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(IM) Tl @5 > CYP2D6 iEMH: % A4 % Extensive Metabolizer (EM)IZ LT, a-HTBZ & O* B-HTBZ
OIMHFREEN EH L, BEARRE LT WBZEANH D, 72, CYP2D6 [LEMERZA T A O
nXtFr, FoUUE)ERGEFOERETH, aHTBZ X ON8-HTBZ O fiFREN EA L, BHEHN
BHLLTWBENR DD, 207D, #5ICEE L UIRBFMICHEER 2 WIEEICO LR 2 T ET 5
BT ORBELZFERCBEL, HEICERGTOIMLERD D,
5. BREREE
VERKRT—2 /1Ny r—2
AHBR X 5y | M | A x5 BHE - AP a—)L A
HARANZX G L LR
EINEE 1 HHRER v AA | T R ABMELTE] [ TBZD12.5, 25&0\50mg75’$@
ROLE Lo RyEELZB O
it
EIREAIEERN TS AR | (N Fr bl (12,56 mg~100 mg,” H
el (&R EHER) 2 # 23 1 H1~3 F. &0, 12l ] #H| ©
MM LI X 2 A EHEl)
EIREAEERN TS AR | (N Fr bl (12,56 mg~100 mg, H
FEE MR (R Wk 5-aA50) # 19 1 H1~3 [\, #&O, 48 HM+ik ©
3) 'fjhj%lﬁ‘—‘
SNEANZ xS L LB
S 55 AR BR KE | N> F v b UfEE (12,5 mg~100 mg/El
7" ARk IR AL EHE MR F 841 (TBZHE |1 H 1~3 A, #&0, W (7 o
APATRER HelsakER 9 54 l, 77 &Rt i@F’ﬁ&i‘@@ﬁ%?ﬂ:iéﬂ%g;&@;ﬂ)
30 f1)
WA 55 ARG KE | N F o bR (12.56 mg~200 mg,” H
IEE IR R W& G- 5k » # 75 {5 1 H1~3 @, &0, 80 H[# (11| ©
W T AT KX D R ES)

()R PRE=EHER

AR G- - fEEEA N BPE 17 Bz %t U CARA 12.5~50mg % HiEHE OB 5 L7 /s 5.
IY=EA R e N AN i

ZNAA 2 BRIRRRA
<HE HEANT—H >

ST - R T3 4 24 Bl

ol e,

) AROABS NI MHE - H&EIT 1 H 12.56~100mg TH Y |

()R RRIGRRHR
G L
(4R IEAEER
1) A RIERER
PR L

CAKI 25 mg & 1 A 1[0 5 ARIKERE L-5a0 2581

© : FFATER

TR N o7 Y,

1 Bl 5 RE 37.5 mg Th 5.,

—BAEIR

vt

(TR



<%E . [FENFE IR 2>
HKEBRT A e, FEXII, itk 3 H AR
EPGSEE A AT DT P URBEEXRIZ N T U U MR E

EED (UHDRS) @ TCS (ffRFFDEELET O GFI A =27) 248FE L LT
ard %,
ISES BESER AT DT b URERE

- FEESEE D ER S NN T R R
V=T F=r—UT7 =2 (CAG) P T Ly hDY E— 36 Y
v'— hoL EDHEE
s NUF U R R E (UHDRS) @ TCS (WiFREF O SEHSEE) O A 5
Z a7 12a~12g ) 75 10 LL_E 7> Part IV #REFEAN < 6 TE A LLEAS 1
V] DB
T R IRFUNCLDIEEEDO S B BE
- EELNERRE (IFFEE, BRELZETD) HOWITRMKEO D 5 BE
< BIRAY L OFEB-IR ) MAO FHESE, LR RoX0 RN UAEEhEE S 50 i KX
2V Do AWM A LA L WD BE, AT INEOS 5 BE
s R UABE (LEAE Y, a AT bpTFriy) ZEALTWS, T
AT LLEDOH HEBHE
BRI« A7 U —=v 78 (BhH-BbaRT 21 B~BltaaiH) . HEXEY (8
W) | MEFFHER (4 M) RO%BIEN (1)
58 : 12.5mg/H ~100mg/H
55k
(HEREH) 12.omg/H ZBGH&E S L, HEFE (1 EREIC 18T D)
) MIEEEHEICHE, RBRE L & TEE LT,
(MERFF ) 185380 1 B ARROHEEZEE Lo,
(BBls ) MERR RN T 14 1 BB,
TR H R RFHATIRF > UHDRS #EGEB 2 27 053 A =27 (TCS)
a) FofsFEMiRF> UHDRS #EGEEN 2 =27 053227 (TCS)
TCS (F¥fE+SD) 1%, N—RA T A > Tid 16.5+4.8, HAKFHHIFCTIL 6.94.2 TH Y |
OB CEXELSD) 13-9.7+4.8, 95%{5HEXE (CD) 1%-11.7~-7.6 TH -7,
N—=2 T A )bk FHiiRE D TCS D7 (L&) ([ZoW T, R4 1-1.13]
E LTt AT EE DS —EARDKRIE 7 £l L2 /51, AR 2R bz (p<0.0001),

TR RS YE

ERACTAS S

AR T ik

UHDRS @ TCS DEFFHFFER OR—AT A b DL E

TCS Bk | FEIMEESD | 95%(EHEKH | BE
A S 23 | 16.5+4.8 —

I A& A 23 6.9+4.2 —
NR—=RT A UG EEFMREOZE | 23 -9.7+4.8 -11.7~-7.6 | p<0.0001

a G A 1-1.13) & L7z t Ml HES < —ERDOHME



b) FEAMEFY =& o UHDRS D& AstA=T
TCS K OEEHEEREF M CTlid, AR 2 & OG5 A a7 %, HESEY (8 #[H]) TIItR~IZ
B U, MEFFHEM CIXE 0 R a 7 IEHER Sz,
—J7. AT, BERERHN M OVE L T, HEREN LK OWER & 208 U TEFH A 27 021t
ITH NIRRTz,
UHDRS @ TCS FHlRFZ 1 2 B 5RO B FHGH&
TCS FHIIHICIIT 2858 (mg/H)
FH R E MR & B A&
1 3 i 5 i 8 i 9 | 12 AFA
Bl 23 22 22 20 20 20 23
R fE 13.04 | 37.50 | 55.11 | 77.50 | 77.50 | 75.63 69.02
SD 2.61 3.86 | 15.27 | 24.20 | 24.20 | 23.46 28.92
¢) PR Z & @ CGI
MR ll B oflEuT, AEREH (1~8 i) TIXIEBRIEOH BTV L, R
BH (9B, 123 H) TIZ 9B T 20 #IH 17 6 (85.0%). 12 ¥ H T 20 i 13 ] (65.0%)
Thol,
FEMREH =8 0 CGI o 43EIFk (BRI B4R )
it fixdEE (CGD
Al | % | EW H 193 . WEEE | PEE | FEW S
Wl | | o &S o i Bk Bk W
B | %) | BIE(%) | B1%(%) | B1%(%) | BiIE(%) | BiIE(%) | BiE(%) | PLLk
13 23] 000.00 | 1(4.3) | 3(13.0)0 |19(82.6) | 0(0.0) | 0(0.0) | 0(0.0) | 1(4.3)
238 (23] 0(0.00 | 00.00 |13(6.5 | 9(39.1) | 1(4.3) | 0(0.0) | 0(0.0) | 0(0.0)
3 |22 0.0 | 145 |15(68.2 | 6(27.3) | 0(0.00 | 0(0.0) | 0(0.0) | 1(4.5)
4 38 |22 0(0.00 | 3(13.6)|13(59.1) | 6(27.3) | 0(0.0) | 0(0.0) | 0(0.0) | 3(13.6)
51 | 22| 0.0 | 4(18.2) |16(72.7) | 1(4.5) 0(0.0) | 1(4.5) | 0(0.0) | 4(18.2)
63 |21] 000.0 | 8(38.1) [11(52.4) | 2(9.5) 0(0.00 | 0(0.0) | 0(0.00 | 8(38.1)
7 |21 0.0 | 7(33.3) |13(61.9 | 14.8) 0(0.00 | 0(0.0) | 0(0.00 | 7(33.3)
8 i | 20| 0(0.0) | 12(60.0) | 7(35.0) | 0(0.0) 1(5.00 | 0(0.0) | 0(0.0) | 12(60.0)
9 ¥ | 20| 0(0.0) | 17(85.00| 3(15.00 | 0(0.00 | 0(0.0) | 0(0.0) | 0(0.0) | 17(85.0)
12 3 | 20| 0(0.0) | 13(65.00| 7(35.00 | 0(0.00 | 0(0.0) | 0(0.0) | 0(0.0) | 13 (65.0)
d) Zaett
IR B - STz 23 Bl el 2 Z MO % s L,
OHFEFS

AHEFGIL 23 il 20 61 (87.0%) 2 80 {4, RITEAIE 23 il 17 61 (73.9%) |2 49 4RI

L7z, ERBWEH OERIRE (SOC) 13,

MESPRIR AT ) C 10 6 13 4, TehfdRiESE ] <
9 13 fF, TigrhfeE | T8I 9fF, T—it - £HEFERL LORGEMOREE] T 4 6] 4 7,
BEEE] T3HI 3 Th oz, BHWEHO LR DIE, RIRIE, N—F Y =X 4 MR,

B Thole, AEFREVRIEHOREREIXIZE A EPREIHFEETHY |
D1BIDHBEETH T,

11—




AR G E RIS & 3R
BIEMCRERIANE | s CRmbIURr s SIELD

B R AR AR 43.5% (10/23)
PR R P 39.1% (9/23)
KRR 34.8% (8/23)
é%%%i%ifiw 17.4% (4/23)
A I5hEE 13.0% (3/23)
At 73.9% (17/23)

@C-SSRS 12 L ¥ Afh

an B 7 B A 77—/ (C-SSRS : Columbia Suicide Severity Rating Scale) TaFfh
LI BREEICOWTIE, &5 L72@mED FEATLEN W E W ) Y
» NI OBFTTHTH T, HERRME 461 TAREE] b, 95 31,
WEICHESEN RS TER TH -T2, 205 1 FNTEELRAESES (500K 1Tk
TR A 1L LT, TR 1RO C-SSRS #Hlli Tik, BRAGEOEAWT M bRA e A%
DL AT Nod FATT 2 EEN LD & 508, BIERMZRGHEIZZR V) Thote, HEITEIZ
fEo7oiEBlZ 2 6] (ZhEi TV A N> b TggLr— MECHKE) ) Thots,

