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TAMREFVERT Ve T FUEETEABRBECHTT S
TREZYVSFURBLIOZEF VT « VOHEBEYE

SRAZEFRBGEABLRE EE  ITHERD)
& B F M

AP UBRER I STHER LT v F 705 2F v (prolactin, PRL) BEATEGEECX LT, 7rEZ ) FF+v
BLOxERY 7 = vEREL, BED PRL BEATEGERICHT59WR LOHEENHSDEY, TEAER, miE PRL #
BIUEBEORRICOWTHERE Lz, T~8BRBOY + 2 & — (Wistar) ROMS v MC=A Fu4 v 25mg 2B 1@
BELLER, TEAEER I OME PRL ERZMCHEMNL, =2 ey vdit 6 BRE LA CTHREWZIELAED
THEMAEN PRLIAME L -7DT, ZOETT » F TES PRLEEABEOEFARERIN LD E 7 L, FBEOHE
TTA e vRI0ERE LS » PEFLT, 7e®22 )75y, 22Fv 7 2 V%K 4 1E 0.5mg ¥ 3BEICH-T
BARCRERS L. FORE, 7rE2 ) Y9 viR=A v X v EHERE LS » rOTESAEER L 0N PRL #
ErETels, ETEES (R B dlro e omin & e 85 0By ki L. Mk wERo®mni
7rEZYFF LD PRL OBRHEEYERLTEY, RANEEDOBRBILORWBERELEEL AL, 225 v
72 VOTERGFERCRETHRIIT 22 YV 75 v EAFTH b, [ PRL BECRETHRIEI =22 )75V X
DINEL, 2% 7 VIESEEAHC X DB ERTS LE L bR, BREOCIIMRAS BENOBING, 25+
7 2 vIh—# PRL BHMGIEERA DA EAHHEh. Tex2 ) vz exv 7 2 vOfBAREL, Texr Y
T VEMBE L OMcREERIRRD bR ok, BEL D, KEREFACK TS PRL BEEATESREOCSBE L
VB LT, 7rEZ YV 7FVBITR2EF YT = VOHRIBBRENER I Lz, XKBREFT VL PRL EETEGIRE

DOREEBEYHIRTHETEREE L.

Key words estrogen, prolactin, pituitary adenoma, bromocriptine, tamoxifen

2V . — 2 —KiBIRE (computed tomography, CT) 8
WK LEEE (magnetic resonance imaging, MRI) iZ U &
Lc RS ENIHMBRORELS A1 L/ T v f
(radioimmunoassay, RIA) B=iZ & % O WERIEREE O ¥ R
LY, WMNEEYEDETREERBOZHMAEL Lirsfz. &
BIZASWENFEC LY, TEHECRIT AL E v OH5BE
EABHEIh, BEAELT ARV E VvOBBECESWCTE
GREOKENIENTLh B L3, BECHT 5 B
BEXSRELo2h 5. TEERECK T2 ERORAFH
TEABRBOBETHDHH, Y rE2 Y FF v~ (bromocriptine,
2-bromo-a-ergocriptine) O HFE W X b, T v 35 7 F v
(prolactin, PRL) EE4 FEMAREC T2 EEEILE S E(L
L. o220 FF Vv 3FARA7 LA P I hFEI L
F—-¢3 v (dopamine, DA) {FBI3ETH 1", TEGHREL&D
A OFERIC X A58 PRL MEWS LT, ZoMmE PRL {Ex
BFEsz &b TW 52, BIE PRL EABEORERL
LT, Fe BELRLCE DEFTTrEZ ) FFVD
BRBERTHh T, ¥, FHEMCEWTHHITCE

R TAE 6 A23H XA, TR THE 9 A28HXE

B RAPRLTEEINL D, i mE PRL #EHIE
HFIELIEWBATLHEIhTHS, LL, Tre2 ) 7+
vEmE L TILmE PRL EOERLHEShicWEFe, 1R
HRREENTLEDRWERC L 0o b B2 HFTE
TeWEGIRERT A LB D, ThALDEFICE VT, =R
e USREERETCHL ZEF T 2 v [trans-1-(p-5
dimethylaminoethoxyphenyl)-1, 2-diphenylbut-1-ene] % 7' = %
7YV TFCHETAIEICL D, BIFcRBEERENAE LR
ETHHETT RHEAINDY, EHH DD — BRI T E R
BHEELTHIZIERBICIEE » T igl,

