Estabishment and Characterization of a Human
Poorly Differentiated Endometrial Carcinoma Cell
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FE AR LR IR FE B SRR BR D8I &
T OMERCEI T B %

SRAFELMERHBAB LY (E | 76 ERBHED)
m B =

STE D FEHESEM B EE OB ER & gty B L, ToOMIRE - 8 < x — v - I RE TS
NEVERMBOEEcOWTKRE L. ZokEliiai, 10% JEB{LERIEmE (fetal bovine serum FBS) &jn-~ & Fl2 5
WD I, 37C, 5% Ry A TTREREZ XN, 5EU LR LSMRU EEE T3, S hicfiltgkoRiiko
L THotc. LREMTERT S EMBAEIMBELEIRT2~1408MTH H, MAZEMET L 2HE TR, BROBRIZEA
B~4BY CRERCHEE LERT s EA 2 bR, i, ZOKEROERXEREXAM <Y A~DOBEIC X b EBTK
NBDHN, FOESGBIEEEE L CEBLT W, ¥+ 2 5 v« MR (dextran-coated charcoal, DCC) ZLE FBS
109% pno~ & F12 Bz 3T, MIEECRITTEBEAT o/ FENOBELRBE LI L A, w4t vIERIMBRCH
L, =A b F % — b (estradiol, ) ODBAIIT 107°~10°M ORE CHERED R FHD Hh (p<0.05), T DR KEHRIZ
10°°M THho7r. Fe Fe=¥? v Fr x5 r Y (dehydroepiandrosterone, DHA) DFAIZIE 107°~107°M THHEREZR
B (p<0.05), FOHRE 107°M TRATH -7, Larl, TOMRBEREFR L E 0HRYBL 50T, -
jo. 7w ¥ AF v v (progesterone, P) TiX 107"M, 10°*M & 107°M TBREOHEMEHIZRIAD bR (p<0.05). FA ¢
%% u v (testosterone, T) T% 107°M~10""M CTEREOEEMAZHRIED bR (p<0.05). iz, BEBRZMICOWT
i3, 102 V4 (gray, Gy) © 1 ERS TRHAH190 BHEENFSENR A DA (p<0.05). DL, SEFE#E (E (LR
) mkoMBEEYEI L, & LTHREEC RIS TREEAT v 4 FORBEYHRE LI, S, E B LU DHA 12{EE
e, TEIOPEIHHNCIERT 0EZEL LA,

Key words endometrial carcinoma, established cell line, sex steroid hormone, radiation

SEERBREOEST X » TE 4+ OFERBR R I
EhY FRSEFIALEHErOMROBENRRE IR
IRt BB, TORKCHETIHERRIBROE
H ISR I BRI > TV %

FEERIEEONNIIRE & A R v ORISR
ETARBTHHIEML, =& F vy (estrogen, E) N L DfE
BMEFEELHRTED, FAIHPOREK L SE DM
MBS oo B EEIEH E (unopposed E) REL R LIc @B
HLTWAEERTWAY, F1, NEBOBILIzfk- THA
Fed4 PRt s RIEHOBLLRBBRELELELTVSHE
ERMERII ATV B, ok, FOEMEEL LTT, £k
I WHEERIESL 7 e 5 R b — 4 (progestogen) ®HLE
BHFNC X BB e VEEN L L fTlehh Ty 39 2, &5t
AREORSCRESDTLEMEARBIED L L13g
W DX AR VIREMRED L S e TRIZL
TWBDRZDWTEO D b 7ok, Boll TURERE O HFE AT
Bkt 2%« 0@ - ERFCOVWTH RN ERT Y
e

TR 643 A 2 HRA, PR 644 AIGHRE

4E, FTEARESCHEBRECTC=A e Y vZEE E
receptor, ER) + 7' m» ¥ A 5 v V% %{F (progesterone receptor,
PR) "L, BREZ e XA+~ Y VREVNAERDTH o7 F
ERERELREE LT, TTHLER L hMRERELYAL,
FEGRHEMREEY B Lok >LTRET Lz, &5
W, ZOBIEARY FCTHEAT o Fhore v ORISR
CRETEEY PO L.

MBRELVHE

FEBE DD F MR BT Ut BB O REEE & Rk
BT AMBE I VOHEIL, KDOTELTHS.

