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Zl, £IT, FHEROMHERZBEL, KA
FEEEEh T B RERZBRUHHT S
EWTENE, REFCAERALESTE, Lk
DEYPBRFILAL, PREBLIWUELI>SZEEZ
LB,
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I H T ATk W T HPERNIC T B B
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burger SYDIMEIT L D HUBRFIRZHRBRT G
RIS &N, —a RIS EE Ak h, HE
THEROESI MHREDO R A BEDO Y, —RIVHE
WKELIETIER D o, FLTIDREE
W, B oI E RS SN, L b L O
PHCHZ (A — & — A — P ERBRINET L 4 5
ISR DML  BEh T &7,

EVEPE N 4 R AL (Themoreversible gelation
polymer; TGP) i, EBEE(22°C)o L F TV
o VRIS T I AL T A B FALEY TS
5, TGP OB E LT, Mlaoa « Gl EEE
W e R EST, REEMDOSTHRETH Y,
e Ak Ic SRR 5% 10, JEHRE LA A2 B
BWTEER TS 3, B HiE LT &0 2 i mk ik

FEALAR I ZIRITIICEE T 5 O LT, SAESRm
NELIL BETR& GRS 15 E BT 5 579,
VLOESE2S &Ko g, TGP 538 H A4
KAGT, B URARE, HcistcsdsB
FEL7CBRBE 2 P il RS ERBR AT, BRI
DEF —F — A — RILEFEEITD, BEYEL
B L, ZOFMAEIZDOCTEEL 7,

M¥BLUAE

1. X%

2004 4E2 Ao 2006 5 6 HE Tl< ) 7L+ E
BMAREFRRICTFRRS 5 0 34HmEer U-ER LB
ABHERE S PICTFESR TH, F=% S 6, Jns
W33 238 & Ui (Table 1), 44, SEREIIC
TARBHES G, XETREEB, £, K
ROWATICHEL, <) 7 o rERRSEE GRS
BRIITER LB/ (EKRATZE 1071 B), S5EH
DR, REEHRRWOBEONE, MTH EE
Table 2a, 2b, 2¢ 2574,

2. TGP &IEFHDIER
TGP 3% & O K" THERL Lice TGP Ok

74

KE # AKOo—K 5

iz RPMI1640 (Life Technologies, NY., USA) &1
ZACTT2ABHBEEERL, BRRBES.5% (wt
{wt) ICHEE U Jo, BEERE, RPMIL640 i 20%
Fetal calf serum (FCS, Dainippon Pharmaceutical
Co. Ltd. , Sydney, Australia), penicillin (10, 000
unit/ml) / streptomycin (100 zg/ml) (Life Technolo-
gies, NY., USA), L-glutamine 2 mM (Life Tech-
nologies, NY., USA) #iZ & D4EH, LITO
FEBICH U,
3. MBIREREL S MAMEE DR

Filrk DPBENBAGEEE) 5 Smm &2
MU, #EFIA D Hanks' i (Hanks’ balanced salt
solution; HBSS, Gibco, Gaithersburg, MD, USA)
1L IR G, SEFEAR A MR £ AT ER A R b
kU, RERELC, ZOBEMEMYIE Mcl-
wain Tissue Chopper (The Mickle Laboratory En-
gineering Co., Ltd. Surrey, UK) % B T4l 4
0.5~ 1.0 mm EIZHIY Utco 24 well S EES L — b
(FALCON, BD Bioscience, Franklin Lalces, NJ,
USA) W HIC & » TV IVIREE & 75 5 /2 TGP %
300 plfwell fFEA Ufcy S AUCHRY) U7 3~5
e LT, UFOERET -7,

7z, BURKROCEBNFRICE U Tz &
DIEHIIBOFERATER Lc0L, BELOEIILAL
IE7K B O #9100 ml % 1000 r.p.m., 6 53[5
ORER, 4°C OEEBILTTYNVREED TGP % /4
OHIEEER (5.0 10°f@/ml) %{EK U7, Mutklg
KDY 4& 13, Ficoll-Paque (Pharmacia Biotech.,
Uppsala, Sweden) % Fl 7o lbBE@mibikic & b,
HifE % o wEss, FEROBIEETT - 72,
4. B OEEEL

LEOFETHEL 27 U — MCEIRIK 650 pl/
well 2L, 37°C, 5%CO, K&G&MHT Tl L
720
5. HURFIRZMRER

KEEORIEFIEE Fig. 1IZRd, MEHA % aM
U7cIRIET, BE3RIK 300 p/ml A 7RI0U, His #&
FUEBRE L - b E L, SEBOWER, ols-
platin (CDDP) (Bristol-Myers Squibb Company,
NY., USA), mitomycin C (MMC) (Kyowa Hakko
Kogyo Co. Ltd., Tokyo, JPN), 5-fluorouracil (5
FU) (Kyowa Hakko Kogyo),, paclitaxel (PTX)
(Bristol-Myers Squibb Co. Ltd., NY., USA), and
irinotecan (CPT-11) (Daiichi Pharmaceutical Co.
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Table 1. Types of Tumor and Samples

Sample No.
Cervical cancer Tissue 7
Endometrial cancer Tissue 5
Tissue 20
Ovarian cancer Ascites 9
Intratumoral fluid 4
Total 45

