5-Year Results of 8-1 Adjuvant Therapy in Gastric Cancer

OS and RES at 5 years in patients with stage Il or I gastric cancer who
underwent D2 gastrectomy. Postoperative chemotherapy with S-1
can be recommended for patients with stage IT or III gastric cancer
who undergo D2 gastrectomy, at least in Asian populations.
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Evaluation of the Effectiveness of Surgery in Incurable Gastric Cancer Cases after Chemotherapy; Mihara Y+,
Kochi M*', Fujii M*!, Kanamori IN*!, Kaiga T*1, Hagiwara K*!, Funada T+, Tamegai H*!, Watanabe M*! and Takaya-
ma T#! (¥'Department of Digestive Surgery, Nihon University School of Medicine)

We retrospectively evaluated 86 patients with incurable gastric cancer. These patients were divided into chemother-
apyv alone group (n=»59) and operation after chemotherapy group (n=27). The median survival time (MST) in the
operation group and chemotherapy alone group were 21.3 and 11.3 months, respectively (P < 0.001). The operation
group was further divided into 2 subgroups depending on whether the patients underwent curative or non-curative resec-
tion. The MST in the curative resection (n=16) group and non-curative resection (n=11) group were 35.6 and 16.2
months, respectively (P < 0.005). The main cause of non-curative resection was peritoneal metastasis. There was no
significant difference between the MST in the non-curative resection group and that in the chemotherapy alone group.
Our results suggest that curative resection after chemotherapy provides better survival benefit in incurable gastric can-
cer patients.

Staging laparoscopy may be useful for planning surgery after chemotherapy in patients with incurable gastric cancer.
Eey words: Incurable gastric cancer, Chemotherapy, Curative resection
Jpn [ Cancer Clin 56(4): 311~315, 2010
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A Case of Complete Response to S-1 plus CDDP
in Early-Stage Mucosal Esophageal Cancer

YURIKO TAKAYAMA, MITSUGU KOCHI, MASASHI FUJII, NORIAKI KANAMORI,
TERUO KAIGA, YOSHIAKI MIHARA, TERUYUKI MIYAZAKI, HIDENORI TAMEGAI,
MEGUMU WATANABE and TADATOSHI TAKAYAMA

Department of Digestive Surgery, Nihon University School of Medicine,
30-1 Ohyaguchi Kamimachi, lfabashi- ku, Tokyo 173-8610, Japan

Abstract. We report a case of early-stage mucosal
esophageal cancer, showing a complete response to 5-1 and
cis-diamminedichloplatinum (CDDP). The patient was a 67-
year-old man with synchronous double primary early-stage
mucosal esophageal and advanced gastric cancer. We
planned neoadjuvant chemnotherapy with S-1 and CDDP for
the advanced gasiric cancer and endoscopic mucosal
resection for the early-stage esophageal cancer. After the first
course of chemotherapy, the endoscopy revealed that the
esophageal cancer had become a normal mucosal lesion, and
the biopsy was negative for cancer. We diagnosed a complete
response to S-1 and CDDP in early-stage esophageal cancer.
After two courses of chemotherapy, distal gastrectomy was
performed. The patient is still alive with no sign of recurrence
at 16 months after the disappearance of the original tumor.
These results suggest that chemotherapy with S-1 plus CDDP
may be effective in early-stage esophageal cancer.

The standard treatment for early-stage esophageal cancer is
esophagectomy (1, 2). Despite advances in endoscopic
therapy, the prognosis of early-stage mucosal esophageal
cancer is still poor (3, 4). Several prospective trials have
demonstrated that neoadjuvant chemotherapy, in conjunction
with surgical intervention, confers a survival benefit for
locally advanced esophageal cancer (5, 6). Tumor response
to chemotherapy in early-stage esophageal cancer, however,
remains to be elucidated. Complete remission of early-stage
esophageal cancer with preoperative chemotherapy is rare.
One such case is reported here.

