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B 0 3 4 0 1 2
25
LS mean & 95%C.I.
. ]
3
|
72
% 25|
Lt
= —— A% —m—TSER
50 I symemEm( LRy AE] T TS5 ER)
10 10 9 9 9
6 6 6 6 6
_'75 1 1 1 1 1 1 1 1 1 1 1 1 1 . ]
0 20 40 60 90 120 (min)
SIE
AR 5% @ UPDRS part I 2 27 OZ& L&
THH AHKl (n=10) 75 tR (n=6)
SEE 47.9 43.0
e -l —
T HE {72 15.1 13.7
Wk 90 49 P 23.1 40.2
UPDRS part Il 7 e 14.7 18.7
Aay
/N IR -24.0 -4.1
A& 95%C.1. [-33.9, -14.1] [-17.0, 8.7]
p fiE 0.021

/b TP, 95%C. L, p i EHEE KN, AFIUIT T B AREGRIO A a7 234888 L Lk
SO & D

1) PR WA TRER LEiEAER (EPN - R—2 0 U (2012 45 3 H 30 H7&KER. CTD2.7.6.3)

2. ENE MAARER

BEEDIGFRIE CH B SN WEBSIHEL AT 5/ —F Y iiEE 3161 (7
7 BAR E OHEGHEST 28 ) xS E L CAKIOR 5% 1] 1mg K 0 BIAA L, ity
B0 BE DL oM HE (1 H& 1~6mg) ZIE L%, AR ZHEEH&ICT
12 BETEEHG L, TEEHEG 12 8RR T, AFOHFFHERO Y 78R %2 “HE



7 aAF— =Rk 1 AT oG LB, AAITT 78R & TERE 20~
40 43% » UPDRS Part M 2 a1 7 A A& 2k # L= 2,

BIVEF BB 1T 77.4% (24/31 %)) Thotz, EREWERIL, AFFEREREIEM 25.8%
(8/31 f51]) . L M OMENR 45 19.4% (6/31 f51]) . P AFR V=R UH < T4 16.1% (5/31
) ThHot,

ARFNOMERR B D 4340
b lmg 2mg 3mg 4mg 5mg 6mg
B 6 8 4 9 1 0
FEF$2 5-Hit% o UPDRS part I 2 =2 7 28k &
TEHH A (n=28) 7IEAR (n=28)
- EIE 41.0 42.5
e 5l —
28 Y {7 17.4 16.8
NS SEN 16.9 39.9
Pe b 20~40 537 —
28 Y {7 15.2 18.6
UPDRS part III
= :lp,;‘r LR B/ PR E -24.5 -2.3
B
- 95%C.I. [-28.5, —20.4] [-6.4, 1.7]
/N R -22.1
AH-7 5 wR 95%C.I. [-27.8, —16.4]
p <0.001

/b IO, 95%C.1., p fiE : HEH BE R AR GRTA 27 2 [EER, BEELBR L
Lo otric X %

2) FEPNE R« BER HEGAER ([EN - S—F% > Y g BRE) (2012 4 3 H 30 &R, CTD2.7.6.4)
(3) ERPRZEEEEAER
1) B[R 5 2
R B 26 6] CRAIRE 17 B, 7T B AREE 9 B) &40 KoY K> (10 mg/
m) GFHTF T, AF (1. 2. 3mg) NI 7 7 RZHRIEZ FHE L& & 0raek,
AR E R LT,
AFBECHBEBEG L OEIERAPBA SN, BEEIINTNORE IHEETH
D, HCKOZDOMOERERAEFEFRGIIFRB L oo Te, o, BRBREME LS A
Z N A B BERIICERO & 5 EENIBE S N7,
VL EOFERENG | @EFRRA B KoY R T T, A1, 2, 3mg % Hia[
TG LTz & & OReM K OEEMEDSHER I L,

3) tENEEL - S B ERAER (EI - fEFERR ) (2012 4 3 A 30 HU/&RE. CTD2.7.6.2)



[(AFIOHGR SN HEROHE] : X—% 2 Y UIRIZEBT D4 7R OB TRET 5, &
W ORACIET AT RIERRE S L C 1 [E 1mg 2B AR, USBRBEZBIZER LANS 1hEE L
T lmg $o8E L, MFfE (1[EE 1~6mg) ZEDHDH, TO®%IE, BRI L D BEHEET 523,
PG RIi% 118 6mg &35,

(4) FRFRAFHER
'vV.3.(56).1) FEAERALIATH BLOSTER ) DHEEMR

(5) REEAIEAER -

1) \|EALLEITHE RS
B ERE O HEERRRER V
HEETH A
ek dlF, MIELIL, 77 v ARRR, THEER., WATRERN AR
X R
LR R 2 B e BEFOH /S —% o Y LRI Ta v b o — L TE RVEI A OF
JEAPERLTEY  JEREEDTEZDD L A 2 —J5R s NE LT 5 /3—F LV

FUBHEAE
- FEIMA RO 30 HLLEATL Y 1 A 3EELE, —EMETLAR FARF L OZ

NSO R—F 0y IR L FILLE) ZIRALCRBY., PHITE 2385

WHERFOD =7 U I THRNA LD EE

- HATRA H & OVRBREEE 5-BA4A/T B 12 GThH Hoehn& Yahr o 5iE /336 CLA

TOWT bl T BE
OA 7 IHETAT—T 4 Xt 5
QF NREETAT—V 275 3

F AR ESE
IEBRSINCREE & 72 20 RL MIRRR, FRR. BRE. BERAE. R
B PR ERE AR THALERR R, N WRR, MIER, EEA AT 5 8E
HERAE
LR R SBIENERE T CHEBIAIMEZ PR L TV /3—F 0 Y VIRBE O A 7 IR kE
WX LT, RoXU K (30mg/H) FH T T, BAGHEE L TERAIZ 1 18] 1mg
B FHeE, LI 18] Img 3ok 1 8] 6mg £ THET 2l EZ2 VT, fHx
DBFEOHERFHED 2IE L, 2B, 77 BREETIE, 10 0.1mL (AH| 1mg
BHHREIZAY) OG5 A2BE L, LI 1R 0.1mL 32k & 1 [ 0.6mL % THY
BLUCHEFFHEZRE L. Gl - 5 R & LT 1~6 HIH).

) BANE T REA R L RIT S, oA AERRE (JRBRIEEE 5 20 431 DAL DS 90%
PLE) &N Uis, ARV R SR VA, AAMEE (FEE
LOFHI) %7 R

FEFMER
W OHERE & T OG- 20 43#% 0 UPDRS part I A =2 7 D24k
W OHEEF FH & TOAF LT 7 2R 5RO UPDRS part I A =27 (%5
AiA27T) RO¥E 20 3#%oAa7 (BH5%Aa7T) b, AaT7B{bE,
a7 BALR K OEGLE L T OHFETEMT 5,
13—



s AaT BlE=g5%A T -KERIA 3T
« ZAaTEHE %) = A 3T BALRARERTA 2T X100
« B (%) = 2 a7 LR/ LR R\ 51 UPDRS part A = 7 Z{E#% X 100
LR 3 DOFHMARD 5 b, B A E DAL T 5,
F 73 EIREHEIE B
- WTHE ] O MEER & TOARKI LT T B REES- 40 55, 60 20k, 90 1% K O
120 43%% @ UPDRS part Il A =2 7 D424k,
fiE 51138
AHIEE 10 B, 77 B REE 6 5
#w B
@ = AEH
- Btk
WP OMFEHE TOARA LT 7 B ARAEE 20 0% 0RO F¥)HE
[95%C.1.] 1. AAIRED 88.2% [51.4, 125.0] ([Zxf L. 77 BREET22.1%
[-30.8, 74.9] TH V., AFFEIT T B REELHXTHE (p=0.025, t FBE)
WZokE LT,
s A7 B bE
T HS I D MEFR H B T 0 UPDRS part I 2 2 7 I2OWT, AHIIZT TR
520 3% OBERI G OB E O /N e EE [95%C.1] 1T, AFIFED
-24.0 [-33.9,-14.1] IZxt L., 7T BAREETIZ-4.1 [-17.0,8.7] THVH. K
FIBECTT 7 BRI THE (p=0.021, HEOHIH) 1ITKE 222358
Y 4
s Aa TR
W OMEEF T B TOARFI T T T v RE G 20 2514 D 2 =2 7 2RO B HE
[95%C.1.] 1%, AAIRET-48.6%[—71.32,-25.78], 77 L AREECT-11.0%[-34.79,
12.79] TH Y, RABETT 7B R L LR THE (p=0.025, t RE) (ZckE
L7z,
@ 72 FI T TE B
- WS OMEER T B COAKIXIT T T B AREE 40 0% 60 5%, 90 %KD
120 43# @ UPDRS part I A =2 7 O 24k
P 5% 40 4y, 60 4y, 90 4y 1Y 120 43 TO p fEIZZ £+ 0.011, 0.007,
0.100 %X 0.059 (3 Hmohr) ThHho7-, TEFHMEEH OFEREADLED &
AEBEDO AT BALEIZT 7 B AREE L LR TEEH% 20 0005 60 0 E THE
7RUGENE D BT,
@
BIVERIX. AFIEET 10 6% 76 (70.0%). 7T RBET6HT 141 (16.7%)
B LTz, AFIEETIX TEIR ) A3 4 61 (40.0%) . TdH O 23 2 6l (20.0%)
WZHBL L, & OMEROWERE BB L= HRIIB D e o T, 77 BAREE
TIE MERE) 23 141 (16.7%) IZRBLLT-,
7B, HCIZESTZRWE R N OO EEZRRWEIIFE L 220> T,




