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An 81-year-old man was admitted with upper abdominal pain and weight loss. Esophagogastroduo-

denoscopy revealed a large tumor located from the gastric angle to the body. Histological analysis of a

biopsy revealed a moderately differentiated adenocarcinoma. Computed tomography revealed metasta-

ses in the liver and lung and the patient was subsequently diagnosed with metastatic advanced gastric

cancer. He was treated with chemotherapy using S-1 (80 mg/m’) and cisplatin (CDDP) (60 mg/m?).

Twenty-two months after chemotherapy, the gastric tumor, and the nodules in the liver and lung, had

disappeared. We subsequently diagnosed a clinical complete response. The patient was treated with fur-

ther S-1 monotherapy for 7 months after complete response assessment. He has lived for more than 7

years since the initial diagnosis without recurrence. Chemotherapy using S-1 and CDDP may be a po-

tent strategy for improving survival in elderly patients with advanced gastric cancer.
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Introduction
Gastric cancer is currently the fourth most common can-
cer worldwide'. Patients with advanced gastric cancer
(AGC) have a poor prognosis with a median survival
time of 3 to 6 months®. According to many randomized
studies, chemotherapy for AGC has been accepted as pal-
liative treatment leading to improved survival and qual-
ity of life compared with the best supportive care’. How-
ever, most patients older than 70 years of age were ex-
cluded from these studies, and accordingly, the impact of
chemotherapy has not been evaluated for these types of
patients’. The incidence of elderly patients with gastric
cancer is increasing, and the majority of these patients
have advanced disease at diagnosis. Thus, it is important
to develop better treatments for elderly patients with
AGC. Here we report a case of an elderly patient with
AGC who experienced a complete response to chemo-

therapy.

Case Presentation

An 81-year-old man was hospitalized for upper abdomi-
nal pain and weight loss of 5 kg over 3 months. His past
history included hypertension. A physical examination
revealed a hard, palpable mass in the middle upper ab-
domen approximately 6 cm in diameter. Laboratory data
showed an elevated leukocyte count of 10,100 cells/mm’,
a decreased hemoglobin level of 10.8 g/dL, and an ele-
vated tumor marker level of carbohydrate antigen 19-9
(CA 19-9) of 67mg/dL. Esophagogastroduodenoscopy
(EGD) showed a large ulcerated tumor located from the
gastric angle to the body (Fig. 1). Histological analysis of
a biopsy specimen from the tumor revealed it as a mod-
erately differentiated adenocarcinoma. Computed to-
mography (CT) showed a thickened gastric wall, lymph
nodes swelling at the greater curvature of the stomach,
as well as liver and lung metastases (Fig. 2). Based on
the above findings, the cancer was clinically staged as T3
N1M1, stage IV (Union for International Cancer Control
[UICC)).
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The patient was diagnosed with metastatic gastric can-
cer, and chemotherapy with S-1 (a combination of three
pharmacological compounds: tegafur, gimeracil, and
oteracil potassium) and cisplatin (CDDP) was initiated.
Oral S-1 (80 mg/m’) was administered for 3 weeks, and
intravenous (IV) CDDP (60 mg/m?®) was administered on
day 8. The patient received six cycles of this regimen at
14 day intervals, followed by S-1 monotherapy. Six
months after initial therapy, analysis via EGD revealed

that the primary tumor had become a scar (Fig. 3). Histo-

Fig. 1 Esophagogastroduodenoscopy showing a large tu-
mor spanning from the gastric angle to the body.

logical analysis of the biopsy specimen from the scar re-
vealed no malignancy. Eighteen and 22 months after in-
itial therapy, the liver and lung metastases had disap-
peared in the CT (Fig. 4). Thus, we diagnosed the patient
with a clinical complete response (CR). S-1 monotherapy
was continued for a further 7 months after CR assess-
ment.

