Japan Soci ety of Cbstetrics and Gynecol ogy

HARERRARIZESM#EE  AcTa OBST GYNAEC JPN Vol. 44, No. 4, pp. 397—404, 1992 (4, 4 B)

Fl—t b FEFEDEERE L 0B L 2 BoMiako
MR YR tE, ZREPURFICT 5 BRZ M b O
BFEBEIZ RIS T R A E v DEEBIZOWT

EUREMENAYESBENRANSHE (TR B2
R N gk

Characterization of Two Novel Cell Lines Established from a Single
Human Uterine Cervical Adenocarcinoma, and their Chemosensitivities
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BE FEEARECAT 5B R LFEEED regimen OBFR L BEFHEEREE~O R L E v
FIEEOREXPLICT A XM E LT, FEFBIHCCR—e F FEESRERE L VEEOR
% 2 BoOEEMAKEZENIL, Fhbr AV CEBHIEHRZ D O A £ v O MgHEIEEE~ D
FE WO\ TEE Ui, MR, FEEERE b oFMBHEEY 2 — PV~ v 2 ABE L CEE
IOERINCL D THSD, MREEENTTRE & oo 7ckkiy, fEInEER 2 48R & 930 D 2 Bk THh b,
MR RE, Ao, BE~—» —EL£EYRICL, ZhFh TCO-1, TCO2-:m& L1, BEE T
465 B & fA L TCO-LE87/RE, TCO 2R T4 B L BB LIHHEEZ LT3, ChbRWIFhbETHE
RIS, FTWER L X WV RMREETH S Z LRI, EREELY X - Py AL}
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FRCETRREE 2 b X — F =y ARRBEEE & BOL v, Z oMy v C13EOHURE
FliwowwtT MTT assay i & 5 BEZHRB 2T o & 2 5, TCO-11k mitomycin CAIMMC), methotrex-
ate 1z, TCO-2ix MMC, etoposide, carboquone IZESZ M AR Lic, DR L b #E0 S CEEMNRK
Y EIZT HAEBEN E I MMC ioxt LRSS M AR L, % 7 BEJERE~ O estradiol, progesterone 7 & 6
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Synopsis Two new cell lines were established from a single human uterine cervical adenocarcinoma which
had been successfully transplanted into nude mice. They were subcultivated more than 70 times over a
period of 46 months and designated as TCO-1 and TCO-2, respectively. Growth characteristics, modes of
chromosomes and specific tumor makers were different in TCO-1 and TCO-2. The plating efficiency of
TCO-1 was greater and its doubling time was shorter than those of TCO-2. Modes of chromosomes were
77 in TCO-1 and 94 in TCO-2. Their chemosensitivities to 13 anticancer drugs were studied by MTT assay.
Only the mitomycin C (MMC) was an effective agent for both TCO-1 and TCO-2 cell lines which were
characteristically different from each other. The results suggest that MMC would be a promising agent for
chemotherapy of human uterine cervical adenocarcinoma. The influences of 6 hormones (estradiol, proges-
terone, dihydrotestosterone, medroxyprogesterone acetate, human menopausal gonadotropin, human chor-
ionic gonadotropin) on their proliferation were studied by MTT assay and dye exclusion assay. TCO-1 and
TCO-2 showed no significant changes in proliferation in any of them. It is suggested that hormone
replacement therapy could be indicated even for postoperative patients with cervical adenocarcinoma.
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19524E1Z Gey et al.ic X > TG & e Hela #
Rk AR, Fric i F B BT R MRL DB,
ZEDOBBROR D T OMC-48:, CAC-1#Y,
TMCC-1#Y D 3#Ric T E 7o\, §E, FEFEIFE—
b FTFEETBEREL OEBORKLS 2EOM
REELLL, ThbrxAvTEBEIEReT 3
BRRE MR TS & &S IMBEFERE~ D R v
BV OB OWTEEY T O,
MRMHE L > It HE
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D BEEWE

UBOTEHEMABET AU E b HOEE LY

HEREME LS

19854F 1 B, JRULMEFELmiTic b L7389
FHERE (Kl1la) #x— F<v 2 (BALB/cnu/
nw) AU LCEE (K 1b) ke L,
BEIMB LB BBH50.4Gy, cisplatin 200mg
BHEIh, HET9 AERT 5 0 BRERE < #
ETH5,

2) FEGE LB
198746108, = — F~ v AMABHEIIE OfE
BaMaL, bV 7 vk X D6e0mm &
plastic dish 6 BUZ 751 CHIREEE L BRI U7, 15
BELEMHFIZ10%FCS jn MEM ¢, 37C, 5 %CO,
BEBCREEYTOL.

