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AT FIX2024F 10 LGETOE IR OFEHICE S X HET Lz,

AT ORI, ISATBEEN IS E RS S O 3 A R R~ — U THER L TS 1280,




I FRIAOFS[E OBME  — A Ambeisiis—
(2020 4 4 AET)

1. BEESA VI 1— T+ —LIEBORZE
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DOPA Decarboxylase Inhibitor Combination

HVA

REN=Y B (homovanillic acid)

LAT

T B T AR—Z— Lty 27 . (L-type amino acid transporter)
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EAHIR ST RIahR s B 5 Z LN TEARVIES S 722 < 72,
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MrE 5 3ANABR ST,
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EC-Doparl® Combination Tablets
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iz L
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LR K23 (JAN), R_uv T2 RiERE (JAN)

(2) 8 (@)
Levodopa (JAN, INN). Benserazide Hydrochloride (JAN)

@) RF L
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RS U BARERN L O R3S B8R © -dopa
Rt T Y NIRRT
|

3. BEAXITRER
COzH H NH; OH

. H
d HO._ N OH
"o H 'NH, \/%1/ N « HCl
o " DR R
OH OH B
LA RS A

4. A FEXRUVHFE
LR FoR
43 F2 : CoH1INO4
yFH 1 197.19
Rt TP R
412 0 CioHisN3Os + HCI
293,70

5. {L¥8 (@ifiE) XEXEE
LR RN 3-Hydroxy-L-tyrosine
Nk T Y RIEEE © (2RS)-2-Amino-3-hydroxy-N ~ -(2,3,4-trihydroxybenzyl) propanoylhydrazide monohydrochloride
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DIC (Dopa Decarboxylase Inhibitor Combination)
LR R/X : L-DOPA
N7V R : Rod-4602
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LR KoY ISR T <, KIHETFIZK K, =& 72— (95) ([ZIiFE A EET 20,
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Rt T Y NERE - AR
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() T
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@Em (SES). A, BESR
[Ei
LR RS S 275°C (i)
N T Y RERRE K 145°C (0fiR)

(5) BRIE E AR R E B
LR R
pKai 2.1 (BJE : —COOH WIEE : MEEKR O E)
pKaz 89 (UFE : —OH JIE : WMEEKOIHE)
pKas 9.9 (ithg : —NHx JIEVE : MEEKR O IEE)
pKas 122 (UFE : —OH WEkL : WEEL O IEE)
R TP NS
pKai # 7.1 U@ : —NHs" JEH: - fEi)
pKaz 9 93 UFE : 7=/ —%E—0H WEWE : HEER)

(6) P ECIREL
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R T Y RIEEEE  logP " ocr= -1.9
(B 77 2Aav=A X7k 047 & 7 —)VpHT.4 FEERR)
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LR KR - E
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(ry—LicAhErn 77 TEH) 3 0 i
Xt /)T, EiR ég B
(r—1) 3H 4
6 4 H -
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LR R2EEEIE, 7L U KRR TR D K 9 R ks a2 & B, P
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HO COOH — Dg COOH — @iJGH—CDUH
M
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9] N
o o
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HO N~ CcooH © N-"600H
H H
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FRiE - 7L A AR = Q 0
M 8]
— | — |
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H H
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RRERFCHAMBIZE L () DRBOH LN, ZNLUIMIIRITZ LA EERRD LN -T2,
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HRE TUAR RN 2k
Nt T Y R
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EERRANE
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R 5e4 A ——« A= AR A
1 g
ARGy HELA RS 100mg
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. ZNy . IR, NLA v a Ty Ty
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EERRANE
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N7 Y RIERE
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£ 2R
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__N—NH-C—CH

— CH20H
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HzN— NH — C— CH — CHzOH
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6. HEIDBEEFHTICHEITHIRTEM
L E VR AG SR O
RAFSRM:
PRATHIR i RS
R e i
95+2°C 65+5%RH 36 & H PTP a1 RN
HIEEE « 4B, SR, VAN
iR T — & (WlESM T CORBRSE)
RIS PRAFHIM AT RE AER
"y " 3~4 fEHRKE L7 b Db T niEaZbn
40°C, 1,2,3,4 & A SP ke .
3 AR L7 DI h T 0B OB EARD
40°C, 80%RH, 1,2,3 & A SP ik R H f
Lz
25°C, 50%RH, =Nk 1,2,3 & H SP @l FRZEGIIR S 72 o T2
PN 1,2,3 H SP @l FRCZALII R S o Tz
HEHEE : 48, 5%, REs
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FHEO—2>THLIN TV NEBEMREICARLE TH LD, BREBEHICERPMET Lz, 7o TERE TORLA

IZHFE LL 20,
BEEME (40°C)

RAFIH MR VAR RAGE (%) X IV RERE (%) il (kg)
Initial AR D BEF 100.0 100.0 3.7~5.9
30 { el 100.5 99.8 4.4~56
60 H vl L 100.6 96.5 4.7~5.6
90 H e L 99.8 96.9 3.5~3.9
MIEZEEME (25°C, 75%RH)
RAFIH MR LR RAGE (%) X IV RERE (%) il (kg)
Initial AR D BEF 100.0 100.0 3.7~5.9
30 { el 101.0 97.4 3.2~42
60 H b7 L 101.0 93.8 34~38
90 H Beia L 99.7 87.1 3.9~42
S EME (25°C, 60%RH, 1,0001x)
PRAFHITH PE R LIRRAER (%) | _UETVRER (%) i (kg)
Initial WAREBDEEH| 100.0 100.0 3.7~5.9
30 A (72 Flx - hr) e L 101.0 98.5 3.2~4.1
60 H (120 Jlx - hr) El7n L 101.3 98.1 4.1~5.0
90 H (216 Jjlx - hr) e L 100.6 97.4 3.6~4.1
7. ARERVBREOREM

AR

8. fthFl L DEAEIL (MELFHEL)
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EREERBRICEN T, EMOREGHIEIC LD eREEE, SR LeE, EfaHEICRIT 2 mEAROES z
BLIRR, WIS LR Ry 7Y RERAEADPARICBL TV Z e bl ¥,
B CREAIRD)