1. MRsEOBI AR

1. FEHHE

1) R - BRRWES

BEISTEOTRT, ERIAREMRSHIM, HE - ERERER
ERLARE, BARES2iR, TSR - 2 @A (ATEREPHD
) Thotc. 19874 6 A, SIRKFERZIHIERGERRA
BeZl, TEAE, BRETHIIVD HE2HIht

Abbreviations : DCC, dextran-coated charcoal; DHA, dehydroepiandrosterone; E, estrogen; E, estradiol;
EIA, enzyme immunoassay; ER, estrogen receptor; FBS, fetal bovine serum; Gy, gray; H-E, hematoxylin

and eosin; MPA, medroxyprogesterone acetate;

N/ C, nucleus/ cytoplasma; P, progesterone Pap,

Papanicolaou ; PBS, phosphate-buffered saline; PR, progesterone receptor; T, testosterone




.

TEHEES CRIRE bR RERA RIS & 7 DMtk 577

HHRHMEEDIHFEET A21H D B THREAMNEE Bk
EERMERTRY, ARKERETHHTEOHMEREN & B
HBREREMERT L. MEBEREAZEN S HE (post-
surgical tumor-node-metastasis classification, pTNM) T
pTNM: T, FESHOBMERELZHINL. BHEE
D ER XU PR #BERAENZEE (enzyme immunoassay,
EIA) & T, 7# ¢y + ER (PR)}-EIA # » I (Abbott Lab,
North Chicago, IL, USA) # HWTHliE L7 & Z A, ER
73fmol/mg & v 37 (FHH#EME 13fmol/mg), PR 31fmol/mg % v
sy (H¥EE 10fmol/mg) THH, ER BI U PRIZBMTH -
fz. ZOFNEROBEERS & VAL FI USRI L.
EMERBFIC I A(LEFEL A YeFv Ty Asey 7
+ 75 — b (medroxyprogesterone acetate, MPA) IZ X A&/ £
VEBERTRVCEBREOM N ERD I, BEHMEL18IFE4
B L.

2) WHEE OEBEAR

FEGHTHHBEMQEEREAR L4 = 2 = — (Papanicolaoy,
Pap) %ufs, FHEBEACOVTIZ~N< b+ Y ) v - =F Y
v (hematoxylin and eosin, H-E) % {7V R BEREICT
BELL. ThOOFRBROIELS TH-T:.

. fEfREEREARR

ZRCEXLEXETAIRAROMBRASERDON, &
Wb OIS T, —BRIBEOEFULEL Tz, &
/MBS (nucleus/cytoplasma, N/C) thiz k& £, BDHIRIZ%
RThot. 7reFVIIHEEL, MENRCTHAcEEL
AL, BRAEEL TV, ThEROBMCIZREREL
oMb w1 ~ 2Dz, 7z, MIRERZA bV — T
FHRL, VL—2REELTHR (E1).

ii. 2R

AR I FEEEE AR LT D, —HMICRHA RS
nhbhit, BEMRIEREOREY L 5500500, ¥
DREMEIE L, EBoLBEREEEH S A (K2).

2. R

1) #fkhrsE

BHFEOFN L b EEMCEREEMKLERIL, 0.15M &
EE A B A K (phosphate-buffered saline, PBS) s T#k# L

Fig.1. Endometrial the original
tumor. Nuclear enlargement and anisokaryosis are
recognized. Note the overlapping of nuclei and thickening
of nuclear membrane. Granular clump of chromatin, red
macronucleoli are also observed. Papanicolaocu stain.
X 250.

aspiration cytology of

e, A ATHT L ORI L. BIRERITEBA B
WCHEVS, 20% DIE@{L4-IAR g (fetal bovine serum, FBS)
(Gibco, New York, US.A) B L UFEE S + <4 »~ ~ (kanamy-
cin sulfate) (BA{ABUEL, HH) 50ug/ml 2 &H T 5 4 F 12551
(Gibco) 2R LT, 37C, B8, 5% REY A TICHEBEREL
o, BERIERBALTIBR LE, XESOTH L.

2) s

0.15M PBS L7 002% =5 v v o7 3 v 4R
(ethylenediaminetetraacetic acid, EDTA) (FI3HIS, XR) &
0.1% + Y 7+ v (trypsin) (Difco Lab., Detroit, Michigan,
US.A) BABRC TRl ZIBE SR, 12521 1 4
CHERLT, LROKHEEA >~ 1 >~ v&E 20% FEBIL FBS in
NAFIEHCHEE L. UEE L D 3 » A %1t FBS
DEELY 10% 1 L.

