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EFFECT OF TSAA-291 (164-ETHYL-178-HYDROXY-4-
OESTREN-3-ONE) ON THE HYPOTHALAMO-PITUITARY AXIS

Jun Srimazax: and Taisel MivaucHI
From the Depariment of Urology, School of Medicine, Chiba University

Plasma hormone levels were determined before and after administration of TSAA-29]1 for 12

weeks and 1-2 months after final administration.

The following results were obtained.

1) Gonadotropin levels showed a tendency to decline after administration and did not recover 1-2

months after final administration. The responses of gonadotropins to LH-RH was more

clearly suppressed.

2) Testosterone and Sa-dihydrotestosterone levels slightly decreased after drug administration and

did not recover 1-2 months after final administration.

3) Cortisol level was not affected by TSAA-291.

These results suggest that TSAA-291 has a slight suppressive effect on the hypothalamo-pituitary

axis.

Key words: TSAA-291, LH-RH test, Testosterone, 5a-DHT, Cortisol.

TR s T AWEN S e A e LB L
Pz OFERCRBINTH 5T TITR0EL B
1o, AF P4 FEEOERIZZE OGN {0 DF)
BT T T Re vk SR LYY, Hii
PRIEAIEDFEIER 2 DFE, 5 X RIS OWEHED
TR a s UREETH S L EDERIED» D, h
BT LT - Ty Rus Atk b T x5 AHgERE
PR X, BRGHICE > TZIMBED 5NBITE
Yo, vuF e TR D OEEVPEHINSE
7784, TSAA-291 (16 B-ethyl-17 S-hydroxy-4-oe-
stren-3-one, LI TSAA LHE) WRHESCIDOLS
BNz 7 > F » 7R as T, SEERITIRIEAE
R HTEATH B, CORKICET 5EH%E
‘a3 BINTC, FSIEEASEI TSAA R#HEaN
12 BET OV T WENRE 2B LT,

NRESJVRBRAE
BEPRIEEE 2 B3 & U T TEAEEF M ER SR

ER R ZZ LTS RIEXAELOFIC D S BE LIz, ©
N HOEEI Y B66aE (G~ TT50), RisL IRILREE
ORBRE I I EE 2 Mo Uy Lglian, &
EHEEOHEG E LI b 0O TH 5. AR LENCEIT
BREEREED T2 DI Z Z1T T, W FN S EIE
B AHEBHERE RS, FTME, RS X SEEEE
WEREZBEDITH» -T2,

TSAA |3 200 mg/2 mlfy DKk EEES B 2HE 1
254 7sigmel, [ SERBERS UL, wvE
COHEE TSAA 1wk A% X F12BE O
SR T BTH TR, 12128 TSAA 5
ZHIEL, 1 ~2 v HBICEVE RBERERBUI

AEsNIzFxvE ZMpO LH, FSH, 52 k2
Fov, Sa-FAN4FoFRERFarBITaL
F G Al IV, LH, FSH, 35—
50474V b~ THRERBEO RIA £, b2EAL,
FAIRFR Y, da-F4NnAdRFuFAMATE

By LOFENT, 2 0F S —VIRELOFED T



388 WRITE 285 4% 10824F

#H LT RIA gick bl Lz, iz, LH-RHI00
vg BEEI0S E60CTER Mk BLisy, LH &
FSH 0B 2BE U T EEATHEZ R

B B R

WERB - T2ERO TSAA §55, 12885
#®, 8 0REhIEE 1 ~2 v HiK1F 5 LH, FSH,
FAMNATFORY, S HANAROTFRAMRATOVE
I anvFy—v{fiz Table 1 iiRULTz. LH 3
FSH 3 iafalEERE&EcH b, TSAA fHick
S>THEVDTLIETT 2EAVA LN, OB
mEREREE 1 ~2 A TERAUTH- I

FRMRTFAUE S@-FANL FaeFRRTFRY
i, TSAA BEFKEEAEICDH -7z, TSAA &5
KXo TTNGRETT 2B APRL, bSa-& 414
KeszxbRxFrurd 72 AT 02O HH TSAA
BEXIOVEBL2VOT 581 0.178, B54%
0.180), W&V EVOIEFIZIIARETH A LA
N7z, TSAA EMEK 1 ~29AT, FAMXF
O RESHIESL D EP -T2, Sa-F A4 N4 FuF
2R A7 R VRIBRAECS &> Tnis, LIds-T
W&V E OB BT B o ITEo 2 (0.219).
aFV =ik TSAA [Tk h & BEP AL NWigh
-1z,

