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V-6. HFDOEZEEETIC | AVAI T Y 24—

BITHREMN RAFEAE
HEr | IRER . AT RE PRATHAR e
OB
EMR | 25°C/ 6 5 A JAMEN G
17348k | 60%RH W AVAL 7' U % Bk 1)
hE | 40°C/ " 5 — 6 1 W
Bk | 75%RH
HIEEB IR GME) | EHEE. mHER, §8%
PVC/Al 7Y 2 4 —
RS
T~ wgpe | RIS
NS R
EHIfR | 25°C/
17335 | 60%RH ‘ 36 % A S
r gﬁ 50°C 2 5 H JHEAEN
P vy—Ll+
=V B D65 77 |ARUHE{LE= | 120 5 lux:
g% | L (4 1,000lux) | V7> 7 4L h JLRE P
IN

HIEHE R OMED | WERERER, HRME. R, S&

<SRF—5 EBRENDHA, UFOMIH THE S >
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) AT — 5 ZEEETORELHRT D LOTED Y Eh,
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V-1, ZEERITHE

V-2, ZEEXRIIRERICEE
THIE

V-3. HERUA=E

(1) RZERUVAZEDMHER

V. AEICEEd H1EH

4. HEERIFHER
LARK/N - AIE FARIELAR RN - RO+ 5 D FIERELOHAICE

BIN—F VY URICE T REROBRNZEE] (wearing-off IHE) DkE

(fiF)
LR RN DA E RARUILAR R e R TY REBEAFEHA L THLRE,
wearing-off TLGNFRD DAL /N—F Y UFRBE ~AH BN E L ERR
W (EMN 1201, 1202, 1203, 1204 Bk, s 33, 44 RABR) TBWT, f
HER NZEENBD LNTZZ ENHERE LT,

( TV-5.EERBE 1 OEBH)

5. MEERIESEICEET 5FE

5.1 ARFNIFER DO HNET) (wearing-off Bi5) MBiRD LN D/ —F 1V
FREREICH L THERT S Z &,

5.2 RANIVAR R/« BB RAILAR Ro8 - Rt 50 RIERBIE#REC
L BEE (Db LR KXE LT 1 B 300mg) (2T, +457%)
BOBLNARVEBREICK L THERT S L,

(fg3n)

AFNX, ERO BNZES) (wearing-off BIE) D& % HBE D ON K DIEE % H
e LTEGINDIELATHDLZ b, BEXHEIT wearing-off B FERD
HILTND/N—F Y IRBFICR O D,

AAEABNC LA R8s e R LA KX Rk T Y RgRRE O A
% HEOFES (Db LUARRELTLH 300mg) 21TV, TN TH+
5772 wearing-off BIG OUGEDP G LNRWVBEDERF OB EXGTH 5,

6. BERUHAE
ARNZHEMCIBAES, LF VAR RS BRI LAR RS
eIV NERE ST 5,

WE. AT 2 AR LT 11E 100mg R 0595,

2B, ERICEV =2 AR E LT 1E200mg 2 &% 5952 LN TE
%)O
72720, 1H8EIZHA RN &,

LR R8s IV E RARIE LR KR« R 5 2 FHEBEH T ToRF O
ON FrHEEZ S I, COMT HEMEHEZMN L TomEER LR KX JRE
AUC DMK, tip DIERIZFEI bDEEZBND, —7F, wearing-off BE %
®gl LB 1201 #RBRIC T, AAl 100mg. 200mg Hi[AIFR O H5R O
ZJ R DMAET IR t1 1ZFNFH 0.85, 0.75 BRI & H <, Mg H»
DI RT D 2 EnRE T,

L7l o T, VAR RO REZHMERF L, 8 LIZERSIE (ON REEIE
) 2B5120%, AANTHEELR R8s AL E RARUILVAR R - Rt TP
REGEatE & RIS SND Z EmERE2 D,



(2) RERUVAEDRE
245 - 1R

1 [\ B ORERHL

HESL 26 BR, [EN 1201, S 2201 #RBR LV . AAl 100mg & O* 200mg D
2 EHKIE (LR K8 AUC ofghnkt) oRfRITESR T, 200mg ML ETIHF
HTHD, ON BEEZIRIE, 100meg 7 HiRH 5 200mg TIEIX R AKIZE
LTCW5 e E iz, BN 1203 RBUCR T, REFHMIRFOBEH N L O
ON B OZALEBIZ 77 EART 0.5£0.2 Bl CEHEEAEEZE TH
) . 100mg #ET 1.4%+0.3 Kifi], 200mg AT 1.4+0.2 B TH 0, 1HEH
fMZz@L C—HLTAHA 1[FE 100, 200mg HEOEFN T T EREEL Y K& W2
DRI, AH 100, 200mg MICITAERZTRD N RN
(p=0.9819) , EA&MIZOWTIX, AAI1[F 100mg, 200mg WTHHARLE
Z BN, RIERRELR, EERAEFZORIEELZE L, @ 1 B
f & L TE 100mg BB TH D & B 2 iz,

1 [E] 200mg ~DHE DO FRHL

EPN 1202 3R, 1204 FHBRICB W T, AH 1 Bl 100mg & 5-TiE+4372 ON K
MODIERE DG ONRWIGAIC, 1 EIHE% 200mg (IZH T 5 Z & T ON Ko
HENHRONTIEFN Do T-, o, RETORWEMARERIT, HEIZLY &
7B Lidehotc, BITHIO S —F 0 Y URBETIE, LR R XOHEE,
BB L D VAR VT OB LI L VIRRORBIRFEIIROND Z &
O, WEARFLRGEICB O TIRFEEEZMET D VW) BIULZZMtT 2 &
X, ROV X7 % ERIDIEFRLEORXR T v bRHDEEZ BN,

1 H 5 [m5k o 3% E AR

wearing-off H#E THOxZ L & HR L OMIETHEBDPEEE tys 1T 0.75~0.85 Fifi] &
L, MBERNSHERLHICHET 52 L HERRE 208 & Lk SR
BRI T, RAZEMBEOW LN REIXRO b2V &, S 5IT wearing-
off BEIZEBWT, AFlOMERREICLY, #EREIZLLT LA KR/ AUC
EHIRER D LM SN, LEN- T, LA RS0 M8 i 8 & Medy
L. ZE LA ZE (ON FHIER) 21551215, AFIXHEFFLAR KX 7
JVE RAIVAR RN R 5 Y RERE LS, o LEL T
DFEFFHNEARE 25,

EIN 1203 LN 1204 BB CTOMRFHI L Y . AFNX 1 B 3~8 [EF 5O TH
NPORETHD EEZ LT, 78, WS Tl wearing-off BHEIZX L, 1
[ 200mg 1 H 10 F £ TOHRERBRNH 523, EANTIE 1[H 200mgl H 8 HEE
TOEGRBOATHD Z &, BT 2 nb o0, 1 A 8BGO NE
RBENFEL, ZOLIBRBEO I TAHK 100mg H 5L 200mg #5-
IZTC ON BfilOEENBO LN &b 1 H8EIZEBA/MWNI &) LERE
L7,



V-4

RERUVAEICEE
THIE

1. AERVEEIZCEEYT 5FE

T KENTILAR RS e DL E RAAI LR B8 Rt 50 REREE & OFFHH
WIZEDEDPRD HNDHEATH Y . HAITIIZRBFBD S0,

1.2 RENI VA RAROEYEIRAREZBmD D120, LR RAICED KR
CNEBIEDRIER (PAXRTUTE) BHLDONLIGERHDH, ZDTk
W, ARF OB EBER T ERIZITREOREL o8l L, PR3
EEMEORIER R A T2 561F. AFIH L 0LV AR RN ZreE R
PRIV AR RN e Rov T NIEBEZREGT5 2 &,

1.3K41% 1181 200mg ~HE L7286, VAFRUTERRIATLHZ LS
HOT, WEITHEBEICHRHTAZE, 77, #HELEBEBZRE 492
1TV, 2RO DIERDFEE LSS IIERORBE IS U TAKIO 1 [
BHEBZHET 2EHEYRNEEITH Z &,

7.4 AR OB EITEEICITV, 11 200mg, 1 H 1,600mg 2827202 &,

1.5 FEEDH 5 HBHTIE, 110 200mg ~DHERITMNER/NRICE EDD Z
Lo, R EET 1[F 200mg [ZHRET A5E1CIE. BEE+HITT0 RN
SECHEEICHRET S 2L, [9.3.1. 16.6.2 BH]

7.6 {AE 40kg RiGEOEAEOEE TIL, 1 H 200mg ~OHEITEEICHGH
528, [9.1.2 ]

(figsn)

7.1 RBENTRM T COMT ZFHEL, BO#EE SN LR RROEYEF %
EEDDLZEICI s THREFEST HEAITHD Z &b, AREIFMTIEZ)
EBBOLENT | LT LR FREOPHPMLETH D, EAANL. VAR
RE RAPLUREREERILER] (WA E R A3UIR_Uv T Y RIERIE) L oftH
T, LA RAREHZEIT S COMT OFEFIDRREMICEE > T DLEE I
ML THREPBDONDEAITHY | T LA KXo RSP GR B PR E A
EEBITHERH LR TIX R B0,

7.2 RAITUR FAOEYFHRIHAERFEED . LR RICE D R3S U1E
BEORER (PAXRTUTE) BboLbhed <2570, REIOF LB
BEBE ST BRI I I EERORBIC OV T O ARBEEZITV., LEITST
TARAKND DML LA KXo RASREEEERBLEA O H &2 38 5,

1.3 LA RN RABREEEEREILEA & O T 2 1R 1 [ 100mg.
200mg XL 7 7R & MG LZENICBIT 2 _EEMRART, FESE
BOFKBRITT 72 RN 69.9% (79/113) . =2 ¥ HR > 1 [A] 100mg #
LHRE 72.6% (82/113) | 1181 200mg #5813 86.0% (98/114) Th o7z,
F7o. BENTHEE SN ZEHRSHRBRICBW T, 200mg (&% 1 EBUN
WCEGHIEZE L2 AR U T OEFPHRESINTVD, HEEOVLEMES
HEHEICHRF L, HERIIAFEROFBIUCOWNTHoRBIEEZIT, MBI
IR T 272 EONEETT D,

1.4 ENORERRBIT 18] 200mg. 1 H 8 BIELEETTIT->TRY, Zhal#
25 HEORME « 2V L TR,

1.5 EBY

1.6 [ HNOT T ERxR T EHERRERIZBW T, KE 40kg K OKAE O BE
T, VAT T (VAR UTHELET) ORIERIL, 7T RHEED
12.5% K% T 1 [B] 100mg FED 9.1% & Ehife LT 1 [7] 200mg T 63.6% & & <
{KEE 40kg UL EOBEIZ 1 0] 200mg Z#5 LIZBEDOVAFZ R VT HE R
(40~50kg #f 24%. 50~60kg #f 22.5%. 60~70kg #f 9%. 70kg LA -#%
22.2%) L L CTHED 2T,

10



V-5, BFaREE

(1) BBRT—42/\vh5— | =X AR OENICBIT 2RI, BEKT —% OEBEN R EEZ &/RIZY

o 72O K BEU EELHEHFIFEESE THC) OfEsHR s EERT —
HEFBALTIToTBY., TOMEITITHOLEEBY TH S,

BT — 5/ r— SOE

EAT—4 BNT—4
% A RER [ % M AHEER
Wearing-off /2% T® PK. PD Wearing-off % T® PK. PD
EN 1201 Bk sk 26, 2201 Bk

7Y v Vv T HERR
8 AR RRAER) AR
15 33 3R
(8 W 57— %)

TN O TR TV
HHE AR
[EIN 1203 75k

T ) -
EAN 1202, 1204 3B 7k 34, ‘245 73, 69
P R
P % TAE AR A RER
. ¥ 33, 44 B (24 WK
SR IMAHARAE AT 5) (85 33, 44, 639, 659
RER OGO IR T — &+ *?
BRI s | | | FERBERAESTS
MR R
ok 57, 58 Rk

a) AL 63, 65, 73 (63 HEROMKRRG) . 69 (65 BRDOAKGEG) BIL, wearing-off
FRLURWESE., UL LA FRERAIGERG 2 Gie iz, BetET—% & LCHIA
L. AT —# & LTiE, HOEMTOMGHIRFOAIFIA Lz,
k1 BEMICHET H2EMNT —XICOWTEHNNOT —F 2 ik L, etk e 7 7 A
JLNVERLL T, et oW ToORMNET S, AEICET AR T —4
X, 25 L LCHHAT 5,
k2 WSk 33 RO 44 BB (24 W E) 1I2oWTIEL, 7V v P ZHEBR LSRR Bk
i (8 M) DOIIGMFHIIE D& SMET 5, WS 33, 44, 63 KT 65 R D
PEEIRATT — Z 220 TClE, M EMICEB T 2RFto ol Fatticon iz s
EZL LTHAL, 228z onClihisxs & L TOMFT 5,

11



(2) BRPREIEFER

AR
1) BEI%R 55

R A 24 BlE BRI 6 FICIZ T 7R E, 18 FlICiTm o Z Ry (25,
50. 100. 200. 400 % (*800mg) #* ZEfEMEICHERR 15 L CRARMZ R
Lic, =X ARCEETHE 1 EMORIEHIR 28 A CIEREET 3 A&EZ R
WL, SFHEICOE 8~9FINREI T bNTz, =& Ry L ORREBERN
BETE W EHE I NAHEFRL (FEMER) 1L 1861+ 7 HiC 9380 &
. 50mg $¢ 5-REICH & ME RIS % 1. 400mg % 5-FFIZ SRR 3 141,
800mg % 5-FFI TR E RS O MALEER D 5 Bl 6 b bhiz, +
o, AEFESR (WRREMEOREES) L LT7I7—8 EHR 16l 2 1
(25mg K O 400mg % 5-0F) B b7z, HEFE G2V T 800mg 1Xilif& ¢
bB LB ENT, 9

2) &t 53R

fEEER A 36 B4 12 B (9 FlCIESEH, 3 HllCIE7 7B REE) © 3 #HC
Sy CIEYERG R 5RO ZAEMEZFRE LB c, 1 AAEL LTE 1 4
I% 200mgl [A] - /R3K - 200mg3 [F « {K3K - 200mg4 [, % 2 HIZiX 400mgl
[B] « {KZE - 400mg3 [F] « (KK - 400mg4 B, & L CTH 3 #I21 400me4 [F% 5
R G Lz, 2O, RERBEBERS D LHESNT-AEEFGIT L,
400mgl H 4 B4 5 HEEFHRG Lz EDBREMIIRFTHDL EELDN
Too @

) AROEKBEINTWDHELTHEILZLAR R B RAILAR RN Ry

7Y NERE L O T, 8% 118 100mg, FERIZEY 1\ 200mg, 1 H 8l
BBz, THD,

12



() AERIGHFRAER

Wearing-off REEHT BH/\—F Y UIFEFIZH T HEEREEGER

1.

EM 1201 5 0

LA R ROHER—E (1 H300mg 2L, 3~6[FERM) L T\2% wearing-
off BIRZHTHHARNBEZHNGIC, 7o A4 —_R—EITL Y LA -
RSB BRI R L EA] & = & R > 100mg. 200mg XIE 7 7 ¥R % Hin
DR G L72fE 5, 100mg & OF 200mg #5- OV Ficis Ty, miEf
A RO AUC IR L, HEMIFIER L7223, Cmax TIX7 78R EDzE
(EHHNRh o, £72, 100mg 5L 200mg £ 5 DO THEEH LR KX
O AUC KR UHRINCABAERD bgnroiz, ok, KABRTES v E
VITAR, VAXR YT AaATICTHBEORT ERRTZ L OO, FKA
IRAEMRT D LIXTE R o7z, BWERREBHEIL 100mg #5HT
78.3% (18/23 f5l) T 200mg #5-#£ T 79.2% (19/24 f5l) Th o7, FER
BITEMIZ, 100mg B CTHEEK TR PP A X R T 0345 30.4% (7/23 ) |

DA 21.7% (5723 f5) | {EHR 13.0% (3/23 ) . 200mg #£ T ifn £ X
T 33.3% (8/24 i) | PAFHXIT ROREMANRSK 20.8% (5/24 #) | L
EOED 16.7% (4/24 1) | BIR 12.5% (3/24 i) ThH-o7,

(ng/mL)
5000 ={1~Placebo
f 5000 [ —&—100mg
% ——200mg
B 4000 +
L
AR 3000 f
k
/N 2000 t+
;%
B 1000 t
0 " &
0 30 60 90 120 150 180 210 240 4
ﬁ@ﬁnEﬁf&wmaﬁ¢ LR FNEBEHDE
(LR F/8 - R/ BRikBREE SRR EHIOFR)
Tmax (h) | Cmax (ng/mL) |AUCo-4 (ng*h/mL) tuz (h)
7Z7%R | 0.61+0.26 3699+1777 51812196 1.19£0.20

100mg 1.08+0.66 | 3488+2337 58692794 1.580.49 *1

200mg 0.95+£0.83 | 3529+2082 6244+2979 1.80*1.00 *!