3. B

10% JEM@I{L. FBS pi~ 4 F 1285 HicC S50F SRS A £5 i
X, TOMBEMENSRDI. Tihebb, 1°FFEAOMAY
3.5cm #5£2EM (Falcon 3001, Becton Dickinson Lab., Lincoln
Park, US.A) K&, 28R X WEhazxcm L. — 5, H
3BT oML A LEBMRE LT, 04% =2ravy
(nigrosine) (FIYEHIZ) CEBFE LTIV, MEKEHEK (=
=, BE) A TEMBRER USRI EH L.

4. REBHY~DOBMH

SRXMKIE KB M= v R (congenitally athymic female
mouse) (BALB/C, nu/nu) (HAZ V7, HR) %74 V5 v 7
NTREREA ) = 2V BREAR (F ) =v 2 L BR, B
W) THEE Lz, FRa, TERUBRTHE 20g fitknb o
Ao BRI 1058 % 2ok 10" f@% 0.15M PBS 0.3ml i
R, 207 — CESSHC TR KRR KB~ v A0EHE
FETRALBHELE.

5. MREEE

FEREER IOBHEEBCOVTIL, 10% hdgdirr <y
VETHEEL, 277 4 vEBEBYA R LT HE $tea%
fIis -7, BRI >CTIE, (CHZBEREIC X 2EE0R
PETEHEECLEE L. ETHERERAEROMFERIL, &
fiRAE 1% FAE2—AT7AFe FE 4% m1<) VORESH

It shows
Glandular

Fig. 2.

Light micrograph of the original tumor.
the appearance of undifferentiated carcinoma.
formations have particularly disappeared and the cells

manifest bizarre atypical forms. The stroma is minimal in
amount. Hematoxylin and eosin stain, X200.
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(0.IM # = N EEEEIR T pH 7.4 125RA%) T204 ERIEE L
. A, 2% A AT AR (0IM 23 U LVBEEHKET
pH 7.4 %) ClRMOBREBEERTIc-7cDOD, ER=%
J=NRIITHRAL, =R v812TEE L. Wbawis, &
BEoN T F—ATHEEBYHLL, BBV 7= - HBRHROD
TERAPHELLE. BRCIEAMEFHEHEE HU-1ID &
(T8KV) (B3L, B 2Rk,

I. Bisn/mpaskostt

1. AT aq FhleryORTHE

BB ARN0OECAT e, FiREDOBM T, £
FBS #*F+ X } 5 v - 5% ® (dextran-coated charcoal,
DCC) THE L, Zhk 10% ORE TNz~ sF12K#%(F
B L7, oz Sigma (St. Louis Mo., U.S.A) X hEEA
Liz= A+ F % — /b (estradiol, E)), 7 r ¥ 2 F r v
(progesterone, P), & b A7 v v (testosterone, T), ¥ L U5
b Fex7 v e AT e v (dehydroepiandrosterone, DHA)
¥, FRhERB2DOBETHEM LI, RFaL FARALEVOR
Riziz=2 — kG, BBz 2 - ARKBEY
0.2% & L7z, o3, AEHKRA—BED=2 ./, —LEHML
b DO XBEL Lic. FBS @ DCC B D T & L fFic-
fz. lg OEMR (Norit SX-3) (FIHH) & 0.1g DFF A+ T
v (Dextran T 70) (Pharmacia Fine Chemicals, AB Uppsala,
Sweden) % 50m] DZEFAKIZEE, 2000 g T104RIE L4 BE
L, EErBWbo%E DCC L. 2o DCC % FBS
50ml LA L, 56°C3045 MM Lctk 2000x g TI54 LR L
SEEL, L7 50ml b 5—FEH LW DCC ERAL, EHKE
37C304EBRE Lic. LD 2000x g TISHEEOOBEL, ©
DLEEYHAHE 02um DA VTS5 7 4 0% — (Sartorius,
Gottingen, Germany) W THEL, BFETS DCC #EL T
DCC % FBS ##&7.

BEMIE 10°@ & 10% DCC 4L FBS M~ 2 Fl28#
2ml 353 M (Falcon 3001) W AR TEEHRLBMBL, TDOH2
BEALE RIS L. EHK, T0 4 AEIZH
UR/E vERIDESHIC L, R E v EHRNE T B HICHTH®
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Fig.3. Growth curve of the cultured cells. Cultured cells
were seeded onto 3.5 c¢cm culture dishes with Ham's F 12
containing 10% heat inactivated FBS. Medium was
changed every other day. Cell numbers were determined
every day in 3 dishes for each time point, and results from
all dishes were averaged. @, mean of 3 dishes; bars,
S.EM.