—7, Clifton 5® 8 X Furth ¥ L 58®ELEK, 59 ¢+
iZx A b vRkBERSETAZ LI L ) TRABENERS
RAZEREBRTVAA, EORC 8L ES L RE
Lt DB AN TH B,

AWRTIL, Fo PR P U ETHIEC LT
PRL E4ATEGEEYFRL, TrxsV7Fv, 22 Fv
7 = VORME LW HAESE 2TV, FOHEEHRIC OV
THRE L.

Abbreviations : ACTH, adrenocorticotropic hormone; DA, dopamine; FSH, follicle-stimulating hormone ;
GH, growth hormone; LH, lutenizing hormone; PAP, peroxidase-antiperoxidase; PRL, prolactin; RIA,
radioimmunoassay ; TRH, thyrotropin releasing hormone ; TSH, thyroid-stimulating hormone ; Y588, YEHEHK

£, EE, ETENE
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MREB LV HE

.3 B

{6 150~200g (7~ 8HE) D v 4 A% — (Wistar) D
Zyv PBERERA L.

I. EB®FH=E

1. PRL BEATEAEBOFR

HETE=A P VEELLT, TR VBE=RA T
2% — )b (estradiol dipropionate, B @ A Xk EVF
R-) FEER, B 2EHLL. 79 B 1 EXA%R
25mg HRAREEE L. =2 e vOoREERIC LT,
RESEOEHNEHLE 0H n=9), 2EEELILD%EE 2
B (n=9), 4EHSLEL0OYE 4# (n=9), 6 @EELAD
D%E 6% (n=8), 8EHELELALDEE 8 ¥ (n=8), 10EE
SELicbD%EIOR (n=9) & L. B OB, WTho
LEHEO=R b vESE 1 ERMEELRSET, UTok
BT b T EEEAYRR L.

2. M PRL fEHIEE
FROERMERTH, S v b2V S0 %~ 30mg/
kg DEBEREARETICHRBL, 208220 LCH 3m] #
MmUfe. BRfOE#IZ PRL © HAZE Y EE LFFT 98
LFFII2BEORME Lic., B L cMBE 2 a0 o ik cimiEs o
BL, vv¥FohF o+ PRL iR AW, m¥E PRL Ex
RIA B2 TRIE LA (=27 = =i, FHK).

3. TEAEBONESR X WREMABZMKRE

EEBEME L) BARIIRME, EBCELELID, B
100cmH0 DEC TEBERBERTH S »HMERL, TOo&
3.7% PR ET R A< ) VICC0SFEREEE, M TEA%
HHLC. BEHL-TESORERYEDRKIHNL, b
37% hHBE ALY VIETHEE LR, BEL 37,4 v
BEUKCE, B a A2 L HE &6 L fRERENRar
L. REERERARERIALAF VI —E—T v+ S
¥ v &' —+ (peroxidase-antiperoxidase, PAP) ¥ T4T - 7.
RET7 4 VEB LR RF vy =T a - A RIITH S
74 V8, 0.3%BEEARKEH A 2/ — L w305M, EW
FMFELI05MEERI e, —kifithi 305 HER S,
—%kHEkE LT, v D PRL, HE+®NL E v (growth
hormone, GH), El% & #/# + /v = v (adrenocorticotropic
hormone, ACTH), HIREE#|# & v £ v (thyroid-stimulating
hormone, TSH), #{k{L+=/1 %~ (lutenizing hormone, LH), 5§
BB R v v (follicle-stimulating hormone, FSH) #h Fhiz
RETBUHFOHGRER L., KW TTkiits: LTHER
1eG FHMBH 204 HIER &€, Fix PAP #4454 404 /E
e, —k#Ei2+~T UCB-Bioproducts (Braine-I'Al-
leud, Belgium) X b, —¥#HifEis L8 PAP &4 {k1x DAKO
(Santa Barbara, California, USA) X 0 K4 HiREATVH HD
RO, BRIEYT7 ) RVvF S VR TRARIGE R, ~<
PRV U VTR BARET .