PREAE TR RS % LR R RAED
Bl A HIDME D
48 5 24 18 4
DR YGEE
SR (53%) (27%) (20%)
39 {4 34 1 17 45
NS N HE
SRLER (43%) (38%) (19%)
53 44 18 44 19 44
eyt i
SRARE (59%) (20%) (21%)
n=90

FIVERFEBIAEL X 52.2% (48/92 ) Th o7, ERBENWEMIL., RECRIE 18.5% (17/92 i) . R 17.4% (16/92 1) |
RS 15.2% (14/92 ), Y AF R —13.0% (12/92 i) K OMEFL 8.7% (8/92 ) TH -7z,

2) ReMHER
AR L

(5) B - FEAHBR
DR L

(6) ;AEMERA
DEARERE (—RERARERE. BEEARBERE. ERARBLERET) . RERTET—IN—IRE. HER
FREBKRHABRONE
YL

NEBEHLELTERFENHNERIIERE LA - HBROBE
A LR

(N &0t
EERRANE



VI. EMEEICEHT SHIRE

1. ¥EZNICEESHSLEMITLEME
RS HITBRE
— M4 o LR RS
B BHEOS L EMONREXITIREIL, KIOETRIESRTD L,

LR R SR i 5 BELE 41

—i4 IV E RoKFIY

* B BEHODHCEWOMREIIHRFIL. BFOETRCESRT DL,

2. EB{ER

(1) Ve EREL - YER#ES
AANCER INTWD LA R2IRNICEIT L, $ERIMEPIRTH 2GR, BEETRIAAIVITERSWVEREH 5
¥, —h, RIS SN T D1 T Y FIEBEIXHE AR TIIMANICBITE T, IR, B, DR NEERR
WCRBWT R ABLREBFEEZLE L, R TOITa—AT7 I VEAZIMHI L, P LR RSREZED TEOMA~D
BATRZRINS S 40,
2B, LR RRHEAIE R KRNI X 2V B FHOREZITE A EZIT R,

() Eh & B+ BRI Y
DBRARVIERDDPA RUATI—LT I VREICRIFTHER (Sv )
NIV R LR RAREHAT L2 LTIV METIL P TO LA F/GREIT VAR RARRME G LEBICHEML .,
FIEAR LAWEROIREIC22 L BA 6NN T a—AT I (IR V) REFED L,

MADOPA R MmiEPDOPAR U
Catecholamine® 2 & (185118 ) Catecholamine ™2 & (11 {E)
304 n mole/mL 40+ n mole/g
=8 CA /t “““““ —=e CA E\
# ’ "~
=---- DOPA /,/ 5/ "8 DOPA //’ .
’ s
20 E S I
T ’. /
/'r 4"’i
’ 20 1 s
‘I I’
/’ /E
¢ ,l
104 /’E /r"
o 10 4 =
om .
o L . . . . . L &—=e—@—2—»
L-DOPAZ2YS 11.7 47.0 198.9 500.2 mg/ke L-DOPAZ29 11.7 470 198.9 500.2 mg/ke
B B

Benserazide

Benserazide

(Zw MZ"C-L-DOPA 20mg/kg, "“C-L-DOPA 20mg/kg+Benserazide 2.9~500.2mg/kg E#E5)
DMANEELID F/INS VEEICRIFTER (Sy )

RUE TV RELVR RANLIT S Z LIk 0 MAOERELCH DGO K/ AREIE, 10 FRO LR RS
HUB B G0 & [RIRLHE 2% LT,



IXABELLICE TS R/ ViEE

A B

s

K&

S

@ &t (171772 [[777777777777777777777]

ES
| |

B B [b
T (A
/771 Benserazide 5Emg/kg+L-DOPA 20mg/kg p.o.
B @*
[ ] L-DOPA 200mg/ke p.o.
& w7

| [ 1 | 1 |
0.5 4.5 5.0 55 6.0 pug/g tissue

(ARSI -3

3) EERAIREIC T HE (HL)
N =27 A PN DR JRIRIE ORI 2 I 2 THE L DRSS 22 R 2 MEt Lic, VR RoNIC_e e 7Y 20 LIE
PERE G LT=a. LR RSB SRHC R TOEO LR RN TIREROMH 23580 & 47z,

4) 1 tremorine ¥ER (¥ R)
RV T YV REVR RREFAES LSS, REIIEFICIH SNz, LR RARBEME N T 2 REMTIEgh
ERRBD N7,

5)#ireserpine ¥EA (¥ R)
R T Y RELVR RSREGFH LGS, LA RS E | EERK T AR ¥ L7 v —oxt LISHL - BIEER
LTz,
OEFHEETICHT 2R
LR R2%200mg+X> &7 ¥ K 50mgkg #5128 0, LR RSB 5D g KTTHER D 2~3 5 OIEB) B HE A
O b,
Rt 7Y NEMELS I3 RIIR S ehoTz,
Fio, FHROREAICB T 2T 4: 12327 : 1 KO8 @ 1T~/ o7z,

@hBLTo—IzxtT 2R
VAR RO Z LT =253 5 EDsold Nt 7 ¥ RE20HH L72H4E 95mg/kg, HIMDEE1E420mg/kg Th o7z,
250mg/kg A T OB T Y FEIMTIIIRDNRD b otz

6) LR F/NERERILICNT 2R 52 FOMFHER (1 X)
LR RS 50%NgE AL BE, LR RIS Limgkg, X BT Y FHEAOEA, LA RSEIT 53mgkg T
o7,
(LR RANEFIRNER S, X7 Y R LR R SR EENERS)

Q) fEFA ST - Friuhea
U L



VI. EMEREICEET HEE

1. hbhREOKS
(1) B LA MR
BiER e L

Q) ERRHABTHER S h - mARE ¥
N Y A 3 PIIC VAR RS 300mg &N T YR T5mg OB A Z HiERE DG Lo & S O LA RoRoo i i
FEHERBIZLL T O L B0 Th otz #5482 R Thedi 1.5~4pg/mL 277 L, 3 ffH] % TO AUC 13 4.69 = 1.1pg * he/mL T
Hotz Y,

