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TREATMENT OF PROSTATIC HYPERTROPHY WITH
PROGESTATIONAL STEROID (GESTONORONE CAPROATE)

Hiromi Tanvaka, Mitsuru Furuvsaice and Tuneo SHIRAISHI

From the Department of Urology, Hiroshima University School of

Medicine, Hiroshima
(Divector : Prof. H. Nihira)

1) SH 582 (gestonorone caproate) was used in 11 cases of prostatic hypertrophy (7 in the

first or second stage, and 4 in the third stage).

a) Subjective symptoms were improved in 6 cases and unchanged in 1 case with hypertrophy

of the first or second stage.

b) Residual urine volume was reduced in 6 cases and unchanged in 1 case with hypertrophy

of the first or second stage. None of the cases in the third stage showed any favorable change

in residual urine volume.

¢) Strength of urinary flow was improved in 5 and unchanged in 2 cases with hypertrophy

of the first or second stage. None of the cases in the third stage showed any improvement in

strength of urinary flow.

d) SH 582 is to be used for prostatic hypertrophy of the first or second stage. We think
that it must be administered at weekly doses of 400 mg for more than 3 months,

e) There were no side-effects at all.

2) SH 582, when administered to rats, did not produce such an atrophic change of the

prostate and testis as is observed after estrogen administration.
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progestational steroid OFTIZRRICHT 5 HET D
WTOEEE U Ciz19534F Byrnes 73 11-a-hydro-
xyprogesterone o rat BNZRRICKT-58%%, 1961
42 Mason I A-norprogesterone A X BiSZRRICRT
T H5E %, 19644 Bridge iX rat ¥s XUV XFIL
Ricssr4% SH-714 (1, 2-a-methylene-6-chloro-6-4*%
6-pregnadiene-17a-ol-3, 20-dione-17a-acetate) DEs
A EEL L T DRERE D B L C progestational steroids
PANLBESCHRRATCE 0TI E LT
3. #1LC19654 1 Geller i hydroxyprogesterone

i

caproate ZHINZIGIEAHEESE 105 AL §izio
T L, REFERE X OBEREEER R E R Rl &
WELTCWS. F0HE Weinberg (1968), Wolf
(1968), Scott (1969) 7 X% X » CHISZIRIEKIE DR
JEr progestational agents pMFH X F DRI R
HaR %, bhvbhik Schering AG #hX b ge
stonorone caproate ™fEd%E 51, A BIZIRIE
KEEBFCH AL 7 DR & & b, rat §ijiz
B, Sk DIETERBC OV TLBISRL D TED
EREPRET S,

7r¥s, SH-582 1ml dnicix 19-nor-hydroxyproge-
sterone caproate (EHEE—fR4LHs : gestonorone ca-
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Table 1 Changes in clinical prostatism.

Duration Total dose of Changes in clinical complaints
Patient| Diagnosis olf\/[ thetrl'ilpy hydroxy;gogesterone Frequency Nocturia __ [Forceless stream
(Months) (Gm) Before | After | Before | After | Before | After
E.H. |: ..BPH 6 10.2 minimal] none | severe | none mild mild
*<t+ linitial stage :
K.T BPH 3 5.0 minimal none | mild | mild |[minimal none
' 2 nd. stage :
1.Y BPH 3 5.0 severe | severe | severe | severe | severe | severe
*+ | 2nd. stage :
N.I BPH 6 10.2 severe | mild | severe | severe | severe | severe
. 3rd. stage :
BPH . .
S.N. initial stage 3 5.0 » mild none none none | mild none
BPH . ..
S.K. initial stage 3 4.8 none none | mild none |minimal| none
BPH . ..
S.S. initial stage 3 4.8 mild none /minimal| none none none
Y.K. |: . BPH 3 5.0 minimal| none |[minimal| none |minimal| none
: initial stage :
N.Y BPIL 3 5.0 severe | severe | severe | severe | severe | mild
: 3rd. stage :
J.I BPH 1 1.8 evere | severe | severe | severe | severe | severe
: 3rd. stage : s
R.M BPH 1 1.8 severe | severe | severe | severe | severe | severe
| 3rd. stage :
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(Table 1). 116YD 5 % 7 Fli s X 05 2 M B
FT, 4B 3 HWORERITH- 7z, SH-582 o
T 1E 200mg AE2EAELE. HE6NA
(10.28), BE1H4A (1.88) oRELits TW5,
EWVS DINIC DRWIAD 3 FEFNCAFHL Tt b =
5, FEHAMBI VN1 » AEET I AER O

