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Fig. 1 Contrast-enhanced computed tomography before initiation of TS-1 treatment. Note
the multiple tumors throughout the liver.

Fig. 2 Serum concentrations of 5-FU during oral ad-
ministration of TS-1 (50mg at 3 p.m. and 100mg at
10 pm.). They were higher at night time and the
peak concentration of 5-FU (539ng/ml) was ob-
tained at 3 a.m., suggesting the chronomodulating
nature of this treatment.
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Fig. 3 Contrast-enhanced computed tomography at 4 months after initiation of TS-1
treatment. Note the only one tumor remaining in the liver (arrows).

ZEEETL20DYLEMEREZZEL, TS
OPMRIZ 15 BFIZ 50mg, 22 FFIZ 100mg & L 7.
TS-1 WARBAA HCER 6 |1 (9 FE, 12 K, 15 I,
18 Wy, 21 K, 3WE) R L, I # 5-fluorouracil
(LLF, 5FU) EZE (fikra<x b7
74— HPLC#:) L CEEMBE W (Fig
2). Ii% 5-FU ISR M <, JFaT 3B c Y —
7l (539ng/ml) ZRL72Z END, AREEFEIES-
FUDRREHTH D 2 & 2R L7z
BERGE, FEBRIIEA RN, 420 HE
WA X 3502 4% 25em o B B AS AR R AR
L20HER -7 (Fig.3). EHHIHRLHILERD
BV <, JBRTOMBELTRETH - 72, &
FEEIR 151 O HICZ B0 % k7 L2 72 0%E
ka2 L, ABEM#E L7z, Ba RIHEILEN
BEgmATH IR % FE &3, Mk = v
s oizbRHE Mtk 498 HH) 3L/,
TIMRAT AL © SEPNIFRACRES (P ar X)) B4
2 &0 ABESE N 2 BT 2 BT ENIR DSk L 72720

ONRFE I & B Sz, SRR O MR
FICIE, FRAFMEEMILICE N T R - 227
® (TUNEL i : ApopTaq peroxidase kit, Inter-
gen Company, Purchase, NY, USA), Z 1LIZTS-1
OPEEIRETH S LIRSz (Fig. 4).

z =
FLEERA Y R O £ 2 T, i,
S EEEIRE P A S RIERE D)V NE, KT
HbH. KEOHERIIZHET LI 0%, Yk
DORGLRDILIIMTHY, ERIFERITHL
TUIHLFREDHE RO FHRTH S, Lo L, I
R 03 5 AR LRI S T
W Al B YUERE (B2 A5 i RS TIAT
&, HWR) ke (R 1983~2005 4F, &k
FrEbR<, F—v—F[FLEHRE] [T 2B
SHERE , [FRAg , [ESAe | (b, TS
AL ) L8P cid, LIRS IR
W20 U TR AR 228 L 22 s o, HFils?
D& CDDP Pt 5-FU e Bhiid b9 =



20064 4 A

61(489)

Fig. 4 Postmortem histologic examination of the liver metastasis. About

half of tumor cells show apoptosis. A : routine histologic examination with
hematoxilin and eosin (% 100), B: TUNEL staining with ApopTaq peroxi-
dase kit (x100)
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Chronotherapy with TS-1 for Multiple Liver Metastases from
Ampullary Carcinoma : Report of a Case

Naoyuki Yokoyama, Yoshio Shirai, Katsuki Muneoka®,
Toshifumi Wakai and Katsuyoshi Hatakeyama
Division of Digestive and General Surgery, Niigata University
Graduate School of Medical and Dental Sciences
Department of Surgery, Niitsu Medical Center Hospital*

Liver metastases from ampullary carcinoma are resistant to chemotherapy. In the Japanese-language litera-
ture, we found only one case of ampullary carcinoma liver metastases, for which hepatic arterial infusion of
combined 5-fluorouracil (5-FU) and low-dose cisplatin achieved a complete response. We herein report a case
of patient with ampullary carcinoma metastases to the liver, for which systemic chemotherapy using TS-1
was effective. A 74-years-old woman presented with unresectable multiple liver metastases occurring 1 year
after a pylorus-preserving pancreaticoduodenectomy for ampullary carcinoma. She received oral administra-
tion of TS-1 (50mg at 3 p.m. and 100mg at 10 p.m. ) every other day. 5-FU Serum concentrations were higher
at night time and the peak concentration of 5-FU (539ng/ml) was obtained at 3 a.m., suggesting the chrono-
modulating nature of this regimen. No adverse effects were noted. A partial response was achieved with only
one hepatic tumor remaining in the liver. Five months after the initiation of the TS-1 treatment, she was read-
mitted with massive hematemesis and died of uncontrollable bleeding. Autopsy revealed that the hemorrhage
came from hemobilia due to breakdown of a hepatic artery running within the remnant tumor. The experi-
ence of this case suggests that T'S-1 administration with chronomodulation may be effective for ampullary car-
cinoma metastases to the liver. Arterial bleeding may be a lethal complication of chemotherapy, provided that
the tumor responded well to the treatment.
Key words : ampullary carcinoma, chronomodulation, 5-fluorouracil
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