FETHEMBEHA T -7c. ok, EBHEAT 21 FOR
BAZIz =% 7 =N Avioh, MREEOER T, =&/ -0
% 02% ORETEHICHEMLLBE L REMOFHESOMTE
TR bRhTeh T,

2. BEHRRRSEHE

EEMM 2X10° & 10% FBS fn~ A F1255H 2ml 355
M (Falcon 3001) W ARKBEBXHBL, TO4BBZSAF
2 (Linac) (10 MeV X-ray) ML-15M I (=&, ) Kk
D107 L1 (gray, Gy) #Ba Lic. KREHBHEI4FE, 198
B Pap 3ol X 5 WREBE LATHOFETABREG %
3BT OT .

I, #ESHEEROMLE

FHOUME IR T XTI E L EE#ERZE (meant S.EM.) TERL
7o, 2BEMOZEORTEIE Mann-Whitney D UBRE%R B\,
p<005 d - CHEEDOEL L1

54 ®

[. BEMpEOLEER

19874 7 R21 B oS R 2 Tir - 7. M%) & » RHEFME
DIBFEIZIZ & A ERDILH 572 b DD ERMEMI OB & &
TEL, AEIACEVHMARERET o7, BHIZGRA
WHERECD, TOHI v —= v % {Fic 5 2 Lic EERR
DEBRFIE SR, 1993FERESRU EIZEL TS,

1. SREEEROMER

1. HEEE

AT B RORR AR TASRER & TIL B R R Lo Ay, LIRIS
BB TR, ToREEMCBT Lz, EEminc
R BRI R T2~ 140RERI T H - 1 (K 3).

2. REBH~OBE LT OBEREGRS

BALB/C REXEMERBH~ v AOEE K FIc &Mk
ABELICEZAS, ICBEOBHEOHETIZAAK 6 EE ]
Tz, 10EDOBEDOBEIIT 2 A% 6 ek 5 LIz, #hFh
BEWEZEOWM LR (K4). BRIWER, FHEEL
EROEMGEYE L. Ticbh, KBRS —Sw REEN
BETHLOD, KFSIIHEUHEEL L, MM - i
HBOKRE ISR T, RENIEL, BMEIIERCEX

Fig.4. Tumor formation in congenitally athymic female
mouse. Approximately 10" cells were injected subcutane-

. ously into BALB/C, nu/nu, congenitally athymic female 7
week old mouse, Photo shows the mouse 2 months after
tumor cell injection.
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LTz (E5).

3. KEEHEFR
EEMRONBEBEHENR L LT, B4 oMREMRE
frwLEEE T, BAROELY D, —RTILE - EABY
2L, NCHRKTH-T. BRADZ =<7 v EETHBERR
2L, ¥h, M hXELBIMMERADR. flROBEFL
EERBEERAY TR, EMELERAOhTERCERTAHE
mARD bR (K6).

4. BFEBEERR

BRI EVWTL, BORMEBADR, B&DOTINALN
B, KEOBMEMEEL T . 1, MIEANSEOR
EZLE» o, Thbb, (tav Py TRARTED, NE
KN THOE DT otz IACEBDOREIISLL,
BUEAFINTETRCEDOAD DS -, MlakiEs
B L L TEEWM (desmosome) 23ED Sz, MBS IC
12T (microvill) 3B SR, FERITEI -7 (K T7).
M. 25704 FRILELICHT BN

FEUAT o/ FOEBRROBE RIETHEICELT
X, BK8IRL. HAEVERMORBIHCILL, EHIT
i, 107°~10°M o BRETHEEOMIEEME R L (p<0.05),
107°M DRECHBHO2.2EERADOPHRER L. LHL,

i 45 B e R e

Fig.5. Light micrograph of the tumor which developed in
congenitally athymic mouse, showing histological appeara-
nce similar to the original tumor. Hematoxylin and eosin
stain. X 125.

Fig.6. Phase contrast microscopic findings of cultured
cells. The cells grew as an epithelioid monolayer in a
pavement-like arrangement, containing large nuclei with
multiple nucleoli. Cytoplasma is not so abundunt, and the
cells are .stacked .without. contact inhibition. X 150. .