2) R MHER

PRIk B G- R Y

BT A

FEE R R, 2l Rk L B AR Rl

EE:D

PPSEFN A AT DTV R UIRBE RIS, N TF U b
it —3FI/UE (UHDRS) @ TCS (MFRIF o BEHESR) O 5 5
2a7) HEEL U CHOMEEZRET 5,

PIE S

EESETN A AT DN TF v b UodEBRE (ENSIHERBRZ 52 T
L7=838) 1941

BT ik

ENF IR Z S 512 84 WIEER L Tk 59 5 R G-
AR (96 H#5-35R) o 48 M H (KRG 36 M H) 12k
5 R, B O EE A &I TAK 12.5mg/ H ~100mg/
H 2 #% 05

A H

RSS2 ZatE L OANE

a) HMWEDRER

FEMGER) (TCS) OAFFAaTIZ, 12BFTICRN—ZXT 4 VI LED L, 20&kiE, 24

1 [ KO 48 38 B £ THEFF S L7,

TCS D_X—RATF A b D&

A Fr 3 (ES PR AR (R 22 95% 15/ X fi]
12 18 19 -11.1+3.7 -12.9~-9.2
16 i 19 -11.5+4.7 -13.8~-9.3
24 18 19 -11.1+4.5 -13.3~-8.9
32 i 19 -11.145.4 -13.7~-8.5
40 1 17 -11.8+4.9 -14.3~-9.3
48 i 17 -11.945.4 -14.7~-9.1




b) L AEPEDTRE R

BIERNE 19 Bl 14 1] (78.7%) 12 36 B L7z, FERb i, mHy~7wZ 7 F 8005 4
(26.3%) . MHEAR K OMERAE 3 B (15.8%) . I FLERBL /K S5 EE SR BN & OVR HH I 5 2 1
(10.5%) 72 EThoTo, AEFRLKOREHORE TV TN HREIIHEETHY . ®mED
LD o T,

UHDRS D81 OFHE Tl InBRER 5 48 I H O 5D A LI 7 A M KA b b— 7T
T A NOFTERBIARN—A T A Tt LR (k) L7y, 1TEiRfbiss (868 Lo,
ZOMOFEEE ORI, BEIRHE, N—F Y =X AR aT k& REITA LN RN T,
HAM-D-17, 3FPET 72 P T TR E, JESS I W\ CTHG-A1% TRE 22 LT A bz n

277,

<BE . WHT—H >
FEE RIExH IR R 558 9

BT YA e, 80 M M55

ELES) T KNI RF VU ORMEBRMNE R O E T L. A ORREN R & it
x5 NF U NUIRBRE (SN T T B R R EGRER & e T LT- ) 72
B EW - PR E 12.5mg/ B D Bl A E E CHE,
AR 15 MEFFH : B R 2 MR LTI,
BHH G OHENT 14 AR E L, 80 HMIC 2mE TE L,
I RGBT 2 R R OH
a) AEDORER - TCS

b)

c)

R—=2F A W (75 4]) O TCS OEHMHEIX 14.95 Th o7, FiHliEIZIIF 5 TCS D_—
AT A D OEbEIX, G 24 48 ¥, 80 H TE A E41-5.75+4.98, -5.49+5.44, -4.60+5.55
THY  WTHOFMREHICB W T HE =2 T A4 AT L AR ARBAD B0 S 17z (p < 0.05,
paired t-test), 7272 L. 81 I CH D Z LD, TCSIIRN—RA T A L LAEZEITA
biviehotz, PLEORER LY | TBZ OEEER)I T 2205131 80 £ CoRMIMIZHT-
D HERES LT,

LM ORE R

T R IRF DRI ARICBAF Th o7z, RITEARBSEEIX 94.7% (71 61/75 ffl)) Th
0. ERRIERIZ. BEiF 40.0% (30 fl/75 1) . 5 2% 28.0% (21 f1/75 ) . RIRIE 26.7% (20
75 B) . A% 25.8% (19 F/75 6) . THI 7 EE4%E 20.0% (15 6/75 f5]) T -7,
T IRFUUCOHE

RO 11 HE CIIEEAERED - TBZ HEOHMA A LN, BETLOE#MA &L &
542 12l ~80 OB Tlx, &< DEE (78.1~82.7%) T TBZ F&IL 100mg/HLL FTH
ST, #eh 24 BLIRRIE 1 IO A 200 mg/H TH Y 1F LA EDEE (98.1%) THEIX 150mg/
HLLFThoTo,



TBZ @ 1 HH&#HPH Z & OB i

TBZ ESELEE-Gr s ] AR

& . i i 4 | 12 | 24 | 48 | 60 | 72
(mg/H) LA 2 | 3~4 0 ~123 | ~24 | ~48 | ~60 | ~72# | ~80 i
12.5~25 |54 (72.0)| 5(6.8) |3 (4.1) 341 | 5(6.8 | 346) | 234 3(5.6) | 2(3.8
26~50 |21(28.0)|57 (78.1)[17 (23.3) | 13 (17.8) | 26 (35.6) | 25 (38.5) | 23 (39.7) | 22 (40.7) | 23 (44.2)
51~62.5 - 5(6.8) 33(45.2) | 12(16.49)| 3(4.1) | 4(6.2) | 3(5.2) 1(1.9 | 3(5.8
63~75 — 4(5.5) [8(11.0) | 11(15.1) | 13(17.8) | 11(16.9) | 9(15.5) | 11(20.4) | 9(17.3)
76~100 — 2(2.7) |7 (9.6) | 15(20.5) | 10(13.7) | 8(12.3) | 10(17.2)| 7(13.0) | 6(11.5)
101~150 - — |5 (6.8 |18(24.7)| 9(12.8) | 13(20.0) | 10(17.2) | 9(16.7) | 8(15.4)
151~200 — — — 1(1.4) 7(9.6) 1(1.5) 1(1.7) 1(1.9) 1(1.9)
BRI 75 73 73 73 73 65 58 54 52
B (%)

) AFOEFESN-HEIZLH 12.5~100mg TH Y. 1 [EFKEE5 8% 37.5mg TH D,

(5)EE - WERFHER

R L

(6) A RE B

1) ERRMAE (—RERARERE. BEEARERE. EARRLERT) | RERE®RT 4~ —
RHE. WEFEEERABRONE

ikt JH Rl o A

HHJ HHZWFICB T, AKHE [ F o bRk o SERES) ) (o5t L TR L7-4
TOBEZFRITHIAE L, RAMEH R ORIVEH % ORBURDLE H DM - 22
W E b2 DN R 5,

B EWoRS B AT

I BRI A 451 Bl

A A P S FhEdIE - 2018342 4 (J&5EH) ~2020 4= 2 A
BLEZHIR] « AHIF GBS 2 [

BN A S FUIEMRR IC KT 2B K NI RRICEIE T 5 A FFLOEILRPUZ DOV T HE AR
AT 5,
< 3D OREIR B O BUBENE S 0 Kb b o B
- BEORAN BEE IR BE
+ LR e VBRI S5 Do 9% S o 75 A1 e R OO R i 5 P .
- BB

SRS - RSB 2 EIWERRBLEIGI1E 59.56% (226/380 fil) TH -7z,
- BAHEFEOTILUCOW T O 2 ERITRD bz o Tz,
[5ok B BEICET 2 A FEFRIEERI (oW T, BEERRFIREE
TIARIRAED 1 BIOEFIZIE L Th o723, JFIER (AN F o i) OEkIc X
2D fiE IR TAK & ORERERIIEE S, [HEWBEICET 2 ERSR
FEHLRBL) IZOWT, RAFERDOELD 5 4% 3 HITERIFIH L TH o722, 95
2 FNZONT, JRERE (N F o bR UTEE) OGS S AL, o 15
WCOWTHHEALANDOER L LTAVTF o R UROBEENEZ LRz, O




DHEFFAEFHICONTHFFBORBEITERD b pi-oTz,

2) RRBFHLLTEEFEONBEXIEERE L-AE-HEBEOHE
AR BN TORBIEGIAEBD TIRONTND Z LD, BIENGER, —EROIERNZ»NDT
— S PEFEIND E TORIT, REGIZ R E LI ERBREHEEZ £S5 2 &Ik,
ARFE I RE O RIER AR T 5 & & bio, AR OLEMR OERNECET 57 —4% %
BN L, AR O EEICLEREEZ#H L Z L
SEht U 7= - G R A
RG] F S A 3 B B S T A ) & ek S AR A A IRE o0 B FH 45 o0 8 BRI K
O - ZetEZRitd 5,
(7)ZE Dt
<BE WHT—F>
L)VEAN G MARERER 77 & 78k B 2 b — B B RN A T RER Hoigallir 9
a) A MEDRE R
INCF U N IREBRE 84 B B RBRICT N T RF Y 12.5mg~100mg/H XX 7t ARE 1 H 1~3
[ (BE0) <12 #E (7 EEIEEEEEIC X 2 HERES) &5 L2#ER, UHDRS @ TCS (28
FoR_R—=2F A 96 DB & (/N T BB L AEAERE) (X, 7 R TSV UBET—5.04
+0.49, 77 EAREET—1.52+0.67 TH VY, 7 F T_XF U URETIE Y 7 BRI LAEIZHED
L 72, UHDRS O#HEHE (Part IV) 2B\ T, 7 hIX_RF P UBTE T 7RI LAE
IREALD B DT ERIR B & 72 2 8L Cldedr o T,

TCS N—A T A w1 b ORI

. ¢l o B .
fiEa " HEE I AR e 95 %15 HE X [#] p flE™
TBZ 54 —5.04+0.49 —6.02~—4.07
ZS5+R |30 —1.52+0.67 —2.86~—0.19 <0.0001
e 2= —3.52+0.82 —5.15~—1.89

T RAWE T A A& RTARAL 2 FI T L7,

b) ZEAaMEDRE R
BUWERFBIBHEE L, 7 F T _XF U U REL 85.2% (46 fil/54 f51]) . 77 B ARFEIL 46.7% (14 151/30
) THO, T ETXFTUUROERREIWERIZ, JET7 20.4% (11 Hi1/54 1) . RHE 18.5% (10
Bil/54 Bi) . EHR 16.7% (9 /B4 ). 5o, SEfr, 5EI45 14.8% (8 41/54 f51) . Hol» 13.0%
(7154 B1) . 22 11.1% (6 fl/54 f5]) HEThH o7,