TBFEKE (B EAIL25% ZLz2—A 745 FIZCHE
MEER, FECHEE 28, | Wbt = s v 0T
BEXL, =&/ —ARIICHAE =R ZBETo%. Zh
YEHEYL, vI=va - H-BREEKEL, HAETF
JEM100-B (GRF0) W CBMFROBELT - 7.
4L =R b ey vREREBOLL

=Ry vy AERE LK 4BBKE LBy EANd B
(n=9), 8MEIFE L=t 4 BEHKE LB % ESNA # (n=8) L
LT, B LAKCmE PRL E, TESEEDHER &
UCREASFPHIRRET - .

5. BREBCHTATrEs Y FFVUBIO A EFY T
vOEE

A MRS UESEARELLEND, TrEZ ) SFUEE
V2 EFY7 = VORERFB L. BEHHY 3:8R&L,
ZOfb =AM e VDR @EORE LT, BRI = A}
e VOEEEENEIOHERA KD X5 L.

FeEs ) LS RER Br B, n=9) 1CiX, ¥k DA /&
BETHBH A v AEBE ST a2 Y FF v (bromocriptine
mesilate, @f% | -t— = V) (Sandoz, Basel, Switzerland) %
BEL., AviBg7eer ) P+ v IRRYREBOERR L
ERML, BBFTIOR=& ./, —A%BE T LTER LK, &8

>

801

Pitutary weight (mg)

EO E2 E4 E6

Group

E8 E10

500

4007

3007

Serum prolactin (ng/ml) 03

EO E2 E4 E6
Group

E8 E10

Fig.1. Changes of weight of pituitary glands (A) and serum
prolactin concentration (B) of rats after estrogen adminis-
tration. Estrogen was administered intramuscularly in a
dose of 2.5 mg, once a week: EQ, no administration; E2, 2
times; E4, 4 times; E6, 6 times; E8, 8 times; E10, 10
times.
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Fig.2. Representative histologies of pituitary glands of control rats (A, C, E, G) and those of rats administered 10 times of
estrogen in a dose of 2.5 mg, once a week (B, D, F, H): In the pituitary gland of the estrogen-administered rats, cellularity is
increased (B) and the sinusoid-like structure found in the normal rats (A) is disappeared (B). (X 360. Hematoxylin and eosin
stain). Immunohistochemically, PRL-positive cells are remarkably increased (C, D), and both GH- (E, F) and ACTH-positive

cells (G, H) are remarkably decreased in the pituitary gland of the estrogen-administered rats in contrast with normal rats.
(X 360).
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BERCT 2.5mg/ml WHE L. 1EHSEYRL 05mg &L,
HARKERES L.

REFVT = VIBEFE (T, n=8)ICiL, A e ¥ UEE
HENETHDH 7 = VE# %~ 7 = ~ (tamoxifen citrate, B
B . ATy 2 &) (IL.CI, Macclesfield, Cheshire,
England) ##5 L. 2= vEBZ £+ 7 = VL, FRKE I~
WHIZERL, 25meg/ml DEEFCHE L. |EAHSEY
0.5mg &L, HARKRKAZRE L.

LR 2HOFRAEER BT &, n=6)I04, A v e x
7V S+ 05mg, Z=vBEFEF YT = v 0.5mg 2 HEFKC
REES LK.

FHOBRERK TR, FRERLAMC LTn PRL E,
TEAEEOHESR I VREAREERR LT .

6. HiEtEABREE

THRAEERIUME PRL ERE£ T EHE L EERFE
(X +SD) TR LY. ZEMOZOBREIL Mann-Whitney ©
UBERH, RRES BUTE b > THEEL L.

i,

Fig.3. Electron micrographs of PRL cells of normal rat (A)
and those of rat administered 10 times of estrogen in a
dose of 2.5 mg, once a week (B). By estrogen administr-
ation, the size and number of the secretory granules are
markedly reduced in spite of well developed rough
endoplasmic reticulum and Golgi apparatus. (X 3500).

13 5

. IX A HEHOTEEOLE(LI LT ME PRL &
DEE)

A PR VOBHREC LI ST, 5y P TEEAHEI=2
ey OREEREAENTAIZ L - TRARKCER LY
B, BERSOKE XTI Ligh i, TEFERII=A}
rVOBREEREYETCOATHEML AL (K 1A). o
PRL fEiZE O BH»HE 2B TIREBITHEMM L2, #

B isEimEE AR Lz (K 1B).

