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PRATHIM PE R LARRASER (%) | "IV RERE (%) i (kg)
Initial PR ODEER] 100.0 100.0 3.7~5.9
30 H iz L 101.0 97.4 3.2~4.2
60 H iz L 101.0 93.8 3.4~3.8
90 H iz L 99.7 87.1 3.9~4.2




KEEM (25°C, 60%RH, 1,000Ix)

PRAT I MR LR RAERE (%) | o7V FEE (%) W (kg)
Initial IR D FEFH 100.0 100.0 3.7~5.9
30 H (7277 1x - hr) Eieie L 101.0 98.5 3.2~4.1
60 H (120 77 1x - hr) Eieie L 101.3 98.1 4.1~5.0
90 A (216 77 Ix * hr) Zibie L 100.6 97.4 3.6~4.1
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6.4tuFl & DESEIL (WEBILEMZEIL)

TOUH Y B L OB L D OB T E N HDOTT N U PERA L oA

T B X T B,

Fo W LT WRFI S ELAT 5 L EREILT 5 2 L3 H DO TR Lo WELE & ofid
BERHT 5T THD, [JPDI 2006]

(BE)

[f—S— R N F S 1—R EDEATL]

A = o RR— VEEZ IKITERRE LN « ZFHITIRE D LIRS EB L, LR RANOEHE

MR L b b BRI T L

) PRAEIER] (hrs)
HIEHEE
Bl A E % 0.5 1
N 1 S WoERAG HIRAG HRE
AT BT Lk gk (%) 100 65.7 41.7

1) FAEE N 50g +43L 100mL + A —3— « Ko8—)LEgAl (8 1/2 §8) +/K 150mL

MABIORFHIBWTIX, A —3—« RN LEEIZ BT DR b 2 T 5 BIEERI O F)
WA ARE LAKIZEEME L7223, IR L 2K 2 HELE T 5 & O TIiEZRu,

KAECMEDRTEIZITE > TR, REIOERGTTHD LR R ROGERTOA T =
DEFDBIRE D 1 D TIEARV o EHER ST,

7OAHM
AA NI TLAR R/3100mg « Rk 7 ¥ NEEEHE 28.5mg #E) 12 X 2 EHRABRICE S
‘a-—éo

8. EMFHIRERE
Y L



9.8 XIP DB DHERHRE
(1) VARRARDA-T I 7 oF ) UK LD R AR
(2) Nt T Y RHEBIED 4~V AF LT 2 ) RURT T B RRIRIC L D REAKIE
Bk~ 777 4 —IZLD VLA RANKRUNRE T Y NERRE O

10.8EPDAVRLDEES
Wik7a~ 797 44—

1. 71
RN

12BEAT D AIREME D & 5 33

L B/
TN I I KB R
H
N )
0
O
0 N .
H melanine

Nt 5D NERIE
MBS TS X B

HO OH

0
HO CHz [

_N=NH -~ C CH -~ CH:OH

HO {}*CHz NH2-HCI

HO  OH 0
I
HoN— NH — C— CH — CH20H

|
NHz-HCl

1 EENRERGESR - NENERGEERICHT S1FR
RN



14.F Dt
AR



V. JAEICEAT HIER

1.5RER (E3N R
IN—F YRR - IN—F Y UEIER

2RERVHE

LR RARREGHIOLE

WEERAEYIE 1 A& 1~3 8% 1~3 BIZ/mF T, BEZICRO&ES L, 2~3 HEIZ1 HE
1~2 BET oM L, HeFFm s LT1H 3~68Eakn&EE57 5,

LR RARBGHIOSE

W RAMIE 1 B &ITBEGFO VAR RREOR 1/ IZHY T 5 LA K& (KA1 5P LR
R/X100mg &A) ([CEIV#ix | 1~3ENZ/HIT T, BRICRERAFEEG L, B b L < I3
L, MR LTI HES~62RAKET D,

B S, ERIC X EEHET S,

7T.RERVHAZICEHET SR

7.1 BEIZ LR RANBBRBAI OF G- 2% 1T TW D BE T L TAR 2 57 5 55123,
ViR R &< &b 8RO Z B W T b ARz &G540 2 &, 22
L. TOMDOH—F Y L AlDOFE 2 P kT 5 5683720,