DHEBLIDZ ENHBALIDT, FHOBELREE
IMOREGC 1 » ABMERL CL AR, MENTR
DHFEDL Bhis & FXERAHIL L CFRigEy
Kbz bicelLiz. E3olETl » AU EER
LT 5 OLEEE, BREREL L0 FR
ZHEDHIRTHBBETHS.

2)  EEER

HEER150 8 » Wistar Btk rat i SH-582 36 1
ot s A 2 v 85 L. SH-582 i1 1 Eic 50 mg,
AL 1AL 8 A, F 40mg HEL. «
MR eyv L TlE estradiol benzoate % 1[EC
0.2mg, 3 HZ&w 1 ERSCI0E, & 2.0mg fHE
L.

ST rat BT X OSBAARH L A<
Y VERELDS HE sk oins o

> A
1) - SH-582 o BEERITH-T 5818
SH-582 #iipfo =& < 5L ¢, HIR, "HER
BRI DOER, PRELES L OB EERCH 32 58
EHBAAE 1 » A OB T L & (Table 2).
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MF : maximal flow AF : average flow
Dysuria Residual (ur;l]%e volume Uroflometric examination Results
Before | After Before |  After Before | After Subjective | Objective
mild |minimal 10 0 %IE fi E%:gg %PE gg E%:gg effective | no change
minimal| none 50 0 %I];‘ gg ﬁ}?:gg IXIBE lgg E{?:gg effective effective
severe | mild 100 75 %PE gi rmn%ggg I\A/%? zé g%zgg no effect no effect
severe | mild 200 250 IX%*“ éé g%zgg %PE ig E%:Sg no effect no effect
mild none 7 0 I\A/IIE g? ;ﬁ%:gg I\A/[g gé 3}?225 effective effective
mild none : 5 0 f %1? ggﬁ%g:g IXIFIT igé E%:gg effective effective
minimall none 10 0 %PE 5lé$i//§gg IXIFE lglggyzgﬂ effective effective
mild none 75 0 X{g ;g E{?:gg hAAFE 1;:3 E%ﬁgg effective effectivei
severe | mild 250 250 BAAIE fgg{?igg IXIIE gggﬂ?:gg‘ no effect no effect
severe | severe 350 %1?“ %(2) ﬁ%igg no effect no effect
severe | severe 275 BAAEE 8§$%§SE no effect no effect7

Table 2 Changes of clinical complaints
(after 1 month)

‘ Improved ‘ Unchanged
Initial
2 nd. } Stage 6 1
(7 cases)
3rd. Stage
(4 cases) 0 4

Frequency ; Nocturia
Force of Stream ; Dysuria

ThBAFERD 55 3FRE B ER Uiz d D& 5E
PoviEEr Ule. B0 E 71358 2 BOERITIL 6 Bl
HER LD, 1HNIAETH- 1. B3 MOEMT
X EfCEER OB R D Nieh- .

2) SH-582 0BREICK T 5

R BT SH-582 #¥ 5.3 5 A #ic 3 (Bl
LCHIEL, #HEBBRINC ST 3BEED50%L Lo
BO BB B b D&t L Ui (Table 3),

Ak XU 2 BIOREFITCIX 6 Pl stERA S,
160t HE DEEBESA R BRI Fo. B 3 HIOREHT
2B EHR AR o TEY, BYDO2FTIER

FEOWEI A DNk 7.