(ug/mL) o--—-0 3O Fa1E
o—e fiF {51
4 B \\ de——h ?I'Eﬁ'].?
Y om——m JEHI3
l \
L 2F
e
FAY
1m
i
ﬁ
& 1L
v
| | | | |
0 1 2 3 (BEfE)
NR—F 0V RBFEICHAR OB G Lz L & O LR R0 iR E RS
(3) thiEtE
MR L

DHEE-HAEDEE
VIL7AHEAER ] VIL12.Z DR OESH

2. EMBEREITA—S
(1) B4R 7535
LB L

(2) ARSI R
AR L

(3) HREEES
AR L



BHoIVT7IVR
EE R L

(5) 3BT
gk L

(6) ZDith
PAAT L FEYT 47
RovIF VR
UCIEF LB E S\ —% 0 Y URBE 6 BICRAZ G L, Wik v FL—rva v o ¥ —THlIE
HMES 69%
BLAAIESE : 69%&k W RRK

3. B%H (RFaL—L3V) @i
(1) &4 ik
R L

(2785 A — 8 EHER
DR L

4. IR
WAERAL - /1N
(%]
LR KR
+ G EE T/ N X ORI S i, LAT (7 /BN TV AR—F— L Bk A7 A) BRIUZES L Tnd 89,
LR RNOWIGEEE LB PRI, B O pH 72 E DA 2T 5,

5. 9
(1) I % — R B8 P9 d s 14
RMEER L
(28] 7y hTOT—x 101D
LR KRR
RIGNE LR RABUNSBRVAENTERHT 22D TH 5,
7w MZ MC-LAR F/350mg/kg &t 72 N 12.5mg/kg ZHEIRE AL L7z & 25 1.3~32.1pg DOPA Y &/g DHLY

AR E T,

VA A AV
Zw M WC-_UET VR 125mgkg ZHEEROHE L-E 2 A4 — N7 V47T A TEMA~OBITIZIEE A LR
OO T,

(2) % — BR AR RAPTE B 1%
MBI L
[(2%E] 7y hTOTF—H
RS > b (18 HH) ICENENOHESHEWE 2 vy, LR F/%50mgkg &0t 52 R 12.5mg/kg 2B, ML
MARDERF LI ZALUTO LB THoTz,



LR KR
Hh, R & bR ORRIE~OBITR® b7y, fHRLFREOHB LV BNz rTEHETH > 72,
PEA TR IR A~OBITNRE ORENTWAB A, ZHEEERIMLH O LR RAROFERBR BT Y ROEETK
&7, —fET X VB L RARIT active transport #EIEIZ LD . LV ZLBIRICBITLIZB O EHEER LT D,
B RAMmAE (11.3) >heiE (7.3) >k R (5.0)
BEH B R (28.00 >EiE (21.0) >RHEMIE (13.4)
($5-1% 1 FE[EfE,. ug DOPA 2 F/g or mL)
A A AV AN
B, OFAH & bIpREEMEITIRRE RN RO oD, IR E T 5 & ZOREITDT KL, BIEED
EKRICBWTIZH S NREETH Y, Xt T Y ROBR~OBITEIZD W0 LRS-,
HR  RHAMmEE (2.2) >R (0.8) >R (0.1)
BEA : RERmAE (1.5) >H8E (0.5) >ARIE (0.1)
(BE5-1% 1 FfEME, pgBSZ X &/g or mL)

@) EF~DiBITHE
MER R L
(5] 7y hTOT—X
SithT o b (14 BA) 2RV, BEEEEOE LRI LEE ZAUTO LB ThoT-,
LR KoY
HHFA~OBITIIER SR OGA & FERIC M REHS L 0 OB TE—2 88TV 5,
HHEEZEZEZGDED & VAR RROANF~OBITIZLT b0 & b,
M ik (7.0) >3t (2.3)
PEA « i (9.0) >tk (4.3)
(Be5-1% 1 RE#E. pgDOPA 4 £/mL)
VA AVEN
A ~OBATIZDT b0 L Bbhi,
B g (1.2) >3k (0.4)
BEA « i (0.5) >FLit (0.3)
(¥ 5-1% 1 BFEME, pgBSZ X #/mL)

) B~ DB ITHE
BiEE R L

(5) Z DD~ DFITH
RZMEER L
(%] 7y hCOT—X
BC-LAR F/R50mg/kg & X ET Y R 125mgkg &7 v MR AKRE Lz & &, 30 501 OFKHERE A~ DB REARIE.
> B > FRRR > M > R > i > I > il > iR O NE T & o 72 10,

(6) MITEAFEER
[(2%]

invitro \ZBIF BTV REE MET VT I OFEAEIT 0.5~50ug/mL OFREHIF TR 20~30%Th -7,
in vivo [IZBWTRU BTV R 12.5mg HM, XX, LR K2R 50mg &R L7z DIC 084, Rt 7Y RoMmiEEAM
BRI E & LG 30 50T 77%., 4 Ff% T 88% Th -7,



6. 5
(1) R BER L B UM BIRER 4 1O

PR=F% Y PFBHEIC LR R 200mg £V T YR S0mg ORAAIEZRAKE L L &, &E5% 3 BomfEh LR

RSN 3-0- A F /L K% (3-OM-DOPA) HEEIZ LR K3 1g

(%] 7y hCTOT—X
LR KRR

Z v MZ LR K28 50mg/kg, DIC («X2 &7 ¥ K 12.5mg/kg+ LR K% 50mg/kg) Z% D05 L, MfFEF R OPRH

ZRETL7C & 2 AT ORI AE 2 bz,

HWABER LY AR L7z,

Bk

DIC #5 Tl LA RRBAEEICI L, RSB 5 DC EEAIHl SN b7, Mg, g TIE7T 2/ # (DOPA,
OM-DOPA) MHARL, 7=/ —/NVHNRUEE (DOPAC, HVA), A7 22—/ 7 I (F & LT Dopamine) 23472 < |
M TIZ DOPA 28 10 5, T 2—/L7 2 UM 5~10 7, DOPAC, HVA 78 2~10 fFE\ Y,

(5% 24 R T OFIE %)