1) AR WATRER LB (JHPN - =% Y nEBRE) (2012 46 3 H 30 H&AZ.,
CTD2.7.6.3)

2) LLERERER -
W ERNE DHEER R 2
HERTHA Y
Zhax L, 77 AR, ZEHEMR, 70 A4 — 3 — iR
i R
ENE T HERRSR & F T (P13)
FEERELE
- HERAEH O 28 UL LRI S, —EHEO LA R 8H (ERIREIZ T A
3EILLE) ROFENLND S—F 0 RiaEEE 1 FILLERALTEBY, 4
TIREENRD b D BHE
- AR B M OVRSR R 5-BAAART B 12 GTIR Hoehn& Yahr O BE £ 53586 CLL
ToOWTFh bl EE
O 7IREETAT—V 4 X5
QA RHETAT—T 01D 3
F AR RS
EWNE T FHERRBR S FC (P13)
HERAE
B OZICAK Z 1mg/[B1 L 0 F GBI L, ZIRA 0 O%E1E Img 372K
6mg/[lF TH{E LT, Hx OMEFFHED 2 IE LTz, £k, B 2K CTE
TEEH~BIT L., AFIOHER &4 12 B E Ik o &5 L, e
58 HFEE T 2 BHCEEAL 21TV, 12 HAFHMEM OBRMAIES E LT, 7%
PR EHEMR I n A4 — =R L0 AH (FEEHRG 10 B R OHEREH &)
FET IR E, K 1EEE L, TOEALKIC, AflEz&E LT
TR E, TR ERG URHIIIAREA 1 BES LT,
) RRETEMSIC LY TR 4] o TREMEMEAR L) SHESh- g



J— s o iz fE
| REIBIEME > e/ | : : t mx .
| REEN FORCIEN | - : : g '5%1
: : > Smg/bl || : : o =
' . | : : : i
E i e -'lmg.-’[Li H i E % .
s | b e i > 3ty |
E i éms:.-’ill] ’ E i E " [ !
' b ' | y i i
: > 1o : : T~
| [BISR = : | : . :
| : | e |
: 1 : ik 8 1238 H TSRS
Eﬂ—*—b‘:ﬂ—*—i—b&d—b{
| g2 P ERERI R ER] R | fEE4 5 | -l 44 |
: (RAISHI) it — s (12:8) P 7IRE
: ; GREAZIFI, ABebiT) ; i “RE Ry IR =
E i F—7 M (T HE VA W) | SR
| ' FHEME AL A 7R LT, BEITIEL., B, KR 2721 ' :: o u-lr' R )
; | ERERBOV AW A B TR TG 2. N metrRks /!
; | B WIRE120% B 1L, THO R 5 B35l e 5, AR s :
FEFHOEE

R (CEERY) BT AIARBIKROT T v AROREH] - #5 20~40 55tk O
UPDRS part Il 2 =2 7 &4 &
F 73 EIREHEIE B

R (CEERE)

« REIK T Z 2RO HHI - %5 20~40 557% D UPDRS part I A2 22 728k
« KA ST T AR DG 20~40 5315 DFER)EL
iE 151 31

3151 (FEAmIE 28 #i)
wm 2
@ - T B

AN O T 7 & R G-tk o UPDRS part I A =t 7 28 b 0D f /) — 3 ) (E
[95%C.1.] 1T h—24.5 [-28.5, -20.4] K (1-2.3 [-6.4,1.7] THYH ., K
BB GR1% T 7 v RFGR1# & L THE (p<0.001, HAE0HT) 7rckE
NI BT,



TR THRENESR

e (n=28) . (n=28)
& _\
-10 _23

|
[yl
o
1

o
ol

Bl R~ U
I
8

|
(%]
(=}
1

B

|
(L]
o
1

|
—
=
L

B e TR L 95% C 1L
ook <0001 (RN B I 22 5 DR AT WO TR S R0 0L B B MR R B Lo 3 o o i)

@ =72 BRI B
FEAmE (CEEMRE)
- RHI M O T v A 5-Hi#% 0 UPDRS part T A = 7 28 {k 5
FHIENC 31T 2 A O 7 7 & R & 551 O UPDRS part Il A =2 7 (L3R D
e/ N T IREAE [95%C. L] 1XE N E—63.9% [-74.2, —53.7] ). 1~6.8% [—17.0,
3.4] THVY ., KABGRI% CT 7R EGHI% &L THE (p<0.001, 7
BotT) IcdeE L,
c AEIROT T 2 AR G% O
FHIEN 31T 2 ARH R O T T 2 R G5 Z DTN D e/ N R R fE [95%C.1.]
i%h%%bﬂL@éBMDJQ&M/&089%{:8526M Thh ., KAlIHE
TIHT 7R KE L L CTAE (p<0.001. 73EHT) REENRBD BT,
@
RIEMIE. 3161 24 #i (77.4%) (ZHBL Lo, FRENWERITAFREEREE NS 8
B (25.8%), FELLOMEIRAE 6 6] (19.4%), VAX X U—KUHL U045
Bl (16.1%) . MEAR T2 8 B (9.7%) . TESHBALSIE M ORI F 3% 2
(6.5%) IZFRD BTz,
2B, HTICESTRIERHEOZEOMOEEZ2EWERIZIIEL L o7z,

)G RE B bR (EN - S—F oV U ERE) (2012 4 3 A 30 HIKER.
CTD2.7.6.4)

3) TR -
BERNFMERRAKRGHR
HEBRTHA Y

e dLlF, A — 7 3l
PO
[N AR AR RBR & R (P.13)
FREFEERURNEE
EN AR AR RER & [F C (P.15),
HERTT IR
17—



35 HH DB DORICAR Z 1mg/lml & 0 &Gt L, ZEMEROAMMEZ EIC
K 6mg/ElE THE L T, Hx OffRFHEZIRE Lz, T0%, MEHNZ’RT
FEERGH~BAT LI,

DR LB

| REERTOHOES | =iy
i i Smy/e §
- Amg/[Fl :

3mg/ [ E ! !

e ! HEE
! U 2mg/l } ' ! !
T . S & ' : :
| EREATEN Img/ki | ! : i
E ' — : ! :
i i i i i
I ] 1 1 1
k 18 [ - 524

Biz2 I D MERTeEN L sEm | e 50
(it A 35E 1) | : | (5238 M*)

UieR21HM), Apebar)

TAREL RG]
FHREMERG, SBEIZIEL, 7RI, KB BRSO F Rl
HHEA BT TS T 5.