2. MBI FRIRER

1) HEFEARAR

4 ¥R B3 A 35mm £% plastic dish 1T & 4 1 X105
E/2ml & Ah, 2B L CEBE2THBRL, BB
2% 2 ¥3o dish D ffak x> B L,

2) 2 wm=—JYURK

A M B 2001E /4ml %, 60mm £ plastic dish 1z
Af, 2BREEEEL ¥ L vVREE, RBETHLS
2w —HaROEH L,
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HeF BRI RE B A M o8

b

R la FESZ#EM (HE Rd) (X200)
R 1b = - F=v AMRBERESHESE (HE &) (X200
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AT, aits FeEKEE. lug/mlinz,
37C, 4FRHEMEL, ZoB G v FREE2{TO
7o,

5 7m—HAF A+ =2

Coulter Epics # v, TCO-1(281%H), TCO-
2 QIREB) oW T PIRBER L 55T
7.
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TCO-1, TCO-2n&#fa 1 X10ME%, X — N~
v AD KT ICBE LR L EEEE{REX (&
2)2/2} %8 1 BHEIE L CBIEREAYRET L, 7
Fh B EFREBASFNC, REERLOICX —F
~ v AMRBHEES & LB L 72,
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TCO-1 (2818 B), TCO-2 (211KB) ofifg 1 X
10%{&/2ml % 35mm £% plastic dish i A, EF
THROEE~—» - &5 Lic, MRREED
BEKE =2 br-—1 kLT,

8) kAEVLET X —DE

7 — F=v AfABEREE, TCO-1 (T9RE),
TCO-2 (67 B) @ estrogen receptor (ER) &
X 0O progesterone receptor (PR) % EIA ZEiC X
DR L7z,
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MTT assay®'?37chb, HfMiflgFo I r 2 F
V7 X b AL X Az succinate-MTT
reductase 78, E B © ¥ T H 53-(4,5
dimethylthiazol-2-y1)-2,5-diphenyltetrazolium
bromide (MTT) #BAZ{ ST, L LKAED
MTT formazan #HEBEEETHFEREXFIH L
FER AT, 6 E~ A 7 » 7L — b iclwell
B0 1.0xX104E /13541 OfifaAE A, Taeo#t
EHEZ BENBE MELRB X 5hx, 37C,
CO, FCoehfEmEmMIEE Lo, BEKT 4K

R

5%
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FIEC0.5%MTT B %, & well @10yl 3200
zlc, BEERTREBEZ100ul T >%5 B L
Dimethylsulfoxide % 150ul 320 %, R & A7z
MTT formazan % %% X, scanning multiwell
spectrophotometer % f \» T540nm TR K E %
Bl U, 65/ L 7= FEFX mitomycin CIMMO),
actinomycin-D (ACT-D), bleomycin (BLM),
adriamycin (ADM), thio-TEPA (TESPA),
carboquone(CQ), ranimustine(MCNU), meth-
otrexate (MTX), 5-fluorouracil (5-FU),
etoposide(VP-16), vincristine(VCR), cisplatin
(CDDP), (Glycolato-0,0’) diammineplatinum
(D (254-S) DIIETH O, FEHIDOBEIE
KERERBRESFoRSNBEE (Peak
Plasma Concentration : PPC) %#1.0& L C0.01,
0.1, 0.5, 1.0, 5.0, 10.00 6 R[EEBE L L, &
RcAVWcERDRD D2 v b r— kL
7z, Ll ko assay # TCO-1 (46/%LH, TIE) &
TCO-2 (401K H, 65fKB) A\, R—FEHR—
BE o &3well 01T\, BAEGHE Y FR
U ICsfE (=2 v b v — A D50%EIEINH] % 7~ 33
FIRE) 2RO CTHE LK,

4, HFEEE~ DR E v DEEI OV T oM

5 %dextran-coated charcoal (DCC) #LFEYFCS
i MEM 2 X A¥& T ¢, Bisc® MTT assay %
AT estradiol (E;), progesterone (P), dihy-
drotestosterone (DHT), medroxyprogesterone
acetate (MPA), human menopausal
gonadotropin (HMG), human chorionic
gonadotropin (HCG) ¥inic X % B4FEEE~ D &
AR LT, 5 4 v EEE E, 1310, 50, 100,
500, 1,000pg/ml, P, MPA %10, 50, 100, 500,
1,000ng/ml, DHT % 1, 5, 10, 50, 100ng/ml,
HMG, HCG %10, 50, 100, 500, 1,000mIU/ml
& L7, ¥7-35mm & plastic dish iZfifa% & «
1 X10%@/2ml Ah, 2EBMHEEECERERxLVEY
k4, 8, 12BEEBOEMBEEY =y v
FHBREC L VEEL, A EVYEREMLRW=
Ve =L T,

