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2EMHFWLYHV��To� evaluate� the� e௺ectiveness� and� associated� adverse� e௺ects� of� chemotherapy� UHJLPHQV�
FRQWDLQLQJ�76���LQ�SDWLHQWV�ZLWK�LQRSHUDEOH�JDVWULF�FDQFHU�

6XEMHFWV� DQG� PHWKRGV�� 3URVSHFWLYH� VWXG\�� FURVV�VHFWLRQDO� GHVFULSWLRQ�� ORQJLWXGLQDO� IROORZ�XS� LQ� ���
SDWLHQWV�ZLWK�LQRSHUDEOH�JDVWULF�FDQFHU�WUHDWHG�ZLWK�V\VWHPLF�FKHPRWKHUDS\�XVLQJ�WKH�FKHPLFDO�UHJLPHQV�
76���DORQH��76���FRPELQHG�ZLWK�2[DOLSODWLQ�DQG�76���FRPELQHG�ZLWK�&LVSODWLQ�DW�&HQWUDO�0LOLWDU\�+RVSLWDO�
108�from�10-2019�to�6-2023.�Treatment�response�was�assessed�using�the�RECIST,�adverse�e௺ects�were�
HYDOXDWHG�XVLQJ�WKH�&7&$(�Y������ZKLOH�VXUYLYDO�WLPH�ZDV�HVWLPDWHG�YLD�WKH�.DSODQ�0HLHU�PHWKRG��

5HVXOWV��7KH�DYHUDJH�DJH�RI�SDWLHQWV�ZDV���������������&RPPRQ�PHWDVWDWLF�RUJDQV�LQFOXGHG�SHULWRQHXP�
��������� OLYHU� �������� DQG� O\PSK� QRGHV� ��������� 0RVW� SDWLHQWV� �������� KDG� PHWDVWDVHV� LQ� PXOWLSOH�
organs,�with�47.1%�a௺ecting�two�or�more�sites.�The�partial�response�rates�and�disease�control�rates�were�
������DQG��������UHVSHFWLYHO\��ZLWK�QR�SDWLHQWV�DFKLHYLQJ�FRPSOHWH�UHVSRQVH��7KH�PHGLDQ�SURJUHVVLRQ�
IUHH�VXUYLYDO�ZDV�����PRQWKV��7KH�PHGLDQ�RYHUDOO�VXUYLYDO�ZDV������PRQWKV��7KH�PRVW�FRPPRQ�DGYHUVH�
e௺ect�was�neutropenia� in�55.9%�(22.1%�grade�3�or�higher).�Hand-foot�syndrome�and�neuropathy�were�
XQFRPPRQ�DQG�PRVWO\�PLOG�

&RQFOXVLRQV��7KH�WUHDWPHQW����SDWLHQWV�RI�LQRSHUDEOH�JDVWULF�FDQFHU�ZLWK�FKHPRWKHUDS\�FRQWDLQLQJ�76���
KDG�GLVHDVH�FRQWURO�UDWHV�DQG�SURJUHVVLRQ�IUHH�VXUYLYDO�WLPHV�FRPSDUDEOH�WR�WKRVH�LQ�SXEOLVKHG�SKDVH���
WULDOV��DQG�FRQWUROOHG�DGYHUVH�HYHQWV�

.H\ZRUGV��Stomach�cancer,�metastatic,�TS-1,�inoperable�gastric�cancer.
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*DVWULF� FDQFHU� LV� RQH� RI� WKH� PRVW� FRPPRQ�
FDQFHUV��,Q�9LHWQDP��WKH�QHZ�LQFLGHQFH�UDWH�UDQNV�
�WK�DQG�WKH�GHDWK�UDWH�IURP�VWRPDFK�FDQFHU�UDQNV��UG�
>�@��7KH�PDLQ�SULPDU\�RI�GHDWK�LQ�JDVWULF�FDQFHU� LV�
metastasis.�According�to�an�examination�of�SEER�
data� from�1973� to�2014,�at� the� time�of�diagnosis,�
24.6%�of�the�157,258�gastric�cancer�patients�were�
diagnosed� with� local� stage,� 37.9%� with� regional�
stage,�and�34.4%�with�metastatic�stage�[2].

7KDQNV�WR�WKH�GHYHORSPHQW�RI�GLDJQRVWLF�PHWKRGV��
WKH�GHWHFWLRQ� UDWH�RI�PHWDVWDWLF� VWRPDFK� FDQFHU� LV�
LQFUHDVLQJ�� ,Q� WKH� 1HWKHUODQGV�� WKH� SURSRUWLRQ� RI�
SDWLHQWV� SUHVHQWLQJ� ZLWK�PHWDVWDWLF� GLVHDVH� DW� WKH�
time� of� diagnosis� increased� from� 24%� in� 1990� to�
44%�in�2011�[3].�In�Jing�Xu�et�al’s�study,�out�of�300�
patients� who� experienced� relapse� following� cured�
treatment,�191�individuals�(63%)�developed�distant�
RU�SHULWRQHDO�PHWDVWDVHV�>�@�

7UHDWPHQW� JXLGHOLQHV� UHFRPPHQG� FRPELQLQJ�

WDUJHWHG� WKHUDS\� DQG� V\VWHPLF� FKHPRWKHUDS\�

for� metastatic� gastric� cancer� [5],� [6],� [7].� The�
SURSRUWLRQ� RI� JDVWULF� FDQFHU� SDWLHQWV� UHFHLYLQJ�

targeted� therapy�or� immunotherapy� is� signi¿cant�
(Her-2� (+)� rate� ranges� from� 3.8%� to� 36.6%� [8];�
CPS�rate�≥�5� is�about�29.1%�[9];� the�MSI� rate� is�
high� at� about� 6.74%� [10]).� The� adoption� of� this�
WUHDWPHQW�LQ�9LHWQDP�UHPDLQV�OLPLWHG�GXH�WR�VHYHUDO�

cause,� including� high� costs,� insuႈcient� testing�
IDFLOLWLHV�� DQG� PHGLFLQH� VXSSO\� LVVXHV�� UHVXOWLQJ�

in�a�signi¿cantly�low�number�of�patients�receiving�
the� therapy.� Systemic� chemotherapy� remains�
WKH�PDLQVWD\� RI� WUHDWPHQW� IRU�PRVW� SDWLHQWV� ZLWK�

PHWDVWDWLF� JDVWULF� FDQFHU�� 7UHDWPHQW� JXLGHOLQHV�

UHFRPPHQG� FRPELQLQJ� D� FLVSODWLQ� FKHPLFDO�

(cisplatin,�carboplatin)�with�a�Fluouracin�chemical�
(5-FU,�Xeloada,�Tegafur...)�[5],�[6],�[7].
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TS-1��is�an�oral�anticancer�drug�that�combines�
tegafur,�a�prodrug�of� fluorouracil,�with�5-chloro-
2,4-dihydropyrimidine� (CDHP)� and� potassium�
oxonate�(Taiho�Pharmaceutical�Company,�Tokyo,�
Japan).�CDHP�reversibly�antagonizes�the�activity�
RI�GLK\GUR�S\ULPLGLQH�GHK\GURJHQDVH��'3'���WKH�

rate-limiting�enzyme� that�degrades� fluorouracil,�
causing� fluorouracil� to� maintain� high� concen-
WUDWLRQV� LQ� VHUXP� DQG� WXPRUV� IRU� ORQJ� SHULRGV�

of� time.�Potassium�oxonate� inhibits� fluorouracil�
SKRVSKRU\ODWLRQ� LQ� WKH� JDVWURLQWHVWLQDO� WUDFW��

ORZHULQJ� WKH� KDUPIXO� HIIHFWV� RI� IOXRURXUDFLO� RQ�

WKH� JDVWURLQWHVWLQDO� WUDFW�� ZKLFK� LV� WKH� PRVW�

dose-limiting� toxicity� of� fluorouracil� [11].� While�
QXPHURXV�SKDVH���FOLQLFDO�WULDOV�KDYH�KLJKOLJKWHG�

the� benefits� of� TS-1� in� treating� gastric� cancer�
[11],� [12],� [13].� TS-1� contributes� to� increasing�
disease-free� survival,� overall� survival� and�
reducing� adverse� events� (especially� hand-foot�
syndrome�and�neuropathy).�Limited�reports�exist�
LQ�9LHWQDP�RQ�WKLV�SUREOHP�

We� conducted� this� study� to� evaluate� the�
eႇectiveness� and� some� adverse� eႇects� of� the�
TS-1� regimens� alone� (TS1-DT),� TS-1� combined�
with� Oxaliplatin� (SOX)� and� TS-1� combined� with�
Cisplatin�(Cis-TS1)�in�the�treatment�of�patients�with�
LQRSHUDEOH�JDVWULF�FDQFHU�

���68%-(&76�$1'�0(7+2'6

�����6XEMHFWV

68� patients� with� inoperable� gastric� cancer�
treated� with� regimens�TS-1� alone,� SOX� and�Cis-�
TS1�at�Central�Hospital�108�from�October�2019�to�
June�2023.

-� Patient� selection� criteria:� age� ≥� 18;� No��
chemotherapy�treatment�for�metastatic�recurrence;�
ECOG�=�0-2�points;�Ensure� the� function�of�major�
organs�(white�blood�cell�count�≥�3.5�G/L;�neutrophil�
count� ≥� 2.000/L;� platelet� count� ≥� 100.000/L;�
hemoglobin� concentration� ≥� 9.0� g/dL;� serum�
creatinine�concentration�≤�106,8�µol/l;�serum�AST�
and� ALT� concentration� ≤� 150� U/L);� consent� to�
SDUWLFLSDWH�LQ�WKH�VWXG\�

-� Exclusion� criteria:� active� infection;� active�
infection;� serious� complications� of� gastric�
cancer;� � severe� chronic� diseases� (such� as�
GLDEHWHV�� XQFRQWUROOHG� K\SHUWHQVLRQ������ DQG�

RWKHU�FDQFHUV��

�����0HWKRGV

-� Study� design:� prospective,� cross-sectional�
description,�longitudinal�follow-up�study.

