 1

Palliative surgery 8 18.8 13 1.831(0.792-4.235) 0.157

Without surgery 47 8.3 11 4.624 (3.047-7.016) <<0.001
Adjuvant chemotherapy

No 27 333 17 1

Yes 102 58.5 47 0.467 (0.275-0.790) 0.008
Different TNM stages (adjuvant chemotherapy)
1 stage (adjuvant chemotherapy)

No 5 NA NA 1

Yes 5 NA NA 0.500 (0.045-5.514) 0.535
Il stage (adjuvant chemotherapy)

No 8 NA 11 1

Yes 50 60.9 50 0.371 (0.156-0.882) 0.018
Il stage (adjuvant chemotherapy)

No 13 16.7 15 1

Yes 24 50.1 37 0.390 (0.167-0.911) 0.023
IVstage (chemotherapy)

No 11 0 3 1

Yes 59 27.7 14 0.160 (0.073-0.351) <0.001
Chemotherapy regimen 0.836

EP, IP 91 42.6 27 1

XELOX, SOX, FOLFOX 31 42.7 27 0.889 (0.520-1.520) 0.668

FOLFIRI, CAPTEM, taxol 5 NA NA 0.719 (0.174-2.967) 0.648
Comprehensive treatment model <<0.001

Surgery+chemotherapy 109 59.0 43 1

Surgery alone 28 32.1 16 2.120 (1.273-3.529) 0.004

Chemotherapy alone 34 10.9 13 4.476 (2.783-7.197) <<0.001

Without surgery 13 0 4 14.693 (7.083-30.479) <0.001

NA: Not available.

(FOLFIRI. CAPTEM, ¥I2BE) fEdGRREEM  J7d) , FARHALITA . paiFARH . paifbyy
JE I R E SR ORI AT BB IR A B A AR AR TR0 43 L 16, 13
JERm g R R, FAMETAREWIEN K4, ZRAGIEE X (P<0.001, 33,
FHAR A (CRAiFARAL . saifeyrdl. g KE3) .
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