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LONG-TERM ADMINISTRATION OF TSAA-291 IN BENIGN
PROSTATIC HYPERTROPHY PATIENTS : ITS CLINICAL
BENEFIT AND HORMONAL INFLUENCE

Tetsuo Karsumi, Ko-hei Kawacucui, Kazuo Muravama and Haruo Hisazuwmr

From the Department of Urology, School of Medicine, Kanazawa University
(Director: Prof. H. Hisazumi M. D.)

Thirteen patients with benign prostatic hypertrophy were treated with TSAA-291 [16§-ethyl-

178-hydroxy-4-estren-3-one; oxendolone] at an intramuscular dose of 400 mg per week for 12 weeks

followed by 200 mg per week up to the 36th week of treatment. A clinical response was recognized

in 8 out of 9 cases at the 12th week of treatment.

The response was evident in 5 of the 8 cases after

the subsequent treatment with doses of 200 mg per week. Levels of several plasma hormones were

determined during treatment at intervals of 4 weeks. A decrease in FSH, testosterone and Sa-di-

hydrotestosterone levels was observed during the TSAA-291 treatment, but the reductions were not

statistically significant except for the FSH levels at the 36th week. Levels of LH and cortisol were

not influenced by the treatment. These results suggest that the influence of TSAA-291 on the hypo-

thalamo-hypophysical axis is negligible.

Key words: Prostatic hypertrophy, TSAA-291
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B EREE e b O TR & Sh A BT 2 AR IER
EI3IERSe U, RGN S0 5L eEs
EHR & Uicicod, BNZEROBERC oW TR HE L
s -7 (Table 1),

Table 1. %&bk

R BE OEMS
& E W R A R ORSHE IR &
HERE BMRERER 4 AR B
ARIBRERERKR ” EHE 588
RIAFBNFRER ” e Bk
NIME R RAFR ” B RZ

2) RBREH|
REREXIOTER%A L PROSTETIN® LIEih,
13172 (2ml) Hi. TSAA-291 (oxendolone,
168-ethyl-17 8-hydroxy-4-estren-3-one) 200 mg % 4
BT 2KEREESK TH 5.
3) BEFEBLIUREE
O 12:8HITE | H400 mg 5% B2, 13
BEDMTE 1B 200mg 5L L, #EHEIL S
B G6E) UMb BEEL, BHNCES L.
4 H\BBEAE
a. KWHBEHREZ
b. BERINEE : BERBAOENR, BERBHEOMER, B
REEDNE L, REOBASDETIRDWT 5 BEfE
T TIZEZ L E L.

c. BER: BREOEEY 4 B HIT TR L.

d. BRE

e. EBAIME  IRIIA NEIRK, BITK, BEHI

K, BINAD 5 B TR L.
f. REBEMER  FEMREOEBE, RAEE,
EREZ D EHE L.
5 RHE
RHEIEREE, Y, OPUE T, Bl
D5 B b CEHE Lic. BEERS LOMERR
BT LR L AEHB S X RANHIE L <
HWEL, B« MEmAOWTRIPEHHED SO
FEHGE WihsBEHEED LLRHEE0 b
TEEE, LW EDL LA, WThh o
ERTETH-Th, b5 —HFOUErCLHEDD
oix Mg, thiiltodor TRE] &Lk
Flow T B Lo b o TEL] &L
8) Zeloas
ARMER, HmIR, meFEE ~~r29 e b, b
W, mEREAE 77 (%), BERE, AP
Ac-P, GOT, GPT, BUN, [fi# Cr, i Na, m

98 19824F

BK, miE Cl {5, KA, mit, EERmnE mE
o BT, 128858, 6EREBICHEEL .
%7z, IfiA hormone & LC LH, FSH, cortisol,
testosterone, Sa-dihydrotestosterone (8a-DHT &
I%3) TREFBSIUCUE4EILCHEL . ik
FMFEEITEEE SR E UTFIMIoRGEL, ~3Y
v MR iR Mm% 3,000 r.p.m. 155FHEIEL, BHER
FRRA—SEC CHE L. ToWERE:, LH,
FSH 3E—5 474V + —FP%REF#Eo RIA +
» P&\, cortisol (IHEF e @ENIOFED K L5
RIA ECHiEL, testosterone, Sa-DHT [ZE% »
®WRAMNOFEYC L5 RIA HCHIEL .
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W, 12BHE54 L R BERFO K Tz Table 3 ©
T e, 12BERE CHEN D B v 8 B 5 Filic
2 LI BEEEASRD b,

i) BlfeA
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Table 2. BRI MRS FE—BRE5/ L 12BED &
pamE o EHUE| ¥ F | vvuE| T Z | B 1t
|

