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Lisuride hydrogen maleate (LHM, SH-1072), a dopaminergic agonist and therefore an
inhibitor of prolactin (PRL) secretion, were administered to 12 patients with mild to mo-
derate BPH in order to evaluate the clinical effectiveness. LHM was administered 75 or
150 mcg/day, po, for 20 weeks on the average.

The status of micturition evaluated by score points and nocturnal frequency of urination
was significantly improved, whereas objective responses such as on the amount of residual
urine, size of the prostate gland, findings of urethrocystography and the length of prostatic
urethra measured on the film were minimal. Serum PRL level have been reduced signi-
ficantly through the therapy, and testosterone were unchanged.

The mechanism of action of the agent on BPH and the surrounding tissue was discussed;
reduced androgen effect on the prostate through lowering of PRL and anti-alpha-adrenergic
activity or the effect through prostaglandin on the gland, the bladder neck and the posterior

urethra would mitigate the symptoms.

Key words: Benign prostatic hyperplasia, Prolactin, Lisuride hydrogen maleate, SH-1072,
Dopaminergic agonist
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Lisuride hydrogen malcate (LHM, SH-1072) %
v, AT CMIIREAER B RS T 5 8%
BT, LOBRRREYRET S, ILHSW
BEOREEBAL, RN FF D IEATERRE L
LT OfpfIlEe, FoM oW TEET 5.

p-d Al

SH-1072 3 —#¢4 T Lisuride hydrogen maleate
(LHM) :m3h, 19634 Zikan and Semonsky
CXoTERIhiAL v Y ¥A¥ vigFHike, He
T X5 ek ERE R (Fig. 1)
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Fig. 1. The structural formula of LHM
common name: Lisuride hydrogen
maleate (LHM)
chemical name: N-(D-6-methyl-8-
isoergolinyl)-N/, N’-diethyl-urea-
hydrogen maleate
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i, WHEBLEADOWRATEDOTEL THA.

1) 75 pg/day 64

2) 75 pg—150 pg/day 3|

3) 150 pg/day 36l

BEFEAME UC 28I E U, BEEIXS ~
307 ¥ L 0%, F20;8TH -7~ (Table 1).
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Table 1. Summary of 12 BPH patients treated with LHM

No. Stage Age Admin, Admin. A.Micturition B.Nocturia C.Residual E.Size of F.Findings of G.Length of General Note
dose period status urine vol- prostate UCG(points) PU(mm) Clinical
(ug/day) (wks) (points) (times) ume (ml) (grade) Effect
0 12 24 0 12 24 0 12 24 0 12 24 0 12 24 0 12 24 12 24(wks)
i I 65 75 39 2.0 1.5 1.3 0.9 0.4 0.3 5 5 24 | | 2 3.0 — 3.0 35 35 3B ++ +
2 u 86 75 21 2.3 2.0 2.0 5.6 3.7 3.1 25 18 42 2 2 2 3.0 33 38 = = = ++ +
3 I 75 75 24 2.5 2.0 20 t.4 1.2 1.1 20 20 24 2 2 2 - - - - = = ++ 4+

