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A Case Report of Metastatic Pancreatic Cancer That Responded Remarkably to the Combination of Thalidomide,
Celecoxib and Irinotecan: Masato Hada and Kazuhiro Mizutari (Dept. of Gastroenterological, Ashitaka Hospital)
Summary

The prognosis of pancreatic cancer with metastases or recurrence is quite poor. Chemotherapy has not resulted
in a significant survival benefit; median survival is 3-6 months. Various chemotherapeutic agents have been
evaluated and the standard chemotherapy of pancreatic cancer is gemcitabine. The response rate, however, is low
at 13%. Thalidomide and celecoxib have different mechanisms of action and activity in various malignant tumors.
Both have been evaluated and shown to demonstrate activity against solid tumors. Thalidomide decreased the
stability of TNF-mRNA and COX-2 mRNA. COX-2 is a bifunctional enzyme possessing both cyclooxygenase and
peroxidase activities. Although celecoxib inhibits PG biosynthesis, most do not affect the peroxidase activity of
COX, which can generate proximate carcinogens. Because thalidomide does not completely inhibit COX-2
expression or PG biosynthesis, a therapeutic strategy combining celecoxib with thalidomide might be more
effective than using either agent alone. Differences in the mechanism of action of gemcitabine and irinotecan
suggest that a change of gemcitabine to irinotecan could provide clinically efficacious outcomes.

In order to accomplish new treatment strategies, we have been using thalidomide, celecoxib and irinotecan in
low-doses. We believe this combination represents a viable treatment for patients of pancreatic cancer with
recurrence or metastases. Key words: Irinotecan, Thalidomide, Celecoxib (Received Nov. 13, 2003/Accepted Mar.
1, 2004)

BEE W EGEBREREO FRIIIETICE Y, & 5 HUEANIN T 22 E MR, HIED WETIE gemcitabine A5
HEIRR L 725 T 308, ZDFEIFIZ 10%LLT £ &, Z D72 DFEREERNISIE (clinical benefit response) & v 5 & %
AUEEIRZHE I L LTWw3, 22 ThhbNIZEYRICshE 2L, Ly bEERAIC»% 0 OBMiE A5 h 3 )ik
& L T thalidomide, celecoxib, {&F%& irinotecan % 218 L 7z, thalidomide ®$t VEGF fEH, Hl TNF-a fEH &
celecoxib ® COX-2 BHEEH 2 U & A= #E % i KBRFI 9 % 778 T 5 . thalidomide, celecoxib 1213 & 512,
irinotecan OEIVEH 2] 3 2 /EH L EROPIER OWEEEZ T O 2FH b H 2 L WO MENDH 2,

EHEL CHERITY, RIEFLEEE & - IR 28 L
T2DTI ZIWCHRET 5,

i C &I

STAE, HEATIREREC gemcitabine (GEM) 23 TREH

o R L - I.%E fl
ELT—EDRREE ETT05, L LIIESED SR
s WiE, second-line DIEX|ZHET 2 LIFEHEL W, & B 69 5%, ik,
bhbiid GEM, 5-fluorouracil (5-FU) #f R %217 Fif HREERZ Lo,
W PD T & - 72 AT B E 11 thalidomide, celecox- IRRAE: 2002 4F 4 AR T, BEE - FFRFMAae
ib, GEM DOfF S TR 2157225, £ OBEE (Stage IV) £2#ran GEM & 5-FU ffH O bagikk z
PD &7 57272 % thalidomide, celecoxib, irinotecan iZ 5HS8HXY 6 H4HZETRI7,CT I & 2 EEERIC

EERSE: T 410-0875 WEMSINFEIM 372-5  * B[ERKLE - MLaRE
P IEA 0385-0684/04/¥500/3H3/JCLS



1408

BALSREGE

1 BEEECT (2002 46 A 27 H)
a: ffFIC ) > 7 RIEYL % £ S B DR L,
b: PETEAE 12 YRR AR — 72 R S TFAE T B

2 JEERCT (2002 410 A 19 H)
a: FNERRE R I Ehn, R L Twd,
b: PEHEAER o g b TR L T 5,

3 JEEHCT (2002411 A 19 H)
a: FFNEERE B IR R/ KR TH %,
b: BB D T 12 AT 13 7 Vs

fE/ NIERIEFE S ST, JEE~ — 4 —fl CEA 1336 H
BRET 77.6 ng/ml 25 132.6 ng/m/i 12, CA 19-9 1% 7,410
U/ml 7 5 15,940 U/m/ iz £ 5H U 7z 7z ® thalidomide
HHR 2 BRI U~ ARE & 72 o 72,

ABEFRAREMR: MR LA RE TRE 2RO Lo
T3, B~ — A —1% CA19-9 23,000 U/m/, DUPAN-2
1,600 U/m/ & BHEEHETH > 72,

JAARAEIE: 2002 45 6 H 21 H APBE, thalidomide 200
mg/5kE 7, celecoxib 400 mg/FH 4 # H % O£ 5,
GEM 1 g/l (fixed dose-rate infusion) 10 H Z & 12 &
iEehm L7z (M 1a,b)s 1 »AED CT Eiffg FicZ:
1bix 7m0, EE~—2—CA19-9 1% 18,000 U/m!
EIEFL, DUPAN-2 1% 3,300 U/m/ & L& L7z, 2002

7 H 30 HaRBt & 72 0 ARIBH & ke L 7203, £ O1%)
WITPD &ko77-0 10 H15 HEABEE R D (K 2a,
b), €k » o @ thalidomide & celecoxib 12 1 i &
irinotecan 40 mg/ 7] %38 2 [ 5., 40 HRE DO ABEH&3ET
360 mg 2 # 5 U7z, RS 3 & RS A/ IME ) 2R L
(K 3 a, b), EE~—5—CA19-9 IZFABEKFD 140,000
U/ml %3 75,000 U/m/ & {& F L 7z %5, DUPAN-2 iX
11,000 U/m!l & ABBERF T2 BIX % p o 720 2002 4F 11
H 23 HiBBE %, R BE ¢ ABEHF & [FAf 12 thalidomide
200 mg/FtERTEB X O celecoxib 400 mg/E47 & H %1
57 o MR & irinotecan 40 mg/[BlDE 1 [A[4 5.
220034F4H18H E TITw, EHIK5HKE T
thalidomide % X Uf celecoxib M5 % fkft L 72, 2003



