ZIHSd 10-2019-0108146

O (19) thgt?l=53] % (KR) (11) FANE  10-2019-0108146

(12) N5 FH(A) (43) AL 20194099232

(561) FAES =7 (Int. Cl.) (71) &<
AGIK 31/4745 (2006.01) A6IK 31/137 (2006.01) TEIY o] ALo[AAZ Q1A HJE|=
A6IK 31/138 (2006.01) A6IK 31/198 (2006.01) n) = 92130 A E ol A tlo]z o Fhun g
AGIK 31/4375 (2006.01) A6IK 9/00 (2006.01) o 12780
A61P 25/00 (2006.01) (72) &=}

(52) CPCESEFH S'Beold, FFPXEY, ox
A6IK 31/4745 (2013.01) m a2 92130 g EU ol MTle] i o Fhvw g
A6IK 31/137 (2013.01) o 12780

(21) =YW 10-2019-7024654 HAA, o]z o,

(22) ELLAH(=4]) 20173108102 e 92130 Ma] F ol Aol 3 o Fhu]w g
A TLR e o 12780

(85) M EAELA 20193089224 (74) WE

(86) =AEYHS  PCT/US2017/055965 gz 719

(87) =AE/NHZ WO 2018/140095

ZAFNLA 20181308402
(30) $-AuF%
62/451,605 2017'301¥€27¢  w]=(US)

AA A o0 5 108 &
(54) Wrgo] ¥ 54 WAT2 JAA S Fo WY

(57) 8 °oF
WU 9 (+4)- a-3-0] ARE-9 10-t W EA]-1,3,4,6,7,11b-A}s| = 2-20-9 2] £ [2,1-a] o] A E&H-2-& &
T o] AR seHE 4 g/Ee S9da 2 (VMAT2) < A|A ]

1/ B990 VALY AEE A¥A Wio
FoE gog 3 73k AJEIE P450 2D6 (CYP2D6) AAAS mgh Fojwta 9l
oahi= Wel AFH.

rlr E
o
01-)
_>r'_,

gl
2ol Al VMAT2 JAAS F

0 £ E
A, B B. [+]-a-HTBZ
20 2.0
%O
T o s OP o
o = O o O
52 © =g °
5 S
@g 10— OOO EELO—
D E 2
T =
) o
® 5 ® 5
. o1 1

CYP2D6 9414 CYP2D6 A AA A CYP2D6 2414 CYP2D6 2 AlA] A
10270 A& 2537 A { 10670 A& 25071 A=
whas AFES] H 9 [1QRIE YEbdG: 3h3- oA vh2= ARES W9 [1QRIE vepin: 31 o] 2]
[A125 WEA5], Y- oA [A175 29151, 9 oo [#125 WEA5], A oA [A75 B9, 558 9
[FFak]. A2=A= w28 do] 1.5 x IQRE gdjen. [FFk]. A=AE 28 o] 1.5 x IQRE Sdjdd.

27 o) e A vojE ¥QER EXYHG #2A je] g A volE ¥JAER FXYAT




ZIHSd 10-2019-0108146

(52) CPCES|&EFH
A6IK 31/138 (2013.01)
AGIK 31/198 (2013.01)
A6IK 31/4375 (2013.01)
AGIK 9/0053 (2013.01)
A61P 25/00 (2018.01)




SIHS31 10-2019-0108146

o Al A

I

ATE 1

|zl 2 (4)- a-3-0]A%E-9,10-t | EA]-1,3,4,6,7, 11b-AA}3| = 2 -20-1| 2] = [2, 1-a] o] & ﬂia—z—% 22
B a0 Aok S8 @ 2/EE S92 ARy due q

o] B2 o= 3y 7sk AJEFE P450 2D6 (CYP2DE) SAAAE st Fodwriy 9= oA & &
VVAT2 AAAE FEodsl= AL 236, A7) R A WAT2 SAAE FoJsts= .