Table 2a. Characteristics of Patients with Cervix Cancer

No. Age Stage Chemotherapy of pre Course Chemotherapy of post  Course
chemosensitivity test chemosensitivity test
1 45 b - - CDDP + 5FU 4
2 53 b PTX + CBDCA 6 CDDP i.a. 4
3 72 Ib CPT-11 + MMC 5 CDDP + MMC + 5FU ia. 6
4 51 b NDP 5 CPT-11 5
S 43 b - - CDDP + MMC i.a. 4
6 48 b CDDP + BLM + 5FU i.a. 2 PTX + CBDCA 6
7 57 Ib CDDP + CPT-11 3 CDDP + MMC i.a. 3

CDDP; cisplatin, MMC; mitomycin C, 5FU; 5-fluorouracil, PTX; paclitaxel, CPT-11; irinotecan,

NDP; nedaplatin, BLM; bleomycin, CBDCA; Carboplatin

© PTX + CBDCA; PTX; 180 mg/m?, CBDCA  AUCS/every 4w i.v., NDP; 25mg/m*/w i.v., CPT-11 +
MMC; CPT-11 60mg/m2, MMC 7mg/mz/every 2-3w i.v., CDDP + CPT-11; CDDP 60mg/mz/dayl,
CPT-11; 60mg/mz/dayl,8,15 iv.,, CPT-11; 60mg/mz/w iv.,, CDDP + BLM + 5FU ia; CDDP
70mg/m’, BLM 10mg/body, 5FU 700mg/ m*/every 2-3w i.a., CDDP i.a.; CDDP 100 mg/body/every
2-3w 1., CDDP + MMC + 5FU i.a.; CDDP 70 mg/m?, MMC 7mg/m?, SFU 700mg/m*/every 2-3w
i.a., CDDP + 5FU; CDDP 20mg/body/dayl-5, SFU 500 mg/body/day1-5/every 4w iv., CDDP +
5FU i.a; CDDP 70mg/m’, SFU 700mg/m¥/every 4w i.a., CDDP + MMC ia.; CDDP 70mg/m’,
MMC 71ng/n12/eve1'y 4w i.a., i.v.; intra-venous chemotherapy, i.a.; intra-arterial chemotherapy

Table 2b. Characteristics of Patient with Endometrial Cancer

No. Age Stage Chemotherapy of pre  Course  Chemotherapy of post  Course
chemosensitivity test chemosensitivity test
1 62 v TXT + CBDCA 6 CPT-11 9
2 37 1lla CDDP i.a. 3 CDDP + 5FU 4
3 74 v PTX + CBDCA 4 CDDP + SFU 5
4 64 Ilc PTX + CBDCA 6 -
5 73 lla PTX + CBDCA 6 -

CDDP; cisplatin, SFU; 5-fluorouracil, PTX; paclitaxel, CPT-11; irinotecan, CBDCA; Carboplatin,

TXT; docetaxel

PTX + CBDCA; PTX; 180 mg/m?, CBDCA AUC6/every 4w i.v., TXT + CBDCA; TXT 70 mg/m’,
CBDCA AUC 6/every 4w i.v., CDDP i.a.; [00mg/body/every 2-3w i.a,, CPT-11; 60mg/m*w i.v.,
CDDP + 5FU; CDDP 20mg/body/dayl1-5, SFU 500 mg/body/dayl-S/every 4w i.v,, i.v.; intra-venous

chemotherapy, i.a.; intra-arterial chemotherapy
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Table 2¢. Characteristics of Patients with Ovarian Cancer

KE B OoAkO—k ©

No. Age Stage Chemotherapy of pre Course Chemotherapy of post Course
chemosensilivity test chemosensitivity test
i 62 IHe TXT+ CBDCA 6 CDDP + 5FU ia. 3
2 55 tib PTX + CBDCA 6 MMC ia. 4
3 75 tHe PTX + CBDCA 6 w PTX + CBDCA 12
4 62 v PTX + CBDCA 6 CDDP + 5FU i.a. 4
5 66 tiic PTX + CBDCA 6 MMC ia.
CDDP + CPT-11 3
6 68 [H PTX + CDDP 6 wPTX + CBDCA 12
7 54 e PTX + CBDCA 6 CDDP+MMCia. 3
CDDP + CPT-11 3
8 74 lle PTX + CBDCA 6
9 41 [} PTX + CBDCA 6 CDDPi.a. 3
10 54 Il CDDP + CPT-11 3 CDDPia 3
1 59 fle PTX +CBDCA 2
12 71 like PTX + CBDCA 6 MMC + SFU i.a. 3
13 53 lilb PTX + CBDCA 8 PTX 12
4 59 ile CDDP + CPT-11 6 -
15 52 v CPT-1t + CDDP 6
16 55 tic PTX + CBDCA 6 CPT-11 3
17 62 v PTX + CDDP 6 CDDP + MMC ta. 3
18 84 e PTX + CBDCA 3 MMC 4
19 55 v PTX + CBDCA 6
CDDP 2
20 66 v CDDP + CPT-11 6
21 21 le CDDP + CPT-1} 6 CDDP + 5FU 6
22 54 Iic PTX + CBDCA 6 CDDP + SFU 3
23 67 tle PTX + CBDCA 6 w PTX + CBDCA 12
24 64 v PTX + CBDCA 3 CDDP+ MMC i.a 3
25 47 le CDDP 3 CDDP + 5FU 5
26 45 v CDDP 3 5FU j.a. 6
27 46 e PTX + CBDCA 6 CDDP + 5FU 6
28 55 le PTX + CBDCA 3 CDDP + MMC 3
29 53 fc PTX + CBDCA 6 w PTX + CBDCA 12
30 64 Hle PTX + CBDCA 6 wPTX + CBDCA 16
31 67 lc PTX +CBDCA 3 MMC ia. 3
32 71 iic PTX + CBDCA 6 wPTX + CBDCA 12
33 68 lle PTX + CDDP 6