Bl fiFH]
AA DOPA 3.9 2.2
(72 BR) OM-DOPA 14.2 9.6
NE 0.4 0.3
CA
_ . DA 15.1 9.7
(BT a—nT7Iv)
3-MT 1.6 1.6
X 8.2 8.1
VMA 1.0 1.6
PCA
e, MHPLA 1.5 7.6
(7= ) =V TIVIR )
DOPAC 7.7 4.8
HVA 25.2 26.6
HO CH:CHCOOH pc HO CHeCH:NHz gy O CHCHzNHz
| — -
HO NHs HO " Ho BH
(DA) & (NE)
& ; i o MAQ
9 (DOPA) Eﬁ/ MAO < \
normatansphrine 3, 4-dihydroxy
CH30 CH:CHCOOH ~ CHsO CH2CH2NHz (NM) mandelic acid
| DOMA]
HO NHz HO HO CHzCO0H i MAD .
(3MT) HO léﬁ
(oM DOPR)
(DOPAC) vanillyl mandelic acid
l TA MAQ " (VMA)
&
»4
CHs0 CH:COCOOH R0 @' CHeCOOH
HO HO
HVA
(MHPPA) (v
P &
e COMT : Catechol O methyl transferase
,"' MAD © Monoamine oxidase
-~
P - DC @ Aromatic L-amino acid decarbaxylase
CHs0 :@»CH;CHCDDH DEH - Dopamine @-hydroxylase
| TA : Transaminase
HO OH

(MHPLA)



VA AV
Z v MINRET Y R 500mgke A5 L, 24 FERR & N30 5% I8 ML L, ZOREIZ OV THRE L 7=,

HD OH
HO CH-.-—NH—NH—C—[I:H— CH:—0OH
NHz
Benserazide
¢ Leucine Aminopeptidase
OH OH
FF b (40%)
HO CH:— NH— NHZ—-»[
AFIALH(15%]
2,3, 4-Tritwdroxy COMT
Benzylhydrazine (0%
[TBH]
OoH ¢ OH — = L O EE S (1 30,-'0)

HD@ COOH ——=—= 5 ) {8 (2%)
COomMT

2, 3, 4-Tritwdroxy
Benzoic Acid(3%)

= AL D (1%)

[TBA]

% : RPRESHDOEAFELE

Q) RBICEET 5% (CYP%) OATH. HEE
A B L

) DEBBHROERERFTORIE
AR L

) REDOFEORRRFFEML, FELE
B L

7. %Fil! 7, 10)
(1) BB R UHRER -

LR R
PN=F 2V PFREICLAR F/2200mg EXU BT YR 50mg DELAFI AR OBG Li-L &, %54 3HKME ToRT
LR R/SHEE BT LR R8I g BEAIF 5 THI 0.7% Tdb 2 D1t LECAHITIE 20~25% & Him L 7= 4,

(5] 7y hTOT—X

Z » MZ LR B8 50mg/kg, DIC (LR R2% 50mglkg+_0 & 7 Y R 12.5mg/kg) Z#f%NO#S5-425 L 48 Kl TORF
PELIZ L AR RN 5T 84%, DIC %5 T 2% CTh o7z, FET~DOYRMIE 24 Rl E TTHH & b 10%HiE Tholz, F
ToMRH P~ OYEII I & b 48 BEETCIFIE 16% Th o 72,

AV AN
PR—=F 2V PFBREIZ LR R23200mg & X0t TP R 50mg DEEAHIZ R OKRE LI-5E. 5% 6~7 HDJR, #h
AORET Y R 883£14.0% (JR 63.916.9, 3 244£200) THY, N7 REMEKERL, RFPIC
4.7~12.0%% < PRt SN =N BB ZEIT 2D o T2,



(2)

@Q

N

10.

11.

(%] 5y hTOF—4
F v MR ET Y R 12.5mgkg R O#% 592 & 48 FE & TIZRTIZIE 46.2%FHIZ 53.2% kM s iz, F7-MEH

PEMHE 103% TH o7z, 72 LR F/%50mgkg & OPFRIC L2 BITRD o T,

HEMEE
[VIL7.(1) HEMEHBAL K OFREE ) DHS R

BERE
(VIL7.(1) PRSI OGRS | DIRS R

S U RR—E2—ICBT H1E8
LARRNZ, 7I BN AR—F—Th 5 LAT-12 OB L R A AR RIBE S TS 12,

. BRFICEIREE

EEE e L

HEOERERTHEE
BiEeE e L

Z0Ht
R L



I. 2% (EFRALOIEESF) BT HEE

LERARELZNDERH
E STV,

—r
g

2. FRABLEDER

225 (ROBEICFESLENI L)
2.1 PZEMmARNIEOESE IREEFEZEZ L, ERPELT 28200855, ]
2.2 AHNDESIIZHR LISBIEOBHERE O & % 84

3. MEEXIEHRICEET HFELTOEH
BRE I TV

4. AERURARICEET 3 EE L TOHEA
(V.3 AEROHE] OESR

5. EELGEFHIRE L EDER

8 EELEAMIEE

8.1 PHEMAMNEORBZNOH GA, BMARED ZWVIIREREZIT) ZENZEE LV, [11.1.5 2]

8.2 LA RAHADOEMBEEIZLY, UTOLIRBAZRLLLNHZ ENHDHOT, WERAEZITY Z
&

- wearing-off (up and down) HENH &ONZBHAITIE, 1 HHABOHIHN THREER A 472 & OALEZ
152k,

- on and off RN H 5 ONTZHEITIL, HEFRFREOWNB IR Z1T 5, ERELICEE L TiE, oMot
NR=F YV VRO REOLBEZIT Z &,

8.3 KD 7RI IHEIR . BIIR, FHEHEFELEED - P - KEBESOKRTARZILZZ2ERHHD
T, AR E RO BFICITH B HOERS AR (L) B OBREICEEFIERNIIEETH &,
[11.1.4 ]

8.4 B ¥V UEmES (BRE /7 I UREEEREILEAD SofFHIZEEL T, AT LX) iR
WEOBCER BRI L L,

8.5 LA FAXUL R AR U BREREBEOEZGIC LD | RO (HAAETEOREEOHSIITRR 22 R
EWITH b LT, R ¥ T AR IETIREE) . RS OTHE, stk E . BR%omEE)
FEFESRE SN TWE, £i2, LR RAEREINZREICR T, WEHIEEEICNZ TLAR RS
ELEREEZBZ CTORD D KA UREIREEERSHRE SN TS, BEROFESIZZN D ORERICS
WCHIA L, 2D OB HEE L7258, BE X RGP Id 572 SR 0LEEZ1TH 2 &,

