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ABSTRACT
Objectives: To evaluate the efficacy and safety of TS1-Cisplatin regimen in the
first - line treatment of metastatic gastric cancer patients.

Received: Methods: 38 eligible patients were treated with TS1-cisplatin at Hanoi Medical
07/02/2022 University Hospital from January 2018 to December 2021.

Revised: Results: Mean age was 57.4. Male: female ratio = 3.2:1. Most patients had good
16/3/2022 performance status (PS 0 or PS 1 - 84.2%). Most received dose rate from 85% to 100%
Accepted: of standard dose (78.9%). After six cycles, complete response rate was 13.2%, partial
24/03/2022 response rate was 42.1%. The median progression - free survival was 5.7 months. The
Corresponding author: median overall survival was 13.5 months. Neutropenia was the most common adverse
Le Huy Trinh event (52.6%), of which 13.1% was in grade 3 - 4. Diarrhea accounted for 36.8%, only
Email: one of which was in grade 3 (2.6%). Only one patient had hand - foot syndrome (2.6%).

trinhlehuy@hmu.edu.vn
Phone: 0379576782

Conclusion: TS1-Cisplatin regimen in metastatic gastric cancer had a good
response rate while being safe and tolerable.
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I. INTRODUCTION

Gastric cancer is one of the most common
cancers in many countries around the world as well
as in Vietnam. According to GLOBOCAN 2020,
gastriccancer is the sixth most common cancer in
terms of incidence rate and the 5th most common
cause of cancer - related death [1]. In Vietnam,
gastric cancer ranks 4th in incidence and 4th in
mortality [1]. The incidence of gastric cancer has
decreased markedly, but this disease remains one of
the leading causes of death.

Although many advances in diagnosis have been
made, many gastric cancer cases are still detected
in locally advanced or metastatic stages. In these
settings, systemic chemotherapy has become the
cornerstone of treatment. Of all chemotherapy
regimens, fluoropyrimidine plus platinum agent
is currently considered as the standard regimen in
the first-line treatment of advanced - stage gastric
cancer worldwide [2,3].
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TS-1is a novel oral fluoropyrimidine derivative,
first approved in Japan in 1999. Currently, TS-1 plus
Cisplatin has become the standard chemotherapy
regimen for gastric cancer in this country. Phase IlI
clinical trials have demonstrated the superiority in
efficacy and safety of this combination regimen in
the first - line treatment of advanced gastric cancer,
significantly improving both progression - free
survival up to 6.0 months and overall survival up to
13.0 months [4,5].

In Vietnam, TS-1 plus Cisplatin has been applied
in clinical practice to treatmetastatic gastric cancer
for the past few years. However, so far, there are
still very few studies that fully evaluate the survival
outcomes as well as the adverse effects of this
regimen in Vietnam. Therefore, we conducted
the study to evaluate the treatment results of the
TS1-Cisplatin regimen in the first - line treatment
ofmetastatic gastric cancer at Hanoi Medical
University Hospital.
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Il. METHODS

A retrospective descriptive study was carried
out on 38 metastatic gastric cancer patients treated
with TS-1 plus Cisplatin as first - line regimen at
Hanoi Medical University Hospital from January
2018 to December 2021. This study was approved
by the Director Board of Hanoi Medical Univerisity
Hospital. All information was only used for
scientific purposes.

Inclusion criteria were: Adenocarcinoma gastric
cancer patients; Metastatic gastric cancer patients
with measurable target lesions; Patients received
TS1-cisplatin as first - line regimen in metastatic
setting; ECOG performance status 0, 1, 2; Adequate
liver, kidney, and bone marrow function; Patients
with adequate information in medical records,
including treatment response, progression - free
survival, overall survival and toxicities.

Exclusion  criteria  were:  Patients had
synchronoussecond  cancer;  Pregnancy  or
breastfeeding women.

Medical record of all patients were collected.
Patients were evaluated for treatment - related
toxicities at the day before the next cycle, and for
response after three cycles.

Studyendpoints: Treatmentresponse, progression-
free survival, overall survival, hematologictoxicities,
and non-hematologic toxicities.

Statistical analysis was performed with the use
of SPSS 20.0.

