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Fig. 2. Western blot analysis for the changes in expressions of CNh1 rasGAP & - rasGAP
and actins after CNAT transfection. Expressions of CNh1and three (120Kd)— = {120Kd) —
kinds (o-SMA, B, and v) of actins were compared between AdCNh1
and AdGFP infections to CCL14 peritoneal cells (A4 and 8) and the
three ovarian cancer cell lines SKOV3 (C-£), SHIN-3 (£), and MCAS/ a-SMA
as (F). In addition to endogenous CNh1 expression (34 kDa), (43Kd) —» .
external CNAT fused to GFP gene (61kDa) was expressed in B-actin

AdCNh1-infected peritoneal cells (A) and cancer cells (C and £). (42Kd) — 3

Increased a-SMA expression by CNAT transfection was confirmed in
the peritoneal cells (4). Although all AdGFP-infected cancer cell
lines showed an undetectable level of a-SMA expression just like
their parental lines, «-SMA expression stably appeared after CNAT
transfection in each cell line (C and £). Expressions of neither 3 nory
actin was unchanged by CNVAT transfection in both peritoneal cells internal CNh1
(8) and ovarian cancer cells (D and £). Expression of rasGAP was (34Kd
confirmed as an internal control.
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confirmed by the yellow fibers consisting of merged observation
for both proteins (Fig. 3D). Therefore, the actin stress fiber
development in AdCNh1-infected cells seemed to be due to the
exogenously transfected CNhI gene.

Efficacy of CNh1 gene transfection into ovarian

cancer cells

Expression of CNh1 and three kinds of actin proteins in the
transfected ovarian cancer cells. Similar with the case of
peritoneal cells, internal 34-kDa CNh1 protein was detected
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in SKOV3 ovarian cancer cells infected with AdGFP or AACNh1
(Fig. 2C) as well as noninfected SKOV3 cells. After AdCNh1
infection, the band representing 61-kDa CNh1-GFP fusion
protein appeared along with the induced «-SMA band
(Fig. 2C). Expression of both B and vy actins was unchanged
by CNh1 transfection into SKOV3 cells (Fig. 2D and E) as well
as other ovarian cancer cell lines of SHIN-3 and MCAS/as
(Fig. 2E). In each cell line, AACNh1 infection induced the high-
intensity band of a-SMA compared with the “invisible” band in
AdGFP-infected cells (Fig. 2E) as well as noninfected cells.
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Changes of actin filaments and cell shapes occurred in CNh1-
transfected ovarian cancer cells. Similar to noninfected SKOV3
cell line, AdGFP-infected SKOV3 cells showed weakly and
diffusely stained actin filaments {Fig. 3E), the location of which
was not identical with that of exogenously transducted GFP
(Fig. 3F and G). AACNh1 infection induced thick and long actin
stress fibers and changed the cell shape into a flat and extended
phenotype (Fig. 3H). The localization of the developed actin
stress fibers was identical with the GFP expression sites, except
the nuclear area (Fig. 31 and J), indicating that the exogenously
introduced CNh1-GFP gene products produced the stable actin
fibers. Similar results were observed in other AACNh1-infected
ovarian cancer cell lines (data not shown).

Decreased growth property in CNh1-transfected ovarian cancer
cells. We confirmed that CNh1 transfection changed neither
cell growth rate nor colony-forming ability of ovarian
cancer cells when growing as a monolayer culture system (data
not shown). Therefore, we evaluated anchorage-independent
cell growth by soft-agar colony-forming assay and found that
all ovarian cancer cell lines infected with AACNh1 formed
markedly fewer colonies compared with the case of AAGFP
infection (Fig. 4A). '

Effects of CNh1 transfection on tumor growth were evaluated
by i.m. inoculation of parental SKOV3 cells and their subclones
transfected with human CNh1 plasmid (SKOV/CNh1) or
mock vector (SKOV/mock). As shown in Fig. 4B, the CNhI-
transfected SKOV/CNh1 cells showed significantly retarded
growth, whereas the SKOV/mock cells showed almost the same
growth rate as parental SKOV cells.

Decreased invasiveness and cell locomotion in CNhl-trans-
fected ovarian cancer cells. We evaluated the effect of CNhi

transfection on the invasiveness by an in vitro assay. Invasion of
AdCNh1-infected SKOV-3, SHIN-3, and MCAS/as cells were all
significantly decreased by 67.6%, 43.1%, and 27.6%, respec-
tively, in contrast to AAGFP-infected controls (Fig. 5A). Because
the change of cell morphology strongly correlates with cell
locomotion, we examined the effects of AACNh1 on cell moti-
lity using Matrigel-uncoated Transwell chambers. The cell moti-
lity of AdCNh1l-infected each cell lines was significantly
decreased by 50.5%, 44.3%, and 29.1%, respectively, in
contrast to each AAGFP-infected control (Fig. 5B).

Effects of CNh1 gene transfection into both

peritoneal cells and ovarian cancer cells

Bifunctional inhibitory effects of CNh1 transfection against the
invasion of cancer cells through peritoneal cell layer. Figure 5C
shows the effect of CNh1 transfection into cancer cells and/or
peritoneal cells on the cancer invasion into peritoneal cell
monolayer. When either cancer cells or peritoneal cells were
infected by AACNh1, cancer cell invasion through peritoneal
cell monolayer was significantly suppressed. The concomitant
AdCNh1 infection into both cells produced additive and
marked inhibitory effects on the cancer cell invasion.