CDDP; cisplatin, MMC; mitomycin C, 5FU; 5-fluorouracil, PTX; paclitaxel, CPT-11; irinotecan,
NDP; nedaplatin, BLM; bleomycin, CBDCA; Carboplatin, TXT; docetaxel

PTX + CBDCA; PTX; 180 mg/mz, CBDCA AUCS6/every 4w i.v.,, TXT + CBDCA; TXT 70 mg/mz,
CBDCA AUC 6/every 4w i.v.,, PTX + CDDP; PTX lSOmg/mz, CDDP [00mg/body/every 4w Lv,
NDP; 25mg/mz/w i.v., CDDP; 100mg/body/every 2-3w ip. or ia., CDDP + CPT-11; CDDP
60mg/m*/day1, CPT-11; 60mg/m*/day1,8,15 i.v., CDDP + BLM + 5FU i.a.; CDDP 70mg/m’, BLM
10mg/body, SFU 700mg/ m¥every 2-3w ia., CDDP + MMC + 5FU ia.; CDDP 70 mg/mz, MMC
7mg/mz, SFU 700mg/m2/every 2-3w i.a.,, CDDP + SFU; CDDP 20mg/body/dayl-5, 5FU 500
mg/body/dayl-5/every 4w i.v., CDDP + 5FU ia.; CDDP 70mg/m’, SFU 700mg/m’fevery 4w ia, W
PTX + CBDCA; PTX 80mg/m?, CBDCA AUC2/w iv., CDDP + MMC; CDDP 60mg/m*/dayl,
MMC 7mg/m*/day!,8,15 i.v., CDDP + MMC i.a.; CDDP 70mg/m*, MMC Tmg/m*levery 4w i.a.,
5FU ia.; SFU 700 mg/mz/every 2w ia, MMC i.a.; MMC 7mg/m2/every 2w ta., MMC; MMC

Tmg/m¥/every 2w i.v., i.v.; intra-venous chemotherapy, i.a.; intra-arterial chemotherapy
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Cancer tissue was inoculated in Hanks’ liquid for 1 hr

{

Tissues were chopped into pieces 0.5mm in diameter

4

300 1 of sol-state TGP (4°C) were added

4

650 pl cuiture medium was added 1o each well and incubated (37°C, 5% CO,) for 24 hr

l

50 ul of various anticancer drug solutions were added to each well
(cisplatin, mitomycin C, 5-fluorouracil, paclitaxel and irinotecan)

|
¥

Four days culture

i

50 pd WST-8 were added to each well

!

ICsy was calculated from the concentration-effect curve

Figure 1. Procedure of chemosensitivity test.

Ltd., Tokyo, JPN) #zhZEhdinl, 4 B EEfm

SH, BPEAITREEE LN CDDP; 25, 2.5,

0.25, 0.025 pg/ml, MMC; 10, 1.0, 0.1, 0.01 gg/ml, 5

FU; 500, 50, 5.0, 0.5 pg/ml, PTX; 100, 10, 1, 0.1 ug

/m CPT-11;0.1,0.01,0.001, 0.0001 pg/ml &£75 5 K&
CEHEE LTI b,

mﬁk@ viability ®WE L, KEHED Formazann
IR T 5 WST-8: (2-(2—methoxyl—4—nitrophenyl)—
3-(4-nitrophenyl)-5-(2, 4-disulfophenyl)-2H-tetrazo-
ium, monosodium salt) (Dojindo Laboratories Co.
Ltd., Kumamoto, JPN)'™'" %4 well 12 50 ul #0
L, 37°C MRS S, ZOHLCIC IF
MBS L, W—rkEEoOREBIC L, <407
L — ke 2 8 (Labsystems Multiscan MS;
Dainippon Pharmaceutical Co. Ltd., Osaka, JPN)

AT 450 nm (% B 620 nm) CTHSEE &R
Tl —7, HEFOoBEHBEMNEE BCA
(Bicinchonic acid) fl: 12 & %5 BCA Protein Assay Kit
(PIERCE : Rockfold, IL, USA) % {# 8 L THIZE L
foo T B BCA I E &AM 600 1 BINL T
IPCITIHRG =7tk #E 570 nm THSE
EAERE Ui,

RHEO viability FIMELRYL ) O WST-8 0
WtETH Ui, MBOATRE, MBETEER(%)
=(FUEEHIAQE U 7o BATAR AR M 2 7 © @ OD (opti-
cal density) / 2 v o — VO BAHBESOEH 2 @
@ OD) x100 TR, HEEICH T SLEFRE
ov b UBEREFEDRE RS, Bohicr 5 7h
5&FEHID ICHE (inhibition concentration; 50%

7

MERE) 2R L, FEHIZ>WTHELN
ICs i & 45 FLIEHI D 3% & P i [ (Peak Plasma
Concentration; PPC)®% %t U, 1Cs i <PPC
(CDDP; 4.98 ug/ml, MMC; 3.0 zg/ml, SFU; 120.0
ng/ml, PTX; 20.0pg/ml, CPT-11; 0.05pug/mb) @