A3 2

A1l oA, BAE 15 olabel wF-pd fal wrgol vsl BUHYSE A2 FhR Lee B

AE = A2l SlolA, 15 o] =F-dd #ol WeS A= 8k sl 7]xske] WAT2 A A €]
.%__

A1-1,3,4,6,7,11b- A3 E2-20-9] 2] = [2,1-a] o] AF| &d-2-& &
WA ZEE AeE A2¥A Twolwl 444 2 (VAT2) A4
A% VWAT2 AAAE Folsta

o ot T
do
o
1->

Zaxog syl A3k A|EAE P450 2D6 (CYP2D6) JAAS AFE3 X852 Alzsls Aow AAsn
Batol Al X8 Fawe] WAT2 JAAS A% T3t A

& Egehis, 7] BRI WATZ AAE Felsti U

AT 5

dhurl 2 (+4)- q-3-0] &K E-9 10-UH|EA]-1,3,4,6,7,11b-AA}E| =2 -20-F | L [2,1-a] o] A F HEH-2-2 &
E a9 Aok FeyE o W/ns 2994 WHAZRE AEE ATA Buolyl £EA 2 (VMAT2) 9 AA
of Fol& daw 3t XA A5 Fase WAT2 JAAE Fosta,

FEH o FArF A AETFE P50 206 (CYP2D6) AAIAIE AHES A 85E A&ste Zoz AR,
atoll Al Zhaw ko] VMAT2 A4S Fojshs 3

< 2k, 47 BACA VWAT2 AdAAE Folats .

27 6

A4 wi= A5 QolA, FAE 1% ol He] wE:-wd {3 el s ZUHAs: e FhE £33
= 3.

AT 7

A4 WA A6 T o= 3 ol dofM, 1F o] =EF-3H fF3 WS AdEs A T 7] %8}
VMATZ AAA Y] &S HaA7E AL F7ME 2350 U

273 8

A1 WA A78 F o= 3 f%oﬂ A AL,

o] Fo7b (H)-a

-3-
PRI % ) B A A S

o 2

¢



VMAT2 A

i

k)
w

10-2019-0108146

Gl
ol o

=

=

H

i
=)

CYP2D6 A A

&

s

WA A8

2y

AT™ 9

A1

o

)
s
o
)

=3
X
fres|
el
™

I

ox

A

ol

o

el
oo

B

N
No
o7
olo
jant

o

o
[
w

|
,ZT.E

A Folzk 1% ol4el

ALl Al

}

<

L

L

3

[e)

gl

Aol Q1 HAS

Fole A=atr] 91

o7t

_E
T

3L

[}
dg =

1

A7)
92

=

2]
s

L
L

TC

s

|

CYP2D6 SJAAE Foftar 1A

} CYP2D6
CYP2D6 <A A

gud

A stz
1

RS

3A

i

ksl
i

k)

3
o

S
&
1

A
A
it

z

=

S
(- xE5),

ZtenE dEEe 3
o] 7¥

CYP2D6 & A A| 7}

AR 7
b

z‘gl,

=

()

s E]

-
gul

=

Foll QlojA], WAT2 A9k 7
[¢)

Foll glo] Ay, VMAT2 <A A)7}

o skejM, &

bap = oR

3

T
CYP2D6 O AIA 7L EFSAR, Th5 A

s

10

EEERE

o oA, 1% ol
o glolA, 1% ol

T
:lj_
1

[<]
b

[e]

3
o)
1

[}

AT
A3 11
AT 12
A1l
A3 13
A12
AT 14
A3 15
AT 16
A1
AT 17
A7 18

214

7n
jand

o
6

)

ARl Al ol =

3]

¢

A3 19

R

o

A7 20



10-2019-0108146

5

=

=

|

i
=)

22

1

[e]
T

[=]
b

[e]
1

[<]
b

[e]

[
[
5

S,

AT 21
A20
AT
AT 23
A20
AT 24
A20
AT% 25
A120
3T 26
AT 27

1l

8(}.

