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EREERBRICBW T, EOREHIEIC LD eMRHEE, SR LeE, Bff HEICRT 2 mEAR OBz
B LIZFR, WIS LR R YR 7Y REREADPARICEBL TS ZER3@B D b Y,
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T B EEOL LAY OREEIIDHREIL, RIOBTRLESBT L,

2. EBEH

() 1ERAEML - 1ERERE
AFNZERINTWD LA R2IMANICBAT L. SRR TH DMEER, BEET NI VITERSWVERZH 5
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2) BNBERGIOD R/ VIREICRIETER (Sv )
N TV REVRRANEHHAT D Z I8 D MNOIERIAL Th 2D PRI REE, 10 5RO LA X

BB G & R 2R 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.
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LR R2R200mg+X2 & T 2 R 50mg/kg BEHIZ L0, LR RSB 5RO KTTHER D 2~3 5 OEB) B M
H BT,
R T Y REMB S CIRIIR S o t,
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Hh, R & bR R ORRIE~OBITROD by, fHAMFREOHB L v BEn iz rHHm Th -7,
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(72 /88 OM-DOPA 14.2 9.6
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_ . DA 15.1 9.7
(IFa—r73IV)
3-MT 1.6 1.6
X 8.2 8.1
VMA 1.0 1.6
PCA
o MHPLA 1.5 7.6
(7 = ) =)V IVIR HR)
DOPAC 7.7 4.8
HVA 252 26.6
HO CH:CHCOOH pc HO CHeCH:NHz gy O CHCHzNHz
| — -
HO NHs HO ™o |
(DA & (NE)
& 1 X & MAO
oY (DOPA) ED/ VIAO c/ \
normetanepirine 3. 4-dihydroxy
CHsO CH:CHCOOH CHz0 CH:CHzMHz (M) mandelic acid
| (DOMA)
NH2 HO HO CH:COOH i MAO .
(3MT) HO léﬁ
(oM DOPA)
(DOPAC) vanillyl mandelic acid
MAD (WMA)

l TA
CH@@ CH:COCOO0H

(MHPPA)

«

i
»4
CHs0 CH=COO0H

HO

(Hva)

-~ COMT :

- MAOD :
e oC:
: Dopamine 8-hydroxylase
TA :

C”?"@»CH;CHCUDH DBH

(MHPLA)

Catachol O methyl transferase
Monoamine oxidase
Aromatic L-amino acid decarboxylase

Transaminase
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¢ Leucine Aminopeptidase

OH OH
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HO CHa— NH— NHZ—-»[
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2.3, 4-Trihydroxy comMmT
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R E — 1 (0.03) 1 (0.03)
77 h—% 1 (0.3) — 1 (0.03)
R, 4 (1.2) 1 (0.03) 5 (0.2)

ZEAE R 1 (0.3) 2 (0.07) 3 (0.09)

il R RAK T 1 (0.3) 4 (0.1) 5 (0.2)

M e RS 1 (0.3) 1 (0.03) 2 (0.06)

TEH) — 1 (0.03) 1 (0.03)

RS — 1 (0.03) 1 (0.03)

ANHE 20 (6.0) 11 (0.4) 31 (1.0

Atels 9 (2.7 2 (0.07) 11 (0.3)

B 12 (3.6) — 12 (0.4)

SHHE 11 (3.3) 1 (0.03) 12 (0.4)

HEWN 4 (1.2) 9 (0.3) 13 (0.4)

7 — 1 (0.03) 1 (0.03)

I — 1 (0.03) 1 (0.03)

DiEIR — 1 (0.03) 1 (0.03)

A 3 (0.9 1 (0.03) 4 (0.1)

FETK 4 (1.2) 2 (0.07) 6 (0.2)




RIVEF O FKH

RITER O3B (%)

AGRRFE COME | AGRRFLARE D R G A G
oo 2 (0.6) 2 (0.07) 4 (0.1)
bS5 IS — 1 (0.03) 1 (0.03)
BRI AR — 1 (0.03) 1 (0.03)
il 1 (0.3) 7 (0.2) 8 (0.2)
HAE 1 (0.3) 6 (0.2) 7 (0.2)
BEEL — 2 (0.07) 2 (0.06)
215 4 (1.2) 41 (1.4) 45 (1.4)
L TUIEAE STy JNERTN — 1 (0.03) 1 (0.03)
PERRTIE — 1 (0.03) 1 (0.03)
IR 113 (34.1) 180 (6.3) 293 (9.1)
B — 1 (0.03) 1 (0.03)
HEZIMEONS A — 1 (0.03) 1 (0.03)
EEOE(L — 1 (0.03) 1 (0.03)
M5 33 (9.9) 59 (2.1) 92 (2.9)
- 9 (2.7 18 (0.6) 27 (0.8)
BHRR 30 (9.1) 20 (1.0) 60 (1.9)
Jlg=otF 3 (0.9 5 (0.2) 8 (0.2)
B BAN PRI — 12 (0.4) 12 (0.4)
HE SRR 1 (0.3) 6 (0.2) 74 (0.2)
[ 8 (2.4) 8 (0.3) 16 (0.5)
(A 11 (3.3) 10 (0.3) 21 (0.7)
T 3 (0.9) 7 (0.2) 10 (0.3)
F18 12 (3.6) 17 (0.6) 29 (0.9)
WIER ) Whi 2% — 3 (0.1) 3 (0.09)
RIAPS 3 (0.9) 2 (0.07) 5 (0.2)
TEERAR 18 (5.4) 28 (1.0) 46 (1.4)
EUiEs 7 (2.1) 1 (0.03) 8 (0.2)
R 1 (0.3) — 1 (0.03)
725 b 10 (3.0) 19 (0.7) 29 (0.9)
MFEAR T — 8 (0.3) 8 (0.2)
i 4 (1.2) 8 (0.3) 12 (0.4)
i 1 (0.3) 6 (0.2) 7 (0.2)
SRR S 1 (0.3) — 1 (0.03)
VU e SR 1 (0.3) — 1 (0.03)
HEOKSL L 1 (0.3) 1 (0.03) 2 (0.06)
JiE — 1 (0.03) 1 (0.03)
ZDfth, 18 (5.4) 15 (0.5) 33 (1.0
T 7 (2.1 1 (0.03) 8 (0.2)
a9 4 (1.2) 4 (0.1) 8 (0.2)
DIEHIE 2 (0.6) — 2 (0.06)
A (I EN? 2 (0.6) 2 (0.07) 4 (0.1)




