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In Vitro Response of Uterine Endometrial Cancer Cell Lines to the Antiestrogen Tamoxifen

Soon Gone Lee, M. D., Sun Hee Nam, M. D., Kwon Hae Lee, M. D.
Department of Obstetrics & Gynecology
College of Medicine, Soonchunhyang University, Seoul, Korea

Medroxyprogesterone acetate(MPA) is one of the most commonly used hormonal
agents for the treatment of advanced or recurrent endometrial adenocarcinoma. However,
the progesterone receptor content of endometrial carcinoma varies directly to the degree of
differentiation and inversely with stage of the tumor. Thus one would predict that MPA
therapy would be less effective in advanced and poorly differentiated tumors. In addition,
MPA has been shown to reduce progesterone receptor content of both normal and
malignant endometrial cells, which could result in loss of hormone responsiveness.

Tamoxifen, which is often used in breast cancer therapy, has also been used in the
treatment of patients with advanced and recurrent endometrial carcinoma. Tamoxifen is
known to have some estrogenic effects at low concentration and one of these effects is
induction of progesterone receptor both in normal and malignant endometrium. This
property has focused interest on sequential or simultaneous use of tamoxifen and MPA in
the therapy of endometrial carcinoma.

The growth inhibitory effects of MPA and tamoxifen were tested on six long-
established endometrial carcinoma cell linestHEC-1-A, HEC-1-B, RL 95-2, AN3CA, KLE)
and on SCHE-1, a new endometrial carcinoma cell line established in our laboratory. MPA
and tamoxifen were used in growth experiments either alone, simultaneously or sequentia-
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lly. The MCF-7 breast cancer cell line was used as a control.

Only 20% reduction in cell number was achieved after 10 days of exposure to the
drug, even with the highest MPA concentration tested(10um) in endometrial carcinoma cell
lines.

But in MCF-7 cells, 60% reduction in cell number was achieved with the same
concentration of MPA(10um).

Ten days of feeding with Sum tamoxifen produced a 96% reduction in cell number in
MCF-7, a 91% reduction in HEC-1-A, a 88% reduction in HEC-1-B, a 98% reduction in
AN3CA and a 71% reduction in KLE cultures. In SCHE-1 cultures a 83% reduction in cell
growth was seen and no viable cells remained in RL 95-2 cultures after 10 days of
feeding with a 5uM tamoxifen.

In AN3CA cultures, simultaneous exposure to 5¢m tamoxifen and 5um MPA resulted
in partial reversal of the tamoxifen-induced growth inhibition.

In RL 95-2, HEC-1-A and HEC-1-B cultures, simultaneous use of these drugs had
the same effect as tamoxifen alone, whereas in KLE and SCHE-1 cultures a slight
additive growth inhibitory effect was observed.

All six endometrial carcinoma cell lines resumed logarithmic' growth when medium
containing tamoxifen was replaced with medium containing MPA. However, in KLE
cultures recovery of logarithmic growth under these conditions was slower than that in
the other endometrial carcinoma cultures. Our results show that MPA does not have
growth inhibitory effects in these endometrial carcinoma cell cultures, whereas tamoxifen
has been shown to have potent growth inhibitory effects on progesterone receptor-negative
and therefore MPA-resistant endometrial carcinoma cells. These findings are of special
importance since patients who are most likely to need adjuvant therapy for advanced or
recurrent endometrial carcinoma are those with estrogen receptor and progesterone receptor
negative tumors.
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moxifen®} MPAE ZUZ £& FAd ALRE
g MPAE 9502 ALEHE Wy wgEd A
o]& Rolz ¥ty B usHG?

B A7dME WIHAETFE ojfstd 2AZUY
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1. M EF

ol AFe] AHEF AFTULY AEXFE Ame-
rican Type Culture Collection(Rockville, MD)el A
Fojugton] SCHE-1 AEFE 19939 & ¢3%
gt AR A A7 FHE AEFo|
09

SCHE-1 AEF& "£8 A3uRdgezig
+Y=Eqey, HEC-1-A M EF9 HEC-1-B A%
Z+ 19729 Kuramoto 7 3td F5xz B
g AFULAgo2RE, KLE AlZFE 19849
Richardson 5'ol ¢l8te} w83 AFugigte
28, RL %5-2 AXFE 19839 Way 5720 9
o] FFTER E3d AFUHMANgeREYH
YAt