A1

#-9,10-t] (W 5-A]-d;y)-3-

=

3]

]

(2R,3R,11bR)-1,3,4,6,7,11b-81 A}

WUzl EAYolE ¢
L4,

=13
=

VMAT2 1A A 7}

o QlolA, VMAT2 A7}
Ao1A,

o oA, VNMAT2 A7}
o QlolA, VMAT2 A7}

1
il

[e]
1

[<]
1

[e]
1

O

1
o)
3
o)
I3

[e]
1

AT 28
A1
7% 29
A1
7% 31
A30
AT 32
A31
A7 33
32
AT 34
130
(2-v"g
A7% 35



SIHS3 10-2019-0108146

Zﬂlz_f} WX] 21]342_%} = o‘lb ?l‘ 601_01] 9}\0%}41 VMAT2 %Jx.ﬂ;(."ﬂ_ %Hﬂb}?ﬂ ‘lgl‘ﬂ 037] (2} 20 mg WX] (2} 160 mgoﬂ =
o [

358kl Qlol A, VMAT2 A7} WUl G2 o17] ok 20 mgoll S7}ol oko w Eojm=

=
ro
o%
i

AT 37

358 ol Qloj A, VMAT2 A A7} Seubz §2] 917] ¢F 40 mgell S71Q Yoz FoxEE=

=
ro
%
i

X7 38

358k Lol A, VWAT2 A4 7F whalual G2 97] ok 60 mgol S7H0 ko s Eojyi=

=
ro
s
)
i

A7 39
A358kel oA, WAT2 AA17F whlubd 2] 7] <k 80 mgoll 57191 Yo Fojui A9l by
ATE 40
358k glol A, VNAT2 o AlA7F whelual G2 97] ok 120 mgoll S7F¢l ko Eolx]i= Aol wh
AT 4

A1 WA A34e F ol 3 gol] oA, WAT2 A AL A1 7]7F Bk Al Fo& Fojwar, o]oja] oo
A2 Foz F7rEE A .

A3 42

418l QoA A1 717ke] 159 WY .

AT 43
A413 £ A28 JoiA, A1 o] wHuRl f2] A7) F 40 mgoll T7FY WH.
A3 44

413+ WA A438 2 o] 3 o oA, A2 ko] bR S7] A7) <k 80 mgol =719l =,
AT 45

A1 WA A|34

% ol & o glojA, WAT2 JAAZE % nlF oF 15 ng WA F 60 ngdl (+)-a-
DHTBZ] Ao 94 5=

(Cow) B 8AIZE 713kel A4 @ nlF Aol 15 ng®] (H)-a-DHTBZS] H& B ¥k

S 1]
(Cmin)% %/Kéé‘]'7]oﬂ %‘?’E‘é‘l’ oo]:_g_i —TT‘:—OqE]TL‘: ;—1?_ Hc]—t‘l.lj

A3} 46

A1& WA A34g F o= gk ol oA, WATZ IAAZE 7 wld oF 15 ng WA 2F 60 ngel (+)-a-
DHTBZS] HW E# %= (Cu) B 12A17F 7170 AA (8 tEFg o s o Holk 33%-50%2 HA 4% 5%
(Coin)E BAB7 0 2838 Fog Fojx= A< vy,

AT 47

AL A A4 F o= 3 ol QofA, WATZ oAIAZ} (i) 84 ald o 15 ng WX ok 60 ngd] (+)-a-
DHTBZS) A& ¥ 891 % (i) oF 84k A o 2447ke] 7I3be] A4 B alF Hol% 15 ngel (+)-a-

© -
DHTBZO] 9] F:=& DAs7]ol T23 Fo= Fois= 29l Wy,
AT 48

A1 WA A34s F ol d ol 9lojA], WMAT2 olAAle] A& frawe] 7e A|EAE P450 206 (CYP2D6)

_6_



SIHS31 10-2019-0108146

AAAE EFE Folral A = SAplA Fold Fru 10-90% H A2 A WL

AT 49

A18F WA A343 F= o= 3 o] o], VMAT2 JAAe X8 fazko] 73k A EAE P450 2D6 (CYP2D6)
JAAE T3 T A = Aol A FoAE FHRTF 20-80% B 2 AU WH.