SEEE EERERZE n=22 %1 :n=20

13



2. @5 26 ER

~

Wearing off BIREZH T HAENBEELRZIZ, 7 0 A4 —"—{ETLARR

© RABREREEE L ERNIC = Z AR (50, 100, 200, 400mg) Xi%
7 TP REZHEGAEG LIZBA DO LR RO BIHE ST X — & K O
B BEIZIB T A ON FERIZRD LB TH o7,

(LR RIDEYENENZ A —4F]

T2 X HHR 50, 100, 200, 400mg DOFEEIZ XV MAEHF LA K30 Cmax
EEHDHIERL AUC #HERIE, tie ZEETH Z e RSN, L
A RARD AUC 1L, T T EARBEERFE T2 AR OGO
PEONEER L7223, 200 O 400mg $5-05 TEIT R o 72,

Tmax (h) | Cmax (ng/mL) (nAgph?g‘L) tiz(h)
7Z7%AR | 0.79+0.61 | 3,349+1,772 |4,812+2,016 1.03+0.17 2
50mg 0.710.62 | 3,080+1,648 |5,493+2263 ** | 1.23+0.272 **
100mg | 0.85£0.41 | 2,922+1444 |5,815+2,557 ** | 1.27+£0.25 **
200mg | 0.98+0.63 | 2,898+1,253 |5,942+2,476 ** | 1.44+0.37 **
400mg | 1.29+0.78 | 2,696+1,057 |5,942+2,378 ** | 1.40£0.46 **
n=19 a):n=18 * *p<0.01 (K7 7tR) FHEIEEFRE

GEENSZIZH 15 ON B

T A HR Y B0mg G- TIET TR E u\fhméﬂ?{ﬂﬁiﬁaf‘%ﬁ%ﬁfx

EIRD LN oT-, —J. 100mg $ 5 T UPDRS Partll GEBE)AE

71) . 200mg WEHTT_XTOFBBEEIZT T ERELANFERENTZD S

WLO T2 X HR D ON BFFIEE 2R 1T 100mg 7> HF8H 531, 200mg T
FERRICEL WD LD LEEZ BT,

UPDRS Partll | ~ ij;f 7|7 _7{;{7 AT A -
TR 160139 142447 T+ 57 79+ 62
50mg 180162 158165 106+77 8283
100mg 183+59 * 161-55 93+ 72 80+79
200mg 193760 **| 187461 ** | 139+88 ** | 127102 *
400mg 187+58 * 172559 **|  128+77 ** 90+ 89

n=19 FHEERERZE (4)
*p<0.05, % *p<0.01 : 7 2 AA— N—EIZIR LT Booinic LA 7 7+
R & ORER L

LFHmIE R © ON B EFIT. UPDRS Partll Tl H-AifE & b~ 10%
PR L= RERE /X#X/TZZTTi&ﬁmﬁ&wmlﬁ/ﬁu
EELS o TV, Z v B 7T A NTIE1IHEOH v B JRIE &
HEME &R 15%LL BB 7 MBI L TWERERT . #4772 F Tl
H.AE & R 20% L B < Ar o T2RER & LTz,

AFNOAEGBEN TS HEROHEIZLAR R8BI E RAI LR R8s Rot

7V NIEEE & OPFH T, @% 1B 100mg, fERIZE Y 1[E200mg, 1 B 8[E% i
27V, Thd,

14



(4) REEAIEAER
1) BMEREERER

3. @4t 2201 EKER 12

SMEANBEE (LR R XOHEIE 1 H 300mg LA E, 3~6[0) #xf%Ric, 71
AF ==L T LR RN RABUREEFERAER I % 7R (100,
200mg) XiX7' 7 & ARZHEBIOFHES LR, 100mg & O 200mg #5-0
WPFNICB W TS, MR LR B0 AUC 137 T BRICHSTHEARLE
23, 100mg #5-& 200mg #5OM T AUC ICHEZEIZALNRD 2T,
Tmax % N Cmax = % DR OEBIIA N2 o T2, 72k, KRBT
FE BT T AN, VAFRUT AT I THMMEDORF 2R AT D
D, FADREMRT HZ LIXTE M7,
Tmax (h) | Cmax (ng/mL) (nAgph(/:I?r-lb tuz (h)
77HR [1.04£1.02 521942860 |7,337+3,883 1.48+0.319
100mg  [0.83%0.57 |5,720+3,360 |9,634+5,284 ** |1.41+0.15
200mg  |0.94+0.54 |5,313+2,850 [9,775+4,962 ** [1.66+0.30 ****
B SRS n=26 a),n=25 *p<0.05,* *p<0.01 (F'7&H & D)
% % % p<0.01 (100mg & DOLEE) p fEIE Tukey 1EIZ L HFH%E

BAANZBTZ 7S5t RB_E5HRLERR (BR 1203 =E)

' Wearing-off IR 2 A9 2% HARA S—F 2 Y UIRHRE 341 Bl ekt & L= —

HERILEGBR T, LA RN RRBURBAFESRILEAE 1R HZY o Zh
A 100mg. 200mg X7 7 ¥AR% 1 H 3~8 [ L 8 HWE&EE L=,
PPS £ (Per Protocol Set) (Z8F AIEIR HEEDFAf2 AIRE CTd - 7= 281
BNZBWNT, =& IR 1T 100mg LY 200mg #5-8F & R A 58I
SEETWB (6:00~24:00 D 18 BETHEAM) © ON Bl (Hhx <1
W - BT D LR DR C LR RSB RIS HGR) 2B LT 1.4
BHMEE SE7, 778 R L0k TEH ON BRIZAEIIER LA,
100mg M Of 200mg ¥ 5 HERICA B ZITRO b~ 7o, BIVEHSEBHEE
1%, 100mg #G5HET 52.2% (59/113 1) KT 200mg & 5-# T 72.8%
(83/114 fl) TH -7z, ERENWEMIX. 100mg FETEAR 15.9% (18/113
Bl . PAFRITEE 14.2% (16/113 #il) | {HHEE 10.6% (12/113
) . 200mg HETU AR T HE 21.1% (24/114 #]) | HR 14.9%
(17/114 f51]) . (EFAEEE 12.83% (14/114 $i]) TH o7z,

(hr)

U
isd — 1 [71200mg
M 3 F -=e 1 [1]100mg
PR B & o
1]
IT +H
] I
'l J
6 3 (&)

(EEBERE)

B 5k OZBHRM
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ON B (hr) OBZHMN 5 DEIL

IS TUB IR BRI
95 1 100mg 200mg
98 13l 88 {3
OB CEAE RS 82+2.0 81+21 8.3+229
OFHERHIIRE CEE =R | 8.7+2.6 9.4+927 9.7+2.8
&2 CPAEEAEARRE) | 0.520.2 1.4+0.3 1.4%+0.2
b e 0.8498 0.8575
A AN
BA B ORI ik & DR [0.19§s(9) 0%57007] [O.lSéiE(S) . i.25;263]
[95% S P P—
WEREOMODD | 200mg #ERH | B [ 0.0077
100meg B -0.6563—0.6716]
p=0.9819

2. BYVERIREEBRAME - —EERLERR (75 REHR)

(1) 4% 33 XBR ?

Wearing-off IR 4 H T 5/ 3—F% 0V VHAE 171l xI5R e L —EE5HR
IR T, LA RN RABRBBEERILEANC 1 BH o2 R
200mg XX 77 EAR% 1 H4~10 [FIJFH L 24 @R E L7, ITT4H 171
FlZBWT, = IR APERBFEBIZESEETWBM (6:00~24:00
@ 18 R[] THEM) ¢ ON BRI ZIER 3, 77 ®AR & O 1.34 FiH T,

WHERIC A BEENRBO b, BIFEARBSEEIX. 200mg H 58T 54.1%
(46/85 %) Th oz, EREWERIX. TH 16.5% (14/85 1) | ol VR
MRA R4 10.6% (9/85 i) THh -7z,

ON B (hr) QBTN DEL

A AN 200mg

86 15 85 15

OB CFYE - EHEFEZE) 9.2+2.5 9.3+2.2

OIREIS8, 16, 24 HFFOY) CEWE A FZE) | 9.4+2.6 | 10.7=2.2

ZALEQ-O CFYE - ERERE) 0.1+0.2 1.5+0.2
T EAREEE OFE (HEEME S ERERAZE) 1.34+0.28
[95%15 &8 X [#] [0.75—1.93]
WERR G * P=0.0002

*BEZIYD ON K& 8T L L7t IR LD db 215 BOTE 7 /WS X DT

(2) i+ 44 K88 ¥

Wearing-off I 4 H T 5/ 3—F% 0V VA HE 205 filaxtg L L “EEHR
PiERER T, LR RV e RNBRIEEERILEANC 1 MHiz =X Ry
200mg X(I7' 7Rz 1 H 4~10 BIPFH L 24 #f#H G L7z, ITT 4 205
BHZRBNT, = X DR ADERBFEICESEETWDAHO ON FEf o
EIGE2HMESE, 778 REDEIT 4.45% T, WEERICAEZENBD BN
7o BIWEFHIZEBIMEEE X, 200mg ¥5HET 82.5% (85/103 ) TH -7, &

REIWERIZ., PAXFRTT 47.6% (49/103 1)
(30/108 %) . /R—F 2V =X LDHE19.4% (20/103 i)

16.5% (17/103 ffil) | .l 10.7% (11/103 f5]) ThH -7z,

ON EEEEIS (%) DEBEZHMoDEIL

. RRAERE 29.1%
. FEIED F WD

A AN 200mg
102 {5 103 {3

OB CFYE - E%EFEZ=E) 60.8+14.0 [ 60.0t15.2
Qi 8, 16, 24 B DY) CFMEHEMHERA) [62.816.8] 66.8+14.5
ZEBEQ-O (CFHEFEHERE) 2.0F1.1 6.7-1.4
TR L OE (HEEM S EAEGRE) 4.45+1.67

[95%15 §E X [#] [0.93—7.97]
MEME Gtowaodr) * P=0.0163

*BEZIYD ON K& I8 T & L7t I LD o 215 BOTE 7 /WS X DT
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2) REMHER

(5) BHE - WA

ORLMHHER

ENESRER (1202 RERITRE 2 M. 1204 REROF 1 Bl B FREEFHITRE
24WTOH v "ATT—4) TidxE 2EMBEES I, ZaMFHEES] 169
123 B (72.8%) (CEIEFANREO bz, F72 1204 RBROE 2 [0 H HREE
i 285 il 217 i (76.1%) ICEWERZNRBO iz, WM EIRER (34,
54, 73. 69 BR) TIIHE 5 FMFKE S, LZEMTRIER] 649 #ilt 461
(71.0%) WZEIMEHANED b=, HWIRIZ L A6 NTEWERHIZC AR T T,
LSO LR RAERBERICHE Y FRDOIEN, N—F Y =X L OHEEE D F
VEABICBIE L7, SR M OSESLEORMEETH Y . S ITREOHEST
BOR—F 2 Y RIRFEIR OB G VRS2 H L L Ex bR, =
HARDOEYFRGIZLDIRAOEEREROBREIT /< AHl 1 18] 100mg.
200mg DEMHEIZERE TH -1z, +71319

QEMTEDHMME 7

ENo 1202 3Bk (1201 REBROMFEER T, 21 #ilZ2 %412 1 Bl 100mg i
200mg % 1 H 3~6 [ 45) KON 1204 @Bk (1203 REBROMKGERBR T, 284 f)
ZXFRIC 1 18] 100mg X1 200mg % 1 B 3~8 [F#%5) | #st D 34 #&Br (33
ARER OAkREABR T, 132 Fl &2 %212 1 [ 200mg %k 1 B 8 [ 5) KO 54
AR (MESS 44 BB OMHERER T, 170 F1Z2 %51 1 Bl 200mg % 1 H 8 [\
BE) ICTRE 3 FHRORMERGOEIMEDR TG IFERICTRHE S L,
1202 BB Y 1204 3R TIEMK H 35125 < ON K OIEE R RA S 41,
MR & b AHIHIE T (R R 104 ) A U CT&LE L7z ON REIER 2R
RO, TXTOEHEGHE T UPDRS*IZ L 23 EMA T4, PartT T
EHEE 2B L CRAa T OBTIEFE A LR, Partll XX Part I ~MMDO &
AR a7 MBI 2@ U, BRI L TR a7 I TRE- Tz (GERDK
F) . VARNSD 1 BFGE, 5EEE IS, FHMIREPIRIZE A SELL
2oty LAEOER HFEICEE-S< ON Bifi]l, UPDRS X U'LAR K2%od 1 B
&, WEEHOHERBNS, 2o Z IR OMENERERETHLRTE T L
b n LBz i,

* UPDRS (Unified Parkinson's Disease Rating Scale) : /S—F% 2 Y LD
FEATFEME T, Part | CIIREMEERE, 1TEIR ORIy, Part 11 Tl H & ATEEHE,
Partll CILEEBRE N ZFMI T2 (R a TRV I RN FELRT)

AR L

BEEL I OFEEZELZHT 2 BEIZRBIT 2 ERNERBIZOW T TVI-10. FFED
YEREATLHEE 220752 L,
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(6) JAMEIBEMA

1) ERARERAE (—i%
ERARERE. HE
ERARERE. €A
RUfELLEGERE) . &/
ERTERT —F~—
ARE. BERTR
RARABRORE

i AR A

B AHND/R—% 2 D HNED) (wearing-off Big:) thiER)
Rzt T2 HHERTFICB T 2Rt - Ao sMiR+52
L,

ARk A5 P

KGR VAR R/ e B RAXIF LR K% Rk T U RIERIEZ
B CHAEH) (wearing-off Bl4) #H L. AHlEOFH
MWHRERN—F 0V VB E, RAIOMEHKRR (BREE
o) NdDHIEFITGE LA,

it AR 2007 4 4 H~2009 4 10 A

| AAEGBRENS 6 7 AM

A 2RI AR SE | 666 1)

Bk

ERRESER | Ltk

PRI R SER] 657 Bl S5 B BIVERIL 120 #iliC 197 4
NHBH, BWEMZRERIT 18.26% (120/657 #i) Th-o7=,
WEMNKYEOEREER (1%Ll L) &xo3HRL, [
RRREE] 2% 9.74% (64/657 #il) Libm<., WRWNT THE
R 2 3.81% (25657 #l) . [HEMEE] 2 2.28%
(15/657 1) . TEEEKA) 282.13% (14/657 %)) . [—f% -
EHBER LORGEMOREE] 28 1.67% (11/657 #il) .
THFRRE R | RO TR I OURKEE] 234% 1.37% (9/657
) ThHolz, ( VI-8.2FDMOEIVER ) DEHM)
B