8.6 wiMEE M, M/IIELAH b EZ ENHAHOT, EMMICMEREEFE T 5> L, [11.1.3 ]

8.1 [VIL8.(1)] DIEZHM

83 IVIL8.(1)) DIEZR

8.5 LR RAGHEMANCEB T, R R EEGRICBE T 2EMNEFANER L D2 L, £, LA KRRE
A RFN ORI SCEIC BN T, R8I UFRSIEFEEEECET 28 LomEBEsRfics i Tnwa Z L2l E .
HEMmEEZITS 2 &k L,
(2020 47 1 A 21 BAF EAGEE ESE - ATEAAR ERZ SRR R EMIEAEZIE 0121 5 1 5)



8.6 [VIL8.(1)] DIEBHA

6. B¥E
(M &6t

DERERTHBEICET HIE
- BEEFOHHBE

9.1 &8HE - BEEZEOHLESE
9.1.1 BEE. +t-EBEEDHIEBEXIITOREROH S EH
BENELTLIBENRD D,
9.1.2 HBRFEOEHE
MAFHED EREZFR L, ARV VRBEREZMRSED EORERDH D,
9.1.3 EEMLD - kB, REXWMEXEHASBREEDHDEHE
INHDERPEBACT H2EBEZNNH D,
9.1.4 BHURKBAKRNEDEE
fRE ERZEZ L, SERVET I BENEH D,
9.1.6 BRERFHEHERDHDLEE
FEAPER DAL T 2 BENRH D,
9.1.6 BEILEDEE
(152 &M]]
9.1.7 B5BUTOESE
[15.2 &IR]

(i

)

9.1.6 [VIL12.2)) DIEZRH
9.1.7 [VIL12.2)) DIEHMK

HoONLEBENNH D,

(3) FFH

BEEERE

9.3 FFigEEIEERE
BER SR H o OBTNRH 5,

(4) £

A=
X B

(5) 124

BEEEITLHE
STV,

9.5 1H%

PEIR SUTIEAR L T D W REMED & 2 MEITIE, G LRWZ ENREE LV, B ER (T¥F) THE

DA WRISHEE OWEEFTTEER 2SS Sh T o,




(6) $=EL4w

9.6 AR

16 EOA MR ORFLRE O AL BB L, RALOMESUTTILZMETT 2 2 & Artaami S
NLOBENNRHY ., FEBWER (T v F) TLRFAOANBITAMENL TN D,

(M hR
BE STV,

8) =i E

9.8 mnE

KFLTWD,

Az, AR, A%, LERTEOREMA L b 2BENRHLOTEET D Z &, —RICAEHEKEN

7. HEER
W HRZERETDER
BRE I TV,

) HRZFE L ZTDEH

10.2 FRERE (BtRICEET S &)

VA=V = A
TFu T ) o RIEA|
XY R— LA

Z DAl
RO =078 il = 2 3

HHN 4 5 BRI IR - 515 HEF - fERIK 1
| P o g U AN RS U3 L, RAIOE | IMNO R3S v 2 S Toi—
T hIRFT RANREETE8ETNNn"H D, XY UERE B S S,
Pk AR IR AFOEANHETI T D525 | CHBLDOEANT LY FAI 2R
Tz ) FT Y REEH % RAER SN D,

SO Lt

AANOERBE T DTN H
50

RARNY U PREETO KA v
LK% I RN B B

Jaws ) ST
TR

Al AFIOERMNEBT 2B E0D D | FL— FEBR L, AR ORI
%o B3 EOWMERD D,
A Y=TVFR ARIOERDBE T DB LN D | BFIIAHTH DR, V=T
%o NIZ RO NSRRI &
hoeEZBNTND,
IR i AFIDMEAR T 28RS 2 2 &2 | LR R ClER FIERR S 572
A F v Rk An) HDo WEZZHNTND,
| 2 g
BT 55
DB =% LA HERARE R R O BR AR R ORIMER | R GIC L0 RBMBEICK T %
=Y Al DRI D DD D, TRFa Y RN TS

50

NMDA ZFIRHEHIF]
A~ U F R

AFIOEREEBT 2B TN
%o

IRHLDFEA LY P
HEMIEES 5 ATREMEDS B B




A B RIS FEENRA AL - THBENRDH 5, FEREAMB I T a— T 2 %
VA= g T 50O RIS E 5,
8. ElEA
1. BlEA

WOBWERNRH B LMD ZENHDHDT, BEEL LTV, REDPEBED SNHEIIREG LT ILT 57 EEY)
TRALIE AT T &,

() EXZEIER & HIER

1.1 EXGEMER

1111 BEERS GEETH)
BRI G HRILIC LY . B, EilkbEE, SEOMEE, REEED. v a v 7 RESEER
ETHEMEFRIENRS LN R D, 20O L2 RGEIIE, FEG%, WL, REHE. Ko
YR ABE AT Z &,

1M.1.2 4% (1.4%. M52 (0.1%) . &3 (0. 1%FKH)

1. 1.3 AMmMMERMmM, M/MMREY (WFhEEEFRH)
[8.6 7]

11.1. 4 ZRMER (EELRH)
AR D72 WERIIEIR 2 5 S b Z &1 5, [8.3 BMR]

11.1.5 BAERAKRNE GEETRER)
AMARIRE LR A2 FEBARNELZE -T2 e n8H 50T, B, IRE, £, FFE. RSN
DONTGEICE, BEEEPIEL, BHICHYRMEEZITS 2 &, [8.1 B3]

(=)

11.1.3 TVIL5) DIEZH
11.1.4 TVIL5) DIEZER
11.1.5 TVIL5) DIEZHE

() xntnEIER

1.2 0D EI{ER
5%LL | 0.1~ 5%t 0.1%A it A AR
R | . R B, TAE. | SR, MR | B, AR A
I I A E N FERTHE, S o
WIREER | Dam. | wEu. IR BREET R
)
. WL, EACRIE. N | ERALBE
e WL ERL. MO F R
. TR BT, 0.
WA
LR PER T
& PppTery
e C AR . U
i BRI, EDS
Ch. BE




