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Evidence of efficacy for some herbal medicines
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Clinical Study of Irinotecan Therapy in Patients with Fluoropyrimidine-Resistant Advanced Colorectal Cancer: Tomo-
hiro Nishina*?, Ichinosuke Hyodo*!, Toshikazu Moriwaki*}, Takeshi Kajiwara*!, Takao Tsuzuki*!, Ken Hirao*?, Eiji
Tubouchi*!, Junichirou Nasu*!, Shoji Hirasaki*!, Toshikazu Masumoto*!, Yoshiro Kubo*? and Akira Kurita*? (Dept.
of *!internal Medicine and **Surgery, National Hospital Organization Shikoku Cancer Center)
Summary

The clinical efﬁcacy and safety of irinotecan (CPT-11) therapy were studied retrospectrvely in patients with
fluoropyrimidine-resistant advanced colorectal cancer. The subjects were 44 patients who were treated with CPT-
11 alone or'with a combination of CPT-11 and mitomycin € (MMC) at our institute from April 1999 to March 2003.
CPT-11 (120-150 mg/m?) alone or CPT-11 with MMC (5 mg/m?) was administered every 2 weeks. The objective
overall response rate was 11% " (95% confidence interval, 3.8-25%). In 38 patients who were treated until October
2002, the median survival time was 12 months. Two-year survival rate was 13%. Grade 3 anorexia or diarrhea
occurred in 6 patients (14%) and 5 patients (11%), respectively. There was no treatment-related death or sarly
death within 30 days from the last administration of CPT-11 (+MMC).

This retrospective study demonstrated the reproducible activity and safety of CPT-11 for the ireatment of
fluoropyrimidine-resistant advanced colorectal cancer in clinical practice. Key words: Colorectal cancer, 5-fluo-
rouracil, Irinotecan, Mitomycin C, Refractory, Chemotherapy (Received Jan. 19, 2004/ Accepted Mar. 1, 2004)
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N, 18~32%DE|EXIENRENY, ZOFEREZH T
5-FU i Hit k o BN  BERKBEZNRE
L, Bz T CPT-11 & best supportive care BIU
CPT-11 & best estimated 5-FU-based chemotherapy
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K3 2R51-AXBUHEEESRE
HE (=44

grade 1~4 grade 3/4

REER n (%) (%)
M
B gk 32 (73) 8/4 (27)
P 54 (77)  13/7 (45)
~EZTEY 29 (66) 0/0 (0)
ity 10 (23) 1/0 (2)
SE M
Ei 35 (80) 3/0 (D
TRt 12 27 170 ( 2)
BHRTE 38 (86) 6/0 (14)
TH 21 (48)  5/0 (11)
BER 38 (86) 5/0 -(11)
(O 2 (5 0/0°-( 0)
B 32 ) 0/0 (0)
FE 307 0/0 C0)
R 2 (5 0/0°C 0)

Sl=gedin 000 0/0 (0

FEXE:1.1~29%), CPT-11I/MMCH#BH 3= =
14% (95%{EHEXM: 2.9~35%) Thol,

3. FEE

EBEI -2 BJ B grade 3 L L OEEES R
2561 (57%) THY, T3> ExkEbOIMEELET
RIEFEREREA 20 B1(45%), FEIMIEEE TR ERTIE 6 41
(14%), THI5 B (11%), RS Fl (11%) Th-o7:
(3% 3), CPT-11 Bl L CPT-11/MMC $tBEITIzE
EERORFBEECEERERRD SN o Tz,

BEERIZL S CPT-11 OBENTHLNIELIZ 20
Bl (46%) Thote, BE - EEEHRONRIZ, FhEk
BA»S10 6, Bols - IBHD 5 WITEATIES 761, TH
D3 BITH - 72 IMEMEL T B & UBER 30 BUWO
FHSEC IR 2o 7z,

4. 5D - EREAE

BEEHTRER 6@ TH>7, CPT-11 @ 150 mg/
m FEERE % 1.0 & LeBFO®RE 6 E & TO relative
dose intensity (RDI) D FHE M ZHEREZEIT 0.8120.13
T&Ho 7z,

5. E 5B M

2002 5 10 B & TiiaE  FEE L - 38 Bk £EHARS

1363

100 1
NST 12.07°8

0 1 ? 3 (&)
1 CPT-11 B#E5ESOLETFHE (n=238)

DIRETONRE Uiz, LB ORI SIS O EhhEE
BLUBEERR UHILPIORKRLIZERABETH-
7o MST i212.0 » B, 2 F4EFER 13.1% TH- 7 (K
1. BE5HER TR, CPT-11 Bz MST 11.7 » 8,
CPT-11/MMCH# AH X133 B Thol, ¥ 77,
CPT-11 % 120 mg/m* THIFA L7z 1560 MST i 11.0

