SEER(S muks 200 %5%
Comtan Film-Coated Tablet 200mg

COMT #]#l# (Catechol-O-methyl transferase inhibitor) o

HERY R BY

F—EAEE S 200mg entacapone ©

et IR AEE » —E %A Comtan® T4
WUPBR S R e -

] Levodopa/Benserazide 5% Levodopa/Carbidopa RAESE VAR AR IGER A -

REHEAE

AR AR T -

Entacapone 1 2 8 levodopa/benserazide Y, levodopa/carbidopa ff F o |3t levodopa fid
T2 STEORAH S entacapone £ BHUFRS -

®EP

Comtan £ §E 200mg fid 5 %5 X levodopa/dopa decarboxylase Il 7l .2 il & » 5 H it
CHEERI Ry ¢ AR 200mg » —K 10 2K o JREI— KR =k entacapone 2000mg ©
Entacapone & fl 58 levodopa 2 fF H » KL > J T &K 2> levodopa 5[ & #H B
dopaminergic 2 A K S > AEEHE (dyskinesias ) ~ B0y ~ MM K XJ5 > 585 B
il F entacapone (Z R ZEHGIA DY - T EEHHEE levodopa (ZHl i - AR Z ERPRIR
Wt AT LU R R IR SE R R B / B R levodopa i il & > LA levodopa 45 H
& 10-30% -

Entacapone il levodopa/benserazide ¢ fif fii i I » levodopa & 4 i 7] i 3R ¢y [t Eil
levodopa/carbidopa & i F IRF 4 11 5-10% » [KI L - & IR FiJ levodopa/benserazide [1 &
HBAMGE B ] entacapone FFFEIR /A #4% levodopa & Fil & ©

K15 entacapone » HIIFFIHEE L EHUNS AR E LS Bl & > HE levodopa » L
R P R SR DA AR I B ©

BIREAR A Wi 2 entacapone 2 SEY) B J7 5 » (K| PLMEJEFNEEMI R -SRI - B0
BTG B RERREERIREENNG GGER “SEmmiig”) -

FFEIREAR A © G R “AARE” -

ZA

Z AR R AR T e -

®%E

R Z 24 ~ B A SRR} » 18 BRULT S AN e A, ©
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Entacapone [f]IfEil levodopa/carbidopa B, levodopa/benserazide & fFI-1A)

Entacapone A EIEAE Rk (FER “ZEW@))ige") -

IFDIRER 4 @

A BTSSR IR A » HH entacapone &R IvE MURE & Gtk feahs
RS SRS T SE FEE R RE (Neuroleptic Malignant Syndrom, NMS )k / B¢
JEAME RSSO fESE (non-traumatic rhabdomyolysis ) ZZ2Ef] -

Entacapone %% |F Bl % 332 $2 4 2 Bl S (£ (monoamine oxidase * MAO-A ¢
MAO-B) fIifI#IffF - 411 phenylzine, tranylcypromine °

Entacapone %% 1 BEEFE 14 (1) MAO-A #IHI1 i0 _b — {1833 #2214 (1) MAO-B 11 7
PR GER “ZHAERT) -