AN3CA AEFE 19643 Dawe Tol 93to n
3 g B2 d5E e HolFAER
Be $£gEU} gzFes AEE MCF-7 AX
Fe AUGAEFE 19739 Soule 'V o8 ¥
gAEd e HAojdMEERE £HEHUD AHE
£ 10% °eiel+8#e] £ gl& Ham's F-10 %
Yoz wigstct

2. 522 B0 st AP
Dextran-coated charcoal method'?el €3 SCHE

-1 AX9 drezA ZEA2HE £43 Y
£ AN FEA AEE ZA BF9 mo-
lybdate®} dithiothreito(DTT)7} £ & Tris-
glycerol buffer(pH 7.6)e &3] At}

HEE 1X10°7) olgoz wYd F AXd 2
g2 oy H3td, #59E 0TAA 40,000 rpm,
408 ¢ fAEAG

HrYL 97 ¢sle 5 AL 15000 rpmolA
3A17F Bot AR PBen SEA2 28 AF )
281 KClI phosphate €% #1(04 fmol)E 713 H
o] £t YAHRIAHY, ATAFY HEYY
*H-R 5020(Dupon Co. US.A, 016-50nM)& Y&
H A2 wWgch Y F F84 2F 2HZ
o] = (receptor-bound  steroids)&  dextran-coated
charcoal 919 H]Z¥ 2H Z o= (unbound steroid)
7t FFIEE dte g a2l A wA
% (bound radioactivity)€ liquid scintillation coun-
terell A &3 &Ach

AxFA We F 983 ¥(in mg/ml)2 Cooma-
ssie Blue Dye binding Method”ol 98] &4
o} doix ZAe ¥ F3FHE A, BolF X~
HZolz £&A9 ZA¥F(binding capacity)d T
3t7] $138to] Scatchard Plot Analysisol ojs £4
g}

AT+ cytosol protein milligram3 EolH o
S8 FA¥gse 2HZolm 282 %(fmols)
22 yehlgien zZ+ & protein lmgF 9-10
fmols ©] 4 o) 58 FAelgtn A3t

E3 HYHAEZZ G Yd MR wigA
¥ 9 328 $8H49 & ARE HEH B
+4 Avidin-biotin peroxidase complex® (Vector
lab., US.A)%0 ojsted A gstgict,

N=EZAFH Z2A2HE F44 LEE B
A% A9 TR AL 9ste] wigd AX
£ PBS(phosphate buffered saline, pH 7.4)2 33
44 & 10% neutral buffered formalindl A4
o 13 ¥ PBSE 33 4 ¥ 328 F£E&A4
g 123 FAE FEA7]7] Aol 10mM citrate €
do] zEol=g BF F vlo]laZ A 2B
A 5% #Hth 2 F A2AM Y F FHFR
33 A& R, thAl 33 PBSE AF3L)

Blocking 83 22+ goat normal serum& A&
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dgon JqrEzAR ZZALHGE FEAd O
& 353 (BioGenex, USA)E 1:1028 343
o &Elojze] 4ToA FF T FU FEAY F
PBSZ 33 AA3AxT 2 F biotine] 4 Y ant-
imouse goat serum(BioGenex, USA)2.2 A 29)A]
308 FJAAD 2 F streptavidine] E2AE alk-
aline phosphate®Z %A] 308 ¥ ¥ PBSZ 33
FAEET 2 ¥ new fuchsine® ¥Msn
F xyleneo.2 $93A1A balsamo 2 B3 3
dHn| ez FFsH SHAUEEL 13 A
Al PBSE B39 2e AL AX F dgFdo
#EIG

320 oYy

Tamoxifen citrate(Sigma, U.S.A)E 70% &
ol £8AA 10% o} $-¥Hol Eof & Ham's
F-10 wWigdE o839 107 25%107° 35%10%,
5x107 65x10° 75%105, 10°M= 54 A AT}