HE BT, EEAEHTHLE 0 HOTESAI SR OB
Rl s MERBCS AT FBREERI DD, Tk
MBS DRRREErRD bhi (R 2A). ZhiTgHL
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Fig.4. Changes of weight of pituitary glands (A) and serum
prolactin concentration (B) of rats after cessation of
estrogen administration. In group E4, estrogen was
administered 4 times, in group E4N4, 4 times followed by
resting for 4 weeks, in group E8, 8 times, and in group
E8N4, 8 times followed by resting for 4 weeks respectively.
N. S, not significant.
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E10EET, MRBE ML, KHoSHREREMRR TRER

FNTEH, EREEEIEES LT (K2B). IREEOH
mE L CEAREEOILNIE LB TT TERDLRTED,
FOH=A b ey vOREERAETICON TEOHEE LR <
feotz.

BEAGEC L 2 HEEE T, E0FCBWT PRL B
i, GH BiMRE, ACTH BBHMlar B4« 0E&THML T
7. PRL BBHARRIC 350 Tk PRL BBEDE S v 0 —&
KRZELT W (R2C, E, G). =2t =& vOREERHEN
+5I Lizdi s PRL BiEAlfEs 8m L, EL0BE L OB
Mo E AL PRL Bt L 7o b, GH B, ACTH B
AR TR L. PRL BBHEAMRRDIC 350~ Ti2 PRL 2345
KLl atic Bt 2R Lz (2D, F H). —HE 08ics

I *® 1
i f * 1
I N.S: !
60 1 —N.S. 1 N.S

Pituitary weight (mg) >

E10 Br T BrT

5007

400

300

200 7

100

Serum prolactin (ng/ml) TJ

E10 Br T BrT
Group

Fig.5. Changes of weight of pituitary glands (A) and serum
prolactin concentration (B) of rats after treatment by
bromocriptine or tamoxifen for the last three weeks of ten
weeks of estrogen administration: E10, estrogen was
administered 10 times; Br, treated by bromocriptine; T,
treated by tamoxifen; BrT, treated by both bromocriptine
and tamoxifen. N.S., not significant. *<0.05. *x<0.01.

Wi, LH B¥iaie, FSHEMMie, TSH Bl RH b
N, BEABTRRLAERDLAKRLD, E6HTRL
&L,

BEMCIT, EOBTIX, SRWEROKES, BESLIUE
FEENRLHEROBEO S WMRAEE L Tz (K 3A).
ZR LT, E108ETL 200~300nm DRE D 4 IMER %
BT HHRNE L 2D, SWENILEERNARS, HEM
BRI IALCEBLABRD S IZIBERCERCREL T
7z (X 3B).

I. T2 bas HEFIEROEL

TEGEEL, EABCHEL BAN4 BT, B2k 0d
DOWIERA R LY. E8N4 BT, TEAESIIE 8B
HLEEER L W00 MBERER L (K 4A). mF
PRL 2 EAN4A L E AR TIAEEER e o7z, ESNA BT
IE S Bt LEEZI WL 0O MERZF Lic (K 4B).

FETITE 4 3, EANA B & 4 HE 3 CHRIRBEEDH
o, BREEEOFAN L EEIFE L ERFOFTREEZTRL, @
HACERRRAD b eh o, BEAGETE VT, M
£z PRL ORZEREIE L BECBRESFICO AN ST
7o, BEOCIIAER L LS BERORYD, Mk SEORE
S EBOMARE DI, A, E 8B L ESN4 FEOLE:
LW ThL, XEFR, BEARL DCARFMOZRIFZD D
Rich o1z,

0. 7AEZ)7Fo85CL2%k

THEEEFIEIOBICELT, Br BTRARCRA LTS
h, M PRLELEIZELT, Br BTRRERIETLT
Wiz (K54, B).