$#} entacapone B{(EZ T — B BIRBUEE ZE 1L BEA -

fEH L2 SR EERTEEIR
Jee L S ) PR S SR e S S M R AT S BRSOV 8 R IE ek IE
E BRI Z] o 8 entacapone 537 A R AU LYA TR RERY S 2 (8 52
ik
ORGSR SRV ERE R - ARSI Ry X B EE A SR (L
Piih ~ (R - FEEA) - KEWGIKREAY S (FIAMRE I s ~ FEREL - &)
R HAEMREIIRER T CLBRPRGHE ~ MUBEARTZE ) ~ 1 LSS B ™S
(Creatine phosphokinase, CPK) -7t  fAERIEIZHIH - DB RE R IR -
G RS i S i Y S 02 A S 0 2 %8 4R 7F entacapone B
H Ath dopaminergic % i 28 SR Jikl 2 B {5 ST o 75 255 % > entacapone 1A
dopaminergic %% i\ FEAZ 1945 H - ANSRENGERR 1S 4= H - U5 BORBUER B
IR » ATRETRZIENN levodopa :Z Fl 5 -
FRRILE QBRI A - #57 entacapone AT/ ©
HH 7 17 HI B i 22 B 4% > entacapone &+ # 2 catechol ZE4%7:2 A3 f7 5 £t A"
IEF > [R5 B 25 IE £ IR A FH COMT ( Catechol-O-methyl Transferase ) {X
Wtz g% ¥ ] 40 rimiterole, isoprenaline, adrenaline, noradrenaline, dopamine,
dobutamine, alpha-methyldopa, apomorphine (Z5 5, “2HAEM") K o JE/ NI
J entacapone °
Entacapone 3# & & {F By levodopa 598 Z Bl B ] - [KIL > DA levodopa IG ¥ Z 1
= JEIE 58 A entacapone 159 2 %% |- © Entacapone Eil levodopa/benserazide
B OFBE IR » levodopa i 4= 8 7] FH # & LLEE levodopa/carbidopa &5 {5 F IRf 54
11 5-10% » [X] I % entacapone &5 £t & levodopa/benserazide {5 JH IKF » % % %
4 R R dopaminergic effect (F5 &, “BIMEA”) » J T k4 Eil levodopa 15 B 1Y
dopaminergic AN F [ » DAE KR EH IR RRDL > FBA%GAR A entacapone 2
WORZEHCEA - 9% levodopa L il - (BN, “FHEMIE" & “EHER") -
Entacapone € 15 levodopa 5 [EHYZEEAMEARIMIEAGHER » KL - SR ELEGEH

B REZSBAPHRIM R ZEY) 2 835 - JE/IMOMG T entacapone ©
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BiE 2 5 023248 3%

1 1 PR 3t BE 4 Pf IR entacapone k2 dopamine agonists (4[] bromocriptine ) »
selegiline 5 amantadine 2 % » Lt R %2 60 11132 6 4 ) 10 5 3
AR B 1Y dopaminergic effect » 2135 By [ #f (dyskinesia) > Ft DLUE 5l 45 il F
entacapone [Rf » F7E %R HABHTIAS AR EEZEYIRY il & -

TE<B A% EiE L5 OF HI entacapone B2 levodapa 7] GE H B RS 52 % 2k BR AR IRER B
% KRB B PR IR FE R . (FE R "B R R RIS ) -
R SR R A B e EL RS EE o DU o7 W RE A A 1Y e B G R RS o B
entacapone 75 [ 1 e LRSI AR 1O B S R I FE AR FRERF I R BUBE R OGS 5 %
CEBEER IR R AT HIEEY) - 15 s Aa R R A -

R AR R B R A T IR ~ ) B B R RS - B pe A T — ik
WIS ERETAL LS T ThReka .

JHE S R T R 2 A HH B R B e R R < R R B B 252 dopamine
agonists z / 8¢ H At dopaminergic REEE S B4110f ] entacapone Eil levodopa JEIFITY
B3 > ATRESy B E BRI AT T R AR - R RE MR ~ RIS ~ 1k
RETUHE ~ BREENEEIEY) ~ IERREL R s E R o R BUEEREIR - d
Wi STk

Comtan SEBIEHFNE - Ktk > AR R - A% - 2R RER
1 - FRASHHHTAN R 2 B B3 A N E B AR, -

BT B {ER

TR R IR R b o 3R & 3 B entacapone Bl carbidopa 5 2 AL{F ] - B
benserazide & FEY)B) )5 J5 11 A2 HLAF RN ANITSE -

R Z A E Z BRI E R FEH » K#ETH entacapone Eil imipramine B entacapone
Bl moclobemide ;& [ (32 B /E ] - [RIAR 3L - A e < AR IRORE /35 BE 1)
entacapone Fil selegiline 2 KA #EAYWIFEH » IR AR AR EAER - AT BEIR
I entacapone Bl DU SRR SEY) & DR 6 FHROASER (DG IR - E45 MAO-A HIHI7 -

ZERMEPIAEEEE (tricyclic antidepressants ) ~noradrenaline reuptake inhibitors( Z[]
desipramine, maprotiline J venlafaxine ) » [z & #% COMT X 3t &2 & #7 ( #
411 catechol #% #% 1Y 1t & ¥ * rimiterole, isoprenaline, adrenaline, noradrenaline,
dopamine, dobutamine, alpha-methyldopa, apomorphine {1 paroxetine ) - Entacapone
BLE S g2y OF IR ERF DL - (BF R “SERUE” & B L Rk ERE R
HEHE) -