BRI, TS E R AR E 5% O BEORESZ,
ETWVW5HHE D ON i o Z{r & . Hoehn-Yahr = JEE
UPDRS EOMFHZED LR K BFI OB G- B # 5 0I5E 05
MAEMICRME L. TaAZh . MERh) o TE ) . THER
) O3ERE4AXSTHEL, TH# 2826, s Kk
W B 28 & U CHER L, £, BRI 5
JEBNZ 5D GBI OEEEGDEERE LT,
HIMPERRMT R SER] 603 Bl 5 B, BERE 6 » A (XX
IR 12 TERh) SHIE SHIERNT 458 i, TR &
HIE S IERNT 133 6], TEEAL) &HE S V= iERNIE 12 51
THY., F%hFEIT 75.95% (458/603 ) TH -7,
BeHBIAER O ON B O B Z R— R T A v b LIzia ok
HBAtE 3 » A% D ON K0 & (CEHE CAEREREE) |
1.50.09 B GHMIERFI%435) . LB 6 » H# Tl 1.9
+0.12 Bl GEEERIE:376) TH Y | fMfefifHIT 22 & T
ON Wi K< 72 »72, UPDRSPart1l. 2. 3 D&EAFHA=T
DO 5-Ri1#% Db E1Z, UPDRS Part 1 T-0.5. UPDRS Part
2 T-2.1, UPDRS Part 3 T-3.5, A2 27 T-6.2 £\ Fh
H AT OENAE ST, Hoehn-Yahr HIEEICB W T,
AH &R %D ON K O OFF T, HAL L7 IEfliT 3
THY ., 98%LL EOIEFINARE F = FdkFE L=,
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2) ARRBEHELTER
FEDAEXITEN
L=EA%E - SHERDH
£

(1) 0t

FIE T (AR 2 Rl i A

B AENDO =XV D HNER) (wearing-off Bl&:) th##E%)
BRIk T A EHERFEETICBIT 2280 - H2PE% iR
HZ L,

HE L HR e GRs A

*R B LR KX e BV E RAAIVAR KR Rt 70 NEBRE %
BHHCHANZE) (wearing-off Bi4) =H L., AHKlL OO
MATEE/R /N —F Y VRS, AAIOFERRSR a8k, £ H
AAE 2 1) BHDIIEFTRGRE L,

3 i 1] 2008 4F 4 H~2011 49 A

MM AAEERREN S 2 4F[M

TR ZEINAEAE [ 221 B

Bl

TR AERR | Ltk

LAEVEMNTRIEUER] 219 Bl 5 B, BIWEAIE 72 B2 102 #4253
Ko, BIEAFREERIL 32.88% (72/219 ) Th-71=,
PRERIRSEO LREWER (1%L E) &2 oRBERIT, [
PRS2 18.26% (40/219 #)) & bm< . IRWT D5t
[EE) RO THBEE] A% 4.57% (10/219 F) . T—fk -
EHEER LRGN OREE] RO THRRE) 234 3.20%
(7/219 #1) . EE, FHEBLICLBESE] 2 2.28%
(51219 BI) . THRER L O THgESE] 28 1.37% (3/219
) Thotz, ( VI-8.(2)ZFDMOEIER OEEH)
Btk

HRERIA L, FAEH LG ENARFE G HZOEFORESL, T
XTW5HM D ON Keffl & {b & . Hoehn-Yahr = JE .
UPDRS K OGSO LR K SUHFI o858/ # 5 mHEEN D

WAERICREM L, TH% . T#zh) . TE k) . PHER
el O3EMEARSTHIEL, THZ 26206, g &

W B 2| & U CEH Lz, £72. AT <5
JEBINC 58 BB MFIOENE E B MR EHE LT,
BHNERMTRIEUER] 190 Bl 5 &, BG4 24 » A% (LT
RIERE) (2 TEZh) CHE SNIESNT 1546, TR &of)
ESNIERNL 31 B, [EAb) &HESNZAERIT 5 flTh
V. A%hERIT 81.06% (154/190 ) T -7,

B HBIARE O ON B O EEZ X—A T A v & LTG0
Btk 6 » A% D ON Rfilo& (b CFHE = EUERRZE) 1
1.3 +£ 0.15 B GHEERI% : 118) . #5044 12 » A%
1.7+0.17 W GEMESIE - 99 #) . % 5-BA45 18 » AT
1.5+0.25 K[ GEMERIEL : 80) . & 5Btk 24 » A% 1.4
+0.22 B (FEMIERI% : 86) THh 7=, F7=. UPDRS
Partl., 2. 3 O&KEFH AT O&RERI%DOE{LEIL. UPDRS
Part1 T 0.0, UPDRSPart2 T-1.1, UPDRS Part 3 C-2.2.
BHAaTT-36 LWVWTHHLAITOWENRALI,
Hoehn-Yahr EIEEICBWTH., AFZRA%Z D ON B LD
OFF B¢, 80%LL FOJEBINARE F /- 1dckE L,

Y L

Helz/p L
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VI-1. REZMICEEHD
LEYMXTLEHE

VI-2. EB{EHR

(1) ERELL - ERKF

(2) EMERMIT DR
D%

VI. ESEB(ZREY 5IHH

Pii—F v LR
TuEIVTFr, T AV K83 r, LR F/Y (L-DOPA)

T X H R IEEM COMT (catechol-O-methyltransferase) FHEHITH 5,
= Y R O LR BRI SR ERR AR ACR RS X i O R
RV, METHD, N—F Y IHEE TIEMREE FAIVENELIET
LTWBZ 0D, TOHRBIIE RAI VOMAERLELEZ LN, K8
T UFIMIE-MEERY (BBB) @il L2V, R8I OfiA < BBB %i#
T D LR R EDEERRAE LN, L LS, LR RSk
TEL PR SN THIZET 20X T E%E IND7-0, K RSP
BRI ER CHOIINE RRBDLIWVIEIR T Y RIERIEE O LR R
PROU~DBITHED M LR SN TWD, LA RSREICE T DERD BNE
B (wearing-off A&) (X, /X—F 2 Y UIHHRE TO LR RO REFR M O
BRETHD . RN ARRKERICEIT D R VR - TFRIARE 0K Fici
HT5HEZEZXHLNTWD, LA R2NIRME T RABURIERERIZL D RoXI v
DR OIZZ COMT (2L DKEIED A TF AL ZITT0D, LIeh- T,
wearing-off LR Z L Z L TS EE TIL, COMT %FHE L TLAR RSO~
DOBATIERZ EBIZH ESEA 2 LT, LR RAREO R E R 0 I £ 23 #
FFC&HZ &b, RIECOMTRHER O Z IR IE, VAR e
RAII VAR RN e R Z Y NEBIE L P S, COMT 12X 5 LA KX
3-O-methyldopa (3-OMD) ~D{UiH % AEST 5 Z & TLA KO EYFTF]
HAREHERKL, mMHP LA RSOMABITEHINESE S, TO/FREE LT
wearing-off ZiE£ Z L T2 BEIZEIT 5 LA R RO RERFH N IERE T 5,

1. COMT FEEEH

(1) COMT ;EMFBEVER (/n vitro)
Fy M7 En ORI LT SBERERICEE LS L En v 2Ry
(5~50,000nmol/L) Z ¥ L TR ERM Z ER Lz, BEEIEMELZ 50%0H
EFLHT X R OWEEIT COMT 10nmol/L., R 33 v BKER{LEEE
48,000nmol/L, F 7 ¥ K bR, RoBREERESR, MAO-A X U'MAO-
B % 50,000nmol/L LA ETHh o7z, =& AR 1L COMT % 4RIz fEE
THZEWRENT,

(2) K+4 COMT ;EM4REEM®EA (ex vivo, Sy k) 1©

v Mz Z AR 10mgkg b L <IXEEEZFZOHZE L, 154, 1. 3.
5 KON 8 FREMZICERI L 728k, IF. + 8. B &R OURMERD COMT
EMEARE Lz, FRIOERY = % 7R 10mglkg $#5-F0 COMT i&
PN, K COMT OFPBEMRL Y b Ml s niz, Rk, Zv b
W= ZHAR> (0.3, 1, 3, 10 X U30mg/kg) b L < IFBREERO&E L
72 1 B > COMT J&MED S 50%HEFA L HE (ED50) ZHMHLI-&Z
A, TR B RMERE OMSIEENEho ED5O 1% 1.1, 6.7, 5.4,
24.2mg/kg T, KM COMT DOFEIRMIFLEI R S iz,
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(%)
0 -

25

75 -

I T I T T T
0 1 2 3 5 8

B M (h
RIS RIE n=2~6, = Z R HE n=4~6
%k p<0.05. * kp<0.01. * % kp<0.001 (ABEEFRRELE D) [Student’s t-test]

e
Z v MZUAR KX e R8N (50mglkg+50mgkg #%0) & & HR
> (0.3, 3. 10. 30mg/kg #& 1) #0FAFEE L, miE+H O LR KE 3-
OMD DJEZRIE LT, 5 BE% £ CoM i FrfE (AUCO0-5h)
FEHLIZEZA, m U ZIROBEEIZEFEL TLAR R ATIEEEM
L. 3-OMD TidEid L=,

(3) MiE LA K788 & T 3-OMD (3-0-methy | dopa) J2EEADELE (/in vivo, Ty k) '

0 0.3 3 10 30
Entacapone (mg/kg, p.o.)
Y S UERAE (VRBEXT PREE n=14, = ¥ B 7R & n=5h)

100 - [] UAREAX Il 3-om
—El 75 e i
~S
K -
@
3
~ 501
o:':
2
25 A
0 _
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D RER NS OEBMER (ex vivo, 59 k) 17

Z v MZUAR KX e B8 (50mglkg+50mg/kg #%0) & & BR
v (10mg/kg #&N) ZOHHFSG L, 3B OBEED LA R, 83 v
KON 3-OMD JBEAZHIE Lz, LR KX I R AROREE Ul B &
g L T F AR OB TR EEO LA RN RS A EI
BEANL, 3-OMD 1B L7z, LR R8EJEE (25 8L 1bmg/kg) LT
FOEBERF Lz, BMEEO LR R/ RS2 G BT IREE & R
FET, mU A ARCOHMIZE Y LA RAOHEIRNRTIREIC RS EEZ b
7

(ng/g)
30 j *k%
- JB& . mgkg p.o.
25 | Carbidopa+Levodopa+Entacapone
{%5; [] 50+50 (RER)
% 20 50450+10
b 4
g s 50+25+10
7;5‘ 50+15+10
o 10—
-3
B
5 *kk bk ok
'ﬁ Ky xk
P I\ 7\ T
Levodopa DA 3-OMD

P FEAERATE (n=6)  *k %k *p<0.001 CHEEELE OLLEL) [Scheffe’s testl

2. R—F Y URETIICE TS LR K/AOERADIE®RIE

M LEILELRBT Y RDESEEIZXT 2ER ®
VeV ALE S T AF T LR RV e R2X (250mg/kg +62.5mg/kg
®O) 2 ARy (3, 10, 30mgkg & H0) EOFAKS L. 5 Frfich
-0 IEEEE A BB EEEEZHAOVCEHILEZ, VAR KR e R0
B UL i L T o X R TIZLAR R8s HLE R
PN HAC L B EEE M ER 2 BRI LT,

A B
50000 - 100000 .
40000 *x
5 = 75000 - *
S 30000 - . g
2 ks 2 50000 -
20000 =
10000 - I__'_. 25000 -
0-

C3mgkg C 1omghg € 30mgkg n
C 3mgkg C 10mgl/kg C 30mg/g
EENEME (AUC) @ 2 FEE#E (A XD & 5 R SRE (B X)
O: LA R L E RSGEHEE B LR RS s Ve Ro% e o Z R HRE
) EREHERRFE (n=7~8) . *p<0.05, * *kp<0.01 [Student’s t-test]

X1LBALEVE~T R 0 LEAE T RS UHRRIER DS K82 & - kb

BEETEBZEZTZD, LELE U AERIICERZRE L CEHELS(
EBBRTDHZ L THA—F Y R EHIETE B,
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)

B R/NS U mRiRS v FORERITEICR T 51EH

R RS T v F*2 IC VAR R8s e Ro% (10mglkg +
10mg/kg &) L= 2 IRy (1. 3, 10mgkg &FH) ZOfHEEL, 5
REflZ o7 b [lREE 2 3 L7z, LA R85 - v e R0 mfe b Lkt
FREEIZHIR L C= v Z IR Smglkg KO 10mg/kg OF AR CREIESEBIEIE
FEIZHEM L7, 19

A B
i 5w
X 7 .
% 1000~ T = o n®
: o] ™ A Enta3mg/kg
% 200 E O @ Enta 10mg/kg
T B g
~ 40 15 o
5 - N
I S
w7 T "1 A
H A"
~ 1 0+ < “~8o0ooooB AR cca
o 1 3 10 (mg/kg po) T T T T T T T T T T T T T T T T T T
%t 0 60 120 180 240 300

Entacapone
WY (57)

U R4 L e Ko

5 IR AR O REER L (A K) & 15 4720 OFFES K OHER (B X)

PR EAERERRZE (n=8) . *p<0.05, 3k *kp<0.01 CufHREEL L)
[Duncan’ Duncan (n=8) . *p<0.05, * *test]

FETAEHO, VAR K/ BLE RN (10mg/kg+ 30mglkg B H) #5
AR EL, VARRFA (2, 5 5 L<IE 10mgkg ®&H) « HLE RS
(30mg/kg #&M) x> X KR (10mgkg &H) Z0FAKEEL, 156 52
& 5 BEEIC 72 0 [AfEEE) 2 5l L7z, e FREEIC R LT LR K28 5mglkg
H L<IE 10mglkg (=& AR &2 OFRES Uit ChlsES RO A E 2
HMARD B, LR RAAHEOEIREEN RN R I, 20

180 - k4
- - O LK Fs2 (10mgkg)
o] R Y A UFES Cmgkg) +=i 8
.. B LK R/ (Smgkg) +mF AR
uw- o ,%, VLA FsS (10mgkg) +x v F AR
2o i_. E
. T,
0 5f ¥
. ES -
80~
60 =
40
20
ok
0 -
T T T T T T
0 50 100 150 200 250 300

B M (4

FEITFEIME (n=8) . *p<0.05. 3 kp<0.01 CefHRHEEL DLLEL)
[Duncan’s multiple comparison test]

2 Fl RS iR 2 o 1~ 0 6-OHDA(6-hydroxydopamine) % J IPEIZ 1K AE
P ICEA L, BEBREE P VR A RINIICEE TS 2 & TR—
XY URETAMEREND, FH RS UMRAEE S » b Tl KX 1fE
IO B L0 HUIBHSEE N A DN 570D, £ ORI TH A A—F v Y v
REHETE D,
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(3) YERmZIRRRA - Bl
Ryl

QMPTP LB —E+ v FOEEEEREEHEEESI I T 2R 2"

MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) # 5 T/3—F%
VU ERIEE A TS~ —F Yy P I E o8 (12.5mgkg #%
0) ZEifE L, W& B, LA KX (2.6mgkg & 0) Hm#E 5
B, LR KX e & ARy (2.5mgkg+12.5mglkg #&0) PRABEREC
T, 300 fichie v EENEMEZ BEEEE A AV CERRI L7, =¥
TR OPFRIZE Y VAR RoSOEENGHHEIER A BEE X, & 08
RiX 240 nHETRD LN,

A B
BAYY 005 Ba 7 /605
3000 5 3000 4 3 Vehicle
*
Levodopa 2.5mg/kg

6000 7] Levodopa 2.5mg/kg+
b # 2000 | Entacapone 12.5mg/kg
ol ]
i 4000 — i
e te

.
0
EHERT Levodopa Entacapone
2.5mg/kg po 12.5mg/kg po
Levodopa AL : Carbidopa 12.5mg/kg,po
AR : Carbidopa 12.5mg/kg,po 2.5mg/kg po

300 7RI BAGHOEBNENE (A X)) & 60 73H Y72 W OEEEIEOHR (B X)
T EFEERGE (n=4) | *p<0.06 (AHOSHREEL OLLE)  [Student’s t-test]

FIFER Tl ilER & OEEEEEE A a7k L. 10 BT D227 % 200
SN h VgL, = 2 ARCHFRICE Y VAR RAOEEEAENE
fERMNEER S D & & HITERFRFR OER bR ST,

