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Tumor dormancy therapy % H#5 L 72{b 239815,
CPT-11i2 X %5 “Dormant chemotherapy”
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4a], tumor dormancy = HR & L7 bR LT, CPT-110EHEHRS 2R, KHER
5L LT, 25mg/m*% day 1, 2, 3/w CEBEMSTLL I XL L, Wi, EBEEE L R,
TNEN 8B, FI6HBITH A, TORRE, EHERS TIIEWER IR L, grade 3L Lo B BEHIH 2
361 (186%) A DHATH ol FAHGHHEITFRHICEEL, FH7IA THKELSA O 4 512
HML L7z, PUESERIRTIE, BRIFRDB0% & AERBED294% & R & LZETTED SN h o 7228, time
to progression (TTP) Tid, AR TIZPHEIA L, MEREHOL6H L 3B EOEDED LN,
% 72 median survival time (MST)  ZNEN115H, 45H L EBEEVRO Sz, DbEARBER, #h
E0D b TTP OEED OAFHHMOEREZ D 7 5 3/b¥#EE:, VbW 5 “dormant chemotherapy” & %
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CNETEYEHCBORBEOBRIE, EERL
HBRSELZLZHEBEIITTORTE 2. —#oFE T
A Z D HMAEK S I, FWOWER BRI DL
BoONB LI o7z, LAL, HEAIDERTNV
I Vo 7o O E B2  ORF, FRICTHAILEE
TiE, ERFLETHRER I SN ZVELD 2, H

TEAZETVWB L) A LBTE LN TN B DA
HIRTH 5.

—7J7, HEEOLE, HEANC L > THON LR
MiZBBELIGTT, #Mbh2r6Bons MM L dor-
mant state 25 ONL BB O 2 0125, Th
SRAEWVICHZLTWEI 2R L. WL
FRD X ) IHTE D L EADE ST v (/RS
INEWT2D) FEFITIE, BEIOOEGVETDHY,
PR MO N7ERICBWTERD, FHTH3IZTD 2
A% dormant ZHMICEKFE L CTHhB T L Z2HLICL
72. EHICZDI LIS L7200, KR THIFTTS N
72 BRI BI B 2 D OFEHF| D EEHRAER & I/ N PR

K55 HEHAESBE T VR - HILBTWICBIT 5
tumor dormancy therapy

<20004F12H 19 H ZH > RIRIGERE | & &
T921-8044 AR KFL4—86 SIRKZEIAMIEH
JiE B

FEOERR B (R4 2 MHEERD) 128w, BIIM NC
(no change) 2%t 3~ %5 NC #EBIZ, CR+PR fEHI D4
IR L IEH T 52 & 2522, “Prolonged NC”
(32 HH UL EfERE S 5 NC) ZoBax2®|EL, oh
SOEREFAMETRETHLILEZRBEBLTNS,
bbb, HEk, EBYREOMF I, #MEMERLT
Eae L] BERELRDOITELEDONTELD, Th
BB FLBIELL 2L, WERTDOTIE% <, dormant
state ICD o TWL T LI Y, ERmIFBLhbZ L%
HOH2IZL, &9 wo 2ihE%Z “Tumor dormancy
therapy” L M L T AZ ED L LENHHZ L %
FRLTE .

S, FE S IIMEHAELEEEIC X - T dormant
state IZ% o TWIF 2B ERFT 5720, B, HE
N BI L7ALFEREDS R IN T LERA Y )7
v (DT CPT-11&WERd) [SHEH L, ZoEAERS %
AT,
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SIRKFEDARZERN BRI B WT, B
RRGHEDFMAREP L HRB, bW 2B EiE,
KBFEOK 8 H, FHeplERL Lz, &8, HRHE
L LTIk, 116, Wit 26, B, Rt
5B TH o 72, FEhIZ45m0 S85RICHA L, F1962.8
RCTHolz. B, BEIF, K78 TH o7z,
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performance status %, 0436 B, 1236 %1, 2 2%2 i,
3W2BITHo72. o, WRITHERT S CPT-11
DEHERG 21T, EIfER, 58, Bk55,
PLBE SR & L C, 2% %, time to progression
(TTP), median survival time (MST) % £1Z2WTH
L7 T, ThoolBELT, SRICBVT
CPT-11DRERED 7 S N7-1661 0 B % st L 72
(control study Tix 7% w)., T o DEMDOFTRKE T
&, EHERGH L OFRRFLEEIADNE P - 7.

BHERGETH S, FTHAB LUK TOR
575 kiE, HATIZ100meg/m*% #8113 L < 12150
mg/m*% 2/IZ1E, 7 XY #H TiX100~125mg/m?
238 1|, 48k, I—1 v TiE350me/m*% 3
BIZ1EHRSET 208 —RTHSH. £ TEM, 150
mg/m*% 2 W2 CEAREMEES- L5 BT,
25mg/m*% day 1, 2, 3/w (3% 44K) TEAMKET 5
LI ARERL . BARRREREEE LT, CPT-
11%200ml F2 B DB IS, 1R PL 20 C il
FHE L7, A, JBRCTHIMER L, o HK
% HETHATITRE TS - 72.