7.2 VIR RANHRBFIOR G221 TORWEE IS L TR R 5T 256103 &
OB L, BERZ TIATV, HEICHERFEE THET S 2 &,

3. ERPR A&

M EBERT—2/\y 75—
A RSAN

(2) BRER=R -
AHERUVREMICET 558
E A — AR ER R ER
[EN 20 fig%, 239 FlD/N—F Y IREE x5 & LT S vz — AR 12
BWTEBEMERE T 79.1% (189/239 f5l) OF#hFE (FEELGEL E) 2R Lk,
FEERBOA 2 (P EYGED ) AR 42.1% (82/195 #i)) | =1k 40.9% (63/154
), MEEh~EH) 32.6% (62/190 ffl)) Th-o7- 2,
BIVE R S BLAEE 1% 53.6% (128/239 f5l) TH o7z, EREMEMIZ. VAFRT—
21.3% (51/239 f1]) . W& 7.9% (19/239 f5l), BAARIEL OO Y A F RV — 4%
5.4% (13/239 ffl) TH -7,



ERNZEEREEHER
IR—=F UV IR E AP ERGE LTI 0 AL — "B LD LR RN T Y
RELAFI & LR R o " HEEREEGRBRICH W T, ERIORAHIEIC & 5 etk E
B, LA SAHEICRT WA OES & ik LSRR, WIind LA
RARE T Y REAHINAEIZENTWS Z ERED LY,

i (GEFHIR)

P ann A% THS VAR BSOS
n=90

BIVERZE B 13 52.2% (48/92 f5) TH 7=, LBIWERIL, BH AR 18.5% (17/92

B) . AR 17.4% (16/92 f) | W& 15.2% (14/92 i), ¥ A F % — 13.0% (12/92
Bi) M OMERE 8.7% (8/92 i) Tod 7=,

2) tEPEEL : — AR RBRAE (1979 48 8 F] 27 FUKR. HFEWEMES X. 2))

3) AKEFEFIE A « At SR, 1977; 218 807-834

(3) BRPREEIEHAER
B A

(4) HFEIRER -
P - L 2

(5) WREEAIEAER -

1) e BB TR BRIGHE -
AR L

2) LLEEER
['V.3.(2) ERRZIR EN —EEREEGAER] S

3) BB
BN A

4) B - FREERIGER -
M LN



(6) ‘B BHIE A

1) ERAKRRE - REEARERE FHRE) - RERFTRERAR (TIREEREK
AER)
A% L0

2) RREMHLE L TERFEDONBXIETER L I-HBROME
L



VI. ZEHERBICEYT HIER

1.EEZHNICEAESH HILEYRITIEEYEE
LR RN L E R2KFI) OECAH

2 B

(1) YERERLL - 1EAKE -

R

AFNZER STV D LA RAIMANICEBAT L, $ERSME T CTh DIk, BE%T
RIS NWERZ H BT, —J, FANCEE SN TWDLR T Y REREE
X A ECIHMNICEATE T, TR, B, DI DMBERMIC BT RSB R RS
ZREL, RKIfTODT a— 7 I UFEEZMHI L, A LA RGREEZ & TE O
N~OBITEEZ NS5 0,

B, VAR RREAIE B KRBT E X 2 By fFHOREZ T L A EZIT IR0,

(2) FMEBEM 1 DHBRAME -
1. MR G MIERD DOPA RUA T I—LT S VREICRETHRA (59 1)
N TV RE LR K SE BTS2 LI &Y BRI T LR SR LR
R/ SR ST LB L, 72 iR LRI OBRIC 25 L B2 5N 5
FaA—AT I (EICRAIY) BEEED L,

BADOPARU MmiEFHFDOPAR D
Catecholamine M2 £ (1B 1) Catecholamine M & & (1#:fE &)

30 n mole/mL 404, mole/g

e—=o CA /’I\ = e—=o CA i
= — —m DOPA ’ = — —m DOPA N
// 30 , I
’
20 /E E//
’ 2 s
/ -
/7 e
’ o
4 ’
10+ ,E e
7 104 o
/7
’
om o — o o o o
o L ‘ ‘ ; ‘ ‘ - ' ‘ : :
L-DOPA2.9 11.7 47.0 198.9 500.2 mg/kg L-DOPA2.9 11.7 47.0 198.9 500.2 mg/kg
Bk Benserazide BR Benserazide

(v MZ"C-L-DOPA 20mg/kg, “C-L-DOPA 20mg/kg+Benserazide 2.9~500.2mg/kg &M% 5)

2. BMABELID B/ VREICRIETHER (S b))
Nv TV REVR AL T L2 LIk D, IMNOEREL Ch D &K D
NI VR, 10 FFEO VAR RSB G &R 2R Lz,



REEEIICETH BN VIRE

=
-
==}
=5
L&

KR E

N

I////] Benserazide 5mg/kg+L-DOPA 20mg/kg p.o.

[ ] L-DOPA 200mg/kg p.o.

