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Aromatic L-amino acid decarboxylase inhibitor

(Ro 4-4602) & &MY OHENEMICEE 9 2 ZEH 2 AR

d

4 L-DOPA ¥EBESEf iR 5 & O Rl e iR

193 % 54, MAO-
nhibitor ® aromatic amino acid decarboxylase
nhibitor (Ro 4-4602, MK 486, = ®fi) O
aitad, &< iz DOPA decarboxylase inhibitor
DREPARPERBEICH T 2B ONTE <D
aanid 5 h (Pletscher &, Burkard &, Bar-

EiqE)

ZD - diT economizer @ ffH]

holini &, EH5).
ZL,EIJJ 2 (1974) 13 11z779 DOPA decar-

HO OH

HOD CHgz NH-NH-CO-CH-CHOH
NH,

seryl-trihydroxybenzyl hydrazine (Ro 4-4602)
[7 1. DOPA decarboxylase inhibitor om{t

yoxylase inhibitor ©& % hydrazine §5ii{k (Ro4-
1602, benserazide, DC-I 2ik9) & L-DOPA o
SRR DN THEE A, L-DOPA o BUUSH
Tig & A CMERIEO S gD/ tremorine
X JLTX«} s ER > L2 ot L, &
%12 major tranquilizer Tk % dibenzo-oxazepine
(EBo, 1970) KibERINI A2 L7y —Td

7 5L, % - harmine % harmaline ic X 21
A LT3 L-DOPA B4 X Do ifle
T ERERXRPSHICL, T OMEDHASEIK L
DOPA o economizer & L DOPA [} O HiiH;
BIUBWERIBREIZD Tlid, DOPA HiTlddZ
DR SN p O IRE AR ZERT 2 &0 )
LOEZH Sz Uiz,

A bk, DOPA decarboxylase inhibitor
SRR UIE LIV SN 32 & OB R
BV, 2noOMAEE, HEERIK L THER

I PN

BIRAYEFGEEPUE (X BBRABLE)
KT whF-EOEF o H-

W-E B B

AL

EBE A .

£ B A E

RIS LTid dd ey R, Wistar &5 v +
BRUOPEY +F 2RO TRV, EBRFEI
DOTRFERIEOFETIEY. 706 DC-I 2T
EAH IR SE RIE & 100 50 mg/kg (KIFIR)
AR,

1. §i parkinson 38 & OAFF LR

<= 2% HL tremorine 25 mg/kg (100 HiE-E A
) BTEHCIDELRINIREABICKE, T
#, WRAg7: & ORI EMERIMER 2 e E LTEY
MWEAERE T~

1) amantadine

amantadine 50, 100 mg/kg ORI O EMEA
85 Tl e ERITZE 7, £/ amantadine
& DC-I50 mg/kg &N X 28HTH 2 8ER

T DI.

% 1. tremorine {EFic k1T ¢ amantadine &
DC-I iR D2

3% % 1 tremorine /£
(mg/kg) MR A W | TR R
I 10 110/1010/10| 4/10 | 8/10

(tremorine 25)

amantadine 50 | 10 [10/10| 7/10| 8/10 | 5/10
100 | 10 [10/10| 9/10{ 8/10 | 6/10

DC-I 50 | 10| 9/10% 4/10, 3/10 | 5/10

amantadine 50

+ 20 {20/2010/20| 9/20 | 3/20
DC-I 50
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Z OPEFR I tremorine 25 mg/kg & 5 LB
DI ARG RIEIEERE, tremorine B G
OB E RO (L),

2) trihexyphenidyl (Artane)

trihexyphenidyl 1, ng/kg OKigi) DIEkERN

Fel5 e kb & BRI I A 23R &5 SNiEhD
f:. L DC- I 50 mg/kg (BEDO#S) =i

L BRERICIZZE AT D e hs, J:;—:E@ 2355
f,:falg tremorine &7 14" 5 , B 13 tremo-
rine BICH UV mElzZg« (5%2)'

#% 2. tremorine {Eflic ¥4 trihexyphenidyl
& DC-1 B D%

. % & g‘ tremorine {Ef§
=R
(mg/kg) % ;Mm WE | T | IR
b 10 ‘310/10 107101 4/10 ! 8/10
trihexyphenidyl
1 10 9/10° 3/10
2 10} 8/10{ 1/10
DC-I 50 10| 9/10) 4/10]| 3/10 | 5/10
trihexyphenidyl :
+ 1 10 1 8/10: 5/10) 1/10 | 3/10
DC-I50
trihexyphenidyl
+ 2 10! 6/10, 6/10! 1/10 | 0/10
DC-150

2. PKHRERIZE S OAREIE

v v A%, BIOED, (kiU phenylqui-
none 1Z & B FUEINL E A4S S LCTHEIER 24
7.

