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TREATMENT OF PROSTATIC HYPERTROPHY WITH
19-NORHYDROXYPROGESTERONE CAPROATE

Tokuji Kato and Ken-ichiro Oxapa

From the Department of Urology, Faculty of Medicine, Kyoto University
(Director : Prof. T. Kato)

1) SH-582 was used in 25 cases of prostatic hypertrophy over an average period of 5
months. Clinical symptoms were improved in 60 to 70 9/ of those cases.

2) Animal experiments in rats demonstrated an atrophy of the ventral lobe of the prostate.

3) It was presumed that the effects of SH-582 in reducing the prostate might be ascribable
to its inhibitory action not on the central but on the peripheral system, or, to be more accurate,
‘on the prostate itself.

4) There were no severe side-effects following administration of SH-582. However, great
care should be taken when patients having complications of diabetes or hepatic disturbances

are treated with SH-582.
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Table 1 Weight of gonads and accessory glands

Control Castrated Cast. 4-TP® SH-582
Number of rats 10 18 9 7
Daily dose of hormones — — ‘ 1 mg 10omg
Gain of body weight (g/day) 2.3£0.2 2.6%0.1 3.940.5 2.3£0.9
Tissue weight
(mg/100g of body wt.)
vP 564159 1844 214% 54410
SV 6321 1945 362 43410
Testes : 1300+£100 . — — 1200460
1) Mean#S. D.
2) Mean value
3) TP: testosterone propionate
%1 H 10me, MHEIORMBEZIIEERBRLT, BRI E L, 8 X URRELBICOWTH Rk
WE, LREE (VP), BE SV), SAEEY: OBRY B\ L (Table 1).
WO D HLHBMENREL T r- fo. FRCESR, &= SH-582 #:51c X % 1 B4 b RERINIAF L O

#1% testosterone propionate (TP) 1mg/day %10 CAEERL, BABIVRESERT, NEBEFLT

Table 2 Clinical cases treated with SH-582

Case Age Grade of hypertrophy Mode of admin. Total dose
1 K.K. 65 3 300mg/W x 4M 5,400 mg
2 1.8. 66 3 300 X 2M 2,700%
3 S.K. 78 3 300 X 1M 1,500
4 S.T. 82 3~4 300 X 18M 24,000
5 1.1. 81 2 300 X 14 M 21,600
6 H.O. 81 3 300 X 15M 22,500
7 F.N. 67 1~2 300 X4.5M 5,400
8 K.M. 78 3 300 X 1M 1,200%*
9 T.I. 61 2 300 X 3M 3,000
10 U.A. 66 3 200mgX2/WX1M 1,800
11 K.I. 72 3 200 X1.5M 2,000
12 T.0. 79 4 300 X 1M 1,200
13 T.1. 69 3~4 300 X 1M 900%
14 B.T. 59 1 300 X 1M 900
15 J.A. 77 4 300 X2.5M 3,300
16 T.Y. 69 3 200mg X 2/Wx1M 1,600%
17 T.U. 73 3 300 X 6M 6,000
18 K.N. 73 3 300 X 20 M 30,000
19 K.K. 72 3 300 - X 10M 12,000%
20 K.M. 71 3~4 300 X 3M 3,300
21 R.T. 66 2 300 X 2M 2,100
22 T.K. 66 3 300 X 4M 2,400
23 T.F. 63 3 300 X 2M 1,800
24 T.T. 65 3 300 X 1M 1,200
25 Y.Y. 72 3~4 300 X 1M 1,500

* Prostatectomized
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B TR BEEOEACH 5 0FROEIIR ., L
Ao CRIHER R IS THE, BREXRILLTERE
WIE Tl

Mgkenoa oy, SH-582 #5555 o (Fig.
D i, WEE (Fig 2) LHIRL CHED 5 WIEET
W & A EEERTDT, fok 21E estrogen $
£3F 5 b (estradiol 1 § 0.1mg, 105 &%
BIB X 57 BAER (Fig 3) 123D L. »
- 1E5 TR, HETCWEBEREITLALEN
BB b i b9, SH-582 #550 ¢
(Fig. ) ci¥, *fE@ (Fig. 5) 1 HET5 L, EL
WEHERADND. Tobb, SEETE, IRBE
L7z acini @LIERERN BEC, BREMRLS

<, BEARIIT I v PMEL S, CHIRRLT
SH-582 <k, BERTE LD, MEOCE (LRI

ThHE, IEFB Lo T L INHBEED
(Fig. 6) ZRL T 5.