T90

FI

L L L
0.5 4.5 5.0 55 6.0 ug/g tissue
RINIVRE

3. ERMIREICHT DR (YIL)
T =7 A FNDORIZRBREDOREEZ N %2 TAE L D IREICH T 2R 2 Mmat Lz,
BRI T Y REOH LIEENE S L2856, LA RSB B G R T
DEO VIR RNTIREROIHI NG HivTe,
4. %1 tremorine fEAH (¥ X)
Rt TV NE VR RREJHES LIS G RIS ICf S v7c, bR RoVE
ME Rt T Y REM T RITRD b ho Tz,
5.4 reserpine fEA (¥ X)
Rt TV REVAR RREGH LSS, VA BB E A B EK T RO
Z L7 =Tt LR - BIEIER 2R LTz,
(1) EEhEAX T3t 5 2R
LR F2¥200mg + X0t 7Y R 50mg/kg #5125k 0 LR RoSHMEHR o
RARTLHER D 2~3 (G OEB EH IO b,
Rt 7Y REMES CIIRIIR S 2o Tz,
F2, FABOERALICB T 2851341208271 KO8 : 1T~ -oTz,
(2) BB LT —ITkIT BN E
LARRKROBZ VT — 12T 2% EDyy 13Xt 7Y REHHA LSS
95mg/kg. HIMDLE AT 420mg/kg Th - 7=,
250mg/kg LA F DXt 7 Y REMTIIZIRITRO bivied-T-,
6. LR FNEEHELIZINT 2N 25 FOMHEER (4 X)
LR R/ 50%IMA R B, LA RSEIMOEE 1.1mgkg, X272 RIFHOE
A LR R/NET 5.3mglkg TH 7=,
(LA RTERIRNE 5. RotB T Y RIZ LR R SR IEEN B

(3) VERRIRIERE - FikhERT -
BRI L



VI. EYEREICEIT HIER

1.MHREDHER - AIEX

() ARELEDLMPERE
P - Y 2

(2) &M FREEERR
[VIL1.(3) FPRARBR CRERR S 7o iR ) DIHSIR

(3) ERRAEBR CRERR S M- IMAFIRE ¥ -
R=F 0V PFERE 3HIZ LA F/3300mg & X2t T R 75mg OELA % HEEE 1
BTG LI 2D LA RAOMAREHBIILLTO LB Tholz, &G54 2 K Thom
1.5~4pg/mL %/~ L, 3 FfilE TD AUC 1% 4.69 + 1.1pg - hr/mL ThH o722,

(ug/mL) o----0 3D FFE
o— JEHI1
—a JEfI2
-------- = fEfI3

4

C
N

((
i}

|
2 3 (B%f)
PR—=F UV FREICHREROKRE L2 & &0 LR RO EHER

(4) hEE
P Y 2

B)EBE - HRFEOTE -
(VL7 ¥ BAER | TVIL12.F DD 1EE | OIESHR

(6

~

BER (KEaL—3>) BATISEYHIB L - EWENBEEHER -
MR L



2 RMEERI/NT A —4

(1) BRI F5:
DR L

(2) RAREFE T2
MR L

BYNAFTRALAZEY T4 7
RU+EFDF
UCHE b G R—F oV REE 6 Bl PG L, ik v FLr—rarhvs
H—CHIE
BHRZE 69%
BEEAHFIRS : 69% & 00K

(4) HERERY -
LB L

BYVIVTIUR:
PA)- L e

(6) DT ATE -
M ER R L

(7) MBEBESE .
(%)
invitro\ZB1F 5 X027 Y KEt MLET VT I U OFEEEIT 0.5~50png/mL OYRE
FiPHTHI 20~30% TH - 7=,
nvivo lZBW TR 27 Y K 12.5mg B, XX, L7 K/350mg & L7= DIC @
Bitr, Nt 7Y FOMIEEBMEGRIIME & b 51 30 7T 7T7%, 4 K1 T 88%
Tho7T,

3. 4R
WRARERLL - /1N

4.5

(1) MMk — BP9 EEtE 59
(BE: S5y FTOT—4)
- LAR RN
ARENI VAR RPN~V IAEFNTHERHT 2D TH 5,



Z v MZMC-L AR RN 50mg/kg &Xt 72 K 12.5mglkg # HEIREOEG L2 L 2
5 1.3~32.1tg DOPA ¥ &/g DHLY IABRD IR STz,
s RUESUR
« T MTHUCRt TV N 12.5mgkg ZHEIREO#KG LI ZAF— T UF 7
T A TIEHMAN~OBITIZIEE A ERD DN T2,