Effects of AACNh1 infection on morphologic changes of
peritoneal cell surface induced by ovarian cancer cells. Scanning
electron microscope showed that the i.p. inoculation of ovarian
cancer cells changed the surface of murine peritoneal cells from
a smooth phenotype without spikes (Fig. 6A) into an “edgy” one
with numerous small spikes. This microvilli-like cell surface
change was unavoidable by i.p. infection of AdGFP following
cancer cell inoculation (Fig. 6B). However, i.p. injection of
AdCNh1 with cancer inoculation could avoid this change,

Fig. 3. F-actin staining in peritoneal cells and ovarian cancer celis and its relative localization with CAVA7-GFP fusion gene products. A to 0, human peritoneal FK cells infected
with AJGFP (4) and AACNh1 (8-D) were cultured in the presence of the conditioned medium prepared from SKOV3 ovarian cancer cells. To examine F-actin distribution
by confocal laser scanning microscope, cells were fixed and stained with Alexa 568-phalloidin. Although shrunken cell shape and poor development of F-actin were observed
in AdGFP-infected cells (4) as well as noninfected parental cells, marked development of actin stress fiber was observed in AdCNh1-infected cells with a stretched cell
shape (8). The localization of external CNA7-GFP gene products observed through a FITC filter for GFP (C) corresponded to that of actin stress fibers, which was confirmed
by the merged observation for F-actin and GFP localization (D). Bar, 5 um. £ toJ, F-actin and GFP localization in SKOV3 ovarian cancer cells infected with AAGFP (£-G)

or AdCNh1 (H-J). Although poor development of F-actin was observed mainly in perinuclear area of AdGFP-infected cells (£) as well as noninfected cells, the stable actin
stress fibers appeared in AdCNh1-infected cells with a stretched cell shape (H). The localization of external GFP gene product () did not correspond to F-actin localization,
which was confirmed by the merged observation for F-actin and GFP (G). On the contrary, the localization of external CNh7-GFP fusion gene products {/) obviously

corresponded to F-actin localization (/). Bar, 5 pm.
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Fig. 4. Changes of growth property after CNVAT transfection into ovarian cancer
cells. A, in vitro cell growth was evaluated by soft-agar colony-forming assay using
three ovarian cancer cell lines infected by AdGFP (black columns) or AACNh1
(white columns). CNAT transfection significantly reduced anchorage-independent
growth of all ovarian cancer cell lines. Columns, mean of triplicate determinations;
bars, SD. *, P < 0.05. B, in vivo tumor growth was evaluated by monitoring i.m.
transplanted tumor size using SKOV3 cells and their plasmid transfectants.

CNhT -transfected SKOV/CNh1 (O) showed retarded tumor growth compared with
parental SKOV3 cells (@) or control plasmid-transfected SKOV/mock (4 ). Points,
mean {7 = 6 mice); bars, SD. 7, £ < 0.05, SKOV/CNh1 versus SKOV/mock in each
measurement point.

resulting in a flat and smooth surface of peritoneal cells (Fig. 6C)
as well as a normal surface observed in the absence of cancer
cells (Fig. GA).

In vivo treatment for i.p. inoculated ovarian cancer cells
using ip. AACNhI injection with or without an anticancer
drug. Because all of the aforementioned results suggested that
CNh1 suppressed ovarian cancer activity and enhanced
peritoneal defense mechanisms, the potential for bifunctional
therapeutic effects of AACNh1 was investigated by treating nude
mice inoculated i.p. with ovaran cancer cells, A preliminary
experiment showed at least 3 days of effectiveness of ip.
injected adenovirus by monitoring the GFP expression on
peritoneum (15). Therefore, AACNh1 or AAGFP was repeatedly
injected i.p. every 3 days from the next day of the inoculation
with a highly i.p. disseminated cell line of OVAS-21/om, which
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resulted in 22 days of the median survival in untreated mice. As
shown in the survival curves (Fig. 6D), the median survival of
AdCNh1- or AAGFP-treated mice was 91 or 49 days, respec-
tively, and percent increase in life span (median survival of
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Fig. 5. Changes of invasiveness and cell motility after CNAT transfection into ovarian
cancer cells and peritoneal cells. Cell invasiveness and motility of ovarian cancer cells
were evaluated by i vitro invasion assay {4) and in vitro cell motility assay (8),
respectively. AdCNhl-infected cells of all cell lines (white columns) showed
significantly less invasive or migratory abilities compared with AJGFP-infected cells
(black columns). Columns, mean of triplicate determinations; bars, SD. *, P < 0.05.

C, effects of CVAT transfection for not only ovarian cancer cells but also peritoneal
cells. Cancer invasion was evaluated by number of colonies derived from a cancer cell
that penetrated through the monolayer of peritoneal cells. AdCNh1 infection into either
ovarian cancer cells (AdCNAT to OV; dotted columns) or peritoneal cells (AdCNAT to
PC; striped columns) resulted in significant inhibition against invasion compared with
control AdGFP infection into both cells (black colurnns). Additive inhibitory effects
were observed in each case when both cells were infected by AACNR1 (white
columns). Columns, mean of triplicate determinations; bars, SD. *, £ < 0.05.
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treated mice —~ median survival of untreated mice / median
survival of untreated mice x 100} of AdCNh1-treated mice was
314%. We could obtain the significantly prolonged survival
by AdCNh1 injection into the murine abdominal cavity
(P = 0.002, AACNh1 versus AdGFP). No body weight loss
was observed in either adenoviral administration.

To examine the effects of AACNh1l combined with the
administration of paclitaxel, a highly effective anticancer drug
of the present mainstream for ovarian cancer treatment, 100
mg/kg paclitaxel was i.p. injected 3 days after cancer cell
inoculation. As shown in Fig. GE, although AdGFP failed to
prolong the survival of paclitaxel-treated mice, additionally
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prolonged survival was obtained in the combined therapy by
AdCNh1 and paclitaxel (P = 0.04, AAdCNh1 + paclitaxel versus
paclitaxel alone). No aggravation was observed in toxicity by
either viral administration to paclitaxel-treated mice, which
transiently showed 3% body weight loss on an average.