VI. E3EEICEHT 5I1EH

1. EEPHICEEH S LEMRITLEHE
VMAT2 BHE Al
TR BEDH DB DOREE « PIRFIL, KHOETHRLEEZRT L L,

2. EIBEH
(L)IERERML - 1ERRF
AHK (TBZ) 1ZHHRHRERATIS T T AICBWNTC, £/ 7 I/Ma b7 v AR—42—2 (VMAT2) %R
FINCPHET 2 2 LIk, MRRERDOE ) T IVE (KX v kv b= VAT RLFUY) %
BEE5 19, TBZ OHERESERITITEL LT F o b RO TIRETN Th HBEMICBNT R
NRIVEWHBTLA2ZLICE2bDThD EHEIND, TBZ OIEHERE#EYH TH D o-HTBZ KW
B-HTBZ %, TBZ L RfEDO + VMAT2 LEMEMZR L9,
TBZ X, 7 v MM (BUKTHE, AEHRE. MEE) 0T/ 7 I 2B L, EOERI 2 R
Lz, &7 2 URBIERITRREAE KX st LT b B IRIER @ o727,
HTBZ X, vV EIBME 7 o 28Ik miaE Eo BHI-HTBZ &ALk L <, TBZ & [FIFEE D
ﬁﬁé&@@ﬂ%%mbtwmoik\EBMK%VT\%E@%%\%%&\%%%ﬁ&@@%ﬁﬁ
B Tm 12
QEMEZENMITHHABRAME
1)E /7 2 EBIER 79
TBZ 2 mg/kg D TG E D T v MM (BUR T, BIERE., &K o€/ 7 I (R
vk bh=v AT RUF YY) BITEHSONICED L, 5% 16 5 TIRERKRDRITELE
%, TOMEIT 28I THEikE L=, TBZ OF /7 I UIREBERIE R3S VISR ThH
D BRERSORUR T RX 2 BT, RIS T 70~T5%DIK F a2~ Lz, £7-. ARG
BWTHIHIZHAR 50% DK T 2R3 HEIT KX U R bIER)o T2,
F7=. 7 v MITBZ % 12 » ARBIEOKES (855 6.0~6.7 mgkg/H) L7ofES, #REE RS
VIROREAZY UEERIE, SREWICIE 12 » A ZE L CRMEER L, EMEEEICEHE
R OBHFHIRD SN2 D> T2,
2) N F U RUIRET LY T AT DR 1814
NF U R UREET LT A (BACHD KU YAC128 ~ 7 &) (28T 5 TBZ OEMA M Lz,
=77 4= REBRIZEW T, BACHD ¥~ 7 X2 TBZ 2.5 mgkg & FT# 535 &, B h
VFUF BB TICERT AEH LR SN D, WRIEEEIN TBZ I L0 A ISl Sz,
—J7, MERIZEE S YAC128 ~ 7 2 D BB RE(R T2k 5 TBZ OfEM %, Il Rotarod 7k
O Beam-walking s{BRIC L W ATEIEAOICHRFT L2 & 2 A, BEIRYE 2 » Al bRko#s) &t
*i6ﬁﬂ#uﬁﬂ\%%%5(Gﬁﬁﬁﬂ%ﬁﬁ)ﬁ?ﬁ9ﬁﬂ%uﬁﬁ\@@%%@&§¢W
SO BT,
3) in vitro {EFIHE A ER
a)Yt ka7 b7+ (HTBZ) (2L DV 7 A/Na~DIER 15
~ 7 ARREERAL (R - JERE, LR FEB, M K OMREIK) o 7 2/ M aiEisy & [BHI-HTBZ O
S1EH. BEue b=V VAR ERALO HTBZ (2L 5w F =WV AAREEH =R LT,
[3HI-HTBZ OF5ABAMETM A CERIEZ R L (Kaffi : ~2.5 nM). ATP FELFHETH -



7z, TBZ K O* HTBZ D [BHI-HTBZ # & EEH O ECso fEIZZNZ4 2 X4 nM Th o7z,
[BHI-HTBZ OfEENLD Bmax & Y 5-HT BV A D Vinax fEITRGEED b E <. BEIET
VMAT2 O ENSZNT EWRB STz, £, HTBZ Ot n b= iAABREMEH O ICso
1% 2.2~3.0nM (Km fi : 0.60~1.10 uM) ThH -7,

b) 7 v ABIFIMEERCAAR I 351F 2 HTBZ OfEH 101
FEHL 7 v ABURIME R RAEA I B W C BHI-HTBZ S &1d. A > % 2 ~— FBMAK 2 R
(2 1 nM OFES THANREIZE L, Kaflil 3.1£0.4 nM, Bmax fEI% 62+8pmol/mg [I& protein T
Hot-, £7-. BHI-HTBZ #5&AL 5 AR E ATP AAVEBH]- 2 v 7 RLF U U BY AL EE
& ORI BAFRMBIER RS b, HTBZ OBHI-HTBZ i A &#A/EM (ECso i : 1.8~3.0
nM) 1%, BHl-/ A7 FUF U CERDIAZILEER (ICs fE : 3.2nM) L RIFEDEEZRT Z &
5. BHI-HTBZ fSAEMLI AT 2T I b T U AR—=F— RFITFEET 5 2 L AVRB S iz,
K7 v S B MEBRL M il & BHI-HTBZ #6126t 3 2 B HER K OE /7 I D ECso fH

(nM) %, TBZ: 1.8~3.0, HTBZ [Tt I{K] : 4.1, «oHTBZ : 6.0, B-HTBZ : 20, L&/t

v 238~300, /"YU K—)L 1071, Z7r/)L7r~<wYy 01890, Br k=1 : 345%x103, /
AT RLF U v 1720%103 Th - 7=,

VMAT2 (5% % TBZ D5 FME L IR 9
t ~ VMAT2 %O VMAT1 Bk IZ VT, BHI-HTBZ A Rea et L7z & 2 A, VMAT2
FEBAIIIC BV T ORFERREN RO S, 2uM @ TBZ 12 L ZOfEAdse sl s iz, £
7o, ZOmFBMEE A AT, BHl-E e b= B IARREE RF LT & 2 A, TBZ 1%, VMAT2
SEEANIT S U CTHIER 27 L7223, VMAT1 REEHIR S L CTHRIERIIR S e dvo 12,
BREOE )T IV EAWTEAMEZ T 5 & £/ 7 I ACKT 28 FEITERr h=0> R
SUSTRLFIU> LT RLFUr>eAX IV OIETHY . VMAT2 28 VMATL LY &l
FvEA R L=, TBZ &R a- %O B-HTBZ O EMEZFIK/ N T AR—F— AT
nA R AFFrvx, B RAv® UV —R, TRRZ T TV, JERT R
FrL N EIERENAT T REISE D IEEMN 285Gt Lz, 8-HTBZ O 7~ 25K (GEFF
B KT HIWEEATLEMEM (ICs0 fE : 14.3nM) 235588 HLZ720F T, sy 1%k L CRR
EEHE RS o T,

DNdFARRIZ 31T 5 [BHI-HTBZ £ FRA0KE S O BIAIE & 44 710
~ 7 AMZE1T B [BH]-HTBZ 546D Bmax (fmol/mg protein) (. 25K : 1330, K : 130,
BURTES © 355, 1l : 235, 1&-AERH : 164, ¥ : 120, AIEHRVE : 97, /MK : 46 TH Y| i
AR EZ R T Ko FEMEITHR 26nM Tholz,
7 v MRERIZEB T 5 BHI-HTBZ 54 @ Bmax (fmol/mg protein) 1%, PNHIED : 620+22, #MH|
71624, NN : 774225 TH Y [1251]-F — R AL E Y FFEA D Bmax 1, IS : 17.3420.60,
MR : 24.93+0.96 TH - 7=,
b MBI O BVE HRIEARIC BT 5 BH]-HTBZ #RRAFEA O Ka fEIX 7+0.2 nM, Bmax flIE
180+11fmol/mg protein Toh -7z, F£7=. BGEBALAI AR T EVEBUR D, HEAZ, SRR T
<. MEMIBEEEF CIIh 5, BEMEEETS A8 (W7 27 I EEiMEML) Tk o7z,

e) K33 De ZAEEKICKIT 5 TBZ OER 19
BH]- A &~Xv O Dy ZFIERFEA I T 5 TBZ OMEERZ T ANTO KifElix, 7 v MR
A 5.20£0.80uM, 7 ¥ il FHEARAIEE T 3.20£0.50 uM T v | 59\ Do LEIERAVRIEZ STz,
L7» L. VMAT (Z%f7 % [BHI-HTBZ # & OfE S it 4 Ka 5% 3.1nM ThHHZ L LV, TBZ
D R8I U BRI T 2 EHIE. VMAT (253 2 EEH O 1/1000 LT & HEZ S iu7-,



DTV R UIRET IV T AD YT T AMREIIRTT D TBZ OEH 19
D1 AR BUMAAIC I 1T 2 BIMED 7V & I R R S ) 7 A% T 0N GABA #5540
HilfE T ARERNE, VANV REA T LML TR, BREIEHT1NT o A OB HERENL
TOARBEN IR SNT-, F£7-. Do Z AR HL BACHD #ifE CiE., BEALEE T 2 D72 I v
AR E LA CAE LD EIIE. 1 B H & K L7z (Paired-Pulse Facilitation : PPF),
—J5. D1 & HFEL BACHD #iid Cix PPF 23 A BIZHIH ST\ 523, TBZ % 2 FEE/EH &
HHZ LIk, PPFREIE L7-, TBZ ® DATRBIERIZL Y . T 7 AMBA~D R332
TR IH S -7z EHEER S LD,

4) in vivo VEFIFE 73k

R U T R &2 T TBZ O N A0 2 Wit L7,

)~ 7 AT %kl 20
[UC]-TBZ Z & ARNE 532 & N A~OBITHEIZEHEC T, &5 2 0%ICITHEGED 3.2% 0%
ITL, FTHEABIERLNT, 60 2 OKFEITEGED 0.21% Th o7z, 5 10 5% DM
R IIRRGAR, GUR THE, PR, MR, fB-1Ef, E. DMEDIETH > 7=, HRIE, MEEEH
IKTHEPA R bEN-oTz, HIZ, [UCI-TBZ #iAid, FEE#O TBZ TR S4L7223, B DAT
FHEECITHE SR Do T,

b) /U1 5 R 20
[LCI-TBZ #&IRNTE G- 5 & BRI ~DEAT L RGO B AL, #5 5 5B
WL e oTe, MEERTIIHRE 10 %ISR EREICEL, [UCI'-TBZ OER K bEN->T,
[1C]-TBZ 5 & 13 I, > TBZ THHE S iz,

5) oK ER

ayiE il o ZBFEEER AN B0 B BHI-HTBZ U > FiSA x4 2 LUEVER (in vitro) 1415
TBZ %\ > 8, T oL O MG 5 & FlRHEELFRIZ L 0 20HIZ 2 >0 By (b
B a- KON B-HTBZ 1I2{8#H &b, TBZ, a- O B-HTBZ @ VMAT2 #EH (7 v 28iF0E
TERIARIRNR) (2331) 2 BHI-HTBZ U 47 NEA T B EMER (ICs0) 1X. <4 3.0, 6.0,
20 nM S TEEZ R L, a- X OVB-HTBZ 1X TBZ & [F%® VMAT2 BHEERAZ AT D EE 26N
el

P)BFEZEIR, N T v AR—Z —E T 58P (in vitro) 89
B-HTBZ 283 7~ 54K (FEFFEA) 12k L THWREGIHEIEM ICs fE : 14.3nM) Z#/RLT-
LIS, D537kt U CHFEER 2R S o Tz,