Mean age was 57.4. Male:female ratio = 3.2:1.
Most patients had good performance status (PS 0,1
- 84.2%).

Table 2: Number of chemotherapy cycles

chemgtuhrgrl'):pryogycles N Rate(%)
3 8 21.1
4 7 18.4
S 7 18.4
6 16 42.1
Total 38 100

The number of total cycles was 183. All patient
was treated with at least 3 cycles. 16 patients
received 6 cycles (42.1%).

Table 3: Treatment dose

Treatment dose N Rate (%)
< 85% standard dose 8 21.1
> 85% standard dose 30 78.9
Total 38 100

Most patients received doses higher than 85% of
the standard dose (78.9%)
Table 4: Response rate after three cycles

I11. RESULTS
Table 1: Clinicopathological characteristics N I?at)e -|(_Oté;.|
% %
Characteristics N Roate
(%) Complete | o | 1o,
Mean age 57.4 (32-70) response
Response 55.3
Sex Male 29 76.3 Partial 16 | 421
Female 9 23.7 response '
Performance | ps g 11 28.9 Stable | & | 514
N disease '
PS1 21 55.2 on- 447
response .
PS 2 7 18.4 Progression 9 236
disease '
Numbers of
me;?gstlc 1 7 a4.7 The response rate was 55.3%, in which 5 patients
had complete responses (13.2%). The stable disease
22 21 95.3 rate was 21.1% and 9 patients progressed (23.6%).
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Figure 1: Progression free survival
Median progression - free survival (mPFS) was 5.7
months. Progression - free rates for 3 months, 6 months,
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and 12 months were 84.2%, 45.2%, and 7.1%.
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Figure 2: Overall survival
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Median overall survival (mOS) was 13.5 + 1.08

months. Survival rate for 12 months was 47.3%

Table 5: Hematologic toxicities

Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
Toxicities
n % n % n % n % n %
Neutropenia 18 47.4 2 5.3 13 34.2 4 10.5 1 2.6
Anemia 12 31.6 14 36.8 12 31.6 0 0 0 0
Thrombocytopenia | 31 81.6 4 10.5 3 7.9 0 0 0 0-

52.6% had neutropenia, most were in grade 1-2 (15 patients - 39.5%). 5 patients (13.1%) had grade 3-4
neutropenia. Anemia rate was 68.4%, all of which were in grade 1 (36.8%) or grade 2 (31.6%). Only 7
patients had thrombocytopenia (18.4%); all were in grade 1 or grade 2.
Table 6: Non - hematologic toxicities

o Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
Toxicities

n % n % n % n % n %

Creatinin 37 | 974 1 2.6 0 0 0 0 0 0

AST 36 94.7 2 5.3 0 0 0 0 0 0

ALT 35 | 921 3 7.9 0 0 0 0 0 0

Nausea, vomiting 19 50 13 | 34.2 6 15.8 0 0 0 0

Diarrhea 24 63.1 11 28.9 2 5.3 1 2.6 0 0

Hand - food syndrome 37 97.4 1 2.6 0 0 0 0 0 0

Peripheral nervous | 33 | g6 | 5 [132 0 | 0 | 0 | 0 | 0 | ©

Diarrhea was the most common non - hematologic adverse event (36.8%), but only one patient (2.6%)

had grade 3 toxicity. None had grade 3 or grade 4 liver/renal toxicities. 5 patients had peripheral nervous
toxicities (13.2%). Only one patient had hand food syndrome (2.6%).
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IV.DISCUSSION

In our study, after three cycles of TS1-cisplatin
chemotherapy, 21 patients had an objective response
(55.3%), of which 5 patients achieved a complete
response (13.2%) and 16 patients achieved a
partial response (42.1%). This result was similar
to the results in the study on Japanese patients of
Koizumi et al (2015), with the overall response rate
accounting for 54%, while higher than the figure in
the study on European patients by Ajani et al (2013)
with the overall response rate accounted for 29.1%.
[4,6]. This may be attributable to the difference
in ethnic characteristics since our participants
shared many similarities with Japanese patients in
Koizumi’s study.