FEEHCIE HE % Br B TILE 1080 N E TR
WAL, MEEOIRKAEDHN (R6A). BERAEETIE,
E10R L @iz & A E DM PRL Bk & 7 o7t otk
HoofEINc & b7s PRL BEESHS O IAED bR (K
6C). BEMITEE/Made I SEBR EOMBERINETE
NEIEEEELGRELTE Y, SBENMc oY H
L, xDk&Xd 350~900mm EHK LTz (KTA).

V. X2 7 85CL3E1L

TETIZ, TEAEEREIRCHELTERCE I LTV
A%, Br BLITEEZEITL M »72 (K 5A). miF PRL {EIZE1L0
B LEBECETLTCORES, BB LIIEECE,I -
(X 5B).

FFEHTIL, HE R THREORL s JUREBROHE X,
REEET PRL BHHS O/ 1IRDHH, Br BOFRLH
B itiehs -1 (6B, D). BEMICIL, MEANEED
B#E, SWER O EMAERSRD DR, Br B L RO
By bhiz (R T7B).

V., ORI UTFLEREFL T L OHARSICEIDE

1k

BrT BT, TEGAEENEIRCHLERCET LIV
25, Br B, THLBVLThLEEZRRDbAh o2 (K
5A). M PRLEXEIES IUCTHCELERETLIWL
foht, Br BEXHEENED LR -7 (K 5B).

YEERTIE, HE BETHRZEORD B I CLEFROKK,
RERE T PRL BRSSO/ 2R oHh, BEAICI, M
MANEE OB, SWENOEMEEXEALZED LR,
Br B LAROFTAARD LA,
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Fig.6. Histologies of rat pituitary glands treated by bromocriptine (A, C) and by tamoxifen (B, D). Cellular size and
PRL-positive areas of tumor cells are reduced by the treatment either with bromocriptine or with tamoxifen. (x360. A and
B stained with hematoxylin and eosin: C and D; stained with anti-PRL antibody).

Fig. 7. Electron micrographs of rat pituitary glands treated by bromocriptine (A) and by tamoxifen (B). Both the size and the
number of electron-dense secretory granules of PRL cells of the treated rats are increased, however, other organelles are
reduced, in contrast with those of the estrogen-treated rats. (x3500).

% &

=AM YESy VERETHI LD, TEEARK
PRL EABEFFRINDLZ LRI ABATHAEY, =2 |
By RIEROC X - TROMIRPICA D, fIlRE=A b r 'y
FEBCEALT=A e v—= A\ n Y vEBREES AL
Y, TRABRIEBTLY e v sV OBEOBM LS L

®, BEOEARY B CETORALRET L™, SR TR TS
BRI LTC=A e VIIUTOZ L FETA L ELLA
Twab. 1) PRL MQCEEFA L, PRL AR E L U502
HIfERE R RET 5. 2) PRL HMEEFL E5 DA D
B D R&AEEIT A, 3) PRL MIJAD DA 105+ 5 RShL
BETE€29. 4) PRL HHEFTH B FREFB AL £ VK
Hisx /L% ¥ (thyrotropin releasing hormone, TRH) D #&&D
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BREEPHEBRILL", 5) HRTHREPRED DA 2HP &
gAZEizk b, THEME PRL #Mila~D DA EEXEETS".
LEDBFICL->T, =AMy vERERES LT » P TIR
TREMESEAL, M PRL E238M L, DVIZiX PRL E
ATEHEE HERENDEELLRDL. LHL, =AbrY