B 5 MEHE1205 kL EEL I HOR A5 PSR E T 5,

Bl ST S ER IS B L R L
FHEEIE B
(D24
) Ak
fiE 151 31
58 {5l (71X 54 B CREAH)
#w B
(D24
BIERIEZ, 58 Bl 49 f5l (84.5%) ZHBLL7T=, 5%LL L OWERE IZHBL L7z
RIMERIZ, TMERR) 25 11 61 (19.0%) . TAFERERESEAN 25 10 5] (17.2%) . [H&
O] KO THLS Y 234 961 (15.5%) . NWEREMIAOG) KO Tid 27 v
VIRARF VI & TH (12.1%) . TTEFEAEERE ] KON [P 2% %
D] D5 (8.6%) . [TEHTEALMAE |, MM T) KO TRIRE] 234
451 (6.9%). B, VEFHPALE D). T ROV TENTHER T )
W% 34 (5.2%) Tholz,
W ESTRIEH E LT, BT B 1BNIEBL Lz, £/, TOMOEE
REWER & LT, T2 L7 F iR ARFF—E8hN A 26, TFEBEMEA
Lo A DBROME ] 2345 1 BN LTz,
(2)F 2k
HMERFH B E W), fEER G 12, 28 KUY 52 i kB2 331F %5 UPDRS part
M A = 7 2L g 2 - )©-29.8~-27.1, UPDRS part Il A = 7 Z (L3RI
T—69.7~-64.4%, Z=HHIT ¥ T 103.6~1152% TH->7-, ZD XK H I,



EEH 5 52 £ TOKTMESIZBIT AR & 2 BEOIERD B
Mmool

DGR B GRER (EN - S—F 0V U EE) (201243 A 30 H&R,
CTD2.7.6.5)

BEANEMHERAR SRR Y
HEBRTYA Y
sk ILE, A — 7 BB URIRBRIEE N TAEER AR ER(P.15-17) > b Okt K
B 555
i R
EWNETFHERAR R Z 52 T L, RIBBRA~O SN DWW CRIE DG D - g
FLEREERURNEE
EWNHETFEERRR EFLC (P15),
HERAE
FHERE OA ZRRBICK LT, MBS U, #8RE 2 L OAFIMER R A B S
ICL VG LT, &A%, ZeEEROFIMEEZRICAFIOHEER 2T L L
7oy, HWEEIT Img 70 & L, MEITHIR L7205 70, @5 &% 6mg/lal, A
#5813 1mg/lal & L7,
ST I8 B
(V)24
(2)F 2k
fiE 151 51
27 14
#m B
(D224
RIERX, 27 Bl 16 1] (59.8%) (ZHEBLL 7o, BEOPETRF TR LIZFIE
. THEGHSALLS ) 235 61 (18.56%) . Ly 23 4 i (14.8%) ., IR
283 (11.1%) . RAEVEIE) . TaFmeekEasm . T&dm) KO Th < Oy 23
% 26 (7.4%) TH-oT-,
BB, WEICESTRERA R O OMOEEZ2EWERIIRI L 20 o7,
2)F 2k
FEEE G 28 ] OY 52 HKBEREZ 351 % UPDRS part A =2 7 2L )
E1X, THhEn-27.7 }k1’-28.4, UPDRS part Il A =27 ZALR O FEHIfE 1,
ZNEN-65.0%K% N—67.4%., EEhELDOIFHfEIL, i 113.3% & O 116.0%
Thole, TOXIIT, TEEHRGH 28 KT 52 FRFERHZI T 2 HMEICK
TREWVIIRD LN T,

5 FENE R - B GER (ke - BN - S—x 0 VY RERE) (2012 4F 3 J 30 HK
2. CTD2.7.6.11)



4) BE - mEHIGEER
EEE R L

(6) ‘BmHEA :

1) ERRERE - FEEARERAE GEHRER) - HERFGEREREER (MREERK
FHER)
HERFTRFAEZOHE ©

[HFEFEAREREOME]

BEFRARERE (RAFERICEYT SRR

AANOFIEFRRE T T 2RI ARILOMIE, RAOFIE
H Y MO, WL EER A BRERIET LEXONDHE
KoflEs B &3 5,

OFFtE -« #h% R PR E O FIE A
OJE G LR ILE 0 B A %2

L e e
DAL RSB
WS PR RIC 5 2 B
ARAE KA 5 ST < O
eI I 24 7~ 2 F 12 )]
H FE BiTEK 1,350 f3i
B ARG 05 LI
R | 496 ok
IUERIE B 1,325

LAV SUEGIEL | 1,318 4
AIVERRAT X SHEGIEL | 1,315 {4

ZEARMERRAT R 1,318 Bl 5 5 370 BN EIWEA 2338 B, L7
B GEARZERITI0MILA L) ZR1DEBY ThoTz, BIWEFAFREE
(221] E|51% 28.1% (370/1,318 #1) TH Y . AR E TOENIEEER
=4 F ST R (B ARRER 1 3B K O IARRER 3 REROOFE) 1281 2RIEA R
= ! BLEA 81.8% (81/99 i) (T TEn< 7einotz, 72d. AEIOEE
EALDFE M AT BT 5 B OB A ZE AN | S 7z 1,108 13
IR W T, AFIOP GERALIZIEMN ADSERD B AVIIEBNL 22 0> 7=,




BECARERE (RAERICET S5HE)

(Z2it]
ERREER

Fih - AR EORIVERIE 199 FlZFED B, %@Wﬁi@%84
Bl, PAXXTT 47 B, ﬂﬁ25m%1%oto%ﬁ%
15.1% (199/1,318 #5) TH V. K&& ﬁif@lﬁ%%ﬁ%

Fih - AR EORNWERRBLEIS 43.4% (43/99 f51) | tmfm<
2o T,

SEEPER IR OFRIVEA I 33 FlZFED &, %ﬁbt@@ﬁiﬁmr
12 ], MEET 8 ], ESLMARILE 7 §i4% Tdbh - 72, FREEE
2.5% (33/1,318 f5) TH V. AR E COENERKRARIC Héﬁi
AR M O RIVE A FEEEIS 20.2% (20/99 %) (2R TE L o
7

HALEFEEORIEM X 76 FlIIZFRD Hiv, I L gWEMIXELD 55
IR %&9@£T@oto%ﬁ% 1% 5.8% (76/1,318 ffil) TH V.
KR F COENBERERBRICEKIT 5 HLEEEORIERERE S
29.3% (29/99 fFl) IZHARTEL o7z,

DS RIRBORIER T 11 BIZERD S v, JEL L 7ZRIVER IR It &
U@ﬁﬁzméfhoto%ﬁﬂ 12 0.8% (11/1,318 ffl) TH Y .,
%aﬁif@lWMfﬁ% B2 0I0E REBORIVER I HE S
12.1% (12/99 fl) (ZH_TEL Idvo T2,

PLEXo, Kﬁﬁfﬁﬁﬁﬁﬁﬁkbfﬁﬁbtﬁﬁmmowf\
R O R L R II AR E L E 2 T,

(Fait]

HNERRIT R 1,315 Bl O G-BAA% 8 1 AR, BeG-Bist: 12 7
AW R OB G IR BT B R UGEE OFHMEITE 2 D LB
D Thote, iz, BERMMHTEIER D S B, AFI1 HEGER
HHFTREZERNC I 1 D ARFIFe 5 CEME YR ) 1L, AH
BeG-BAAGR75 1 BT 1.3+0.9mg (B H AIREZRAER] 1,318 i), 90 A
T 2.0+1.1mg (802 f4]). 180 H T 2.1+1.1mg (705 #). 360 H T
2.2+1.2mg (595 f5l) ThH V| AF &G L7 EFI TR PLOBHET
MERFHBOLETIIAE ThoTo, YD Z Enn | kit 5 alae7
JEFNZRB W T, AF %2 EHIFES L TOMFFHEIC RS 228X
72 AFNOANE B O RIEITERD b - 7z,

*1

X2

X3
X4

%5

%6 :

:MedDRAE%E/DJ[U( PEO(BUF, TSOC)) Tk ) KOv it R )

RN HHEAGE (LT, TPTY)
MedDRA PT MEif £, TESZPERME] . THEE. [EEsrED E V), [
D F N MEAMED F N, TSI TRph) RO TIJEE T
MedDRA SOC 'HEkEE | (27%49 5 PT
MedDRA ¥R RA TREEAR) (Rl KOY T OZRE ) (R 123%
9% PT
BRI AR E T IEOFEIZ L5, BEEMORENAICET 58
BRFHA & FEh U7z, SBBRRA O BIRNER OB GREEIC L 0 B n s, D
72 b ARFIBE GG D 24 6 7 AFE LS E ToglE L Lz,
BLRWIRIAE T WSO AAN R 5 IR SIS B T 2 SR e E LI 20 T,
AR E R AN A 7 IEROSEBRE ) DU R A MR LT TER). TE

N

PHIEARE] 0 3 X4 THIE L7z,



® 1 FREME AR T D EREIER

_ ; RIE R 2 ORI
MRS ORER SRR | REHE (%)
FhlE 59 (4.5)
15 25 (1.9
LR 13 (1.0)
PR R B 155 (11.8)
CAXARTT 47 (3.6)
fEER 84 (6.4)
ZE5E P MR 11 (0.8)
A5 i 20 (1.5)
| 12 (0.9)
H GRS 76 (5.8)
ED 55 (4.2)
—% - R EER LU G OREE 110 (8.3)
TESTEALALBE 26 (2.0)
TSSO 24 (1.8
HESTEBALZ 9 FERE 25 (1.9)
TSN B 21 (1.6)