B K K &

1. f# - #i
HBFIERE SO EEO BRBBEE L -

T, EHERT RS B, fluc TEHRBEOREI
WREEY 5L BRI BEE Wil
fo. THBOEMNL, BT MEEESECL D
FEHTEOLD, HBENVIFWHEFELL LD TH
B, REHFNBEE U BEIT19694 3 A% TORHMIT
BBHH, SEEED 5 HOBHCOE, FEREEEHR
&34, OGRERID Mz Table 2 w—¥#E1L 7% (Ta-
ble 2).

FELII50F 1 BHE2F I I LU, THEESIRT0.67 T
b5, BROBEL, &2, REPNEE, BIUR
RS RIC X » THRELL. SSBEDEXR 24
No. 7, 14) BT, TRCPFERCLIEEE
DIEIFETHS.

2. BHEFHE, BEUHLELUOESE

JE1E, 300mg OBEHAMELZEME L, 3
] (No. 10, 11, 16) D% 2 @ 200 mg oL
fo, WEHT 1 v A DEE0M Alckhic b, P
BLikir s » 8, BEBRERE/D 900 mg 75308
Tkl FuREEIT 6,40mg ThHB. AHEE
fyr, WMOMMBISHE AT, RERBEOEELH T
DI, FHERBDD T L7 7 AL LT,

Table 3 Change in clinical symptoms

Case | Totgdose | Gradoof | Usin. freq | Nocturig - [Foreeofstream | g roiiriation
1 5.4 3 B A B A B A B A
3 1.5 3 A B C C B C B C
5 21.6 2 B A B B B B B B
6 22.5 3 C —* C - C — C —
7 5.4 1~2 C A B A A A A A
9 3.0 2 C A B A B A B A
10 1.8 3 C B C B B A B A
11 2.0 3. C A B A B A A A
13 0.9 3~4 —* A — B — B — B
14 0.9 1 B A B A A A B A
15 3.3 4 —* B — B — B — B
17 1.6 3 C B B A C A C B
18 30.0 3 B A B A C A C B
19 12.0 3 B A B B B A C B

20 3.3 3~4 B B B A C B C B
21 2.1 2 B A B A B A B A
23 1.8 3 A A B B B A B A
24 1.2 3 ~—* C - B - B - B
25 1.5 3~4 —* B — C — B _ B
* Indwelling catheter because A M}l A :me A :m A :mr
of complete urinary retention t5hte1rg§3sftilrr;1e B: 2~4times B : small B: Ir?lt)rgenl}ie
B : 6~10times
C : more than C : more than C : very small C : severe

11 times

5 times
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25010 5 b, EERIREE U CHREEROTEECH
766 (No. 2, 4, 8, 12, 16, 22) %< 194
D&, FRREE, & oREPERER, REOME,
BICH: B IO BIEMRFERED Ky, REEZLK
Table 3 w4 HME X v 3 B 51, H5a0H
THE - BRI L7 (Table 3). Z o w] LA R
Br#E, uroflowmetry, BisTiRA#r, %5 X OVRMEERLE
ErhlhELicvy MY BREY BT UGBS L
7z,

HIREB AT — T 4% 51 HRE 6 D 5 %D 3
B, BIUH - MEACEEROBWEY A7 26 (No.
13, 19, &35 Pl iiziiBRirr T Lz, %2
L, FHRS, SR OBREY B Bl
LTS 7o b D TH B,

i) HEREIH

256D 55, BEHET B ARBER 2 ARE T - 714
Pl oMLz, i x by, 11 (No. 1, 5, 7,
9, 10, 11, 14, 17, 18, 19, 21) @I % &4, 24
(No. 20, 23) A%, BEREFEAECHINL o
161 (No. 3) TH- 7.