Autopsy was done as early as possible after each mouse died
from peritoneal dissemination. All of dead mice showed the
distended abdomen by a massive bloody ascites and the
disseminated numerous implants on the surface of i.p. organs
and peritoneum (Fig. 6F). In contrast, one of six mice treated by
AdCNh1 and three of five mice treated by AdCNh1 plus
paclitaxel survived even 147 days after the cancer cell
inoculation and showed no i.p. implants confirmed by
slaughter (Fig. 6G).

Discussion . .

When intracellular globular actin is polymerized to form F-
actin and the filaments of F-actin are bundled, their config-
urations are {a) big stress fiber traversing a cell, (b) loose and
thin gelatinous filaments, and (c¢) filaments thickly lining up in
microspike and lobopodium of cell periphery. It is thought that
short actin filaments forming microspikes increase inversely
with a decrease of long actin stress fibers, accompanying the
reduction of CNh1 expression (21). We also observed that
ovarian cancer-derived inhibition in CNh1 expression resulted
in both decrease of actin stress fibers and formation of
microspikes in peritoneal cells, both of which could be avoided
by exogenous CNh1 transfection (Figs. 3A-D and 6A-C). CNh1-
transfected peritoneal cells did not change their diamond-
shaped configuration in spite of the presence of ovarian cancer
conditioned medium (Fig. 3B). These protective effects of
CNh1 against ovarian cancer-derived factors enhanced the
“defense” ability (i.e., resistance of peritoneal cells), which was
shown by reduced cancer cell invasion through mesothelial cell
layer (Fig. 5C) and by our reported data that the fragility against
peritoneal dissemination of cancer observed in the CNhI-
deficient knockout mice was rescued by the exogenous
introduction of the CNh1 gene into mesothelial cells (15).

CNh1 brought about therapeutic effects not only for host
cells but also for ovarian cancer cells as well. Forced CNh1
expression in ovarian cancer cells developed actin stress fibers

Fig. 8. Effects of AACNHh1 injection into mice inoculated i.p. with ovarian cancer
cells. A to C, morphologic changes in the cell surface of peritoneum were observed
by scanning electron microscope after the i.p. inoculation of SKOV3i.p.1 cancer cells.
The surface of peritoneal cells changed from the ordinary flat and smooth cell
surface (4) into a “fluffy” phenotype accompanied by many microspikes, and this
change was not avoided by AdGFP (8). However, ADCNh1 could maintain almost
normal cell surface against the ovarian cancer-derived influence (C). Bar, 10 um.

D and £, therapeutic effects of AACNh1i.p. injection combined with or without
paclitaxel were evaluated by the survival of treated mice. AACNh1 or AdGFP was
repeatedly injected i.p. after the i.p. inoculation of OVAS-21/om cancer cells (D).
Significantly prolonged survival was observed in AdCNh1-treated mice (O)
compared with AdGFP-treated mice (@; £ = 0.002). Paclitaxel was i.p. injected 3
days after tumor inoculation to examine the effects of AACNh1 combined with
anticancer drug (£). Additionally prolonged survival was obtained in the combined
therapy by AdCNh1 and paclitaxel (O) compared with the therapy by paclitaxel
alone (A, P =0.04). F and G, i.p. appearances after the adenoviral treatment were
shown by representative mice. An AdGFP-treated mouse, died 49 days after the
inoculation, showed peritonitis carcinomatosa with massive ascites accompanied
by numerous disseminated implants on the surface of i.p. organs and peritoneum
(F). In contrast, an AdCNh1-treated mouse, which survived even 147 days after the
inoculation, showed neither ascites nor i.p. implants (G). As for the side effects of
AdCNh1 treatment, neither body weight loss nor intra-abdominal adhesion was
observed.
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accompanying «-SMA induction (Figs. 2C-E and 3H-}), which
resulted in retardation of growth and invasiveness (Figs. 4 and
54). As for growth-inhibitory effects mediated by CNh1, in vitro
anchorage-independent cell growth (Fig. 4A) and in vive tumor
growth (Fig. 4B) were both suppressed, although in vitro growth
was not inhibited when cells were cultured as monolayers. As
for CNh1-inhibitory effect on invasiveness, cell motility was
significantly retarded (Fig. 5B). These results would seem
reasonable, considering that CNhl-induced stabilization of
actin stress fibers inhibits both three-dimensional cell growth
and cell locomotion, for which dynamic state of actin filaments
is thought to be essential. In vivo efficacy of CNh1 specific to
ovarian cancer cells was confirmed by CNhI-plasmid trans-
fectants of SKOV3i.p.1, which survived much longer than the
mock transfectant (data not shown).

Cotransfecion of CNhI into both peritoneal cells and
ovarian cancer cells resulted in additive inhibition of cancer
cell invasion through peritoneal cell layer compared with the
inhibitory effect of CNh1 transfection into either cell popula-
tion alone (Fig. 5C). In vivo therapeutic effects of CNh1 were
confirmed by the i.p. administration of CNh1 adenoviral vector
intoc nude mice bearing i.p. inoculated ovarian cancer cells
(Fig. 6D). We observed that ovarian cancer cells seemed to
easily invade through the peritoneal layer, which consisted of
retracted and dissociated mesothelial cells with poor actin
stress fiber development. This may be due to the down-
regulation of CNh1 and «-SMA induced by ovarian cancer
cell -derived secretory factor(s), including platelet-derived
growth factor.® Effects of AdCNh1 used to infect both
mesothelial cells and ovarian cancer cells are summarized as
follows: (a) peritoneal cells with developed actin stress fiber
had a greater ability to act as a barrier against cancer cells,
avoiding ovarian cancer-induced suppression of CNh1 and
o-SMA expression, and {b) ovarian cancer cells impaired their
growth and invasion properties by induced actin stress fibers.
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BIEEIEERNFER» L2 2BEES, BEHBORBRIBES LTEY»E D heHilirL. 220%
NFRBREZIT2 288, AREFREIIBVTRHMIEEESLENE I DERETHIETH D,
Primary endpoint ILE2IEBEELEIS. secondary endpoints | ;t fEIESERIZ T OREERZEIE.

fafas2/BR 2N L 5 RERSS/MAMZ L,FrfDlEn/a'l/\ BRI L D ETHRZEOEDSEIE.
AI{b= 7@/&@5"*»})1'/\ FWACS)ITEIE . BB ERIS. ?ﬂ? FHEEIE. £FHH. EEE
EFEHE LT D,
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0.3.