Vehicle

Levodopa 2.5mg/kg+
Entacapone 12.5mg/kg

0 T T T T T T T T T r T T T T T T T T T 1

0 50 100 150 200
B (5)

L : Carbidopa 12.5mg/kg po BT FEE (n=4)

*k 3 MPTP #Lii~—E+% » b : MPTP 13N CMAO-BIZ X v gk <, MPP' (1-
methyl-4-phenylpyridium ion) (ZZE#XiL 5, MPP 2 R /8 AR ICEINGY
WICHUD IAFENTHIREEZFE L, N—F 2 YV UHRETABPERIND,

AR L
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VI-1. mEEOH#S

(1) BREAMGIHIR
B

(2) EREREER CHREZE S
fzmeEE

(3) rhEE
4) BE - AEDOEE
VI-2. ZEYLERERMN
IND A=A

(1) FRAE

(2) RAGEE FEH

VI EYEREICRET SHE

HARNBEZXGIZ, 7 A4 —"—KIZL 0 VAR X RoSBLR B SRR E
Al P T Z 1AW 100mg KO 200mg Z HEIFR A5G- L2/, RZ&L
RO Cmax ITZFNE N 873ng/mL & 1,903ng/mL. AUCo41ZZHENF
¥ 979ng-h/mL % % 2,246ng-h/imL T, Wi/<F A — 4 (355 56T IZIE ) L=
(EW 1201 &BR) , 10 72, BRAEE D Cmax KT AUC I3 EANEEIC
100mg % B 5 L7234 D Cmax 705ng/mL % Y AUCo-4 835ng-h /mL (25 #il®
SEfE) S 2201 BEBR) 12 L LEER L CEVWMEMIDTE SO HivTs,

CHARNBEICHER O REG L & 2 ORBUEICET 2D EE T A —F>
55 | Cmax (ng/mL) *1 | Tmax (h) *! | AUCo4(g-h/mL) ™ tyz (h)

100mg 873676 1.28+0.96 979+389 0.85=0.52 *2
200mg 1,903+1222 1.09+1.05 2,246+880 0.75+0.44 *3
*1:n=22, *2:n=16, *3:n=17
ng/mL
3,000

2,000

1,000

REFITHMERE

B (h)

HARNEFICHERR ARG Lz & & o miEPREIRREHER
CPAERE R, 22 Bi)

HAR N ALZ 25~800mg Z HERR A5 L7z & %, Cmax XN AUC i3#%
SRIIFIFHGI L. RNBIEIE Ch o7, ® £7-. 200 %1 400mg % 4 I
MEIC 4 EhEGHR G- Lz & &, BA2RBFEENTERO bnkdolz, 9

AR L

A A NEERE R A IZ 200mg 28R TR % 30 ciR O #L L2154, ZEHEns
L R% T Cmax KWNAUC IZZ1T72 <, BEOREBIIB O LN o1z, 20

HEHER A 170 BRI BIRAER 5 L ILEPIRIE & 820 8= b A b7
CHRAT

TR L
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(3) HEREFEH

4 29V752RA

(5) DWMER

(6) £t

BEH (REaL—
ay) B

(1) FRFAE

(2) WS A—REFHER

R 4R

VI-5. %%

(1) ik — AR BE Y@ d 1

(2) 1% — MR ER
i3

(3) EiA~DFBITIE

BARNEBEIZZ VX KR 100mg KO 200mg Z HARRO#HFG Lzt &, RE
(BARDWREEETHIZIETN TN THE 1.14 h1 KN 1.16 h1 THHo 7=, 10

mAE7 U7 7R 864mL/imin (FME AREEERK AT 13C A 2 B AR £ 5 L i
YEHPJBEE % 8- 0 28— K A U NETOLTRENT LT R 29

TEFIRIE DA A 19.9L (OME AFERERL AT 13C FEFR IR 2 SRR % 5 L Mg rpi
FE& 3-8 — A L BTV L 72 AlA) 29

HE R L

MOIBIRG I RE T NV ARHT

ARNENENCBT DA R DOEYBRE T X —F iR L, KF D
KW EN AL KT T RRH B R & it L7 i . AUCo I3SMEAICEERBARAT
KEWVEAZBD SNz, RtP2L—3 3> PK OFEEZ AV, HHREs
EESER ZORBHTOEWVORERZREFT 2720 AUCo: (5 EAfEfE O
) B LS, RE. AE (BARAN, SAEAN) ZEEDR S LIoHBIRS
WRE T NVRMT 2 ol LTS R, REDFEREERELEEZ O,

(DWRIHBAL

BBy @7 —% (Fv )]

7 v MCBWTNME EE» S ORISR BIESHTHL OO, .,
72 EVEALE O IRHFR L T H RN S Tz,

/NG TR

()W
&%) (@7 —4% (Fv b, 4X) ]
T H TR DRINFEITT » T 48~60%, 1 X T 45~56% & HEE I/,

(3BT IEER

%) [@BWwr—% (>8]

T v M MUC AR EROES L, BAEEO R Pt & OBIFIEER 23580 5
ni,

(zB) @7 —% (Fv )]
7 v MZ 1UC iRz it 0 OFIRNIR G- L7256
ORI BEDOBATIZMAEPIRE D 1%RETH -7,

WP O HEGRERS T b ik

(&) BT —% (Tv ) ]
MR 13 HERON 18 HED T v M U0 HE#HRAZ HER DTG L84,
~OHFHTEOBATIIR G- ED 0.6% A Th -7,

fia 2

&%) BT —4% (v )]

Wtk 16~17 B B ORAH T v M UC-= > ¥ R 10mglkg & IEHER T
HERO&REG LZSE, &5 1 BRZOFI D LR OmE O BUsEIR E 12
T 4.39u g-eqlg K 6.34 1 g-eq/g T, Fy/MAEFREKIL 0.64 THoT2,
24 FEZICIT AT R OBUERREIL 1/9 LU FIIR T L7223, A A~ TH TR
T, FLH /I R B ER TR AL R L T 5% 6 FE[# T 2.6, 24 FFEI#IC
13149 L7207,
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(4) BBBER~NDBITHE

(5) ZDMDIBB~DE
7%

(6) MIREBIFEE

VI-6. XH#
(1) REERLL R UMLEE
e

(2) REBICEET HBEHR
(CYPH) OHF
B, 5%

(3) #ELEBEZRDEHE
EUZ0EIE

4) KBEHOFEDHE
RUGEMELE, 7
23

VI-7. Bt

PMERe L

(BE) [#ws—% (v h) ]
Z v MZ UC EEERORE LI25E,
A REIREE 350D Tz,

THAEAE ISR TR b OV Rt s

TUAARAIEICME T VT I EREE L. MEEE/BEFRITN 98% ThH -
72, In vitro RER T, =X DRV OBEBAMKEIZIV LT 7V U FEE,
Tz VT EY L DTEAAMILAERESZITT. 26 OEFOEAREE
Wb B LB 2 ot~ o, T2 ARTMER~IZTIZTEAEBIT LA

VY, 28

T B IR AAINERENERTH D Z R~D B EZ T D, HARANERRRAIZ
BT D 25~800mg DHIARE L5 IZH W T Z KD Cmax KT AUC 1ERZ4L
B (EER) ©3~8%Th-olz, Fio, REMKE RN ZEKII VI v s %

%o\j.%)o 8)
0
0N o CN
B ORAE X
HO 07 N
o CN kCHS I "’ CHs
OH CHs
R (Z148)

REfeK (E R

E MFI 7Y —2% BV in vitroidBR T, = Z AR 1T CYP2C9 % HE
THZ LRIz (IC50 134 4pmol/L) . FDfhd P450 71 VWA A
(CYP1A2. CYP2A6. CYP2D6. CYP2E1l. CYP3A X UXCYP2C19) IZBfHZEL
R, b LLKIE, bIMCHETIRETH S (IC50 1L 212 1 mol/L BL
k), 29

T BB R ATHIERRIE R A5 T SME AR AL Z 200mg % ZERE IR I OV
% (BERRL 15 0%) WWROEE LESBAEDONNATT A TV T 21 3FNE
N 836.7% K N 35.6% T o7z, 29

&%) @7 —% (Fv b, 4X) ]

ORGP R AL AT XA F VT 113, Ty PTIEERLH 48~
60%M 8 18~25%, A X TIL 45~56% K} 26~31% Th o722 Lipb, =
F IR LHEE DO ORI, Pllel@sh R ezl 5 L 52 b,

T A AR AAISEREARTH D Z R~DRMAEZ2Z T D, Z KD 1in vitr
COMT {EMELEERIIARZEE L FRRE TH -7,

(D) et EAr
RZACH B ORI AN S IR R ORI~ PRt S D & B2 b,

(2) Ptk =

HARNERESAICBIT S 25~800mg D E[AIRE D&% G2BW\W T, 5% 24 FF
ECTOREMEME N Z EOJRRFHERITZNZH 0.1~0.2% &L R 0.1%AKiH TH
Sfz, Fln, REAELD Z KO 7 V7 v U A RO R PRI Eh
4.6~72%K N 1.5~21%Th o7z, 89
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VI-8. +rS2UARKR—4—IC
ESE Y

VI-9. BFICKDHBRER

VI-10. HEDERZEHT S
BE

VI-11. Z 0tk

(3) Pt i
A E R L

AR L

(D EREE T
VI-I0HEDTEREHTHERE] ODEEASBRTLHZ &,

(2) & AT
VI-10. 5 EDE 2B/ T HHEE] OHEE2SRI L L,

(3)IEL BZ MM HE I
A E R L

isiE

SE R AR N & KPR LR RN ROSBRIERERILER & c v 2 B R
> 200mg & HERE A # G L6, milnd & HEmind CHMPBEIE T X —H I
ZITRD BT (MBS 45 3 BR) , 22

JTH R f 5 R

T 23— VMR A A D AME TR S BE = 2 AR 200mg A HilElRE
5 L7254, @ERA L i LT Cmax KOV AUC 138 2 &m0 o7-, —
Y H TR O FEPERER TR T H D LB X DD o IR RERERE T
IR S AL S 5 FTREME S & 5 (WSt 58 7RBR) . 29

EHRERE R B

SMEINIC= % 7R 200mg & HEIRR OG- L, BHEREEREE (VL7 F5=r
7 V7T T A>1.12mLIAP1.73m2 LA ) | BHERETEEREEEENE (LT T
=27 VT T A 0.60~0.89mL/F/1.73m2) . EIEREREM (/LT F=
Y7 VT T A 0.20~0.44mL/F/1.73m?2) . BITRERED 4 FEFCHEYERE
R A= F s LT Ak ARH O YRR kT 2 BEEE O B R W ENTR
oot (MBS 57 ER) , 29

AR L
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VI-1.

VII-2.

VI ®£21 (EFRLDOZEESF) ICEHTSHEE

ZENB L ENER

ERRBR L ETNDER

HAEX LB R IZBHE
THIBLTDER

RERUVAEICEE
THIELEDER

EEGEAMIR L
ZDEH

RESHNTWRN

2. E2E (ROBHEIZIFE/EBELAWNI &)

2.1 BAIOFA T3 UIRBUE OBEERE O & 5 B

2.2 FEMEREERE, AERURIE T 2 o OB ERRO & B B
[8.2, 11.1.1, 11.1.2 &M]

(FERL)

2.1 —fRIC, WERICHDEAN LI L CEEVEZ K Z L72Ga, L DA
AT 5 LRBIER 2 RS D RS S, S OICEERERE 2T
D AEME S B D72 AFIOAH RS K OB R L CEBUE O BEEE
DI HBEIIEZRTH D,

2.2 AFHNTHEMIE R X OB AE N BB 5 2 L BdH 572, TVI-8.
(1) BERZBWEM L BER )] OHEZZRT D5 L,

V. IBRICET2HE ] 25352 &,

V. BRICET2HA 22552,

8. EELREAMIEE

8.1 RKANI LR R ROAEMZERHREZEmD D72, LR RN L D FR3
HEEMEDORIER (AR UTE) Rbobhbdharbsb, ok
O, PiR—F Y UHIEFFHTAEAICIE. 2L BRERTIT S
il BEOREZEERESBELANLRGTHZ L,

8.2 RHNDEH -2 FILT DEAITIL, /=2 Y UIFERE TH LD EMEE
ERELCRE T AMEIE N BT 2B ZN N b DO T, BEOWREEL 08
WLENOBREEEZWR L, HLEISCTHHAL TS LR KX B
ERASXIILAR KR e Rov T Y REREAZEET D7 PIEEERITY
ZE, [22, 11.1.1, 11.1.2 ]

8.3 RJKD 7o ZERPOIEIR, R, EHELERS b ERnHDHD
T, AFFW G P ORFIITABEOEL, BT COEESE, GREED
EEIIIEF S22 VWEITEET D 2 &, [11.1.3 /]

8.4 ARFNLFIZ VAR K3« AL e R AT VAR K3 R 70 PR &
PFETRABE SN DO, HHATMISLT LR RS TAE RAABSHWN
IELR RN e R T Y NIERRIEOB IR XICEET D Z &,

8.5 AHIL LA FAROFFMFHEICBNT S, LR R R3S U/ kR
G AP G SN EBF LR, BEE (EANAEEORES LS
BNCARIZRFERZ R I b 5T, FENICE vy U 7 &40 K
RAE) | WHIMEBRTLIHE, SRS . FRRZEOEEHIEEENRE SN
TWADT, ZDOXK ) RIERNDFER LEAICIE, BEXTHS %Ik
THREWMULNBEEITO 2L, £, BEROFESICZO L ) InfE
TS OFERIC O W TEAT 5 2 &,

(FR3)

8.1 AAITLAR RRDOEYFHIRHRNEED L, LR RNTLD RS UE
HEORIER (PAXFXVTE) "bobbhed<ihsd, R0 7d=
Z N RTOMAO-B FLEAISE D R3S R R &2 U S B 5P/ 8—F% 0 Y VA
AT OHGEIIIEER N BB T 2 BEIISbIEED -0, AESF
RBOFRBNZOWTHRRBEEITV., LREISLTINLOERAOHES
FRET D,

8.2 HEMSEMERE DR FIERT T RHTH D0, FHEO RXI Ui R DA
WK TE2EEE L CRETIEEZLNTBY, Hiri—Fr Y
FRAICHIE L72GE, FICEMEERZ BB, RIS A e
EEFTAZENREINTWES, LR RAXOPFEBITZ (Rt 2 KK D
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VI-6. #HEDNEREHIT D
BEICHT IR

(1) BHHE - BEEFD
HhoEE

(2) BimeESERE

(3) AFtgrelEERE

B ERIET 28581, REL, BEkbEE, R E & OUR @RS O RER D3
BUICOWTHREDREEZ 0B LANLMEL, HEISCTHALT
WA LR RN RARBURBEEEZAEAZ & T 52 EEBEEATIRET
Hb,

8.3 AHI & LA K % RoBLREEEER LEHR & OO LV ERAMER,
R, ESMHERMENECZE0WENH D0 T, BEICITHEBHEOERS
OfERZ ) ERICHFE SRV L D ITEET D,

8.4 AANIL AR RAROEEHEMT S HOTHRG SN, BT LR RS- R
IRIEEEHTLER L AT 2 221> TW5, £2, AFEEPIZIZLR
FoNCEEE L72BHERR S S B SN TV, L7 o TARHA &2 E IS f
AT 57012, BEHABIMBETNIT LA Fo% o RS R Rl 5 PR E R OB T 1R
O THEROCHZ . MEHEOER] HEORESICERT A LERND D,

