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SN 18 FIOINEH TR ZYEDS 56%, WH/
EDEHIE 46% T, % {Ff® ADM ® cyclophos-
phamide (CPM), 5-FU 7% & o :$#) & [ % O Hilfi 2
BAAH LN EHmEL TS

2 — k= R BHL MEFIIHT S CPT-11 Ot
N A B A Lo B Al & kA L 724G &, CPT-11
I EIR N 5T ADM, CDDP # X UF mitomycin
(MMC) & [il% o gl S, 1 e &
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mg/m? T L7z, ZO&M, Dose limiting factor
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5o HERRBRTOHIRTEE, 100 mg/m® TH
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Table 1 (2737, Z5IRIE, TEHMTIE 42.9% (3/7
), BN TIE 21.4% (3/14 BI) THYH, &35
DHEMETIE, A ik 33.3% (2/6 #1), B ik: 28.6%
(2/7 #)), D ik 13.3% (2/15 Bl) ke o7z7zd, #H
oMK RO H1E, Ak BERRH I

Table 1. Antitumor effect of ovarian/cervical cancer

Cancer type/

CR PR MR

NC

Response rate (%)

PD

Ad. method CR+PR/ CR+PR/
complete case  qualified case
Cervical 2 1 2 2 3/ 7 (42.9) 3/ 8 (37.5)
Ovarian 1 2 2 5 4 3/14 (21.4) 3/15 (20.0)
Other* 5 2 0o/ 7 o7
Method A 2 1 1 2 2/ 6 (33.3) 2/ 6 (33.3)
Method B 1 1 1 4 2/ 7 (28.6) 2/ 7 (28.6)
Method D 2 7 6 2/15 (13.3) 2/17 (11.8)
Total 3 3 2 12 8 6/28 (21.4) 6/30 (20.0)

*Uterine corpuscancer: 6, Uterine sarcoma: 1

Table 2. Response rate of cervical and ovarian cancer

Response rate (%)

CR PR MR NC PD —

CR + PR/complete case CR + PR/qualified case

Cervical
Group A 2 6 4 7 8 8/27 (29.6, 12.4~46.8) 8/34 (235, 9.2~37.8)
Group B 3 2 3 8 12 5/28 (17.9, 3.7~32.1) 5/32 (15.8, 3.0~28.2)
Method A 2 3 5 4 10 5/24 (20.8, 4.6~37.0) 5/33 (15.2, 3.0~27.4)
Method B 3 5 2 11 10 8/31 (25.8, 10.4~41.2) 8/33 (24.2, 9.6~38.8)
Total 5 8 7 15 20 13/65 (23.6, 12.4~34.8) 13/66 (19.7, 10.1~29.3)
()varian ) ) -
Group A 7 2 6 13 7/28 (25.0, 9.0~41.0) 7/31 (22.6, 7.9~37.3)
Group B 6 2 12 7 6/27 (22.2, 6.5~37.9) 6/37 (16.2, 4.3~28.1)
Method A 8 2 9 9 8/28 (28.6,11.9~45.3) 8/33 (24.2, 9.6~38.8)
Method B 5 2 9 11 5/27 (18.5, 3.9~33.1) 5/35 (14.3, 2.7~25.9)
Total 13 4 13/68 (19.1, 9.8~28.4)

13/55 (23.6, 12.4~34.8)

(' ): Response rate and 957% CI
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CPT-11 O EH M B X IR M3 2 5% -
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—), W TO CPT-11 O+ Sl 3 2 KA
B%Ti&, Kavanagh ©' @ M. D. Anderson Cancer
Center 3 £ U Chevallier 5'” @ EORTC (European
Organization for Research and Treatment of Cancer)
CTHRE SN 7-8E2H %, Kavanagh Hi%, &%
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mitoxantrone (MIT) & @ RIZHIMEN 2380 T 5,
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TH 50, TPTIZALILERINEZ KT LI TS,
TPT (&, CPT-11 FlkkIZ % FMi# (X LT, W%
PUMB R W% 253 2 LAY in vitro B X U in vivo DR
WTED SN TEB Y, Z2oh Mg RIS,
schedule-dependent TdHh % L i STV 5%,