discontinued due to
severe headache caused

by administration of
4 I 75 75 7 20 20 — 1414 -~ 5 5 — 3 2 = = = = = = = & the arug, which occured
(8w) (8w) (8w) (8w) (sw) around 6th week.
i inued f
5 1 75 75 5 20 20 - 2637 = 0 = = 2 2 — = = = = = = - g:,sg,‘;:;;g,‘:em'm“,“ °
(6w) (6w) (6w) hospital with suspicion
of ileus
6 1 73 75 16 1.5 1.3 1.3 4.0 3.3 20 13 8 — | I | = = = 21 25 =— ++ ++
(17w) (nw (17w) (17w)
7 I 73 75 20 3.0 3.0 3.0 3.3 3.3 21 42 5 45 2 2 2 3228 — 16 16 17 = +
150 2
8 i 63 75 6 2.0 1.8 1.8 2.1 2.0 20 15 20 16 2 2 2 28 2730 I5 17 — + %
150 25
9 1 59 75 6 23 2.0 23 24 28 20 10 S5 3 2 2 2 1515 = U5 17 — + ++
150 9 (16w) (16w) (16w) (16w) (7w) (16w)
10 I 66 150 23 2.8 3.0 25 46 4.0 5.1 8 5 28 3 2 2 27 — 25 W — 1 & +
1] I 73 150 24 25 20 20 27 1.6 20 52 21 72 2 2. 2 25 — 25 16 — T +++ +
12 I 55 150 14 20 1.5 — 26 24 — 45 32 2 I — 3535 — 28 22 — ++
2 <« o &
« . =
H « 2 = b kg e h E8 o e b oo oeoew 222
H b € 2 9 T 3 H 4 H S S S S T F HIF
s ® = H H H H H H S ® w H A A H H H I T Q
2 ; N 2 e @ o o : = 2 9 ® @ ® o o 2 3 3
£ 3 | S . N @ & & &N - NN ™ & &§ §

1) 0: before administration 12: 12 weeks after administration 24: 24 weeks after administration, If administration period is less than the evaluation
time, the findings of the latest examination are indicated. The time is shown in parenthesis. 2) The evaluation points in the items of A (micturition
status) and F (findings of UCG) were calucated according to the criteria ranked from 1 to 5, respectively. See the text. 3) *x: significant at p<0.01.
x: significant at p<0.05, + : p<0.l, respectively, by paired student t test, in comparison with the pretreatment value. When the signals are in the
parenthesis, they mean aggravation. 4) UCG: urethrocystography, PU: prostatic urethra measured on the UCG film. See the text. 5) The definition
of improvement in general clinical effect is as follows : +++ ; markedly improved, ++ ; moderately improved, ; + ; slightly improved, =
unchanged and —; aggravated,

b}

D) - Hi

WNHT » YRl

188



888 WRITE 31%

ORUEOBE, LU, @QWEDBIIIZEEOIRE,
CBMNIBROTEORE (ARUROBRE) » 5HE
Th5.

G. HIZERERERE O BERE

REBHEFER LT, HERTHAREDALEER
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T 1cm £,
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LRBEELY, OFL (), OFY (H), @FF
#(+) @FE (), OB () o5BHEL
7.

ZTOERMNC, EFHRAEETI12BEC, WEDHo
t |RE (paired student t-test) %k 7c- TI1264L
B ONWTHREH O R & R L

& g

1. JRERBU
BE 1B OEBRBREEC—IE L7 (Table 1).
Ao & 5 b, 1260+ 6 flik SH-1072 % 1 H 3§
(75pg) DEE, 36UIL 75 ug #rbp 5 150 pg/Aic
HEk, %5 3Bl 150 pg/ A RS Ui, B
MROBENIHER b L L 2RBGEE TR 5 &,
FBE12B% (L2 thFhe, 8B ik
1200 1 Bl &tr 8 51 (67%) KRR BERHULD

5% 19854F

BRMBZSRIH, 40 83%) BTFEH LEL
Lic. (7% 1280 f52#kEE L1 9 flo24E%
(e L 26l 2R Fh 16, 1758%) OFHETIL, 12
BROFRIL BRTILRBIELES DX 3] (B
E>o0BE 24, SRR RE->PEERZ 1)
T, 26 FEEREOCEE, B 5 MIEERN
AL, BEHHYER LT REEAITEE O\
EEZLRS.

Vol 5 BER L DERY R L, SEADLDH
& LR BRIRSHRIER TR RV, 75 g/ AR S
LD EEREOHVREOBRETIETFE L5 TH
5.
BERCBIRAL, 12002 —E L-EE flskEEs
ABE, RCARBES D, REFL ORTEEDOK
ERRLIEOZA. HERIREE CHiEh h 0 t RET,
12, 26B% & 4 p<00l THEEDH%E, UFRL.)
& B. HHEBEREHK (24:8%ic p<0.05 THEDHK
) T, EEWHEBEL1260F 96 (75%) witib
LrOHEERALRL. Lhd, ZhboERKEYR
FFENIC 25 &, % a8 B BAA 2 ~ 4 BHILT T
Roh, 8~IZBC e — kg T 52 &0 1.