A3 50

A13F WA A48 = ol 3 Fo| glojA], VWAT2 AAAY X& GEZFo] 7s ANEAE P450 2D6 (CYP2D6)
AAAE Tk Foqwbal QA = A oA FoJd SR 30-70% ¢ > AL W

A543 51

18 WA A34d F o= 3 o] ol VMAT2 dAAe X8 Fazko] 743k AJEAE P450 2D6 (CYP2D6)
AAAE T3 T QA &= Aol Al FoAE FHRTF 40-60% o 2 A WH.

A3 52

A1 WA A34s F o= 3 dofl QojA], VMAT2 JAAL] A& FaEHo] 43 AEAF P450 2D6 (CYP2D6)
AAAE w3 Fojtu YA = Ao A Fol=® FrT} oF 50% ] AL

5% 53
A1 A A28 F= oj= 3 3o glojA, VMAT2 AAA7F (+)- a-3-°0]2HE-9 10-tH|EA]-1,3,4,6,7,11b-
A ER-2H-9) 2 [2, 1-al o] & F ER-2-& EE 19 AR HEHE o H/EE Fd4s WAL .
A3 54
A53eo] dolAl, VAT A A7} (+)- a-3-0]AFE-9,10-tH5A]-1,3,4,6,7,11b-AAIS]| =2 -20-9] 2] = [2, 1-
alolaFEd-2-& T 19 AR FEFE A WU,
AT 55
A538Fo] QJolA], VMATZ AANANZF (+)- a-3-0]A2FE-9 10-t] (¥ EA]-d;)-1,3,4,6,7, 11b-F A} = 2 -21-3] 2] '
[2,1-alo] A EH-2-22 SU4L HEA = 19 Aok 385 gl vy,
A3 56

O EA-1,3,4,6,7,11b-AX 8| =2 -20-T 2] £ [2, 1-a]

g fraze] Wy 9@ (+)-a-3-o]iFd-
AEH-2-2 == 129 A s 9 E

(VWAT2) JAAE X835, V MATZ AAAE o7 sy 7
AE F}AE A8 % =

o b

9.1
/B tﬂfsiiﬂ By Mug AXA Exolw

XN EFE P450 2D6 (CYP2D6) JA|AZ=

rlr =
off &
Ho
r‘.\(g
rO(' 1‘>‘
4 A
of
w2 o

2

=

A+ 57

A56%l holA, @7t 15 ool mE-dd Faf wksol e ZUEPEE = AQ A48

AT 58

A56% W= ASTERA AoIAM, Am FaFS WAT2 AAAE E3hsts A= Fo F 1F o] =&-3d
Fall WS Ave #xe T 71xste ad e WAT2 dAAE xFsE 24EC] FoHE A 5
AoRE e 2AE.

7% 59

il W (4)- g -3-0] AR E-9,10-U W % A]-1,3,4,6,7, 11b- S A} 5] =
£ a9 Ak sent @ W/EE B99s AR duE &
2 s, WAT2 A4S FeE s X2 Aud] 9% 24E

2-2H-9 2 =2, 1al o] T Ed-2-2 &
Fd Ricopnl A 2 (WAT2) oA A
°]