Rowinsky?” 513, TPT O# -HIGARE %, A1TR
A E R 29 Bl % xh % & UThfr L7z, TPT % 30 7714
SOEBIRNIE S KD 5 HEDER S L, 2hze 3 4
Mk THE Y BT HiEE YN 5 0.5 mg/m? 2 H A
L, 2.5 mg/m*  THH L7z, Fo#5%E, DLF 349
BT, MTD (3 2.0 mg/m? T - 7z ML 715
b i, BEI»OHPEEO PR, EL, BT, #
BEARS Mg s, RSBk, RSB RAESO S T, PUEE
BMEE, CR1%I, PR3BI, MR1BITHY, JIEMT
L1 B PR Aoz, ZOERE,SL, B HE
KRB OHEAR 5141, TPT 1.5 mg/m? @ 5 [1{##H
R THLHEMELTVD,

O, 24 WER], 72 FER, 120 RERFERERGEZ T 0
ZFh 3 EEME TR ST 2 e 2 21 H R FRR
% 28 HMIFCTERT L Hik 88Tk
D CHIERREEE LTERINTVAE, ZR5HDH
B, MTD 3, 24 KeRIFEHELAE>: 8.4 mg/m?, 72 K¢l
b= 1.6 mg/m¥day, 120 WRIFEHE G2 0.68
mg/m¥day $ &£ U 2.1 mg/m¥day, 21 H ki
0.6~0.8 mg/m¥day & i 2 Twb, $7:, DLF 3,
WFNOMRET O MERME A, FF A hEREA TH D,
MABRD R MIEEIETH -l shTwa,

RT3 5 TPT #H15 ~HIGKAER X, CDDP
7213 CBDCA AR X O &®A % &L btz i
HELT1hwL 2 LI AT TOL MR %
#HEELT, TPT15mg/m: & 38T &2 5 HRERH
30 o AGEEICTRIrS ., 2o/, BHFiE
14%, ZAWMIE 89 »HTH 727,

T/, BRMIZB TSN 5 TPT % figk K
BB HER R b TSR RDUR A 2 &
LRI RN T I - 7290 B e ] 111 Bl ARG e L
T, TPT 1.5 mg/m* % 3 W L2 5 HEMA 30 5
SIHE L2z ST RERNE 92 BT, (Y&l 552 3 — 2
MEBSI N, FHIRIZ G-CSF »% 20.5% 25 3h
T2o FORRE, BFEIE 16.3% (15/92) T, CR1 #,
PR 14 BITH 720 72, ¥ AT I F > WAEGZ 5
T HAEMEIE 5.9%, AT TF VPRI 5 4
WAL 17.8%, ¥ AT 7 F VIEREHEHITIX 26.7%.
RN oyt fii: 21.7 8 (4.6~41.98) Th -7

TPT O “HIBKABKRE LT, A7) %FE 1L
(PCT) & o {2 S iABR A3 % it i A BB IR A ikt &
LTEBIN TS5, MmN 226 ¢ 7% x4l
TPT 1.5 mg/m* # 3 W X125 HEMH 30 750 20
FiiE 7213 PCT 175 mg/m¥day 3 3 & (2 3 I A0
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FHEL7:, ZOE, TPT 8L PCT O&EMFIL, £
h#h 205% (23/112), 13.2% (15/114) (Table 3),
Ay ohefiiz, FhEh 32 8, 20 HTw¥h
LA EAI RN -7, ), Time to Progression i,
Fh#h 23 8, 14 ATHEE (p<0.01) PRHLHN
TWa A, A ohRE, £hth 61 8, 43
WTHE XN -7 (Table 4). BIEHIZOWTIE,
IR LA TPT T 79%, PCT T 23% [Z@H H 1,
TPT »AH BIZk A - 724, MWOBERIZOWTIE, W
ERLL7L—F 1,2 LBEETH -7 (Table 5), B
LR TPT &, ZHEBLIUVHERE TOHEM»LY
B2 enn, PCT LH%EUETHEZLVHESN
TWw5,

AFNZ BT S TPT DIPEERRAES) % M R L 72 BRI
Bmitiixnd, THEHERENRE LS K

Table 3. Response rate

Topotecan Paclitaxel
Response to treatment (n=112) (n=114) P
no. Y no. Yo
Responder
CR 5 4.5 3 2.6
PR 18 16.1 12 10.5
Total 23 20.5 15 13.2  0.138
95% CI 13-28.3 7.0-19.4
Nonresponders
Stable disease 33 29.5 38 33.3
Progressive disease 39 34.8 56 49.1
Not assessable 17 15.2 5 4.4
Total 89 79.5 99 86.8

REAER SN, ASCO ICTRESINTVEY. fHH
#i 26 B kit 6 B, BE#H#HE: 20 #1) (XL, TPT
12 mg/m? % 3 M L2 5 HMMH 30 77 B sGEaE L
72e 2B, FHMEARESER 21 BIT, BRI KRGHEG):
25% (1/4), BLiB#B: 17% (3/17) HE L5 T b,
Inm. £ & &