Correspondence to: Yuriko Takayama, Department of Digestive
Surgery, Nihon University School of Medicine, 30-1 Ohyaguchi
Kamimachi, Itabashi-ku, Tokyo 173-8610, Japan Tel: +03
39728111, Fax: +03 39578299, e-mail: takayuri@med nihon-u.ac.jp

Key Words: Early-stage esophageal cancer, S-1 plus CDDP, complete
response.
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Case Report

The patient was a 67-year-old man who had previously consulted
his home doctor with atrial fibrillation. In January 2009, the
patient was referred to the Department of Digestive Surgery,
Nihon University School of Medicine, Itabashi Hospital, with
esophageal and gastric tumors which were identified during a
follow-up examination. Upper gastrointestinal endoscopy revealed
a mid-esophageal type Ilc tumor measuring 2.0 cmx1.5 ¢m
(Figure 1a) and a type 2 tumor in the lower stomach, measuring
3.5 cmx3.5 cm (Figure 2). Biopsy specimens revealed that the
esophageal tumor was a well differentiated squamous cell
carcinoma and the stomach tumor was a poorly differentiated
adenocarcinoma. We diagnosed synchronous double primary
early-stage mucosal esophageal and advanced gasiric cancer.
Computed tomography, revealed multiple lymph node metastases
around the stomach (Figure 3). Neoadjuvant chemotherapy with
S8-1 (Taiho Pharmaceutical, Tokyo, Japan) and cis-
diamminedichloroplatinum (CDDP) was carried out for the
advanced gastric cancer and endscopic mucosal resection was
planned for the early-stage esophageal cancer. S-1 was
administered orally, at a dose of 80 mg/m? per day, for 21 days.
Infusional CDDP was administered at a dose of 90 mg/m? for 90
minutes on day 8. The patient developed grade 3 diarrhoea during
the first course, which resolved spontaneously after the
discontinuation of chemotherapy. After the first course of
chemotherapy, endoscopy was performed with the aim of carrying
out endoscopic mucosal resection. However, the endoscopy
revealed that the esophageal cancer had become a normal mucosal
lesion (Figure 1b), and the biopsy was negative for cancer. We
diagnosed a complete response to S-1 and CDDP in early-stage
esophageal cancer. Due to grade 3 diarthea in the first course, a
second course of chemotherapy was carried out with an 80% dose
reduction, followed by distal gastrectomy. Over the next 6
months, periodic upper gastrointestinal endoscopy was carried out
to detect any further possible esophageal lesions. Currently, the
patient remains on an outpatient chemotherapy consisting of S-1
at a dose of 80 mg/m? per day for 14 consecutive days followed
by a 14-day, drug-free interval. A periodically performed upper
gastrointestinal endoscopy, executed in December 2009, revealed
no new tumor lesions. The patient was still alive at publication,
with no sign of recurrence at 16 months after disappearance of
the original tumor.
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Figure 1. a. In May 2009, upper gastrointestinal endoscopy disclosed mid-esophageal type e tumor measuring 2.0 cm x 1.5 em. b. In August 2009,
after first course of S-1 plus CDDP, upper gastrointestinal endoscopy revealed complete disappearance of tumor, and no further lesions were identified.

Figure 2. [n May 2009, upper gastrointestinal endoscopy disclosed
Bormann type Il tumor in stomach measuring 3.5 cm x 3.5 cm.

Discussion

Reports of a complete response to chemotherapy in early-
stage esophageal cancer are very rare. Several prospective
trials have reported that complete response to chemotherapy
in advanced esophageal cancer is 2.0-5.6% (5-9). However,
this extremely low complete response rate may be due to the
fact that the standard treatment in such cases is surgical or
endoscopic mucosal resection.

1020

Figure 3. Computed tomography revealed multiple [ymph node
metastases around stomach.

Our results suggest that chemotherapy may be effective
against early-stage esophageal cancer. Recently, the effect
of docetaxel and CDDP plus 5-fluorouracil (DCF) in
gastroesophageal cancer was reported. The overall survival
time was 9.2 months. However, grade 3 or 4 treatment-
related adverse events occurred in 69% of patients on DCF
(5, 6). This suggests that DCF may be unsuitable for early-
stage esophageal cancer due to the high rate of adverse side
effects.