B, BRSO EHE LI,

6. RRFMERBEROBE

BEOEGIRE, BIRE M_L 4/-3‘ LIS & RS Pk A
B oM BRI A R R SR AR, A —
F— A — RIS (ER i’ﬁ Wik s, BhiEsR) %

4T L7zo (Table 2a,2b, 2¢) £ 72, EZIEDOHDII
o T FEHNTE L Tid CDDP % & ¢ CPT-11 %+
& U BB A, JEEEIT - 7, B
& o THBRSHERBBICIRESSZEL, HEATEE
B ERDI,
1. SBEHEH & OHEHEH
MERR SR O EME IFE AR EELEOE
RN RBIEEEEII - THH U7z 37X TOEMNH
EWIEBIT & 5 ZRNEZED THE LS &%
Z7%)); Complete response (CR), N—2 74 VE&
F & bl U CHEMRE o BE A 30% Bl L L
7o 384 % 4%, Partial response (PR), #YRE DO E
B, zhETORS/PILEFEMLLT, 20
% Pl ER& M- e84 % #1T, Progressive dis-
ease (PD), PR ICEZEMT 3 IEEHI/Ne PD TR T
BB KA R NS R, Stable disease
(SD) & Uico KRB MBI HEI L - TH -
7o
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Table 3a. ICy of Each Anticancer Drug in Cervical Cancer Cases

o IC 50 (pg/ml)

’ CcDDP MMC SFU PTX CPT-11

1 1.05 1.47 293 444 1000<
2 3.59 1000< 77.6 127 0.35
3 4.26 0.382 20.9 15.2 3.81

4 7.34 5.90 1000< 1000< 1000<

5 1.20 0.93 239 335.6 1000<

G 0.30 0.50 42.0 0.20 1000<
7 9.90 5.57 967 107 788

Table 3b. ICy of Each Anticancer Drug in Endometrial Cancer Cases

1C 5 (ug/ml)

No. CDDP MMC SFU PTX CPT-11
i 9.39 5.50 1000< 287 1000<
2 2.50 1000< 68.8 1000< 1000<
3 3.50 0.40 90.7 40.1 1000<
4 317 1.10 1000< 19.1 0.20
S 19.9 228 1000< 137 [000<

Table 3c. ICy of Each Anticancer Drug in Ovarian Cancer Cases

No. IC5p (ug/mi)
CDDP MMC SFU PTX CPT-11
l 248 0.78 1.74 13.9 0.03
2 6.37 1.97 330 224 0.11
3 2.49 3.04 69.8 0.16 39.5
4 0.20 1000< 5.6 1000< 1000<
5 1000< 1.50 398 75.6 2.90
6 2.00 1.30 64.4 10.8 1000<
7 1.00 5.60 1000< 29.4 1000<
8 1000< 1000< 1000< 1000< 1000<
9 0.10 0.30 3.70 3.50 0.10
10 6.00 4.60 157 317 1000<
11 1.30 0.70 0.40 1000< 1000<
¥ 7.00 0.20 14.6 257 1000<
i3 0.40 1000< 214 0.80 1000<
14% - - - - -
15% - - - - -
16* - - - - -
17 2.30 3.00 548 334 1000<
18 0.40 2.60 169 41.6 1000<
19 1.70 7.60 1000< 101 955
20 0.50 1.80 2.60 6.80 0.50
21 0.40 0.90 13.6 154 0.20
22 1.10 18.1 36..8 3.50 0.60
23 180 0.40 336 7.6 1000<
24 1.50 4.10 312 25.0 4.50
25 0.40 0.20 83.8 358 1000<
26 7.90 4.00 59.0 62.6 1000<
27 3.67 7.35 1.91 24.] 1000<
28 0.484 0.07 159 1.4 3.70
29 1.50 493 18.0 1.33 0.09
30 5.10 1.35 1000< 8.93 1000<
31 74 0.435 220 20.7 1000<
32 1000< 453 0.14 1135 0.03
33+ ) : ; . .

CDDP; cisplatin, MMC; mitomycin C, 5FU; 5-fluorouracil, PTX; paclitaxel, CPT-11; irinotecan
* no evaluable cases
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Table 4. Evaluability Rate of the Assay

Cervical Endometrial Ovarian Total
cancer cancer cancer
Total 7 5 33 45
Evaluable cases Tissue 7 5 20 32
Ascites 6 6
Intratumoral fluid 3 3
Evaluability rate ¥ 100 100 87.8 91.1

¥ Evaluable cases / Total (%)

Table 5. In vitro Sensitivity Determined by the TGP Method

Cervical Endometrial Ovarian Total

cancer cancer cancer
CDDP 71.47 40.0 69.0 65.9
MMC 57.1 40.0 55.2 53.7
5FU 57.1 40.0 56.8 56.1
PTX 28.6 20.0 44.8 39.0
CPT-1} 0 0 6.90 4.90

* Date are shown of as number of sensitive cases / number of evaluable cases (%).
CDDP; cisplatin, MMC; mitomycin C, SFU; 5-fluorouracil, PTX; paclitaxel, CPT-11; irinotecan

Table 6. Clinical Effects of Chemotherapy for Each Tumor Type

Cervical Endometrial Ovarian Total
cancer cancer cancer

CR 2 1 3 6

PR 2 0 8 10

SD 2 1 10 13

PD 0 1 4 6

Total 6 3 25 35
Response rate” 66.7 333 423 457

Y (CR + PR) / Total (%)