N

13 frage] WAT2 AJAAE Edste 2AAES Fo & 73 A/ EAE P450 2D6 (CYP2D6) AAAE AL-g3h



SIHS31 10-2019-0108146

ﬁv‘
|
il
>
L)
ol
rlr
oy
(o
fr
o
4P
)
(o
fr
i)
o
)
rlet
>
-3
Y
R0
il

ko] VMAT2 SJAAE Edsl= A Eo] Foig

gzl @ (4)- a-3-0]A%E-9,10-t | EA]-1,3,4,6,7,11b-IAA 3| =2 -2H-1| 2] = [2, 1-al o] AF E=H-2-& &
= 9 A% FeEE ¥ /e 9L HYAREE AdegE Ay Biolyl £EA] 2 (WAT2) SAIA
2 ¥3slE, WAT2 GAAS Zo 7 3t RS 272ty e g2,

Z 74s AEFE P450 2D6 (CYP2D6) AAAS A&
2% o] VMAT2 AAAE X Fele A E0] Foy

e

A3 61
A598 = A0 Yol , FAIF 1F o] wE-TE fa wvhSol dis RUEHEE A 2AE
AT 62

paN| %kgl VMAT2 deﬂxﬂ—g- Ef}f}%}—; i@%gl EO% % 1% o]

e 2R Fol

563 WAl A62F F o= gk Foll gloA, Agk (VP26 AAAE Hgk Folubi = kAl digh 244 =9
©-9,10-H v 54]-1,3,4,6,7, 11b-FA}8] E2-20-¥] ] &= [2, 1-a] o] & 7] 571 -2-& ¢

=ES T F vk Aol @4 B o8 de FAMIA EAEHE A ==

A3 65
A568 WA Al64d F o= & ol oA, 2AAET A (YP2D6 AAA L F-Fol7t x| QT 14 S A%
A F JduieE Ao] FaF e 98 BE FARAA EXHE A A4S

Aeeel slolA, 1F oo =&-d f3f Wwhgo]l 3, FFHAN &, #8 Fofl == A, 7, AIHE
T, OTE, 94, #4E 21 dgew Z J

AT 68

A67adel AolA, 1F ool wEF-wd fal vhgol £ H QI AFoRRH AHEE AU 2AE,
A7 69

2567 A A68F F o

r
rot
ol
o
o
o,

oA, A= Faeko] 7s CYP2D6 AAAS Fowa X 2= 39



10-2019-0108146

5

=

=

H

i
=)

o
N

—_

o]

Al A

[<S]
o]

CYP2D6

s

} 70

(<]

AT
A3 71

all
zel

~

N

™

I

, AEAE, HE

=

ejn

HESZ

all
ze)

X

N

K

CYP2D6 AAA7F E2FSME, EAE 2 FUHoZRE Hey =

i3

5}

A3 73
AT 74

#56

al

I
)

of, 71& ZoldlMel x5, 71 el

NO

1o

uzel
i

Njo
il

N

A8 77

Nlo

&

75

1

[<]
1

[}

3

o

3T 78
A75
A7 79
3T¥ 80
A75
7% 81

Mo
of mk.ﬁ

TN

X
"y X
R )

= =

T
© -
= No

A7 82

o

A56%

&

37% 83

A)56



SIHS3 10-2019-0108146

AT 84

A56% WA A3 T oj= T Fell glolA, S4EI WA = S4E jlo] FolH= As SR

BE.

_OL
rlr
BN

AT 85
A568 WA A84d T o= 3 ol QlojA], VMATZ JAA} Fwud = 19 ARy FEEHE o E/EE
9 wYAd ZAE.

2T 86

A5l glolAl, WATZ fAlA7F Seluxl = 0] Alepd 3185 = dd £AE.