Table 3 Results of residual urine
(after 3 months)

‘ Improved Unchanged
Initial
Snd. }Stage ’ 6 1
2
srd. Stage 0 (2 cases : operation)

3) SH-582 o RifiE##E (uroflometric examina-
tion) T B EEE

RERAED TR EL Tt BERE (volume void-
ed), mERIEE (maximal flow), FHERFEE (ave-
rage flow), BERFHE (How time) 7 Lo\ SH
582 PeBBAMART L, B3 » ABKEZEL:. oD
5 bikmRIER I O RIEE O E B Ric h#s
LCREHS0% L EHmML 7o b OxiEE Uiz, Wi
B IO 2 HOEF T 5 FIHEEL, 20 RETC
Hote. EIPD 2FEFNT LD RBET LS h -
7= (Table 4),
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Table 4 Results of uroflometric examination
(after 3 months)

‘ Improved Unchanged
Initial '
5 nd. } Stage 5 2
3rd Stage 0 2 .
’ (2 cases: operation)

Volume Void ; Flow Time
Maximal Flow ; Average Flow

4) SH-582 oEIfFfHr2\T

SH-582 D EIfEFRC D\ THENT 2101 B
ELUCITERE, ER, DEVW, EeRE, e
FORBECOCTHERL, FlEREES L Chmi
¥, AmHRLE, Ho 48, mMEEEEL L0 A/G 1,
MmERE CILEVE, MFTAH) 7+ AT 7 B—
+, GOT, GPT, BUN, mEsv 7=V, MEEHE
B (Na, CL K 7£l) ounwC# g oL e) 2 e
L7, BRERC SVCTREELHELLOIZ 18D
b, BABERE L3 i oW TR T_CE
HHEHEPTO BT BB L Al b ot 184 7ch-
7= (Table 5),

5) /NE

SH-582 ZRNZRIESERA RS LB ED BR
FERER L OMLE AR ERE T 588 L Th
% &, Table 6 &  Fliss X OB 2 MIORER T
7 BlHR 5 GlA E BRI b A & SII-582 ot
X VERIEELBRBROBEELY, 304
FEONTLP E SBENL D Ieh - fo. TnREER
COWTIE AR BRI S EE LRSI O
Y (G

Table 6 Results

( Improved Unchanged
Sub- [Ob- Sub-  [Ob-
jective| jective| jective| jective
Initial ;
2nd. } Stage 6 5 1 2
(7 cases)
3rd. Stage
(4 cases) 0 o 4 4
Total
(11 cases) ’ 6 ’ 5 7 5 ’ 6

D FRENREFC O TREESR B5.

1 : 63F, 5T, HRESEREEFRELCEKL
7z. SH-582 % 11[a 200 mg, 2 MFHEL, 1A
B HERR OERIEEL, 3 P ARCIAEIRD
b il Teo BRMBRAOHT ROWE R b h

oo T 6 n ARREE R L 2. 6 2 HBIIZER
FERIIBEEL T 528, REEEEOT TSR
ERFE 2.5ml/sec, SFHREKE 1.4ml/sec, &5
BEERnE 3.0ml/sec, SZEREE 2.3ml/sec ¢
HEVHEFTIR T 7o (Fig. 1),

EF 5 56, T, BRETZEFRELUCERL
7z, SH-582 §8 400 mg o EEBZ/hs72. 148
BB REROBEY L2, 3 8 AR S R4
LIS Tml ORISR L. RIEERE DR
ROIBEaiRsRng 3.8 ml/sec, SEHFHE 5.4
ml/sec THo b DH, BEHTRBREREE 12.1
ml/sec, SEERFER 12.3ml/sec LHBHH LRI
(Fig. 2). Fig. 3 1350 REBMHREFTR <H S
2, BEHOREBEMREOFTR (Fig. 4 TR
RO NOBRAADRIS