Medroxyprogesterone acetate(Sigma, US.A.)&
&4 detzd £HAA 10% ol $8Ho] E9
9l& Ham's F-10 wl¥4& o gstel 107, 10°
10°M2 SMA AT v e delze HF
FEE 0I%E 3Aed 0.1%9 dEetse A9
FAolu Hepg A 4o d¥E vAA Fevt
2 2aEe gtk 8H e Qe 2HRej=9 o
&g wlA 37l Y8t AL o] &t AHRo]
= 3288 F5AAT” F o} $¥F 100mlel
025 g9 #¥A¥(Sigma, US.A)T 0025g HAEZ
(clinical gade ; Sigma)®& #< ¥ 56ToA 308
¢ A7l 2ukg o] fsto HHAZ g YUE
2]8to] dextran-coated charcoal pellet& ¥ A%
t}. o]% charcoal- dextran X @& elo} $¥AH L
20-um9) sterilization unit(Nalge Co. Rochester,
NY)oll o AlA -20C AN RFsH Tl

4 HZEL| B4

A7 35cme] WFF A 2z 5x10470/mig] A
EE 9ol 5% COq 37C w%7] WellM wiFHct.
Z %9 tamoxifen citrate$} medroxyprogesterone
acetateZ F7tRow v 370y wiFHA F9 A
EFE AAMAARY FHA A didte) 43 A4
olg sty MESLE wdTr(semi-log) T =

2 EASH G

39 B wigstd dig F4217k4 A x2St Rpe
EE 3 g %] E9 v wiYAE Y ng
o] FFEY FFo] AE FHd IFE nAA
23R Y ATt o YL FEI] UEE
o™ ATE Hste wlgd o} dof +¥H
o HAZF EE 5%E AP AXZ AR
A7+ dextran-charcoal ¥ Ejob$HH o] 5o
Ade wFHoz wFPL W MEFA dH
k2 HAL W MAE F9 v &(%)E EAFHLL

mz =

1 BN E e ZRAAHE SSH T

HEC-1-A, HEC-1-B, RL 95-2, AN3CA, KLE,
SCHE-19] A3 2AYg AEXFA ZF 10 fmo-
Is/mg protein °|3t2A &UE TZA2HE F
£4 228 £ gien dxTez ALE
MCF-7 AZFM e HF 544225 fmols/mg pr-
otein® ZZAXHE +&AE FHsa ANeH
AAANEZE 383 oA T FA e B
tHFig. 1).

2. MPAZ} X2 MZ2HFE2 MCF-7 M2 F
o MEof njxle FE

HEC-1-A, HEC-1-B, RL 9%5-2 AX39 A%
108 °14 MPAC] =&A#H& o 1uMe nFE
AME o 20% A=Y MEFul] F4LEE BY
F Ak Fig. 2).

AN3CA, KLE, SCHE-1%® Z< ZA3E Y&
on YETOoE ALLE TAAHE 583 R4
1 MCF-7 AEFAe & FxodA o 60%9
HNEZF A8 HAFAL gy Z2ALHE &
44 49 AZ g AXFo] HEZA o) MPA
of g3 JAHA #&E ¢+ ANHFig. 3.

3. Tamoxifenol ZXtZujotet MEFE&2 MCF-7
MEFe| MEo ojxls g8
5uMe] tamoxifeng 109 o4 Fo A& W HEC
~-1-A¥ 91%, HEC-1-BE 8% HEZ4 Z4+E
Bgeon RC B-2v Aol A& AXIt dol A &
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Fig. 1. Immunocytochemical staining of
MCF-7 cell line with Anti-PR(X
Before staining, & : After staining, X
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Fig. 2. Effect of medroxyprogesterone acetate on the growth of HEC-1-a, HEC-1-B and RL 95-2 cell lines.

toHFig. 4).

AN3CATE 98%, KLEE® 71%, SCHE-1& 83%9
AXES 48 B9oy gRToZ AHEE MCF-
7L 90%9 HAEF #4E JehATHFig. 5).

4. Tamoxifen®t MPAE 1&g S5 SAlo Al
e o ANASHAAMESFTL MCF-7 MEFe| M3
of ojxle HE

HEC-1-A, HEC-1-B, RL 95-2¢14 & tamoxifen
#F MPAE A9 AL Wl tamoxifen 3kt
e AL wo 2 AEFY JA 23S o
el e tamoxifend MPAE vl#AYE do+&
AxFHo| A B EEE & + AN Fig. 6).

AN3CA¥E tamoxifen® MPAE FAlo] A1&3&
el tamoxifene] 2@ MEZF Az a7 £&
Hoz 3R
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Fig. 3. Effect of medroxyprogesterone acetate on the growth of AN3CA, KLE, SCHE-1 and MCF-7 cell lines.
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Fig. 4. Effect of tamoxifen on the growth of HEC-1-A, HEC-1-B and RL 95-2 cell lines.