BREEROBEB L b, MENFTROBZIH X
B TIRL, 2B 2P R CIREOH/IMER Y R
s (p<O0, 7o LIREREE KL A-RIED b
D RE), F. REBEREFEHRESL, 741rakT
FE LT G. HILIEMIRE DM O T, = off

Table 2. Uroflow study before and after
treatment with LHM

time before after admin

case admin l2awhs 24whs

U Nodo KU 110 280 —

volume \on T 230 200 220
(ml)
:’i:f:"g 10 YRR S
" 8 34 M
(sec)
residual
urine 10 8 50 -
volume 11 52 21 712
(ml)
xx?L 10 3.2 69 -
sy ! 6.1 59 5.0
mxmg‘ 10 9.5 145 —
) X .8
/sy ! 8.8 10.8 8
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Fig. 2. Uroflowmetrogram of case 10 before (A) and 24 weeks after administration

of LHM (B). Compare to Table 2.

Rt I hich ot Fie C. BREOHE THR
PixashT, 26 GEAII0R L) THRERES
TR S ot D. RIERIEC ST, H
IR #5 & 1 W X < BT 5o, RE
OHEED HoT HEOhic BB IR TE -7
(Fig. 2 (A) & (B), Table 2).

2. NS WHRRE

M52 2T AEE, BIELL 1 BITE AH
DEBRER XoTh BEAY BEY ZThoTe
(Fig. 3).

BERHBO BT TH - ke 8 floiiF =+ F b
B UEE, EEESAE AR Lk
wit, 2@i< FSH oL#R, flio 24T LH, FSH
L LR, 4G0REThole. LEA-T, &k
LcaEeRTCEL, FHoRPRER X - TER

A R bt (Table 3).

fiF 7= 3 75w (PRL)fEi, FHIIhiEDD
AEDOXIGE LT 8 BITH & LB T L, REE
FiC X o C RN IR S EHi: Rohigh ot
(Fig. 4, Table 4).

75 BRI BHERN1 2B DIEA R L TRIBREE < HNTH

Table 3. Changes of blood gonadotropin
(mIV/ml) after administration

of LHM
befor after |2wks  after 24wks
LH 19.2+11.6 42.0132.3 49.3+30.5
FSH 22.4%+13.06 46.3+46.37 60.1+50.72
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Fig. 3. Changes of plasma testosterone level after administratration of LHM
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Fig. 4. Changes of serum prolactin level after administration of LHM
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Table 4. Comparison of serum prolactin level before and
after administration of LHM in 8 patients

before administration

after administration

7.33+3.02 (mcg/ml)

3.7642.67 (mcg/ml) *

* significanyly lowered PRL at p<0.001, by paired student t-test

b bY, BMENCEEILE > DR,

>t

z 2

7w 3 7% v (PRL) ofeirlg AR, BT
BHBHRLSEHAIR, YV +7 5% -8 U TOEEE
BoE»e®, 7v¥eyo vk HLUTOMEER,
ThbbHEOHAEMC X5 ENMBbRTWE
12)

e FERZIE, & & EKREOR ES IREORMET
PRL BRED X5 BELTVB0EH E S0 TR
B, ERE ST &K oWREN DL, PRL A%
OBBTELBEE L TCWBETFOOEDTH B Z &M
HEZh 5. Giuliani 5 (1979) X, AIZIRIERE
BETIRREINIREEZIC 2T, TEHE PRL
SWFHEN BEL B X #HEDTHED, Ron
51 (1981) HEXERSF Iz OEh LD D 3
~4{EEBEED PRL AFEL COH T EREBRHLT
W5, ZnX57HEEL, PRL BJEXEOK VL
B LT, ¥ B ERic S105 HE» bBASIT
#EXh3 L5k, PRL ofiflizdis & Sl
DI Ik D E T HTHH S EEL DR D. Lh
Lzhizfid PRLEOET 2R 0 THH LD b,
Giuliani BHOIERET% X >1ic, FMWcfEfiL PRL
O WEIFET BFEH TR Tkl b, BREERE
BIxBREOM, M PRLEAMKCINEEALE
RN BTHBHW,

+TIz 1976 48, Farrar and Pryor!® |% ergot 3%
A THhD bromocriptine (CB 154) % TIEX
FEOWRRE AL RIFIORE ARz LS L, B8R
& EBRAFIOTER 2\ LIIBA LRIz 3%
EFEARAMIC LoD Xh BB ERBRH IR T
gﬁ:ls'vls).