Some of the adverse effects were grade 3 pancytopenia,
based on the National Cancer Institute common toxicity
criteria (NCI-CTC; version 3.0 of the toxicity scale) and
febrile neutropenia (FN) from treatment with S-1 plus
CDDP. Pneumonia was grade 3, enteritis was grade 2,
and pancytopenia was grade 1 during S-1 monotherapy.
Although S-1 plus CDDP was started at the full dose,
from course 4 the drug dose was reduced to 80% because
of the grade 3 adverse events. As the cumulative dose of
CDDP became more than 300 mg/m? we changed to S-1
monotherapy (4 weeks of administration followed by a 2-
week rest period). Because of grade 3 pneumonia after
the first course of S-1 monotherapy, modified S-1 mono-
therapy (2 weeks of treatment followed by a 2-week rest
period) was given to the patient from the second course.
Two years and five months after initial therapy, when the
patient was 84 years of age, chemotherapy was stopped
because of grade 2 enteritis. Five years after that (7years

and 5 months after initial diagnosis), with the patient

Fig. 2 Abdominal computed tomography (CT) showing gastric wall thickness and nodules in
the liver (a). Chest CT shows nodules in the lung (b) and (c).
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now 89 years of age, he remained free from gastric can-

cer.

Discussion
Although the standard chemotherapy regimen for AGC
is S-1 plus CDDP in Japan, in the phase III SPIRITS trial,
which compared S-1 plus CDDP with S-1 monotherapy, a

Fig. 3 Follow-up esophagogastroduodenoscopy showing
a scar in the gastric angle.

subgroup analysis of the effect of S-1 plus CDDP showed
no significance difference in overall survival (OS) but a
significant increase in adverse events among patients
who were older than 70 years of age’. Although there
have been no phase III studies examining the treatment
of elderly patients (over 70 years of age) with incurable
AGC, several retrospective or phase II trials have sug-
gested that regimens that do not include CDDP, such as
S-1 monotherapy or S-1 plus oxaliplatin, might achieve a
high efficacy and a more tolerable toxicity profile in eld-
erly patients with AGC"*.

There are risks connected with administration of
CDDP to elderly patients. During CDDP chemotherapy,
patients need to maintain adequate hydration by ingest-
ing over 3,000 mL/day of water to avoid acute renal fail-
ure. In elderly patients, the risk of over hydration is high
because of an age-related decrease in cardiac function.
Additionally, monitoring of an age-related decrease in re-
nal function is critical during administration of CDDP.
For this reason, regimens that do not include CDDP have
been investigated in elderly patients with AGC. In the
present case, we administered S-1 plus CDDP to an 81-

year-old patient because the patient had sufficient organ

Fig. 4 Follow-up abdominal CT showing that gastric wall thickness and the nodules in the liver

had disappeared, (a) and (b). Follow-up chest CT showing that the nodules in the lung

had disappeared, (c) and (d).

J Nippon Med Sch 2016; 83 (5)

201



T. Kawagoe, et al

function. The result of the therapy was a clinical CR and
the patient has lived more than 7 years since initial diag-
nosis without recurrence. This case indicates that in eld-
erly patients with ACG, S-1 plus CDDP chemotherapy
may be as useful for elderly patients as it is for younger
patients.

In this case, although the therapeutic benefit was great,
the patient also experienced serious high grade adverse
effects. At the time of pancytopenia and FN, the patient
was given, as an inpatient, a blood transfusion, granulo-
cyte colony-stimulating factor (G-CSF), and antibiotics.
Elderly patients do not generally have a high tolerance
for chemotherapy compared with younger patients, be-
cause of age related reduced organ function, such as of
the heart, liver, kidney, and bone-marrow, and because of
comorbidities. Therefore, a delicate balance between sur-
vival benefit and toxicity is an important consideration
when treating elderly patients with chemotherapy. Physi-
cians must take care when selecting elderly patients who
are sufficiently healthy to be administered chemotherapy.

In conclusion, this case indicates that for selected eld-
erly patients with AGC, chemotherapy of S-1 plus CDDP
may be a potent strategy for improving survival, but fur-
ther clinical studies will be needed to establish the most

appropriate chemotherapy regimen.
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