X

0.3.1. HEBYE

1)
2)
3)
4)
5)
6)
7)
8)

9)
10)

1)

0.4.

LIEH~FROBHREER. CT. MRI DWTRMFTRIZE ), JIE. 5%, BEEVTh
DEFEDEMEEE L 25,
MEK, @AKEZEEZENREOHBBAARICLY . INBEOERE FEMEMEEOEEIEE D
FEET OGN HEEINS,
LIEH~FROEBR(LEREOLD) MHDO XPICTRBLEV Y F /5 Ak FOBEIRTRIZLD .
HOVIIHBIAE TRIEMAKZIERTIZLICLD, EITH BT IR IVEESE LES,
FEIZ#E /N FIT (Debulking surgery)Dx &R &2 D 5 3, (MR, BHER. BEE. 2R ERHE
HiE%, Z2RMEFEEEELNEEL, CFEFEZICBHE TE 3 LIARN VS IIxT R &
T 5725, BEIERNIEE D optimal debulking B3FIRENE D 2 E bz vy, )
CA125>200U/ml #>> CEA<20ng/ml :
BIERRAEE*ETD
MENEES, (HBZEBICA LT, FH, LFFE, RHEBEEEOBEN2< . thoEE. &
BAZRT L THLEEE, BERREDOBEED 2 VER, )
FH 20 FUETS FLF
PS (ECOG) 0-3
LTI 51 5 #IRBHAEIRIN TV 5, (BEAT 14 BUADRFOBREIZL S, )
BREMEEE  WBCZ4,000/mm’. ANCUHFPEK : £ EIRZER+IRIREZER) 2 2,000/mm’
P1t=100,000/mm? _
AT 8E AST(GOT)=60IU/L. ALT(GPT)S60IU/L, Total serum bilirubin = 1.5mg/dl
B iae Serum creatinine = 1.5mg/dl, Calculated creatinine clearance = 50ml/min
Cér(ml/ﬁv}) =085 x —(140-Age) x Body Weight(Kg)
72 x Serum Cr
L RE EFELTBEEELEL LRVWEEDLERE(L
MR EERE M A RIZT Pa0,270
fa/KETEBEITIE, MAER LT ETRELTEY,
AANEOVXBULLDEEMA T4 —bF - aregy MBESNEES

165%

PRI IR L S IRIEWNAC)HIEB M/ FH(ICS)+HT % (L 351
WRIATRICFRE  LLTO TIEER2 38 1 2— R & LTHRIAfERE b 4 2—R1{T42 9,

" TXL 175mg/m?  div day 1
CBDCA AUC6  div day 1

0.5. FEXRGIE L TR

FEBEERE : 56 51

BEEAR 1 E, BN BERT % IS, AIEERE 4 E
0.6. Fu%l/\/ﬁ\j’)'t}f%

ERFE, BRETRES, BRMHEFZETLLO  NIEEBBHEHE. 6.1, . 7.3.6. . 176.)
BEEFIE, RHAKCRIDIEAS JCOGTF—FErF—(6.1. . 102, . 17.10.)
BFEFLWE | ICOCHR - BMIBEELEHER179.)
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LA L. BB DRI e 58
14.2. A T A A R T T L R e 58
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1. BH

IREE, IPEE. MEEEDETES @%fﬁﬁﬁﬁﬁ:ﬁé’}c‘: LT, SEHEEBIED%IC M 21T
SBRIEOERAEL, HEEROEEBRR THDFINOEBIINECERELITR DIBEES B L L
fo. REBEENBERERIZIVBRIETD2ZEETELTWS, ARBOBMIT. /gL
BRI CIEBR/ADFWN LR 5RRIEN., BHIEOHRBE L LTEYMNE I DEHE L, »og
NI FERBREITR HBE. %‘rﬁlﬁﬁ‘iéﬁﬁélﬁb\’f?ﬁ)lﬂiﬁﬁ’ﬂﬂiﬂﬁ ity ’E'?b 8575 TRETDIETH B,

F-OWERSIL, TOFBRERIFIMEERIE)NTZ SN, BRICELEEREYBL- LT
HB, %"@Eﬁ”’”ﬁ 1. PHREIEE A ENE LB AE TH, f?%’%‘s’) . FABEAIRET. EITHAR
WTIZ 2T, BETBMENEEE 21T 72 - 1= 35 /\@E’)Lﬁ&ttf\’f iz iﬂ\IEb’E?‘ot SEMRIELN S T
av@a ERMICITMIESEATOER DU, AHSDE. EITHRE 0L T, BENITIES

CEDHETTERS E SNIEIEEHEERZEA)ERNT S,

Primary endpoint (X522 IEEHA SIS . secondary endpoints i Hiﬂ"c SRS DBAITEREIS
AR /ER I & 5 REBBMAEZE OEDEE . EEBIICL 2 ETHRIFOERES . 4
FHEFEREOEDE S, EMICHEITEIS . EVWHERIS. ?vﬁ{:ﬂﬁf@l/\ ET@F‘EJ piiga g
EFHRIE T3,
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a6 B2
2. H

2.1, X

2.1.1. XRES

ENEICBITAIERIT. REEANFOEERD RO, REBERFEXBNESRIISH
0 ERMPBERBZTIT 1975 ED 4.5 A0 5 1996 FEIZIL 7.9 AT L, 1996 FITid 6,194 ADSHT