= ; BIER ORBEEL (%)
AR FRAEE TOME | ARELUBOB | & i
PEIRET 1 (0.3) 2 (0.07) 3 (0.09)
TS 1 (0.3) 3 (0.1) 4 (0.1)
iy ples 1 (0.3) — 1 (0.03)
ThD L OFUEL — 1 (0.03) 1 (0.03)
D LUK — 1 (0.03) 1 (0.03)
et — 1 (0.03) 1 (0.03)
up and down Fi%: 5 (1.5) 14 (0.5) 19 (0.6)
onandoff  Hi%: 3 (0.9 8 (0.3) 11 (0.3)
FRFRRELARE OFIAHIH : 1979428 H 27 A~1983 41 A 31 A
A S [
= " KGRI £ TOMA HGRIRELABE D BA G s
PRASEGIEL | BHEREE (%) [RAEG | REFESAE (%) |[RAEGIR | REFRRA (%)
R i B 143 — 1,833 1 (0.05) 1,976 1 (0.05)
{1 Bk 144 — 1,664 1 (0.06) 1,808 1 (0.06)
s R 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 —
PR OKE 67 — 1,636 — 1,703 —
PR 131 3 (2.29) 1,636 1 (0.06) 1,767 4 (0.23)
vavy =4 67 — 1,595 — 1,662 —
EHE7 — 5 AR 96 — 213 — 309 —
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fi% writhing DN OB, JRIE, MEM-72 & OBIEARD b,
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Madopar 100 mg/25 mg Hard Capsules

Parkinsonism - idiopathic post-encephalitic.

Previous neurosurgery is not a contra-indication to Madopar.

LR O &

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 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.
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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
xS 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 4= 8 IR
I3 B - O
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—=A 707 B3 . o ;
SR (benserazide/levodopa) 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.
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4. CLINICAL PARTICULARS
4.2 Posology and method of administration
S (-omission-)
(Madopar) 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).
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. FRIE A %K
IR BRI Initial 138 2 i 434 6 8 I
LR R TEER (%) 100 98.5 97.1 95.6 99.8 98.1
Nt TV RERIEEER (%) 100 97.7 93.9 83.0 74.5 73.2
25°C 1 (AE) — 2.6 4.6 7.7 7.2 6.7
T5%RH | gz (%) 2.2 3.9 3.7 4.5 4.5 3.9
(s YRt YRt YRt YRt YR YRt
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RRMBR) | (RRR) | (PRI
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LR RAREERAFER (%) 100 99.8 98.6 97.7 98.7 100.4
Nt T Y NERSEE R (%) 100 96.0 89.0 70.0 37.1 28.9
25C At (AE) — 3.5 45 10.4 9.8 10.3
75%RH | ol (%) 22 4.2 3.5 4.9 5.6 5.6
Fr—L YRt YRt YRt YRt YRt YRt
A A (RO | (OO (HEE) (HEf) (Ha)
(RN (B (B (ROROIEERE)
(=) (£) (+) (+) (+) (+)
SRBOET | VAR RAEREE (%) 100 98.3 98.2 99.3 99.6 98.9
25°C Rt T Y MR (%) 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 | REMERE (%) 22 2.7 2.6 24 24 2.4
7 g AR AR 0TI AR AR AR
HSrE) (=) (=) (=) (=) (=) (=)
LA RAETEER (%) 100 99.4 99.4 99.3 98.2 99.7
FRHOLT - -
: Nt T Y NERSEE R (%) 100 99.5 99.9 99.3 98.5 97.7
»C At (AE) — 1.9 0.7 1.8 2.1 2.4
50%RH -
10001 Rz (%) 2.2 2.7 2.6 2.4 2.7 2.5
Sy YRt YRt OGN 0TI OGN 0N
B S8 (PRI )
(=) (=) (=) (=) (=) (%)
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