fEGI8 ¢ 647, BT, HRREEARERFE LORRL
7o, SH-582 i 1 & A B BHER O L A,
FEHTRI 70 ml OZR A D053 » H BT BR T
HRL, REEREOR R CRHSIESRERE 4.3
ml/sec, SEHEEHRE 2.9 ml/sec THo fnd DA,
SRS R E 11.4ml/sec, SRR 7.9ml
/sec L EWLsHE AL (Fig 5). REBENHE
gobibaio Fig 6 b, #53 » Ao Fig
7 TR OE IR E D BRS, BIBRERORT
Rt Fig 8, 9 o ERi O FIIIRABIC e, 5
3 7 Rthod#k (Figo 10, 11) iz EE#la0 &P
b, BEEOFUMUE 3% BT,

FEFIL - 68, 537, PHREEEREFRE LU -CREL
Fo. BN T Fig 12 0 2 L BEREOE
B IER D A i, FRENTTHS 276 ml L &L,
3 WD AR AEE L BT U7z, SH-582 %1 % A1
BLELUCPAREBEROUEEZLZ LbhT, BREED
300 ml CEALB A Bhicho fo. REEREOIA
HHERIRFHREE 0.6 ml/sec, FRIEE 0.8 ml/
sec, WEBEERKE 1.1ml/sec, SRR 1.9
ml/sec "TH b (Fig. 13), BEDHRIHRFTELS
O TR AR IRIERER AT 2 M 1T U R, AR
Mt Fig 14, 15 o2k ¢, IEAEBG ORI &L
A LA LEMAORTIHMLL TS A b, i
#2BHORBEREOM AL REREE 9.9ml/
sec, PRI E 8.5ml/sec Luf#EL T\ (Fig
16).

LKy L

XER RO L = AT N & L, SH-582
D e b RNZERERC T B8 L U iR LR



Table 5 Subjective complications and blood and serum biochemical changes before and after treatment

Subjective Blood
: Headache | s Hb Total protein
Patient Nausea Gynecomastia LlPldO RBC \ WBC B g/dl g/dl A/G
Before | After | Before ‘ After | Before ‘ After | Before l After | Before ‘ After | Before ' After | Before ‘ After | Before 1 After
- X104 x10f T
E. H. - — - - + + 413 400 | 10800 6500 13.3 15 7.0 7.0 0.9 1.0
I Y. J it — - l - + + 410 ‘ 395 8000 6500 14 13 8.0 7.2 1.3 1.2
R. M. \ — — — i —_ — — L 411 431 7800 10600 13.5 15 8.0 7.6 1.18 1.2
Serum
Total bilirubin B BUN Creatinine | Na CI K
mg/dl ' Alk. phos. l AGPT ] GOT meg/dl mg/dl mEq/1 mEq/L mEq/1
Before | After !Before’ After ‘JBeforeJ After Before‘ After Before’ After Before‘ After | Before | After | Before | After | Before | After
u. wl u. | w u. ' ) -
1.0 0.6 11 14 35 20 40 48 20 22 1.5 1.6 138 137 107 108 5.1 4.1
0.9 0.7 9 15 18 20 21 35 26 22 1.9 1.2 142 140 101 104 3.9 4.2
0.7 0.5 9 9 13 ‘ 15 11 12 19 14 1.3 1.4 134 i 136 105 106 5.0 3.9
1
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Fig. 4
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Saxioel Flow | 3n1/sec Sﬁt
Averae Flow 2 9ml/sec
'!! B%‘“’““
5 W

Fig. 6
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Fig. 7

Fig. 8
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Fig. 9 SH 582 £ & i
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Fig. 10 SH 582 # 4. #
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imal Fluu 0.6ml/sec
‘Average Flow 0.Sml/sec

Maximal Flow 1.1ml/sec
Average Flow 1,9m1/sec

Flg 14 SH 582 5% 14 A
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Fig. 15 SH 582 #5.1
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Fig. 18 estrogen #5.# ventral lobe
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Fig. 21 estrogen #4.7% dorsal lobe
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SH 582 f%5.4% dorsal lobe
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Fig. 23 %7 » bEA
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B
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s 20 4} ‘ ¥
e ST B

.7
2%

DE R RTL L BREDBMER R B e ns, rat D
BIZAR 3 & OV 5 8 8% 4 5 T dDIC B Lk
IR IR, T OB R A SAERE, i
EVEGROLR E KL .