ICHREE LB ST, ERMEBEIRARESEOPTELTFERRTHY . 1999 FEOHKE
i\%Aﬂﬁaﬂ@¢fﬁ%§<\ﬁi%tﬁ@&%%uﬁté\QW6A%W%E@tb%E
LTWaN ZzoEEE LT, JREEIR. RSB, EREERBRBELRVZD, 2K
DV S TIES < DEMAINT TILEITLIZRKETHH Z &meEHé&gHWWFWi W
DI 60%™), LR MEINERE DAL cisplatin(CDDP)DRBIZ L Y, BHHE, EFFLHIC
th%@w\EﬁW%FMMV%TiB$Eﬁ+2W65$ET$?HNML#&WWK
SREEIL, IPEEICE~TENTH Y. FIGO(International Federation of Gynecology and
Obstetrics) DFETTHL. 1993 E4> 5 1995 EDBNI(BIEER THEERE S NIESNIL. IPEED 3409
Fllost LT, SIEBIE 118 HDATH -, IPEBRIEE, 60%BETETH-PIE VI HEDL
HBED, —HFIZIE. JIBEICE L THHMEOEIENENEEX LR TS, LKL, EITINEE
IV $)DF# ik, S EATETH 0% THRERE. FTETRRTHD L ERT 2,
MEIEEIT, IPEBO 0%EENEE THE ETHIRELH DM, —RITE, IEBLILE
WENRERTHD L EN, FIGO BN THLEHADTRE 2o TR, BEIZEIE, LA
EOEFD, LUV EE TH 0 | ETBOEFERL, ETMERE L EBL2VENDbR TN A,

2.12.  XHREMERORI

PRI T S BEEBICE. KE < HT T, LEMIPRBUREICIRE EREMEILIEE
HEELVWINE T, RELEENS ., BIZIEE LV EREEY =9, IBatEIiRIEECR
SACATBARIE R &, IR F O REL, 70(&&1@3%%“ RS HER). HEEEMEEGERE
MENE S YR LT VCEABENS ), TOMD 4 Dl HEENNY FhEFhIC T A ZEELER
JEEEAR D, 0T, FEMEIIEEIL. (CEEECSTIEIESS VD & EIT LIZES
MENT Edb . WEHMEEFEECT. NAQOBEAEZBRETT 235 e LTERLE,

B R, EEREOREROITIT T~ T, EIT LR MEINRED 60%U LM% 5 2 IFTRMERE &
ﬂ Thby, IPEE. EEENSIEIER LSS, BHERIZBWTIRETHSHZ é:f)ifv%
WWEBEEERRVMED, JIEEIZ ’“ET%E%&&OTM . ETEOREREEE T, SPE - URE
@J%L,ttb\is/\ . SPEE. IIEE. BEEEOENBZHIITRARTHHAZ EBTFERIND, zc*
7o, IREME, GRE E\@ﬁEiM$ﬁ&®@%ﬁ\éﬁﬁmau%ﬁaw&éﬂfxnmm\ﬁﬁ
miillerian carcinoma & LT, — ODEBHATEZ LN -22oH D, LLEL Y., IR E L TINEE,
EEELSHE, J4UE, BEALLR, BEDT—FBRELTWAIER - EEEIZ OV

T, PREBEEREEZEZONOMY BT, FIZELBR L2V,

WEITE VI EONEEIL. NAC21ThR< Th, ARMEFIEENZ V., Whp D TEFWAH
BERERTHY, MEFH CTEREEZHETIREORERE T, BRERETFEMNELNTVD(S
EATFE 18] 80-90%. 11 88 60-70%, 2.1.6. & 1.8, TN OLDEHIC. NACKREZIT 2 2BE .
T D benefit LY L NACHBEDLZWVBEDOZEEURAEEL 725 risk BEEEINDH, &> T, NAC
FRIEORIIONS E LT, VTEIIRIL L, ST VIV SICRE Lz, REE. BEELR
¥Tha,

IR AEID study DXR & 72 HEITIREIEIZE WV TIE, 80-90%Lh_EA5 CA12S A3 IBTE(H
/Ff7tjwmm&&ét:bhtwémo“ﬁT\QU%@\W%E@iﬁt%@%%?:&
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TR L0, FERBES., ERAKEERSE, TEE. B MEKMESZEREDOEIZL 554
LEHDT)RETLBIEL 2D I EMBRMLN TN D, Eio, SIREIZR WV TIE, NACREILE LT
WA EEZONAFIRERESBEREREICB O TIERBMEER L UESEMNZ <. 2000/ml LLED
BEBEOCEANF DI LT, NACEEIZZHEVE LTV D &30 2 2 AR E Ok
EIEIRBEIC B O TIIBSMEE, THE & b EEAYE <, 200U/ml LLEDEESGHEFMDEIE 2Pz 2
EBHENTNANY CEA L2 T, BUEERERBIIBVWTBHEESEV I LR TN
Do JIRBIZB VN TIL, ¥RMERE CHRIRMBE(D v A 7 Sng/ml) & 2 BERF N H OIS
SEBEL DI EEHTHD, THEMIEBEEDEE, CEA>20ngml TIEIIREL Y b L
ARBEOTREENSVEEX 6N TWAN, 25, BR2E/MISE 202 T, CA125>200U/mI,
CEA<20ng/ml EERE L7 Z &I XD (LD FEEIMIBSERERRBZRI L IIREIZBVTH NAC
FIEIZE U IRRME SR, EREREOSENE R b0 EEZ LN,