' A - |

1. ARz

7w —=v 7T U, 45 A%LD
PATEE FE HGE W BE & B VBRI 7e b TCO-1, TCO-2
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L% Lle, TOBRETNTZhRAFRECI S 2 X 2 &= TCO-1, TCO-2 BEFE M 2 /=3, f&hn
B— =V S BRTO0R, ThbUAND TS RERE, L h48KEfH, 93BFTH o7,
T&E7ehofc, BifEA6» A% B L TCO-LIX87% 2 =2w=—JHURE

B, TCO23741kBTH 5. TCO-1 (29K B) 7%61.0%, TCO-2 21#tE)
2. MR FR 79.3% TH ot

1) HFE iR 3) WREFHIER

HHBEMEFTR X v TCO1X$EH > — +
] RCHEFE L, TCO- 24 AF CERMICHEFE L,
' 2w = =BT AEAIECIN3), & His s
=awe—-RECHRBETREL, MREETREE
TH5H, BREAKNPRRAT—THCEEZD 5\ ITEK
Bx2L, PERELERIMEYRD I, MR EILH
PREDHF O,

1x10° o

ededed

: BFPEHEFTE X ) TCO-1, TCO-24% & % 128
& ARG N AT ERORE b b, B0 7 v <520 &
—e—T1CO-2 (171 B) WL, FERLE MR bR, oMl
W e mRR B BE OE AN, S havEy T, 7
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0 2 4 6 8 10 12 14 16 18 20 22 IR L OB EN L DT (X 4),
w R o8 1) Ytk
2 HERsEE R TCO-1, TCO-2ix\ T h b BHEAHER 55

TCO-1 (x200) , TCO-2 (x200)
M3 HEREMoMEEENSS
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L& — FiX TCO-14377, TCO-294TH o1z, ¥
e bCBER DO~ —h —REBERNELE L (Y
5).

5 7wm—%AF2ALY—4H

TCO-10 DNA Index 121.8T G, ~G,# &
51.4%, S #11329.6%, G,~M #1319.0%TH b,
TCO-20 % 5132.0, 58.0%, 23.0%, 19.0% T
BHove,

6) REBHEEEFR

KT B S hic TCO-1, TCO-20 BFE i % 75
73 (K6), BEEEOZMERMITERFN29H,
TETH Y, BRI TCO-11xFxEL, TCO-2ik
EIRTEEOBBE LR Lz, Fho0M[RITE
R EESHEB & BUONET BRSO &R R L

7z,

D BEREEETOEE~—» —EE
00000 £ 1LICEEH D TCO-1, TCO-20 MEI105E 5
X 4 %E%é%ﬁﬂ@@ﬁﬂﬂ%%ﬂﬁ%ﬂ@%@ ) DEBEEE ~ — » —EELRY. TCO-1CIk
Tco-2 ifedE) CA125, TPA, SCC, CEA, TCO-2i% CA125,

TCO-1 (2588 TCO-2 (183K E)
1 1 llm“; .L 1nl- n L1
40 50 60 70 80 S0 100 110 120 130 140 150 160 170 180

40 S0 60 70 80 90 100 110 120 130 140 150 160 170 180

K5 RmkoH

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

402 A—t b FERBRBEFRE L DB L 2 Bo Mk HEmEME LS

x1 BELEPOEE~-» -RE

TCO- TCO-2 . ;
B~ -7 (108 Cellls) (108 Cells) SV Re—A BHEME
CA125  (U/mD 3,230.0 1,830.0 < 6.0 42.0
TPA u/n 2,300.0 21,110.0 <25.0 25.0
SCC (ng/mbD 240.0 0.9 0.3 1.9
CEA (ng/mbD 7.0 93.0 1.0 1.5
CA19-9  (U/mD 10.0 10.0 <10.0 18.0
(mms) 8 K"l TE—
00 oo 2 o1t *—F <= v 2 RYEESOERE XTI
] fmol/mgp & v, PR &1310.0fmol/mgp LAF,
TCO-1, TCO-2» ER, PR £1%2.0fmol/mgp LL'F
THorz,
3. BUEFIRE AR
;Uu MTT assay £ v B bh TCO-1, TCO-2izx¢
8 - 701 (R T 5 4 EHUER O AERIGHEER 7 R, #
o Bikay b e — A ORKEERI0E Lot EDH
SERERL, BEBITEABEY PPCHlLTRL
I Tb DT H B, FUBHIBZEDHITE R 1C, 0 PPC
0 12 3 ¢4 5 6 7 8 910 DU/I0BELTEZRTOXEREZERD D & L,
, BRanu Z h X 9 TCO-1ix MMC, MTX iz, TCO-2i%
B6 == Py ART b & LBMIEE MM MMC, CQ, VP-16lcEMaRLE (K2),
4, BEFERE~D R E vV ORE
TPA, CEAZa2vte—A X hE LI BECK ZEANE VI D MTT assay O FifE %
HE R, M8 1Rt WTFhOBREICK\WTHH b Tel
O MMC O MMC
A ACD 4 ACD
x ADM x ADM
= BLM " BLM
*« CDDP * CDOP
* 254-S * 254.S
® VP-16 ® VP-16
a8 VCR VCR
A CQ ACQ
o TESP » o TESP
O MCNU O MCNU
® MTX © MTX
& S5FU & SFU