In our study, median progression - free survival
(mPFS) was 5.7 months (4.97 - 6.42 months). This
result is equivalent to the result of To Nhu Hanh
(2012) with ECX regimen (6.04 months); slightly
higher than that of Nguyen Van Hung (2017) with
the FOLFIRI regimen (5.1 months) and Nguyen
Khanh Ha (2019) with the TCX regimen (5.4
months) [7,8,9]. Thus, TS-1 plus cisplatin regimen
was comparable with other common regimens in
terms of efficacy. Median overall survival was 13.5
+ 1.08 months. Of the 38 patients, 16 were still alive
up to now, and the longest follow-up in a living
patient was 19.3 months. The results of our study
are equivalent to the study of Koizumi et al (2008)
with the median overall survival of 13 months in
advanced gastric cancer patients treated with the
same regimen [4].

In our study, neutropenia was recorded in 52.6%
of patients, most of whomwere ingrades 1-2 (39.5%).
Patients with grade 3-4 neutropenia were used G-
CSF (Filgrastim 300 mcg/day) subcutaneously
daily, check blood count continuously until white
blood cell count returns to normal. No patient
suffered from febrile neutropenia. According to the
study of Koizumi et al(2008), the overall rate of
leukopenia is 70%, of which grade 3-4 leukopenia
accounts for 11% [4]. Anemia is also one of the
common manifestations in patients with advanced-
stage gastric cancer. Causes of anemia may result
from bleeding in the tumor, poor diet, vitamin B12
deficiency due to previous radical gastrectomy. In
our study, anemia accounted for 68.4%, of which
14 patients with grade 1 anemia (36.8%) and 12
patients with grade 2 anemia (31.6%). There were
no patients with grade 3 and grade 4 anemia. No

16

patients required blood transfusion or had treatment
interruption due to anemia.

Our study did not record any grade 3-4 liver
or renal toxicity cases. There was one patient with
grade 1 creatinine level elevation. His cisplatin dose
was reduced to less than 85% of the standard dose
and monitored throughout the course of treatment.
No further creatinine level elevation was observed
afterward. Besides, there were 2 patients with grade 1
elevation of AST and 3 patients with grade 1 elevation
of ALT. All of the above patients had no clinical
manifestations and did not need treatment breaks.

Regarding other toxicities, vomiting and nausea
were still common side effects, accounting for 50%
of cases (n=19), mainly nausea and mild vomiting.
No patient had severe vomiting. Diarrhea accounted
for 36.8% of cases, mainly in grade 1. According to
some studies comparing regimens containing 5-FU
intravenously versus TS-1 orally, the proportion of
patients experiencing gastrointestinal side effects
such as diarrhea was higher in the TS-1 treatment
group than in the 5-FU intravenously group [10,11].
This suggests that the gastrointestinal mucosal
toxicity of TS-1 is higher than that of infusion 5-
FU. However, we did not record any cases of
severe diarrhea in our study. Studies also showed
that although diarrhea is the main dose-limiting
toxicity of TS-1 in Westerners due to their higher
activity of cytochrome P-450, TS-1 orally still
harbors promising efficacy on this population when
carefully monitored and adjusted dose [12].

Our study showed that hand-foot syndrome
(HFS) was found in only 1 patient (2.6%) and
was mild, causing mild discomfort and little effect
on the patient’s quality of life. Other studies also
showed that HFS occurs in about 50% of patients
treated with capecitabine monotherapy, with about
10% in severe severity [7]. Thus, compared with
capecitabine - another oral 5-FU derivation, TS-1
is associated with much fewer HFS incidences.
Although HFS is not life-threatening, it does
cause damage to areas of the skin that contain
many sensory nerve endings and are responsible
for important daily activities. Therefore, TS-1 is
recommended to reduce toxicity on hands and feet
while still maintaining the therapeutic effect of the
5-FU chemical group.

VV.CONCLUSION

TS1-Cisplatin regimen in metastatic gastric

cancer patients has encouraging efficacy with a
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response rate of 55.3%, the median overall survival
time of 13.5 months, while is safe and well-tolerated.
Most patients taking this regimen would benefit from
reducing the incidence of hand - foot syndrome.
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