B2 B, THBAH, MERT | AR
iR WG FH
JiF i AST, ALT, Al-P |5
I, MdE. B0 - R, | DITEE MEVE - K - DEPNRL
Z DA e B« VT - IR - EHD

e (ReE)

TE) FEMEEIL 1983 4 1 H £ CORIEABEERE 2 &1,

@ 1 F I RIVE I R AR B OV PR R A SR — L

IR SR

ERRFEDO LR /N - R+ 5D FERIEEH
(A== FR=b, FF RV =)L, T F/NR—) OEHWERADEED

R E COPE | KRHLUROME | & i
O A% 25 462 487
QFHAERI K 331 2,875 3,206
OFEINEFHFE BUE B 176 401 577
@EIWEHF B 316 524 840
mggﬁgiﬁﬁfgi 53.2% 13.9% 18.0%
~ ; RIVEH O3B (%)
AP ORE HAGRRFE COMAE | AFBRELIE D Rt & 7
R R 155 (46.8) 271 (9.4) 426 (13.3)
At
VAFHY— 63 (19.0) 129 (4.5) 192 (6.0)
A AFR— 13 (3.9 38 (1.3) 51 (1.6)
VAN =R — 2 (0.07) 2 (0.06)
PR — 1 (0.03) 1 (0.03)
7T h—E 1 (0.3) — 1 (0.03)
R 4 (1.2) 1 (0.03) 5 (0.2)
ZEFEMENT B 1 (0.3) 2 (0.07) 3 (0.09)
R IRAK T 1 (0.3) 4 (0.1) 5 (0.2)
i 1 (0.3) 1 (0.03) 2 (0.06)
TEE) — 1 (0.03) 1 (0.03)
ERZS — 1 (0.03) 1 (0.03)
ARER 20 (6.0) 11 (0.4) 31 (1.0)
Fetadys 9 (2.7) 2 (0.07) 11 (0.3)
GIElH) 12 (8.6) — 12 (0.4)
SHE 11 (3.3) 1 (0.03) 12 (0.4)
HEN 4 (1.2) 9 (0.3) 13 (0.4)
7= — 1 (0.03) 1 (0.03)
e — 1 (0.03) 1 (0.03)
TR — 1 (0.03) 1 (0.03)
NS 3 (0.9 1 (0.03) 4 (0.1)
FEJGR 4 (1.2) 2 (0.07) 6 (0.2)




1 R BER OB (%)
AGRRFE COMAE | AFBRELIRE D Rt &
5o 2 (0.6) 2 (0.07) 4 (0.1)
EEWHR — 1 (0.03) 1 (0.03)
NS — 1 (0.03) 1 (0.03)
Kt 1 (0.3) 7 (0.2) 8 (0.2)
HAE 1 (0.3) 6 (0.2) 7 (0.2)
BHEL — 2 (0.07) 2 (0.06)
LI 4 (1.2) 41 (1.4) 45 (1.4)
TP 2P RRREIR — 1 (0.03) 1 (0.03)
PEBRRTUHE — 1 (0.03) 1 (0.03)
TH b 113 (34.1) 180 (6.3) 293 (9.1)
B0 — 1 (0.03) 1 (0.03)
BESSREMEOD A — 1 (0.03) 1 (0.03)
Tt DAL — 1 (0.03) 1 (0.03)
U7 33 (9.9) 59 (2.1) 92 (2.9)
Mg 9 (2.7) 18 (0.6) 27 (0.8)
BRRR 30 (9.1) 20 (1.0) 60 (1.9)
=t F 3 (0.9 5 (0.2) 8 (0.2)
B A PRI — 12 (0.4) 12 (0.4)
M R 1 (0.3) 6 (0.2) 74 (0.2)
[i:20 8 (2.4) 8 (0.3) 16 (0.5)
{GEFL 11 (3.3) 10 (0.3) 21 (0.7)
T 3 (0.9 7 (0.2) 10 (0.3)
M8 12 (3.6) 17 (0.6) 29 (0.9)
VR Sy Wi 25 — 3 (0.1) 3 (0.09)
FN%% 3 (0.9 2 (0.07) 5 (0.2)
TSR 18 (5.4) 28 (1.0) 46 (1.4)
ics 7 (2.1) 1 (0.03) 8 (0.2)
AR 1 (0.3) — 1 (0.03)
7=HL b 10 (3.0) 19 (0.7) 29 (0.9)
MK T — 8 (0.3) 8 (0.2)
FeE 4 (1.2) 8 (0.3) 12 (0.4)
BiS2 1 (0.3) 6 (0.2) 7 (0.2)
RIS RIS 1 (0.3) — 1 (0.03)
WYIEE 7w 1 (0.3) — 1 (0.03)
AEDOKSL L 1 (0.3) 1 (0.03) 2 (0.06)
e — 1 (0.03) 1 (0.03)
ZDfth 18 (5.4) 15 (0.5) 33 (1.0)
Eian 7 (2.1) 1 (0.03) 8 (0.2)
Ja3a 4 (1.2) 4 (0.1) 8 (0.2)
DIFHIL 2 (0.6) — 2 (0.06)
Wi - AEEU 2 (0.6) 2 (0.07) 4 (0.1)




~ ; BER OB (%)
RO KRG ECOTE | ABNLROR | B

PRI 1 (0.3) 2 (0.07) 3 (0.09)

TN 1 (0.3) 3 (0.1) 4 (0.1)

Bz 1 (0.3) — 1 (0.03)

D LR — 1 (0.03) 1 (0.03)

D LUTUK — 1 (0.03) 1 (0.03)

nIe — 1 (0.03) 1 (0.03)

up and down Hi£ 5 (1.5) 14 (0.5) 19 (0.6)
onand off 5 3 (0.9 8 (0.3) 11 (0.3)
FRGRIRFLARE OFFFE M - 1979 4F- 8 A 27 H~1983 451 A 31 A

AR R A

o ! HKGBREE CTOMA TR LARE D A G a it

MRATEGIE | BEREE (%) [RAEGIE [REFESAS (%) |[MAEEGIE | RERSA (%)