72720, MRERIEREE T CARSOH y FAZEN. 20U/mMIBEIIREZ ENfMLNT
B, BRREBEXOEMEL LTO CARSEINIZZOEEZR V5,

2.1.3. ERZER ICEITH (stage) 2K

JPREBOZET2bb, IMRETHAZ L0, IMRBETHIBAEDHEEEOZETL LU
DYDY (stage : 1B ABHMER TIE “EITEY LREES)OBIFIT, BIEFHIC X A8 L HEEAR
L DMBEEZEIZ L > TITR PN ZDONBREETH A, IVEITHD Z & D2EIE. MkERAIES
Virchow ) Y/ REIDEBR THLEEETH LM, TDHEIZLIIRETHHZ L OB, EHERFLE
DL OB LEZGIENFEE O O B L UEIEE Y 8 (B - KEIIRY > &% 0
FHEICIE, FIEFWALETH D, INEBEOZE B L OEITHRZIE Ba0 L L7z Z OFHIT staging
laparotomy & IRIEH, FENEFE L TiIThNn 3, ZOFNIIZ., 2BERO+S2185, e &
HIZIEIERNETRIR H 5 VO ISR O . mB R ELN A SIGERIE. IBEL O )DLk - F5 .
MEze DUk, RKBOEHIMR, ZIEEY R EOERENE) L EBEEND, VI EDIIEET
HIVL U LOBREICL Y FERIZERDICHET DI EMNFEETH D, LUV HOIIERE TIX,
[BERBIITILATRE 22 IR Y DR B O Y1 (maximal debulking) D3 EIBFIZITo4L 5,

JRFNEEEN, JPE. INE. BIETHD LHEREN TV IEE. EITHBUIVETHA LV 23
RUEEFIET S L ’
1) I Eogit
BEIER O, PEREEXT-EAIC, BBERDDHEE,
KB EOMEEARAFIZAR TSP O RWERENEBE2ROA5ELE T,
SKEBFC/DBIAE LR DEE, NEERNICEFEL T TH MTEERD, %IEEY
OE(EREAR, BAY BT RILARY UNEILER 2RO 58,
2) IVEIOEHE
EREB RO 5 EEEEB 2RO 256581,
FFREOERITIINHTH S,
EHEKERD DBE,
RS2 T, MK PIZEMIBOFENER I N-BE,
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2.14.  [BEEEESHE

IEEOERFNIT. EERNEEBBELRTHY, MWTU VW YTHER THY . MITHEERIT
LBy Ae vy, Limds o T, EITINEE TIINEEE IEE (peritoneal carcinomatosis)iHIZIE L5 Th
B, TOERELTIE, EEEGS. EE. BV ME, BOBRIDRT, £ BERE
BEERICIAEBERELT, BERE, BHAREOERPEHEATIZ EbHD, IIEEIZBN
THL BB VB ERDRY /38 B VRERSER Y /B TH Y L LIV B TIE 70%
BEILY VU AEEEB 2B A BRERY o 3EEB 2N Lz Vicchow Ei(E8E LY » /)
B LIETHCERATHEFEIZRD NS, BL, IN60Y U NEERICLAEBERMNHE
T5I LD, ERES L LTI, ke BRSNS ONERTHS, 0B,
ZEMKIZEADERERMESREZ DT, HBafiTHEESOP T, HES, EEZBIENREFT
HEBICRTH A, BRATEEE LTRELN, FES, B, EEREOERERY Y5, B
E~OEZE2N LIFEEGZRIT., HFILERFAICIHERMEZ o528, &7, BTHss
EECEEZEOFEREZREILY 5,
2.1.5.  BEMAMERK

EITIREORES., BEZEHOBERMED, BFEHEBILEFEE LELICBIT AL 0k
BOTHY, IV EEBLT, BENBERSE LS. IVATHMEEESIOERES N H o7
BAEIZHBERE LTV, KV T, ERFEXD L TROGEBHU(BEGE N H I HEDOTELE
B, BERERY R EEERS 5 AEBA D Vicchow BI85 OH)ZiE, b e b EFEMBRH LTI
BB BETLEREMSRIVRT L, BOT aggessive RIEHOBHBRES. ThLADEFD
BHBRCE AR TR, WEB. FEBRLLEIY 5,
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2.1.6. THERF/TFTRHEF :

GREEIC BT, ETHESLEERTRRF ThH D, S ELHFLIL, Stage 1 T 80-90%.
Stage II T 60-70%., Stage I T 20-30%F2E . Stage IV TIL 20%KH TLRWV(E LER),

EITIPEEQIIV BBV TYL, EfTHIVATHLIZ LETEERTREFTHDH., EITH
LIS DFRETF & LCH., BIZHE O cytoreductive surgery X DOBTERENEE L EX ATV 3,
VIV SRR CTREFEZOZVWEEVREH T, RIBINIMEFFREDOEDIVBLETH D, i
L. ERIcm 2B AEELXCEFETHEREEDLZLIIRTTRERI LMBE, EITIREEDOR
IBIZITETEIEED lem RIBOFTRAOUVIGRE B RCFFEOHMEDBLBEHETHDOEEZLLNT
VW3, PIEOEBEMRENERIZIV T, optimal surgery(FETFIEE<0.5em~EFIEE <3em &4 2 E
EZRANLNAY, KRB TERTARFEE< cm &b —AREBAEETHIIL. TEOLEMN
BBENDD . —ARITIE. 30~40%BEDEFNII LMERTE 20\ (R 2.888), EITH. EFES
LISOETIIRBED TR RAEREF L LTI, AABREITAMIRRE. BIRMERE TH B Z L1000
TRMERRE . ERERREICEANT), B THEZ L PSRBT HH Z PP Eaamb
LT3, GOG(Gynecologic Oncology Group)ASiEITHNEEE 726 FIDAEMT 2> L E LI EITINEE
DFHRAFERICE LDEE 3838,

£ 1. INEEEITHE T

S year survival rate

FIGO™ usi Sweden!?¢ Canadal*”

Stage (2000) (1993) (1993) (1985)
Stage | 85% 89% 81% 80%
Stage 1 66% 57% 63% 61%
Stage I1I 32% 24% 18% 16%