RB iy i LHM (X bromocriptine & [j#,
Em7TLIRA FEBTHHDOT, F—3 VEAC
YT, TR DD PRL Sk i+32 = &
MNFEERhC\B. Giuliani 519 (1982) i1 10 flo
A% LHM %#5L, PRL OEFELbic, B
REXOMS, UPP B\ T continence zone o

R LORAREEDET2RBD e LT T #H
ELTWA.

bhbhi, 12608 RIECERECAFZ RS
LT, Mi# PRLECHEFEQETE L T, HRIRE
227, REGFREROFREOBIEEDI. Lird
hbAREROBE IR GBI 2 ~ 4 BHEENT
Mieaxbhs o &, BHEEXDIBERRIGHTHS
5 B EMEER TR W R EARB IR

LA LABERDSD X brhdEe b b T, fi
HRREF R CHEFRENZ Lo, 45FL
LI EEM Giuliani & (600 pg/ HEE) L HN
TEN T LI LB DTIXIRNEE LS. HD O
IRABRCHMR D> bromocriptine i X % RIS
TE5 b, ZoOBOREKTHEDL LN D DIXEEE
Revexstr sy, 7REFRCBROATE Y, &R
BRI oMRIZE LA L OBATRETHSH. L
LaiE0%EX, PRL DETHEZEL L TO T
£, PIOBBERCL LT LOBELFVAENTH
5.
FEMESEES Es L N BRI 1Y a-adrenergic rece-
ptor 2B D, ZORBC X - TEENRERTVS
ZEIR X MBRT WAA, B A A a-
receptor NEEFEL2Y, HIMIROPEYX fR-TWwW5
ERBELN &I L, IRZIRIEAERSC
FIERINLR AKX v b B EREM ) T L HEER
a-receptor MFEFEL2ZY, a-blocker DO EH TuL i)
% prostatism DIERTF/FONDLZ L dbhoT
X }-22,28),

LHM o X 5 /g ergot FEMFLI FIERBED
a7 v+ AEAEBLTEHN®, ThiH
FEROBEEL SO T Lol LIREBETE
A4 3"

B B WIIAFI OB FRIRBSESE A, Rolland 51
D5 L 5z, prostaglandin E: DEFEZAHLTO
TR X B0 d Lhigods, wiluew X, AFOR]
VRRIEARIEC X3 % e s, &5< PRL KT
b EFSATWEGERE, WL, BENSEE, %
MIRE~DOEEIEH & OBFRRC X 5D Tiig v
LHEIhD., LHM i3, BfFAbIEEAL BE
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LI IiTZ 5 525, bhbh ORBRPOBRIVER
KEoTh%E5Tholdde, BHENEZILES
PTH-THMBHHECS L &2 b, RHERE
EoBrHio W EHEEI B2 2\ X VIRBHE
Fl, 1nE 2 ¥R EXFRTVFT VIR = VEIED
HRIBREFAOOE D), EELS.

Ed & &b

1280 DEBFE~RSERIIRICKIERE T, F—-23
AEHETHSH LHM 75~150 pg/ AR5 1L, HR
KA, REBERES e & OFHEE B THISICEE
TREER D BEH Rl

BEHLMF 7 =5 7 F VEOETF RS, FH
DEERHRL, o, FFHOH a-7 Fr+)Y
AERKERTETHL S &, XMELLITRRIR
fe.
FHEREREL LT ER LR Y FH-TH D, &
KE7vFe7vFry = VHEDHBITEERNCE
WhEELB.
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