ARIMEREL 143 — 1,833 1 (0.05) 1,976 1 (0.05)
I ERER 144 — 1,664 1 (0.06) 1,808 1 (0.06)
BRI 36 — 1,286 1 (0.08) 1,322 1 (0.08)
AST (GOT) 154 5 (3.25) 1,922 2 (0.10) 2,076 7 (0.34)
ALT (GPT) 154 6 (3.90) 1,928 5 (0.26) 2,082 11 (0.53)
ALP 138 2 (1.45) 1,844 3 (0.16) 1,982 5 (0.25)
BUN 104 — 1,750 — 1,854 —
IVTF= — — 1,420 — 1,420 —
KRB 67 — 1,636 — 1,703 —
JREA 131 3 (2.29) 1,636 1 (0.06) 1,767 4 (0.23)
A=R =NVl A 67 — 1,595 — 1,662 —
EH 7 — 1 2B 96 — 213 — 309 —
U< hA RIET 54 3 (5.56) 241 — 295 (1.02)
EAINSTIREN 45 2 (4.44) 172 — 217 (0.92)
XA — — 9 — 9 —

9. BRRERRICREIEH

12. BRBREBIZRIZTEE
= by Kb MY LK ORIRT — 7K DRRE T, 7 b ARSISBMEGIEC 2 D560 5
Do
10. BEHE
13. BEKRE
13.1 fEIR

RE AR ES), REL, AR, EFRCIEK, WEE, NERESEZDBENRH 5.




. ERLDOIEE

14. BRALDIE

14.1 BFIZHEOEE
PTP W2 DIEANL PTP o — MO EY U CIRAT A L 588425 2 &, PTP o — FORERIC LD | N
BTN RIEREA~FIA L, FIZIXFAEZRB I L CHBRRSEOEERAIHEEZIFRT D2 L 03d 5,

12. Z0H0EE
(M EERFERIZEDCER

15,1 BREREAIZE D fFR

BANHFNR=F Y PHNEZT7 = ) FT7VRMEEY. VEAECFHEEREIC L5 NEBEORMEES (F
RV AXRTT) HBFEER LR,
BEIll Lo TR IO LS IERE BB ST 2 LB H D,

15,12 BHERAESRI L - L OREDH D,

15.1.3 SEARICEY LR FRORINME T 5 &L OWmENH D,

[

(2) EERARFHERICE D {FEHR

15.2 JFEBGERERERICE D < 1FHR
ER (GET v b)) IBWT, Nt 7Y FEBIEIC L 2 BRRERONIKE e b0 RE (FA#ER
) PPREINTWD, [9.1.6, 9.1.7 &]
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X. JFERERSERICEIT HHE

1. FEBEHER
(1) ExhEEHER
[VI. 3ZhEEICB 2B ] OEBM

() ReMERHER ™ W
LR RS, R TV REHME LR RRERUET D ROEATIEE, E& LTEOREH 4 1120\ T —i%SEBE
Matat L,
ZORESR, FRERIZIB T, FEHIZE D LA RSB I D S 58T reserpine {fEH . BT tremorine {EA, FEARESE, &F
% writhing O PN K OVBfth, JEME, NEMHE72 & OB FE O H il
—J. N7 Y FEMKIT 250mg/kg DM THEIRMEIRIEM. U tremorine fEH 2 /R L7223, AR R X 300mg/kg (2SS
% 75mgkg Tix, 1ZLACTIMERMZ RS edolo, EMER - IRERE R, M. BHBICHT 2 ERICB VT,
PERICE D, LA RIS KD FE, DIAEN, BRBIHE, REHIN, BIGES) & ORGF 4 RE O, noradrenaline
O REBARG) T GREIZ k3 A B EA I L TIRIEASRD Hiv, N7 Y FARTIRIZLE A CIERE RIS R0 o7,

(3) Z DI DEEHE
BB L

2. SHHR
() BEx5EEHER
AR 1510

LDso (7 B, mg/kg)

| Nyt TUR DIC*

s * Nk =N 1 5 s RO NEIEN % G- e TG
<2 || 6350 2,300 3,300 >12,000 6,600 >12,000
(ICRF) | ¢ 6,700 2,100 3,400 >12,000 6,600 >12,000
Sy || 5300 2,350 3,100 >11,500 3,700 7,350
(SD AR [ o] 5800 2,150 2,910 >11,500 3,400 7,350

Mo LR RSN RUET U R=411

(2) RIEEEHHHRER
H e 1719
R I VR
Z v FIT 20,70, 240, 840mg/kg &5 A 5 HHEGE ARG L& ZAUTO LB Thol,
- 240mg/kg LA E O G I A LA T AST (GOT) ,ALT (GPT) ,BUN OIE T, U DN, lHeSEE
TN, BIZEBDR AL,

- 70mg/kg LA EORERECBE 7o B il o BENRBD bz,
- BRRZ AR 20~70mg/kg DR L HEE SNz,
- EHERBR Tl 240mg/kg LA ETOEEE 2RO CEIE RV LEIEMmZ R L

DIC
Z > T 30, 100, 350, 1,200mg/kg & % S HEBEGREAKRG LI ZAUTOLEEBY ThoT,
- 350mg/kg LA LD EHEIC BREEN TR & O—IEIR D2, AST (GOT) DMK TP, MFEDKT,
Mo Dlizs EEOEBFRD B,

b



- 1,200mg/kg TITBHEETE BT D b,
c I RZ AR 100~350mg/kg DR & HEE Sz,
- [EI7EFER TIE 1,200mg/kg & 5-HECH D VT BURE M ONE#E B & B TRREE & RT3~ Clalff L7z,

B 1920
VA AN
Z > MZ 10, 20, 40, 80mg/kg & 4 26 WHER ARG LIz ZAUTOLEEBY ThoTo,
- 80mg/kg FEDKEIZ FUARAR, FR O ERES ML THW D ORRD b,
© KRBT 20~40mg/kg DRICH D L HEE STz,
DIC
Z » MZ 50, 100, 200, 400mg/kg & % 26 WRERR DG LIz ZAUTO LB Tholz,
- 200mg/kg LA L0 EHEIC B IEB OTTHE, AEEIGMINT . 400mg/ke B THIEIEF D b,
- RKZ BT 100~200mg/kg DREICH D L HEE ST,