Stage IIIA 59% 39% 50%

Stage [ITB 40% 26% 13%

Stage [11C 29% 17% 16%
Stage IV 17% 12% 17% 2%

F 2. EITIPRIEIZHIT D optimal surgery & Tk

Author » Year Optimal debulking Median Survival(Months)
Definition Rate Optimal Suboptimal
Vogl!*® 1983 <2cm 32%(12/38) >40 15
Delgado!®! 1984 <2em 28%(21/75) 45 16
Contel? 1985 <2cm 27%(7127) >24 1
LouieP! 1986 <2cm 24%(15/62) 24 15
NeijtP? 1987 <lem 33%(62/191) 40 21
Hainsworth!™! 1988 <3em 36%(20/55) 72 13
Sutton®! 1989 <3cm 30%(17/56) 45 23
DACOVA[*1)P! 1989 <lem 26%(89/349) 50 <21
Del Campo™® 1994 <2em 27%(25/91) 47 22

*1 : DACOVA(Danish Ovarian Cancer Group)
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= 3 EITIERICBITATERRF
-GOG m#E Ly -1

FiEHEF Category Univariate

Multivariate[*1]
P value Relative risk P value
PS 0 1.00
1 1.37
<0.001 <0.001
2 1.76
R USSR 24y
Age <50 1.00
50-5 1.28
’ <0.001 <0.001
60-69 1.48
o 270 ) L 1.75
Cell type Serous
* Endometrioid
Undifferentiated
] . <0.001 Not assessed
Mixed
Mucinous
T &2 - L | R
FIGO st 1 .
stage :<0.001 1.00 0.036
N 20
BIEREERE N .00
= © 0.009 : 0.005
e YES e N28
EFEE 0 1.00
<Scm <0.001 1.64 - 0.008
________________________ L1 U UURRPUR 13 2SN
Ascit N 1.0
sertes © 0.015 0 0.007
Yes 1.46

*] - Mucinous. clear cell 23, b OFEEEEZ L U TR S M FERE Th 5728 Mucinous+clear

cell LMD TR L TEREMITZIT o7,
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2.2. SRITHE T DIEERR

TR I A D RIEEOEELREIT, MEIC AR FEER ) R < Ef(primary
cytoreductive surgery : PCS)Z 1TV, ifZILIEFRIER T2 I FIETH APV, =L AT RO
TAHRETRHRIEL., URTRLHE SN, R L TRREELZTHLICEWVRE TR DA = &4
M DM, ZOHELWEOLFEEIREIZITL, gi’b%ﬁ‘“ﬁé(“f: BEND, BEIFLTH
BEIIA T HF B FEFEIEIT paclitaxel(TXL) + carboplatin(CBDCA) : TI HEIEThH 5, ZDRIEL L
T, TNE TORELRFFEETH 72, CPEIE(CPA+CDDPIIRT LT, KED GOG #39F - 1-if
TTAADN S S (suboptimal stage VIV EA) & %5 & L7z CP(CPA 750mg/m*+CDDP 7Smg/mY)EiE & TP &
E(TXL 135mg/m® 24 BERI#H 5+CDDP 75Smg/m?) & DEEERBB(GOGII DIZE LT, TP EE 28
complete response(CR)ZE(31% vs. 51%). median survival iime(MST, 24 mos. vs, 38 mos.) THEEILE
STND VI FERBRE SN, Fi2. 1998 £0 EORTC(European Organization for Research
and Treatment of Cancer)& Canada M#FEEFFE T, CP FIE(CPA 750mg/m*+CDDP 75mg/m?) & TP
FRIE(TXL 175-200mg/m* 3 BERE#H 5+CDDP 75mg/mn®) D LB (OV10) T, response rate(RR, 45%
vs. 59%). progression-free survival(PFS, median; 12 mos. vs. 16 mos.). MST(26 mos. vs. 36 mos.) &
ETIKBWT TP RIEN CPRIEEE > TW o W IREN 2 ENIY, 75 FF 85 & (b FH|
m{#ﬁ{t&“f’?i& WCBWT, 777 7HAIL LTCBDCA & CDDP DB TIE, XFT7F U M

BEPOEELIZERETHD L ENTWAM, F2 TXL & 75 FH8K & DA TIZ
GOGIS8“'3]\Damsh-Dutch émdy“”i‘di(f AGO(German Arbeitsgemeinschft Gynikologische Onkol ogie)
M Ovar3 study!lod TP FFiE vs. TV RIEDHRR TIZ, ESTFRICETAREERFEESN T
W2WAY RR B EUNPFS THFEEIZIZEN 2, Bl - B0, MEREME =08 T) SRiE T
RVEENZSH 0. TV RIESREOIEELCFFRIELEL SN TV A, TXL OREFIETIL. 3 656
HE5EE 24 B%Faﬁ?&%@ibw?#é T2 D3 | response B & Ul survival 12V T, MFICEITRD SN
T BEEO S, S IBERIESITEA TV S, TIFEICRIT A, TXL 5 50U CBDCA O EE
®5 &1L, dose finding study DFERH Sk, TXL 175-185mg/m® 3h 5 + CBDCA AUC 5-7.5 12/
EEZHNDN23.1. FEROESB) TXL 0 dose-response relattonshlp TEERRE TR &I
TIRIEILRIT 5 RS TOEBR S FIEEZ TXL 175mg/m? 3 BB ETHEEEZ LTINS,
- £72 CBDCA IZBJ L T dose-response relationship 133EB8 E AL TH & 1950 Tr w811 5
CBDCA DEEHEEEILAUC 5-6 &£ INTV 5, EITIFREBICHT ALEEERS o — 25
LTt 69 3—AC @E)MBZEELEZ LN TNBP,
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2.3. TRIFEHEIER E DR L

231, ZEH

EFREL VA E LTI, IRBICHT 2ZEBLEFRELVI AV EEZONTVA TIEES
BRI, ZoOFED IRECN L CREELEVEDENHETE, REBETELIEC
RBRonTNL YA THD, WTNOEALIIRBICTT 2 RBRESSERBEN TV A,