(2) % —BRBEEAPT R IE 14 -
(BE . Sy FTOT—4)
MiRZ v b (18 HH) IZENENDOHSMEME Z -\, LR R/ 50mglkg &t 7
¥ K 12.5mg/kg # Hl, JfH EHAEDERFILIZEZAUTOLEBY THhoT-,
- LR F/X

- B OFH & B IR R ORI A~DOBATHFR D b, RHARIM AR E O#HER L
ENZ R Th o7,

- PEFH TR IR A~OBATRRES AR INTND D, ZHUTRHEIMH D LA RN
DIFERENR BT Y RORBTRELI R, — K7 I /L FKIC active
transport FMEIZ LV, KV ZLRIRICBIT LI D L HEE L T 5,

By RHAIMAE (11.3) >HAE (7.3) >80 1R (5.0)
Bt ke 2 (28.00 > (21.0) >RHMAMEE (13.4)
(Beh54% 1 WefifE, pg DOPA 4 &/g or mL)
RS FR

- B OFA & O R EIEE IRIRE e S DR LD A, RHAM & TS L
ZOREIZOTNIEL . BREOCEKIZEONTEHALNERETHY | N
7Y RORE~OBITEIID WO EHER I,

B RHAMEE (2.2) > (0.8) >ARIE (0.1)
v - RHARMmEE (1.5) >HRE (0.5) >HRM%E (0.1)
($25-1% 1 BefHfE, pg BSZ Y #/g or mL)

(3) HF~ DT -
(BE .SV FTOT—4)
D% 7y b (14 HE) ZHV, RE@EREOIH EFRRICRF LI ZAUTD LB
DN TCThole,
- LAR R
- A ~OBATIIRER SR OS5 E L RIS IREHS L0 OB TE— 270
BihTunab,
- HHEEZZADED E LR RROAF~OBITIZOT b o L Ebhi,
B i (7.0) >t (2.3)
BEA ¢ I (9.0) > (4.3)
(P& 5% 1 WEffE, pg DOPA ¥4 &/mL)
RSO FR
- T A~OBITIZOT b 0 L b,
By i (1.2) >3t (0.4)
B$EA - I (0.5) >t (0.3)



(Feh5-1% 1 HEfEIME, g BSZ % &/mL)

(4) BEBRADBITHE -
MR L

(5) TDHMDIEB~DFITIEY -
(BE . Sy FTOT—4%)
UC-L 7R K 850mglkg & Xt T KN 12.5mgkg %7 » MIHFARO®HEE L L X,
30 73 1% DUHHAR ~D e A X, B > Bl > R > 15 > @5 > B > Mo > fiti >
JHIEONETH > 7= #),

5.4t

(1) BB R VARG + 9 -
IR—=% V) FHREIZ LR F23200mg &0t T Y R 50mg OEEAFI AR O#%S LT
L&, BH% SEFHOMAEF LA RN 3-0- A F /L KX (3-OM-DOPA) B IX L
AN RN 1g HARGRE LV mfELZ R~ LTz Y,
(BE: Sy FTOT—4)
LR R/
Z v MZ VAR R2¥50mg/kg, DIC (N>t 7 Y KN 12.5mg/kg + L7 KX 50mg/kg) %
FROEE L, T R ORFRE 2 G L7e & AL RN E 2 bz,
DIC #5- TiX LR RSBl Bl L, RIBICE T 5 DCEMERMEl sh b7z, i
W, D TIET X /8 (DOPA, OM-DOPA) 28R L, 7=/ —/ vk (DOPAC,
HVA), 7 a—n7 3 (F & LT Dopamine) 2372 < BN TiZ DOPA 7 10 1%,
T a—7 I UM 5~10 15, DOPAC,HVA 78 2~10 f&&E\ >,

(B 5% 24 KRR OEIE %)

Al ivas
AA DOPA 3.9 2.2
(72 1B) OM-DOPA 14.2 9.6
NE 0.4 0.3
CA
(BT a7 3 ) DA 15.1 9.7
3-MT 1.6 1.6
X 8.2 8.1
VMA 1.0 1.6
PCA
o MHPLA 15 7.6
(7= ) =N AN ) DOPAC 7.7 48
HVA 25.2 26.6




HO CH:CHCOOH DC_ CH2CHzNH2 opH HO CHCHaNH2
| \
HO NH2 OH
’\ (NE)
& < AO
30@/ (DOPA) 00“\ / \
normetanephrine gqaﬁdgl?g(:gitiy
CHsO CHsO CH2CH2NHz NM
@ CHzC‘HCOOH (NM) (DOMA)
HO NHz HO CHzCOOH MAO
(3mT) )/@
(OM DOPA)
DOPAC) vanillyl mandelic acid
TA (VMA)
CHa0 CH2COCOOH CHs0 @ CH2COOH
HO HO
(HVA)
(MHPPA)
P e
// COMT : Catechol O methyl transferase
// MAO : Monoamine oxidase
e
P Ve DC : Aromatic L-amino acid decarboxylase
CHs0 DBH : Dopamine B-hydroxylase