()EFAFEIRREFM - FriwhshE
ZCNEE R L



VII. EMEREICEET 51EH

1. MAREDHTRE

(NBaELEEVNGLPRE
VI 1. QERRABRTHREIN-ITEE SR

QEKRHARTHRASIN-OPRE
1) H A D
R A B 7 17 Bl TBZ12.5, 25 %150 mg & ZEfERFHRRR OB G Uiz & & TBZ 1Z#ECmic
WX S, 5 0.6~0.7 R IR m M IRE (Cmax) (2L, & 5% 4 ReHILEITMET LV
B SN2 o7, MERMEH OEHERHY CTH 5 o HTBZ O B-HTBZ W N EER#H TH 5
9-7 A AF /)L B-HTBZ (ZZnFh#5 0.8~1.3 FF#. 1.1~1.3 BRI &L 1.3~1.7 B2
CoaxlZEE L7z, ZHAUHARHMD Cmax X N AUCool ZIZH EEAFMEDRFE O B L7z,

TBZ H[al#% O % 5-05 o i h TBZ 12 E#ES

—O—TBZ 12.5 mgh#
——TBZ 25 mgf¥f
—{0—TBZ 50 mehf

i, . O
0 4 g 12 16 20 24
BFf (hr)
TBZ Hi[alF O #5015 o 48t o-HTBZ I EEHES TBZ Hilalk 0% 5K o g+ 8-HTBZ JEH#ER
50 7
%01 —O-TBZ 12.5mgh¢ (a=6) —O—TBZ 125 mgHt (n=6)
80 —&— TBZ25mg? (n=6) —A—TBZ 25 mg#t (n=6)
| —~ TBZ 50 mght (n=5) o 40 1 —0-TBZ 50mg#f (n=5)
2 " 5
® 60 £
= = i
g{“g §150 ;:_\HE
=P =
= 2] |
s Mo Py
g s
e 20 1 8
g
10 4
o[} = L] ]}
0 4 8 1 16 0 4 16 0 24

BRI (hr)



TBZ H[El# A #5-Kg D TBZ, a-HTBZ. B-HTBZ XU 9-7 A A F /L B-HTBZ DIEMERE T A — X

.. S Conax Tonax £ AUCo
?%fg P BERS (ng/mL) (hr) (hr) (ng hr/mL)
TBZ® 0.6-04 0.740.39 0.7 09 1.79

«HTBZ 214 7.6 1.3:0.4 49415 96.4-58.2

125 1 6 8-HTBZ 12.4: 9.4 1.320.6 3.2:17 12.7449.4
97 1% B-HTBZ | 7.8t 2.6 1.6:0.5 12.5:2.3 92.9418.0
TBZ® 1.3+ 1.6 0.7+0.3D 0.7+0.2d 3.3+2.3d

«HTBZ 188173 1.920.3 5.210.8 914.7449.6

25 6 B-HTBZ 29.7:14.6 1.320.3 37414 85.739.4
95 2% B-HTBZ | 17.2-25 1.7:0.5 11.141.8 198.8+29.6

TBZ® 3.6£3.4 0.6:0.2 1.120.3 1333

«HTBZ 92.3110.6 0.820.3 45009 341.7481.9

50 5 B-HTBZ 152195 1140.2 3.8:1.2 119.9:32.8
9-7" 20V B-HTBZ | 40.1+ 9.6 1.3+0.3 9.5+0.7 379.9+28.8

EE + PR
a: &, b:5B), c: 14l d: 34

2) KiE#ES
a) (R Rl A
<% HEANT—H >0
fatRERR N 24 Bl TBZ25 mg #2581 H 1101 5 HEEROBE Lz & &, i+ HTBZ 2
JENEFRIRREIZH D & TSNS 5 HEH® AUCo-24 (551.64+738.62 ng+hr/mL) X, 1 HE®
AUCo (538.37+828.47 ng-hr/mL) O 1.1 5 ThHh -7, tzid 1 HEEKO5 HH TERLER
# 5.4 KefE] L OV 6.4 FE[ECThH VD | REIEWVITERD bivehoTz,

(1) AR OAGR S NIz 1 Bl E RS RIL 37.5 mg TH D,

b/~ F o b UFRERSE 2
TR R 20 B2, TBZ12.5~100mg/H % 12 B KEROELG Lz L&, %59 &
W12 B EIZBT 28 MATO 1 [R5 &3 F—TH - ZEFOIMET a-HTBZ, 8-HTBZ K& O 9-
TAAFNB-HTBZ @ b7 7R O — 271 (54 1.5 FFfEfE) I TERDO LB ThoT,
WFNORBE LG 9 KO 12 B IS D MR REICRKE REBX R ho T, 2k, Mk
th TBZ IR EE 12 < DIERICTE BRI Th - 72,

TBZ FE# O 5o s o-HTBZ, 8-HTBZ K ) 9-F % A F /L B-HTBZ &

a : BRIMARFERED 1 RS
b: BMARE/O 1 HLNIMEE & 12l E OFE#4 1.5 REOBRMERTD 1 BIHES R D 2 FliTbrst
() AANOEFE SNz 1 Bl s 5 581% 37.5 mg TH D,

() EE

KPR L

N[ 0 JHI < S <

WERS: WERH ELGomH | b 12 @K EiLE
«HTBZ N7 74E [19 i a] 31.0£17.8 30.7+23.9 -0.3+20.5
E—7fE [17 fib) 73.0+35.0 66.3+36.0 -6.7+£29.9
8-HTBZ N7 ZfE [19 i a] 14.8+14.7 15.3£18.6 0.5+15.2

v — 27 fif [17 f3i] b] 45.8+29.3 41.2+28.5 -4.7+25.0

] 7 74l [19 fi 2] 26.7+13.5 25.8+13.1 -0.9+ 8.4
97" A7) B-HTBZ v — 7 fi [17 f3i] b] 33.2+15.8 32.4+18.4 -0.8+ 9.0

SR + A 2



QRS -HFREOEE
1)ﬁ$@afﬁs
<H¥Z HEANT—F>22
fatFERi A 25 B2 TBZ 25mg & 258 Rs & W dm eI s v U — 81 30 /0% ICHER D &5 LT
L &, aHTBZ LU B-HTBZ @ Cmax X TN AUC IZHEE 72781372 < | BFEOEEITFHO b o Tz,
TBZ 25mg ZEfERE X 1T A% B RIRE O 5% O e HTBZ, B-HTBZ O MW EHHE/ T A — X

Cmax Tmax t1/2 AUCO-t AUCOoc
(ng/mL) (hr) (hr) (ng hr/mL) (ng ‘hr/mL)
a-HTBZ
ZEEE 32.2+13.0 | 1.00 | 6.82+2.42D 175+76.4 196+97.5
B 30.6+10.0 | 2.00 | 5.98+1.83 197+83.9 215+105
B-HTBZ
7 Gy 18.4+14.1 | 1.50 | 3.40+2.109 89.5+105 102+ 1349
B 17.5+12.1 | 2.50 | 3.50*+1.76Y 97.8+114 107 146D
a: OB, b 236, c: 224 EIE + B RS
2)PF SR DR

arIax v
<BE HNEANT —F >2)
fEERERA 12 i, TBZ50mg & P-HEHEORE THLH Y TX T 0.256mg #fH L7- & |
TBZ 1Z¥ 3% OIYERBIZHE L 5.2 eh o7,
(7)) AANOER STz 1 Bl EHRS =X 37.5 mg Th D,
<£%#% : In vitroi >
TBZ } (Y a-HTBZ i P-F58E A O Tld 2V B-HTBZ I IE TH D 2 L AVRIR S iz 29,
by~ FtF
<BE HNEANT —F >
R 30 fllC, 387172 CYP2D6 fHEHTH 5 /3m Tt F 2 20mg O GRE (R
FEMEFIRRED & &) |2 TBZ50mg # &KL L& &, TBZ B E L7z & 1T~
a-HTBZ % O B-HTBZ @ Crmax (3Z1ENH 1.4 5, £ 2.4 512, AUColTZNZNH 3.2 1%,
8.9 FFITHIM LT, tuz i, arHTBZ THJ 2 f%., B-HTBZ THI 3 fFIR4E L 7=,
() ARFIOFERE NI 1 Bl EESRIL 37.5 mg Th b,

2. BMEERAINS A —4
()T AE
EER R L
(2) IR SR FE 7 3K
EER R L
Q) HKEETER
BRI L



@I IT TR

WA 7 — ¥
B5R T/ 075 A (L
(mg) TBZ @ a-HTBZ B-HTBZ 9-7" A*f¥ B-HTBZ
12.5 0.00 1.05%+0.77 1.461+0.98 2.46x1.04
- (1 4] (6 4] (6 6] (6 6]
25 0.00x0.00 1.37+1.01 2.041+1.38 2.68*1.45
[3 4] (6 6] (6 6] (6 #]
50 0.00%£0.00 0.96+0.70 1.44+1.01 2.501+0.85
(5 f] (5§l (5§ (5 #]
a: Z2HM (E) AFOAGES N 1 RS & 5EIL 37.5 mg TH D, T AR
(5) 3 B
DR L
(6)Z Dt
DR L

. BEF GREaL—Y3y) @
(€)): 2 iwaps~
AR L
QQINZ A —AEFHER
<zE HNEANT—H>
RHEFSRY B MR OfE B, TBZ. a-HTBZ K O 8-HTBZ O Wil 8 %2 K45 mK 7 & L THE
B DRI RIE S T,

. RN

<HE HEANT—H >

WAL - 1A%

WEIH - BEFERC 5 6 i1 14C #55% L 7= TBZ (LA F[4CITBZ) 25 mg #HEIR NG L& & &5
% 216 FF £ TICRGED 75.4% 2R H, 12.1%08#h X 0 I S v, 6D D ORI ER X
Dipd b T5%LL LR ST,

Xl
(1) % — A BE P @@ %

<H%F HNEANT —H >20

fERERLA 9 Bl NC AR L72(H)-a- Pk KT F TF 2 666+37 MBq (18+1 mCi) % 7R — 7 AFHik
Wit G- & 2T 5] &t < FRBCRRIRNEE G- CHET O G U, M HR EE 2 E IR BRICHER? L 7o R I8 TR
Wtz PET IZ X 0 HE Lz, BRI AT T KR IERE (B & %) Cieb @<, o fiafE (M
FRPNIREENM A RRE) 1. RBIREZ 11.87, #k 10.99, FK 5.01. /MM 4.56, RIBEFZE 4.50 Th o7z,
(2)I i — fR HE BE P& @ 1