TSAA #Eiiicisi~T LH-RH gty LH
33645, FSH @2 golmezruic (Fig. 1,2).
TSAA 512X - T LH O¥EIMIN 4 {5 &8 550
B D HLMETL, FSH 1539156
Bizdisots. TSAA {ERTH 1 ~2 5T LH
239545, FSH 133 L85 S WERTHL h i &
AT H B2, VTS TSAA HEFIETHE
b Igho 1z,

Ubdsve  HiERERE b TSAA OTFEKICH

Table 1. TSAA #Lomd LH, FSH, 52 b »
7y, Sa-FM~f FeFALAFRY
BIWz sy — VRIS TBE

P TSAA TSAA iy
FOLE 1B 12585 1% Ry
LH{(mtU/ml) 17.9%4.5 18.1%3.4 22.3+7.9
FSH{miU/mi) 13.1%4.4 11.843.0 9.8+2.0
FRXPRFO
Ge/mh 4,68£0.68 3,60%0.43 3.7820.41
Sa-#1 N1 KD :
FRRRFOY 0.7990.115 0.63520.108 0.7592:0.066
(ng/ml}
CAAFY- .
) 97.1£10.7 108.1£8.5 102.147.3
F—EMISE

LH
1404
1204
1001
\E 801
3
£l
60
401
o
c') 3o 804
LH-RH 51

Fig. 1. TSAA #bEo LH-RH @iz
FEE (LH, M+S.E)
O—0O TSAA #53i
O—@ TSAA 12:BH5%
x—x TSAA #5pktE1 ~27 4

FSH
351
304
254
T 20
N
L =4
_—
15
104 3
5-

0 ' 30 604
LH-RH #35.%
Fig. 2. TSAA #50 LH-RH AMHARKR
g (FSH, M +S.E.)
O—0O TSAA #5371
@@ TSAA 12B#HEHK
X—x TSAA #H5FIEE1I~274

3% LH X ¢ FSH & #IEl 54 &9 B,
LH-RH T ARG ETIRIEEBAN. Eo2
WFV —VORRED 5, TSAA BRIBEREIRTLT
BEEBINE R INT.



E5iE5 « P9 : TSAA-291 « ffish s v v 250

% =

FrF T FuS ARRRE T AEANITHES
HENTWAD, ROSBETKETESY. T2bb,
WFeyrRFo U HEEEKT, SurRFEBRET
530, (2 Cio 2504 FOFEE, ORFugR
BWER TN DERS.

WTETAIDT, -7 rF -7 Fw
U EZRT b OREEY A TuFu L ThY, L
NI OVPODHER 7 o Vv 0/ VOWEBR A Fuox oS
e Z2Fa L. WIENSBAR Lol RF AR
Ae2Rd. BOERY A1 Fuora D7 eF ViR
WizHAFuru gz o 2F  ElE LT, @
CECTUF e 7T Rur L ABHOA RS,

ENTNATIE SK&F 7690 2 Ro 2-7239 254 b,
AEEBO TSAA § chiK@ETA. enbidrrs -
7y Rar L EHUND &V E VER R b, Fi2
EH-THIO.

@NTiE Sch 13521 3y, 7rF 7 v FuF v
YRR LN DEIRDI 2.

FUF T RuF U RIS EOCE T R Ry
COBEMESCRWNT, 7 Fe sl v OEARERZE
2T h COBFELT, FrReyrrEveSa—
EOEEOHEEVREBINIIH, TSAA idCOfE
ADBEHPIHNL REBNT FAMRFa XD ba-
LANLFRF A PRAF 0 vADREPEETAC &
VBAHLNTN A, RO 7 v ke oo
BEBR), AFTF 47« 72 ~RFNy 7 BBLTO
T, FrFesrOBRNBRESEIN, FLRCS
bNBT R er AFHEREE L BEEL OPE
BINI, TUF TPl UPERCIERT S &
X, AFF 4T 74+ ~FNy s 2HlETAOC LH
t FSH PEETHEMNEALLNS. EBE Sch
13521 094 Fusn 285 UT2E s, TFFbw
YO EREBBEEINIIY, ULhrLODTFTrFE 7o
Rervil, 2027 ey 25 B 5 o5
Ko oiiERORE, LH 2 FSH ET9
5.