1) diazepam

a) Animex activity meter |C X % HI&HURE
1B 6 LD < v 2D EFEUHE % Animex activity

meter X Y AL, Chic diazepam 2, 5mg

/kg (0 2% CMC i) 22ORE592&, 1~60
IHH" [feE a~f HJEL&U]‘ ‘@(ﬁ(/}'b)lw HHENS.

Zhi CxJL, DC-I 50 mg/kg # diazepam X [@i%
b 7o T, diazepam BMURERE L D I hic
FEE S ORDMBH LM LD (F2).

75 DC-I 50 mg/kg i{ﬁi?m%&f (#) tiiM2B
WIRT C & BEREEIRICIZE L A KBNS HhiL
iAo fl

b) &

BRI - BB

ENE -

10 ED~ Y ADEGRZEF— I X2 — BB 5
THREFYICHE L.

diazepam 2 B X U s mg/kg @ M#EIC LD,
JHHEE 1~ 6 LI RITh i b 2hFNBE—1.3 C,
—1.8C 0 FHER L.

Ziuext L DC-150 mg/kg & diazepam 2 mg/kg
& OBFRFRNTR ST TIE diazepam BRSO & 3
FAs13 {, diazepam 5 mg/kg & OPHFIRETIR Mm'\“
B2 IR0 diazepam 51T~ TRODE L, B
FEDRHAR L7 (3). 724 DC-150 mg/ke Hifh
IBRTR&RICRE & A ERERS ST DT,

2) aspirin

a) ffid

LEEFERICII0IED < v 2 & fl L, aspirin
150 mg/kg (0.2 % CMC i) ROE50 pE
g A E WD &, 1~61EHP Hlichik D
—1.2°C (&) OWIETHM AR L I2hs, < hic
DC-I 50 mg/kg A0t LT SRR FHICIF s

. EARERD aspirin E%mmm@ifé& &) 5 2
EIZH NI hDT .

b) #UfHZhE

phenylquinone 0.02 93 0.2ml/10g 2= 2D

BOERIIEM L, ke S 154 2 £ T O stretching
U R e i R U G B DT (1 R I

aspirin 100 & X T 200 mg/kg & 0 5 Tls
IERREEAEEDONY, cihic DCIs0mg/kg
2R U2 BRIC S RO 2R I3, BERLIRIZ 4
CEY ootz F7 DC-I BISh© & SUnshitiz
ENCY A Riw i )
3. EICEEE
1) reserpine
@5;&}_@11 (Animex activity meter) X UR
THEAfRGE L, PR mE L.
a) HygEln
110 R <= v A DA FEME L, reserpine 0.5
BT 1mg/kg O MEHEASEIC X0 1~ 8 IHLLE
Whtc DEFEY D ERYT. Zhic DC-Is0mg/kg
2P LTS reserpine ST A BAS 2 15
Mmoo,
b) REA I
reserpine #4545 ORI T EA £ OREEIC LD 40
DO0EPOEMAD 4L EFTTOS BEICHhY, AT
L OEBOEE A0 I L.
reserpine 1 mg/kg OIIERBESIC L D 2~6F
Pt g € 3.0 ~ 3.9 SAOHEEDIRBR FEART M,

5.2 %3
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cogt/mn- Diazepam 2 mg/kg

|

nMx MJJ\

150 DC-1 50 mgrkg

1%0 Diozepam 2 mg/kg + DC-1 50 mg/kg

100

50

MM b | Agﬂmji M; - SJA.MLLG

¥ 2. diazepam o [ 38l gt ic K129 DC-1 g
A . diazepam 2mg/kg #1445, B . DC-I150mg/kg &Mk s,
C : diazepam & DC-T o 8/, by v v b3, HfhrsR.

control
P diazepam+DC-1
L-=" / diazepam 5 mg/kq

L-- DC-1 50 mg/kg

| 2 3 a 5 6 24h

¥ 3. =vxDEEICKZT diazepam & DC-T O %hH
control ! 0.9 &K KEDRE,
diazepam+DC-I ; diazepam 5 mg/kg, DC-150 mg/kg &5,
ez aiR CC), s rsRg.
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iz DC-150 mg/kg AT 5 & HTFPEMASIE v Animex activity meter T #I %0 8 L 72 28,