MEE R L
QR)Eit~DF1THE

MEE L
AR~ DIEITHE

MER R L



<HE.~wURA Ty k>
T U AROFET v P EROWTEERSHRBRICBNT, T FIRXT DU~ BITT S 2 &R
NTW5, (VL4 6)ZDMOMEEADKITE OEBR)
(5)Z Dt DRI~ DT
MBI L
<HZ:.~vUA Ty >
YU AR OEET v MI[UCITBZ % 5 mg/kg A& G L L&, WThoOEBWEIZBWTH, &5
SN TR TN S 4, Be5-1% 2 FERNCHAR N U BEIR EE N IR R & 7o T2, ~ 7 ATIL, ik
FRARR & LTIt~ R b 2 < G - BRI R G53 S 8 OFFIs. B OWERE) . /B
OB IBENEY CTORMRSRERENE W L AVRE Sz, #5% 21 BIZIZE TOMBIC B TRt RER
JENE R FIRARN M &7 o7, AT v hTIE, Bl s L Tid7 Rols & Bt ~0ffk oA%<,
EDHITAT = BFEE L Gk E ARG - PR B 53 2R CORMFRRIRE N @2 EBRIBE
oo AT =0 F AL AT OB THRE% 21 B THRNBERESRE SN, AT v MTBWT,
TRIRFUDAT = EAEME (IR, AREELDT RUE) ~OFRMEN R S L7z 20,
(6)IIRELHES
VERBHTEEIC LY . T I R_FP . arHTBZ., B-HTBZ @ in vitro TO b MIEEAFKERIL, T T
NRF D8 82~85%., a-HTBZ 7% 60~68%. B-HTBZ /% 59~63% T - 7= 29,

6. X
(L) BERGL B ML R R
TBZ 1 XI5 HEH#Y T D o HTBZ KU B-HTBZ ~ i S, £ D% 97 A A F /L arHTBZ, 10-7 A
ATV a-HTBZ, 9-7 A A F /L B-HTBZ, 10-7 A A F /)L B-HTBZ ~X#H S5 & HEE iz 29,

TBZ @O & + TOHEE R BHRE

CHj

VIR = )VE TS

N

i H
~J- CH3
H. o
_O > CH3
H5C N
WCO:[:]iE;j B-HTBZ

LN\
/ \ CYP2D6

971%6’“/I/BHT

H
. CH
CH3

10-7 A A F )L 0-HTBZ 10-7 A A F /L B-HTBZ




Q) R#I-FET 28R CYPE) OHFE. F5E
TBZ 13 )V AR =)V sefER IC K 0 IEPERE TH 5 o HTBZ KO B-HTBZ ~#f S d, £ Ofth,
CYP1A2 7p ETKEIERT A A F /AL E ST H Z L RIS TWD 29, o HTBZ 1Z, CYP2D6 K}
CYP1A2 2LV 9- 7T A AF /L a-HTBZ & 10-7 A A F /L a-HTBZ ~#H S, —#01L CYP3A4 O
BZTDHZENRBENTND, B-HTBZ I CYP2D6 (2L Y 9-7 X A F /L B-HTBZ X° 10-7 A A F /L
B-HTBZ 72 L1 S, —#BIE CYP3A4 I K DKL 2T 5 Z LAVRIRENTZ 29, T h T _F U
wfhG It FOMmBERROCRPITIE, 26 OB ORISR 7 V7 v NS RFET
D Z &R ST 30,

GHEEANRDERRVZDEE
BEERR L

AHRBYDEEDEERVEEL, FELE

Yt Fr7 5P (HTBZ : a-HTBZ & OV B-HTBZ) (V1. 2. (1) fEFAERL - EARF | OIEZS)

. BE

LV<BE HEANT—H >
fEEER AN 6 B, 14C A5k L7z TBZ26mg Z HEIRE A5G Lz & & | % 514% 216 FFfH £ TIZIRT K&
OFEF S [ S TR RE I B G B D 87.5% T~ 70, TOWNFRITIRF A 75.4%., FEH N 12.1% T
HY ., FEPEMRREEIIIRF T o 72 30,

(2)fERERL A B+ 17 Bl TBZ12.5mg. 25mg K& O\ 50mg & 2SR AR &5 L= & &, & 51% 24 B
£ TIZ, arHTBZ, B-HTBZ KX 9-F A A F /L B-HTBZ 13 FN&K 52D 0.6~1.1%. 0.3~0.7%} ¥
1.8~2.1%A R HICHEIE S N7z, TBZ TR SN einoT2 D,

() AHOERB S 1 B ER S &EIX 37.5 mg Th D,

. PSS URR—E2 —CBET BIER
(V.15 BE - REDFE] 0ESH)

 BHEC & DREE
AR L

0 ENEREHIHEE

VI 6. FENERZEITHBEICHT HTE 2R

1)CYP2D6 &1 12 D 3y s fe
)RR A D
RN B 17612 TBZ 12.5,25 K (*50mg # ZZ R FL Al A e 5 L 72 & & . CYP2D6 @ Intermediate
Metabolizer(IM)IZ 351} % a-HTBZ K Y 8-HTBZ @ Cmax K O AUCo-»/Z Extensive Metabolizer(EM)
b EiEzZ R L.9-T A A FILB-HTBZ @ Cmax & X AUCo-l T 2 7% U7z, ML+ a-HTBZ,
B-HTBZ Kk 9-7 A A F /)L B-HTBZ R 1X CYP2D6 £HIIZ L - THEIND Z EARIBINT,



CYP2D6 £Ej| D o-HTBZ, B-HTBZ & * 9-7 A A F )L B-HTBZ OEYERE T A — X

TBZ #:5 [CYP2DE[ 0 Conax Trmas ta AUCo-r
(mg) FHM (ng/mL) (hr) (hr) (ng hr/mL)
«-HTBZ
., EM | 5 19.045.4 1.3:0.4 15412 75.2429.4
: M 1 33.2 1.0 71 902.4
. EM | 5 46.816.0 1.2+0.3 49105 204.2447.5
M 1 591 1.0 6.5 267.1
50 EM | 5 92.3:10.6 0.840.3 45409 341.7481.9
8-HTBZ
195 EM | 5 9.055.1 1.4+0.7 2.520.9 23.0412.5
M 1 29.2 1.0 6.2 141.0
. EM | 5 24.145.1 1.3:0.3 35:15 71.2419.2
M 1 58.0 1.0 45 158.2
50 EM | 5 45.2:95 11202 3.8:1.2 119.9:32.8
9-5 2 A F /L B-HTBZ
., EM | 5 8.6:1.7 1.6:0.5 11.741.4 95.1419.3
: M 1 36 15 163 82.1
EM | 5 17.9£2.0 1.8:04 10.6:1.3 205.2+28.1
25 M 1 13.4 1.0 13.9 166.9
50 EM | 5 40.149.6 13403 9.5:0.7 379.0423.8
I

TBZ 50mg & G5-#£0 IM (1 1) 133 B REARAT BRIME,
() AAIOEBE SN 1 ERxEE 5 &L 37.5mg TH 2,

by/N>F o b IR 2
NF o bR 20 61 (EM16 #i, IM4 #) 12, TBZ12.5~100 mg/H % 12 M KER N5 L1z
X BEIHEBICEITAS.IM O a-HTBZ KU B-HTBZ @ 7 7, FRIfLFTD 1 [A1# 5% 37.5 mg
Thol- 1FlzE, EM EHEBLTEETHY ., =27 T EM LB L TEETH -2, 9-F A A
F/VB-HTBZ @ k7 7K O — 7 fliZ, EM & RRREXIEME TH - 7=,
2T reks & B

<BE SEANT—F >80

W LA O ITRERERE  (Child-Pugh A =27 1 5~9) & M QM@ A% 12 i, TBZ25 mg

ZEREIRFHRIRR 1§ - L7z & & BEREAR A Tk < ORIEREAIZ I W CISEH O TBZ 13E R R A T H

S 72O LT REREE B CIE TBZ @ Cmax 1 43.8 ng/mL % 7~ L i PEH# (acHTBZ & B-HTBZ)

D Tmax & O tug (TAEEERR AN AR TIHER U, AUCo- 138N U7z, &7, IFRERE 5 E35 C1L. Child-Pugh

23T O - T TBZ K OVEHAHY (a-HTBZ & B-HTBZ) @ AUCo-+ 13N L. tue 1ZIERE L7z,

TBZ25 mg H.[l#E O 5-K5> TBZ, a-HTBZ, B-HTBZ O¥EYEHE T A — &

Cmax Tmax tie AUCo+
(ng/mL) (hr) (hr) (ng hr/mL)
TBZ
TR P — — — —
P RERE B 43.8+35.3 © 1.00 © 17.5+7.81 9 151 £109 ©
o«-HTBZ
TR 35.0+11.2 1.00 6.10+2.40 182 +96.0
T RERE B 30.5+15.0 1.75 10.1 +5.53 @ 247 +114
B-HTBZ
TR 18.8+9.83 1.00 3.68+1.43 81.6+71.2
IR e 17.4+12.8 1.75 8.42+6.09 9 107+51.7

I + R YR

a: PR, b Z < OMERAICE W CERBARRMTH Y FHETET, c: 9, d: 86l e: 114l



11. 2Dtk
A L0



VIIl. €% (ERLOXESE) I3 HEHR

ERNBEFDEH

M

=
Ll

=

S0 - D DRE, BRTE. BREHAEBANTE LT S ENHLIDT, FHERET HBEICIF,
BEROBEICETAABELOBRMELERMEZESICHHL-LTREZRABL. EEOREBRTREED
ZEEIERCBRI D&,

Tz, BERUVZOREFICH LT, EETIERDHoDONHRICEIEEICERMISERT 5K 51
BYLHIE, [2.10 7.1, 81-8.3,9.1.1, 11.1.1 58]

Of

(fi )
NF U NUIRBETIE, 900 - DO OREEROAZO Y X7 BNEWZ LT, [FRE Kﬁ%ﬁ’iof
9 ONF ¢ 9 DIRBEN I I LA T B Al REME N B D, Huntington Study Group CKE) 128750 F

Vhyﬁ%%LMJA%ﬁ%_ﬁokﬁﬁfi\%@f%_ﬁﬁéﬁﬁmmﬁéﬁﬁfmmﬁi\oor
48.2%. FRIEVEEE 8.1%., KN 5.2% TH V. BUED 40.3% DEFHBH 5 S>EOFKE2%ZIT T\ D,