CR; complete response, PR; partial response, SD; stable disease, PD; progressive disease

&

1. $IETETREZE (Table 4)

TGP = THIERGET & » 1 IEREE 45 ik 41
i, Table 3a, 3b, 3¢ (L& HFEHID ICx EERT
HFEEEERIT 91.1% Th - oo TEEMA T
B OCTHETNEETS » oo INBEMBIER OREIK 3
B, EENAER | HoAE 4 HIBHETELD -
Foo E7z, APV Y IRV a VERDEP-
7o
9. TGP ikIC & BEEH OEHIBEZ MR (Table 5)

sEEoFERoRT CDDP bifk b RN

R

79

ME L, WHTSFU, MMC OETH » o, &7z,
CPT-11 B3F & BREHMEOHR LT -7,
3. EEBRIFERIE (Table 6)

TGP i THETETH » 72 41 flic >0 T, EE
R R TS S N PR R R LILEREE
WiAF Lo & OREFID 5 BREREIRIC & L THUEH
OHBEATMTE M S FTH -7 FEIHE
i CR 241 - PR 24, FEAETE CR 1A,
gREssE i CR 341 - PR 8 BlOoRRME O H, &
RO BRI FEYEE 66.7%, TEMKE 33.3%,
JELTE 42.3%, LhOEHHEIR 45.7% TH -7
4, BEFREEFMER (Table 7)
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Table 7. Correlation of Results of Assay and Clinical Effects of Chemotherapy

In vitro drug response

Clinical drug response

Positive Negative
Positive 16 0*
Negative 19 9%

True-positive rate (TP/TP + FP): 45.7 % (16/35), True-negative rate (TN/TN + FN): 100% (2/2),
Sensitivity (TP/TP + FN): 100% (16/16), Specificity (TN/FP + TN): 9.5 % (2/21), Correlation rate
(TP + TN/TP + FP + TN + FN): 48.6 % (18/37). TP (true-positive) indicates that drugs which
showed positive antitumor effects in virro demonstrated a positive response in patients, FP

(false-positive) indicates that drugs which showed positive antitumor effects in vitro demonstrated a

negative response in patients. TN (true-negative) indicates that drugs which showed negative

antitumor effects in vifro demonstrated a negative response in patient. FN (false-negative) indicates

that drugs which showed negative antitumor effects in vitro demonstiated a positive response in

palients.

*p <005 (x 2 test), TP vs. TN and FP vs. FN. There was no significant difference between TP and

FP.

AR IS B O TR A O B & R T & 72 35 4
6 T PR LLEORIESE SN, BEWAEE
TH - EAOFHBRICHY T 2 HIGMHERE 457
% (16/35)T & - 12 T NS L THRIEEH AR
AN o f 2SN BT PR Y OB BIIIES
N, BRI 100%2/2)THh, BEHOK
WREFHC T A EERI DR RIZ 0% TH o7, T v
A O AR TIEE R 100%(16/16), HFEEIZ
9.5%(2/21)TH b, LMD TR 48.6%(18/37)
Th -7,

5 MEEORBEMRICT S SHHELESTES
ML (Table 8)
SEOWIEIC B O TRAOEGESE S LIl

I D0 T, FUEHIORSRIEDOENT X BIEED)

BT DT IEIRET U7, RS IEEER 21T - Fo O3

BBREIBHOS B, (CFEEEETUEER 26

filcd - 7oo PIERISSETERRE 14 G (BRG SRAE A4

B3HDH CR264 - PRS B - SDSH - PD 1, 2

W 53.8%(T/13)TH » 1o, BFEE: 12 H(GHAN

BIREFT G 12 )Tl CR L@ - PR3 -SD S

F - PD 3 4, #3213 33.3%4/12)TH 72, B

IR ST L D JEKIF B 2RO B U OiEIE 9

i TGP i THIFERIGET H » /GERIL 6 fid b,

3PS E TR, 3 GUASENERIE A BT Uiss JEK

B e oo, 6l 4 GICETEERERTT 3§

2, BhEEREE TR 3B 26D TH - e,

6. BFELMLIMEREICSTS CDDP, PTX DR H
(Table 9)

WEEFIL BT T S FFRbEMEr F+F 0 R
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L& DY FCERE £ 11T LU T 5 BRI
1325 TH - o (SR L 4 B ~T 4, T 148
245 8) 20%T CDODP ICEZHEZADLOR
18 #1(72.0%), PTX icEEZHERD0 12 4
(48.0%), CDDP & LU PTX M7 stk 2 380
oD I PI36.0%)TH - Foo MFILHHTH - 1C
D 5 HI(20%)TH » 726

% %

1986 4Fi2 Hoffman &8 a5 —4 v 5 b % f
Wl ERTTEE S A TESL L, 1992 4F Furukawa
59 Z DlERREIC MTT 7 v 24 2llaabii
PUER R a5 (histoculture drug response as-
say, HDRA) #fg3z L, Kubota &7k - T#
DGR EAESEZ CBRESh TV, Tani-
gawa 570, ZRITHERIC X BRSO RIEN in
vivo IZB I ARSI E BT A EEREL, =
RICHRERRIT & B PUBFIESE AR O BHEEEIREL
Td, ZIRFTGHEHRICE 2 PURFIRSEHRE TS
1, HDRA #:, collagen gel deposit embedded cul-
ture drug sensitivity test (CD-DST) #:k LT TGP
ERHeh T 5,