ARRTIZ, HIER 1 BRI | BIOKRE - FFEO.2.1. 8 1 BILLETOBE - SEOESB)MNFE
BTHAE., CEFEENBLTAROEELZR LRV,

LT, TIREOCEEREE, BLUENEICE TS data s T & HT,

D IRBUVENEEICZRIT D TIREDEER S DK _

TI FRHED dose finding study & LTCid, fFEx O®ENLR SN TWADY, 2 2 TIRINEEEEE
Blaxts s LT, TXLIZ 3h BRE 21772 o7 study IZBRE L7z,

AGO Tid. TXL, CBDCA & b#EEZH#E L T < design THRBREITAV, TXL 185mg/m? +
CBDCA AUC 6 & KMHEZEMTID)E L. BT HERR~OHEEEERD)E LT3, SELIBE
PE(DLTE, FPERED . M/RED . BREETHo7, GOG THE., ETHEDHII. 4 HEE5D
TXL 135mg/m* # EE LT, CBDCA % AUC 5 » 5 &, CBDCA DERFBEEX 75108 E. 7+
D% CBDCA & AUC 7.5 IZEE L. 3w &5 D TXL % 175mg/m?> 51 & L Ty < design THER S
77720, TXL 175mg/m® + CBDCA AUC 7.5 73, MTD & L, #A3EB 584872 RD & L=, DLT i3
REET, 2L LTHFPEBED Thotz, TOf. CBDCA DEREEX(EREECHE L
Netherlands @ study Ti&, TXL 200mg/m* + CBDCA 550mg/m* & MTD & LTV 3,

LLEX D | dose finding study DFFERD LI, IIRBYEEEFAEZIRE Lz 3 B8HED TIEE
TIL CBDCA Dix5 &% AUC TERIHET 5B4E. TXL 175-185mg/m? 3h #5 + CBDCA AUC 5-7.5
BEXPEEREELEXLNTEY, LLEO AGO"R GOG!!, Danish-Dutch group!*™!od TP vs. TJ
D MAERER TIZ . TI FEE & LT TXL 175-185mg/m? + CBDCA AUC 5-7.5 DEEN (T2 i,
SEORB T, RERTIIBNTHEEREEL LTEAWLNTERY . £RIFED GOG D
BR(GOGIS)PNI B W T LIZEAREROKREE L LTEASN TS, TXL 175mg/m? + CBDCA
AUC 6 #EERA L7=,

F 4 INEEYIENSFIZHIT S TI EEO Dose finding study

Evaluated dose and schedule MTD or Highest Dose”

Study Group No.of TXL CBDCA Interval TXL CBDCA
Pt. (mg/m®) (mg/m?)

AGOI®! 38 135-210 AUC 5-7.5 21days 185 AUC 6
GOGP* 13 175-225 AUC 7.5 21days 175 AUC 7.5
Uks® 12 150-225 AUC 7 28days 225" AUC 7
Italy!d 27 150-250 300(mg/m?) 28days 250" 300(mg/m?)
France!®” 16 175-225 400(mg/m?) 21days 225" 400(mg/m?)
Netherlands'®! 1 200 500-550(mg/m®)  2ldays 200 550(mg/m?)
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) SREBYMEILEI BB TIREDE M

TIRIEL TPFRIEOENERRICBIT I EHATRIBETIERERII REEEEN TV AL,
TR INEEHMEEFICRIT S T RIEDE $hE(Response)iZ BT 5 data % F & ¥ 72, Response
rate(RR)IE, 70-100% T, 7 D DHBERIETIL 79%(134/169) T - 7=, Complete response(CR)IZ,
24-83%IZEBH b, BIETIL 57%(97/169) Th - 7=, -

= S INEBHENEFEICBIT D TIEEDENEIZE T3 data

Study Group TXL CBDCA RR CR rate
Z;ftsrieal:)]?ooo | ”;mhf; m’ AUC 6 81%(303T)  70%(26/37)
...... I ¢ 11
?1;(13?3:311/11)1997 13 52(;2:)‘%/ m* AUC 5-7.5 70%(23/33) 249%(8/33)
vt avesin sy ooy
i A T
E;Z l:: 01907 150-2(§ggg/ m’ 300mg/m’ BI%(17/21)  67%(14/21)
g;h‘mdg;' ------------- | 2525?;%/“‘ """"" J00600mgE TBEEA3)  61A@0aY)
ghth‘mfg‘g; """""""""""" Ogggmssofnm """"" oowasns)  ssw@ns)

232, SAEUIRI :

NAC %1217 5 #MBHEIBRIE. Interval cytoreductive surgery (ICS) & —ARIZER& L5, Cytoreduction
DANBERTE~ OFXL EFEFVEEFRTITLRAI LD L ERMICITEETH D2, BEOHE
AN ERICEV, TR~ 2 TFE2B Y ORBYRR) CETAORBEIE NERD ), —
EOFRBENENEESND 2 ENFREND, ZEERKID, BHFELRE+HRTBLYR + 55
53 KABEIBRHT + STRE 2R D ORBYIRTH 5, FEELIRY OFELIRD 7= DIZHEIT & h 5 izt
IEZEOREILL > TR 20, EBEMCATFOR, &Rk, 185, HEDR. 28208, 2K
MBOIBR, BB LUKIIRY B ER EMOLER LD ERRT 2196 mEEWHTIT 58
EERLERDDIZRDETH D, HIED cytoreduction & LR THZFTE A FHA S L LTI,
{EEFES IR D T LI BEITE DIEADSER LTV A D BBSICHD LTWA I ik 0.
PSHBERHETHN, BEEMOFMICMASNAZ &, DREREENHKE/I. BEORR. BEFEE
DFE/A - BHRIZE Y | DREEB LR T IBENRE S, MECEE /& TE 5h, 9%
TEMBTE DD, SHUOURICETA2EMEeECTES, DINOERE LTEREFEERS
&L TE D, WIED cytoreduction & EE~TARFA S & LTHE, DIFEIT Y (ES2BRIEOBEE N 72
CRBHTEMA, MEDHRETFERL, LV ELRUBBERINSIETHD,
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