ViSRS, FORSET PRL EEEENFRERINLLHUE
THEMCOWTIE—~EDRBRIBORT Ve, FBR =2
P UA—AYBETIE I0mg Fo®ETAZLICLH TE
HItEAT B, 0mg MLkl FTEAC O TRE 4 DO
BB LD B, B—0MtL hies b0 RELL
T\w5, Fio Hori BY =A 3 4—A% 1 B 1M
25mg % 7TERE LR, TEEAEE? 100mgiZEL, 20
BAETTEHEBEDEFAPEREINIZEELZ TV, —F,
HALYRZA T OA—A 25mg B I AKETHZEICE
D, SEHECIMEREBRENER I &P ERENITHE
BLCWD. AFREBSTL, =2 ey VERESOE O#
TEH 11.3mg THo TEEGEED, =R vy vOFERE
BT AT Lo THHL, =A + ey v 25mg 210
#HELIEIOFTEY 488mg &Lz, LhL, Z0OL08
MoEE T2, TEFEESZFCHEM L), HinER &
L TR L5k titicl, TREGEEOHELLHIEE
ORI FRCHM T3 Z LIk TERN -7, —F, MiF
PRL {EITE 0 BECEH T.lng/ml TH-7b DR, =A b rY
VOEHRE5DOE 2 BT 126.4ng/ml & AR Lz,
BEMERER LD, EI0BETTES 291.0ng/ml IWEL 2.
IDZER=A R R 2EARE LS T, 7y M TEE
® PRL HWHEEDN=A b e ¥ vRESFHLEIL R IEEY
BELEZERRLTWA, LaL, Ef2Hc, =Atnr
Fuik EHEE LA TIE, Ty F TRENMECRSTIEL
REMTHD, HE A TRE+OMBROAE ISCRERICE
{titied , EABEBELFEIhTE ), RERETIZ PRL L
HOFERLE VHIRBERELBD LR, =ArF VD
BERBOEIMZ Lizdivy, HE B TITEREMNEOME + D
MEEAEARL, R TEHMNECRD 5N 2 HAREEIHE
Lz, RERETII=A e ¥ vOREEEAEMNTHE LD
= PRL MO 5D 284 8mL, fhoxL e v EEM
RO ESIIRMA Lz, = A b ey Y 25mg % 6 @S L7zBA
T+, GH, ACTH FM:ATfI2ZSc® 4 L, LH, FSH, TSH
Bl T4 Q Wk Lz, BEINCIE, =X brs v 25mg %
2EME LA T, A RESC IV CEBOEWLREL
MEASBEN OB HED bhic. ZoE{kiz PRL filao
g 7ekoL e v My Rk L, MiE PRL EORMc LR & H
Bl =2 el v THEREINLT » P TEERNECERITS
Ll EDEER 7 SO BENAT R, ¢ O PRL E4ARED
MG - B TEULTWA™, kX, oS THRE
B PRL EABEAER I L0 EHCHMT5 2 L 11E
BThra, REFATIR=A s v 25mgk 6 EFKS Lic
MaTiIZE—EED PRL EAME» L2887 80N
.

—F, =R ey vTHERINT PRL ELEE =2 b m
FURGEHRD TH By, FREEM THIHRERLCMET
5. FEFETHIE, BEBREENYEB LI LT
. APRTIR=A e FUvR ARB IO 8EELE Ltk 48
MR TE&EENMETET, MF PRL EXEELHEL TS

h, AT LFEEROE(ERRShishofc. LicdioT
ZR PRV VERESWEABS TS ARBEE LToR
BErETHEEZ DRI,

TaEr)SFVIIEARAT AL e, FOFESETHH, DA
VEB)IE & LT Fliickiger Iz X > CHE I h®. ARE 5%
BEELTMNETRR A, BIRTH~TRERD DA &G
WAERA L, PRL W% RRCHEIT 2 Z L850 TW3
B, Sx0EHEC L 558 PRL MECHBRL S AV-bh,
BIFREREDTWAY. PRL E4EFCH LTZIE M
IR BT TR, BRICEAZIRAZEABE IR TE Y,
EERENTIS, EWMMTHOMERERC L FE b7, BHOBRE
ELTERHERBZELD RSB, T ) TF VD
PRL E4BEBICRITTHROZHEBFICOWTLTOZ &3
ErbhTw5. 1) FrE2 Y FFvp PRL O %M
L®, ZO&EMBAMKE PRL B3FETAHZ LI X hMIRRAT
AHF 4T 74— KRy 258 %, DNA O&K, DL Ti
PRL #ElaD 458 2 WH+ 520, 2) PRL Ofiftpimxc s
THEINHMBEABNERY T2 ) TFVHERSERE D
&Lz X b PRL %M+ 2%. 3) Jexs ) 7+ vigls
ERAOERYEL, BHAD PRL EBRXETER®DZ L
kb, PRL HWERETI®E?, 4) Tre2 ) 7+ Ui
PRL &R IZLE: DNA 5 5 mRNA ~DEFEORRE» E#H
LW TE—ED PRL DARSWMKEL AR BEE
L, HE/ e T SEER EOMBANREINERTS
L X » 7T, PRL HifaOfR/NE &1, KPFRICRWT, 7
vEZ ) FFVOBRBEYZITRT Y MY, KBEOS » PICK
~, TEAESERSIUNE PRLELVEECETLLE. £O
TEEAMERRIDEE oM AR 5h, BEAC
ROWMERIOBIN S RKBAER R X CHE/Nad, T 08
BOBRMEATED bhte. SWENOINE IKA@MEEREL, 7
REZYTFVIZL T PRL ORHEE R ~TWBHI &
ERLTWAEEZOND., —FAXEEOROMNEEBELE
DREPN/NEEOBMIL, PRL ORHEESE L - TR
PRL OAHABEINLIEEZRLTIVB EEZ DAL,
SEORRINT T, FrE2 ) FFUhEE PRL D4R %
BEL WA LES>RELEEILTERV.