CH2CHCOOH
‘ TA

g

(MHPLA)

HO OH

Rotw539FK
Z v MZ_rt 7Y R 500mgkg ZfO#5- L,
REIZHON TR LT,

HO OH

HO

Transaminase

24 R J O 30 p 2 cERI L, &

I
CHz—NH—NH—C—GH— CH.— OH

NHz

Benserazide

‘ Leucine Aminopeptidase

OH OH
TR F I (40%)
HO CHz— NH— NH2—>|::
AFIAEH (15%)
2, 3, 4-Trihydroxy COMT
Benzylhydrazine (0%)
[TBH]
OH ‘ OH — JIL7OVEIaE M (13%)
HO COOH———»— XFJL{t# (2%)
COMT
2 S, a-Trinyeroxy e B A (1%)

Benzoic Acid(3%)

[TBA]

% : FRAPKEY DI FE LR



(2) RHMIBI5T HEFE (CYP450 %) DHTH :
BB L

(3) NEBBHNROERRVZ DA -
MR L

(4) KO FHDOERR ULE -
LB L

(5

~

EERBDOEERIT A~
R L

6.5k 7Y

(1) HEH BRI B DR RE

LR E/S

IR—=% V) FBREIZ LR F23200mg &0t T Y R 50mg OELAFI AR O%S LT
L&, B4 SR E TORF LA R PRI EIT LR RoX 1g HAIR GRF T 0.7% CTh
5 DOIZR LECAHITIE 20~25% & B L 7= 2,

(BE . Sy FTOT—4)

7 v MZ LR K23 50mg/kg, DIC (V7R K/N 50mg/kg +~X &7 N 12.5mg/kg) %
OG5 & 48 B £ TORPPEINT LA R34 5T 84%, DIC %5 T 72% TH -
7o FEHAOPEMT 24 FFR £ CTTHAE & b 10%H12 Th o7, FMAH T~ P
Mg &b 48 FE CTIRIE 16% TH > 72,

RoE5TF

R=F% Y FBEEIC LR R28200mg & X2t T Y R 50mg OEEAFI R O#%S LT-
BA . BH%6~THOR, BH~0OX v 5 Y FHEM&I 88.3 + 14.0% (J& 63.9
+£6.9, #24.4+20.00 THY, X7 Y REMEE L, JRPIC 4.7~12.0%% < HE
M ENTNHEEIT RN T,

(BE . Sy FTOT—4)

T v MZ_UtE 7Y R 12.5mglkg /% 0% 5325 & 48 B £ TIZIR 1T 46.2%F
(2 53.2%HE &7z, F AR 10.3% TH 7=, £72 LR K% 50mglkg & DOFF
RIZ L 28T LR o T,

(2) HEitH 3= -
[VIL.6.(1) HEMEEIAL K OVR S | D IA S R

(3) Bt R
[VIL6.(1) HEMEENAL K OB ) IS



7.+ 5 o RR—E—IZH3 B1E#H
LARRANE, 78T AR—F—Td 5 LAT-1/2 OIE L 72 5 a[REMEDN RIB ST
b\%) 10)O

8 BIEIC L BBRER
mMER L



I ££% (ERLOIES) (CEJ SHEHE

2

S

*

P i

B2

ERNREFNDHERA
EIH TN

ERBEEETDER

2R (ROBHEICEESELGWNI L)

2.1 PR ARNEOSRESE IRE FAZEZ L, IERAET 2B8F0U01H 5, ]
2.2 AN DA% LIBBUE DEEERE D & 5 B

SHEENITHRICEET HEE L ETDEH

BRE I TV

ARERUVAEICEET 5FTE L TDER
V.2 MEROHE] OESMK

SEEREARNIE L TDEH

8. EELEARMIE

8.1 PAZEMARKNIED B END & 251X, MAKRED 2 WIZREMREZITS 2 & nH
F LW, [11.1.5 2]

8.2 LA RRBAIOEMBEEIZLY, UTOXIRBERBHLDLNLDLZENHDHDT,
WY 7R B ZITH &,

- wearing-off (up and down) HENH 5 ONZEAICIE, 1 B HEOHHFEANTH
a3 EOMEEITH Z L,

- on and off FIZ N H & O T- AL, HEFFEOWNESUIREEZ1T 5, JEREAL
B L CIE, ZoMopi S—% 2 Y VAIOGHHEDE 2175 Z &,

8.3 HIJED W ZER AR, BIIR, FRHEIFEE R OEES - 97 - AR O
BZDHZENHDLOT, REIEGHOBEICIXE B HOEIRS AR 2 5 B O #
RIZIIEFE S TR VWE S EET S 2 L&, [11.1.4 /]