- 115 -



iNO. OF Lenus

No. of Cells
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Fig. 6. Effect of 5u4M tamoxifen and 5#M medroxyprogesterone acetate given sequentially or siumltaneously
on the growth of HEC-1-A, HEC-1-B and RL 95-2 cell lines.
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AN3CA, KLE, SCHE-191A4 tamoxifen& MPA
2 urde g AX F4o] oA HEHE ¢
F Ak

% KLE M ¥FE tamoxifend MPAE v 73iE
o] AEZFAo] HEHE £E7F & AEFEG
ok F MPAS tamoxifen® $Ald) &2 I
2 AEEe g AFHEY AEF dF e
o] Z7194 F&¢ 4 F AN

i Z2#¢ MCF-7 AEFAAME tamoxifendt MPA
2 ZAd AHE S o] tamoxifend o# AEF
A oA &t $EHo2 RSO tamoxi-
fen& MPAE dFAE dols AZ F4o] tA
3 B (Fig. 7.

V.2 #
z2AAHEY 43 FE glo] d2ERAY A&

49 A3 AFULFAZY 24 Aold] Qo]
qee % LA e AAoATY by ABe
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i
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2
Tid
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Days
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Yol AZol FAJAAE ot F ZE2& A
o|t}. Peptide growth factor7} AZuiztete] &4
ZzHe) #d3ddn ¢34 Uk Epidermal growth
factor(EGF)9} insulin-like growth factor I(IGF-I)
o] futet M EFSVol Agueter MEFPe
ARde 2JA7%n B aHes EGF7F EGF
FgAd A¥EW HAF7] FAA F717h A
AZUeE A7) o= EGFS} EGF 4447} o
o] Aoty BusAt?

=% Reynolds 5& Agl=d 2Fd| EGF +
£A7 deg 298y en EGF 84 474 =
Aol FF Alojel Huld WA UFE B
stgh® w§ IGF-1 44 43 2384 537
Abolel wizEl @A Aol BHRGH 284 3
ZWureto A insulin-like growth factor I(IGF-II),
insulin, platelet-derived growth factor(PDGF)¢] &
g o7 wA ot}

MPAE A#8g AZuieiete) gz oM &
A 4ge 71X o tamoxifend] X183 7t
Ao gAME oF njAoltt!? ojg} e zEE

KLE
3 6
S 1
3
10
0 3 6 9 12 14
Days
10
MCF-7
3 6
S
s
10

0 3 6 9 12 14

Fig. 7. Effect of 54M tamoxifen and 5¢M medroxyprogesterone acetate given sequentially or siumitaneously
on the growth of AN3CA, KLE, SCHE-1 and MCF-7 cell lines.
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AA7E AZFHEE AEe F24 g a3E e
E 71dd g o1F FHEEHA ¥& dH]
o AR Wl BFE vlo] oA o= ZEE
AA Y FME dig FFHA £ wEo|AY
FPHeE ¥FY Z2E FL HRANA YA
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MPAE 89 U9 di2EZA F& #HAAAT

HAEAHEY tAEE FUAAHT &34 9
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2HE FE4AE B AL &9 H3eA/
g2 2283 HEeA/AN S g EAY &
Fof ol vetdr}.

MPAE d2EZA &4 4 Ssisin
Well d2EzI] LT 22 FE4A9 BgA
7t BEE Mg ZAATY AEF el g2
EZCEE JAEELE HEFAIIE U BAsE
17-8-dehydrogenase®] #AE F7HAAAN GAE
9 e g HEEE F4AZH

T MPAE U AEF Y9 2HZol= 84
& ZRIFZEIOIE FE&H, d=zA 49
AT, £ FEFALY Sl g MPAY T3
A AnE HIFA/dr FE BIHY dove
4 o] ¥ W) FSH, LH, d2E&T)E, o2E
g HAEAHEY FAZ 39 £ AR HEe
AR &L 23 av= 89 Yo ACTH, ZE
HE, 2adsee) 2as 9% 4

w2tX MPAE 5-a-reductase® #A3IAA #
A gE2Ae] BN dAEHE RE AFWU E
Dowsett 52& MPA: ¥4 ule AE=go| A
Pt 2ERUS FLAH AFHA gL, 43
H} AaHZols 328 g L nAYn
Bt

3 MPAE ZE2A2HE $&Hd U &
A% g 7AAn 9ol 1 A AN AFHLAE
o} AFRgMEe T2ALHE S84 FE Z
2N BEagyoh?

Ax3 U Z2A2HE FE&3 4 T2AX
HEo] g ws AlojolE AE APo] Ya B
=83 Qled Z2A2HE FEA FAY A
= yhEEol 82%¢ ¥ T AXHE F4H &
A AgelE 11%2 Bagyo?