 BETH o,

m ==

s

SEORE TR 7 v Y 3 Y U RIUERNCIBEERN

- BOERY - BRARBEBESICX T 5 CPT-11 BHlT

DRFFER9.1%TH Y, BORTOE IHERE OB
18~23%6 "M HEARPRABEVEE T H o 7225, 64% OFEHI
TNCLEOBERB SN, &5 MSTIZELTR
11.7»F EBKRTOENERER ORLAEI. 2~10.8 »
B0y HR L T b RIF SR TH o 72,

CPT-11 & MMC & O#tBIZBAL TiZ, Japan Clini-
cal Oncology Group &7 5-FU EHMEARIBE Z3 L
CPT-11 150 mg/m®* MMC 5mg/m? 2B L850
FRPREE ILAEERER DS Thillz, RILZ DRBENRE 3 h,
BINE 34% L BWHREBIRSE S, MST b 11.9»
A &<, T OFREIHRE S NI BkD» & b EED
B ERE & 1T e 51599 A EI 0D retrospective AR
HTHH 285, ZMETTH MST 13.3 58 & BIF2piE
ThHolzo ZREWEE L TORMEEEOEBEOIA

i, CPT-11 BR 0BBBENLETHSL EELS

ns,

EERGWCEL TIRER grade 3 LD L OITIFEER
WD, BHTE TRATH), BEOREYDRE L E
EBELIBEED ) BSanot, ThdDEESRY,
RDI 0.81 & dose intensity BMET LI X2 ERTH -
7eds, Bl - B, BEET, THIWEIL T grade ,
2DLDTHEEORETIRELIICE 3 EH L AHT
BHDEHBMOTH, TEEEL CTHAEET 2 2 L
BEEEEZ sNnj:, CPT-11 OEZERE (100~150
mg/m?) T HEE OB, —BRREOEE L



1364

Rk DHBRR I & 245 O RS S HER S h
BERETOREDHEIN TV ZBIDHLEET, il
BOFERARERAE BT 3 1, 15280 TbF 1 E
BEEN O mg/m*RFEOEFN 6% DERETH-
7z 20,

R CTRBREORE  BETHERKBLSEET
b, BEFICLTIERE 21TV, EEFEHBERD
EHCICUETEE  EREToER BEAYD
FEB (39/44 fBl) THIEN— A TOIRERGEMNERETH -
120 BTz, BEEEVHBHTROEFCE T CPT-
11 # 120 mg/mACREO LREREBL, EECHEL
722 TMST  1LO» B E2BEN L EDLLRWVWER
FREENEONILEZLTWwE, &5 ITRERET,
BEERIBICR CLRDTB 6T, FEERTIEE
B DWBEEEZ NI,

SEIOKRE T, 7v{bE Y & ¥ VIEREDESBMX
BT 2 ZREBEL LToOCPT-11 2 Awizfb
BHEREMERICSOT L —EDRE L B EER
BN, B SIEINOSBIHERE & RO EFHENE S

NTWBE I Do FDES ;ﬂ%%Tﬂ”éﬁ’Lko
X ®

1) Advanced Colorectal Cancer Meta-Analysis Project:
Modulation of fluorouracil by leucovorin in patients
with advanced colorectal cancer: evidence in terms of
response rate. /] Clin Oncol 10(6): 896-903, 1992.

2) Advanced Colorectal Cancer Meta~Analysis Project:
Meta-analysis of randomized trials testing the bio-
chemical modulation of fluorouracil by methotrexate
in metastatic colorectal cancer. J Clin Oncol 12(5):
960-969, 1994.

3) Shimada Y, Yoshino M, Wakui A, et al: Phase II
study of CPT-11, a new camptothecin derivative, in
metastatic colorectal cancer. CPT-11 Gastrointestinal
‘Cancer Study Group. J Cln Oncol 11(5):909-913,
1993.

4) Conti JA, Kemeny NE, Saltz LB, et al: Irinotecan is
an active agent in untreated patients with metastatic
colorectal cancer. J Clin Oncol 14(3): 709-715, 1996.

5) Rothenberg ML, Eckardt JR, Kuhn JG, et al: Phase II
trial of irinotecan in patients with progressive or
rapidly recurrent colorectal cancer. J Clin Oncol
14(4):1128-1135, 1996.

~ 6) Rougier P, Bugat R, Douillard JY, et ai: Phase II
study of irinotecan in the treatment of advanced
colorectal cancer in chemotherapy-naive patients and
patients pretreated with fluorouracil-based chemo-

)

8)

9

10)

1

12)

13)

14)

15)

16)

1n

18)

19)

20)

B ALBBE

therapy. /] Clin Oncol 15(1): 251~260, 1997.
Cunningham D, Pyrhonen S, James RD, et al: Ran-
domized trial of irinotecan plus supportive care versus
supportive care alone after fluorouracil failure for
patients with metastatic colorectal cancer. Lancet
352(9138): 1413-1418, 1998.