8.5 LR R/NBLAIR O RN U BIRERNERIC OV TiE, sk, HmoEEH
HE LT, =% VYV URERFICB ORI, RIS O &)
FEEEORENSH D Z L& THEELRLARWEE] OHICFEHE L Tz,
2012 4F 7 HITERM Y FITRB W T, bR RASBAL RS U BIREEN 3K
" COMT PREHKZ K5 L7548 OB HIEEEORA Y 2 7 OFFHENTT
bhizZ txZiF, BRIZBVWTH, IhboEHoLBEOEEFHELE L
T, THEELLARMEEZ OIS “EEiHIEEE" (B3 5 EE 0K
21TV, “PRIAMERT . “BRR” Bl
BB, INETR—=F L VY UFRBREFEIZBWTRERH D LOFEHTH -T2
AN, BN FEE O RRBLE O FE BRI S—F v Y VRSB E E TV
TEMD, R=X VN BHIBR L, 2. BELOFEESICRL
CHEEHHIEIFEE OIERICOWTHAT 2 L ol oit#iz B LT,

9. RENERZEHI HBEHICHT HIE

9.1 BHHE - BERZFDNHLEE

9.1.1 BEMREXENZHUTVA—TDESE

mILES V—BDU 27 BNERTDLEBENNH D,

9.1.2 {KE 40kg RiBDIEAREDEE

1 [\ 200mg #& G- LIcGa, VAR T ORIEANEMT D2 0D D,
7.6 2]
it

(figEsn)

9.1.1 BEMaEIX s 7T a— 7 2 U ERRENCEA, DL, BILER & &%
JET 5, WEMBE I NI H 7 ) A=~ DREICKAE L L5
A. COMT FHEMERHIC XD T a—AT I RERHESN, SIJEZ Y
—¥ (BIMEVEERESIE) A Z DERENEKT IBZENARSH 5,

9. 1.2 HANDO T T ERMR HEHERARRICBWT, AE 40kg RiOEKAEDOH
FHTIH, VAR VT (DA UTHELEET) ORIARI, TT7 R
BED 12.5% M OV 1 [B] 100mg BED 9.1% & Lbi#k L C 1 [[] 200mg BE T 63.6%
@<, IRHE 40kg L EOBEIZ 1[0 200mg 2L LI BAEDO U AF R Y
THHLE (40~50kg B 24%. 50~60kg #f 22.5%. 60~T70kg ff 9%, 7T0kg
PLERE22.2%) Cbf L ThE»o T,

BT STV

9.3 FTHaelEERE

9.3.1 FEEXXZDOBREROHZEE

HFEEDOH H>EEFETARAOMFBEN EH LZEORERHD, [7.5,
16.6.2 4]

(fia)

WESMERRBRIZB W T, T a— T 263 2 FEEEEIZERS] 200mg
FHEREO®RS L2EE., @FER AT AUC KO Cmax 2354 2 fEmho
T2 ORERD D, WEEIZZORETEREO S D EBFICIFERICKR G T OME
N5, (VI-0FFEDOE REAT HHEE] OHEEM)
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4) £MERERT HE

(5) 124%

(6) REL1%

@)

INR

(8) &

fHEER

(1) HHREREZDER

(2) BtREEELZDER

RE ST

9.5 11w

T A SUTATHR LTV D AIRETE D & 2 M3 Lo A ik as etz fml
L EHB SN DGAEICOBREETDHI L, EERAEFERRICBNT, Ty
k@ 1,000mg/kg/ H &5 THa L OHALEIEN B O b TV D,

s
G Rap SR

9.6 EELm

1B EDOARMER ORI RBEOAEMIEZ B L, AL O 3T 1k 2 fEf
THZE, BMER (v ) THATBITTLLOWELH D,

s
G Rap SR

9.7 NEZE

INRFE R E LR IT SN L Theny,

s
G Rap SR

9.8 EEnE

BEOREBLBE L RN GERICKEGT L8, —RICAHKE (BEE.
JTH&RES) METFLTW5,

s
EiE Rap SR

10. fHEEA

AENEIA T a—N-0-AF NV F v A7 xF5—F (COMT) BHEAITHY .
COMT T & o THRE S 2 3RAN 0 i P IEM IR EE 2 B8N0 S 2 A[REMEN H 5 D
T, ZOXIREHEFATIHESIITEE L TRET AL, £, KA
ITERREIE S CYP2CO ZHET A Z LRI ENTWNWA Z Enb, AlEH

IR ENIEREHHT BTN ELTBETS 2L, [164 &
il

RESH TN

10.2 FAEE (BHRHICEET S L)

A % BERIEIR - H5E IR B - fERIK
COMT (Z L ARt = | aagm, REAR, | v 72—V EE2HT5
B KA EEEBNHSbNDBZ| b 0HEANL COMT

T RLFU nrdH s, WX O RSB h,
JNT RLF Uy |BAZED CTEGREIC|AFNILTZN SO O
A4V FLFY MrbbPEET L |REE2EEL, AL

KR35

&o

WO S D ATREVED &
%

#l
TLXY %

EINE) MAO-B [HE

mEEAEZE2EZTB%
nRHsH, KilLtLx
Vot OMAEAERITE
BILTWARRW S ARA| &
v L XY AR5
A, ELxXV oo 1 H
& 10mg 2B\ 2
L,

BIRAY MAO-B FHEH
THEOEME &I
MAO-B O & %
IEPIKRT L., FEER
#) MAO BHZEIZ L AfE
R B T2, ARH|
CofEfIc Ly AR
R hTra—L7y =y
DORBMNAE SN D A
REMND D,

N7yl

AHNT RUNLT 7Y

B3I AHTH D,
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VII-8.

&l1E

EEAMR) o AUC %
18%HEMMEE, 71 b
v vl (INR f5) %
13% I &7 & ORE
NdH 5,

AT 25481213 INR &
D Ifn R e E HE D BB+
DEETBHI L,

ERAl AN OHENWTT D, | AANIHELENTEE
BANEPFHT LA, |FL—FE2EKT DL
Dia L 2~3HFHLLE | ERH B,

b TURHATAZ &,
AARTFT T4V (VAT ORBBEE KBTI ARHTH S,
OERAPRDENT-,

(FR3)

COMT IZ L W REF S B IEAI : e E B0

ERA MAO-B BLEA] : MAO (B 7 I VEMLEESR) I 0T a—LT I A
VR T IURRET AEEET A RIE B RO 2 BEAHD, FL LT
MAO-A IZ/ VT RLvFVUretu h=r%, MAO-B IL F 33 v 2RH+
5, BUX U TSR MAO-B FEXITAKIE OJFHIZFRETH D3, £
OHEN 1 H 10mg 2# 25 & MAO-BERMUENSIETLT /LT RLFU v~
ORBEET 2L H1C2Y, ML AT RLr U rof#EzlET oA
FlE O TIME EF R ENEZ2BFNNH D, AHE OOFHRICIZEC
TLXY UCORBICHEET HALERD S,

UNT 7 i OLT7 U NI SHEEORENSRE T IKRT, SIERIK
X0 B PUBEISTER SV, SHERTIZE L LT CYP2C9 28, RATIT CYP1A2
K OY CYP3A4 NEDNRFHZBE T 5 & S T3, AAIIL CYP2C9 #RHE
THZEWRBEINTEY, S MORFHIHET D ATREMEN S D08, AFIN
RIED AUC K OVINR EA M E W7~ & T 285 Tidk R IKORET~D 80
RO B, SEA~DEEIIHA LI TN,

BA s EBY

AARNTT T4V » GEHERBD

1. BlfEF

ROEWERI N H HoND Z e H D DT, BEEZHHITITV, RENRD
LTS ARG AR 57 iR E T O T &,
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(1) BXGEIER &M

1.1 EXLEIER

1111 BMEERE (L0R0)

AR OB W ERE TG FIEIC L Y, R, EilEE (S . BEO
FOREE, ARREEGEB), =3 v ZREE, W, Ik, RLEMEENRH 5D
. CK _EH-% £ 5 BB e T AR EEICELIBENLRH D, 20D
X O RGAIIIARR B R 5%, W L. RS EL, KRG S B e L E
1oz Lk, [22, 825/ ]

11.1.2 HEUARARAE (JEEE )

AN, B, CK E&., mMPRORFPIA Ty FRERD bz

LA S E2RIE L, @WYRAEERITY 2, Fo, BHRAYEIC X
LRMBEEORIEICEETLI L, (2.2, 8.25H]

11.1.3 Z=HRMER (1% . EIR G%2LE)

HIJED 7R WZEREIEIR, HIRNH L DONDZZERNHDIDT, 2Dk H 7

BT VAR RARAI OB, KRBTGS OBO R A EEIT O &
L, [8.3&M]

11.1.4 48 Gull) . 88 (~5%Am)  LHE (~5uAis) . $8EL CBEER)
DX IBRIERD D S ONTEHBEITIT VAR RSRE B RS O i
P VE %479 Z &,

11.1.5 FFHEEIEE (JHEEARH)

BT 5 S WPEIFREORTRERE LS H 5DND L3 H D,

(FERL)

1111 EMEEREO MR IIERTIIRATH D, THRDO RN UiRHR
DR LHEEERTEZE2EE LTRIET I EEZLNTWD, AFNIL A KR
OHRBAITEMRMET 2K THY | ARA OB E TG F iz kv
R 2RI AR R OMEREIR T2 &, BEMEERRIED S| & & L 72 2 Al ek
NEZHND, MR RO BT ST A B R e~ 4
LZERDD, TOXIRBHITIIARRE TR U, EE RO B E
BELARNLWET 5, £72. KGEL, KOS DLEE2IT D,

11,1, 2 BB AT (3 B R RE O B IE IS WD T IRINIZ B 5 1F0>, B
PEREGEREN JEAT LR VWM TIXEIED P A X RO T » THRELT 5 aRetk:
HBEZ BTN D, BT BUVEE 1 X B A& fh IR O i, 855012 K 0 fHIRE Y
AL A~FHH LT, MH L7 KRED I A7 0 e uic L RE AN
DI DFER, BB REE0RTEZEREZ,

11.1.3 R AEEME A CRBEMMIRCHIROWME N DY, abF L
A RS RPLR B Z L EROH I b R RSN H 5, FERAGRER 23
FBRL7HAITIE, VAR R SBRI OB R, R 3% 5 PR o) 7o AL E
AT O BN D,

1114 R AAEEPESRANC X 0 205, 208, S8, SEELSE O RARAEIR 23 5]
XEIENDZENDHY, BHE LA R RN R IR HER O I
LR REND 5,

11. 1.5 KRFE G OMRH 5 S EFRZEOREFNRE STV D,
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(2) ZothoEIER

1.2 ZnthoEIER

5%LA 1 1~ 5% A5 1% BAE B
ZITE RLBEME SR B
IR YN R
R R — — HIRB ., BB,
g . B
B - INDZ A,
. TRHRSE Gr S Rz, Jrf | Btk
- PEBROTHE
VAX R YT |, BEED (R RE. | KM, BRSO
T (87.5%) . T\, &AM O F|EIESL, | £V, EBET
0 Z k=7 WV, = v Y = | IR
= LB (T S
A BGEE)
R (20.2%) . | LREERIR. TRIED, | RS . KRk
o e G H AR, AR
. &, @&t vyFr
7. MMERE, B
[IEREE R AST #4501, ALT ¥4 |y-GTP #21
i B on B
BRO | EEREY PRV I g . A
RIS | (14.4%) JR. BUN k5 B B
- 2 1fn ~NEZ B EUE ST N2
o Do E M| Y v -
%E’ Mo R ER B | . Bk K
a L AMmERESE N | 2R
BHIE - M. 1B -
B A% R BEEm. 5m TR AN
s B [yt B
CK #4/n, LDH 4 | PR IR | ARy, ik
. ALP #n. i R
Z D, — JEAR T, ST
mE, SimE, K
G NR
1) ZOLIREAITT, BRERDVEDFERE 2L ERHLT-D, S iRES
WICHETHZ L,
1 2) AFSUIAFORBFWIC L W RAFBAEICECTIHEND D,
(fE7)

FEI N OB R AR (35 1 2 BRI JEBUIR UL K OMBS ORI OB (235 & Rill,
AANT LR RADEY)ERRITIR Z @ D 3AHITH 572,

RS AR R D

EREBE L-EWERANRZ S HMESNTWS, BB, RAAI UMRAEEEL
BRWAKIOBFEFSL L LTEOMRBLOELN D S, FORITZ VX IR K
CZFDORBBIZLDLOT, RAKEAOLFRBOICERTIZ ENDD, &
MOFKRE LT, = FARAEFL— MEALRH Y . FOT-DOIHLE TD
EROWINDOHENEZ HNDMN, VAR RRXHDIWNEALE RANICHEkFL— |k
TERRHY ., ZhoNBEET %L H 5,
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EEABEMERERER
VEERREEEREE (B

ENERRBRICR T 2RIEH KFRKFE T)

ERELT) —B e o 0 i LI 341
BI{EFARBRBIE 269
B 1'E A F TR 4iE 151 28 78.9%

HEANDEE BERDELS EIWBIE %) HEANDEE BlEADIESE B e )
mEE LU v FR | &l 21 (6.2%) 2 e PR RS FL 1 (0.3%)
B B 7 TR 2 (0.6%) kaindal e 17(0.5%)

SIS I 3 (0.9%) RS L VOBHE R | B 1 (0.3%)

D EE T IS 2 (0.6%) iE WD D HNE 1 (0.3%)

@i 2 (0.6%) L] 5 (1.5%)

BeloiE 1 (0.3%) HUR 1 (0.3%)

b EENR 1 (0.3%) = s pop R 1 (0.3%)
DRI W R o T (0.3%) e o U 1 (0.3%)
LR 1 (0.3%) = iR 1 (0.3%)

[RIEEE 1 (0.3%) 15 1 (0.3%)

NS 1 (0.3%) Wik 1 (0.3%)

TAPERRAR 1 (0.3%) 1. CR(CPK)H3 15 (4.4%)

ESLURBEE | HE 2 (0.6%) 1o LDH 840 10 (2.9%)
A5 HEE FRIREEREIR T E 1 (0.3%) 1 ALP #40 10 (2.9%)
G| 2 (0.6%) BRSO 8 (2.3%)

IRpEE AR Mg i 1 (0.3%) 1fi H RSN 6 (1.8%)
IS 1 (0.3%) AST(GOD)#n 5 (1.5%)

[EE7A 69 (20.2%) I EAR T 5 (1.5%)

L 29 (8.5%) ~FE e 5 (1.5%)

LN 12 (3.5%) EIMEREEE N 5 (1.5%)

R 9 (2.6%) ALT(GPT)¥4 0 4 (1.2%)

T 8 (2.3%) 1 JE 5 4 (1.2%)

VyF Lo 6 (1.8%) AR ML EREE D 4 (1.2%)

LR E 4 (1.2%) IR ERED 4 (1.2%)

EES 4 (1.2%) 1f. A b 3 (0.9%)

[ERNSE] 4 (1.2%) LG RNV N 3 (0.9%)

HRAE 3 (0.9%) v -GTP £/ 3 (0.9%)

8] 2 (0.6%) ~< 7Yy Mg 3 (0.9%)

5o 2 (0.6%) R Hh i B 3 (0.9%)

[E A 2 (0.6%) I R E 3 (0.9%)

Rl 2 (0.6%) ERERIREE CELD 3 (0.9%)

R 2 (0.6%) SR B 5 3 (0.9%)

SEmE e % 2 (0.6%) i Y v L 2 (0.6%)
= D EE R 2 (0.6%) IS iEE e % 2 (0.6%)

JIE R A ek 1 (0.3%) DRV I B P 2 (0.6%)

JIE A 1 (0.3%) SRR ABE 2 (0.6%)

24T 1 (0.3%) ML= v 2T o — L EN 1 (0.3%)

7 7 AP 1 (0.3%) MR 7 L7 F = 0 1 (0.3%)

R R 1 (0.3%) ARSI 1 (0.3%)

HALE A+ S I 1 (0.3%) e e AR 1 (0.3%)

AL DA 1 (0.3%) 1fi R ER N 1 (0.3%)

JAE~V =T 1 (0.3%) CRP #4/1 1 (0.3%)

S NE PR 1 (0.3%) LR QT FEE 1 (0.3%)

BIER 1 (0.3%) DR ST #5 Tk 1 (0.3%)

WGETERE A 1 (0.3%) SR TR D ERG 1 (0.3%)