Entacapone A Eil selegiline (E{E1: MAO-B #1151 ) §fF » 1H selegiline 75 H %1
AT 10mg ©

TEBEE T » entacapone ErELEHI B2 &4 o K entacapone Bil & g3 S FE ]
[ 2-3 /INRET BRI (SR “RIPER” ) -

Entacapone €7 B human albumin binding site Il 57 > %45 & B /R EL H B85
f& & 0 AU K5 diazepam J% ibuprofen ° Entacapone Bl diazepam B¢, NSAIDs (non-
steroidal anti-inflammatory drugs ) ZE&PR 38 HAERIINIZE M ARETT - HRIEHESN
GBS - (EEEYIE TR TR AR I 4 -

FHJ% entacapone 7 8 4 5 B o S5 gl 5% P450 2C9 (9A0)) (GBS “489)8)
JIEET) > MTREE R L B AR O EEY) > BIA0 S-warfarin - SRTT > 7%
R F IR A AR - entacapone S AT E# S-warfarin FY A -

1fii R-warfarin ) AUC ghff N & S35 18%[Cly 11-26%)] - INR {H L3
11 13%[Cloo 6-19%] o [KlHt » %538 1] warfarin 1555 A B4 entacapone FERZMEE » £t
FHEEGH INR -

1R BT

B F AR AR 21 entacapone L » FAB)P7RF 7 il SR BRI B i 50
PTG REENE R © PRI e 1R 270 20 F ot PR - entacapone RHERE A 47
JRIEEA -
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TRENINEFER > entacapone & H FLi1-Hr 43 WAH, > 1 entacapone A BSR4 24
REN - W2 entacapone I » RIEHZL -

B IR EHEES A E

Comtan Eil levodopa ff F I - ¥ 88 Bl S B AE B AR I BB U IR K52 2 - fF )
entacapone B levodopa i & 4= WG B / 55 3% 4= BRAR BRI IR A {EfRUeiE
SEAG R R RE DA - e o0 8 Bl gL Al - e P BRI S S ek T e ok 1 5
NZAGEIEC RS E) (B0« BUER) - GGEIR “BEF L2 Rk ERE RE
BHE)

[A] entacapone B2 levodopa fif ik &5 [#ESE SRR R EAZAZ (Symptomatic
orthostatism ) » [KI [t HE BB EREARREER B/ ML) -

BIEA

TESEE R R EIR . Phase T ERERCHRG G RARITE A © SEBHREE - .05
PRt GGERATT &)

TERE S R 2RI IR Phase LI SUBE P RAGRITEFIA © NI ~ ISR FRAEE
JARNE (Parkinsonism aggravated ) ~ BH iR ~ [ ~ JKHR ~ 42 ~ s ~ L0528
RS ~ WUAIR IR ~ TP ~ SEEI B RE ST (hyperkinesia) ~ BHYF ~ B
B RETMURAL ~ TS - BRE] - ZBMERIMEE ~ N R R -

A entacapone 5 [EAYEI{EHIEL dopaminergic {EFIRVRINGRE - HKH 32
BELEACLIGIRAIHII - WD levodopa FA ] B W] IS 35 2k 1 T AV g T 178 e B 2B 4
R o HEHRIEZEREITERZ N SRR - R ~ E: - I8 - k5




JI§% - Entacapone @RI AL - (FLIELE G0 T -
£ entacapone 7 [ERAYE{E A H BEOAE B - EEUF ] entacapone JEIH 1Y E]
PERIH - s RS B B AsEAR (A0IE% > 2.5% ) B dopaminergic fEAR (401
SEBIAREE - 1.7%) -
TEEGIREAES T > IR FH entacapone 22 U A R BAZANY EIVE AN T © SE B} bR
(27%) ~ WELs (11%) ~ B35 (8% ) ~ HEE (7% ) RKII8Z (42%) »
fik A S & (AEH 1400 % 2000mg ) FLAK | S entacapone 5 3% /4 S Lbiig i
YR RIE > FIAGHEEIREE ~ LRI -
Ji* entacapone JAFFIE » RAIATE ~ KLIMER I LEZR RS04 T By - HAEA
HEE O] RE 2 R TG A SRR AR R L entacapone 55 (6 fH
ﬁ ) A 1.5% YA HIMAL SR EARR FEEE0T N -