B &

1. &lEH

HERS CIREIEHE B L, WHO 448 grade
3PLE, D L CTHRETT 5 &, HEERIE 3 f % A
HDHRT, CPT-1112B T dose limiting factor & 72 %
TH R Z DM, WEHZ2 EORIVEH TIE 161 grade 3
U LOEFIIRBD o7z, ¥R, 16615 36 (186
%) ORT, FEREOI7THF1H] (64.7%) 1ZH~5 L
FEW WA HED Sz (p<0.001) (Table1).

2. &EHIH, Rix5E

O HMISEARNET2 A2 5128, F¥71A, #
REHTIADPS 5 A, P8R L 4 fEDIERAFE
HHN7z (p<000l) . T LTREGED, EH
B T360mg 7> 54,160mg, F191,950mg, HERPREIL
300mg 7*51478mg, FH477mg & 4 5L L DENEE

Table 1 Side effects(grade 3 <)
- Low dose Conventional dose

Toxicity (a = 16) (n = 17)
Hematologic 3 7
Nausea/Vomiting 0 2
Diarrhea 0 2

Total 3(18.8%)# 11(64.7%)

# p < 0001

1bZ38E CPT-1112 X A “Dormant chemotherapy”

HEAERE 348 45

Table 2 Time to treatment failure and Total dose

Low dose Conventional dose

Time to treatment | 2—12(7.1) # Months | 1—5(1.8) Months

failure (average)

360—4,160mg 300—1,478mg
Total dose (1950mg) # (477mg)
# p < 0.001

HHNA (p<0.001) (Table 2).

3. BUEERhR

9, BEPLAL L, KHAERTIE PRSBI, NC
781, PD 1B T0%BHER T o 72Dk L, HEkik
BETIZPR5HI, NC6#l, PD6HIE294% T, K& 7%
ZEIROONEh o7 LhL, PD 2BLEEZ2RT
tumor growth control (TGC) THA % &, FNFh9o38
Y%, 64.7% & K& 27T > 12 (p<0.001). Z 2 TKIZ,
PGl & M5 2 B AR 9 TTP T4 5 &, KA
BT 1 A2 5150, FH53H, HERER TIZ05
Ha65R/, FH16H L 3L Lo&EFRED Lz
(p<001). THITIE LT, MST d ZhZh115H, 45
HLAEREMRO LN (p<001) (Table 3).

£ =

Tumor dormancy %155 72121, M HAEHH,
T A b= ZADOMHENIRE I NS 5T ENEER, /-
THEBEOLZERE, REREOH, BREOW®ER
ENERONDL. FHZOHRT, KHBOLEEEIC
X U tumor dormancy 23% & N5 P B0 ERGEET 5 72
o, BUEMiNE HI9E LTI Tws CPT-11C
HL, 2oBHERS 2& M. 20 CPT-111%, HE
BEOEHFELZEICEHFEINLTIVITOL FRLEKS
N7-%HC, RORBHNIITA SN2\ DNA b F
AV AT —¥ 1 OBREEHZRFOERTHS. £FD
phase IIstudy {2 £ v, FE/NMBEMKE, FEE
B, NEEY, B, KBER R E0Z {oRiE
BWTC, TOBEERIRIHER S, 19954 X b FiK
THELNDL LI Hh o7, LHL, FOBROEELE
TEHIC X B THZ EoMEICL Y, COMfHAIHEE
EHIRREN, WERBERINLICES>TWERWONEH
KRTHE.—H, MKTRIBL  OFERARIZL Y EL
DI TE DORYRDHFERR S, FHITKERE CIE5FU &L
HOBEFEICCPTUNENTH S LP|E S
720, EHICINE TR D 5, HRAEERE IR
B e ENTW25-FU/Leucovorin (LV) & @ HEE,
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Table 3 Anti-tumor effects

Low dose Conventional dose
Response rate PR 8(50%) PR 5(294%)
NC7 NC6
PD1 PD6
TGC 93.8% # 64.7%
TTP (average) | 1.0—15(5.3) months ## | 05—5(1.6) months
MST 11.5 months ## 45 months

#p <0001 ##p<001
TGC : Tumor Growth Control, TTP : Time to progression,
MST : Median Survival Time