MedDRA/J version 24.1
£ 2 ARABEEBAAGE O ORFABNC I 1T 5 AR UGS O G

Be5-BAR 3 0 A | K506 12 4 AR B G- R AR SN
SEBIE (FIE) SEBIEL (FIE) SEBIE (FIE) SEBIE (BIE)
SKEGLIE B 894 (100%) 622 (100%) 629 (100%) 1,315 (100%)
A% 845 (94.5%) 598 (96.1%) 393 (62.5%) 1,054 (80.2%)
e 2% 23 (2.6%) 11 (1.8%) 153 (24.3%) 165 (12.5%)
I ENRE 26 (2.9%) 13 (2.1%) 83 (13.2%) 96 (7.3%)

| REE GRS 35 5 B 0 S BUE ) — 51
- TVILS. ST H BRI S BURE R OB R A ) (TR0 TOREHOT R
(RIOTICBT 5T | DA BH |




(BERRFTRERRER [ DHE]

S MAEERPREIER (6500-003 FHER) M 5#1TY 5 BLERTRERRAER

LR RSBUANTERE T CEBISIHEZ PR L Qb =% v v
HH FHREENRLE LT, AFOHCENICE 28 FREERESIC
Fhi L7z & &0 retERiT o2 L,
RRT YA LR IR, A —7 B
BEEOIBRIE Ty b o — /L TE RVWEEISOHEZ R L Tk
KGR V. SERUGEDT- DD L AX 2 —iREE N L T A/ —F Y
IR
TGRS AR BR 2] | Rk 24 4E 3 A 30 H~FAk 24 £ 11 A
A 7RI LT, MBS U, JEERE, KIS UL BB
TN, AP = HNTABZ B EEFICEVET
I - 595, BT 120 900 EE L, 1 HOR KBS RIEE
- 5 L%, AFOEEREEZEET LA, BRI Img 3
L. EIEHIE L2, 7277 L., mmiE s el 6me/lal, &
KB 5 BT lmg/lnl &35,
I TEAGE AR A LUK, A IR COH IR DML ST A AT HE & 72
S SThE, BIRERE ORY) ORI £ T
T EAE B 50 LA E (6500-003 36k & L T)
FTAmIE H LM RFIBEGHICRR LA EES
B GE G 30 fi*
LR VERRAT R G ER 30 f5i*1
[EI N IFARRER (6500-003 FlR) 7 b RUGEARIE 4 B ARFRBR I
[Ttﬁ'f?&] @?? Lfi 30 WJ@ 5 "LO 13 Wﬂlﬂiﬁﬂfﬁﬁﬁ EI (I‘ZEE 24 45'5 3 ﬂ 30
=16 H) DIBRICRIER AR v, JE LRWER IR 2 v 7 F
= VAR ARF T —BHIN 4 B, LR OBEIRFERELEE 4 3 514
Tl

K1 BUENRTE R IR BRI AT L T E B,




(BERRFERERARER I OME]
S MAEERPREIER (6500-005 FHER) M 5#1TY 5 BLERTTRERRAER

LR RSBUANGHR T CEBIGIHEZ IR L T /=%y
EL) R 2RI, K E B CESIC L BHIM A TG Lz L
EOLRENERTT 2 &,

BT YA Ll dem, 4 —7 R BR

BEFOIREE Ty ba— L TERWEBISIHEZ S L Tk
KIGRHE D, SEREEDTZDD L AR 2 —IRRENIEL 5 =% Y
VR

BUEIRE 4 AR S AR | Rk 24 £ 3 H 30 H~Fpk 24 45 10 A

F7WREEICRE LT, BEITG U, JEEE, KRBT _ERgE o
T, A V=7 X —HDNTARAZHEENICEV LT
B53 %, BRI 120 28 EE L, 1 B O RE5RET

i - BEILT 5, AAORTREETS A, W Img +5
L. MEIHIR LA, 2 L R SR Gmell,
KB 58T lmg/lnl &35,

P BEIAE I B DL . BRI C D TR DAL 75 T & 72

S > THD, AHEE ORFIOKHE T

TIERE B BT

FHIE Gtk : ARG ORI

BHAEBIEL 18 %!

LANEMNT R SRR | 18 f
[E S AR (6500-005 3B 7> b i 7w 1 B K sk 1=

(R£tE] BATLIZ 18 Bl 5 5 10 BICAFIATRH  (Fhk 24 45 3 H 30
ElER H) DIRRICEIERIASRED Hav, FEH U7 RIVE 3R MR

IR EABGME 45 2 flETH -7,
K1 BUENRGE R IR BRI AT L T E B,




BIE A R U REEE
ARAHEPICIUE LZRIER® 5 b, i TR OIRAM CED MER E
DIEF ] S TFPHITE 5 EEZRRBIEMRIL 40 #1 49 {1, FHITX 2WEE Z2RIME
HIE 41 #1156 1, TRITERWIEEBREIERIZ 95 61 119 CTh o7, 7o,
JRYUER S 1372 o 72,

FREAYMN TROBRMCED A LEOEE] 2O PHITERVEIERD
B, FEAGER TR S L EIEE S NZRWERIZER 3 D LB ThoTz, W
OFIWERIZBE L Th ., ARAIE OREMDSHEREGIN D722 E0vh | BIRERT
B 72 e M R AN & T L 72,

# 3 TR B 75 TRITE RV E2RIER

_ . ; % HiE FEEE
HIRIS ORER NEBIR | PR | SEbUE | PRE | b | P
&t 129 175 41 56 95 119
JRYWIE R K OV BUE 10 11 8 9
R T 2% 3 3
Rt Lok pEE 5 6 1 1
| fepkmuR 0 0
il 19 21 6 7 14 14
| e 4 1 1 3
R R KO TRk E 0 0 8
| Ziv 3 0 0 3
B i R B K OV ARk 10 14 0 0 10 14
T 0 0
7B e A L 4 4 0 0 4 4
—i% - RHEER LU G OREE 28 29 8 8 20 21
fiaJra 3 3 0 0 3 3
BT 7 7 7 7 0 0
1R 4 4 0 0 4 4
TR 3 3 0 0 3 3
A 3 3 0 0 3 3

MedDRA/J version 24.1

6) A mEE (G646 HT7H)

2) FBRM £ L TRIETF RONER LN L HROBE
AR L



VI. ZEHERBICEYT HIER

1.EEZHNICEAESH HILEYRITIEEYEE
TS5 IR — UERRE KT, n o — iR T s ) S A VR .~
FY RAVERE, LT

2.

(1) EREML - 1ERAHR -
AFNL R NI D1IARK O D2 R ABIEBIEIE TH D | AT W TH AR 2
W52 LIZH Y —=F Y PRI L EESREMR I L TUER R AR T,

Db MM Z R8I D1 EE (D, XOVD,) ROYD2 £ (D, Dy, XUYD,) SZHMKIZxE
L. B2 H 35, D2 EEZFIRD 5 BLRFIZ D, ZTRMRITEFENEW 7 (in vitro) .

R K; (nmol/L)*!
D1 #RSZ AR D2 BRI
LES T 547
Human D, | Human D; | Human D,*? | Human D, Human D,
B o N [*H]-SCH23390 ['*T]-iodosulpride [*H]-spiperone
TARENLE X 372 15 35 26 4
A== R A g 692 537 5 7 372
Ty 214 22 1 1 56
~pAa Y R 339 33 32 5 59
HYRE—)L >10000 3467 617 68 331
7T INF Y — >10000 >10000 955 10 129
obE=np—L >10000 >10000 676 37 851

1 b MEB T X E R A R B S 7o RS 0O ] 43 |2k B A FRVEBhEE 0O BIFNE &
PSR L= ) o RE AW CRHE L 72 K, (nmol/L)
X2 29007 AV T7H—ALD9H 5, short isoform DfHE
[k Hik] B MEB TSR EOE & HEMEY Ty REMAG DY T, FA O I U5
RV 7 5 A T~ DB 2 T L7z,

2) 7 v FOBMEFERFEET R — MIBWTT T =By 7 7—8B2EMET D2 &b,
D1 B BIREERNEE L Z 2 65415 ¥ (in vitro) .