HDRA 3, FEEH» SIBIEMa% §lkd 2
CE K P mm ISl Lo R e O T =
FIvbETEEEL, MTT 7 v &A1& D viability %
MET 5 HETH B, HDRA T, HITI L
BRAMBBT U TR EMREL ULTEY
5N 5%, CD-DST ™%, S8 E7 3HllaguLd
1<, WIERR TR NE {, MR O B R
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Table 8. The Clinical Effects of Chemotherapy in Recurrent Ovarian Cancer Patients

Intra-venous chemotherapy

Intra-arterial chemotherapy

CR 2 1
PR 5 3
SD 5 5
PD 1 3
Total 13 12
Response rate” 53.8 333

D (CR - PR) / Total (%)

CR; complete response, PR; partial response, SD; stable disease, PD; progressive disease

Table 9. Sensitivity of CDDP and PTX for 25 Cases of Recurrent Ovarian Cancer Patients

In vitro drug response

Anticancer drug

Positive Negative
CDDP 18 7*
PTX 12 13
CDDP and PTX 9 5

p<0.05(x 2_ test), in CDDP treatment, positive vs. negative.

AR T E A0 ESHENCBERILE AT, B
HEMM B (ERE LS W s &9, BT I i
VB E AN TR O iR TR EREERR
FIH 2 EMTERNENIREND S, H-T, T
BRIURZRBODEEMTH 2 B RRMAE N D
L, - FEMEETH B O &, ETRA N
KPMTE A LR EOEEERTT b ORI
SLEN TN

KWFge o HEEMICH W TGP 1L, BiRTY
Ve AR L, JoERBEEREIC NV - SR
BEMTAIS RIS T 5 2 ENBRROBETH 5,
Mosmann & QEBERIPIFE?IC LD, ©IEEHEL
ERMEEHEMECHRE TS A, O BERE=RIT
1887 L T spheroid 2T 5, @ S IIVATH
HiZEaE o MR IE A B L, @ MaoaM - B
DEBEAEAAESEY, BELALLOATHRTDH
B EORENWPIEL LD, ThETHEBINTH
7z HDRA @HICEWEEE &, TGP NTR#MINE
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Abstract

Objective. We investigated the current status of surgical procedures for endometrial carcinoma in Japan by surveying members of the Japan
Gynecologic Oncology Group (JGOG).

Methods. A mail survey focusing on hysterectomy procedures, indications for radical hysterectomy, methods for detecting pelvic (PEN) and
para-aortic lymph node (PAN) status, and indications for PAN dissection/biopsy, was sent to all 215 authorized JGOG member institutions.

Results. A total of 139 (57.2%) members responded to the survey. Abdominal total hysterectomy (TAH) was utilized by 353% of
institutions and Piver class II extended hysterectomy by 30.2%. In 35.5% of institutions, hysterectomy procedures were selectively employed
based on tumor-related factors. Radical hysterectomy (RH) was utilized by 29.5% of institutions; TAH was used significantly more frequently
by specialist hospitals while RH was significantly less commonly utilized by specialist hospitals compared with university hospitals and
general hospitals. PEN dissection was routinely utilized by 97.8% of institutions. In 93.5% of institutions, PAN dissection/biopsy was used
either routinely (12.2%) or selectively based on tumor-related factors (81.2%). In 6.5% of institutions, PAN dissection/biopsy has never been
employed.

Conclusion. The status of surgical procedures for the treatment of endometrial cancer is still not standardized. However, TAH, bilateral
salpingo-oophorectomy, PEN dissection, and PAN dissection/biopsy in selected cases are recent surgical procedures used for the treatment of
endometrial cancer in Japan. Clinical trials to determine the survival benefit of the different surgical procedures should be developed to determine
the standard surgical procedures to be used for the treatment of endometrial cancer.
© 2006 Elsevier Inc. All rights reserved.
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Surgical treatment of endometrial cancer has been employed ~ surgical stage. The National Comprehensive Cancer Network
for two major purposes: removal of the tumor burden as farasis ~ (NCCN) Clinical Practice Guidelines in Oncology [1] have
recommended the following surgical treatment procedures for
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oophorectomy (BSO), and pelvic/para-aortic lymph node
dissection; TAH, BSO, pelvic/para-aortic lymph node dissec-
tion and omentectomy are recommended for patients with
suspected extra-uterine disease. Furthermore, radical hyster-
ectomy (RH), BSO, and pelvic/para-aortic lymph node dissec-
tion are recommended for patients with cervical stromal
involvement. However, there is a significant variety in the
actual surgical procedures employed in the treatment of patients
with endometrial cancer in Japan because although extensive
surgical staging is recommended by some investigators, there is
some concern regarding possible post-operative morbidity.
Furthermore, differences in surgical treatment may influence the
results of clinical trials of adjuvant therapy for endometrial
cancer. Therefore, to determine the actual status of surgical
treatment for endometrial cancer in Japan, we surveyed
members of the Japan Gynecologic Oncology Group (JGOG)
by mail.