-� Sampling�and�sample� size�� FKRRVH� WKH�HQWLUH�
VDPSOH��FRQYHQLHQW�VDPSOH�VL]H�

-�Procedure:
+�Ask�questions,�examine�patients,�do�tests�and�

FROOHFW� LQIRUPDWLRQ� DERXW� FOLQLFDO� DQG� ODERUDWRU\�

FKDUDFWHULVWLFV�

��&KRLFH� RI� WUHDWPHQW� UHJLPHQV��EDVHG�RQ� WKH�

performance� of� status� (PS),� Co-morbidity,� side�
eႇect�of�the�regimen�and�the�patient’s�wishes�and�
desires,� one� of� the� regimens�was� choosen:�TS-1�
alone,� SOX,� Cis-TS1.� In� particular,� no� therapy�
in� conjunction� with� Cisplatin� or� Oxaliplatin� was�
chosen� in� patients� with� renal� failure;� PS� =� 2�
points;� numerous� co-morbidities.� No� treatment� in�
combination�with�Cisplatin�in�patients�over�65�years�
of�age.�No�treatment�in�combination�with�Oxaliplatin�
LQ� SDWLHQWV� RYHU� ��� \HDUV� RI� DJH�� &KHPRWKHUDS\�

WUHDWPHQW�

*� TS-1� regimen� alone:� The� TS1� dose� was� 80�
mg/day�for�body�surface�area�(BSA)�<�1.25�m2������

mg/day� for�BSA� ≥� 1.25� to� <� 1.5�m2,� and� 120�mg/
day� for�BSA�≥�1.5�m2.�TS-1�was�given�orally� twice�
daily� for� 2� consecutive� weeks,� 3-week� cycle.� The�
WUHDWPHQWV�ZHUH�FRQWLQXHG�XQWLO�SURJUHVVLYH�GLVHDVH��

unacceptable�toxicity,�the�patient�refused�treatment.
*�SOX�regimen:�TS-1�dose�was�similar�to�TS-1�

dose� in� TS-1� regimen� alone.� Oxaliplatin:� � dose�
100� mg/m2,� mixed� with� 5%� Glucose� solution,�
LQWUDYHQRXV� LQIXVLRQ�RQ�GD\� ��RI� HDFK�F\FOH�� 7KH�

F\FOH� ZDV� HYHU\� �� ZHHNV�� 7KH� WUHDWPHQWV� ZHUH�

FRQWLQXHG� XQWLO� SURJUHVVLYH� GLVHDVH� RU� WKH� SDWLHQ�

experiences�unacceptable�toxicity.
*�Cisplatin-TS1�regimen:�TS-1�was�given�orally�

twice�daily�for�the�¿rst�3�weeks�of�a�5-week�cycle.�
TS-1�dose�is�similar�to�TS-1�dose�in�TS-1�regimen�
DORQH�

Cisplatin�was�administered�at� 60�mg/m2� DV� DQ�

i.v.� infusion� with� adequate� hydration� on� day� 8� of�
HDFK� F\FOH�� 7KH� WUHDWPHQWV� ZHUH� FRQWLQXHG� XQWLO�

progressive� disease,� unacceptable� toxicity,� the�
SDWLHQW�UHIXVHG�WUHDWPHQW�

��+DQGOLQJ�VLWXDWLRQV�GXULQJ�WUHDWPHQW�

7UHDWPHQWV� ZHUH� WHPSRUDULO\� VXVSHQGHG� LI�

leukocyte�<�2.0�G/l;�granulocytes�<�1.0�G/l;�platelets�
<�70�G/l;�grade�3�or�higher�rash.
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TS-1�was�temporarily�stopped�if�Creatinine�>�1.5�
mg/ml;�diarrhea�or�grade�2�or�higher�stomatitis.

Stop� chemotherapy� completely� if� there� is� no�
LPSURYHPHQW�DIWHU���ZHHNV�RI�WHPSRUDULO\�VXVSHQG�
WUHDWPHQW�

In� patients� experiencing� febrile� neutropenia,�
neutropenia;� leukopenia,� thrombocytopenia,� or�
grade�3�or�higher�rash�when�recovering�in�the�next�
treatment,�dose�was�reduced�to�80%.

Patients�with�febrile�neutropenia,�neutropenia;�
leukopenia,� thrombocytopenia,� creatinine� >�
1.5� mg/ml;� grade� 3� or� higher� stomatitis� when�
recovering� in� the� next� treatment,� TS-1� was�
decreased�by�20�mg/day.