R
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HERR : !
88.9%
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Table 3. B MM AHE—128H: RBREROLE—

BonELl B % | UVUE| 7 Z | ovEL| B (0
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& E [
88.9%
S a T T 3 T [ 1
B S E U —
B = 88.9%
e 2 T2 T a4 T
R O O |
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Table 4. BI{ERB
F 45 NO. K R ® R nE S LUEB
AF BOIEE VBAEORSEES BHICL.TIFy F500mi
Ly (Fav Tk LTroRR A 2 AR T,
. BEMET 5. 20M%I
5 RT,
I 10:BEE, SHAD BOESH 2~ 3 k.
2 (10:8837.1C) 30BEED, 514 BICAE Y TS #ik.
BEBRTEER.
) E=6 iRAE. SHEEOSHHES Y
miu/ml
20 T
104
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Fig. 1. m#ELHEOCEH)

—fBmAE o LR, MECIRE QMEBE a) miELH{E
LIRS BRhinh o Tz, 2438, 28 Bt R REDEHFNR ARSI LY, &%
iv) 1fish hormone fi§ CAEEREEIR® bhich o7 (Fig. 1).
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miU/mi
AP<010| e .
*P<0.05 | (AZARHRT)
20—
10—
i 21.5 14.5 15.2 16.3 13.6 mean
+2.9 +1.9 +1.9 +2.6 +1.9 xSE
(13) (3 (13) (o) (10)  (n)
o T T T T T T T T
B5H] 4 8 12 20 24 28 32 368
Fig. 2. M#EF S HIEDZEE)
Table 5. M ##CortiscENDZE) w5 (Fig. 3).
BERE Al mean®S.E.(hg/ml)
wEm 13 101.516.1 £ E
4 B 13 89.0% 9.3
8 t 12 99.6+17.4 EBRIOFEER DWTHEFRHSY 138 1 @400 mg 12
2o 13 102.2412.3 BEE LTI 11609 7 61 (63. 6% ), R LVIL1IBIH
1% - 12 111.612.8 9% (81.8%) H « fl HFTROHELRDAE B
20 7~ 13 116.0%£16.0 <, BHEST PR RS, WEPERER L OFERD
24 - 10 106.0% 9.2 BB 1L 200 mg, 15EH 5 TR TH B, BIRE
28 + 7 146.0£14.3° . .
0 e 107 34101 ORI EAFEHEH ST 2 0oy, 8 400 mg
% + 10 1064411 IBRENEE L ERNT WS, E2E53ERT

AP<0.10 QIZRURE)

b) m#: FSH {&
BEBERCETEREZR L, 368 CILXRiEDES. 2
%L EBEOETER LY (Fig. 2).

c) IfifE cortisol fH

2838 B g hnfEma s B a 2y, 1 e
EETRTEALD 572D T, Thuxks, BiF—F
Thole. 2O 2ERERTHEL, XD
LEREREom Ty (Table 5).

d) I/ testosterone fH

4, 8EB CTHIfEDS4. 3% ¥ LU51. 8% LK FHHE
BHERBA, 163 B 5283 Bz IF R ERIEDHIT0
BOERFRL, 35BH, 368 H CIIRED8%RIED
7> THBHHE B ET BDbR b -7 (Fig.
3).