3) T v MM TEETED X T = Mg RLE > (MSH) pEAMBANS o MSH @

e ZMET 5 2 0. T v PORRSEIKRA T A4 RZBWT R ol &2 i+ 5
ZEENG . D2AEZARMIEEEKE ZE 2 5D %19 (in vitro)



@7 RELEXDERESF (4 A—DH)

(2) SN ZEN T+ BRERRE -
NLEILEVEREAA—FT VY URETIVIZE T HERNEER

<Z7wh>m
LENLVEALVEIZ LS TSR U T 2 LT v MIT AT/ RIERRIEA 2 T #¢
H L& Z A, 0.08mg/kg, 0.16mg/kg #5128 W TT F RV T OUENRD HiL

Iz £z, TOEMIL DL, D2 HZAEMEHUEEORILEIC XV M S hiz,

@ D1, D2FZ ARV FEATIZBIT S

@7 RENLADT FATTIIHT H1EH
TRENERDT F AT TIIHT HIEH
(Il 8/ 1555) (%)
300+ 1004 2
n=oa
FHHliESE

f;éj}s " *:p<001 (vs THE LR gL

i -+ Vi " 4

#:p<001 (vs saline AR HEE) g 2 an der Waerden's X-test

Van der Waerden's X-test # 1t 50

E *
o0 -l LELVEVTRER #*
£ %1 ".‘ saline i L it B *
5 ]
it 006 023 09 (umol/kg)
g DU HH%
100+ (%)
009
@
g 82
50-
o H* %
/a T T T T il %
saline 0.02 0.4 0.08 016 (mg/'kg) 0
0.05 020 08 (umol/kg)

THRELER
D2HZ A RS Hi3E

#1155 M d o — S FIOREE OB & il i Lo gy 2 L.
AT HREIVIIE PR MB R AR KT
#2 THEVEAERE16me/ kgl 5 RO MBHR 23+ 50 &



[6t%- HiE]: LEAE ALBIZ L > TP X2 0T AFER LT v M7 BB b R EREE % R T
5L, BREREDHRICKIEITIER A2 L7z, -7 RE/LER2FHS5 0O 1A D1
B AR DTSR (SCH23390) £ 7213 D2 B2 AR Hi3E (spiroperidol) % BiTALE
L=t EDfER b LT,

<vTUA>

LELVE L LE LT~ AR THRE LT RELE * (0.75mglkg) 13, &5 11

Mg EEory—7 LT X LT —ER a2 dE LT,

2)6-OHDA*FFHR /A —F VY VFETIVICH T H1EH
<Tv h>W
6-OHDA T K 0 BE-HARIE RN ik a RO BE L2 F v b (FRIERE-S
RR/SS U faiEE S » b, 6:FOHDA L& T » ) 27 RE/LE % (025~
1.0mglkg) % TG 5 & WAIEEATEI N #% S AL, 200 fEFISRE 13 R ok
INZPEWNGRL 725 Z L B STV D,
% 6-hydroxydopamine

IIMPTP*FEFR/N—F VY VRETLICE T HERKEER
<P >
MPTP WLEIZ L > TH—=F YV UREERZFHIH LI =7 A iz, TRELE
I 2 #H L& 2 A, 0.03mg/kg. 0.3mg/kg DFEHIZB W T/ 8—F 2 Y L
FROTEENER OF B RBGENR O bt/ (p < 0.01, two-way ANOVA),
2% 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine hydrochloride

30
251 T n=6
SoE Fli=SE
1 920 #:p<<0.01 vs saline
EY two-way ANOVA
5
Z 15 .
A
I
§ 104 *
T
5
0 -1 T

0 0.01 0.03 0.3(mg/kg)
THREILE S

WA=V ARATT LR, HOBE, B (I, WS, BhX) 583, /3T 2R G R E Y, 40 R 1, 55, R O9FHIZOWT
AL 722 EOFF L AT A FIE R —=F 2 AR R BL Twa Ik E T,

[xt%2 - H1E] - MPTP M8 %1772 =27 A FAATT REA & R 2 2 TG L, S—F Y
IRRRIEIR )T D R A I L e,

<Y RPN, aErv—FEy > 110

TAHRENLERIL, MPTP Z4LE L7 U AP LK Rt ~—FEky MIBWT, /Y

—F Y UIRROEEBER ZSET L Z EAMEIN TV D,



(3) VEFRIRIERE - FikhER -
BRI L



VI. EYEREICEIT HIER

1.MHREDHER - AIEX

() ARELEDLMPERE
P - Y 2

(2) &M FREEERR

[VIL1.(3).1) Hi[al# 5| DOIEEW

(3) ERARHBR THRE SN -MFRE

1EEKRE

fERERR AT R~ D Ry (A P T T AANL, 2 X0 3mg & BT
P L7z & X OMSERT KT L b KPR N OCEIEIE T A — 2 X FRO LB

REMABEICERKETRS Lz & E0MmERREHKRS

THol= ¥,
(ng/mL)
16 7
14 A
12 A

+ Imgin=5)
—— 20 (n=6)
—— 3mg(n=6)

meanxSD,

0 2 3 4(h)
I 1]

BEBSABHICERETHRELIZLEOEYEB/INTA—4

PSR s b Crux AUC,.. tys

(5150 (h) (ng/mL) (ng - h/mL) (h)

1 mg (n=5) 0.267 + 0.091 3.330 + 1.235 3.448 + 1.067 0.768 + 0.199

2 mg (n=6) 0.336 £ 0.111 7.826 + 2.320 7.223 + 1.682 0.694 + 0.250

3 mg (n=6) 0.278 + 0.086 11.95 + 3.70 12.722 + 2.355 0.989 + 0.130
mean+S.D.

[AFAN DGR S vl B R O ]

N F Y IR A4 VIR OB TR G T 5,

RAIE T RE/L e R G & LC 11 Img 72500, DSBERBZE8ELA2N0 1HEE LT lmg
FTOoME L, #iFrE (1[E&E 1~6mg) ZEDH 5, ZO®%E, JERICK D EEET 22, ka5
X 17 6mg &9 5,



2)RE®RE
IR=F Y SREBE 8N R R (Al O T, A4l 2~6mg % 2 K
ML FIRELTHEELEEE, WTIOBRFTHLEREEEIRD N5
7=,
Flo, N—F 0V B b4 BN BE O E (KAl 1~6 mg) % 1~5[A/H
T 12~52 HMARIER TiE LTz & &, HBE O G% 20~40 75 O liEh 7 RE /L
ERRE (Ch) 1 IEEGHETZE L TR ITRD LN hoT,

[(AHNOAR SN HELOHE] : =% Y VIRICBI 54 7RO R BRI TS5, @i,
AT T RE/LE RIEEE & LT 1R Img M HhhH, DISEREZBIZE LN S 1EHEE LT Img
FToME L, fiFrE (1[E&E 1~6mg) ZEH5H, ZO®%IE, JERICK D EEET 223, ka5
X 10 6mg &9 5,

3) A=t
IN=F% Y R 89 BN AR 2 AR TG L CHERF &2 0E L, R &
(1~6mg) BEHNC 1mg 7> HHERH & £ TOHELFAMEZBE Lz, WP oA
EFFICRB N THE L% 20~40 0O MIET T RENL B RRE (C,,) 13 EG-EIZHA)
LTI L7z,

(ng/mL)
40 1
30 1
™
8 ond ®
S 20
° °®
& $
10 8 '
‘ o
' H
]
0 T r -
0 1 2 3 (mg)
EiasE

HHAE3mg B (224)) ITH1T5E52L C,., DR



4) BHEEEEEREICE T 2EYERE WEAN)

HME AR M O E NS REREE (7 L7 F =227 )7 7 0 AREEEICHES <
HEOREE) B trimethobenzamide ™ (Hfi|H-Al) OFH T C. AKl 2mg (FEFERK
A 4 B R OV RERE E A 1 61) YT 3Smg (BEEERR A 4 Bl OV EEBRE 7 6) %
HEEZ TG L2 & EOEYBRE T A —HX T TD LB ThHholz, BHERERER
FD Coa LONAUC, 1, R A R TENZIUE 50% & U 16% =50 Vil 2 7R
L7z 17, [9.2 28]
(TVI.6.(2) ] DIEZH)

) [EN AR

(ng/mL)
10

FH=SD

| : —@— G A (n=8)

—l— TR (n=8)