8.4 BL XU VRIS (BRE /7 I U LEERILEAD & OfFHICERL Tix, A
ANCLTE LX) VEBESEORM CGEEASRT 2 L,

8.5 LR R/ST RS U FIBMEBN RO L HIZ L0 | R (AT O FR 5
DI AR 2R 2T L 0b b, FiIc v o 7 &2 #0514k
RE) . JRIIMERRTTHE, MUAMEIEE . BEFoHEHHIEEENRE S TWD, o,
UAR RARZEE INTBEIZBW T, EHEfEEEIOMZ TUAR 2B a2
2RO D R VIR FEEESRE SN TWD, BEROFEFIZINLLD




JERIZOWTHBA L, 2O DIERBREEL L 25E610E, BEXIRGEZFIET 5
72 EWUIRAE 1T O Z b,

8.6 WIMMEZ M, M/ ML NS Hbid Z &bk D 0T, EMICMERE % Eliti9
5 &, [11.1.3 B8]

(fRER)

8.1 [IVI.8.(1)) »IES ]

8.3 [IVI.8.(1)) »IEEMH]

8.5 LA R/REHBANZIBNT, R HIRREEEGRC B 2 EPEFIAER L T
Ll Fo. UK RNERERAORINGSA SCEIZB W T, R3S R EE R
T A EOEENTEHIN TWDHZ L2 FE 1, EEMELITY L E LT,

(2020 4 1 A 21 B BEARBAEI - AIGH AR ERZ 2N BAEAR R 0121 8 1 5)

8.6 [IVI.8.(1)) DIEZH]

BRENERERIT HEBICHTHER
(1) BHHE - MEEFDOH D ESE -

9.1 BHHE - MEEZFOHIEHE

9.1.1 BEB. T-HEHEBEODHIEBEEXIZTOBREREOHDESE
HENE T BENLH S,

9.1.2 M¥RHEDEE
MPED ERHZFERL, A VAV U HLEEARKIEDLEORERH 5,

9.1.3 EELGD - EERE. [RKEXMEXTANBREBEOHDHESE
O DOIERNENT HDBZEZNANH D,

9.1.4 EHRAMEHRERNEDEE
REEAAZEZ L, ERPEL T BENNH S,

9.1.5 BRIERAFHFMEROHLHESE
FAER DB T D B8EZNRH D,

9.1.6 BEERILEDEE
[15.2 & ]

9.1.7 25 MUTDEE
[15.2 ]

(f#E%)
9.1.6 [[VI.12.(2)] DIEEME]
9.1.7 [IVI.12.(2)) DIEHM]

(2) BHREET RS -

9.2 BHREEERE
BITEAD B Hobh o BENrH %,




(3) FFHREfEE 2% -

9.3 MFHRelEERE
BITEAD B HobhoakBEnnd %,

(4) &IEReE BT 5E -
BRE S TN

(5) 44 -

9.5 1E4m
PRI AR L T D ATREME D & 5 eIzl &G LW Z EREE L, )
W (V) THIEEORE., RSSO RE ST,

(6) #=3L4m -

TG OISR ORRLRE O A RMEZ B L, AL Ok 9 1k 2 5
L2 &, HitpinimishsksThrd o, £@mER (F v F) TLUR
RADHI AT BN TN D,

(7) INR
BRIEZI LTV
(8) B EnE -
9.8 SN E
R, RIR, 2%, MFEERTEOREHRS 5N bBENNH DD THEET
BHZE, —RICAEEBEREMET LTV D,
7ABE{EH
(1 HREZEZEZTDHER
BEIN TN
2) BrREFE L ZFNER -
10. B E1EA
10.2 $tEEE (BHRICEFET H L)
HRF 4, S BEPRAEIR « & 71k &P - falRIN 1
LB L e Al A RS2 I L. ABH | IR D R32 v & S8 T
FRIRFD OERREET T 28720 d | R—F 0 Y UERFE S
50 50




AN %

BERAEAR - HE T 5

B - falRIK

AR CELEIE S

mNEARY R — LA
Eaaliil
=2 =gV

T x ) FT Y REA
ranrrawy %k
TFa T x ) RIEA]

KA OIER WG 2 Z & 23
BB,

INHOEANZLY K83
ZRRDGER X5,

SORAY LR

AFIOEM A WET T DX
W%,

PRRRY UBGIRTO KoY
UK AW S ATREME
Wb o,

A=E/0 R i BN
TR

73l AANOEARNHET2BFN | FL—FE2EHR L. AFIOK
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4. Clinical particulars

4.1 Therapeutic indications
Parkinsonism - idiopathic post-encephalitic.

Previous neurosurgery is not a contra-indication to Madopar.