273 87

AgeaFel Aelx, WAT2 oA A7} duuxl EAwolE ¢1Ql 2AE.
A+ 88

A7 AelA, WATZ JAA7F Euupde] HEAHCE 19 =AE

A% 89

[} B
VWAT2 JAA R FoEe AL EAOR sl 2AE.
A3 90

A89&ell oA, WU F2] A7) oF 40 mgell S7F1 Fol WATZ AAE FojH= As 5SHo=
e

ol
i
BN

AT 91

Agogel glojAl, TR fre] H7] oF 80 mgell S7IRl ol WAT2 JAAR Fojsds A& 540 dhe =

A189%el helA, ek el 971 oF 120 mgoll S7FQ1 Fel WATZ AlAl = Fofs =

pocy
o
Jm
oX,
o
fr
ol
ls

oA, AL 7]z B Al Fo] WAT2 AAAR Fojs|ar, o]ojx %ol

A3l holA, A1 717ko] 159 A=

7% 9%

A93% = AT AelA, AL ol ek fE A7) oF 40 mgell 7RI 2AEE

7% 96

A938 WA A958 5 o= g ol dojA], A2 Fo] My f2 7] <F 80 mgoll SUHI A=
A7 97

563 WA A88F T o= el oA, I ulB °F 15 ng WA °F 60 ngol (+)-a-DHIBZS] Hdi €&

_10_



SIHS31 10-2019-0108146

o

S (Cu) R 8ARE 7170ell 23 d% nld Aol%= 15 ng®] (+)-a-DHIBZO HA €% v& (G)E B4

24

AT 98
A568 WA A88E T o= F Foll dojM, A ulF °F 15 ng WA F 60 ng®l (+)-a-DHTBZS] Hth 4
lOl:L:— (Cmax) 7l 12}\12} 712}01] Zjii% Cmaxg] EHQ}:&I]—Q—E (2} 7&10—]]}_ 33%_50%9] -iL]—/J\— g;g— %L:— (Cmin)%‘ %/Kéﬁ}_ﬂoﬂ

27% 9
A56% WA AlssF F o= 3 Fol elAl, (i) B alF ok 15 ng WA oF 60 nge] (+)-a-DHIBZS] A
S5 3 (i1) oF 8AIRF U4 oF 24417ke] JIzbel] AA A alY Aol 15 ngel (+)-a-DHIBZS) %A

A7 100
A563 WA A88E = o= 3k Flo] glojA, VMAT2 AAY o] 7HE A|EAZ P450 2D6 (CYP2D6) A A|AS
w3t Fojula glA & Sxjto A Fol=® dHT) 10-90% U HL AL EHOR i RAE

A3 101

A568 WA #1883 F o] dF o] YolA], VMATZ A A oFo] s AEIE P450 206 (CYP2D6) A A=
I Fouty QA 9k Fxloll A Fol" FHU 20-80% U HS AL EHOR = AR

AT 102

A563F WA A8R3} F ol 3 3o Qo] A, VMAT2 A|A|e] o] 78t NEFE P450 2D6 (CYP2D6) AAS
e Fojuly Qlx] ¢FE R A FolE dHT} 30-70% O 42 AS EAOR = RAE

A3 103

A568 WA #1883 F o]r dF o] YolA], VMATZ A AL oFo] st AEIE P450 206 (CYP2D6) A A&
I Fouty QK| 9 xlol Al FolE FHU 40-60% T HS AL SHOR = RAE.

A|568F WA A88e F o 3 ol lojA, VMATZ2 JA|AQ] o] gt A EAF P450 2D6 (CYP2D6) SAAE
0:1 L

Wi gA gk BAelA Fold Gurh 506 B Ae AL SO e £4E.

Ag5ate]  QlojA, WMATZ A A7F L-2k=,  (2R,3R,11bR)-1,3,4,6,7,11b-AALS] =29, 10-] (]| E-A)-d,) -3~
(C-viEdxz2g)-2H-Wlx[alF=e-2-¢ d2=HZEQ 9L HIA B 19 A 8= 9d =AAE.
AT 106

A1 WA #2847 = oj= T 3o dojA, WAT2 AA7} ($)- a-3-°0]&KE-9,10-t)¥|=A]-1,3,4,6,7,11b-
= olaFEU-2-& EE 9 AP HEHe F E/EsE TAY9a HMyAY