0.1 : - - '
0 1 2 3 4(h)
R[]
EMENRE/NT A —4
TQ"?‘J}(“T% tmax Cmaxa) AUCO-OOa) t1/2 CL/F
(f1450) (h) (ng/mL) (ng + h/mL) (h) (L/h)
ﬁ%}fjﬁ)}\ 0.560 £0.178 | 4.967 +1.877 | 7.723+2.031 | 0.941+0.429 | 422.2 +153.8
R RERE
B 0.490 £0.282 | 7.777+3.498 | 8.982+2.777 | 0.828 +0.334 | 361.7+104.3
(n=8)
mean+S.D.

a) 2mg &5 L7 fEE R K OB RE R 5 B (2D T 3mg ¢ G- E

[FBHIOER SN MELOCHE] =% Y VIRICEBT A4 7 EROFRBIRFIZ R TR 5925, 8.
AT T A/ RIEEEH & LT 1R Img 225868, DIBRRGEZELE LR S 1HEE LT Img
PR L, MRFE (1A 1~6mg) ZEDDH, FO%IE, FERICEVEEIIRT 22, kmks
X 10 6mg &7 5,



5)FFHEEESBECH T2 EWEE WEAN)

AN E AR A K O E TR BERRE  (Child-Pugh %[ X K5 [&2E&]) ©HE
ZRINCE 2P EEOFHEREG H) K OEEOFHEREQ #)) BFIC
trimethobenzamide ™ (%) OFfH T C. AAl 3mg Z#HEILZ TG Lz & D3k
WIENEE X T A —ZZLLTF D LB ThoT-, F¥ERERE D C,. X AUC, 1T,
BERER T HERTENZ UK 26% M UK 10% SV MEZ = L7 0, [9.3.2 2]
(MVIL6.(3)) DIHZ)

) ENARAR

(ng/mL)
10-
. SPAHI=SD
] |
| ' . —@— IR A (n=8)
| / —— IR (n=8)
14
it i
ﬁ .
i i
3
JiE i
0.1
0.01 . - - :
0 1 2 3 4(h)
I§ [H)
BEBARUVHREESEECERR TR LIZEETOEMERB/NT A —42
B ER g oo Corae AUG,... b CL/F
(%0 (h) (ng/mL) (ng - h/mL) (h) (L/h)
@(,ffg)j\ 0.645+0.271 | 3.854+1.731 | 6.971 £1.167 | 1.029+0.237 | 531.9 £ 266.5
iR e s
B 0.604 +£0.317 | 4.848+2.157 | 7.833+2.231 | 0.969+0.356 | 501.5+277.8
(n=8)
mean+S.D.

[(AHNOAR SN HELORE] : =% Y URICBI 54 7RO RBRFICE TH 55, @,
FRAICIX T REAE R X LT 1A 1mg 2 BhAd, DGR EZHE LN 5 1[A&EE LT Img
T L, MR (1E& 1~6mg) ZEDDH, FO%KIE, FERICEVEEIIRT 22, ek
X 10 6mg &7 5%,



(4) hEH -
B¢ A

(5) B=E - ftAEDFE .
NEBEDEE
MBI L
Q) BAEDFE
VILL7.(2) PEREE &2 OB | OESHR

(6) BEHA (REaL—3) @& YHBELEZEMERNBEEHER :
PN Y PR R RO RN & xS & LT BR T D L 7 AR L b R R
Z {4 L. NONMEM (Nonlinear mixed-effect modeling) % H\ 7= PPK (Population
Phrmacokinetics) @t 50m L=, £ DfEHR., KEIOHRNT D27 VT Z A (CL/F)
(TFEH O EFL & BIIET, AT OnmARE (VIF) I 3REICHRHI L TINS5 2 &
DRSS NTz, £, AFIOFEYEREIZK LT, BMI, ALT, iE+H 7 V7 F=REK
OMEZE, HIZHIEA] (RoXU RY) OFFROFEITEZEL LW L3R ENT,

2 BMEERI/NS A —4

(1) T A -
PPK T/ E LT 1RWIGERREDH S 1 a2 /%= b A2 FETIVE W, FOM
XTI K B 72 WRNT 2 5206 L 7=,

(2) RUIVEEES -
12.2(h") (PPK fii#hT)

BYNAFTFTRAZEY T«
TRENLE R ZH TG LTIZEEDARAAFTAZE U5 ¢ (F) 1%, 1.10£0.17 (Mean
+SD,n=4) & OHE Y n"H D,

(4) HEEEER
VI.2.(5) 7 V7 F > A OIEBM

BGYIVTIUR:
B A B R RUPFHT T A#1 1, 2 X0 3mg # HEZ T#H G L1255,
BT D7 VT T A (CLUF), HRNTOSHMERE (VIF) ROwWREEEs (k,) 1T
TROEBYTHD Y, B, PPRENTICLY . KEIOLNTOT VT T AL
DEFEEBIUET, BT OSMERIIMEEICHHI L THINT 5 Z LAV RENTWND

(TVIL1.(6) RHEMH] (RE =L —3ra ) TS & 0 HB L7 RN e A B A
HZM),



Fe b (B CL/F (I/h) V/F (L) k, (h)
1 mg (n=5) 313.9+101.3 335.1+96.0 0.9524 + 0.2499
2 mg (n=6) 291.1+73.9 292.1 +127.2 1.1164 + 0.4043
3 mg (n=6) 244.2 + 54.9 350.5 + 102.5 0.7111 + 0.0916
mean+S.D.

(6) N A :
VI.2.(5) 7 V7 F v &) DIESBM

(7) MIBEBKEEE -
bt bR RS A RIT 90.4~93.6% Tdh - 7= 20 (in vitro).

3.0k 4R
WRIERAL = BT LAk

4.5

(1) I % — A B P @ 4
<HE:T7vhb>
%ﬁ?yh T RE/NE REHERZ THEG L&, MHERT 7 RE L e R 3BEH% 5
TV ERIE IS L2t — ISR DR L, 3 1450 Th o Tz,

(2) % —BRAEEAPTRIE 14 -
<% :7v b (BHEEREEY oM >
IR Z > BT MC- TT%/VEZ\%@&W;’&%E&TTQ'@ L7z & &, BURmRIERIICBAT
L. @219 HE (EEW) (2B T 2RO EBATHEIZME 12 B B @B )
XOEWZ EBRENT,

(3) A~ DFBITHE -

<% .7y (BHHEER LAY TORFH >

UC-TARENE REMEARAY O T v M (% 10 A B) ICHEMBSEME T,
0.5mg/kg O M & CTH[RIEZ TG L7 % Ot L O PR eI 2 10E L7z, Fit
HCR RE IR B 13 A OWERG 5L C b D £ 514 30 T iem B REIRE (C,) &R L7z
%, MEFHIICIRT L7z, £72. AT PSS REIRE 138 5% 2~8 Refil iz oW Tl i
SIEEIREE 2 Bl Y (A O BERR RS @ 1.66~2.22 £i7) . Hit+H o AUC,. i EfEd o
AUC,...DH 1.3 5T o7, MBEF ST RERR I i U CHIT RS REIRE D t,,, (35
ol

(4) BB~ OBITHE
LR L



(5) Z DDA/~ DFEITHE
<% 7v b (HEESRLEM COBRTH >
HEMET Ve ) T M MC-T ATV b R Z 1mg/kg BRI TR 5 Lz & & Offk
H ST RE D ) Fi

2 (ng eq./g)
HELE - IR

0.25h 2h 24 h 168 h
ke 1810 178 58.4 NA
iiIRY:3 915 158 25.4 NA
KIRE 107 6.53 0.985 NA
Bl ORBRER) 1360 75.0 20.0 NA
i 1350 19.6 5.18 NA
CEREN =] 1560 102 50.0 13.4
B 401 57.8 68.3 NA
L RN 491 50.0 8.96 NA
IRER 133 36.0 1.64 NA
N— 2 — R 2000 268 56.6 14.4
Lol 1010 59.6 13.7 NA
M 3110 542 164 36.2
K 886 70.5 105 NA
JiT i 3360 1810 59.9 8.86
Jifi 1410 157 26.9 5.14
el 1810 108 25.1 4.62
BREIEES 1110 168 37.5 16.4
g 609 31.1 8.07 NA
SRENA ] 121 42.8 13.7 NA
/N 710 365 24.5 NA
b 1030 23.4 4.49 NA
I ik 2030 96.1 50.4 22.0
" 3720 64.9 10.3 NA
BT 2300 348 29.2 6.34
B 535 116 5.01 NA
e 1030 46.7 7.98 NA
R 2160 581 187 101
SREN ] 264 40.2 3.83 0.563

NA : j#ss GRIEARE)