Fio. BEREOATHE 19.0%DEE TH LI, BESEL O HREMOBEIZZILEN 26.5% &1 9.5%
THLNTZEWESNTND, N T hUREBE T, 920 - 9 DWRER ANV F o b IR0 %18
CCHEBEEICA LI, HRASESSHREN G BHEEICALNS, ARSEIEI NV T v N ROBK 2% 5
BRI & FIE LT D BN RIS B CRACHE N E W E VWO WERH D, IHIT, N TF v bRl
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[1.. 2.1, 7.1, 82, 8.3, 9.1.1, 11.1.1 ]
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8.6 Wit FIEENBEUTE T 2NN H Y | ik, KEXRIZEDLZENRHLDT, BIEE 74T
W, 2O XD RIERD B SN GAITIE, BERAEZITO Z L,
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W7 In vitro BERIZEWT, VMAT2 1283 23R 72 HEEHZ R L, 7 v M2V in vivoillBR T
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BIVE R F B 492 fEEHR 25 (15.8)
THDT 20 (12.7)
— - EHEER X OGN OREE PSP 13 (8.2)
I 57 23 (14.6) FEME D F 8 (5.1)
5 i 7 (4.4) ey =l 6 (3.8
TR 4 (2.5) 1t e 6 (3.8
A 1 (0.6) PR—=F ) =N 6 (3.8
B 1 (0.6) - 6 (3.8
L") 1 (0.6) DA =— 5 (3.2)
INEE (1) 37 HE R 5 (3.2)
i o i 2 IEEE 2 4 (2.5)
9 DIF 35 (22.2) GIEb 3 (1.9
AHRAE 33 (20.9) Toh A ) 2 (1.3)
NS 28 (17.7) iy BR R L E 2 (1.3)
BEHLEXDRS 7 (4.4) Jr BETF 2 (1.3)
Wk 6 (3.8 e 1 (0.6)
iR 4 (2.5) IR TEIRERSA 1 (0.6)
RIA MR E 3 (1.9 FoiE R 1 (0.6)
WPt 2 (1.3) A/ a—XA 1 (0.6)
SEELIRE 2 (1.3) EhkEE 1 (0.6)
EN L 2 (1.3) < BT Hf 1 (0.6)
SAET 2 (1.3) I—F Y AT 1 (0.6)
FHEE 2 (1.3 g e 1 (0.6)
HHEEHR 25 2 (1.3) ANEE () 162
Fo 2 (1.3) A ke
JENE R E 2 (1.3) T 11 (7.0)
H e 1 (0.6) EEMTIN 10 (6.3)
a3 1 (0.6) W T PR 6 (3.8
=R 1 (0.6) (X7 4 (2.5)
LI 1 (0.6) M - 4 (2.5)
U B R—igGk 1 (0.6) YL 2% 3 (1.9
GEERISE TV 1 (0.6) JHE A R 2 (1.3
R= w7 K 1 (0.6) M N RE A 2 (1.3
H % & E. 1 (0.6) H R TE W TR 2 (1.3
ERE R 1 (0.6) iz 1 (0.6)
FEAREE 2 1 (0.6) 772 EONE 1 (0.6)
EREN S 1 (0.6) A bEsTR 1 (0.6)
NDROL] 1 (0.6) I A5 1 (0.6)
INEE () 144 Fits 1 (0.6
A1 TR 1 (0.6)
AL 1 (0.6)
INEE (1) 51




DB SR B L O EREE
% 1 (0.6) PHREIAE IR 2 (1.3)
NEE () 1 PERERER 4 1 _(0.6)
MR gs, HERES L OMERRRE = NEE () 3
BEEEY 3 (1.9 R L O
B 2 (1.3) RARIEHE 6 (3.8
-z A B 2 (1.3 ik 1 (0.6)
S i 1 (0.6) ANE () 7
5 1 (0.6) AR S
1 72 SR 1 (0.6) RLAs 1 (0.6)
NEE () 10 ANEE (1) 1
B RS R S K OVRE A kL e RRYYER L OV hE
i P9 3 (1.9 RER 3 (1.9
BHERE 1 (0.6) fifi 2 3 (1.9
i " A L 1 (0.6) ELHEE % 2 (1.3
ANEE () 5 ER S 1 (0.6)
BB L ORI E BB Rk 1 (0.6)
MR IR 4 (2.5) FIE LTS 1 (0.6)
JRED)A 2 (1.3) B R G 1 (0.6)
R %2 4 I JE 1 (0.6) PR I SR 1 (0.6)
SR 1 (0.6) ANEE (1) 13
NEE (FF) 8 o R E
B, PR L OWLE A OHE R EURE 1 (0.6)
i ] 25 (15.8) ANEE () 1
il 5 (3.2) B R AT
B 2 (1.3 T 2 (1.3)
IR DEL; 1 (0.6) TR () 9
KI&EHHr 1 (0.6)
e R 1 (0.6)
g 1 (0.6)
NEE () 36
BT S X OV T Lk o
SREE 3 (1.9
BER H i 2 (1.3
SR 1 (0.6)
B LI 1 (0.6)
ZITIE 1 (0.6)
W95 1 (0.6)
B2 £, 1 (0.6)
EiR 1 (0.6)
NEE (F) 11

(1) ZdFiT MedDRA/J (Ver 15.0) 12k < BIERMZECDEICER L THY . NVIL8Q)ZDMOEITEM] DOEDOENWEM4 &
T L —F LRV, 2k, MERE OBEICERBERE LTRELEZ To29%) X, [5290%1 KO Tkoo¥%) 2&T,

QKRR EHBRICRITIHE
BRE STV



10.8&8%5

13.BERE
13.1 fEK
WEHRGICLDAEEFSGLE LT, YA b=— IREREHSRIE, B - W, 50T, $8F, KT,
PEEL. T, LR, BRLOREARE SN TW5D,
13.2 &
DIMEROE=F Y T ETNRN S, MEIDE U CRHEREZIT ),

1IERAEDZFE

14 BARAEDIEE
14.1 FEFIZFRHFOEE
PTP el D#ANL PTP o — b oWV L TIRHAT D L HfFET 22 L, PTP v — FOFEEKIZ LD,

éo

TEVELA AN BE AR L, I3 26 2 L TR SEOHERGIHEZHET 22 &1 H

12.ZDHDFEE
(LEEERERIZE D < 1E#R
BE STV e
(2)FEEGPRERER (CE D < 1EHR
RE I LTV e



IX. JEERPREERICRII S 1HE

1. EIEHER
(DEMEEHAER
VI ENEEICET HIEH] OHZHR
QREMHREHR
1) DA SR RIF T R
hERG #BRIZH T % TBZ.a-HTBZ K O 8-HTBZ @ ICs0 1L Z 24 79.1 uM, 12.0 uM X} 6.4 M
THY, & MZ50mg D TBZ %% 5 L72HE D Cmax . (MR AFESR CTHE L7-E) XY 100 f%
PLEEfETH -7,
<BE A X>
A X2 TBZ(20 mg/kg) % #5572 & dP/dtmax Z A BN S, Z OEMIFBIRICER T 5 & HEL2
Sz, MICARIEIZ X2 LMER~OEBERIEMIRD biehotz, £z, LEM/NT A —XITH
L CH a3 X 5 RR B OZ(LLIAMCE LB kIZ e <. QTell b B %2 R X oz,
2) FHRARRE SR M AT T2 33-39)
ZMEE R L
<HE . <wT7A>
TBZ(40mg/kg)iF~ 7 AN T H J — )L AT Y )L B X — U K 5 IREMRR R % B I R &
W7, F72. TBZA4O0mgkgld, RIRTFHEEZFHER LN, LLALA-34- Y ey 7 o=t
OOFAIZ L 0 RIR FRAER A EEFEANINE S, TBZ ORIE FREAERIZMN 2 L7 RLF U oo
SEIKTAEE T2 Z &R I T,
<HBE . U¥X>
TBZ(40mg/kg) X, 74 H M 2 it UREIRBN: 2 55% L7z, £7- TBZ(@2~4mg/kglt, 7 v
N OFREHEN A U CTHRIER 278 U, AR(FME 2 7R S22V ATREE DS RIR S 4072,
<BE SURA Ty b UHX AX pxa, >
~YUA, Ty b, UHF A X, X3, FUTBNT, TBZ O—EERBIERBRE E L& 2 A,
FHRVER AR b0, TOREARTIRGRICH LEHARETHY ., £/ 7 2 VB EMRICE
K4 2 E UM IR B ZERITR D b o7z,
3) MR ERRIC T T
ZCNEE R L
<BE: T v >
TBZ(15, 30mg/kg)lE 1 MR EZ A BN S8, MR L RS RISk L CIT A B
B RIE S Iphotz,
(3) % Db D IEEAER
EER R L
1) UVF T LLEOMAENER 39
<HBE . TTR>
TBZ (5mg/kg) A% HAFREE (X Tkt LTY F U A 200mgkg KERGIZX D, EBREOREIEE
Rnseo bz,



2) A% 7 =4I (METH) & OFHEAEH 4040
<HBE . ~TA>
E%\é‘ﬁiﬁ%%*ﬁﬁk L. TBZ(1. 2. 4mg/kg) & METHmg/kg) D+ HAER Z gt L=, TBZ %hi
BeH L4, METHIZX % E%‘é‘ﬁib%%bﬂﬁffﬁ I3 TBZ O EIKAF L TIRF L7, if:ﬁg‘%‘g%%ﬁ
AR 5 L?i A1, METH B 5 O%E 12~ B EE &I TN L7223, @?Eﬁiﬁﬁﬁ%ﬁ‘iﬁ‘
b bR oo, B, METHIZ X% E%‘é@@bi%bﬂfﬁfﬁ?ﬁ%?ﬁ TBZ %# 5 L7=35A1214, FH
BIKFH 72 B3 EBE EHIMER 27~ L7z,
3) MAO FHEFEHE L OMAEEM D
<BE Ty >
TBZ(3mg/ke) & MAO FHZESE 7 m L% U (CLG : 1. 3. 6 mag/ke) % #5725 & . TBZ H%E )
7 X EEEMIT CLG (2 X &K &4, 3mgkg YL ETIE, MU EOE ) T7TI V&
HMATR®D B, £7-. TBZ 20 mekg HHE /7 L HEMEMIE CLG 6 mg/kg CHIE S him,
4) Hi 5 DI L O AAEH 14D
<BE: T v >
B LT KLU U GARBAESRT 7T I > 15mg/kg # R 5795 &, TBZ (3mg/kg) |
KDRE T Ruet U AREBERITAEICIH Szn, BEE R RS ERr h=2 0
/%ﬁEFH IR A HEREARMEWER TS b5 7o, TBZ(Gmg/kg) i 7 IRE FHEIZK L, Hi o DI
FITH R 2P ER 2R L\ EDso fE(mg/kgiZ A X771 : 2.7, 7I Y TF VU :26.0,
NuaXtEFr 345 Tholo,

2. HHHER

(LEREEE5HFEHR (B A% - & 10)
EukZ HERS D E 5t (mg/kg)
<7 A >80 =2
7wk >100 b
A X >20 ¢

a~ U A/NERBRE U 14 B MRE R G- 3R R 0 SR
b 7 v MMERRBRT R E R R &V BOE
¢ A X 32 WA # G R ERIRAE R & 0 AR E

QREXRSEMHAER
B FE Eacn IR 5 & (mg/kg/H) 7 B (mg/kg/ H)
/14 A 5. 10, 30. 100 30
<A
/90 A 10, 30. 60 d:60, 9:30
o/ AR 20, 40. 802 B
- (MR ENERT R 2R L)
JENERN/T H 8 1
7wk : 5 (2.5mg/kg b.i.d)
7 9 1/4 38 5. 15, 30 g meTEs B
Q:15 (7.5mg/kg b.i.d)
/26 # 5. 15, 30b 5 (2.5mg/kg b.i.d)
% /15 AR 5. 10, 20¢ <5 (<2.5mg/kg b.i.d)
BO/9 v HM 1. 3, 10 1

a 20,40, 80(mg/kg/H)=10, 20, 40 (mg/kg b.i.d.)
b5, 15, 30(mg/kg/H)=2.5, 7.5, 15 (mg/kgb.i.d.)
c¢5. 10, 20(mg/kg/H)=2.5. 5. 10 (mg/kgb.i.d.)