— 347 —



Takayama et al: Complete Response to 5-1 plus CDDP in Early-stage Esophageal Cancer

Chemotherapeutic regimens, including S-1, have recently
produced clinical responses and survival benefits in patients
with gastric cancer in Japan; even in non-reseciable, advanced
gastric adenocarcinoma and head and neck squamous cell
carcinoma (10, 11). The efficacy of S-1 has also been
demonstrated in the Adjuvant Chemotherapy Trial of TS-1 for
Gastric Cancer (ACTS-GC) (12). S-1 has many advantages.
These include a high efficacy, excellent tolerability, a good
side effect profile, and suitability for administration in an
outpatient setting. Furthermore, the combination of S-1 and
CDDP has been shown to be efficacious for stage IV gastric
adenocarcinoma and head and neck squamous cell carcinoma
(13, 14), as well as in neoadjuvant chemotherapy for
unresectable advanced gastric cancer (15, 16).

The patient was emotionally upset at the time of diagnosis
of early-stage esophageal and advanced gastric cancer, which
occurred during his follow-up examination. We hypothesized
that administration of neoadjuvant chemotherapy for
concurrent advanced gastric cancer provided the unique
opportunity for a complete response to take place in his
early-stage esophageal cancer.

Either chemotherapy or surgical resection, with or without
esophageal preservation is usually selected as the initial
treatment for advanced esophageal cancer. However, in terms
of dysphagia, the functional outcome of esophagectomy is
worse than that of chemotherapy (17). Furthermore,
esophagectomy is associated with high mortality and
morbidity rates. Surgical mortality rates have been reported
as high as 5%, even at high-volume centres (18). This
suggests that chemotherapy may offer functional and
prognostic merits over esophagectomy in patients with early-
stage esophageal cancer.

In conclusion, this case confirms the potential for
complete response to S-1 plus CDDP chemotherapy in early-
stage esophageal cancer. The accumulation of further such
cases may enhance our understanding of this phenomenon
and lead to the development of new treatment strategies for
early-stage esophageal cancer.
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Complete Response to Chemoradiotherapy in a Patient with
Synchronous Double Gastric and Esophageal Cancer
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MEGUMU WATANABE and TADATOSHI TAKAYAMA
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30-1 Ohyaguchi Kamimachi, Itabashi-ku, Tokyo, Japan

Abstract. A 77-year-old man with early synchronous
double primary gastric and esophageal cancer showed
complete response (CR) to chemoradiotherapy (CRT) with
Sluorouracil (5-FU) and cis-dianwninedichloroplatinum
(CDDP) and 60 Gy total dose of radiation. Gastrointestinal
endoscopy had revealed type llc squaimous cell carcinoma in
the lower oesophagus and type Ilc adenocarcinoma in the
miid-stonch region. Syachronous double primary early-
stage esophageal and gastric cancer was diagnosed. The
patient’s age and chronic obstructive pulmonary disease
(COPD) comtraindicated radical esophageal surgery.
Therefore, we decided to first administer CRT with 5-FU and
CDDP jfor the esophageal cancer, and subsequently perform
partial gastrectomy for the gastric cancer. After the CRT,
neither of the numors recurred. CR to CRT for the esophageal
cancer and CR to chemotherapy for the gastric cancer were
achieved. Conclusion: CRT with 5-FU and CDDP can
produce CR in cases of early esophageal and gastric cancer.

The standard treatment for early stage esophageal and gastric
cancers is esophagectory and gastrectonty without endoscopic
mucosal resection, respectively. Although the prognosis of
early-stage gastric cancer has improved owing to the advances
in endoscopic therapy, the prognosis of early-stage esophageal
cancer remains relatively poor (1, 2). The prognosis of double
primary cancer in patients with esophageal cancer is worse than
that of a single malignancy (3). Furthermore, synchronous
double primary gastric cancer has a worse prognosis than
metachronous cancer (4-6). Cases of complete response (CR)
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Fax +81 339578299, e-mail: kochi.mitsugu@nihon-u.ac,jp

Key Wbrds: Double gastric and esophageal cancer, chemoradiotherapy,
conplete response.
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to chemoradiotherapy (CRT) administered for synchronous
double primary early-stage esophageal and gastric cancer are
rare. Here, we report one such case.