5.4 35

(1) HREBERLL R UM BHRRR

<SHAEAN (BEHMERS(E S TORmE) >
HRE A SEEE R A B4 6 112 trimethobenzamide ™® (k%)) A F ¢, “C-7ARE/NLE
TR 2mg A HE R TG L& 2 A, 5% 0.5 Refi o e 2 I 3piEs i &K 23
#) 83%., REAIKRDK 8%iddd vz, F£iz, #5514 2B OMmMEFIC /7 V7 v Ui
BERE R VT REN XD T NVT 0 CEERGIRD RO G2y, BBUERED 5%LL T
Tholz, RPICKREMEKITRD T, EREHIIMBRA R TH o722,

) [EN AR

[(AHNOAEGR S NI HEROHE] « =% 2 Y VIR T 24 7RO BRI TG 5, W,
FRANIZIZ T RE/L b R MR & LT 1 [H Img 22 B A%, DIEFRR 2B LR35 1HEE L LT 1mg
oL, MR (1F&E 1~6mg) 2EH5, TORIE, ERICEVEERT 505, ka5
#(X 1R 6mg & T2,

T AREI B R OHEE SR

[kb5e] « fRERk A B4 6 i
[J57%] : trimethobenzamide 900mg/ H ] T C “C-7 AR E /L b rHEEEHE 2mg (100pCi) % Hi[aIfZ T
5 LTz,

(2) RBIZBE5 3 HEEF (CYP450 F) D7 FiE -
TARENLE REREITE NFI 7Y — AT AT RELE RISRET S . F O
121 CYP2B6, CYP2C8 KO CYP3A4/5 ML LT\ =23, & b TOERBILHiFE
BAEETHY | AERNTIET REL B RERBEOHICKTT 25 CYP OFHIIRE L 72
WEHEE S D,

(3) EBBHROBRRUTOHE
DR L



4) REMDEEDAERUVULLE

<BZ AX, vTVA Y, Ty >

<A, Ty MEROUIZET ST ARELE RO ERMEFREIL. THRELE XD
10 XL 1142 O-Z7 v 7 v VIRt SR KO O-fitfgt s ik T - 72,
Tf%wt*’ié%ﬂ@ﬁ%ﬁ%”wi@:vvxﬂ>&U%w% D RN
RARVERNEEICARA T T 5 & B 2 DL DIERE I, m&ﬁq1ﬂ®m&%%%%wk¢
HZEICXOWELEDENS, ZNODOKBENEMICKNETH D Z EBNREBE IR
50Lkﬁdﬁ]D&@H@@*%%%ﬁbfo7w7m/%@G%&UOﬁ%@
BREERTHZLICLD, TRELE RO R AEENEMEITIERT D L PN,

EERBIOEERN/ (5 A —5
DR L

(5

~

6.5kt

(1) HEHERL R UHRRR -
[VIL6.(2) it | DIHZ R

(2) BEit 3R -
<HNEN R TER LS T OME) >
SRE R A B 6 112 trimethobenzamide ® (k%)) A F ¢, “C-7TRE/NL b
AWML 2mg A IR TG Lo e 2 A, #&51% 48 Fff] & TICH& 5 BED 89.2%
(R 86.2%., #H 3.0%). 144 K] £ TICHE G HHEED 91.8% (R 86.7%., #h
4.56%) MRS A7z 20,
) ENARER

[AHNOEKRENTZHELOHAE] : S—F 0 Y UIRICBT 5T 7IEROFBERM IR TR 595,
FRAICIET AT/ b RIERRE & LT 1A Img O, u%%ﬁ%ﬁﬁbﬁﬂ%lﬁikbfhw
TOWME L, Mg (1F&E 1~6mg) ZEDDH, £O%kIT, ERICL Y EEHEKT 223, km&5
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WR7e4 APOKYN®

e X IE%hHE: | 1 INDICATIONS AND USAGE

APOKYN (apomorphine hydrochloride injection) is indicated for the acute,
intermittent treatment of hypomobility, “off” episodes (“end-of-dose wearing off”
and unpredictable “on/off” episodes) in patients with advanced Parkinson’ s disease.
APOKYN has been studied as an adjunct to other medications /see Clinical Studies
(14)].

AL O HE | 2 DOSAGE AND ADMINISTRATION

2.1 Important Information

For subcutaneous administration only /see Warnings and Precautions (5.1)] .

The initial dose and dose titrations should be performed by a healthcare provider.
Measure blood pressure and pulse in the supine and standing position before and
after dosing.

Because the APOKYN pen has markings in milliliters (mL), express the prescribed
dose of APOKYN in mL to avoid confusion.
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2.2 Premedication and Concomitant Medication

Because of the incidence of nausea and vomiting with APOKYN, it is recommended
that treatment with trimethobenzamide 300 mg three times a day be started 3 days
prior to the initial dose of APOKYN /[see Warnings and Precautions (5.2)].
Alternatively, consider starting APOKYN therapy at 0.1 mL (1 mg) and titrate based
upon effectiveness and tolerance.

If trimethobenzamide is used, it should only be continued as long as necessary to
control nausea and vomiting, and generally no longer than two months after
initiation of treatment with APOKYN, as trimethobenzamide increases the incidence
of somnolence, dizziness, and falls in patients treated with APOKYN /[see Warnings
and Precautions (5.2)].

Based on reports of profound hypotension and loss of consciousness when
apomorphine was administered with ondansetron, the concomitant use of
apomorphine with drugs of the 5HT, antagonist class including antiemetics (for
example, ondansetron, granisetron, dolasetron, palonosetron) and alosetron are
contraindicated /see Contraindications (4)].

2.3 Dosing Information and Recommended Dosage

The recommended starting dose of APOKYN is 0.1 mL (1 mg) to 0.2 mL (2 mg). Titrate
on the basis of effectiveness and tolerance, up to a maximum recommended dose of
0.6 mL (6 mg) /[see Clinical Studies (14)].

There is no evidence from controlled trials that doses greater than 0.6 mL (6 mg) gave
an increased effect and therefore, individual doses above 0.6 mL (6 mg) are not
recommended. The average frequency of dosing in the development program was 3
times per day. There is limited experience with single doses greater than 0.6 mL (6
mg), dosing more than 5 times per day and with total daily doses greater than 2 mL
(20 mg).

Begin dosing when patients are in an "off" state. The initial test dose should be a 0.1
mL (1 mg) or 0.2 mL (2 mg) test dose in a setting where medical personnel can closely
monitor blood pressure and pulse. Both supine and standing blood pressure and pulse
should be checked pre-dose and at 20 minutes, 40 minutes, and 60 minutes post-dose
(and after 60 minutes, if there is significant hypotension at 60 minutes). Patients who
develop clinically significant orthostatic hypotension in response to this test dose of
APOKYN should not be considered candidates for treatment with APOKYN.

If the patient tolerates the initial test dose, and responds adequately, the starting
dose should be the same as the test dose, used on an as needed basis to treat recurring
"off" episodes. If needed, the dose can be increased in 0.1 mL (1 mg) increments every
few days on an outpatient basis.

The general principle guiding subsequent dosing (described in detail below) is to
determine that the patient needs and can tolerate a higher test dose, 0.3 mL or 0.4
mL (3 mg or 4 mg, respectively) under close medical supervision. A trial of outpatient
dosing may follow (periodically assessing both efficacy and tolerability), using a dose
0.1 mL (1 mg) lower than the tolerated test dose.

If the patient tolerates a 0.1 mL (1 mg) test dose but does not respond adequately, a
test dose of 0.2 mL (2 mg) may be administered under medical supervision, at least
2 hours after the initial test dose, at the next observed "off" period. If the patient
tolerates a 0.2 mL (2 mg) test dose but does not respond adequately, a test dose of 0.4
mL (4 mg) may be administered under medical supervision, at least 2 hours after the
initial test dose, at the next observed "off" period. Patients who do not tolerate 0.2
mL (2 mg) may need to be titrated slowly. If the patient tolerates and responds to a
test dose of 0.4 mL (4 mg), the initial maintenance dose should be 0.3 mL (3 mg) used
on an as needed basis to treat recurring "off" episodes as an outpatient. If needed,
the dose can be increased in 0.1 mL (1 mg) increments every few days on an outpatient
basis.
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If the patient does not tolerate a test dose of 0.4 mL (4 mg), a test dose of 0.3 mL (3
mg) may be administered during a separate "off" period under medical supervision,
at least 2 hours after the previous dose. If the patient tolerates the 0.3 mL (3 mg) test
dose, the initial maintenance dose should be 0.2 mL (2 mg) used on an as needed basis
to treat existing "off" episodes. If needed, and the 0.2 mL (2 mg) dose is tolerated, the
dose can be increased to 0.3 mL (3 mg) after a few days. In such a patient, the dose
should ordinarily not be increased to 0.4 mL (4 mg) on an outpatient basis.