4.2 Posology and method of administration

Dosage and frequency of administration are variable and no more than a guide can
be given.

Posology
Adults

Patients not previously treated with levodopa
The recommended initial dose is one capsule or dispersible tablet of Madopar 50 mg/

12.5 mg three or four times daily. If the disease is at an advanced stage, the starting



dose should be one capsule or dispersible tablet of Madopar 100 mg/25 mg three times
daily.

The daily dosage should then be increased by one capsule or dispersible tablet of
Madopar 100 mg/25 mg, or their equivalent, once or twice weekly until a full
therapeutic effect is obtained, or side—effects supervene.

In some elderly patients, it may suffice to initiate treatment with one capsule or
dispersible tablet of Madopar 50 mg/12.5 mg once or twice daily, increasing by one
capsule or dispersible tablet every third or fourth day

The effective dose usually lies within the range of four to eight capsules or dispersible
tablets of Madopar 100 mg/25 mg (two to four capsules of Madopar 200 mg/50 mg)
daily in divided doses, most patients requiring no more than six capsules or
dispersible tablets of Madopar 100 mg/25 mg daily.

Optimal improvement is usually seen in one to three weeks but the full therapeutic
effect of Madopar may not be apparent for some time. It is advisable, therefore, to
allow several weeks to elapse before contemplating dosage increments above the
average dose range. If satisfactory improvement is still not achieved, the dose of
Madopar may be increased but with caution. It is rarely necessary to give more than
ten capsules or dispersible tablets of Madopar 100 mg /25 mg (five capsules of
Madopar 200 mg/50 mg) per day.

Treatment should be continued for at least six months before failure is concluded from
the absence of a clinical response.

Madopar 50 mg/12.5 mg capsules or dispersible tablets may be used to facilitate
adjustment of dosage to the needs of the individual patient. Patients who experience
fluctuations in response may be helped by dividing the dosage into smaller, more
frequent doses with the aid of Madopar 50 mg/12.5 mg capsules or dispersible tablets
without, however, altering the total daily dose.

Madopar 200 mg/50 mg capsules are only for maintenance therapy once the optimal
dosage has been determined using Madopar 100 mg/25 mg capsules or dispersible
tablets.

Patients previously treated with levodopa
The following procedure is recommended:Levodopa alone should be discontinued and
Madopar started on the following day. The patient should be initiated on a total of
one less Madopar 100 mg/25 mg capsule or dispersible tablet daily than the total
number of 500 mg levodopa tablets or capsules previously taken (for example, if the
patient had previously taken 2g levodopa daily, then he should start on three capsules
or dispersible tablets Madopar 100 mg/25 mg daily on the following day). Observe the
patient for one week and then, if necessary, increase the dosage in the manner

described for new patients.

Patients previously treated with other levodopa/decarboxylase inhibitor combinations
Previous therapy should be withdrawn for 12 hours. In order to minimise the

potential for any effects of levodopa withdrawal, it may be beneficial to discontinue



previous therapy at night and institute Madopar therapy the following morning. The
initial Madopar dose should be one capsule or dispersible tablet of Madopar 50 mg/
12.5 mg three or four times daily. This dose may then be increased in the manner
described for patients not previously treated with levodopa.

Other anti-Parkinsonian drugs may be given with Madopar. Existing treatment with
other anti—Parkinsonian drugs, e.g. anticholinergics or amantadine, should be
continued during initiation of Madopar therapy. However, as treatment with
Madopar proceeds and the therapeutic effect becomes apparent, the dosage of the
other drugs may need to be reduced or the drugs gradually withdrawn.

Elderly
Although there may be an agerelated decrease in tolerance to levodopa in the elderly,

Madopar appears to be well-tolerated and side—effects are generally not troublesome.