i) RGoOEE

561D 5 b, BIREES T —F A% 51T 1-HiEe 6 B
RS 9ok, FERREY R k- TRIL
7o HER, M2, 3500 Bl SRR
L, Fle—OoEFI L uroflowmetry (4858) % ¥
TTBT o te. RAEPEEE, 196041461 (No,
1, 9, 10, 11, 13, 15, 17, 18, 19, 20, 21, 23, 24,
25) wkEr L, REDOLDIZ3HF, (No.5, 7, 14)
Bl b0 28] (No. 3, 6) Thoie. k4
REAT, SH-582 Xk D PRRWIREL Voo 7o b DA 4
HBN, PFEFRHATELLL 0L 141k 5.
T BTRED SEAD >, 241 (No. 7, 14) 1385
B D RBOBNIIRIEIEE TH» o id, BE RS
Ble g,

i) FBIEMEER X OFEEREEER

261D 3%, HIRL6 fEkR 198l o%, AfERD
R Ll BRI D, BELLdOlIofFR14
# (No. 1, 9, 10, 13, 14, 15, 17, 18, 19, 20,
21, 23, 24, 25) ©, FE3H Wo. 5, 7, 1), ¥
126 (No. 3, 6) THotz. FEDIFDS> L, 2
Bl (No. 7, 11) 13#5R7c b AR EZ D TV,

HERIRB Y 3 b Z BT 570w, 741 No.
5, 17, 18, 19, 23, 24, 25) = uroflowmetry %}
fTUTeh, BEACHRREBOMEY A HL, uro-
flowmetry T 2HNCFHEE L OB AHRE (AVR,

MVR) O@#a % i H T35, Fig 7, 8 (35180
BEHT, X% SH-582 3300 mg #4540 uroflow-
metrogram T 525, AVR % 14.6ml/sec a8 20.2
ml/sec, MVR 3 10ml/sec 58 22ml/sec ~ 23
W7ok r 5 & iz (Fig. 7, 8).

iv) BEE

25610 5%, FifEd 6 AER 19 o%, RELHE
FHEL T b BRRELIE L. BETHRO MR
%, 20ce LLEOEEL b- CHEDOEE L., #E
Bk DERREEOFA Uit Oix19891041, (No. 1,
5, 13, 15, 17, 18, 19, 20, 24, 25), "% 74,
(No. 7, 9, 10, 11, 14, 21) #&pn24 (No. 3, 6)
THoto. AETHO 5 5, WEFHOEREED 20cc
UTFoFEx 56 (No. 7, 9, 11, 14, 21) %3, =
NOREEERER L Lz, Fi SH-582 o tdh
3 EEBNL TR RN, BEL DREATH- 1060
5% 460, #HEHE 2 AN ERE 0~80cc T
B RHER A RE & 7o e,

1)~iv) ofERAEHEE$5 L, prostatism X1
T, BRIBIRAGT (74%) wiiEgEr A LD, BR
B0, BER L VERTHo 7o b Flr 25615
Bl (60%) TR uwihE Dl

Fie, EROER L REBOMC—EDBRIZED
231z, BRBICI HEEIT EEROHESY 70
7o, ThbLEBOEL2HA I T ARORBEELT
¥, ThECREEDOLLNRE VDX, METOH
HiAE LT, FROMBIMEL WL Bh
B, EFR2BA2EE O 5LTUEROSEEL R
», BROEBHOMEEL &S, IBXORELAH
DEFEROBRCHEET 2R TFOVOEOTH B EHFLD
ha.