Rougier P, Van Cutsem E, Bajetta E, ef ¢l: Random-
ized trial of irinotecan versus fluorouracil by continu-
ous infusion after fluorouracil failure in patients with
metastatic colorectal cancer. Lancet 852(9138):
1407-1412, 1998.

Douillard JY, Cunningham D, Roth AD, et al
Irinotecan combined with fluorouracil compared with
fluorouracil alone as first-line treatment for metas-
tatic colorectal cancer:a multicentre randomized
trial. Lancet 355(9209):1041-1047, 2000.

Saltz LB, Cox JV, Blanke C, et al: Irinotecan plus
fluorouracil and leucovorin for metastatic colorectal
cancer. Irinotecan Study Group. N Engl | Med
343(13): 905-914, 2000.

Ohtsu A, Boku N, Yoshioka T, et al: A Phase II study
of irinotecan in combination with 120-h infusion of 5-
fluorouracil in patients with metastatic colorectal
carcinoma: Japan Clinical Oncology Group Study
(JCOG 9703). Jon J Clin Oncol 33(1):28-32, 2003.
Kano Y, Suzuki K, Akutsu M, et al: Effects of CPT-
11 in combination with other anti-cancer agents in
culture. Int J Cancer 50(4): 604-610, 1992.
Villalona-Calero MA and Kolesar JM: Mitomycin as
a modulator of irinotecan anticancer activity. On-
cology (Huntingt) 16(8 suppl 7):21-25, 2002.
Yamada Y, Shirao K, Hyodo 1, ¢f al: Phase II study of
biweekly irinotecan and mitomycin C combination
therapy in patients with fluoropyrimidine-resistant
advanced colorectal cancer. Cancer Chemother Phar-
wmacol  52(2):125-130, 2003.

Comella P, Biglietto M, Casaretti R, et al: Irinotecan
and mitomycin C in 5-fluorouracil-refractory colo-
rectal cancer patients. A phase I/II study of the
Southern Italy Cooperative Oncology Group. Oncology
(Huntingt) 60(2):127-133, 2001.

Scheithaver W, Kornek GV, Brugger S, et al: Ran-
domized phase II study of irinotecan plus mitomycin
C vs. oxaliplatin plus mitomycin C in patients with
advanced fluoropyrimidine/leucovorin-pretreated
colorectal cancer. Cancer Invest 20(1): 60-68, 2002.
WHO handbook for reporting results of cancer treat-
ment. Genova (Switzerland), World Health Organiza-
tion, Offset Publication, No. 48, 1979.

=% B, & ME, JLFF— - fi Low dose CPT-11
W& D EHLHENRED N EBREEREMNO 141,
fé:’fb—r%fﬁ 26(8):1193-1196, 1999,

NGTRER, BRI, Semits - M & CPT-11 43k
S L VEDERULAERERY v GHmE 2873
REBEO 1H. 5o b3sgEE 29(6): 949-953, 2002.

WEA )/ FH U EEREREO: L (B, 55—
BisEkslar, EE, 2001, p4.




BIE FIT 2004F9A 1373

% . e
ALE% - RS 035@“?‘ 2, Gemcitabine Hydrochloride D#&a

Bl BRI EE-Zf CR SRe BAE-He BB R
BE EEv yoR EMe T E W ER St Ul e
T mET A B0 BE R

Clinical - Study of Gemcitabine Therapy for Recurrent or Metastatic Pancreatic Cancer: Toshikazu Moriwaki*,

ichinosuke Hyodo*!, Tomohiro Nishina*!, Junichirou Nasu*?, Satoru Hidaka*!, Takeshi Kajiwara*?, Takao Tsuzuki*?,
Ken Hirao*!, Eiji Tsubouchi*!, Yusuke Yamauchi*!, Shoji Hirasaki*!, Toshikazu Masumoto** and Minoru Tanada*?
(*'Dept. of Internal Medicine and **Dept. of Surgery, National Hospital Organization Shikoku Cancer Center)

Summary

The clinical efficacy and safety of gemcitabine (GEM) monotherapy were studied retrospectively in the patients
with recurrent or metastatic pancreatic cancer. The subjects were 30 patients who were {reated with GEM at our
center between May 2001 and August 2003. The objective overall response rate was 11% (3/28; 95% confidence
interval, 2.3-28%). The disease control rate (CR+PR-+SD) wasb4%. Grade3or4 neutropenia was most
frequently seen in 46%. Non-hematological toxicities were mild. The median survival time was 4.8 maonths. One-
year survival rate was 15%. This study showed the reproducible activity and safety of GEM in practice. Key words:
Pancreatic.cancer, Gemcitabine, Chemotherapy (Received Jan. 19, 2004/ Accepted Mar. 1, 2004)
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