SH-582 400 mg OG- THIRANCIZRT IR M
BDHDITHENRPRNZ Lo Tiehd, thrr
VDL DR ED fiNE Ab e fo. BHO
REJITELED S D LB TELA A BN
7z,

FRRERCIE Fig. 17 [ 34EALE tat §iszigo ven-
tral lobe TH b,
2.0mg #4.0 ventral lobe T kil R4 &
BRI AIMEDR R B H A, SH-582 #4.0> ventral
lobe Ti% Fig. 190 L < H & h AL A DRIE

Fig. 20 |34 rat gz dorsal lobe T3
5. i e v 5T Fig 21 o 2k g0 %
sk ba & B 25, SH-582 feb-Tix Fig. 22 o =
LR LMD R I AMEL oo T B DD Lt
A VEERCA DRI L ) e E WA A DT
W BAHMGIC oW TR D & Fig. 23 (LM ALE rat,
Fig. 24 13 &ct+A = v 5, Fig 25 13 SH-582 #
Lo BHMARG TH B o SH-H82 £ 50c X 2 E it
b,

LDEDZ &< e bR CI: SH-582 o5 X b
M7e D DA LR S Fchy, rat JizE Tl
BT R L 2 e o,

Fig. 18 % estradiol benzoate

z #

AT BRAEACHRE D AR TA R L e P RR IR ER T 7 L
RIRERITIBRMT TH B8, Z OHEEITEARETH
D DLIRRE R, PR LA OHER AT HAEH
1%L, Y EBOSEIXTFMHIARD LKA R
Lienh. FloZOEBOWMACE TR, MERTR
B L CHERIC B % BRAEI & L T ORIBAER 23
BLBlbh D Z BB, 2D X5 I FMARREN F 12
RO FEGIT LT R B 2 isbh TE e
D3, GEOWHE B BRERE O A e 7o

AL IRAEAAE © A7 WA B 19HEAT R White A3
KiEB B TR EM &+ & 7o 7k F80% ML L EHIC
AZRRO S e B A o Lic S RE L, BRI
HRHLA% D FEH 1T testicular steroids D43k E E 7[R
Lo TWABD TR E LIREHIZIES LT
% (Huggins, Heller), %1 T19654F % TikR ki D
[N E AL v B X O AL & v OB F foT
IHRBDOPHIC X BN B2 ebh T e (Kauf-
man). —Jj Mason (% A-norprogesterone % A
R RE U HISZER WS w5 bR WAL,
Byrnes (% 1la-hydroxyprogesterone D54z & b
WA rat OFNIREROWMA TS L2 REL T
b, Zhboffiicd &-o% Bridge (% progestatio-
nal steroids OHEIMHAL TV IEAEBENLTW5.
<icH bkt progestational steroids & ¢ SH-
714 (1, 2-a-methylene-6-chloro-448-pregnadiene-17
-0l-3, 20-dione-17-acetate) % rat ¥} X U8/ XY
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LZhboBity© SH-714 25 endogencus, exogeno-
us androgenic action Z¥4| L% & L, progestatio-
nal steroids 2SBTVZAREEEIC WL T BN ER ¢
EDLDTII - ELTWB, FLT19654 Geller
LT 8T progestational agent ¢ hydroxy
progesterone caproate (17-a-hydroxyprogesterone-
17-n-caproate) % B BHMERSEEL OBRBCEAL T
VB PRI EOERABHEE ULTOED 2 i HIFT
WA, (1) BI#RNC progesterone o ABIFEITE
AL T v B L, bl IR R T2
(2) Z @ progesterone |IZWARMDE, krr ey
PR S 7270\ O CRISIIR DTN & B LB
WD LTy, 20X 5 sEED S L Geller
VISR AR B O S ERICEA L C\» B85, 24
CADHEER L L DTS, TihbbEEERE L
TORIR, FEREN, BRIOFER: ST iGBmnE
I~4 o REizgeE L, MBARTRE U CR BB
EO X BEMIBR DM NGB B & & die, JEEE, B
LD EESIC I RO G L, ol
PR OV, TSRO A LS e EhBR
LIRTDATRAEY B bhfc L LT 5, D
T Wolf % 17-a-ethynyl-19-nortestosterone ¥} I o8
17-a-(2-methallyl)-19-nortestosterone % 20D RisT
IR AR B EH LI BRABRE LT3, dud
MR R ORFOHEFLL U TR E RS LUREER
i, Bz OKRE SOBE, BERT RS2 ST
VB, ZhHEDI L THBREHEARET LIV
TWO BT B e UL BRE 8L O REOFL
(urcflometric examination) ThBE LT\ 5. %
LT progestational steroids # 35 1 7-20f & pla-
cebo BIE U7-20FI0M Tk, Re<eHi#ike urine
flow rate FLOBRREOHEILLNIZFEN L
DT Ligho fo k5. Weinberg (X15610 JEAFEE
Z. hydroxyprogesterone capronate (Delalutin)
FIE L F DRI oo ok LT
W2,