07"'M LUEDERBECRD LAMMEBEORAL ARD LA
(p<0.05). PHINTIE, 100°M, 107°M & 107°M THEM
T IEIEh 234 bht (p<0.05) 25, 107°~10"°M DEE
ZECTIEHBREL DM EEDEYRD e -7, THMT
i, 107°~10"°M CHEEOMBE MMMz R 1L DI
(p<0.05) 2%, 107'~10"°M DEE TIIHBE L O TEIRXED
Bhird otc. DHA BT, 107°~10°M OB E&HTE
EoMBREEMABAD LR (p<005), TOoFAFHEIX
107"~10"°M THote. LaL, £0ORIT Btk Th &
<, ¥, 0°M TREOHEOFIBLAB Db,

i fﬁi LSRR E e

Fig. 7. Electron micrographs of cultured endometrial cancer
cells. (A) Many mitochondria and sparse endoplasmic
reticulum can be observed. Note irregular shaped nucleus
with nucleolus. Scale bar indicates 2 um. (B) Microvilli
are observed. Scale bar indicates 2 um. (C) As for
intercellular junctions, desmosomes can be seen. Scale
bar indicates. 0.5 pm.

i



580 pi

15

10

Cell number (><105 cells/dish)

-10 -9
0 10 10

-8 -7 -6 -5
10 10 10 10

-10 -9 -8 -7 -5
0 i0 10 10 10 10 10

Concentration of sex steroid hormone (M)

Fig. 8. Effects of sex steroid hormones on cell proliferation. A, E;; B, P; C, T; D, DHA. Cells (10°/3.5 cm dish) were seeded
in Ham’s F 12 medium in the presence of 10% DCC-treated FBS. After 2 days in culture, medium was replaced by Ham’s F
12 medium containing the indicated concentrations of steroid hormones. The 7th days later, cells from 3 dishes for each
experimental group were counted in a hemocytometer. Columns, mean of 3 dishes; bars, SE.M. Results are expressed as

number of cells/dish. *, p<0.05 by Mann-Whitney U test.
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Days after irradiation
Fig.9. Effects of irradiation on cell proliferation. Cells
(105/3.5 cm dish) were seeded in Ham's F 12 medium
containing 10% heat inactivated FBS. After 4 days in
culture, 10 Gy of irradiation was done. Cell numbers were
counted in 14th and 19th day after irradiation. i,
control; [], 10 Gy irradiation. Columns, mean of 3
"dishes ; bars, SEM. * p<0.05 by Mann-Whitney U test.

V. e

B 4 HEW 10Cy OBEBBHE2To oo, BEHR
BAHI4R Bekid 5 £@RENT, NBEEO 9.242.1Xx10° &/
ERMILL, T2:19x10°E/ SR L L FIERLTL, 190

HCIBEED 182£2.1x10° @/HHE ML, 36+1.0x
10° M8 /552 M & HBEIIWA LTV (p<0.05) (K 9).
BARBE N LMl TE, IR R & e b Alfa
B - Bozagt, BoBAYBI D, BN LKTH
Az o7z,

% =

b MEMRRERIC DL TIL, Gey B X h I Ehick
Hf Hela ¥R E 452, ZhPHEAMCER LIFFRCHA
EhT&l. TOHIE OB OEE X b FEEMusks BT
IRTETEIYY, ZHOILEOBRBEEORMRRA(LY, £F
7 FOEBIHECIGA SR, & MNEOEYENEEEMD
Lok ERBEERRLLLTWS. FEABIZOWTIT, HAE
EEWTHEBHHFHOERES L OREFEOBKL, DVTIZA
FWERBEOE(LTE, HBCINEREL & LITEFEML
OPBHBELTEBEIR TS,

¥, FEGBOEYENEEBBDOLDIL L OTFESE
MRakOETAEERTE D, FORZMRERTNWS. FE
{AJERRIT Kuramoto 5" % Nishida H? 2 X I Twd
A, B LR oW TOEE I . FTEEEOTHRIL
HAENESE  BEEC L - TAEEAIhBOT, BEk

HBREBEWTL L DS OLORBTI IR, FRLOE®ID

WCHFRERD ZEAREFRTWE., ZOHREBWTHEED
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FLWMBEEOBILIIEZOS LD LELLND. ok, H
FESEREESOMBERARKKEESABOFICE, £0
RS LT TRERHRE LELLE, 3 X UB0fRELERER