UzHd R ZZA2EHNY 2 AX Yo
Z2ALHE $8A9 g8 2FEA” = F2
AU AEe QojrE Z2A2HE o
HE2] ¥hgo] lipocorting] | o3 FFET L
RuHA AP

Lipocortin-2(9 ™ annexin-2)& Z& ¢ &
A FAVez od AXFE Adse v
slv 2 Al A3 (cytoskeleton)d A EFe] A3z
£7 FAREE Qodle Az Ag¥¥9 23
o #dgvtn gzEe] Ik EF 2 annexind
Eolgt A1 MEoT B¥Er] wEd a1 59
H 482 A& 2 + Utk

FFRAZE Fo|= oJdte] MEFH o] JAH
E AEE 25 obYAW dA FZ lipocortin 1
olglm &#A Y& eicosanoid-suppressive factor
7 AE W Z& AXE F9o FriHo dojdrd
T RuHYGH

Eicosanoid® MXZF2& ZAHse d $48% 8
Aol 4#A 9o prostaglandin Eo7} 9714
&3l

Aguetdel 7|1EAA AR5 3HA Feo
U e Fo ARgely AL, Ay AFuy
g9 NElE TEE 2Yo] BE ALEEHo $

oje} & Fgo TRA2EE i3 ABAHA
HEELS 30-3B% V2 HoAdAW ZaArEL
A, Hojd AF Y A9 59 &L S =
AL FAD0Y 223 olgh 2L Ye wgEe
e A
o= ZEE FEAU LA &7 dRolgn
daarg?

T e FAE YA ZTA2HE A
A Fol| tamoxifend Ar&3 Hoted uSE
< % 20% AT Budm ok

ey Rud A7 diREeA 2HRoE 3
22 F£EA9 g 29 ) 9o ¢x3
9 drEEZN FLA ZEAAYE FLH R
tamoxifeno] & ¥ Fzo AaAFA i 2
& Turlole E7tssit

HAHZo|ZA & 2EZA AA7 dJ2EZZ
FE&A% Fe] & AY Fio AYHdE F
AE AANEE 2uvt Ut ®

ZEy o] H2HRZol=A Po2EZA AR
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A7} tamoxifenol YME F4 oA AH(E ey
ed UM old 8L sEXE ofF v|AFo
g®

Grenman 7€ 1990d 2 £3€A 4L A
Wethoto 2 RE UM-EC-2 AXFE +H3%H=
d o] UM-EC-2 A¥FE Aq2EZA &4, =
2AzHE LA $EHA gEdE BEFEn
tamoxifenol] Wstd AXZFA J4 EJE BT
I 2usgh

Z M9 tamoxifen® 50%<9 AXZ4 oA &
HE BYT 25me AXFEA 9 velyon,
SMAME AZHE & 4 BAF A 574 ¥
AT 25 FUTtn B adtgh

MCF-7 MXEF & tamoxifend] FA2EZA &
g A7E o Be ATNA AHEEHREYY
5uM tamoxifeng FARE W F4 AXLFA GA
2738 Yehgo?

Fg AEFTL QIS 2H2oj= 2 &) ub
3 oo AEGE ATse AgRdE de
o] &Hx HIo Frrdds AFWLAHRX Atole] A
BEolE 22 oy e Aolrt UL B
7 sged? s2gd W g YE
AA HE ZFd wE& = oj4(cell-type-speci-
ficity)& B I& At

Hao Bad 9sld 328 AA7} polypeptide
growth factorss} o &AM ¥& A= RAH
W Bo|ABLY o) orowth factor’t | 2EZ AT
Pol 222 AA2 &9 visfd o3x e
Edo| FAgtin Ruggot.

oty AE FAel 3oir 2HZo|=9 poly-
peptide T2 & Alojo} A@AA A3ty A7}
W ErEE AR A tamoxifen®d & &
TEE AXFY ZHNAE oEte d 2l
g AR A4AZAY.