ey Scott ¢ cyproterone acetate %13fj0
B gk E R LA R U Tol L < #BEL
Tws, Fibb (1) REEEER IR
b,  1ARAZECIRIE L. (2) urine
flow rates {3 9 GBI, 2 I AREE T 2 BlANEA
Uiz (3) EEAMBT X - CE LinREo K
& X7 PR HNRERD, 6 PINITETh Y, ZoOFT
RUIREBMRSOMRE 3 —F Lk, (4) Hxk
HBO FER O EEMRRD o N 8 ek b
W, 3PN EmMA DTz, (5) 134 4 Flic sk

ORER A B2, PRI I L A D - T2,

hudsdui, SH-582 b0 T 5 AR O M BIFT
RELCEREOWER LORKERESFLIZLT
B Uy, £ ofSE Bz IR XRED s IOt
55 2 WO FICLL 7 Birh 5 G B HA AT B
SH-582 oBHME ZEdbie. Lo LI oM &
T2 B8 3 HIOEEFI TR A & bic SH-582 D) RILGE
BN ho o, FL T OF ARG SH-582 1%
BISTARAEAEE RIS & 0% 2 ORI EH I B
¢, 18 400mg ¢ 3 & B EoRgEL s
DEITHEDEE 2

BEREWERC W T EERRIET 213503 0%
BIsho Iehd, 5% TOHRETE & QWEBRBITER
oW TIHREIh Th iR,

#® &

1) SH-582 (gestonorone caproate) & BisziRIEK
FABLAICERAL Co¥ 0 2 L FEFEREEY 2 /2.

a) HEEROWFLIS XU 2 B OmA T
6 PlcgkE L LR, 1AL TH- 7o,

b)) BRECOWCIHR U 2 o<l
6 fleeiEn s b, 1A ETH- 7. I MWD
FEOI TR H & SICBELA bR .

) RIEEHEORKE TS X O 2 WomEl
TS FAFTEL, 2NEFRETH- 1. B I WORE
BT BRI R b it h- 7o,

d) SH-582 1Rz RIEKEERM 35 X OE 2 Hoi
MR ENZXETHY, 18 400mg, 35 AL
roEERNFELTHLOEHE L.

e) BfERLAe L Bdbinde fo.

2) SH-582 % rat 15 L 7o i8R ClaBinziz e
BRI AL 2 VIC Lo TR E 13 L Ofo%
HORBITTRD BN b T,

X ik
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