Children
Not to be given to patients under 25 years of agetherefore, no dosage
recommendations are made for the administration of Madopar to children.
Madopar capsules are for oral administration. They should be taken 30 min before

or one hour after meals.
2% : Madopar 100mg/25mg Hard Capsules

SmPC (Madopar 100mg/25mg Hard Capsules) OFEAlII Tt 2SO Z &
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5 A
F—A NZ U7 D458 0 (An Australian B3*
categorisation of risk of drug use in pregnancy) (2021 4% 4 A database)

% : benserazide / levodopa

5% O E
F—A N7 U7 D53¥E : (An Australian categorisation of risk of drug use in pregnancy)

B3 :

Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed. Studies in animals have
shown evidence of an increased occurrence of fetal damage, the significance of which is
considered uncertain in humans.

(8% . B TORR (EE SmPC* : 2020 £ 3 A7)

4. Clinical particulars

4.3 Contraindications

Madopar is contraindicated in:

(~omission—)

- pregnant women or women of childbearing potential in the absence of adequate
contraception. If pregnancy occurs in a woman taking Madopar, the drug must

be discontinued (as advised by the prescribing physician).

4.6 Use during pregnancy and lactation

Pregnancy

Madopar is contra-indicated in pregnancy and in women of childbearing
potential in the absence of adequate contraception (see section 4.3 and section
5.3).

A pregnancy test prior treatment is recommended to exclude pregnancy.

If pregnancy occurs in a woman taking levodopa—benserazide, the drug must be

discontinued (as advised by the prescribing physician).

Labor and delivery

The safe use of levodopa—benserazide during labor and delivery has not been
established.

Breast-feeding

The safe use of levodopa—benserazide during lactation has not been established.
It is not known whether benserazide is excreted in human breast milk. Mothers
requiring Madopar treatment should not nurse their infants, as the occurrence

of skeletal malformations in the infants cannot be excluded.

Fertility

No fertility studies have been performed.
% : Madopar 100mg/25mg Hard Capsules
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4. Clinical particulars
4.2 Posology and method of administration

Children
Not to be given to patients under 25 years of age: therefore, no dosage
recommendations are made for the administration of Madopar to children.
Madopar capsules are for oral administration. They should be taken 30 min

before or one hour after meals.

4.3 Contraindications

Madopar is contraindicated in:
(~omission—)
- patients less than 25 years old (skeletal development must be complete).
2% : Madopar 100mg/25mg Hard Capsules

SmPC (Madopar 100mg/25mg Hard Capsules) OFEfllE Ntz &Moo Z &
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. R A %4
PRAF St AHEREH - - - - :
Initial 138 2 14 4 4 6 1A 8 I
LR RAEER (%) 100 98.5 97.1 95.6 99.8 98.1
Avv7 YV MEBEREE (%) 100 97.7 93.9 83.0 74.5 73.2
95C %A (AE) — 2.6 4.6 7.7 7.2 6.7
T5%RH | (%) 2.2 3.9 3.7 4.5 4.5 3.9
V2% '%oxd) : : - : - .
WARE | IRE | WIRE | WIRE | WBIRE | BIREe
A (R R) | (O A) | (R0HER) | (O R)
(RER) | (RRER) | (PRER)
(—) (—) (£) (+) (+) (+)
LR R (%) 100 99.8 98.6 97.7 98.7 100.4
Avv7 YV MERBERGE (6)| 100 96.0 89.0 70.0 37.1 28.9
95°C A (AE) — 3.5 4.5 10.4 9.8 10.3
T5%RH | gzEiE (%) 2.2 4.2 3.5 4.9 5.6 5.6
(v — Vi) - - - : - :
YR | WORE | BORE | BORE | BIRE | BIRE
S (R0 ) | (ot fn) | (M) (He) (Hhe)
(RER) | (BR) B | (O
(=) (%) (+) (+) (+) (+)
LR RASEAER (%) 100 98.3 98.2 99.3 99.6 98.9
SEEOCT [AvrTY NEREREER (%) 100 99.0 97.8 99.8 98.4 97.1
25°C
50%RH A (AE) — 0.6 2.2 0.9 1.0 1.2
1,0001x  |Hz ek (%) 2.2 2.7 2.6 2.4 2.4 2.4
(V7 AR5 8) - 5 5 y N y
SEL WARE | RIRE | WRE | WRE | WBRE | BIRE
(=) (—) (=) (—) (—) (—)
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Initial 138 2 14 4 4 6 1A 8 I
LR RASEAER (%) 100 99.4 99.4 99.3 98.2 99.7
Ry¥ Ty MERERER (% . . . . .
- vEIV VERERGESE %) | 100 99.5 99.9 99.3 98.5 97.7
25°C A (AE) — 1.9 0.7 1.8 2.1 2.4
?%ﬁﬁ ML E (%) 2.2 2.7 2.6 2.4 2.7 2.5
(¥ — V) R | WG | RRE | BRE | BRE | BRE
S8l (Ro01kfa)
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