FAERRIR AR IR R R s -
i’% FRYVAIZEYIA RS » FLFS entacapone (EERIREASEIILUR L i i S2R511Y
ELU
2%_

YR R SREMK 3 A SR BT E%?H{&%%&DT CRRE R (2110) 5 R
(217100 » <1/10) : RHHL (21/1000 » <1/100) : Z£ 5, (>1/10000 > <1/1000) ;
HRZERL (<1/10000) » AHT (SREEBIEINERHME R > R IE R R BEER

TR FRERRIEET)
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FZE FEB
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LT LTI
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FRZE L RARET ~ KR
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FER, JFohhemm R

REN FEPEEIEHERHER AT 4
RIS R THER

FEH, RLEE B L2

FRZE L, B TR

A JRG - GEEE AT AR
FiHs L PRI,

—R%ER R A ER AL

i PR ~ TR - BRE

FRZE R, [EEE

LWV S B AR 1 1 Co B 28 AR (R LB ( 53730y 0.43% B 1.54%) Rys3AT 13 TS 358
BRI AER - B G 2082 #4455 entacapone IGFR 35 2E SEAGRULET) DI RER BB 4
(end-of-dose motor fluctuation) 5K A

FlegtH ﬁ%ﬂﬁu}ig RAR AR (R T +5Eil entacapone #{I levodopa

BEFIARE - ( TR R e SRR B )
EREEAR I L l&rﬂ%ﬁﬂ’ﬂﬁjﬂﬁl e o KHFEAAE entacapone FIHAD

dopaminergic %&W@E T EERE -

MR A RER B E 5 -

LA dopamine agonists ¢ / 2%, i dopaminergic %8 & 5 41 411/ F entacapone B

levodopa ?’*’)ﬁﬂ’]%% TIREE R B A ¢ R RE M L  PERRR ~ 1

fknﬂ_ EPE B R  SEREL R R R GER R LRk
FERERE $IE )e

B/E

ETRAEDR - BRI A S T - entacapone B8 it W 1 A
i R#EH 16000 mg LEE’J%I@:@JE&EM@%EW B ~ WEIE ~ (KL
JBE ~ Rt K i

éfﬁzLiE’JFhIEﬁtzzr ARAEERIE -

Entacapone J&§ i~ — Ffi 87 119 75 #8885, » COMT 1] 7] ( Catechol-O-methyl transferase
inhibitor ) » E &R ~ B KESGHEFIR R COMT HIHIH] - el
1A ZER levodopa BB GERT » HA entacapone HIf] COMT BTk T levodopa 1Y,
F K 3-O-methyldopa (3-OMD) [J4HZK - TiHE i levodopa HY 4 8 ] F=R > i
T] LA IR levodopa 4/  [KI[HL » entacapone ZE5: T levodopa FARFIIR(HE FHASCER
Entacapone A £ 11 FE 3584 147 COMT B3 » ST IfLER Py COMT (s Fi B2
4% entacapone WA > WAHEMIFSH entacapone ¥ COMT IR I Ky H] itk
-

ERIRERER

TERAlE phase TS 3R KELL T 376 el (G 425508 H s f 5 d PR RRE i i < A%
JESR IR » 45T entacapone BOZZ RTINS P4 levodopa/dopa [t ¥R IR SR IR - H5 A
FAFR - iBE—r > 4 H ON K (VNKF) HERHEEMS » HlE _HIH RS
ON I L -

&R - 5HON B (MeanxSD)
FREE T 2 A H ON IFE (h)

Entacapone (n=85) L] (n=86) FEE
SRR 93+22 92+25
8-24 3 10.7 £22 94 £25 1h 20 min
(8.3%)

Clos 45min, 1h 56

SRR 11 ¢ 45 H ON HFREIAYLEHT (%)

Entacapone (n=103) | ZZRH] (n=102) P
LR 60.0 £15.2 60.8 =+ 14.0
8-24 34 66.8 = 14.5 62.8 = 16.80 4.5% (Oh 35 min)