Lizfila] ERBMIN TV A, SEBEEYHET W5 Z0M
Bk b T TR SELLE, SORUEDEBL TR D, ZOEEY
WL TW5,

¥, SEHOMRERIZOWTTH S, BHEEY 22T
WYLy +— VICR O3 2 gk & oo, ZOHERE
ENBED L S CHBEIEERSET B &b, BRAR
HECAE LT VBT IEECHETED R GELERT
WA, RERW L FRIICING A IECOVTit, Eagle &4
DEEEHIT 20% BFOFEEXZMXD2O03FED L ShTH
2P, b FEEMRCECTIEFNE TEEYRTAZ L
BARTEETSH H, £ <12 FBS ¥ /it fF4miE (calf serum) %
AwTkh, AFRCBCTH TR -7, BRECELC
i3, BB ST E0R VDT ETbhTED,
BRI TV TFEEEKOB LR THS. SEOM
REZBIZIT AN AF122#R L.

SEREE L FEERERT, TORERWTAE»HESL
B L WX e, RRESREDS TRBRTAHS AT
SRR LT, MROME, Rbakk, RoXEEnE
BEEEYRL, REEABL AR, Bz, RVEVER
Hiz 2Tk, ER 8 LU PR OB#RIES LB TEL, &
SR TIZ—RBICENE TR TWAP R, SEDREEELRILE
BEETH -7, ER, PR &I TH -7,

MREZFCECbhAREERICIT, Bt HERR
1L UHAEEN OMBENE T h TV AAEENYR BB . &I,
BRFMloRE, MRESTCE L CREL LD . AT
2, AR L EBREEFMROBEL S THROEAE
Bdhhish ot ik, HEMERENE~SBEMERT, &
FRCEF L e —HERERRFD, L bETFEREET
BTREERS (tight junction) LEFM s & OB E %
BaRobh, FEREROBEERL . ¥, FEX
B SHREEEIC I EMEIRD LA, BRIROKHLE
LT\, &5, N/C (oK, oS B, EH ik ME
7t EOFHREFINCEBH O L&t i LT,

BORCEEERY, BHERCEEOEBEETINE 52
FRAETAHEELE LT, LI VEAOHENAVWLATE
Twh, F05%, RLEEEIEVCORIREBHEC L 2EE
OBERUEYLDHFETHD. SEOMERRT, LREHIE
KRB~ ANOREBENFIET, SREHCIRES - BHE
BELLESCEER TH I BRBEZT L X SEE LT
. — RS LR ORI ER T A Z L L » TE
SEEAEL LT EERR bR, BTN, WD
PORNAMER -T2 m— VRVHE LTS ARERI OV
THEIRTWAY. SEOMRKC W TIL, BEE THAE
PEFYKE KB~ Y ANOBEE T/ > TRE LT3
B, WTIhLBEEE L REEOESBT I CHEULTW .

MR RETEBEAT A YOI OWTIE, £T0
BEW X - THERED S VIR RS bh, Thih
CEHBEOHLET S UHENNTE I, B LAEoEEI
DT, BCRIEBWTEERLEO LRI LT L {fTitb
ATWBEMMOE B A FEE (estrogen replacement
therapy, ERT) 125 OREREY 4 ~ SfElmI €5 L HE

ERTWEY, ¥, BEMEREERC OV, BERT
fe RS FHVEMFZSHICE T E OFNC & - THEHN
HHETHEREIR TR D, SEOHMIMEAK T E, DBA
O EBNNPRERYORBNTERCHEDTET S
IERBEDLALE. IORBERTFESERREKETH S
Ishikawa iz 317 % Holinka 5 O EFHETH - 7.

Za A b= 2Bl LTE, Ishikawa BET12 MPA HE#HE
BRROBECHBERTFCHA2EEHMEETF o (transforming
growth factor-a, TGF-a) DBETFICEEIER LT, mRNA %
BAZRAZ LW IV MABELYAHT LI ERESATL
53 Linl, MPA#BEIZ X > THBEOM/ RS Hhitw
FIAFETHZ E0D, BROCED LA FBEHEDRCOW
T, AES® XAREARAEOBE Y BENCEE T &
&b, ERRAOREFSE MR NEBSRE LTHRbA
BOTRARVCHEHEL TS, Tk, POEFRIZOWTH
BEE (100°M) TEREMREEM LT HEFRYRTI &
H b, FOWIEIMEWERIZ AL T VIER T EBIEATIX
e EHEL TV, SEOBIIEMRTIX, P OBEHH
HEZ 1M DBETELBESRDOI . T, 107~
10°M OBETIIHBELEXRBDEWHOD, 107°~107
M OEETIEEMHENED SR, 20k 5 ERET
b b EEEIRIRT, o FEEERRETIRESR