1) ~ 7 X 14 AMKER D RGEERBR T, BEOIMIEMIC L 221 & L TRIRE T KOS 1R
W73 100mg/kg/ H CRO L2 &b, MM 30mg/kg/H & HIWT L7,

2) v A 90 HRISER D5 E R CId, BB R8I\ T, 60mg/kg/ H #5558 Tt FRAE
DYEFN T B AT B NIEOIEFEG S RN A DT tRERIC A DR Do o5 IR OB
DR 1 FUC A BTz, T8 TRD BV 2D OB A b, Bt R & g~ &
Bz bz, RIEIZE2HMEE(ILX, 60mg/kg/ H O H & TR b2 15 OFF LA Z L D 7
THY ., TNLUSMNIBIEE SN FT RIIARTEOEHENCREE L 722k Th o7 T &b, EEEEIT
1T 60mg/kg/H . MET 30mg/kg/ B &CHIr L7,

3) M7~ b 7 HEIKER G X 2R EERBRCIX, 7 I ro 7 HEMEENEZ S (Img/ke/H)
Je OV T H &SRR O £ 5-(~40 mg/kg b.id)NZ XV O BB D 5 IO EBALI U TR
R D ZEE, #E3E & 2 WIIMLEE . BRI DTG M b 7e & DR ER IS B L 72 pr FLIZRE 8 bive o 72,

4) 7 v b 4 BEBKER OB EERBR T, MBI 15mg/ke/ B LA EO & T 10%LL EoOARERE N
HIA I S AL, FEVEAT R &Il L7z, ARG X2 15 O B 7R A TR DR Do T2 A3,
30mg/kg/ H I GHETAH LN FHEBEEOMDITEMETT R L Z 2 bz, ZRUMIBIE ST R
WIARFKOIKVERFICBE#E L7222 ThH o722 LD, B E (31T Smg/kg/H (2.5 mg/kg b.i.d.).
¢ 15mg/kg/ H (7.5 mg/kg b.i.d.) & Hllr L7=,

5) 7 v b 26 WFAERE A G aERER Tld, ARG X5 FH OB T Z(ITRRD )
S7c, LML, HEEMW) TlE 156me/kg/ A VL 10%LL EOAREIGININHIAS 7 5 AL, mEA A & s L7z,
F7o. 16mg/kg/ HUL EOFGRETH LN FEREEOBD LEEFTREEZEZbNE, Zhb blkE
Z. MR EIY bme/kg/ H (2.5 mg/kg b.i.d.) & HIET L7,

6) A X 15 HMIKER O HEE MR CTIT, 2 TORERH CREDKEERICENT S EEXLNDIE
B SCIEATED, EBNVGHH, AR, MR ENRD LN £ s, MEEMEEIT 5 mg/kg/ H (2.5 mg/kg
b.i.d A &l L7z,

7) A4 X9 AMMERDEEEERBR T, 3mgkg/ HU EORGEECTIREORIIERICERNT S L&
2 ONAHIREE, WERATE), BRPBOOLNTZ LD, BEMEEI Img/kg/B &AW L7,

QR)EEFMHAR

IR R ER (Ames #BR) 2B\ T TBZ £ 2R TH D o HTBZ KO B-HTBZ (24 5%

X8O bR h o7, In vitro ® CHO fIEICI VT, TBZ IXREHEME L 21 Th e F XY R B %

RERINSTZD, S9mix DIFTE F CIIYBREFFHMEL R L, £72, «HTBZ kU 8-HTBZ (L3

LY in vitro ® CHL MAIZ W CYB R FEFHERME L R LTz, — . in vivo/MZRER CTlL TBZ 1ZF2E

THY, ZOTDREW O FRFERILIN L7 o7z, Yook BE R B W T Ak A FHRIEANR

D OIS, FEBAMEDO TR R b vy Ames ARERIIEEMETH VY | HIZ in vivo D/IMERBR B2 TH -

=2 EnD, TBZ RAEKIZEBW CEIEEEZ ST A REMERIEEA RN D EE X LT,

(DDA RERER
HEZ > b &Rz 94 D52 K 5 RN AFERBR K O ps3(+-) T v AV ==y 7 ~v U A%
We 26 MR ARG X D2 EMR AR T, 7 R I _NF U UICR AT bk o T,



(G)EFEF A F 1R

MR (mg/kg/H)
e BH& —
A ERIH H B ) Fl 511 (ke ) B B
mg/Kg; Jt
— gt | Aatge !
3 AZECHT 28 H~
ZHLHE - T A - 30
=l 5y | HRATH 5. 15, 300| <5 |° YAt 30
HIHIMSE A @ AZELAT 16 H ~ Q: 5
IR 7 H
Sy k| Q: HE6~17 H 5. 15, 30 5 30 | MEE ;30
R R3sE
A | QAR 7T~20 H 10. 30. 60 30 60 | MEY : 60
RHEA
BIKIEE 15
WERTR S - | Q : HEUR 6 F~ S
R ) Sy It 20 H 5. 15, 30 5 5 | ERFERERE. SN &
=
UMTEIERE, =8
He. AESREE @ 30

PR O, a: 5, 15, 30(mg/kg/H)=2.5, 7.5, 15mg/kg b.i.d

1) ZMBEXRUAEIR £ TOMBIRIEEIZET 2R (T v )
HETIZ, WTNOBREFIZE W THRETITR BN >72, 5mgkg/H (2.5 mg/kg b.i.d.) BLED
FERET, BIEEBR T & 2 VN, IR T 2 AN EEE 2 R A R S v7z, 15 mglkg/
H (7.5 mg/kgb.i.d.) PAEOEGHET A REBN, 6, AR, Bt 721335 1S3 2 ik,
ik, HE, BEREOERPBIZE I, KR LR, BEL OO EESED L2y, BEN
DI EBNER R ERES O 5021 TBZ O ZITRO b - 72, 30 mg/kg/ H (15 mg/kg
b.id.) #GRETIIRE, ZREABIRSL. KR, BEREKRHOBEZRNED Lz, KRB, &IAkE.
& 2 WIIIRMARDIIF AT 5 2B A b N o T,
HECIE, 30 mg/kg/ H (156mg/kg bi.d)EEHHED 1 B3 3 HIC—MOREEN AL L7720, Yl B
L7z, ZOMOEGEETIIETHNIIR N2 -T2, bmg/kg/ H(2.5 mgkgbid)l EOFERETH
FIEFK TN 54, 15meg/kg/ H (7.5mg/kgb.i.d.)CL LD GRECTAREH IS, AT E OB/ 3R
BB, 30 mg/kg/ H(15 mg/kg b.i.d.) CIERM FEABIZE S 7z, 15 mg/kg/ H (7.5 mg/kg b.i.d.) A
FO®BEGRETIE, BT AT HEE B O EHEA R U, @it 6 UL EOFREIRIEM 2R L85
BB L., 30mg/kg/H (15mg/kg b.i.d ) 58 CIIABLATE B M LT, KB, ZHEH D
IR O AT D BEII A B2 o T,
LLEX D | MR — i e P g B X2 2 5 mg/kg/ H (2.5mg/kg b.i.d) A, HEDAFHREIC
*F L CiE 30 mg/kg/ H (15 mg/kg b.i.d.) . METIiE 5 mg/kg/H(2.5mg/kg b.i.d.), Witz xd 2 HE
PEE1T 30mg/kg/ H (15 mg/kg b.i.d.) & I L 7=,
2) W& - JRIRFEAICET 5B (T b UHF)
+ 7 v b
BB GHECHEMW O THITFE D HivZe o7, 15mg/kg/ A UL EO#G-HETILH R EEBIK T, Eﬁ HE
SO 23 f B A, ARE I &K OB AR R O 238D bl 7 LUK O R B8l 52
WIS EEIR L 72221k nmfb bivigiolz, - RIBIZH L TiE, TBZ | J:é%ﬁﬂiﬁffﬁ\ ﬂé?
VR FMH R O EEIERITRD bR ho -, UL EX Y BEWMO —xFEEZNERE R



5mg/kg/ H . RFEIY) O AEFERE K O V%9~ 2 Rk &L 4 30mg/kg/ B & Hllr L7,
AV

F P GRECRIENM) OSE T HNTER D HAVRIN S T2, TRPENSE BB 1 F19° 2% BL L7, 60 mg/kg/
B@&ﬁﬁf@ﬁ?iﬁ@%@ﬁw’tlbt&%i%htﬁ %mu%@ﬁ@@mowfm&%

WZBEE U 7e — R AE L OB R RO Do lclod, BRRBEICL Db D LHELE I T,
—HRABIZ DWW TIE, 30mg/kg/ H LA L O G- THE/EH & L CHffiili, %m\mﬁ\ﬁ@Wﬁ\
60mg/kg/ H 5 5-HE CHEEF RO REHININH, BEAMLAN R S 47z, 75 EUIBA KR O B OB 22
IZBWTHEIKITE KN U722 03B biznsoiz, TBZ ICHBBEIEM. Ba VR E I & OMEar it
TERIEEE O biviginole, BLEX Y | B O—ikmrE Py EHENME 1T 30mg/keg/ H . REENM) O A5l
HER OB VI 59 2 Rt B X2 N2 60mg/kg/ B & Il L 7=,

3) AR QMR O3 AN DN REEN OFEREIC BE 3 % 3BR
FP GRECIIRE (Fo) O 3L CHNITRE S Divie o 7o, AR Iz, mm%@Huiw&ﬁﬁ
THREDHK T, MA. PR, SEHEORD K OREBINIME 23580 b vz, AL FIC
15mg/kg/ H UL L O 5RECRZBEERK T, ME. PAIRSFE O 54, 30mg/kg/ H Tﬁ“’é—ﬁi“(@éiﬁj}ﬂﬁﬂ
il B OB AT B DD A L BTz, R OITHRI & O PE R IR B A LR o T2 A3, itk 4
HIZ 16mg/kg/ HEL EO#EEFETY U —vE 7 (F—YNTHIEL TWAHAERZ Bz, BICET

FEHATE)) O IR O bz, BEALRFOREAEIRAICI VT, FIRICER L7221 bidd@Bo 6
oz,

AR F) OB EEGREM T A DR o 7248, 15melkg/ H LA E O G RETIERE R B AN L |
HAERORBMER S AL DTz, REOWMEREDOIN FZ KM L, 15mg/kg/ A LA E 5B TR
T, TAIEE, KEREA, EERBIZERS, 30mgke HGETIZENICIL(I V7 AR Y FAE
LI WHARORIENEIN L7z, 15mg/kg/ B #5#EOREY) 1 51, 30mg/kg/H # 5-HEOREY)
3HITENZENDREREFINE T L, ZORE, 15mgkg/H LA EOFERETIIA% 4 HOMS =
RT3 2 417 ﬁﬂﬂ&bfiféﬂﬁ?btoH@ﬁé%%t@ﬁli RN OB RE )
KNk #E z Hiviz, 30mg/kg/ H & GHECIEEAL IR T O K ERD %m®&ﬁfkéﬁia&

Gy BB OB DRI MBI S LT3, %%4u%@iﬁ%ﬂﬁ#otoit A R D1 TENRE
FHEEE, BEFLEO—REE mﬁ AGERE, K& R AR (FIS T 5 BERR D B iR ino Tz,
LLEDRER NG | t%%@w@ BRI IEE BT Sme/kg/ H . REEhY O AFEEEI x5 WM

(% bmg/kg/H . IJU:IIQEJ%(Fl)@E'M:%% WX DM EIL 15me/keg/ H ., ROTHERE. K K O THE)
BERE. FERE. ARERRICKRTT 2 MR SIS 30mg/kg/ A &I L7z,

@Eﬁﬂﬂﬁﬂﬁ
YL
(N ZF D DEHEN
MR L



X. EEMEIEICET HIER

4.