MR ZE M 1 (0.3%) I IR MR LR N 1 (0.3%)

WO 1 (0.3%) (REEHIM 1 (0.3%)

iz 1 (0.3%) 1fiLth ALP 380 1 (0.3%)

HEE R 1 (0.3%) R Fe 1 (0.3%)

A MR 7 (2.1%) BRI 4 (1.2%)

T EURK 5 (1.5%) e oo sen s e | R BKIRGR 4 (1.2%)

s £ s [ 1 (12%) RIB S URRRE o 1 (03%)
%Fﬁﬁﬁié %;@ 2 EO.G%; E;*r 1 Eo.3%;
% 2 (0.6% . A | B 4 (1.2%

B 2 (0.6%) %ggi&*lﬂﬁ“ it 4 (1.2%)

AT 1 (0.3%) - b 2 (0.6%)
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HEANDEE BERDELE FEAIE (%) HEANDEE BEEADIELE FEAIE (%)
i 2 (0.6%) TSR IR 3 (0.9%)
U0 i 9 2 (0.6%) R 2 (0.6%)
i R A B 2 (0.6%) NS 2 (0.6%)
HEBRRBLUEA | HIIET 1 (0.3%) EE 2 (0.6%)
HRREE IR 1 (0.3%) B 1 (0.3%)
B HLERIE 1 (0.3%) 5 O 1 (0.3%)
DU FR A g 1 (0.3%) NS 1 (0.3%)
IIES 1 (0.3%) AHEE 5y B VE 1 (0.3%)
CAXIDT 128 (37.5%) Syl 1 (0.3%)
IR 28 (8.2%) VB R—Jui 1 (0.3%)
JCARN=T 21 (6.2%) N 1 (0.3%)
e A= N 10 (2.9%) RN FEAE 1 (0.3%)
Ty T A HG 10 (2.9%) MR B 5 1 (0.3%)
FEIMED F L 9 (2.6%) AR IfEF T 1 (0.3%)
IRAEPESD F 9 (2.6%) IEE 1 (0.3%)
SFJH 9 (2.6%) A5 (R 49 (14.4%)
A b S S AR 3 (0.9%) SRR 5 (1.5%)
USRI 2 (0.6%) AHER IR PEBE I 3 (0.9%)
R L 2 (0.6%) JR PA 2 (0.6%)
HRREE Pk 2 (0.6%) EHLURKBES |t 1 (0.3%)
R—% ) Y 2 (0.6%) JRIE B 1 (0.3%)
THDT 1 (0.3%) R EHR 1 (0.3%)
JEVEE 1 (0.3%) SRR A 1 (0.3%)
S 1 (0.3%) JRIEE 1 (0.3%)
SR 1 (0.3%) A%k 2 (0.6%)
B AR L 1 (0.3%) IR 2S. MUSRES & U | MPURIAEE 1 (0.3%)
R S 1 (0.3%) fthmpEE AR R R 1 (0.3%)
JETE S 1 (0.3%) Sl 1 (0.3%)
JEXAEEN 1 (0.3%) ZITFE 2 (0.6%)
DGR E 1 (0.3%) e N BUE R 1 (0.3%)
R HOE 1 (0.3%) ERRSURTHR s 1 (0.3%)
KR 31 (9.1%) - N 1 (0.3%)
A ARE 20 (5.9%) W% 1 (0.3%)
iy 9 (2.6%) HRRE A % A iR BV ERE S 1 (0.3%)
RHEE LI 7 (2.1%) NELE K URRLE | BLET 1 (0.3%)
=48 5 (1.5%) ST MEAR L 4 (1.2%)
L8 4 (1.2%) mEEE IR 2 (0.6%)
AR 1 3 (0.9%) WAL 2 (0.6%)
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(ZE) BRI T S RIEH

& & T3 3% 657
Bl 1E A SR BI%K 120
I 4E R SRR 2R 18.26%
HEHM AHN B E-BAGD 5 6 1 A [#
BEEREDOBEENRNERUIESE FEGIH(FIRE) EMEREDREENRNERVIESE FEGI(FIRE)
JEYUE 3 K OV A= HUE 2 (0.30) H s 25 (3.81)
P 1 (0.15) R iEAT 1 (0.15)
JR B I 1 (0.15) N8 1 (0.15)
MR KOV SR EE 1 (0.15) RS 2 (0.30)
BRI 4 1 (0.15) RN 11 (1.67)
AR KOs REE 6 (0.91) T 3 (0.46)
ik 1 (0.15) e T PR 1 (0.15)
B B E 1 (0.15) BITN 5 (0.76)
EREGR 4 (0.61) AN% 1 (0.15)
FE i 15 (2.28) EREEEEEN 1 (0.15)
SR PR 1 (0.15) JIF B E R 9 (1.37)
e s 1 (0.15) SR RE B 9 (1.37)
ok 1 (0.15) RS RIS & OV A ki b 4 (0.61)
&Y 1 (0.15) R 2 (0.30)
S 1 (0.15) Y i g 1 (0.15)
8 1 (0.15) S AR AR 1 (0.15)
55K 1 (0.15) B K YRR 9 (1.37)
L5 6 (0.91) HEIR 7 1.07)
LI 1 (0.15) R 1 (0.15)
IR 2 (0.30) BER 1 (0.15)
WHEEDRS 1 (0.15) AEEALe 1 (0.15)
i P 25 1 (0.15) —fk - REEEL L O GHAOR " (L67)
FHATE 1 (0.15) e )
MRt 1 1 (0.15) fradi 1 (0.15)
R R E 64 9.74) RAEEAL 1 (0.15)
oG 2 NI 1 (0.15) T 2 (0.30)
TEENRS (0.15) WM EAER 1 (0.15)
TFEMED F 4 (0.61) it 1 (0.15)
CAXRTT 48 (7.31) PR 1 (0.15)
e 5 (0.76) SE 1 (0.15)
SRR BRR 1 (0.15) ek 3 (0.46)
feH 4 (0.61) FEEN 1 (0.15)
PRk 2 (0.30) 7 1 (0.15)
2238 i AR 1 (0.15) R R AR A 14 (2.13)
IR—F Y PR LR TIT=rT ) NIV
R : (849 A7 = F— B : (0:46)
T pBs 1 (0.15) TANRTGXUT 2 )
N 2 (0.30) FF AT =25 —FH 3 (0.46)
DAA 1 (0.15) o
R4 1 (0.15) M 27 L7 F i AR 6 091
A5 1 (0.15) X —E I '
L SEPEAR L 1 (0.15) M7 v F =8 1 (0.15)
R s, BERES K OMERR R = 2 (0.30) M7 L7 =880 2 (0.30)
a7k 1 (0.15) i H LR A SR R | 0.15)
HW 1 (0.15) n )
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BEIEAZEDHREINXDERVES R B (FIRE)
1 Hp PR SR N 5 (0.76)
C — P | N 1 (0.15)
Y= B IN T | 015)
AT =T —EE
JREH 1 (0.15)
L ER SR 1 (0.15)
M7/l U ERAT
B PER L OWEADHE 3 (0.46)
L] 2 (0.30)
B G RE 1 (0.15)

(B8) e RTERA I 3 1 2 BIFE

REMEHEFIZK 219
21 FA S R 151 5 72
B AR RAEGIE 32.88%
B HAE AHKIPEG5-BIGD 6 2 F [/
BEREDREIARANERVIEE RBEFI(FERE) BIEAEDREINANBERUVIELS FRGIE (FIRER)
Bk, BEER X OFEMRIH OB L | 0.46) PG E KOV P ALk E 3 (1.37)
(FEhEB LR Y — T & Eie) ) HLEE 1 (0.46)
LI 1 (0.46) #% 1 (0.46)
FE AR 10 (4.57) iR 1 (0.46)
EE 1 (0.46) R SRS O ALk s 2 0.91)
=48 2 0.91) ik 1 (0.46)
bl 5 (2.28) LB, 1 (0.46)
LI 4 (1.83) A A PR 1 (0.46)
Ve R—Jiik 1 (0.46) B L OYRBSREE 1 (0.46)
H"HEEDRE 1 (0.46) SR 1 (0.46)
FEHER 1 (0.46) —f « BEREER L OB GEA O ; (3.20)
AR R IR 40 (18.26) & '
FRINIE 1 (0.46) REEHAL 1 (0.46)
EEED F N 4 (1.83) BT 1 (0.46)
DR S 1 (0.46) PR 2 0.91)
CAXRTT 29 (13.24) R 3 (1.37)
VA =T 1 (0.46) fifs R AR AT 7 (3.20)
fETAR 6 (2.74) 1 Hp PR SR N 2 (0.91)
DA E 1 (0.46) BRI 1 (0.46)
ZE58 B IERR 1 (0.46) M7 AT RAT 7 s 2.28)
PR 2R, RIS 2 OV 1 (0.46) & —PHIN ’
IR 1 (0.46) B, PR X OMLE S OHE 5 (2.28)
H e 10 (4.57) st 3 L3
JIE & gz 1 (0.46) e 1 (0.46)
[i2ni) 1 (0.46) B F 1 (0.46)
fEFL 3 (1.37) (A= e 1 (0.46)
CITIN 3 (1.37) A AR TR T ERE S 1 (0.46)
N 2 0.91)
1 O ESE SR 1 (0.46)
JHF B & R 2 0.91)
JHASRE L 2 0.91)




ERtRE, AOHE. F | M FEl RER, BEHENL O LR RoSBGRR, EEER, SOHE (e

EERVFHOEES %\ EBHERERE) AECORERFBEFIILTO LB TH D,
ERAEERFzERE
i AR AR L 35 1T 2 3 Sl B E I Z BLR
R 2MEHEBIE 657
Bl 1E A IR 120
Il 1E R SRR 2R 18.26%
ERETHAR AHIP 5B bED 5 6 7 A T
. = FIEA
5 R = E@i MR (%) ;‘ﬁ%g;ﬁ sl
L MERRAT 5 SE B 657 100.00 120 18.26
5] % 263 40.03 41 15.59
LS 394 59.97 79 20.05
Fjlin ~<45 7% 5 0.76 1 20.00
45<~<55 i% 41 6.24 3 7.32
55<~<65 % 126 19.18 20 15.87
65<~<75 % 269 40.94 49 18.22
75 k<~ 216 32.88 47 21.76
IR ~<40kg 44 6.70 17 38.64
40<~<50kg 182 27.70 37 20.33
50<~<60kg 174 26.48 22 12.64
60<~<70kg 100 15.22 18 18.00
70kg<~ 40 6.09 7 17.50
ARBA - RFTH 117 17.81 19 16.24
i 1T ~<5 4 148 22.53 22 14.86
5<~<10 4 222 33.79 37 16.67
10 4F<~ 217 33.03 56 25.81
B - KRR 70 10.65 5 7.14
Wearing-off F& i I 1] <14 10 1.52 2 20.00
I<s~<3 4 52 791 11 21.15
3 e~ 341 51.9 61 17.89
R - ARETH 254 38.66 46 18.11
LR RREH) 1 A #G ~<300mg 105 15.98 16 15.24
300<~<500mg 407 61.95 69 16.95
500<~<1000mg 122 18.57 31 25.41
1000mg=~ 3 0.46 0 0.00
B - RFCH 20 3.04 4 20.00
HREE 2 LT 163 24.81 29 17.79
e 55 B#AR; Hoehn-Yahr HJEEE(ON W) | HAE : 3 L 399 60.73 70 17.54
R - ARETH 95 14.46 21 22.11
bil5 633 96.35 112 17.69
B OHE DI Re R E 17 1
H 24 3.65 8 33.33
bil5 638 97.11 115 18.03
G OHE O B REREH O A7 1
H 19 2.89 5 26.32

E1) BUWERZEBERIT, &7 TV ORI GIES 2 2RI LT,
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FEER HAETAEICB T D

Rl RIE BRI

T &l 3K 219
21 A R IR 5K 72
Bl 1E A S IR AE B = 32.88%
ERETHAR A GBI & 2 F-H]
- - BIEH BIEH
R R 1 ﬁﬂiﬁ *ﬁﬁff P I TN
SEGIEL (%) D
H RN ERRAT o GE 5] 219 100.00 72 32.88
PERI] i) 91 41.55 21 23.08
LS 128 58.45 51 39.84
Fiin ~<45 7% 4 1.83 0 0.00
45<~<55 1% 9 4.11 5 55.56
55<~<65 1% 55 25.11 17 30.91
65<~<75 % 88 40.18 33 37.50
75 W<~ 63 28.77 17 26.98
R ~<40kg 13 5.94 6 46.15
40<~<50kg 63 28.77 22 34.92
50<~<60kg 61 27.85 25 40.98
60<~<70kg 28 12.79 7 25.00
70kgs~ 13 5.94 1 7.69
ARBY - RFRA 41 18.72 11 26.83
IR TR ~<5 4 48 21.92 18 37.50
5<~<10 4 93 42.47 25 26.88
10 fE<~ 66 30.14 26 39.39
A - RFCH 12 5.48 3 25.00
Wearing-off J& i 5 ] <l 4F 1 0.46 0 0.00
1<~<3 4 23 10.50 7 30.43
3 e~ 126 57.53 43 34.13
A - RFCH 69 31.51 22 31.88
VAR R )1 G ~<300mg 29 13.24 8 27.59
300<~<500mg 141 64.38 46 32.62
500<~<1000mg 36 16.44 10 27.78
1000mg<~ 0 0.00 0 -
A - RFCH 13 5.94 8 61.54
R 2 FELLT 77 35.16 28 36.36
¢ 5-BH1ARF Hoehn-Yahr FJE 2 (ON WF) | FJE : 3 L L 123 56.16 40 32.52
ARBY - R 19 8.68 4 21.05
P —— fil3 213 97.26 69 32.39
A 6 2.74 3 50.00
A O R o fil3 211 96.35 68 32.23
f 8 3.65 4 50.00

E1) BIERREEIR, B0 7 3V BOREEMRITGGIER & /5T LT,
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RREKREICRIT
B 488

Foa

VI-9.