Clos. 0.93%, 7.97%

OFF IRFHHARS I -
8 1 rh > OFF IR 24% - ZRIFIFEATRy 0% -
A 11 o > OFF IE[AIEtAD 18% » ZehtllHIIRy 5% -

ZEHEN 1

a) B E R —R%4S1E General characteristics of the active substance
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Entacapone 2 W1 e ] S A8 i P S5 AR S KB 7E 22 -

JHH R 200mg Entacapone $ERI#2—/NRSERMAE =i & (Cmax) - FEEREZ

HiLL first-pass (75 A3 - TIIR—K entacapone &% » #9745 35% HYZERE VISR 5

RWI5E 252 % entacapone (YR

paxiii

HEH % > entacapone { {F o3 i 42 S AR - FERRE T HY Mt i By

20L > #94 92% BRI 5 -phase DL 30 43§ HERR = HIHERR 51 © Entacapone &

M 4224 800mL/min °

Entacapone [ 32 3 BL M4 56 (&5 & - K02 HEH - EIG IR HE A -

A B ML EE A BRI A% S & (unbound fraction) #5473 #Y 2.0%  7F 15 IR &

K » entacapone A gy A H & 58 7 BiL Il Fh 2 A5 A 19 %E (400 warfarin, salicylic acid,

phenylbutazone, B¥, diazepam ) » TEIAHF B FAVIRIE N » WA S AT H T ZEYIATEL

e

e}

7INER3 1) entacapone, (E)-isomer » f#{L ' EY (Z)-isomer © Entacapone 2 AUC th 95%

& (E)-isomer » HER 5% Ky (Z)-isomer Jz HAth A SR -

LU I I06E 750z 1 S84 19 8 4b 38 B 5 HY > entacapone J11T il JFF Ik 9% 52 P450 2C9
(IC*~4micorM ) = Entacapone ¥t £ ftli 14 P450 % 2% (CYP1A2, CYP2A6, CYP2DG6,

CYP2EL, CYP3A f1 CYP2C19) EEMEBSEEHEIHIER - (GER “ZAIER")

BERR

Entacapone & HEBR AR 7335 4 12 FE B ik RBHE TR o BERMIRIEABEPREE - A53HE

80-90% 7|t 5 FEAEHE L » #9 10-20% HIRIEHEH » SV R By entacapone DU

I E RGP L TR FRIE 4G 95% 1 entacapone Eil glucuronic acid JLfig#HGs - 4

PRIGHR BRI - E5 1% RS bBURg B -

b) BERAREEE

RFESABESF AR H entacapone HYZEYHE) JJEL AL - AESHIE] R IFLIAE

e e (Child -Pugh Class A Bl B) » HEEWIRG ARG » #5450 B0T K HE

BRI (GER “ZE24E”) o H entacapone [fI4EHRIE i o BOIRE AR 20 R @i 2

entacapone G’J‘%%@Jﬁ B o [HEREEZIMIENT g v DA e g Rl & -

FRIRRIA B 22 &R

WHBRLEEN LA ~ S8R ~ ZoRIGEIRI BRI  BEEN - REEENE IR L
R RATAABS ZORHEEUR > entacapone Ho A BEMERFAINIMERIE o 152 K% B w2k
WFger > {RATREZ ARy entacapone ELG BG4 B G EH M A E MRS - 16
ETHIIRENITE T 2 E R REHE EHE T > BE R T IIR & R
B ETHIEAE -

B2

#REE © microcrystalline cellulose, mannitol, croscarmellose sodium, hydrogenated
vegetable oil, magnesium stearate.

4% : hypromellose, polysorbate 80, glycerol 85%, sucrose, magnesium stearate, yellow
iron oxide(E 172), red iron oxide(E 172), titanium dioxide(E 171).

BRER

B 7
EEEEAE 30°CLLF -
FEERRYMuSE . “EXP” HIRE > MERAIFEGEA -

ERAET
1R : Comtan BN H EREIRIBREIRHST -

&Y & I : Orion Corporation

5 iJJ: : Orionintie 1 Fin-02200 Espoo, Finland
B2 : Lek Pharmaceuticals d.d.

5 ik : Verovskova 57, 1526 Ljubljana, Slovenia
¥ RERERGERAR

o ib: RAETHICEBERTER 995k 1148

Information issued: IPL 16-Jun-2013
TWI-010813