2.4 Dosing in Patients with Renal Impairment

For patients with mild and moderate renal impairment, the test dose and starting
dose should be reduced to 0.1 mL (1 mg) /see Clinical Pharmacology (12.3) and Use
in Specific Populations (8.6)].

2.5 Re-treatment and Interruption in Therapy

If a single dose of APOKYN is ineffective for a particular “off” period, a second dose
should not be given for that “off” episode. The efficacy of the safety of administering
a second dose for a single “off” episode has not been studied systematically. Do not
administer a repeat dose of APOKYN sooner than 2 hours after the last dose.
Patients who have an interruption in therapy of more than a week should be restarted
on a 0.2 mL (2mg) dose and gradually titrated to effect and tolerability.

2.6 Preparation and Administration Instructions

A caregiver or patient may administer APOKYN if a healthcare provider determines
that it is appropriate. Instruct patients to follow the directions provided in the
APOKYN or APOKYN NXT Instructions for Use.

Visually inspect the drug product through the viewing window for particulate matter
and discoloration prior to administration. Do not use if the solution is discolored,
cloudy, or if foreign particles are present /[see Dosage Forms and Strengths (3)].

Use proper aseptic technique. Administer subcutaneously in the stomach area (at
least 2 inches from the naval), upper arm, or upper thigh. Rotate the injection site
with each injection.

KETMTCE (APOKYN® @ 2025 41 A) ORI TiazHoZ &
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Dacepton 10 mg/ml solution for injection in cartridge

ZIRE I3

4.1 Therapeutic indications
Treatment of motor fluctuations (“on-off” phenomena) in patients with Parkinson's
disease which are not sufficiently controlled by oral anti-Parkinson medication.

FE RO B

4.2 Posology and method of administration

Selection of patients suitable for Dacepton 10 mg/ml solution for injection in cartridge:
Patients selected for treatment with Dacepton should be able to recognise the onset
of their ” off” symptoms and be capable of injecting themselves or else have a
responsible carer able to inject for them when required.

Patients treated with apomorphine will usually need to start domperidone at least
two days prior to initiation of therapy. The domperidone dose should be titrated to
the lowest effective dose and discontinued as soon as possible. Before the decision to
initiate domperidone and apomorphine treatment, risk factors for QT interval
prolongation in the individual patient should be carefully assessed to ensure that the
benefit outweighs the risk (see section 4.4).

Apomorphine should be initiated in the controlled environment of a specialist clinic.
The patient should be supervised by a physician experienced in the treatment of
Parkinson's disease (e.g. neurologist). The patient's treatment with levodopa, with or
without dopamine agonists, should be optimised before starting treatment with
Dacepton.
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Adults

Method of administration

Dacepton solution for injection in cartridge is intended for multidose use by
subcutaneous intermittent bolus injection using only the dedicated D-mine-Pen.
Patients and caregivers must receive detailed instructions in the preparation and
injection of doses, with particular attention paid to the correct use of the required
dosing pen (see instructions for use included with the dosing pen). There are
differences in the dosing pen of this product and other apomorphine products on the
market. Therefore when a patient has received a particular pen and is trained on it,
a switch to a different product should be accompanied by re-training under the
supervision of a health care professional.

Any remaining air in the cartridge should be removed before use (see Instructions
for Use of the dosing pen).

Apomorphine must not be used via the intravenous route.

Do not use if the solution has turned green. The solution should be inspected visually
prior to use. Only clear, colourless to slightly yellow and free of particles solution
should be used.

Determination of the threshold dose

The appropriate dose for each patient is established by incremental dosing schedules.
The following schedule is suggested:

1 mg of apomorphine hydrochloride hemihydrate (0.1 ml), that is approximately
15-20 micrograms/kg, may be injected subcutaneously during a hypokinetic, or ”
off” period and the patient is observed over 30 minutes for a motor response.

If no response, or an inadequate response, is obtained a second dose of 2 mg of
apomorphine hydrochloride hemihydrate (0.2 ml) is injected subcutaneously and the
patient observed for an adequate response for a further 30minutes.

The dosage may be increased by incremental injections with at least a forty minute
interval between succeeding injections until a satisfactory motor response is
obtained.

Establishment of treatment

Once the appropriate dose is determined a single subcutaneous injection may be
given into the lower abdomen or outer thigh at the first signs of an 'off' episode. It
cannot be excluded that absorption may differ with different injection sites within a
single individual. Accordingly, the patient should then be observed for the next hour
to assess the quality of their response to treatment. Alterations in dosage may be
made according to the patient's response.

The optimal dosage of apomorphine hydrochloride hemihydrate varies between
individuals but, once established, remains relatively constant for each patient.

Precautions on continuing treatment

The daily dose of Dacepton varies widely between patients, typically within the range
of 3-30 mg, given as 1-10 injections and sometimes as many as 12 separate injections
per day.

It is recommended that the total daily dose of apomorphine hydrochloride
hemihydrate should not exceed 100 mg and that individual bolus injections should
not exceed 10 mg.

The D-mine Pen that is required for the application of Dacepton solution for injection
in cartridge is not suitable for patients needing doses above 6 mg/bolus.

For these patients, other products have to be used.

In clinical studies it has usually been possible to make some reduction in the dose of
levodopa; this effect varies considerably between patients and needs to be carefully
managed by an experienced physician.

Once treatment has been established, domperidone therapy may be gradually
reduced in some patients but successfully eliminated only in a few, without any
vomiting or hypotension.

Paediatric population
Dacepton 10 mg/ml solution for injection in cartridge is contraindicated for children
and adolescents under 18 years of age (see section 4.3).
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MEROHE | Elderly

The elderly are well represented in the population of patients with Parkinson's
disease and constitute a high proportion of those studied in clinical trials of
apomorphine. The management of elderly patients treated with apomorphine has not
differed from that of younger patients. However, extra caution is recommended
during initiation of therapy in elderly patients because of the risk of postural
hypotension.

Renal impairment
A dose schedule similar to that recommended for adults, and the elderly, can be
followed for patients with renal impairment (see section 4.4).
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(202541 H) Risk Summary

There are no adequate data on the developmental risk associated
with use of APOKYN in pregnant women. In animal reproduction
studies, apomorphine had adverse developmental effects in rats
(increased neonatal deaths) and rabbits (increased incidence of
malformation) when administered during pregnancy at clinically
relevant doses. These doses were also associated with maternal
toxicity /see Data/. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
The background risk of major birth defects and miscarriage for the
indicated population is unknown.
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Data

Animal Data

No adverse developmental effects were observed when
apomorphine (0.3, 1, or 3 mg/kg/day) was administered by
subcutaneous injection to pregnant rats throughout
organogenesis; the highest dose tested is 1.5 times the maximum
recommended human dose (MRHD) of 20 mg/day on a mg/m? basis.
Administration of apomorphine (0.3, 1, or 3 mg/kg/day) by
subcutaneous injection to pregnant rabbits throughout
organogenesis resulted in an increased incidence of malformations
of the heart and/or great vessels at the mid and high doses;
maternal toxicity was observed at the highest dose tested. The no-
effect dose for adverse developmental effects is less than the
MRHD on a mg/m? basis.

Apomorphine (0.3, 1, or 3 mg/kg/day), administered by
subcutaneous injection to females throughout gestation and
lactation, resulted in increased offspring mortality at the highest
dose tested, which was associated with maternal toxicity. There
were no effects on developmental parameters or reproductive
performance in surviving offspring. The no-effect dose for
developmental toxicity (1 mg/kg/day) is less than the MRHD on a
mg/m? basis.

8.2 Lactation

Risk Summary

There are no data on the presence of apomorphine in human milk,
the effects of apomorphine on the breastfed infant, or the effects of
apomorphine on milk production. The developmental and health
benefits of breastfeeding should be considered along with the
mother’ s clinical need for APOKYN and any potential adverse
effects on the breastfed infant from APOKYN or from the
underlying maternal condition.

|

of drug use in pregnancy)

FA—A N7 U T D43 . (An Australian categorisation of risk B3

(2025 4= 12 H database)
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F—A FZ U7 D43%E : (An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or

indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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(202541 H) Safety and effectiveness in pediatric patients have not been
established.
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