TSAA 25 v Mc1EES3 5 &, LH ¢ FSH
DOELEEBALNEY, HF v MBI s EHABHRE
TRENLITFF e ErOETHBCY, BECT
ANZATFRU{BP UL, EET v bNDEETIZ,
TSAA OBREBE T+ F e OETREMLT
Wi s kb, TSAA BEBIEOERELT
FUFeTrRuS L OALILAD, BT
SUMEINRIERT 20125 5. Dk 5 2BAHK

ERISIIRE ORICEBEAD BN H60, BHET
B7>F « 7o Rady Y UNOERADA b IDTI.

b MCR AARERERS, - TSAA X 2HRD
FIFRBA LN, Sy FOBELIE R TH-T2. 2
i TSAA FEYEBRICE O CRAKEEAREAT
&, BEEBCTEHIVDNTVADTY, BT
35 L ORIV AERORE R B L T A E S
PIEEIET X Ied -7,

ISR AFEICR UC TSAA DESER 3RIT>NT
TR SN, BYEEO 12 UTEBINT
WA, ARORIWEMAE LT EoD THRHEI 5 5
HREERLFLEOEAD X 5 SRR & & 5 1T
BH, 2L TSAA o7 7o R ey L 4EA
WCHBRE A D125 5, §ir IRIEAIEIC 1 2B U
AERTYFR 270 VR ETOBARZ S TH Y,
EPC L > TR > ZRWER Mtk b H 5 4
DEELLND.,

& B

TSAA DI2ERS Btk X % Bkl ~24 B
KISWT AV E VHIFE RIS IS0, ROBERZ B,

1. TSAA OB BTE YT+ F o € i ETO
B ZRL, BEPLEIRATLTH -7, LHRH
X AAHHE TR EN & 5 W S s b,

2. TSAAHHIZX Y F A MRF 02 Eba-& 4N
AFeFRRAT v COBRTOE@SA S, HE5H
ik b T hdsanie.

3. TSAA Zansy — Vit U Ehia b
Mo,

4. o kb TSAA W BN E23 0
WIEIWE A H 5 ¢ & BHEHIL .

X L)

1) Dorfman RI: Anti-Androgens, In  Methods in
Hormone Research” Ed. by Dorfman RI.
Vol 1V, p77~93, 1965 Acad Press N.Y. and
London

2) RHE= - BIF E - BRI - fgEE— - m S
B BISLIREBHL T > F w7 VBB O R, W
DEEEE  20: 859~870, 1974

3) FBHES [ 7 vF T v F o s UICEET 5 EEEN,
HiPRIOBREE. SoVE v LR 28: 899~928,
1980

4) Bl E < AR - BIRIER - UBES - BR
RER - EFPREREE - N - BN # - NEFEE
DRUSLME & ROV E REE. BRRBE 17: 877~



390

5)

6)

7

8)

9)

10)

i1)

12)

WRFTE  26%

885, 1981

Ay &-BiF 2-BRFE KR B-®
A ASLRICKIEORY R, WRAE  25:
1333~1341, 1979

Eoy #IF - MEEE 0 S HUEIR X % testoste-
rone, DHT 35k o8 DHA (D radioimmunoassay
W, EEFERST 23 #hff: 300, 1975
W@ﬂﬁm <] B : Radioimmunoassay 1T )
Aiudr Cortisol OFIFE. HHMWEE 49: 1297~
1305, 1973

B ¥l & M)IER oM EAT CER
BRI, S ovE VHIE, WAOWAR
2k, AE k3 > — END 8: 251~267, 1979
BIE B RINARIEREE, TEEREE 55: 63~69,
1979

Shimazaki J, Ohki Y, Koya A and Shida K:
Inhibition of Nuclear Testosterone 5a-Reductase
in Rat Ventral Prostate by Estrogens and
Anti-Androgens. Endocrinol Japon 19: 585~
588, 1972 ’
Big B NEZFE - PR - RER 7 2
b A7 w COEEER, MREARHE eSS~
W E2osHwas 115: 604~609, 1980
Neumann F, Graf KJ, Hasan SH, Schenck B

4%

13)

14)

15)

19824F

and Steinbeck H: Central Actions of Antiandro-
gens. In
Ed. by Martini L and Motta M Raven Press
New York: 163~177, 1977

Sudo K, Yamazaki I, Masuoka M and Nakayama
R: Anti-Androgen TSAA-291, IV. Effects of
the Anti-Androgen TSAA-291 (168-Ethyl-178-
Hydroxy-4-Oestren-3-One) on the Secretion of

“ Androgens and Antiandrogens

Gonadotrophins. Acta Endocrinol 92, Suppl
229: 53~66, 1979 ’
Nakayama R, Masuoka M, Masaki T and
Shimamoto K: Anti-Androgen TSAA-291 I.
Anti-Androgenic Effects of a New Steroid
TSAA-291 (16B-Ethyl-178-Hydroxy-4-Oestren-
3-One) and its Derivatives.
92, Suppl 229: 2~23, 1979
EH & mE#-R - EEHES - FER BT
B -t —ER - READEE - TR - Bl
B S50 - BEE - AFLZ - CPER -
EHFHRES - AR L —EERRICE 5 TSAA-
291 OFISLIRAEAIEC I3 % BRREROWE . W
RAifE 25: 1077~1108, 1979
(19814F 125 25F 52 4)

Acta Endocrinol