B% (PhaseIl) 12BWT, 1EEFERL FHEER)
CPT-11H Tk £ h 2 h45% L 108H, 5FU/LV
FETIE3R2%E85H L, MH L DIZCPT-11HENAE®T
HBHIEDVEHINDIZEDY, KBEHE O first line
drug & L COMA %M L 7.
RIETHAT SN2 FMARE, BREEREICNT S
CPT-11® Phase Il study %, 198944 519914E127% &
., 63BIF CRO MBI, PR 1761, NC 19f1 THZhE 27
%Tho7=". LI LEIEH A%< %<, grade3LL
EDRITEM & U THIMLER#A16.1%, /MR 4.8%,
M5, WH:127%, THI129%, BiE11.1%7% LB
L Aoz, B2 OEHDRY Sh—ROWET
EbND L HI2%hoThD, ZORMEHORITERIC
FEALTBY, TAPLEL DEMPLBEINTWS
HBHEZoTwh, FEELOMZRTDH, BEB-EERE,
KIGHEIZHE L1178 0REH D 5 A%, grade 3L ED
BER Z264.7%DEFIZED TS, LI L, SREFE
LOERLIBEHERETIE, bT9186% & FIITH
AL7z. Lhd, INSEINRICBRDE5HH, B
EEPABTHLILEEZDbED L, BOTEIE
AOBRICEELTWAZ EBHLNTHS. ‘
B5-HEIE, $&iE time to treatment failure (TTF) &
WL LT, BRRIZB W T endpoint D—2 & LT
B EINTwS. 2o TTF CHETLIHTFE LT, 8l
TERD W E ) JiCmz, FRHHEL B E
HEETHL. ZHOHPERBE L TV 5 tumor dor-
mancy therapy D8 b K & 2 Fii, IS/ L %2
CLOWBMAZMH L Cwihid (oF Y IEZNC:no
change) Tb, ZDEEEZRITHLEVHIDBDTHY,
NC DIRBAE  Hhfe L7212, #hSRLNSE L v
VEFAD LBV, I o BEIICLY, BHE
@ TTF 3 EREOHABITHEREL, BRLS5K
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BHEEDFHLRMEME 2o 72,

DUEBRIRE 2B L, BRI YUAZORRET
204% & RFECTHEAT I N2 B, KB O phase IT
study ODZRI=E, 233%, 270% L KELETAONLE
Mol T L, BHEROZREEIT50% T
EREALVY, ERELYVEIRIFTH-72. LAL
Wl L7228 <, #5222 B EEBI A W D 7S
B Thorz. TOBEE LT, MISYIHRIEED
i o, AR bEREIIE A OPUER RE L HIE L
TnZ R, YUEGMRZFOVA M4 2 FET
HZLEMEL TS, T8k, Folkman @2 )V —
T, BAERS CIESHRBEAOBEEL Y &
LoEEREomENEMEE 7R M= A CHS
¥, MR LTmEHEOMERIREEZEHTL LV
EBErHREL WD, D BB D TRT
DRI L EIIRETH Y, MWt ETHE
PHIREEZ B MBET AL WIHIFESORMICARL
TAEREE X L.

INZRT DD, FEMKRIZBWT, 5TFENERE
3555 A, ALFBEDBRIRRERIC BT, first or sec-
ond endpoint & %> TW5 TTP TH 5. {ERETIX
FHL6H LB oNR ko7 TTP %, KHEET
3530 L YAERELS B L EDTRETH o 72, HHH?
SEEIZ BRI 9 5 CPT-119 phase IT study O B
2L, 3P AL LD TTP %43 % NC bl o447
WIS PREEBIOZNICIEHT A o L 2HiF L7z &
5IZEMIIH T 55-DFUR @ phase I study (28T
bR E#EZRL, 3PAULED TTP 2H$ 5 NC
JEF % “prolonged NC" & L CHIERNICELRET
HBHEERLTVEY, 2F D, MhTIERL TTP
PIEFET A EPEMIHENIFEETLI 20T
AL72bDTH L. SEIEB S DRz, FE
AT H 525, MST AR ED4I5H 25115
HETERLTWA I LA EHENS.

D F DEH LI, tumor dormancy % B I8 L
¥ % “dormant chemotherapy” & LT, fER® Inten-
sive & %\ IZ Palliative chemotherapy & (X8 7% 5 4
OB E LTHIFwv. $4bEH, Intensive i,
GM-CSF 7 &% fitH L Dose intensity # &9 T, 4L
THE L DN E BIRTIHEETH S, 2F DH/MC XK
DAEFHHEOERE BT HOT, HEE LT, W
RERMR Y BREOPEH L VW) 2 &tk b, ZhITH
L Palliative iX, EICEHHERHEEBITHEZO LD
\Z, Intensive 258 L\ 5 \WidE o THEFEIIR A% <
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o TLEIBEZICHL, QOL 2R2 X9 RiEHEE T
REEWH AV TN TH L. BREVFLFRAEIL,
QOL score WO, IGIFIZ QOL #&F L 34w, H