Topoisomerase I FIEH TH HEHRA ) /74 v LIk

B hRT A L, AERRBEES L CENADORK

Table 4. Time to event variables

Response variable

Topotecan  Paclitaxel
(weeks)

Response duration n=23 n=15
Median 32.1 19.7
Range 5.4-53.1 6.3-24.3
Risk ratio 0.416
P 0.2218

Time to progression n=112 n=114
Median 23.1 14.0
Range 0.7-62.1 0.1-30.9
Risk ratio 0.578
)4 0.0021

Time to response n=23 n=15
Median 9.0 6.0
Range 3.1-19.0 2.4-12.3
Risk ratio 0.476
p 0.409

Survival n=112 n=114
Median 61.3 42.6
Range 0.7-62.1 0.1-75.3
Risk ratio 1.210
P 0.5153

Table 5. Related or possibly related nonhematologic toxicities occurring in

more than 10% of patients treated with topotecan or paclitaxel

Topotecan
(% patients)

Adverse experience

Paclitaxel

(% patients)

grade 1/2
Alopecia 75.9
Nausea 67.9
Vomiting 53.6
Fatigue 33.1
Constipation 37.5
Diarrhea 33.9
Abdominal pain 215
Fever 27.7
Stomatitis 23.2
Dyspnea 17.8
Asthenia 17.0
Arthralgia 55
Myalgia 3.6
Neuropathy 0.9
Skeletal pain 4.5
Flushing 4.5
Paresthesia 0.9

grade 3/4 grade 1/2  grade 3/4
0.0 92.1 0.9
9.8 43.0 1.8
9.9 28.1 2.7
8.0 25.4 6.1
54 30.7 0.0
6.3 37.8 0.9
54 36.0 3.5
0.9 17.7 0.0
0.9 14.0 0.9
6.3 13.2 5.3
5.4 9.6 3.5
0.9 28.9 2.6
0.0 25.4 2.6
0.0 15.8 0.0
0.0 114 5.3
0.0 14.1 0.0

0.0 29.0 0.0

Excludes febrile neutropenia.
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The review of topoisomerase I inhibitors: irinotecan hydrochloride and
topotecan hydrochloride for ovarian and cervical cancers

Keiichi Fujiwara

Dept. of Obstetrics and Gynecology, Kawasaki Medical School, 577 Matsushima,
Kurashiki City, Okayama 701-0192, Japan

Concerning anticancer drugs of new category: called topoisomerase I inhibitors, i. e., irinotecan
hydrochloride (CPT-11) and topotecan hydrochloride (TPT), we report the pharmaceutical proper-
ties and the results of clinical studies that were focused on cancers of the ovary and uterine
cervix, and describe the background and current status of development of these drugs. CPT-11 is
a semisynthetic derivative of camptothecin, that is an antitumor alkaloid contained in
Camptotheca acuminata (Kiju) of Chinese origin. Since a metabolite of CPT-11, SN-38, exhibits a
strong effect in inhibiting cellular growth, CPT-11 is believed to be a pro-drug. TPT, on the
other hand, is a derivative of water-soluble camptothecin, and unlike CPT-11, the unchanged
TPT is considered to be active. The mechanism of action of both CPT-11 and TPT is suggested
to be selective ihnhibition of the action of type-I DNA topoisomerase, and inhibition of cancer cell
growth, leading to antitumor actions. Both drugs have a wide antitumor spectra, and strong both
show antitumor effects against ovary and cervical cancers that have been confirmed in in vitro
and in vivo experiments. The dose limiting factors (DLF) of CPT-11 are diarrhea and leukopenia,
and that of TPT is leukopenia, especially neutropenia. The optimal dosage regimens of CPT-11
for ovary and cervical cancers are suggested as follows: Regimen A: 100 mg/m? administered once
a week, and Regimen B: 150 mg/m® administered once in two weeks. Various administration
methods have been investigated in phase I clinical studies of TPT, and 5-day repeated adminis-
tration of 1.5 mg/m%day and 1.2 mg/m*day are recommended for overseas and in Japan, respec-
tively. The results of clinical studies on administration of CPT-11 or TPT alone by this regimen,
and the appropriateness and effects of combined use with other anticancer drugs are summarized
here. Moreover, the recently-reported results of a large-scale randomized clinical comparative
study of TPT and paclitaxel (PLT) are described.