Case Report

A T77-year-old man who had undergone surgery for prostrate
carcinoma was consulting his family doctor for postoperative
follow-up and chronic obstructive pulmonary disease (COPD).
In July 2007, he was referred to the Department of Digestive
Surgery, Nihon University School of Medicine, Itabashi
Hospital, because of esophageal and gastric tumors that were
identified during a follow-up examination. Upper gastrointe-
stinal endoscopy revealed two 2.5x2.5 cm, type Hc tumors: one
in the lower esophagus (Figure 1A) and the other in the lower
stomach (Figure 2A). Analysis of the biopsy specimens
revealed that that the esophageal tumor was a moderately
differentiated squarnous cell carcinoma, while the gastric tumor
was a moderately differentiated adenocarcinoma. The patient’s
condition was diagnosed as early stage synchronous double
primary cancer of the esophagus and stomach. Computed
tomography did not show any evidence of metastasis.

The patient’s age and COPD contraindicated radical
esophageal surgery. Therefore, we decided to first administer
CRT with fluorouracil (5-FU) and cis-diamminedichloro-
platinum (CDDP) for the esophageal cancer, and subsequently
perform partial gastrectomy for the gastric cancer. CRT was
carried out according to the Japan Clinical Oncology Group
(JOOG) 9516 regimen (7). CDDP was administered at a dose of
100 mg/m? on days 1 and 29, and 5-FU was adrrinistered at a
dose of 900 mg/n? daily from days 1 to 4 and 29 to 32.
Fractionated radiotherapy was administered from days 1 to 21
and 29 to 49; a total dose of 60 Gy was administered 5 tinmes a
week at the rate of 2 Gy fraction. The radiation fields
encormpassed the primary esophageal lesion and regional lymph
nodes. After the completion of the CRT, the response of the
tumor to the CRT was clinically and pathologically evaluated by
performing upper gastrointestinal endoscopy: the esophageal and

2339

— 350 —



ANTICANCER RESEARCH 37: 2339-2342 (2011)

Figure 1. A: In July 2007, upper gastrointestinal endoscopy revealed a
2.5x2.5 cm, type llc, mid-esophageal tumor. B: In Septermber 2009,
dfter the chemoradiotherapy, upper gastrointestinal endoscopy revealed
conplete disappearance of the mid-esophageal numor and absence of
new lesions.

gastric tumors were found to have regressed to scar lesions
(Figure 1B) and (Figure 2B). The biopsy specimens obtained
from both the scar lesions were negative for cancer. We
concluded that the patient showed CR to CRT for the early
esophageal cancer and CR to chemotherapy for the gastric
cancer. Over the next 4 months, periodic upper gastrointestinal
endoscopic examinations were conducted to detect any further
esophageal or gastric lesions. After CRT, the patient did not
receive adjuvant chemotherapy or any other anticancer treatiment.
By August 2010, upper gastrointestinal endoscopy had been
performed thrice, and no further lesions had been identified. At
33 months after the complete disappearance of the tumors, the
patient is still alive without any signs of tumor recurrence.

Discussion
Cases of CR to CRT administered for synchronous double

primary early-stage esophageal and gastric cancer are rare.
Several retrospective studies have reported a CR rate of 17-

Figure 2. A: In July 2007, upper gastrointestinal endoscopy revealed a
2.5x2.5 cm, type llc, tumor of the lower stomach. B: In September
2009, after the chemoradiotherapy, upper gastrointestinal endoscopy
revealed conmplete disappearance of the tumor of the lower stomach and
absence of new lesions.