(3);EEBEHR
LB L

() 15 A LR
BB L

(5) EFEF A FMERER VD

1) 3EURAT - SEIRADEAIR S RER (5 60 HRS. M 22~30 BREROHRS)

7 v MZ_rE T Y R 20, 60mg/kg. DIC 30, 100, 300mg/kg D &R TORFOFET, WIho AERIZE W T HMRED
AFERET) . IRIR~OEEITRD LI TWRY,

) RERBHREHER (6 AMEOKRSE)

HIRT »~ Mk TP R 6,20, 60mg/kg, DIC 30, 100, 300mg/kg FHETOMB OMETIL, WINOHAEHTHIA)
~ORBIBDO LT W Tz,

3)FEH - ZEAKREHER (26 AMHEORE)

Z v MZ_r T Y R 20,60mg/kg, DIC 30,100, 300mg/kg D ERETORFTO®E TIX, DIC @ 300mg/kg TH AR DK
M, BEEOR T, FHAEL OB OEREIIHE AR Hien, FOMOFEETIEEZITRD b
TWehot=,

(6) BF IR
i EeR I L

(N Z0th0E%ESE
1) s
(U XEERIN) Saponin DIEMEZ 100 & L7=HE, 8~11%Th -7z,
2) Rt
THEROEILE Y B TORBOFRR, Nt 7 ¥ FOPURMEZR W LEERMEIZE S STV, LR RSt
JEPE 20,
3 RFM
Pz HONTHE LIREER, LA RAIEEMIREMEIT R VWS ZBZ b, 08T Y REMTIRIE L A L
TERM <, VAR RAREGEA LIEGE THREMEZ LA RoSHAM & ARk & HEE STz,
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1. EENETORTRR
20154 6 AMEAIZIHBNT, LR RAR+RUE S Y RE, HRK90 B ETERINTWVWS,
Rk, ARIICBT DA SN IshE., HELROCHEEFUTOEBY THY | AETOAGIRM E TR D,

SNEICE T HEERRR

4 e[

544 Madopar 100 mg/25 mg Hard Capsules

Parkinsonism - idiopathic post-encephalitic.

Previous neurosurgery is not a contra-indication to Madopar.

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

HEAOH&E . . . . . .
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 age-related 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 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.

(2020 4 3 A KEA)
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WERAME 1 AEIHEESETOLR FAEORK 1/5 [ZHY T 5 LR R (KH 1 EP LR RS
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E4 BISCEOTRHEAE
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 Fertility, pregnancy and lactation
Pregnancy
Madopar is contra-indicated in pregnancy and in women of childbearing potential in the absence of
EEs| adequate contraception (see section 4.3 and section 5.3).
(Madopar) 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.
(2024 = 8 A HES)
S3H B VOB
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
F—=AF+Z V7 B3 ) o ;
Sy (benserazide/levodopa) or ot%ler <-11rect- or indirect harmful eff.’ects on the hufnan 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.

(2024 45 8 A W)

@) INREADEREICET B5MER
AARDEFIRIXD 197 HNEE| BRESNTEL T, BADIRMNIEOLHBANA LI1ITERLR S,

E4 A CE DTN
4. CLINICAL PARTICULARS
4.2 Posology and method of administration
. (-omission-)
e
Children
(Madopar) . ) ]
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).
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1. AR - RERICRL CEREKHBZT S ICH->THOBERER

ARIEDERICBET DR - RBEITIIAB AT TORWREICET 2 ERAEEN D, RBETEERHEL LT
WRVWHARLEENTEY, H<ETHRB SN TV DIRBAIETHONEREELFEL LTHRALTWVD,
ERRIEFHE DERE 2 R5T 25 ETORBHRTH Y . MILFEOAE LT SO TIER,

FERRAL « TP RIS O R TEE IR TN 2 A KT A VBT 25 Q&A IZ2WT (20 3) ) (FFocH 9 A 6 HAHEA I
BEIE - AIER DB - BRECS R S55E)
(1) #5382
KA DWW DL EMEITIE R DIBEDOHRRESEEL, N7 Y FIERENGRIC XL BRI L T 50
T, BT 25613 BhiBE LB LT,

PRAESRAE ARBRIE H — - - R - - -
Initial 138 218 438 6 i 8 1
LR RSEER (%) 100 98.5 97.1 95.6 99.8 98.1
N T Y NERETETFR (%) 100 97.7 93.9 83.0 74.5 73.2
25°C #t (AE) — 2.6 4.6 7.7 7.2 6.7
75%RH | Wz (%) 22 3.9 3.7 45 45 3.9
2% N NN OGN OGN OGN O FINE)
el S CORHEE) | (PRHR) | (PRHR) | (HEE)
(PRI | (RRIRR) | (RRER)
(=) (=) (+) (+) (+) (+)
LR RSEEEE (%) 100 99.8 98.6 97.7 98.7 100.4
Rt T Y NIRRT (%) 100 96.0 89.0 70.0 37.1 28.9
25C #t (AE) — 3.5 4.5 10.4 9.8 103
T5%RH | W (%) 22 42 3.5 4.9 5.6 5.6
v—v AR WA WA WA AR 0
B A (RORER) | (OOHIR) | (R () ()
(IR (=) (5) (ROROUE)
(=) (+) (+) (+) (+) (+)
HREOLT | VAR FREER (%) 100 98.3 98.2 99.3 99.6 98.9
25C Rt T Y NERERTR (%) 100 99.0 97.8 99.8 98.4 97.1
50%RH | & (AE) — 0.6 22 0.9 1.0 1.2
1,0001x | #zAEpsE (%) 22 2.7 2.6 2.4 2.4 2.4
(Ca2% g IR IR WA WA, AR AR
H0) (—) (=) (=) (=) (=) (=)
e LR RASEEE (%) 100 99.4 99.4 99.3 98.2 99.7
éﬁﬁfﬁT Nt T Y NEREEER (%) 100 99.5 99.9 99.3 98.5 97.7
3¢ #t (AE) — 1.9 0.7 1.8 2.1 2.4
50%RH
1,0001x R R (%) 22 2.7 2.6 2.4 2.7 2.5
(et WARE OGN OGN WA 0D O
B S8l (R0
(=) (=) (=) (=) (=) (+)
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