CTwipl, ZoAND, ARERECPEBZEEEETD L

DEEXLA, FOREMEICIERBEDORIET D Z LAVR
i, ok, BERECKTHEEMERIZ R ER
bk Wilastic s b0 LRI hR,

TryFrervoBREBECRETEEC O VT,
Centola® Iz X % &, T Tk 0.5ug/ml (107°M) DEEOE S,
FEGEMAR 034k) OWEY b TR, Sug/ml
(107 M) DBESWCRFFTHTMCIEIL, 7, ARHE%EL
NEVHFAFNL LY =/ v v (methyltrienclone) T,
0.5~10gg/ml (107°~10"°M) TRMBEEIC B\ TERICHEY
HEILEE LTV, SREERLE v HOEAITIT, EE
BNV EORCERERLAKMLLZLDTHD, —
FTHEMOBEW &b R EEREE AoV Tk, 050/
ml TR RO EBED ERNALRI D EhbiE
MRAND 7 7= X — 4 (aromatase) IZ & b B BB I hicicsd
TRAEVWHAEEELTWA. SEIOEIEAMRTIE, TRE
1079~10"°M OEETHEEA Lick 25, 10°~10*M DRET
B4\ SIS R AT LAy, 1077~107M D Tia s R E
Loz EREELED LN, ¥, WThOBRERKRKVTY
Centola D|EWCHD & B REEHIIRDLRIeh -
1z,

—7, DHA O RiE3TEEC > THMKRE L
TBER, BEDLZALTLL% k. DHA 2§V 7 v
FervERE ETALEEh, BRARKED 1 HELAER
15~20mg, £DMPEEIL 1.5~6.0ng/ml LMEIhTH
D LR TREORHESVEIBF L WEEIhTHS., Livt,
FOIEFAPELFTBFTOWTIL, TeBRBHD SIS,
DHA & FEHBORELE EDEFIOPVTORE - HRbLTR
bhTwah, BERKEEETERIESRTHi W, il
ERREEA LI T TORRBE T, DHA 24 ZR-75]
FEMb OB RRE LI L TAREY 2D, Thitkd
& ,.DHA #7 vk % o (prehormone) & LT E, T, ZDfthD
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RNV EYNRBERINEEFERERLEE LTV, $ED
BIZERAIEA T2 107 ~10°M DERECHERERRATH >
fo. TOBEREETEOOFRED 100~10° 084 T5 %
DTHHH, BHRABREXOTREIVEVEWVIHELD
3%, SEOBRBREEN LB D T, Ak LT
DHA Bl EENEB b EELbRA. LrL,
DHA 2\ % Ml Lz &+ % Dworkin 5% 084 T,

b | RHESFAIRT WI-38 2 FEHEMAL Hela SoMigica
LeHsEmc @, FoMEsn R 2 Lt~ P (nucleoside) DF
Mzl - THRENB ZEnD, Vi a—2-6-Y VEKERE
¥ (glucose-6-phosphate dehydrogenase) ##i&l+ A2 Z 20 X %
BEBAROAHNEFORERTHH LELTWE. LT,
DHA oW Sh-4EOKRY, SRk o A4 b
NABRNLZ LD, H5 I DHA OBEENFERC LS
LOEDh, REFRINIALE ORENRERICL S b
DIEDPTDNCIESERFTRERBELE LR,

Bt O BMRSROBFIIEMIIRBETH S, DHA @
BECIHALDEELLRTWS. BEHEC I Y HETECES
hOL, BEHEIZTAHO0KEHTRLVWEEIFEHEG L,
EE%Z A SEBENBTEREODSH Z LBMON TV 57, %
fo, BEHBEZEE oW, A—E&EHkRDO e + BEES
MRTH MRS S BHREREE AR S Z ENERHINT
WY, BRI TR, —BIC 1 @S ERRE 2Cy BB L IR T
WAH, SED 10Gy | B TNREL LB LEER T,
B BB Ao ilRE OB RAE LN, BHEEIIABK
ERBEOHL/SERL L, BERECRBRARD b, T
hIZXHBBEIC X DRROBIENFBR L, BEHEDOE bICIRE
THEEFELTWALDEHEI L.