36% to CRT for advanced esophageal cancer (8-10).
However, the efficacy of CRT in the treatment of early
esophageal cancer is still unknown. In contrast, the rate of
the CR to chemotherapy for advanced gastric cancer is as
low as 0-0.7% (11, 12). CR to chemotherapy for early gastric
cancer is very rarely reported because most cases are treated
with surgical resection or endoscopic mucosal resection as
these procedures give good clinical results. Moreover,
dysphagia after gastrectomy is not as severe as that after
esophagectomy, and gastrectomy is not highly associated
with high mortality and morbidity.

CRT may be effective in early oesophageal cancer (13),
and chemotherapy in early gastric cancer. Although advances
in endoscopic therapy have improved the prognosis of early
esophageal cancer (14, 15), the outcome is still not
acceptable (1, 2). Cases of CR to CRT administered for
synchronous double primary early stage esophageal and
gastric cancer are rare. In general, either radiotherapy or
surgery with or without esophageal preservation is selected
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as the initial treatiment. Only a few studies have reported the
efficacy of CRT for early-stage esophageal cancer, and the
optimal treatment approach is still undefined. The dysphagia
experienced after esophagectomy is worse than that
experienced after CRT (16). Furthermore, esophagectomy is
associated with high mortality and morbidity, being
associated with a 5% surgical mortality rate even at high-
volume centers (12). Some studies have compared the
outcomes of esophagectomy with those of CRT in a
population-based sample of elderly patients with early-stage
esophageal cancer; the survival rate of patients with
squarmious cell carcinoma did not significantly differ between
CRT and esophagectonty groups. Patients with radio- and
chemosensitive early esophageal cancer seem to have
prognostic and functional merit (17).

In our patient, we hypothesize that CRT administration for
the concurrent early stage esophageal cancer stimulated the
response of the gastric cancer to chemotherapy.
Chermosensitivity to 5-FU and CDDP is not very suitable for
advanced gastric cancer (18). In Japan, S-1 (Taiho
Pharmaceutical, Tokyo, Japan) is a key chemotherapeutic
agent used against gastric cancer (19). Its efficacy has been
proven in trials of S-1 for gastric cancer and the combination
of S-1 and CDDP for stage IV gastric cancer patients (12).
S-1 has many advantages, including its high efficacy,
excellent tolerability, low side-effect profile, and the ease of
administration in an outpatient setting. In the light of our
case, we believe that patients with early gastric cancer could
be cured by using highly efficacious S-1 chemotherapy.
Further research is needed to improve esophageal and gastric
preservation in patients with early cancer.

In conclusion, this case confirms the possibility of CR to
radiotherapy and chemotherapy for early esophageal and
gastric tumors. Further study of such cases will promote
further understanding of CR, and it may also lead to the
development of a new treatiment strategy for early esophageal
and gastric cancer.
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A Patient with Advanced Remnant Gastric Cancer Responding Completely to 5-1 Monotherapy: Asuo Okaniwa ™,
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Summary
A 74-year-old man with anemia visited our hospital. When he was 42 years old, ha was diagnosed with duodenal ulcer and

underwent gastrectomy with Billroth II construction. A gastrointestinal endoscopic examination revealed an ulcerative lesion
at the remnant stornach, and the pathological examination of the biopsy specimen showed moderate to poorly differentiated
adenocarcinoma. Abdorminal CT scan revealed liver and para-aortic lymphnode metastases. He received daily oral administra-
tion of S-1 at a dose of 100 mg/body, bid, 4 weeks on and 2 weeks off. After 4 courses of S-1, CT scan showed a complete
response of the liver and also para-aortic lymphnode metastasis. He underwent total remnant gastrectomy with D2 dissection.
Histological examination revealed no residual cancer cells in the surgically removed stomach and lymphnodes, and he was
diagnosed a complete pathological response (Grade 3). He refused adjuvant S-1, but is in good health without recurrence 2
years after the operation. Key words: S-1, Pathological CR, Remnant gastric cancer {Received Apr. 15, 2011/Accepted May

11,2011)
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