{b&2#1: CPT-111C £ % “Dormant chemotherapy”

HiFplaik 4% 4%

study of CPT-11, A new derivative of camptothe-
cin, in patients with previously untreated non-
small cell lung cancer. J Clin Oncol 11 © 16—20,
1992

BWVIEEIEH OBM 2R &) 2 &% 5. Dor- 4) MNIEL, 1ME—B, BHE—RIZ) | FESES
2N =) NP B X - %14 it I_:I
mant 1, SRS 2 DOMIES B2, &b EEDO Ay B T ok on TR
i, tumor dormancy ZFE L Ch A ERSE5, O F 5) :.\y At —, ‘@# W, R I %, AT
DTTP2EEX LI LIV EGZEIPDIDT B 2EA Y 2 7%~ (CPT-11) O
%Z}. é,\lﬁlo) CPT-llm'f&m%&%“ﬂi, iéc::o) DOI‘— i;i*ﬁm%ﬁ%ﬁ- JEQ & /“:ﬁ 21 . 103371038y
mant chemotherapy (2B L72d D TH o 7245, Th 6) Shimada Y, Yoshino M, Wakui A et al : Phase II
DPUDIRFN S EIETE AP ENTESHB OB A NEE study of CPT-11. a new camptothecin derivative,
- . ) . =Tk - = in the patients with metastatic colorectal cancer. ]
THb. L‘7§ L%l@%bt taxans 2 a‘o/\i"C, [ﬂﬁkﬁﬁﬂg Clin Oncol 12  909—913, 1993
BRI 5-0SBKk & IS THRITT S Tnw 28, % 7) Cunningham D, Pyhnen S, James R. D et al : A
0 EIVER A 72 BRI E L R 2535 2 phase III multicenter randomized study of CPT-
e 11 versus supportive care alone in patients with 5
S e
= H{HE EHEINT 2. FU resistant metastatic colorectal cancer. Proc
WFRIZLTH, Mo CPT-1IOEKHEREH:® Am Soc Clin Oncol 17 : 1, 1998
BEICX Y, chEIcoMAEHEL, TXx572503 8) Van Cutsem E, Bajetta E, Niederle N et al : A
R . phase III multicenter randomized trial compare-
dose % L1F % most toleranted dose (MTD) D& Ty ing CPT-11 to infusional 5FU regimen in patients
TR, RBIEHPRTEEOMIEZ¥IZ 515 dose with advanced colorectal cancer after 5FU failure.
BHWEL, SAZEEICHRET S22, TTP O \ Proc Am Soc Clin Oncol 17 : 256, 1998
o - i 9) MINIZLH © ML O TNEREBERE. Mebio 13
RTZEBTELRLDEEZOLNS. 10) Browder T, Butterfield CE, Kraling BM et al :
5 o Antiangiogenic scheduling of chemotherapy im-
. _y . . . proves efficacy against experimental drug-
1 Takaha.shl Y, lehloka K ) Survival w 1thoqt tu- resistant cancer. Cancer Res 60 @ 1878 — 1886,
mor shrinkage . Re-evaluation of survival gain by 2000
cytostatic effect of chemotherapy. ] Natl Cancer 11) Takahashi Y, Mai M, Taguchi T et al : Prolonged

Inst 87 : 1262—1263, 1995
2) =% # : Tumor Dormancy Therapy, #EiRE®D
Hl-zEmg, BEAERE, HHG 2000, p87—92

stable disease effects survivals in patients with
solid gastric tumor . Analysis of phase II studies
of doxifluridine. Int J Oncol 17 : 285—289, 2000

3) Fukuoka M, Niitani H, Negoro S et al : A phase IT

Low-Dose CPT-11 for Inducing Tumor Dormancy in Metastatic
Colon and Gastric Cancers for

Yutaka Takahashi, Hidekazu Kitakata and Masayoshi Mai
Surgical Oncology, Caner Research Institute, Kanazawa University

We tried a new regimen with frequent administration of low-dose CPT-11 to reduce side effects without
any impairing efficacy, administering 25mg/m? of CPT-11 continuously on days 1, 2, and 3 of each week in 8
patients with metastatic colon cancer and 8 with metastatic gastric cancer. Grade-3 marrow depression oc-
curred in only 3 patients. Of our 16 patients, 8 had PR, 7 had NC, and 1 had PD, showing a 50% efficacy. Time
to progression (TTP) averaged 5.3 months and median survival time (MST) 11.5 months, significantly supe-
rior to rusults for the conventional CPT-11 regimen. These results suggest that the low-dose CPT-11 regimen
is promising and potential by reduces side effects and strengthens the antitumor effect, inducing prolonged
TTP and survival.
Key words : low dose chemotherapy, tumor dormancy, CPT-11
(Jpn J Gastroenterol Surg 34 : 393—396, 2001)
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