VI-10. BEHRE

VI-11. BRAEDIEE

VI-12. ZD{DFEE

(1) ERRRERICEDE
#®

(2) FEERPREABRICE D]
CE:

RE ST

13. BEXRS

13.1 fER

W E G K DAMAER & U CIRSEEL, IR T, IR, REER, &
WMRBENHE I TWD, B, WERSGHIORS 1 H#5 513 16,000mg
THol=,

13.2 g

YIS C T AR 2R T 5,

Gy
Gk Rl

4. BRLOIE

141 BFXABRDIE
PTP tlEDHANL PTP > — b bMO HL TR % L 558452 &,
PTP > — FOBIKIT LY | BOSLAMARERE~FIA L, FIZIIZELE
B L THRIAREDOEEREIHELHET D L3 H D,

(fi#)
G Rap SR

15. ZDftiEE

15.1 EREREAICE D < 1B

15. 1.1 A% R UAEEEE (TrE2 )V TF0, ~ra ) R 20FAL
TBFIZBWT, SRS IHERRE SN TS,

15.1.2 AANZ VA RAFEREO RS RO ELZHEI T L2B8FZ0W0H 50
T, EMMEELEERFI EEITREENROD DA (o BEHAL, o - B IBER
A, REARRRHIENASE) Z2MAL TV A2HBEICITEET S L,

15.1. 3 EWNERRER (8l 5) T8 W T, AAliX UPDRS (Unified Park-
inson's Disease Rating Scale) Part 1 CREFFEEEE. 1TEIR VR SY) . Part
0 (A&ZESEE) . Partll GESVRE/IMRE) OWEDHRTT T BREL
OHICHERZTRD bR o7,

()

15. 1.1 ZAFZ A AEEEKIC L DG IHEDO BN MO TV D, K
Fl L FMAR NI AEBN I A O L 72 BB CRRMENME A OFE (2 18 kR e
SE. FFRAEIESS) N STV B0, ARIOEBIIRHTH 5,

15.1.2, 15.1.3 ;e EFB DY

RE ST
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X-1. ZREHER
(1) EFEHER

(2) REMEEHR

(3) ZDithdFEBEHER
X-2. HMHHER

(1) BEEESHEHER

(2) RERSHEHR

IX. JERRERAERICEIT HIRE

(VIFHEICBI I DA | &M

HAEAMIEBEREICBWTT V7 =¥ I UFRE RATENC X 9 2 8@ /EH
(30mg/kg FEH#EE, 7 v ) | #WIEAH (10mgkg, BHEE, v X) |
RS2 VBGAMLEIER (100 2 mol/L, 7 v MREIR) | R (S5 HothkE
EM (ED50=40 u mol/L, E/LE v FNRE) . A Y7 LU xRS
BRSO (1umolVL L, ATy M) . /AT RLF U itk bk
EWRERICKT T 24 (30mg/kg, RO#E, FEEZ >~ b)) | TEF LAY
> A R A ISURE (2 6k 2 4m#) (100 £ molV/L, E/VE > MEIIE) | LA R
R TIVE RAREPEH L7z & E ORIBIKT (400mgkg, FO#E, 7 v 1)
BRENTZ, TRHDIEEALIEIEAEDL LLERERETALNEZZ £ D,
TEMEIZBOWTHBE L 25T A T W EEZ b, 7272 L, LA RADE
FHHESRICBEE T 258 R RWEA & LTh Lo D AHEMEIIS E TE 220,

PG L

AMEFEEE~T A, Ty FEOS XEHWEROR ST NTA X &2 HWV =8Ik
WEGIZE VR Lz, ZO8E, ~7ARVT v FOROEEIZB T 54
DOEBEEIL 1,500mg/kg TH o728, A XORFEAHETIE 1,400mg/kg £ T, #
RN 5Tl 55mg/kg THLEHIIB O e otz, iz, Ty Moz &7
Ry, VRRAREUORUVET VU RE 4:4:1 0BG TROKBS LZRBRICBT
HHERE DOESE R (1,250+1,250+313) mgl/kg TH o7z,

1. BMRE D& H R

1) v~ (MR
15, 95, 600mg/kg/ H % 28 HIH. 10. 65, 400mg/kg/H % 13 EE KL
20. 90, 400mg/kg/H % 52 WX D5 L= BT, 28 H R O #5305k
D 600mg/kg FEDME TR EIGIMOINE], FBEFE DR K OB B bR A E i 7
T OFBAERE ORI, MECTHRMERR/XT A —X OW/DH, 13 BHE LD 528
% O3 55852 Tl 400megrkg BEOBE S ITMERE TR ERIIN O] K ORI
KRBT A= DWW RH LTz, 52 WO #&EE5RERD 400me/kg D
WHE I G R R D PR AW RE K AL, HECIRMEBE O R BUEE OB NN A b
oo MEMEEIT 28 HREELGRBRT 95me/ke/H. 13 HEZE GRER T
65mg/kg/H . 52 M 5FER T 90mg/kg/H £ B 2 b7z,

2) A X (MEHE)
10. 80. 600 (600 IX¥% 5 4 HIZ 400, 15 HiZ¥E5A2F 1L, 22 HIZ 200
~ZEW) mg/kg/H % 28 HH, 10, 45. 200 (200 (X% 45 22 HIZ 300 ~%&
¥) mg/kg/H % 13 #M KON 20, 80, 300mg/kg/H % 52 R A& L Lz
B, 28 HERR O #5535 400~600mg/kg # 5 C—HREEDEL L Y
REORAD A, 13 B RFE 05538 200—300mg/kg £ O MERE TAE & Y
BEIEORY . METRMEK AT A—Z DD RA 6, 52 BB O #HEGR
B 300mg/kg #f O MERE T AT N O] K OB EH 8 OJ/D I NS IR I ER R
INT A — 2 O K OFRIMERIZREFI AL BB bivl-, MEEEIL 28 H
#5305k C 80mg/kg/H . 13 MR 53R T 45mg/kg/H . 52 W& 5
BT 80mg/kg/H LB x b7,
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(3) EfeEFEHER

4) AARMEFHER

(5) HEIEFELESMEHER

. DERRR R SRR

T HARY (BE) VAR RN (L) . IAVERXR (C) . XrEFUR
B) bLiFELXI > (8) 20 L CERDZELHEERREZITo 72,
Z v b & B v, E+L+C ( 10+50+50 . 60+50+50 . 600+50+50 .
0+50+50mg/kg/ H ) % 28 H . E+L+C (20+20+5. 50+50+12.5 .
120+120+30 . 120+0+0 . 0+120+30mg/kg/ H) % 13 . E+L+B
(20450+50, 110+50+50, 600+50+50. 0+50+50mg/kg/H) % 28 HIH.
E+L+B (20+10+20. 60+30+20, 160+80+20. 160+0+0, 0+80+20mg/kg/
H) % 13 # f] & O° E+L+C+S ( 20+40+10+2 . 120+40+10+2 .
0+40+10+2mg/kg/ H) % 28 HEROFELS L., & H ., E+L+C
(20+20+5. 40+40+10, 80+80+20. 80+0+0. 0+80+20mg/kg/H) % 13 i
MRO#FG LR, WInoRBRicBWCHLIFARGICE 2= 2 IR
v OO K OH T2 72 TR b no 7z,

FRAIF T AERE OKGE R E AW EIRRERRAR, ~T AU R
JEMRZ WY 7 N T H—EbA NI~ A 7 a vy VB L AEE 52
REHGBR, b FoRMIM Y o RER A2 WY a ik maERER, LT~ U %
R/ EERER (40, 200, 1,000mg/kg 7% %5 % Y 35mg/kg RN
5) ROT v bEAWETRES DNA ARt (600, 2,000mg/kg % 0 #
HY 2FEBELE, 1. = FZ IR+ LAR R+ L E RROEFH T X
LT T AEKEE NKIGEEE AW B IREAL BRI N~ A& AN
TR ER (= Z B E 1,400melkg £ TRAOFRE) 21T-o72, TOR
BB FEREERRRTY 7 T H—EHDINVE~Y A 7007 2 LED
THOFED NEHEMECRIETFE TR OTFE F CLEARL B H B E O8N
NRDO B, A7 800 x/VET/han =—728 BARO RN A E |28
MU7z, Fio, ROKREFERBRTIE, RENEMILRIEFE T CREEZTRL
e, RHENEMAERTAE T CREN RS MO HBBEE SN L7-, ftho
BB CIIEEEEEZ R THTRIEIA LN TV R, LIzRN-s T Z ORI
in vitro FRBRIZ I TR 1225878 B e ONa (0 IR B 5B CYL R B
FRAEMZ R LA, HIRRE RO RIZRETH Y, £72 in vive
B TIRY IR R HREA KO DNA HBEERRRD bsol= 2 &
5. BARERHIZBT A EmEITEVWE D EEX S,

~ U A% RAWZERERIT 2 BIfTHOIL, 1 BIHIX 20, 100, 600mg/kg # 1 H 1
[l 104 HFEER DS (600mg/kg 13 95 B £ <) . 2 EHIX 100,
200, 400mg/kg Z 1 H 1 [A] 104 WMER AL L2FER, Wizl n
THbT U Z IR EEICERT 2EEEELITRBO N Rr o7, F2,
Z v NEHWT 20, 90, 400mg/kg % 1 H 1 |71 104 B KERO#ESL Lz
FER. 400mg/kg BEOME TRIBIES ORAMESEM L1223, HEZ » M F
TORERMREAFICEE L THY . =X R OEEEFICEE
U CAASRPEDRE & 72 2 ATEEME I3 TRV b D L E 2 b,

-%%%&U%Wi?@@%%%ém%féﬁ%

Z v MZBWT, HEIAERT 71 B2 HMEOFIRKE T £ T, MEXAZEAT 15 B
MOUTYR 7 HE T 20, 80, 350mg/kg # 1 H 2 B O#& G Lz BT, W
PTHNOHEE LA NT A—Z F O - RIRBE~OEBIIL LT, #
FIEMEILR D bR o7z, MEMER BN O — MR F M VRIS A B IS5
T2 WML RN NIRRT 2 EEME I 700mg/kg/H £ B2 bl
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(6) BFTRIMEEER

() ZDthOH*E

i3

2)

zn
l‘

=3 R 2B (B s

? v b (IHfE)

TR 6 H B4R 15 H £ T 20, 80, 500mg/kg % 1 H 2 [BIFE 0 #% 5 L=k
BTG, WIROERMRA CHIES ., MEERE. AiEEE K OSERES OFb R4,
Wﬂ%ﬁﬁ@%%&@&%%%@%ﬁﬁﬁ#10%m¢@EHT%MLt
u%\E%N7x~a&@%-%ﬁ%ém®%%i&%hf AR
BOLNIRD ST, BEMW O —i% TN OVERE S A 7L ﬁ#éﬂiri
1,000mg/kg/ H. MEIRIZRIT 2 M EIT 160mg/keg/B & & 2 bz,

T ()
ﬂ%6ﬁ#%ﬁ%195i1m)501mmwg%1a2@%mﬁﬁbtﬁ
BT, BE O — RN 300mg/kg/E|E$“C B bilo, MBI KOG E
%@ﬁwﬁ1mm¢@5ui@ﬁf MW O FREICE T B/MER, F
t%%@ﬁm%ﬁ55%%%@%mxémwm¢$%&U%ﬁ%@MMK
é%éwm%%m@%ﬁﬁﬁ@%M#3mm¢@5ﬁf$%mt# %ﬁ
%%t$\%%%%t$&w$ﬁ%ﬁﬁz%@ RO LT, AR
H oI hnoTo, WO —peaEME ﬁ@”éﬂiﬁii 40mg/kg/ H . !@j
W oAFERE AT T 5 MEMEEIT 300me/ke/H . JRIEICHK 3 25 W
B 40mg/kg/H &5 x bivT-,

iR - R T 2R B (JFHS)

M@7/b &%65#5&%17Hif1y&ﬁﬁy4&8&6mmyg
W2 LR K% (40mglkg) KOWBAE Ro% (10mgkg) Z0FA L. 1 B 1B
A%G L7zl EoMo 7 X2k 6 A DR 20 AE T 2 AR
> 40, 80, 150mg/kgiZ L AR KX (40mg/kg) KOV E R/% (10mg/kg)
ZOFHL. 1 H1ERO#HS LIERR T, WIS EH AT A —F R OR -
MR IR AE~OEBII A LT, EABEIERD b holz,

HA AR BT M OV AR 7% 0 38 AR 0 DN RHMA O BERE I B3 5 3B

WD T~ MR 6 H22 S0 1# 20 H £ T 20, 80, 350mg/kg % 1 H 2 [A]
BORELEZHRBR T, WThoHAELE b REYEOCHAER~DOZBEITLD
9. BEW O —REE LK OVEERAEEIC T A EEEE W ICH AR
Wk 2 IEEME Y 700mg/kg/ H £ B 2 b7,

AR L

HURE

FELEy MBI AREBNEGETF7 0 5% —Kih., BIEELE Y b
MGz AW REZSERET 77 4 T %2 — s M ORAE~ v A MLk % F
W T w NRHEET ST 4 T X MG K D BRET o, 2 R
COPFEMEIIRRD S o T,
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BERETOITE
RV EDTE

BERAETEM

EfRFEEFA B

SLEIRSTRREAR
RURRES. £l
EERHFFEAR. &
M ERR

e (TZHREM,
RERUVHAEEEE
mECFABRUE
DAE

. BEERR. Bl

HRARFABRU
ZOWE

. BEE

. REHRGIRICEY
B

. &

. R EDERE

X. EEMNFERICEHT SHE

HUK LSS E R
PR — [T O K0 MR B T b

AZIERSY @ B L
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FERIRAT

BEREELTA R HY
KFVoLEY : HY

[l —m 3 . 72 L
3 A A NTT 740~

199849 A 16 H

WERFTADFEABRVEDES
2007 4 1 H 26 H (21900AMX00048000)

EEELENHEAR
2007 4¢3 4 16 H

BRI

FRARE B - 20184 12 H 5 H (EAES5 B 53EA 1205 F 75 &)
TKGREFTA AT L
84 (20074 1 H 26 H~2015%1 H 25 H)

JEA T B SRS 97 5 CFRK 20 4 3 H 19 AAY) (2o, BRI EIR
WRT DILTW DR AITIEY L,

LT BT o ] o
E&%% 'fﬂﬂ%@”ﬂﬁ@ @%”Eiﬂﬂ = }‘ HOT (13#]’) th }\ FEL -

o | (YIE—E) H5 = —

I AF UEE | 1169014F1021 1169014F1021 | 1177565020101 620004853
100mg

HE L2
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1)Mizuno Y, et al.: Mov Disord. 2007; 22(1): 75-80 (PMID: 17094103)
2)Rinne UK, et al.: Neurology 1998; 51(5): 1309-1314 (PMID: 9818851)
3)Parkinson Study Group: Ann Neurol. 1997; 42(5): 747-755
(PMID: 9392574)
DENEER . ENERREE (EAN 1202 #5R)
BIENE R - ENERRER (EWN 1204 5K5k)
6)Larsen JP, et al.: Eur J Neurol. 2003; 10(2): 137-146
(PMID: 12603288)
DFENER MR R RS (ESL 54 )
AN : fREER I DERARES T FHEER (HARIR 0P )
(2007 4% 1 A 26 A&, CTD2.7.6.3.1)
AL : fERERR IS DERARES T R (RIERR O 5
(2007 41 A 26 A7&GE, CTD2.7.6.3.1)
10)FENE R} BRI (CHEMR 7 0 A4 — N —IEIC L 5 HERRHER)
(2007 4% 1 A 26 A&, CTD2.7.6.4.2)
11)Ruottinen HM, et al.: Clin Neuropharmacol. 1996; 19(4): 283-296
(PMID: 8828991)
1I2FENEEL  EHBREK OB ORT (ZEER, 77 BR5R, 722
A——3Bk) (200741 H 26 BA&AR, CTD2.7.6.4.2)
13)FENEEL : MESM R (S 73 BUBR)
1FNEEL MR (S 69 3UBR)
15)4ENEEL . COMT FEMEM (n vitro) (2007 4= 1 A 26 HAR.
CTD2.6.2.2 (1) 1) . 2.6.2.2 (1) 2) )
16)FENE R} © KiH COMT X O¥RSMA COMT FHEMER (ex vivo)
(2007 4-1 A 26 AR, CTD2.6.2.2 (2) 1)
IDAENEEL © fiE LR RSN 3-0- A T /L RSB 70 & NTRRSRIR o8 v
IR 5 EH
(2007 4£ 1 A 26 H7&GE, CTD2.6.2.2 (2) 2) | 2.6.22 (3) 2) )
1)FENERL : LAY AE~ T A DEENEMEICRT 5 EH
(2007 4 1 A 26 H&FE. CTD2.6.2.2 (5) 1) )
1AL © Il RS AP RREEEE Z » N ORI TENC X 21 H
(2007 £ 1 A 26 H&§R, CTD2.6.2.2 (5) 2) )
20)AENERE ¢ I RS AIRAEE T > b O BRI TEN 3 D Fih
(2007 £ 1 A 26 H&§R, CTD2.6.2.2 (5) 2) )
QDR : MPTP A~ —%t& v b OEBNGIE L OSEBWERERR S 23 A 1EH
(2007 £ 1 A 26 H&§R, CTD2.6.2.2 (5) 3) )
2OENE R} ¢ (R L ORI BT 2 B RE
(2007 41 A 26 AR, CTD2.7.6.3.1)
2)FENE R} - T REREE B 1T 1T 2 iy Eh e
(2007 4% 1 A 26 A7&GE, CTD2.7.6.3.2)
2A)FENE R} - BERERE R T D B e
(2007 41 A 26 AR, CTD2.7.6.3.2)
NG : SAFT ATV T 0 —ikBh
(2007 4% 1 A 26 A7&GE, CTD2.7.6.1.1)
26)HNE R} - SRENREIC KIE T REF O
(2007 41 A 26 AR, CTD2.7.6.3.1)
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2NFENE R} WS RS (55 1 AH)
28N R - AR OSSR (2007 45 1 A 26 HA&GFE. CTD2.6.4.4 (3) )
20)HNE R ¢ F k71— A P450 45 T-FEIG M~ L8

(2007 41 H 26 H7&FR, CTD2.6.4.5 (4) )
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XI-1.