V) BREOAKESX

2, KE - BisrE, SIOREERESSED
FRREZRE L CTRENMBOBREO A S LRI L.
Lichio T, IRED Ed7s BRBHEL BRL A
<, BED L ERBHOEMNRS - OITBhI 2,
o5 741 (No. 1, 2, 8, 11, 13, 15, 18) 1\
T, MbaEDOHY AA BRI, Fig. 9, 10 3%
O 14, fEE 2 o SH582 #ERT, #Xot 2700mg
BEBOREENEEL T, HOMNTBEOH IS h
Mz % (Fig. 9, 10). KAIBEOHIRH- 12
b b, BREERFAREODEN - HELED
75  BISZIRRIR N A WiAT Licas, Wi L cREERR
21g K‘i@?‘tﬁﬁ‘o 7.

7o, 1)~vV) ORI Table 4 w—¥EL 7.
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Table 4 Clinical effect of SH-582 on BPH

1. Frequecy of urination
Dereased 11/14 Unchanged 2/14
Increased 1/14

2. Force of urinary stream
Improved 14/19 Unchanged 3/19
Impaired 2/19

3. Protracted & retarded urination
Improved 14/19 Unchanged 3/19
Impaired 2/19

4, Residual urine
Reduced 10/25 Unchanged 13/25%
Increased 2/25

5. Size of adenoma
Reduced 7/25 Unchanged or Unde-
termined 18/25

6 of 25cases had indwelling catheter throu-
ghout the therapy, and 5 of 25cases at inter-
vals.

* 5 of 13 cases were normal before the the-

rapy.

vi) SR
25615 51561 (No. 1, 2, 3, 4, 5, 6, 8, 9, 10,
11, 12, 13, 16, 17, 18) ok, éé{‘i?ﬁﬁisctzﬁ%@

BB TSI IR oA HEAT L CF OB R B 3
Tiro o Wi LB G HROSIRERIUT, *uK?ﬁTﬁ:‘gI%

EAT X A

LRI, SH-582 o % % BT R o hinig
BEthh, %h%2~3ﬁﬁﬁ®ﬂ5%mﬂubf&
bivd Lo THD. FIRBAILADE 5, EaHD
BOIREGRERN O L O X W LA B B @ﬂ@o 7o
*é*:hu&:; Geller HOERT? & L XPEER,

PEERIZFED DiLind - 1o,

L<ohmﬁbf&5& Fig. 11, 124%, 7618
BRI X o (B LRGSO T Th
Bk, MbkAoed n, Fig 13, 1443, SH-582 1200
mg WERFMT I - CTH SLRHBREROMMEC
»%. Fig. 13 38595k, Fig 14 32 OMIKA<H
A, ZoOEMNT, WMERBEEEN0 g ORI TH
B, COBREOEEECIIERMCERE LD,
BB 2 AR D BRI,

Fig. 15, 16 ¥ X vt Fig. 17, 18 1%, FH FHiEdl 6
OFEHIR L OHRE-3 5 A%, £ 4000 mg B5Ro
BRI, BIKKTH 5. mIKAE cHg
T5E, BEAINCHRL, 5% B EEoT
B, BIREET: DOV AIIEE O 2R Lr R L E R D
{HIRHBH D, BN~ OATREE LWL
ARV LTS X 5 chs (Fig 15, 16, 17, 18).

Fig. 19, 20 i, EFI5 OBREF IO S5 6 7 A
BROLB X HENLRERE TH 2, 20X S5KH
HoH W HIoh ok, EfEEcd»rbsd, M
BEWEB TR ETE CIRWX 5 Th 5 (Fig
19, 20).

vi) &l fF A

SH-582 HiRancER T3 ehizh, TEBET
%L OEFIT, TROHBLCOXENEROEELRE
L.

KRG MR B R, ~=r eVl ~< b

7Yy b, BMmMBRERIOLSE, @AMEH

BB - nEREARIOSE, IE €y

NEVE, 20k, BFNIVARG, 2V
s, BSP K.
W B fe-PSP 3B, MBEME, BUN
FORBR B8 PBL by v A TR BR, [BUBHEE.,
M R ERREEE, AR
A ¥ R B e I - BB, e be v Vv
. ‘

MERERIEME---GOT, GPT, 7v F7 sy A7 > & —
X, TAHYV T3 A7 7 H—F, 2 /=R
5T,

T o fleekE, KR, mFE, mik.