��3DOOLDWLYH�FDUH� �V\PSWRPDWLF� WUHDWPHQW��ZHUH�
provided�for�all�study�patients.�In�the�¿rst�line�(study�
regimens),� patients� do� not� receive� any� speci¿c�
WUHDWPHQW�RWKHU�WKDQ�WKH�VWXG\�SURWRFRO�

+� When� the� disease� progressed,� patients�
UHFHLYHG� VHFRQG� OLQH� WUHDWPHQW� RU� SDOOLDWLYH� FDUH�
depending�on�the�speci¿c�patient.

-� Research� variables:� patient� characteristics�
(gender,� age,� co-morbidities,� perfomance� status,�
histopathology);�Treatment�plan�results�(number�of�
chemotherapy�cycles);�inoperable�status�(extensive�
LQYDVLRQ�� V\QFKURQXRV� PHWDVWDVLV�� PHWDFKURQRXV�
GLVWDQW�PHWDVWDVLV���UHVSRQVH�UDWH��RYHUDOO�VXUYLYDO�
time,� progression-free� survival� time� and� some�
DGYHUVH�HYHQWV�

-� Evaluation:� record� clinical� symptoms,� blood�
WHVW�UHVXOWV�EHIRUH�HDFK�WUHDWPHQW�F\FOH�RU�ZKHQ�WKH�
SDWLHQW� KDV� DEQRUPDOLWLHV�� &RPSXWHG� WRPRJUDSK\�
or�magnetic�resonance�imaging�every�6�weeks�until�
WKH�GLVHDVH�SURJUHVVHV�

-�Assessments:�general�health�conditions�were�
assessed� using� ECOG� [14].� Histopathological�
classi¿cation� was� completed� using� WHO� 2019�
and�the�3-tier�grading�system�[15].�The�treatment�
UHVSRQVH� ZDV� DVVHVVHG� XVLQJ� WKH� UHVSRQVH�
assessment� criteria� in� solid� tumours� (RECIST,�
version� 1.0)� [16].� Undesirable� eႇects� were�
DVVHVVHG� XVLQJ� &RPPRQ� 7HUPLQRORJ\� &ULWHULD�
IRU� $GYHUVH� (YHQWV�� YHUVLRQ� ����� �&7&$(� �����
>��@�� 'LDJQRVLV� RI� JDVWULF� FDQFHU� LV� EDVHG� RQ�
KLVWRSDWKRORJLFDO� UHVXOWV�� 'HWHUPLQDWLRQ� RI�
LQRSHUDEOH� JDVWULF� FDQFHU� DFFRUGLQJ� WR� WKH�
UHFRPPHQGDWLRQV� RI� WKH� $PHULFDQ� &DQFHU�
Network�[6].�Assessment�of�the�extent�of�invasion�
ZKHQ� WKH� WXPRU� KDV� LQYDGHG� WKH� PHVHQWHULF�
URRW� RU� WKH� O\PSK� QRGHV� DURXQG� WKH� DRUWD��
LQYDGLQJ�RU�HQYHORSLQJ�PDMRU�YDVFXODU�VWUXFWXUHV��
$VVHVVPHQW� RI� V\QFKURQRXV� PHWDVWDVLV� ZKHQ�
metastasis� is� detected� within� 6� months� from�
WKH� GHWHFWLRQ� RI� SULPDU\� FDQFHU��$VVHVVPHQW� RI�

PHWDFKURQRXV� PHWDVWDVLV� ZKHQ� PHWDVWDVLV� LV�
detected�more�than�6�months�after�the�detection�
RI�SULPDU\�FDQFHU�

-�Analysis�of�research�data:�data�pertaining�to�the�
UHVHDUFK�GLVHDVH�ZHUH�FROOHFWHG�DQG�HQWHUHG� LQWR�
Excel�software,�with�subsequent�analysis�conducted�
using� SPSS� 20.0.� Results� were� presented� as�
PHDQ���VWDQGDUG�GHYLDWLRQ�DQG�SHUFHQWDJH�YDOXHV��
Survival� estimates� were� determined� using� the�
Kaplan-Meier�method.

-� Ethical� issues:� 7KH� VWXG\� FRPSOLHV� ZLWK� WKH�
World�Medical�Association�Declaration� of�Helsinki�
IRU�HWKLFDO�SULQFLSOHV�IRU�PHGLFDO�UHVHDUFK�LQYROYLQJ�
KXPDQ�VXEMHFWV�� 7KH� WUHDWPHQW� SURWRFROV�XVHG� LQ�
WKH� VWXG\� FRPSOLHG� ZLWK� WKH� WUHDWPHQW� JXLGHOLQHV�
RI� WKH� 9LHWQDPHVH� 0LQLVWU\� RI� +HDOWK�� ZKLFK� DUH�
ZLGHO\�XVHG�LQ�FOLQLFDO�SUDFWLFH��$OO�SDWLHQW�SHUVRQDO�
LQIRUPDWLRQ� ZLOO� RQO\� EH� XVHG� IRU� WKH� SXUSRVH� RI�
improving�the�quality�of�care�and�treatment�and�will�
be� kept� con¿dential.�All� research� subjects� clearly�
XQGHUVWDQG�WKH�SXUSRVH�RI�WKH�UHVHDUFK�DQG�DJUHH�
WR�SDUWLFLSDWH�LQ�ZULWLQJ�DQG�FDQ�ZLWKGUDZ�IURP�WKH�
UHVHDUFK�DW�DQ\�WLPH�

���5(68/76

�����3DWLHQW¶V�FKDUDFWHULVWLFV

7DEOH����3DWLHQW¶V�FKDUDFWHULVWLFV��Q� ����

&KDUDFWHULVWLFV
1R��RI�
SDWLHQW

3HUFHQWDJH

*HQGHU
0DOH �� ����

Female �� ����

$JH
5DQJH 31�-�81
0HGLDQ 63.5�±�10.68

&RPRUELGLW\

1R 42 61.7
<HV 26 ����

&DUGLRYDVFXODU�
GLVHDVH�

12 17.6

'LDEHWHV � ����

Other �� 25

3HUIRUPDQFH�
VWDWXV�
(ECOG)

�� �� 25
� �� 66.2
2 6 ���

+LVWRORJ\�
(adeno-�
FDUFLQRPD�

Well�
diႇerentiated � ���

0RGHUDWHO\�
diႇerentiated 24 ����

3RRUO\�
diႇerentiated 26 38.2

Other �� 25.0
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&KDUDFWHULVWLFV
1R��RI�
SDWLHQW

3HUFHQWDJH

,QRSHUDEOH�
FRQGLWLRQ

/RFRUHJLRQDOO\�
DGYDQFHG

2 2.9

Synchronuos �� 70.6
0HWDFKURQXRV �� 26.5

1XPEHU�RI�
PHWDVWDWLF�
ORFDWLRQV

� � ����

≥�2 61 ����

0HWDVWDWLF�
RUJDQV�

3HULWRQHDO 32 ����

/LYHU 25 36.8
/XQJ �� ����

/\PSK 27 29.7
Other 16 23.6

1XPEHU�RI�
PHWDVWDWLF�
RUJDQV

� 36 52.9

≥�2 32 ����

Male/female� ratio� =� 4.2/1,� the� average� age� of�
disease�was�63.5�±�10.68,�common�co-morbidities�
were:� diabetes� (10.3%),� hypertension� (17.6%).�
Synchronuos� metastases� accounted� for� 70.6%�
and� 75%� of� patients� having� a� perfomance� status�
of� 1-2� points.� Common� metastatic� organs� were:�
peritoneum� (47.1%)� and� liver� (36.8%).� Patients�
often�had�metastasis�to�multiple�sites�(89.7%)�with�
47.1%�having�metastasis�to�2�or�more�organs.
�����7UHDWPHQW�SODQ�UHVXOWV

7DEOH����5HVXOWV�RI�LPSOHPHQWLQJ�WKH�WUHDWPHQW�SODQ

1XPEHU�RI�
WUHDWPHQW�
F\FOHV

76���
DORQH

62; &LV�76�

Q � Q � Q �

1-3�cycles � ���� �� 34.6 � 25.0

3-6�cycles � ���� �� 18.2 � 25.0

6-9�cycles � ���� 27.2 � 25.0

>�9�cycles � ���� �� 20 � 25.0

7RWDO � ��� �� ��� � ��

7KH� UHVXOW� RI� LPSOHPHQWLQJ� WKH� WUHDWPHQW� SODQ�

in�68�patients� studied�showed� that� the�number�of�
WUHDWPHQW�F\FOHV�LPSOHPHQWHG�ZDV�DW�OHDVW���F\FOH��

the�maximum�was�25�cycles.�Of�which,�35.3%�(24�
patients)�received�1�to�3�cycles,�20.6%�(14�patients)�
received�3�to�6�cycles,�25%�(17�patients)�received�6�
to�9�cycles�and�19.1%�(13�patients)�received�more�
WKDQ���F\FOHV�

3.3.�Treatment�response�and�adverse�eႇects
7DEOH����5HVSRQVH�WR�WUHDWPHQW

5HVSRQVH
76�� 62; &LV�76� 7RWDO

Q � Q � Q � Q �

&RPSOHWH�
UHVSRQH

� � � � � � � �

3DUWLDO�
UHVSRQH

� � 24 43.6 2 �� 26 38.2

Stable�
GLVHDVH

� 55.6 24 43.6 � 25 �� ����

3URJUHVVLYH�
GLVHDVH

� ���� �� 12.8 � 25 12 ����

7RWDO � ��� �� ��� � � 68 ���

1R�SDWLHQW� DFKLHYHG� D� FRPSOHWH� UHVSRQVH��7KH�

GLVHDVH� FRQWURO� UDWH� �SDUWLDO� UHVSRQVH� �� VWDEOH�

disease)� was� 82.3%,� disease� progression� was�
17.7%.�
Table�4.�Adverse�eႇects