% of Control absorbance
@
3
T

N PO at 2l ST B L P L " PR dedd b 2 "
0.01 0.05 0. 0.5 10 5.0 10,0 0.01 0.05 0.1 05 1.0 5.0 10.0
PPCH PPCH

TCO-1 TCO-2
R7 HEHEHAOKZHE (MTT assay)
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S

%

O E;

4 DHT
s MPA
© HMG
® HCG

% of control sbsorbance

1

3 1
0 10 50 108 500

P,MPA: ng/mi
1 5 10 50 100 DHT ¢ ng/mi
TCO-1

1
1,000  E2:pg/ml, HMG, HCG : mIU/mI

ZN 403

% of control absorbance

0 1. 1 1 1 1

0 10 58 100 500 1,000 E2:pg/ml, HMG, HCG :miU/mi
P, MPA: ng/mi
1 s 10 50 100 DHT :ng/mi
TCO-2

X8 HERICRIFTArevOBE (MTT assay)

%2 BEHEFICHT S 1Cs

TCO-1 TCO-2
TUREA ogﬁn el @pC)
MMC 1.0 0.09 0.06
ACD 0.5 0.58 1.14
ADM 0.4 0.28 0.34
BLM 2.0 >10.00 >10.00
CDDP 1.0 1.14 0.67
254-S 4.0 1.04 0.98
VP-16 4.0 0.98 0.09
VCR 0.01 >10.00 >10.00
CcQ 0.1 0.58 0.08
TESP 0.5 >10.00 1.27
MCNU 2.0 >10.00 >10.00
MTX 3.0 0.09 >10.00
5-FU 10.0 0.96 >10.00

JEIRESLTNFEI DGR D Bl nsolz, ¥ -BRBEKR
ETHHMEEE 2 v b — A EDOHICERERER
Tehsoie,
% E S

SEB L FERETAFET IR EKR (TCO-
1, TCO-Dix, WFhofifakkd 3FEFALT0MK
DAEMRLU CARBLEELICEELZR ST W5,
TCO-11x TCO-21c kb U 5% 2 B oD 15 5l B V3R
<, fEhnEEE 238K & CAC-1Y, TMCC-191z38
<, TCO-21x938sfE & OMC-4™N 27z, L

L= F=vAid & LBHELCERDOEERE
3 TCO-1TH L AEL TCO2THE DI, Th
IBERER S hEESWNEN T TCO-11xF
FE, TCO-2XERTFEHTH H TCO-2ITE T
HWREENZERTHHI LICXDEEL LR,
¥ e B A SR e, € — ¥ TCO-11377, TCO-2
394 BicoTnie, EHRBERFOEE~ —
7 — EARBICOWTIL, CAL125, TPA XL b It
BER LD, TCO-1Tix SCC »3, TCO-2Cik
CEAmEBEECHEH IR, “hi v TCO-Lx
FREFINCIIR T EEIE OB R & a2y, HkE
Bz DOMEEZHELTWAE T ERHRIZRS, &
DESFECEFEORUEE X VB Ehicind
D3do B, MIRICE B iR RS b,
Tiebb, ZhbDOBNKOREE THHFEH
R, HERCRE— TRV EE 2R,
F—EE k5 BE MBS T 55 g mR
BILCHMIEME IR TE DY, BEOEREBRE
THEDORAWELR O 7 v —vRET T
HEINTWB, BEREECR-TS, BRI B
FETBIHECERE R oD MaER " HE L
TL ST RMENTERE BERELETHRESR
T B0 2 CEER, FIRIRE B A/
HEEEHCBELCoEFA L LB, BKEY
IHEL ST LI WU LERER A v & VT
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RIS MR Tk TCO-14 MMC, MTX 1z,
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JEFR T in vitro BEZ HERBRE TV MMC 3B %)
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E.0BEOSEMHRET A EHREIhTRDH?,
X HLIBBECFEGREMRIZEVTER, PROF
DS, RvEVORBSEHICEES Lish ok LHE
TR TWBEIVED, ER MEETH T b TR
BREOME AL = VETOEE R, HRESGMR
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