5.

RHX S
B Al BIEE, TR (EE-EMFEOLFTRICLVENTLL)
ARGy - RIS

. AREARE

34

. BERETOIE

FERPRAT

RN EDER

20. kL EDEE

PTP w3EPHEMR IO L ThRAFT 2 Z &,

A ¢ S ERAF

BEMETEM
BEMEELTA R AV, <FThoLBY : AV

o - FEhE
[Al—psy : 72 L
FIZh3E 72 L

. BfREEFAH

1995 4 10 A 23 H

HR7EBRAGHH H

 WERFAREABRVRRES. EELERBEAR. REMKEAD
BT S Sl S
KB4 H R AR A A

- I;;;/n:g/ﬁ 2012 4 12 J 25 H | 22400AMX01503 201342 J] 22 H

20134-2 H 22 H

. DEEXEHREMN. AERUVAEEEENEFNFABRVENAE

RN

10.5EERRE. AERRAREABRUVEZORE

HEAMEEWAEA R 202446 A 26 A

R, RIS O SE A RE N OV B OREPRFEIZBE 3 2 15T 14 &0

H) A AETONTIUTHEEY LA,

2555 3 5 UKRRES



11 BEETHM
10 4Ef : 2012 4F 12 H 25 A ~2022 4 12 H 24 A
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D)t FEIPES T AR SR O Y EREIZ B 2 &k (2012 4F 12 7 25 H/KGE, CTD2.7.2.2.2.1.1)
2) HNEE : N TF U b URBE AR E L EWNBIERE R GRR) (2T 2E8 (2012 4 12
H 25 H&GR, CTD2.7.6.16)
HNEEL : N F o FRERE R L LENEIHERR (RY&RGRER) (2B 5 &k
Huntington Study Group : Neurology.2006;66(3):366-372 (PMID:16476934)
Frank,S.:BMC Neurol.2009; (doi:10.1186/1471-2377-9-62) (PMID:20021666)
FENEEL 7 b T AU OHE R ORAER QG- K 2 3B g IC B 2 B EH2012 42 12 H 25 H
&#, CTD2.7.2.2.2.1.2)
7) Pettibone,Dd.et al. : Eur J Pharmacol.1984;102(3-4):425-430 (PMID:6489435)
8) Hong,M.et al. : Neuropharmacology.1987;26(8):1061-1069 (PMID:2889161)
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XENAZINE- XENAZINE is indicated for the treatment of chorea associated with
tetrabenazine Huntington’s disease.
tablet
Lundbeck DOSAGE AND ADMINISTRATION
Pharmaceuticals
LLC) 2.1 General Dosing Considerations

The chronic daily dose of XENAZINE used to treat chorea associated
with Huntington’s disease (HD) is determined individually for each
patient. When first prescribed, XENAZINE therapy should be titrated
slowly over several weeks to identify a dose of XENAZINE that reduces
chorea and is tolerated. XENAZINE can be administered without
regard to food /see Clinical Pharmacology (12.3)].

2.2 Individualization of Dose
The dose of XENAZINE should be individualized.

Dosing Recommendations Up to 50 mg/day

The starting dose should be 12.5 mg/day given once in the morning.
After 1 week, the dose should be increased to 25 mg/day given as 12.5
mg twice a day. XENAZINE should be titrated up slowly at weekly
intervals by 12.5 mg daily, to allow the identification of a tolerated dose
that reduces chorea. If a dose of 37.5 to 50 mg/day is needed, it should
be given in a three times a day regimen. The maximum recommended
single dose is 25 mg. If adverse reactions such as akathisia,
restlessness, parkinsonism, depression, insomnia, anxiety or sedation
occur, titration should be stopped and the dose should be reduced. If the
adverse reaction does not resolve, consideration should be given to
withdrawing XENAZINE treatment or initiating other specific
treatment (e.g., antidepressants) /see Adverse Reactions (6.1)].

Dosing Recommendations Above 50 mg/day

Patients who require doses of XENAZINE greater than 50 mg/day
should be first tested and genotyped to determine if they are poor
metabolizers (PMs) or extensive metabolizers (EMs) by their ability to
express the drug metabolizing enzyme, CYP2D6. The dose of
XENAZINE should then be individualized accordingly to their status as
PMs or EMs /see Warnings and Precautions (5.3), Use in Specific
Populations (8.7), Clinical Pharmacology (12.3)].

FExtensive and Intermediate CYP2D6 Metabolizers

Genotyped patients who are identified as extensive (EMs) or
intermediate metabolizers (IMs) of CYP2D6, who need doses of
XENAZINE above 50 mg/day, should be titrated up slowly at weekly

intervals by 12.5 mg daily, to allow the identification of a tolerated dose




that reduces chorea. Doses above 50 mg/day should be given in a three
times a day regimen. The maximum recommended daily dose is 100 mg
and the maximum recommended single dose is 37.5 mg. If adverse
reactions such as akathisia, parkinsonism, depression, insomnia,
anxiety or sedation occur, titration should be stopped and the dose
should be reduced. If the adverse reaction does not resolve,
consideration should be given to withdrawing XENAZINE treatment or
initiating other specific treatment (e.g., antidepressants) /see Warnings
and Precautions (5.3), Use in Specific Populations (8.7), Clinical
Pharmacology (12.3)].

Poor CYP2D6 Metabolizers

In PMs, the initial dose and titration is similar to EMs except that the
recommended maximum single dose is 25 mg, and the recommended
daily dose should not exceed a maximum of 50 mg /see Use in Specific
Populations (8.7), Clinical Pharmacology (12.3)].

2.3 Dosage Adjustment with CYP2D6 Inhibitors
Strong CYP2D6 Inhibitors

Medications that are strong CYP2D6 inhibitors such as quinidine or
antidepressants (e.g., fluoxetine, paroxetine) significantly increase the
exposure to a-HTBZ and B-HTBZ; therefore, the total dose of
XENAZINE should not exceed a maximum of 50 mg and the maximum
single dose should not exceed 25 mg [see Warnings and Precautions
(5.3), Drug Interactions (7.1), Use in Specific Populations (8.7), Clinical
Pharmacology (12.3)].

2.4 Discontinuation of Treatment

Treatment with XENAZINE can be discontinued without tapering.
Re-emergence of chorea may occur within 12 to 18 hours after the last
dose of XENAZINE /[see Drug Abuse and Dependence (9.2)].

2.5 Resumption of Treatment

Following treatment interruption of greater than 5 days, XENAZINE
therapy should be re-titrated when resumed. For short-term treatment
interruption of less than 5 days, treatment can be resumed at the
previous maintenance dose without titration.

FENZB T D0 - PR LOMIE - &

i RRNE
FE O srE 4. Clinical particulars
(2025 47 H, 4.1 Therapeutic indications
Tetrabenazine 25 | Tetrabenazine is indicated for hyperkinetic motor disorders with Huntington's
mg Tablets chorea.
Ranbaxy (UK)
Limited a Sun 4.2 Posology and method of administration
Pharmaceutical Posology
Company)
Adults




Huntington's chorea

Dosage and administration are individual in each patient and therefore only a

guide is given.

An initial starting dose of 12.5 mg/day one to three times a day is
recommended. This can be increased every three or four days by 12.5 mg until
the optimal effect is observed or up to the occurrence of intolerance effects
(sedation, Parkinsonism, depression).

The maximum daily dose is 200 mg a day.

If there is no improvement at the maximum dose in seven days, it is unlikely
that the compound will be of benefit to the patient, either by increasing the dose
or by extending the duration of treatment.

FElderly

No specific studies have been performed in the elderly, but tetrabenazine has
been administered to elderly patients in standard dosage without apparent ill
effect. Parkinson-like adverse reactions are quite common in these patients and
could be dose-limiting.

Paediatric population

No adequate controlled studies have been performed in children. The treatment

is not recommended in children.

Hepatic impairment

Tetrabenazine is contraindicated in patients with hepatic impairment, Child
Pugh 5 to 9 (see also sections 4.3 and 5.2).

Renal impairment

No studies have been performed in patients with renal impairment. Caution is

advised in the treatment of these patients.
Method of administration

The tablets are for oral administration. The therapy should be supervised by a

doctor experienced in treating hyperkinetic disorders.
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GaE| BE  PEOME
AU TGA B3 Drugs which have been taken by only a limited
Pregnancy Category 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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XENAZINE- 8.1 Pregnancy
tetrabenazine Risk Summary
tablet
Lundbeck There are no adequate data on the developmental risk associated with the use

Pharmaceuticals | of XENAZINE in pregnant women. Administration of tetrabenazine to rats
LLC) throughout pregnancy and lactation resulted in an increase in stillbirths and
postnatal offspring mortality. Administration of a major human metabolite of
tetrabenazine to rats during pregnancy or during pregnancy and lactation
produced adverse effects on the developing fetus and offspring (increased
mortality, decreased growth, and neurobehavioral and reproductive
impairment). The adverse developmental effects of tetrabenazine and a major
human metabolite of tetrabenazine in rats occurred at clinically relevant doses
[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.

8.2 Lactation
Risk Summary

There are no data on the presence of tetrabenazine or its metabolites in human
milk, the effects on the breastfed infant, or the effects of the drug on milk

production.

The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for XENAZINE and any potential adverse
effects on the breastfed infant from XENAZINE or from the underlying

maternal condition.
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XENAZINE- 8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been
established.

tetrabenazine tablet
Lundbeck

Pharmaceuticals
LLC)
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