$GYHUVH�
eႇects

$OO�JUDGH *UDGH���RU�PRUH

Q � Q �

Treatment-�
UHODWHG�
GHDWKV�

� � � �

Febrile�
QHXWURSHQLD

�� ���� �� ����

/HXNRSHQLD �� 45.6 2 2.9
1HXWURSHQLD �� ���� �� 22.1
$QHPLD �� 60.3 � ���

Thrombo-�
F\WRSHQLD

� ��� � �

Hand-foot�
V\QGURPH

� ��� 2 2.9

Sensory�
QHXURSDWK\

� ���� 2 2.9

1R� SDWLHQW� GHDWKV� ZHUH� UHODWHG� WR� WUHDWPHQW��

The� main� hematological� adverse� eႇects� were�
neutropenia�(55.9%),�with�22.1%�grade�3�or�higher�
and� 19%� febrile� neutropenia� (14.7%� grade� 3� or�
higher).�The�rate�of�hand-foot�syndrome�was�7.3%�
and�sensory�neuropathy�was�10.3%.

�����6XUYLYDO�WLPH

The�shortest�patient�follow-up�was�3�month,�the�
longest� follow-up� patient�was�21�months,�and� the�
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average�follow-up�time�was�9�months.�Progression-

free� survival� (RFS)� and� overall� survival� (OS)� are�
shown�in�Figures�1�and�2.

)LJXUH����.DSODQ�0D\HU�FXUYH�
WKDW�HVWLPDWHV�WKH�3URJUHVVLRQ�IUHH�VXUYLYDO�

)LJXUH����.DSODQ�0D\HU�FXUYH�
WKDW�HVWLPDWHV�WKH�RYHUDOO�VXUYLYDO�

Medians�free-progressive�survival�was�6.5�month�
DQG�PHGLDQV�RYHUDOO�VXUYLYDO�ZDV������PRQWK�

���',6&866,216

�����3DUWLFLSDQW�FKDUDFWHULVWLFV

Male/female� ratio� =� 4.2/1,� the� mean� age� of�
patients�was� 63.5� ±� 10.68� years� (range� 31� to� 81�
\HDUV���7KLV�UHVXOW�LV�FRQVLVWHQW�ZLWK�VRPH�SXEOLVKHG�
studies,�As� in� the� SPIRIT� study� 2008� (the� male/
female�ratio�was�3.0/1,�from�28�to�74�years�old,�the�
average�age�was�62�[11]),�in�the�study�conducted�by�
Y.�Yamada�(the�male/female�ratio�=�2.9/1,�from�21�to�
85�years�old,�the�average�age�was�65�[18]).

In�68�patients,� the�number�of�patients�with� co-
morbidities� accounted� for� 38,2%� (cardiovascular�
disease� was� 17.6%,� diabetes� was� 10.3%).� Co-
morbidities� aႇected� the� perfomance� status� (PS),�
thereby� aႇecting� the� treatment� process.� Most�
patients�had�a�PS�of�0-1�points�(91.2%),�which�was�
VXLWDEOH�IRU�FKHPRWKHUDS\�LQGLFDWLRQV��SDWLHQWV�KDG�
a�PS�of�≤�2�ECOG�points)�and�was�similar� to� the�
results�of� the�SPIRIT� study� in�2008� (patients�with�
a� PS� of� 0-1� ECOG� points� accounted� for� 97%� in�
the�TS-1�monotherapy�group�and�98%�in�the�TS-1�
FRPELQHG�ZLWK�&LVSODWLQ�JURXS�>��@��

In� the� study� of� Vu� Van�The� (2015),� the� poorly�
diႇerentiated�and�undiႇerentiated�types�accounted�
for�the�highest�proportion� (72.9%),�the�moderately�
diႇerentiated�type�accounted�for�25%,�and�the�well�
diႇerentiated� type�accounted� for�2.1%�[13].� In�our�
study,�the�well�diႇerentiated�type�also�accounted�for�
a�low�proportion�(1.5%)�but�the�poorly�diႇerentiated�
type�(38.2%)�was�lower�than�in�the�study�of�Vu�Van�
The.�This�diႇerence�may�be�due�to�the�small�size�of�
RXU�VWXG\¶�VDPSOH�

In� the� SPIRIT� study,� 80%� of� patients� had�
metastases� (synchronous�metastasis)�+�extensive�
invasion,� and� 20%� had� metastatic� recurrence�
�PHWDFKURQRXV� PHWDVWDVLV��� 7KHVH� FKDUDFWHULVWLFV�
in�our�study�were�75%�and�26.5%,�respectively.�The�
common�metastatic�sites�were:�peritoneum�(47.1%),�
liver� (36.8%),� lymph� nodes� (29.7%),� and� lungs�
(19.1%).�Up�to�47.9%�of�patients�had�metastases�in�
2�or�more�organs,�and�up�to�89.7%�had�metastasis�
in�2�or�more� locations.�Peritoneal�metastasis� and�
OLYHU�PHWDVWDVLV�ZHUH�WZR�FRPPRQ�PHWDVWDWLF�VLWHV�
in� the� late� stage,�with� signi¿cantly�poor�prognosis�
in� the� pooled� analysis� of� Ian� Chau� et� al.� (2004)�
[19].� Research� by� Nguyen� Minh� Phuong� (2020)�
DOVR�VKRZHG�WKDW�LQ�SDWLHQWV�ZLWK�PHWDVWDWLF�JDVWULF�
FDQFHU��WKH�PRVW�FRPPRQ�PHWDVWDWLF�VLWHV�ZHUH�WKH�
peritoneum�(47.6%),�liver�(31%)�and�lungs�(23.8%)�
and�there�are�53.7%�of�patients�had�metastases�in�
2�or�more�locations�[12].
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�����,PSOHPHQWLQJ�WKH�WUHDWPHQW�SODQ

,Q� JHQHUDO�� LI� D� SDWLHQW� FDQFHU� ZLWK� GLVWDQW�
PHWDVWDVLV�WKDW�FDQ�QRW�EH�FXUHG��V\VWHPLF�WKHUDS\�
LV� FRQWLQXHG� XQWLO� WKH� GLVHDVH� SURJUHVVHV� RU� WKH�
patient� can� not� tolerate� the� side� eႇects.� In� the�
SPIRIT�study�(2008),�the�number�of�cisplatin-TS1�
F\FOHV�ZDV�IURP���WR����F\FOHV��DYHUDJH���F\FOHV���
the�number�of�TS1�monotherapy�cycles�was�from�
1� to� 12� (average� 3� cycles)� [11].� In� the� Yamada�
study� (2015),� the� number� of� SOX�was� from� 1� to�
43� (average� 7� cycles),� the� number� of�CS� cycles�
ZDV� IURP��� WR���� �DYHUDJH��� F\FOHV�� >��@�� ,Q� WKLV�
study,�22.3%�of�patients�in�the�TS-1�monotherapy�
group,� 47.2%� of� patients� in� the� SOX� group� and�
50%� of� patients� in� the� Ci-TS1� group� received�
more� than� 6� chemotherapy� cycles.� We� believe�
that� patients� in� the� TS1-alone� group� often� have�
WKH�ZHDNHVW� SK\VLFDO� FRQGLWLRQ� VR� WKH� QXPEHU� RI�
chemotherapy�cycles�received�is�also�the�least.�On�
WKH�RWKHU�KDQG��WKH�PRVW�DGYHUVH�HYHQWV�LQ�SDWLHQWV�
receiving�regiment�have�TS1�is�hematological�side�
eႇects.�There� are�more� and�more� hematopoietic�
VWLPXODWLQJ� IDFWRUV�DV�ZHOO�DV�QHZ�JHQHUDWLRQV�RI�
antibiotics� to�prophylaxis� and� treatment�of� febrile�
QHXWURSHQLD� KDV�PDGH� WKH� XVH� RI� FKHPRWKHUDS\�
PRUH�HDV\�

�����5HVSRQVH�WR�WUHDWPHQW

Our�study�showed�that:�in�9�patients�were�treated�
with�TS1�alone,�5�patients�achieved�stable�disease,�
QR�SDWLHQWV� DFKLHYHG�FRPSOHWH� UHVSRQVH� DQG�DQG�
SDUWLDO� UHVSRQVH� ZKLOH� GLVHDVH� FRQWURO� UDWH� ZDV�
55.6%.�In�55�patients�who�were� treated�with�SOX�
UHJLPHQ��QR�SDWLHQWV�DFKLHYHG�FRPSOHWH�UHVSRQVH��
24� (43.6%)� patients� achieved� partial� response,�
24� (43.6%)� patients� had� stable� disease,� disease�
control� rate�was�87.2%.� In� 4�patients� treated�with�
Cis-S1� regimen,� 2� patients� had� partial� response�
(50%),�1�patient�had�stable�disease,�disease�control�
rate�was�75%.�In�the�SPIRIT�trial,�the�S-1�+�cisplatin�
JURXS�KDG�D�RYHUDOO� UHVSRQVH� �FRPSOHWH� UHVSRQVH�
+�partial�response)�of�54%�(from�43�to�65),�the�S-1�
monotherapy�group�had�a�overall�response�of�41%�
(23�to�41)�[11].� In�the�G-SOX�study�by�Y.�Yamada,�
SOX� was� the� ¿rst-line� treatment� for� advanced�
gastric� cancer� in� Japan.� The� SOX� group� had� a�
overall�response�of�54.2%,�the�disease�control�rate�
was�85.2%.�The�cisplatin�+�TS1�group�had�a�overall�
response� of� 52.2%,� the� disease� control� rate� was�
81.8%�[18].