HARE 328 YI2E IAEE T2E GEA
ZAqA 2 ¢ F FUg? A3y @
29 Agag 579 2z o] g5 Rt

Z2EAaE & HayAd vso viny
40 A3 &A7t & A€ F A7) wWiel 2
o pyo gaH dad® FroW mxne
AZFVAN ol 2ERZA HAY METZY oA
EFo] g At ojFojAn it}

, ot} FfAERA AR

oj¢

i

9

g 2E2A A AELFH AN AFAE o=
E2A FEA99 AHE FAA o)FoAgE o
g B2ust on? greaA AAE d2ER
A FEA F4A Lol AE3te olEFHA 2A%
"

Iy J2EZA F44 AR T2E AR
e g AuaAE 4Ax Rile drERZ
A F4H FAQ0 FEge) 25-50%0M T2E A
Tof whg3tA v W d2EZA 434 4
A FHEY 10-13%lA FAREE RAYn B
gAY

NEg#E W @TAME tamoxifen) AEZFY o
A EdEe GAXY F44 d3E FPHY A
#A 7 Q>

ojg} e AL ForEZ A FLIHE E
EAZG. ol e AWML 2HBoE &4
ool WA oSy 2HRE 449
dEo] QgL vHE g R8s F ALLE
ikl FA [ o= 7](phase)ol Y& AR
A, AXYE, 43 E4c] AgE AL o]
A 2EZA FEAE T Aol old e 7)
Aol g Hol7] &Y Heolth

AAZ f2EZA &A% 8 FPolrERA
A¥F4E M A magn gom®P gin-
gh ¢ tamoxifendl WA % tamoxifendl 2
FAol 2lE MCF-7 AlZF Alolol chromatin ac-
ceptor sited] ez} Sltbn W nstGEd dolx
EZA AAd did Fedd Aol &M ¥
2k obvet A¥E &AM oJDA chromatins}
A§3l+A, chromatin acceptor site?7t 2% 4
Hol thate] FEFAe] g8 Az At

Tamoxifen AFg&o] W3 2o BiE 197144
Cole™o] ol furete] xzol Al&3HHARE
AAH o2 Aq2EFY
go| Bo|g o2EZA F£4A0 AYIE AL
Pajate] e YEH FFHE HYAAHF
CA2ERA FRAE 8 U o e
€o] JAEEA &AM AFYHY d2rEZA £
LA-A2EHdHE EFA7 AEFAE F¢d
g% g A2 AAQ tamoxifend ol 2Eg
U&a A o 2EZA S48 A

# WY tamoxifen-d|AEEA 443 B2HA=
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2EZ A FA4E ¢AF) Addc RAAAMREH o
2249 F4E FlHEe 2ARA ofF b
B WS §2¢ F At nBaA ta-
moxifen®] XN BAFH7 AN2EZA £E&4 Lo
o3 q2ERAY FEE ADATE & P 2E
27 Zgd gF Aolgnw dFAE ogn®
29 tamoxifen®] growth factor 7] 3& %3}
a2 #4L e Bast A

d& 9 4z H8¢ AEFI MCF-740A
tamoxifeng EFE A 2EZA A7} J2ER
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7t AE F7)9) Go7l(phase)s ®EA P},

% tamoxifene MERIHA A A7 Bt ME
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Z J2ERA #4444, =2 FEA 9 dHaA
gt z2go B4e Jehix @on® gs2go)
g Egdc. 223 Age F4AE 7t AF
o 34 94 &FHE Jepug®

tamoxifen YAHOo 2 rEZA F&H FA
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ZI2EF Y3280 HNEY FNF HYE FH
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Shapira $°¢ % 719 tamoxifen 444 & o
2E2AdE & A& 744 tamoxifenol

it #e AR E A E 7449 d2ER
Ade e AL 7tAY tamoxifend s BA
v, d2ERAR L AYE e FEA5
i ¥ aakedt.

& MCF-7 AZFe 4% &A1& o /IAxn
Ao FFLGNEFE F2 F AR £8A7} 9
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geta B AdFAR ol ¥ AFUTy HEF
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AFgUtAete A8l tamoxifeng AL P o
o Age o9 71 £@Ho),
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