e) Ififf 5a-DHT {E
4EENBET L, 36HE CRHEDE6.8% & 78T

B irbhic “EERNBRY X, 105614785 (74.3
%) wH « fBEFRoBERRD bh, FEY 1EH
L7200 mg, # 1 @5 X % 12BE OB T, 66
Hirhs4fl (81.8%) wHENRRD L. SEORE
9 8 Bl (88.9%) WRAMHBEL AR LT, IE
FBHA TN ERKELREYEDTHE 0 EE
2bhb. L LI12ENELE 200 mg #E52FETC
L2 5, BEIABEENRD b 8 H 5 Sl
IDIEROYEN RS bhiz o &1, #RE0F
R TRET 5D EE L bRk,

fFEE S0 anti-androgen FIDOHILIREMIEMR D
BFIC DWW Tk D X 5 AT X BT T 5.
(OB IR BT E

« [fif testosterone OBIIZREPLRIRIIEREEE

» Testosterone » Sa-reductase fHE

» Cytosol receptor » 5a-DHT HABFHHEELE
(RTER AT PR
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ng/mi
e 5.19 g
+117 AP<0.10 24BAURE)
(13) 2.82 269 317 366 3.61 3.04 ng /mi
+0.23 +0.32 *0.26 =+0.45 +0.35 +0.52
. (13) "2 a3 (2 (10) (10) —1.0
Testosterone
(]
5 4 ~0.8
&
8 T
é ) 0.6 @
3
X 0.4
. 0.802 0578 0.513 0516  0.568 0.564 mean 0.536 0.2
#+0.126 +0.076 =0.063 =0.081 . =0.065 +0.082 +SE +0.062
(13) (13) (12) (13) (12) (10) (n) (10)
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Fig. 3. % Testosterone B3 L% Sa-DH TEOEE
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B ARNDIRILRERER & L ez
THIEH2 58, EHERRISZRIHE R N e d o
PEE LW SIEEE 70/, Walsh 51903 anti-
androgen ¢ antagonistic 7oL, WIETHL 5
WL TFHRMAIC AT 5 androgen receptor it
androgen @ negative feedback {ERC®F LEEHA
Ve L, gonadotropin OSIMTTHEERE UIES &
BRTHER, bhvbh o4 EORAE T testoste-
rone fEOE AR BN FSH EOBAEMIR
Hhhie, LHECEEMIRS bhithoi. %
VBN RIT 52 75 - 7038200 mg, 12BEHE T,
LH, FSH {#ErZr{hit7e <, testosterone fBICITIE
TEEPRZED bhin, FH LY 0E400 mg, 125885
DR ik, FSH {EI113 T F&T52, LHIE
testosterone fEIXTZETH v, MM $3E100~200
mg, 123EEECIITERER X OMRE~OE Z135% #
C, A X ORA hormone Jl5E T3 AR OEE
BHBLNI T EBXT B,

{30 anti-androgen FlOE 5z BT A 1M hor-
mone {HOPERKREL A D &, FEESL chlorma-
dinone acetate (LI'F CMA &M% ) 50 mg #5¢
vz, FSH, LH{ERERELENL/c{, testosterone
EBLLDOEBIAON LR & e UTHERE S
BIENERRTGBD, STHE « DL testosterone
BOEHLRA L LH, FSH E0E AR 5
hicldx, KRBWYE, M testosterone fHOEF

BoETE DHT EoERTHMZHREL V5. %
7oRHE 51 T medroxyprogesterone acetate 7.5-
225 mg, 3~6»HA¥E X b FSH, LHEITI—E
LB Lo R X /o745, testosterone {HITHE 55580
~1,020 ng N EHEH30ng TR -7 EBNTE
D, &H gestagen F[TIL testosterone {EDOKTFTH
EWR X5 ThHD. BIL PRIE KED BB L ik
hormone {HOZEE)LERANT follow LU 7c#p& T4
75, PEES CMA 50 mg $##-5C testosterone
Bl 4 ~ 8 ETHREOETRRTH, 12~20 Tl
EAEEZRIBCEL, & L TERREERE L
ERNTGBH, bhbhol#E il FSH HoR
D1, 22 EWAL, 34 H CIREESEEVIREE
Ll VB SREDETBREL o> T\ 5. i testo-
sterone fEIIH G 1 ~2 » AR ETEANRHEL, 4
7 B TR EE LRHOTOZRES Y, 8, 97
ATERRRET L O, BE SIS 5
LT CMA 100mg Z#&&5LIcE 5, FSH, LH,
testosterone & b IFEIAET 2725, E FEmEmTE
BRI, 6~9 AEI VEREEY XL LR
XT3, Fxbb FSH EIRFHECR b, LH,
testosterone fEITESRIEOCOXLICEIE L, £ ORER
PR b D EHE L&\ 5. FSH, LH{E
CEHLU TRt » X b Lo [|mhions D3, testo-
sterone {E% anti-androgen F#E5% 1 ~2» Aid
ETERL4~9 7 A DEEBAFRD bR X
5CHHH, BEMECE CEET? EixELT v
gl Bbhs.
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0.2+