MR OREED 1 ~240 i F T Lc (#3). metoclopramidefimg/kg KA DHRBE T3
2) ethylphenylephrine (Effortil) Pl S B H ROE B | & 2 7s (, DCI50
& F OB IS A AU A I~ A mg/kg tODH I THIICH R O R A5
ethy]pheny]ephrlne 200 ng/kg OFHEIC XD IL SN HFIHIE SO TR,

|3 40~50 mmHg o -5 (adrenalin 5 pg/kg FHE%)
SEE L) &R g A5, DCI 50 mg/kg % o
ethylphenylephrine [Fjf® it 5.3 ethylphen- WEim o~ & & ¢ DOPA decarboxylase
ylephrine @ Bl 5. & O HF 15 ,< (+5mmHg)  inhibitor O{CHP/ARNIERZEICHT 2 ¥z
IMBLU o (4). WBPHEICHLTEIEL AL WTEHINZETE L OWEMNHA o508 (Pletscher
WA IRE DT, and Gey, SV 5), AE KHE (& TRk
4. metoclopramlde (Prinperan) JHES) X ONIEIEZ DO TOBRFIZIEE A ST D
1P B KU EHRITE A LB 6 LD = 5 R A NTWIREWENRTH S

AlHogEEC BT, L-DOPA %l Pe—+

#% 3. reserpine [ FIRICKIZ3 DC-T mfg v v, chIRIMIEE, WFICE(hE 52 2380, 4
) IR F R (10 4@ 4 score) #his L2 DY E OPIUL, WEEfIC DT
g 051 2 3 4 6 24 48 Mﬁ' AN TDY, fitL’lg-O) 5 ’1*.%%[24}\'4*6&?
L . M5 1) tremorine ReAAEME Lz b/ S—F v v v
reserpine 1o 0 650 3.03.53.9391.01,0 (amantadine, trihexyphenidyD) W)ﬁl}l "’\<

% %

WY
(mg/kg)

R L HIEEMASED SN, aspirin O] (hills
reserpiile DHUNEU) ThHREMREL oD, ?ﬁt reserpine
+ 10 /1.7 3.0 3.5 3.8 4.0 4.0 2.8 1.9 MU LT S ME 5.2 10t
DC-1 50 CAUTK L TANDIIRD 5 5 DC-I B #0 & 7
Score DA NIZ LIcb D& LTlE, diazepam |2 & %81
&0 04, 3/4 1 14, e (H ST OHGR) O b, diaze-
1/2 0 244, 1/4 1 34, pam |7 X AEKIHCKS 5 IEDFE L, reserpine (T
2B 4 4. S AR TIO DT 75 #4955, ethylphenylephrine

1 r
PE 0.2mag/kg DC-I 50mg/kg

]
A B C
[Xl 4. ethylphenylephrine Di)F -5z K123 DC-I iz
A : ethylphenylephrine 0.2 mg/kg i,
B : DC-I50mg/kg &k,
C : ethylphenylephrine o R (20 2%)
Bk, Frrn A dg, EEE 10 £
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12 & B LFYEH ORE ORGSR, metoclopramide
O HFERE DO TIPS SN, Th
SOMEERIZVTNIBYTRETHY, Lrdz
NnoOHRIZZNETNOTEMOIERICK L TRERS
BWAEEZ 5 OTIEEp D/, $73h b diazepam
YRR OBER, reserpine R T EOMHY TREER
gk {Ef], metoclopramide o HISETHDE LI,
DCI #NBEIRTIBEOHIMEIER BES)
X BEREMEEZL B L, i diazepam {E{k
ECsid AHEPiE LU ethylphenylephrine o ffi [E
R AR ER R, DCI ORMMBC X A1
HROHT a—NT I VT AREZLOBAEEX
nEVENL I NI TEL D

L LS5 NS DIERIRONThOEASERD T
ENHDTHDT, EFNENOEYOARENISERI
1AL EBEEINVEEDDDTH D,

Ei] Eo

&R, & HRIEAZEEPLLE LT DOPA
decarboxylase inhibitor (benserazide) & ®ff
Wu, MEERERE L, DThoEY s OHFF
T, SEMOIERICHT 2 AENTERIED SN
F, TREBBREREEDE L WAERPEIER
N E Y-V (RAV AT o
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ABSTRACT

Combined effects of dopa decarboxylase inhib-
itor and other several drugs

Yukako Kinosuita, Kooji Toxuvosur, Daisuke
Hour! and Kenjiro Kimisaima

Department of Pharmacology, Tottori Univer-
sity School of Medicine, Yonago, Japan

The actions of several drugs have been stud-
ied in the presence of benserazide, a potent
inhibitor of dopa decarboxylase.

1) benserazide did not affect anti-tremorine
effects of amantadine and trihexyphenidyl,
hypothermia induced by aspirin and suppression
of locomotor activity induced by reserpine,

2) benserazide slightly enhanced sedation
induced by diazepam and ptosis produced by
reserpine.

3) benserazide enhanced hypertensive effects
of ethylphenylephrine slightly.

Based on the results obtained, it was consid-
ered that benserazide did not change the essen-
tial action of the several drugs.
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