I BHOWERT, 44 GOT, GPT EoiE L&
FEROTUE L, TNTEFEI R A B s fa.
F7C 2 PIDMERFIE R T2 7ohs, T haVE bic AR HHE
B 2B 0L EEL 2 ek o, LI ESED
AR VSR RS bt o

Z ®
FRZRIEREOASIMEE L LT, chx T, ik

FAEVO B AL EVY, BT RE RE
vEY BHGWHBRTCERD, FOWTRI I
HREBELRT, SLELREHEYHRVT, HE
BB I OBERCH S, 19655 Geller b
PHFLVRARE LT, gestagen HIBRGEEZ T FH
LB 18 CBIk, SiZBRIEAED gestagen ik
PEEIND LS5 T, P blL, KED lTa-
hydroxyprogesterone % 9 @D BHCIHEL, 2~4
» AT EPICHEREROEELZ L L, »oRED
B, MBORTEwRLY S LD, ZhiclilEshk
DR )7 gestagen & L€ SH-582 23BEF X, K
X b Burger {340 34fic, Vahlensieck 5t
I PICERIREER OFE W LB EF L 5 LD, I BIA
OO BRI ENTHWS. Ll —F Wolf &
%, 19-nor SDEN gestagen EAL T 6 » A
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RORA B, FRRCHRO NEBEC placebo Hf
LU C, BEOMILERBEOERY S Bdich -
A EWEL TS, Fi gestagen DRIZIRIEAERC
ST BIERBFICBE LT, W orDHEIHS D
OO, FEUES SARBB IR TR, ks, &
WO KMIEH BN, SEACYPEID RETHS
5.

AR oW

gestagen A% 40 FHIEFHHC Feb Lz dw,
ZOFEBIER, X HEMTRERNOIERFT O
TREE AL ERPTHo T, T Fukushima et
al.1® ¢ progesterone DFHICES$5HF3E, Landau
et al.'b DYEH~DFELY L REFEHRTS
R E .

Bz co MRE L LK, gestagen OFNIRCES
TETIHRIN S E B A R L TAD &, RLHDL
LU, gestagen 2SN FEMA R B¢ LH
BHEIHL, Ko TEMNI DD androgen HEHET
LD TTHAD LORRTHD. BWER T,
progesterone OEHEHE S L, mmH LH Hauwk
FSH DK TR AR LD EDOHRERH B, Ll
S IF5 Gk LH BB REShB LD MELH D,
ZhbOHEERL, ThZhiR~ofE AL R 5
12D TH5H 5 E IRTWBWP, LU EER i,
Geller B, gestagen ¥B¥HEBZEORKRS LH 0K TIL
ROTELE, Burger %, SH-582 5 CHTFHED
BENLI Do T ERRTNB,. Ty PRAGEDbIb
hoFEBTH, SERREL O, SiTHEBENTE
EAEERRD TN\, Lichis T SH-582 oFinr
BRic s XIETEHERREOZAR, FRIAH L 5d D
TREPH I EBLZONBEDTH 5.

3, 5 —on WEEMVE, SH-582 OFRME{EM L
EHEERC X5 0 B2 TcH 5. Geller et
al.Lw %,
caproate) FEDIEIFEBRE CIL, M testosterone
ErFEHERCEA TS 2 L 2N, Huseby et
al.l» @, T v bEEH slice O testosterone &HIL,
progesterone ¥RINC X b BRI MEIxns Lo
HMR%E ST, Delalutin (FEHV <AV TRATF R A
FEBEMEET SO0 LR EBRTB, L
L7ahib, testosterone o4yl D & DA, iz
BRIEXFED BEC L - ¢, FEHCERTIIRWZ L
1T, ULARKEOHEELT, Mk s testo-
sterone DRTA—EE K mo TBHLWZ L1,
BERRE DRI & L ¢, Rk Z & < androgen,
HHWLREAVEVIMER SN, HHBEOHHRL