0.11

0.144 0.174  0.168  0.143 0.138 0.164 mean
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0 T T T T T T T T U
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. 5a-
Fig. 4. 1fu#& DHT fEDIEE)

X T TSAA-291 DR « TEER~NOEELE L
TH% &, FSH ECETHANREDLNLED, LH
ERETH D, MEWEHTD B L2 DIITEES
HBD. LM LI, 505 testosterone {HDE Tid
LHELAY LT THSB, LHENZEA
ETRETHHENS LI, BOERVWZRWELS
#i gonadotropin fEHANBEBL LD EEZTH IWD
TRIchB 5. Ty P ERCREHERT L, &
FBED TSAA-291 % 2 ~4 BH#EFHGET D L X
b, FSH, LHEDHEA & testosterone {EDHAN
s bh A%, gonadotropin SR BIL T, &<
© L HA WK Lisic @< 23, ZomHsReE
D THEVLDTHD S EBERIRTNE. T
testosterone {HOK FHE[MAS gonadotropin 7IME
Tie kb dobh, BEERC LD b 00, bhibhom)
BIZTTRIE - & b Linwd, LHESETEE 4
BEdLhY, EEEAXEEE LT I0LELTX
WO TIETedA 5 D

ZhETOEA D anti-androgen ANTIEHERE O
EOE LY 200BGEEIR TS, b anti-
androgen 7% testosterone b Ia-DHT A~
FRATRET 25, HDHWITER LK 5e-DHT 23%
D receptor LHEELER~R DA Eh3OXEET
% 200 BHEZ b hTwd. AESPIC g
TSAA-291 175 » @B \T androgen receptor &
[H¥] 5¢-DHT * OfEE%EANCEE L, Shima-
zaki H® 3235y b @ DSa-reductase HEHFHET
BEHREL TS, bhbhoil R CiRHHE 5

S5a-D H T + Testosterone

X b testosterone {H & FHiFc 5«-DHT {EL{EFHE
FAERLT WSS, Fig, 4 0T+ 5¢-DHT &
5a-DHT -+ testosterone OH&E &5 L&, ETIIFED
bz L b, KFDOIEMIL testosterone 725 Sa-
DHT ~oOZF#fig%E X »d, androgen receptor &
OBREHPIIE X E T b0 s bELDLNRD. L
HLESEREM COREECHh, HlEERITITL
B, WFhic LA TSAA-291 CE» Lk [E
B« TEARNOEEIIFRCER A D, BRI
I E R AEERWX 5 THS.

—f%iz testosterone {ED{ET =M:BRIHE « 1 vt
FUv L BOOTLE R HEN, hboERE
testosterone fHDOBICIZ » X 1 L7-EAYES RITTE R
IhTwish., LHLERRRAZE A5 gesta
gen FIBrLc X bifnd testosterone fHDETFHIED
THBH LW, WEHREGE, 1 R 7 vy oBHER
D10~15914:1920 L7 D BRICEDBhB L &
BERH5 L orBrs. bizaic TSAA291 To
HRRBGE, 1 vET vy REOREAOHERE, FH
B8 » 151 FlFF 1 Flic LR bh ¥, ZFEHH® 0ol
Fle o ToHEOHMER LOSEOBHC S TH T
D X5 EWEBERD bRk o, 3 BAAZDOX
5 7efEEL, BEOEMIRE EMoBEMERCLE
BHI3h— i BT i, BREIE LT,
B IERIE OIRFITREIER & L Cit, RO LEE
B R, FEECHERTIRE R kBT Eh
bEZ, ZOX5REWERALER TS VWERRE
EELL.
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