FLENETOHRSE
wKix

XII. SEZE&H

2026 F 7 ABAE, TAV D, A XV 2SR 50 » EHULETERBEIA T
%)o

T AV O CE (2016 4 2 HLET) . EU H@ORMCE (2024 4F 9 A
BET) OB - R E ML - HEEZBNT 5, WIS RANIEER 200mg T
ZhHE - W HRIE Wearing-off BIREEZH T H/X—F 0 Y VIHEBEDO LA KX« R
It PR B SR B A DABITERR & 7o o> T D,

BB AFNTBT DEIIER. MELCHRIIUTOLEY TH D,

4. e TR

LARE/NRHILE KRARIFELRENR - RU+S5S FIERIEEDHAIZE S
N—=F Y URIZCEITAHEIRODBRLEE (wearing-off IHE) DHE

6. AZRUVRAE

AANTHEACIEE AT, LT LR RS A E RAT LR RS Ry
v TV NERRE LG 5,

WE., BACIET o Z R E LT 1 100me R A#KS1 3,

B, ERICED 2R L LT 1 (A 200mg 2HRETDHIENTE
%

L. 1 SEEBARNT L,
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IhEE - S

& - JHE

=N

Comtan (> % #7R
V) X, end-of-dose
[wearing-off (iEdR®D
ZEE) | BWARED D
NDH/N—=F Y UIRHE
FITHRL, VAR Ry
ANV E RN %4
BRIk e LTHWS
b ( TERPRIEH
BB OES
)

end-of-dose [wearing-
off CRERDZEHE)) | B
G BN —
XY HBEICKT
DHEIMEZ, RIS
IR S 41TV 720,

Comtan (=2 Z HRY) 1. VAR K 2YANLER
SN EEIZ 200mgl S8, 1 H 8 B (1 HIZ
200mg x 8 [fI"C 1600mg) F CHFAT2 Z & 3
TEND, 1H1,600mg %82 TEE SH-FFE
BRI SN TV 5D,

Comtan [ZHFIZ VAR RNV E RAREGEHT 2 2
Lo TUEHRBERITHIN-F Y ROMER
AR LTV,

R T, VAR K% 1 H&EDY 800mg TH o
T RGBS EE I ITEEDOY
AX X TT NRO LTV BE TORSHIL,
LA RN 1T HEOHENMLETH ST,

&2 D EBE ORI E LT 5725, LR FoX
1 HEOHE, &L IZHREMBOLERNLIE L
B END D, BIKRBRTIZ, VAR FRORE
FYHEE LEZAEICEITS 1 HEOEWEERT
H25%CTdh-o7= (1 H 800mg % EFEIA LA KX
DI E X TWTZEE O 58%IBH Z D KL 9 7ol &
BB L) .

Comtan 1%, ML ORBIED LR Ko/ v e
RASBIF LT &b TE D,

Comtan %, B%ICIRA L TH, ZEMERHICIRA L
Th i ( TFREETE) OESMK) |

JFEREEED & 5 BE~DOFRE :

ARgrerE B o L CITEREICE ST 5 2 &
FHEENTEOLNTWAEETIE, =R
® AUC kO Cmax BWxRHEBED 2 5L 72 o7-, L
ML, THNHEORBRIZ= X DR Z LR RN
RSB iR e S P & RS9 I H a5 L7
HLDOTHY, BHHREINT-= Z R DIEY
BREIC T A IFEE O RBIIMEFT ST n
( THRIRSEHZ:, = ¥ DR ORydhes) o
HZW)

Comtan % H1E7 2 HB¥# .

Comtan Z2UZHIk, ITAMIZEE L=54.
PN PR OBER OEIRR H S biv ( TER
RIEFS: | BRRERER ] oS | Zhic X E
PEIEERE IRl U7 JE e iE & U C R mE L OB
Ao onsBEhnds ( MEH EOEE,
R UAEBERPIAIC L VG Sz 2 ofthoH
%R ODHEEM) , EFIEEOENGEBE LT
BT L CiE, BRI M oS Z OfEREE S
B+ _X&xThHd, Comtan DG IEEZRET D
LA, BEEZEEICBZEL, tho R 1EH)
WHMBEICIE U TR T2 ENEE LW,
Comtan DOWHEIZES L TR 25 LI T
TV, BEHILZRETLHE. a2
BETHZENREHEEDRS,
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BRE - DR

& - &

c o

TR E, A
IR—=F Y R RN
end-of-dose motor
fluctuations #3#& T,
LR RAIRETY
RXIZ VR K)o
v R SOEAERIA|C L
STHEELRWIGE
OFBREESK L LCH
WHhno,

TURARNE, BT, VAR RN ETUR
AL VAR R e RAARAA & O T
HIlk, IO LR RRBANCEET 5 A5 E
WX, AR EFHENDIEAICLERA SR
5o

FE
TUBHRAL, BEIO LR R/ H L E R
LR RARRtv T Y RS ERIICROBRE
END, TUH AR, BEZICHZEERFC LR
AT sz enTxsd ( [HERYENREZMFRE:] OIR
ZH)

&

LR KX ROSBLR G RE R L E R O #5812,
200mg #E% 1 8EIRAT 5, = Z IR DK
THAEIX 1 BHIC 200mg % 10 ., T 72bb
2,000mg TH %,
TURHRAAILVR RASOIEMA A #EmESE 5, L
2o T, VAR RAICED RS AEEME DR E
fEH (PR 7, B, R, OR%) 26
DI B, T B AR PFEEERE LD D
BH > DHEOEBLUNIEZ, VAR RAEEZHREST 50
ERdhdZ ENREn, HEMBLIRTS, X% 1
FlEZHETHZET, VRO 1 AEEZAE
DEFFIRBEIZIE U TH 10~30% 6T HEN H
5o

T B AR ARREFIET B, S—F Vv
ROFEIERE + BT 5720, thopi —F%
VOUYRIR . BRI LR RO & AT A SLEER
H5,

TUHAARAILVAR RXOARAL FTRA T 5
S BRI EEN, FOBEKOBREIL, LA R
[T RONEEERIAIOSE LD LR RNy
IV NEBERAO TN NITE W (5~
10%) » L7z o T, = Z RGBT
BEA. VAR RN E T Y RERRK A IR
LTWBAEEDFD LR RO KGR EE B
HEEZBND,

BEE
BEEOFE LT ¥ R DY EhEE I
W, HEFEIISLEE L, =77,
WriRRARE I L OIS RBOIER 2 Mgt L
H IV ( TEEYERESARHE ) OITASR) |
JiRH e

A ) OHEBH

FlnE (Z655%) ~DEE
EREICHT 22 RO HAEREIISLET
7200,

INBA~DOEE

18 AR DEETOT—=HIBE LN TE LT,
ZAVE R OB RIMEIIMENL STV,

L
b
<
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XO-2. \BHIZHBIFBERKR| 1) IER~ADOHREIZET 51EH
X EER AINC B B AR ORE DS RE AT 5 BEICHET HEE R, 2LG 0
HOLEIIU TO LB THY | KERMCTESLSE ADEC ¥ L 13875,

9.5 1E4R

PRI SUTATHR LT 2 TREME D & 2 2 MEIZI3IB R Eof etz b
F% &M SN DEEICOREES 52 L, AEBEAFEERRICBNT,
7 v F® 1,000mg/kg/ H #&5-HE THRIZOFAEIEDRFED b T\ 5D,

9.6 RELIF

1B EOARIER ORI REOARIEZ B L, RILOMERE U IE 2 13
WY&, BMER (T ) TRHAPT~BITTLLEOHRENDH D,

Hih LA
KIEOESTLE | Pregnancy
(2016 #£ 2 A) | Pregnancy Category C.
In embryofetal development studies, entacapone was
administered to pregnant animals throughout organ-
ogenesis at doses of up to 1,000 mg/kg/day in rats and
300 mg/kg/day in rabbits. Increased incidences of fe-
tal variations were evident in litters from rats treated
with the highest dose, in the absence of overt signs of
maternal toxicity. The maternal plasma drug expo-
sure (AUC) associated with this dose was approxi-
mately 34 times the estimated plasma exposure in
humans receiving the maximum recommended daily
dose (MRDD) of 1,600 mg. Increased frequencies of
abortions, late and total resorptions, and decreased
fetal weights were observed in the litters of rabbits
treated with maternally toxic doses of 100 mg/kg/day
(plasma AUCs 0.4 times those in humans receiving
the MRDD) or greater. There was no evidence of tera-
togenicity in these studies.
However, when entacapone was administered to fe-
male rats prior to mating and during early gestation,
an increased incidence of fetal eye anomalies (mac-
rophthalmia, microphthalmia, anophthalmia) was ob-
served in the litters of dams treated with doses of 160
mg/kg/day (plasma AUCs 7 times those in humans re-
ceiving the MRDD) or greater, in the absence of ma-
ternal toxicity. Administration of up to 700 mg/kg/day
(plasma AUCs 28 times those in humans receiving
the MRDD) to female rats during the latter part of
gestation and throughout lactation produced no evi-
dence of developmental impairment in the offspring.
Entacapone is always given concomitantly with levo-
dopa and carbidopa, which is known to cause visceral
and skeletal malformations in rabbits. The terato-
genic potential of entacapone in combination with
levodopa and carbidopa was not assessed in animals.
There is no experience from clinical studies regarding
the use of Comtan in pregnant women. Therefore,
Comtan should be used during pregnancy only if the
potential benefit justifies the potential risk to the fe-
tus.
Nursing Women
In animal studies, entacapone was excreted into ma-
ternal rat milk.
It is not known whether entacapone is excreted in hu-
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man milk. Because many drugs are excreted in hu-
man milk, caution should be exercised when entaca-
pone is administered to a nursing woman.

pak|

A=A 7 V7T DI
(Australian categorisation system
for prescribing medicines in preg-
nancy)

B3 (2024 4F 11 AkRED)

<BE>A—RARNT YT OHGFEOME ;. Australian categorisation system for
prescribingmedicines 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.

2) NREADEEIZET HBIMER
AIRIZBT AR OREEDE w2 A 2 BEICHET LR VENE%E) OO
HIZLUTO LB THY , KERMLTELD EU H@ O SCE LITRR D,

9.7 I©NR
NREE G E LT BRAR BRI SN L TV 20,

ankiiil LN
KIEOUSSSLE: | Pediatric Use
(2016 4£ 2 A) | Safety and effectiveness in pediatric patients have
not been established.
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Xm-1. EHHF - REXEIC
MR L CERRR$IMR % 1T
SHt-oTHBE
&R

(1) #

(2) FAtR - BANRU
RERSFa1—7
BB}

XII. &

AREOERICHET HEE - AEIITARBEZZT TORWEGEICHET 2 1E®RAE
ENd, MBRAGEENHLL TV RVHNAELETENTEY, HETHRMS
NTOLRBRGIETH LN REFEIL LTI L TS, EFREIEHEE D

KA Z RT3 L TOZEERTHY ., MIZEOA[EEZRZTHOTIEAR,

PERUARAL « TR S b O IR EAF AR GBS 2 A R A ICBET 5
Q&AIZHOWT (2D 3) | (HFILH 9 H 6 AT RAT B R - A AR
AR « R SRER F5dE)

Fattetl 022 ENE
<AKTF—=ZE2BRENLHGEE, UTFORICH THES SN

MR ORNENRE, AR - ZEMEOFHHIIIT > TR Y FA, ARBSh T
LHEREAME L TOLDTHY . AF =2 I OREG2HET LD T
TH 0 £HA,

LIRFFIERE

e E > v — LB (1000Lux BEYE) RO v —L 7L =& L G
) AR, BB T2 D KO IDIATT,

2RISR
(1)25°C. 75%RH. 1000Lux
(2)25°C. 75%RH. St

3.FRABRIA H
PR, BEAt, HEYE., a2
4. BRI
IH H 13 % 23F M4 4%
IEETN bz L iz L bz L
wﬁﬁﬁ BaEE (%) 3.5 3.8 4.0
1000Lux i EA s BN das ES vdas
&g b7 L b7 L Z2{b7s L
[EBN Zlb7a L Z{b7a L bz L
25C  Dmmasie (%) 3.8 3.7 4.4
T5%RH ————
o B A P das! Fefii Rep
G bz L iz L Zibiz L

1) ME% Oz ENE

<AKRT—HEBZRINDILET, UTFTORICHZBELEZS N>

IR DIRNENEE, B - ZRMEOFTIFIToTEY ¥ A, EKREINTH
5E%Mﬁﬂkbf®%®f%@\K?~5ﬁ%ﬁﬁ®&§%%ﬁ?é%@?
3TH0 8 A,

1.aAER A
(DPRAFERAE - il ENHOE TITHE
(Q)ELETEHE - B T AN

2R DFE

AHE U P, \EREETIET A A= RBFASNTWS) N
23 AH HE 100mg ZF DO FEFE 1{EAI, 55COIRYL 20mL % P\ VEL
?\5%%§%W%o5%&&&%%%9M§wﬁ@ﬁﬁb\@W&b
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XI-2.

ZDHOEEE N

T 7 B
il il i i i
. 0.5 MR 1 FREfH 3 e 6 IFfH 12 FREfH
S8l b7 L Ebi L b7 L b7 L Ebi L
o b7 L Ebi L b7 L b7 L Ebi L

2)?%%@&&U%J~7@LL H2BR

<AKRT— &%%%éhé A, DTS+ Z-HELES V>
Fa—T7TEE L% @WW@%\ﬁwi ZEMEOFIIIT > TEBY £
A, %nAuéﬂTb\éﬁﬁ/iiifmﬁUk LTOHLDOTHY, KRF—ZZFa2—7
TOFRGEZHETILOTIIH Y FH A,

1.7 5 S R

HHRE ()Y, BBBEETIET 4 A= RBENTND) HIC
:A&Vﬁﬂﬂ@%%@iil@ﬂﬂ\%@@ﬁ%2%&%%wﬁ@\5
S B RIRE, 5 BN E % 90 15 fHERER L. ABE - BB ORI
S LT,

2. 9::1”—‘7 @LL uitgjﬁ
55 2 MR R C15 O U2 IR & A X 8Fr. O T = — 7 IZIEA L, @
WP A BIER LT, R 2B L 724212, 7K 10mL Z [R] U fE TRV ER
D, Fa—TIZHEAN (7T 7)) T§628% 3RV,

3. HIE
S BRI, F o — 7 OmEMRBROMS R L D RERSICEL TV DE
ok, TFE IREESTEHEEE (X0 HELE,

k=2 ) E ST

1 |10 3 LAICAREE - B L, SFr.R&mT = — 7 & i@,

- FERID 2 —T 4 7 E T AUE, 10 4 LANICAREE - IR L, SFr.afk

1 2 e
BT o — 7 Z @i,

1 | R, BRET 2 —T7 9 A4 XX @R N R 5,

%9 SMfrimiE, BESED T DRREBET = — T NIHEE TRAIN TN D,
5 C & AU I H AT RE,

% 3 | SR, HAEMS I,

Iﬁ FRAEFE 1 S A0,

W@@EA% DK (10mLX3[E) TZ7S v o7 L, EEPELEL
TR IUE i & E,

4. 5BR S R
ESUBIEIp g B RERR | WA e
18 H O %3 | Fa—T~OFEOMUEFENICHRLTOWRERF D *
2 [l H O %3 | Ta—T7 ~OEGMEUERENICHRI T ORER D *

% 3 FRIEAHEE, HEMS R,

Oméﬂ”ﬁi@)& TSR Y FTEE
DEIEMERBRICEB VT, A X SFr.OF o — T ITIIFEF LR Do 728, RIS O Tidn
11%7% IR T DS FRAT Lz, Z OFRIFI, PR E O HREE - IRB ORE, %i@ CHERITH
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