Materials and methods

A mail survey regarding surgical procedures for endometrial cancer was sent
to 243 JGOG authorized institutions. It included questions on standard
hysterectomy procedures, performance of pelvic lymph node (PEN) dissection,
performance of para-aortic lymph node (PAN) dissection or biopsy, and criteria
for PAN dissection or biopsy procedures performed between December 2004
and February 2005. The nomenclature of the retroperitoneal lymph nodes was
determined according to the General Rules for Clinical and Pathological
Management of Uterine Corpus Cancer edited by the Japan Society of Obstetrics
and Gynecology (1996). PEN dissection was defined as removal of the common
iliac, external iliac, internal iliac, obturator, suprainguinal, and the sacral lymph
node while PAN was defined as the region inferior to the inferior mesenteric
artery and/or up to the renal artery. Although it is not a standard definition, PAN
dissection was tentatively defined as the removal of 4 or more nodes, while PAN
biopsy was defined as the removal of 3 or fewer nodes (the minimum value of
the range of numbers of resected PANs in domestic reports was 2 [2,3]). Member
institutions were temporarily classified into the following types in order to
determine if there were any differences between them: university hospital,
specialist hospital (such as a cancer center or a medical center that only treats
gynecologic diseases), and general hospital (such as a public or private hospital
that treats both gynecologic and obstetric diseases). All hospitals were JGOG
membership committee-authorized as institutions active in the treatment of
gynecologic cancer. All replies were returned by FAX. We used the Chi-square
Test and a p-value of less than 0.05 was considered to be significant.

Results

A total of 139 institutions (57.2%) responded to the survey;
respondents answered all of the questions. Table 1 shows
routinely indicated hysterectomy procedures, indications for
RH, and treatments for PEN and PAN endometrial cancer in
JGOG member institutions.

Status of hysterectomy procedures

Forty-nine (35.3%) institutions used only TAH, 42 (30.2%)
employed only Piver class II [4] extended hysterectomy (Class
11), and the remaining 48 (34.5%) selected TAH, Class II, or RH
based on tumor-related factors. RH was performed in 41
(29.5%) institutions (one institution routinely used RH and
another 40 institutions performed RH based on tumor-related
factors). Criteria for indication of RH were cervical involve-

Table 1
Surgical procedures for endometrial cancer

Total number of responder 139
Hysterectomy procedure

TAH only (%) 49 (35.3)

Class 11 only (%) 42 (30.2)

Alternates based on clinicopathologic conditions (%) 48 (34.5)
Radical hysterectomy

Routinely performed (%) 1(0.7)

Performed based on clinicopathologic conditions (%) 40 (28.8)

Never performed (%) 98 (70.5)
Pelvic lymph node dissection

Routinely performed (%) 136 (97.8)

Performed based on clinicopathologic conditions (%) 1(0.7)

Never performed (%) 2(1.5)
Para-aortic lymph node treatment

Routinely performed dissection (%) 12 (8.6)

Routinely performed biopsy (%) 5(3.6)

Performed dissection based on clinicopathologic 90 (64.7)

conditions (%)

Performed biopsy based on clinicopathologic 23 (16.5)

conditions (%)

Never performed (%) 9 (6.6)

TAH: abdominal simple total hysterectomy, Class II: extended hysterectomy
(Piver), para-aortic lymph node biopsy: removal of 3 or fewer lymph nodes,
para-aortic lymph node dissection: removal of 4 or more lymph nodes.

ment, non-endometrioid histologic subtypes, or >1/2 myome-
trial invasion. Regarding the depth of myometrial invasion, this
was comprehensively determined by all members based on
preoperative findings from magnetic resonance imaging and
macroscopic findings from the resected uterus.

Status of surgical treatment of the pelvic lymph node

Almost all institutions (136; 97.8%) used PEN dissection for
all patients. One institute used PEN dissection based on tumor-
related factors (histologic grade 3 or> 1/2 myometrial invasion),
and two institutions never used PEN dissection. No institution
used selective lymph node biopsy as part of the PEN surgical
procedure.

Status of surgical treatment of para-aortic lymph node

Regarding the surgical treatment of PAN, a total of 130
(93.5%) institutions used PAN dissection or biopsy,
including 12 (8.6%) institutions that routinely utilized
PAN dissection, 5 (3.6%) that routinely utilized PAN
biopsy, 90 (64.7%) that utilized PAN dissection based on
tumor-related factors, 23 (16.5%) that utilized PAN biopsy
based on tumor-related factors, and 9 (6.5%) that never
performed any type of surgical procedures to determine
PAN status. Moreover, >1/2 myometrial invasion (23.3%),
PAN enlargement (22.0%) either by preoperative computer
tomography, magnetic resonance imaging, or intraoperative
direct palpitation, and histological grade 3 tumor (21.6%)
were frequently identified as indication criteria for PAN
treatment (Table 2). Furthermore, 62 (47.7%) institutions
determined the necessity of PAN treatment by direct
palpitation of lymph nodes.
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Table 2

Clinicopathologic conditions to perform para-aortic lymph node treatment
Total number of respondents 130
Total number of valid answers ® 236

Clinicopathologic condition to perform para-aortic lymph node treatment (%)

Evidence of para-aortic lymph node(s) swelling 52 (22.0)
Evidence of pelvic lymph node(s) swelling 21 (8.9)
Non-endometrioid histologic subtypes 25 (10.6)
Cervical involvement 7 (3.0)
Myometrial invasion

Any depth 24 (10.2)

>1/3 2 (0.8)

>1/2 55(23.3)
Histologic grade

>Grade 2 16 (6.8)

Grade 3 only 51(21.6)

" Multiple answers were permitted to the question concerning para-aortic
lymph node disposition.