Delalutin (17« - hydoxyprogesterone

BCwbzbinE%®ELBHE, PRIEH, H5HWIE
WIERC LA, ZhiBEMRLRETLIERTHS
X FEZ DI, bl BIERET ¢H B a5,

gestagen OREIIRICK-T5 EEIEA, 825 |
BT testosterone DR - fEAX HETHZ &
TR A 5 EBEL Th 5.

ek El, PR BT BRELDIC, BE
B, BEHEOHENL IR THRS 2 LoD
THBH. In¥ird, gestagen OAKCk XIFTEA
DIEFRIL, BEB X Ty LTE— TRV
»@% Z) 17,18)'

BEREC O\ T

bk, 25610 BisIRIERESREK, SH-582
B 5 H ARRE L, 8IF0~T0%CERFERD
FEEE, Zhix, BEEcoREehETs LR
RRBTHD. BEENIEL, Lk THRAOEE
DHATEENR S Tlcd b, BB 2 2 B RKEG
L5 BRI OFEFID, LEREL Ho o i
BRT?EEZBND.

BIfERC oW T

progesterone DOM:ERSMERMIL, 12iF androgen @
TR BER L5 THAH 5 Evbns!P, bz
iE, PSUAMESR T, BIBRSR L TR, BRE
CRUTCEA v A Y v EifT 54 0:FH 2 bh
T\w%. Ingle'® Bk gestagen i, ERMERS »
FCEREREMERD LRV B, bhvbh OREF)
T, SH-582 &5 X b, MiEEsESs L O 22 iERs ks
fHCE Lo Riehs 7o s, BRFREHREL W BER
HUTE, BECHlcs TEENIDLETHAS D, Fio
Ui, FRIUCHEED FF v AT §F— €
AR SR D 2 LML RY, bbbl 44l
BWTBRE TS 52, GOT, GPT o L&E%HHT
By, FEEDOHSLOTIE, L ERRERTS
VERDHS 5.

BEEEco Loh, FFNL androgen fEAILE
Ficisn bk IR T3 H, gestagen OEKATOR
ISREDNEMETH D, WNOWNEEY 7 b3 aREkL
ELBEENINDT, BEHFTROSEL L 2# 1T,
BEIBRETNEEL S,

7 &
1. SH-582 % 25BID B IEARE BT 5 2

CARHEEL, 60~T0% W BRRAER DM & & Dz,

2. EpEERc, SH-582 15 rEiiRlERcE
M dbiob U7,
3. SH-582 ofinrgris s34y, $RxE
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GLCTal, REER, ChiminitcadsEsE

{ERCH B & #EELL e,

4. SH-582 bk h ERLEWERIT Ro bRk
Do Fod, BERME, FEREBEZHET L EE TR, Uy
SHAERIRETH B,

X ik
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Fig. 3 Testis of estrogen ad

Fig. 1 Testis of SH-582 administered r

R :
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ministered rat. (H & E x150)

i

- i e m
Fig. 4 Ventral prostate (VP) of SH-582 administered rat.
(H & Ex150)
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Fig. 5 VP of untreated rat. (H & E x150)

T

i P
o

ol 1

Fig. 7 Uroflowmetrogram of case 18 before treatment

Fig. 6 VP of castrated rat. (H & E x150

e

Fig. 8 Uroflowmetrogram of the same case after administra-
tion of 3,300 mg of SH-582
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.

treatment. (H & E)

Fig. 9 Urethrocystogram of Case 2 be-
fore treatment
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W &

Fig. 12 High power view of the Fig. 11

Fig. 10 Urethrocystogram cf the same
case after administration of 2,700
mg of SH-582



Fig. 13 Low power view of prostate in ase 8 after admini-
stration of SH-582, 1,200 mg. (H & E)

Fig. 15 Low power view of prostate before treatment in case
6. (H & E)

Fig. 16 High power view of

: - il -
Fig. 15
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Fig. 17 Low power view of prostate in case 6 after admini-
stration of approximately 4,000 mg of SH-582. (H & E)

Fig. 18 High power view of Fig. 17

Lte : b= e

Fig. 20 Prostate of the same case following 6 months admini-
stration of SH-582. (H & E x100)
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