LAk, 4EMT LK ES LB TFEGREHER T 5L
RS TE D, BEREYRITILCHEL, BE
FHT b AR EME L LT, ok, RBEATF
S NAAEVOMRERECRETEHEORNEML, B &
DHA HFERENC, TP RMEMCIERL, ThbDfE
BERERRECHEET LI LATRBIh. i, oMk
BEROKEN LS, ARk F FESBOSE LMD LT
BRIBREODEDEE L LRIz,

% E

STROFEFBEEE L DR U EBEERH b TR
Bakka B L., FOMBAKOMREMEAT =1 Fhre v
T, HSEREHITOWTENL, UToRmREEB.

1. FHABHERCHEBKERIXERNR X nBo{tiRET
bote. BEEG bARERLToVWE ok,
10% 3EM@HE FBS ¥Rin~ & F12 285 s LUHEEEIR TS
D, BEMRELLEELYRLTNS.

2. HEFEEINRERTIRT2~140R R TH o .

3. ERERRX Bl Y A~OMRBEKT XV BBOHR
BEH LR, FOEMBERIRESE —H LT,

4. MRREAV~2BHCERRCHEB LA CERT
5, BFERERE TR, BEROTER ALK, KB OB/ME
MRIEL, MEANREORENEI k.

5. MO L, 107°~10""M BED E, i CREX
R, FOMRIT 10°M OBE TR A TH 7. DHA OFN
T, 107°~107°'M OBE CHREDREL R LRI, £DR

T

iz, ECRREeh o0, POEMTIZ 100°M, 107°M &
107°M DRET, TOWMTIZ 107°~107"M DEE TR
HEIENI., ThbUATF e A FOBRZIX, FAFAREF
BEOCHFLET I RENTE I h.

6. HEE 10Gy 1| MBS X b, SRR OEEINERE
BHbhhi.

Bk, FESRESLERESROMRKEHIL, ok
R DWTEE L.

# a3

BrRkrscXich, HIERLERMLE D T LA E RS S
ATHERERELET. ¥k, AWEORTCYUL ) RELHBIEYE
¥ LERENAMETAREDRERTEHRCRHHE LET L LY
Z, KIATIRETEE ¥ LR —MBN#i e b IR E THB R
¥ LoFEERN, BARELI UHHEAKME, YORESEF
BIAbREHETICE BBMBLET.

8, FRXOEE O—IRIXH63E B XN WFEEFEMEE (19904F,
KB wBWTHRELE.
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Abstract

A cell line was established from the operation specimen of human endometrial poorly differentiated adenocarcinoma
taken from a 57 year old woman. The morphology, growth pattern, effects of sex steroid hormones, and radiation effects on
the proliferation of the cells from the established cell line were examined. The cells have grown well without interruption for
over 5 years and have subcultivated over 80 generations. These cells were cultured with Ham's F 12 containing 10% heat
inactivated fetal bovine serum (FBS) at 37°C under humidified 5% CO, and 95% air. The doubling time for this cell line was
72~140 hours. The monolayer cultured cells appeared epithelial, showing a pavement-like arrangement and piling up
tendency without contact inhibition. By heterotransplantation to a congenitally athymic female mouse, the developed tumor
resembled the original tumor. The effects of sex steroid hormones on the proliferation of these cells were studied by
estimating the cell growth. Cells used for this experiments were cultured in Ham's F 12 medium containing 10% dextran
coated charcoal treated FBS. The addition of 107°~ 10~*M of estradiol (E,) to the medium resulted in a significant increase
in cell numbers compared with the control (p<0.05) and the maximum effect of E, appeared at 10™*M. The addition of 107
~107*M of dehydroepiandrosterone (DHA) to the medium resulted in increase in cell numbers compared with the control
(p<0.05). The maximum effect of DHA appeared at 107"~10"°M. But the activation effect of DHA on cell proliferation
was less than that of E,. The addition of 107°M, 10™°M and 10™°M of progesterone (P) to the medium resulted in a decrease
in cell numbers compared with the control (p<0.05) and the addition of 107~ 107*M of testosterone (T) to the medium also
resulted in a decrease in cell numbers compared with the control (p<0.05). As for the radiosensitivity of these cells, cells
were cultured in Ham's F 12 medium containing 10% heat inactivated FBS for 4 days and then irradiated with a single dose
of 10 Gy. Nineteen days after irradiation, the cell numbers had decreased compared with the nonirradiated control (p<0.05).
As mentioned above, a cell line derived from poorly differentiated endometrial carcinoma was established, and the cell
growth was enhanced by E, and DHA, and was suppressed by P, T and irradiation.
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