Differences in surgical treatment procedures by hospital type

Table 3 shows differences in selected surgical treatment
procedures by hospital type. TAH was more frequently used in
specialist hospitals than in university hospitals and general
hospitals (p<0.05) while RH was selected significantly less
often in specialist hospitals than in university hospitals
(p<0.01). However, there were no significant differences
between the types of hospitals and the selection of surgical
treatment procedures for PEN and PAN.

Discussion

The most recent annual report of the Japan Society of
Obstetrics and Gynecology (JSGO) indicated that approxi-
mately 4046 cases of endometrial cancer (including 324 cases
of stage 0 endometrial cancer) were treated between 1 January
2003 and 31 December 2003 in Japan. Surgery is the treatment
of choice for endometrial cancer in Japan as 3575 (96.1%) of
3722 patients with stage I-IV disease underwent surgical
treatment in this country [5]. However, although the Interna-
tional Federation of Gynecology and Obstetrics (FIGO) adopted
surgical staging in 1988, and NCCN also recommended
standard surgical procedures based on clinical stage, the actual
status of surgical treatment procedures for patients with
endometrial cancer is still not standardized in Japan. Moreover,
standard surgical procedures for endometrial cancer also vary in
other countries. Crawford et al. [6] retrospectively studied the
staging quality of 703 cases of endometrial cancer in Scotland
during 1996 and 1997 and reported that FIGO stage was defined
in the case record by the surgeon and/or pathologist in only
36.4% of cases, the extent of invasion and tumor grade was
noted in 88.6% of cases, and peritoneal cytology was examined
only in 46.6% of cases. They concluded that documentation of
FIGO stage by proper surgery was one of the independent
prognostic factors in endometrial cancer. Maggino et al. [7] also
analyzed the management of endometrial cancer by 48
respondents in North America and found that pelvic lympha-
denectomy was routinely utilized by 54.2% centers; 43.5% of

the centers utilized the procedure based on the selective
clinical-pathological condition of the patient, whereas only
one center never performed pelvic lymphadenectomy. Further-
more, according to their study, the standard hysterectomy
procedure in North America can be considered to be TAH as
they reported that Class I or III extended hysterectomy was
routinely utilized by only one center and 29.2% of centers never
performed Class II or III extended hysterectomy for the
treatment of endometrial cancer. On the other hand, Amadori
et al. [8] studied the status of lymphadenectomy for patients
with endometrial cancer in Northern Italy and reported that no
case of para-aortic Iymphadenectomy was observed while
pelvic lymphadenectomy was performed in 86 (31.0%) of 276
eligible cases. Compared with these surveys, the present JGOG
survey suggests that although TAH has similarly been indicated
as a common hysterectomy procedure, PEN or PAN are more
aggressively examined and treated in patients with endometrial
cancer in Japan. Furthermore, the present survey has also
revealed that the type of hysterectomy procedure selected for
the treatment of endometrial cancer differs depending on the
type of hospital in which the procedure is performed. RH was
utilized in 25 (38.4%) university hospitals and 15 (26.8%)

"general hospitals while only 1 (5.6%) specialist hospital

indicated RH for the treatment of endometrial cancer. The
utilization rate of RH was significantly higher in the university
hospitals and tended to occur more often in the general hospitals

Table 3
Differences of selected surgical procedures between hospital types
University Specialist General
hospital hospital hospital
Total number (%) G5 (46.8) 18 (12.9) 56 (40.3)
Hysterectomy procedures
TAH only (%) 21 (32.3) 1eLn* 17 (30.4)
Class II only (%) 19 (29.2) 3(16.7) 19 (33.9)
Alternates based on 24 (36.9) 4 (22.2) 20 (35.7)
clinicopathologic conditions (%)
Radical hysterectomy
Routinely performed (%) 1(1.5) 0 (0.0) 0(0.0)
Performed based on 24 (36,9) ** 1(5.6) 15 (26.8)
clinicopathologic conditions (%)
Never performed (%) 40 (61.6) 17 (94.49)** 41 (73.2)
Pelvic lymph node dissection
Routinely performed (%) 65 (100) 17 (94.4) 54 (96.2)
Performed based on 0 (0.0) 1(5.6) 0 (0.0)
clinicopathologic conditions (%)
Never performed (%) 0 (0.0) 0(0.0) 2(3.8)
Para-aortic lymph node
Routinely performed dissection 8 (12.3) 1 (5.6) 3(5.4)
(%)
Routinely performed biopsy (%) 3 (4.6) 1(5.6) 1(1.8)
Dissection based on 43 (66.2) 15 (83.2) 33 (58.9)
clinicopathologic conditions (%)
Biopsy based on . 8(12.3) 1(5.6) 13 (23.2)
clinicopathologic conditions (%)
Never performed (%) 3 (4.6) 0 (0.0) 6 (10.7)

TAH: abdominal simple total hysterectomy, Class 1I: extended hysterectomy
(Piver), para-aortic lymph node biopsy: removal of 3 or fewer lymph nodes,
para-aortic lymph node dissection: removal of 4 or more lymph nodes.

* p<0.05.
** p<0.01.

Group Survey, Gynecol Oncol (2007), doi:10.1016/].ygyno.2006.12.015

Please cite this article as: Watanabe Y et al., Status of surgical treatment procedures for endometrial cancer in Japan: Results of a J apanese Gynecologic Oncology

—139—