2257 23 LCL THEIRLEHTH O, Bkl
= b ey ERRRT ERBICHE SN = R b ey v RIER
R, 22 F 0T VIRUBHIERME LTRSS
oy, F0%, BBE T AHREVEE T T OmMEERE
FLTELAVLORTLAY, 2227 2 vDH =R b e s
VIEERIRRIR, 7, At e Y v ERKLOEEORRAT=
ZbeSFVEBEL, FEFVT 2 v—=A L r Y URESYE
BHEEYHRTHIETHES. KiC, ZOEEBIIEPICER
NTEBBERL, =Atryv—=2 e VEEEHEEE
B rewFUERETIORMETLY. b EF YT 2
vz A e X UEREESBIBCRRFME ST B Z LI
LoT, —BHRE»>EAEBOB TEANBE LIz=A e
FURBHEIBUHRE~NRLEINBORMEEL, LORR=
A MBS UEREERBEHCED LY. oL x S
Y7 2 VOHRi=A e X VIEBRZERGENLTRETA LR
RTWa, —F, =A e vERNEIe FEEORM, Ty
FTEEY R P TESRECLFEL, ¢ P TEFRETR
PRL BEABEBTELEMET, GH ELRE, JFEERREBDIR
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WPieisnY. 22207 2 vidd y P O FEEAEEMBO
PRL - WEHFI LY, BHEIhi=A e ¥ VERTy I TE
BT WTF v 22 ) 75 v PRL 4 IEIE R & 83
TAEY L RREIRATVS. b FTEEBBZ BT X
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Abstract

The present study was performed to assess/understand the inhibitory effect of bromocriptine and tamoxifen on the
proliferation and secretion of a prolactin (PRL)-producing pituitary tumor induced in rats by estrogen administration. In
order to make an experimental model of PRL-producing tumor, estrogen was administered to 7 to 8 week-old Wistar female
rats in a dose of 2.5 mg intramuscularly, once a week. At 2-week intervals, the weight of the pituitary gland and the serum
level of PRL were measured, and the pituitaries were examined histologically, electromicroscopically, and
immunohistochemically using antibodies against PRL, growth hormone and adrenocorticotropic hormone. After the 6th
administration of estrogen, all pituitary cells homogeneously changed to PRL cells histologically mimicking human PRL
pituitary adenoma. Thus it was thought that PRL producing adenoma had been induced. Either bromocriptine or tamoxifen
was administered to these estrogen-treated rats every two days in a dose of 0.5 mg intramuscularly. As a result,
bromocriptine was found to be effective in reducing both the size of the pititary and the serum level of PRL. Electron
microscopy revealed that intracellular secretory granules were increased and intracellular organellae were reduced by
bromocriptine. It was suggested that bromocriptine inhibited PRL releasing and secondarily reduced intracellular organellae.
Tamoxifen showed a similar effect on the size of the pituitary as bromocriptine, although its effect on the serum level of PRL
was smaller than bromocriptine, suggesting that tamoxifen better inhibited the cell growth of the tumor. There was no
synergistic effect by combining bromocriptine and tamoxifen in this experimental model system. In summary, experimental
rat PRL producing tumors were successfully induced by the administration of estrogen. Both bromocriptine and tamoxifen
were effective in reducing the tumor size and serum PRL level. It is expected that this experimental model will be useful for
further investigation of the pathophysiology of PRL producing adenomas.