7KXV��LQ�RXU�VWXG\��WKH�RYHUDOO�UHVSRQVH� UDWH�RI�
the�Cis-S1�group�was�similar�to�that�of�the�SPIRIT�

study,� the� S-1� group� was� lower� than� the� SPIRIT�
VWXG\��DQG� WKDW�RI� WKH�RYHUDOO� UHVSRQVH� UDWH�RI� WKH�
SOX�group�was�lower�than�the�G-SOX�study�(43.6%�
vs.�54.2%),�this�diႇerence�might�be�attributed�to�the�
VPDOO�QXPEHU�RI�SDWLHQWV�LQ�RXU�VWXG\��+RZHYHU��WKH�
GLVHDVH�FRQWURO�UDWH�LQ�RXU�VWXG\�ZDV�FRPSDUDEOH�WR�
WKH�UHVXOWV�RI�WKH�DERYH�WZR�WULDOV�

�����7UHDWPHQW�UHODWHG�DGYHUVH�HYHQWV

In�the�SPIRIT�study,�the�most�common�adverse�
event� were� hematopoietic� events.� In� the� TS-1� +�
Cisplatin� group,� the� rate� of� neutropenia�was� 74%�
(40%� had� grade� 3� or� higher� and� 3%� had� febrile�
neutropenia),�hand-foot� syndrome�occurred� in�9%�
�QR�JUDGH���RU�KLJKHU���DQG�SHULSKHUDO�QHXURSDWK\�
was�4%�(no�grade�3�or�higher).�In�the�TS-1�group,�
the� rate�of�neutropenia�was� 42%�(11%�had� grade�
3� or� higher� and� 1%� had� febrile� neutropenia),�
hand-foot�syndrome�occurred� in�12%� (no�grade� 3�
or� higher),� and� peripheral� neuropathy� was� 0.7%�
�QR�JUDGH���RU�KLJKHU�� >��@�� ,Q�RXU�VWXG\�� WKH�PDLQ�
KHPDWRORJLFDO� DGYHUVH� HYHQWV� ZHUH� QHXWURSHQLD�
(55.9%),� with� 22.1%� grade� 3� or� higher� and� 19%�
febrile�neutropenia�(14.7%�grade�3�or�higher).�The�
incidence� of� hand-foot� syndrome� was� 7.3%� and�
sensory�neuropathy�was�10.3%.�The� incidence� of�
IHEULOH�QHXWURSHQLD�JUDGH���RU�KLJKHU�DQG�VHQVRU\�
QHXURSDWK\� ZDV� KLJKHU� LQ� WKH� VWXG\� WKDQ� LQ� WKH�
SPIRIT� study,� however,� within� the� manageable�
range,�there�were�no�treatment-related�deaths.
�����6XUYLYDO�WLPH

In�this�study,�the�median�progression-free�survival�
(PFS)�was�6.5�months� (95%�CI�5.6-7.4).�Similarly�
in� the�SPIRIT� study,� the�median� progression-free�
survival� time� in� the� S-1� group� plus� cisplatin� was�
6�months� [3.3� to� 12.9],� the� S-1� group� alone� was�
4� months� [2,� 1� to� 6.8].� In� the� G-SOX� study,� the�
median� progression-free� survival� was� 6.9�months�
[5.5� to� 8.3].� The� progression-free� survival� time� in�
RXU� VWXG\� ZDV� FRPSDUDEOH� WR� WKH� WZR� SXEOLVKHG�
SKDVH���VWXGLHV�

Overall� survival� (OS):� the� median� OS� in� our�
study� was� 10.9� months� (95%� CI;� 9.1-12.6).� In�
the�SPIRIT� study,� the�median�OS� in� the�S-1�plus�
cisplatin�group�was�13�months� (7.6-21.9�months),�
and� the� S-1� monotherapy� group� was� 11� months�
(5.1-19.8�months)� [11].� In� the�study�by�Y.�Yamada�
et�al.,� the�median�OS� in� the�SOX�group�was�14.1�
months�(13.0-15.8)�[18].�The�overall�survival�in�our�
VWXG\�ZDV�VOLJKWO\�ORZHU�WKDQ�WKH�UHVXOWV�LQ�WKH�DERYH�
WZR�WULDOV��+RZHYHU��WKH�RYHUDOO�VXUYLYDO�GHSHQGV�RQ�
subsequent�treatment�(second�line,�third�line,�etc.)
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7KH�WUHDWPHQW�RI�LQRSHUDEOH�JDVWULF�FDQFHU�ZLWK�
chemotherapy� containing�TS-1� (TS-1� alone,� TS-1�
combined�with�Oxaliplatin�and�TS-1�combined�with�
&LVSODWLQ��� LQ� WKH� ���� +RVSLWDO� DFKLHYHG� GLVHDVH�
control� rates� and� progression-free� survival� times�
FRPSDUDEOH� WR� WKRVH� LQ� SXEOLVKHG� SKDVH� �� WULDOV��
DQG�FRQWUROOHG�DGYHUVH�HYHQWV�
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