A8 107

A|106&-<ll

SlolAl,  WATZ  AIAI7E  (4)- a-3-°]2%E-9,10-t "% A]-1,3,4,6,7, 11b- I AL8] = 2-20-3] 2] =
[2,1-a]o]l&=9= A

d-2-& B 9] AR 3=
37 108

A1063Fel dolA, WAT2 AAZL (+)- a-3-°] 25-E-9, 10-t] (| =A]-dy)-1,3,4,6,7, 11b-FA}3| = 2 -20-3] 2] &=



[0001]

[0002]

[0003]

[0004]
[0005]

[0006]

[0007]

[0008]

[0009]

[0010]

ZIHSd 10-2019-0108146

Rozde 20179 19 2790 299 v Y WE 62/451,6058 AT FASE, 7] Ede nE 2
Ae g8 B ez T,

A R A AR R NS EFE e FF A4 (OF) FolelA By Axwe] zdolge Aad
AAs. o5 AAA R A AT U el ALY $F Fol ¥ YH, olAm JARDF 2 /% 4
of% EFaTh  FEA EWA XY Rioll FE5A-2 WATDE AWad mdul gEA Faw 4%
2 s, A% R PES A AZARE AW £¥2S] Wiolyl 4 24T

olelg olold olfoldl mel® yati, A% B A A% % Ao) B welel AH T B A%
Ei e Aol F88 Az AR AFel U Bast delalrh. shbel olH e AgAE ] s ¢
ZE zte durle)t

U 4-ERdEXdo]lE (1:2)9 AAl (EdoA "Iuvx] tEAGE"R AFE)= FDA 0d =
gl el 2 (Ingrezza) ®E o] Aol Wi E A},

ANEIE P450 TA A2E (CYP450)2 &4 EdoA AAZRE wEdE <
HES gestl, F7F2, CYP4500] 9Jst 54 2 o] Al 19 PK Z23dS WAAZL & da, Al 4
o] whg} 23k FEo A7 Y 7 v FFE 4 4 o)

e 2 Hesdege 2FFEE 150070 239 X5 P450 Hho] EAFTE,. A EIF P450 FHA 7
HEel= AEZE P4509] 23} #AC] 7|xste] HHE Ao® 20709 FHAR FAAET. o] EH A~
gl AS, BE AEAF P450 A Aol HluEGL, AHoE 40% sUdS Ffreke AEAF P4500]
D 2A FAE I (CYPO o]ojA] 2%k H= ofepulol o] oz A AH, oE 5o CYP2), 19 F4 opnl
2 Aol oal] Aol® 55% ¥elo] gl FEHE 7AW AHEsjEE R FUtR 2R (dEAke] o8 A8,
A& E°] CYP2D). wmix9ro R, ANEZAF P4509] ZH7+e] i el gk fdAtel ofetr]ol sexbrt miA T

=
o

)

(<3

NEZE P450 EF-7]% A TA] Al 2=®le] AU A EIE P450 2D6 (CYP2D6)—°* 21 A 1*1 *M ol=2] tlAt
of #est= 7 T8 &4 T shubolth. CYP2D6 At AL

WATZ fAA, o dd) Wy B (H)-a-3-0laE-9,10-1 ™ 54]-1,3,4,6,7, 11b-SAF3] = 2 -2H-9] 2] &=
[2,1-alolad]Ed-2-2 ®i= 729 AP 585 @ /EE eods WP FoE Ham & &g
VNAT2 jAAleF e 283 = Qe & ok B4, o) CYP2D6 jAlAl= A &wkal gl Ehatol Al WATZ oA
AE fFolsts e dig Fod vES %37} SART. 2 AAUEE s A S skl et

grg ol g
bR D (4)- ¢ -3-0] AFE-9 10-t | EA]-1,3,4,6,7, 11b-3A} 8| E2-2H-T 2] £[2, 1-al o] AF HH-2-& ©
= 9 Agd FeHE ¥ /e 9L HYAREE AdgE Ay Biolyl £EA] 2 (WAT2) SAIA

_12_



[0011]

[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

ZIHSd 10-2019-0108146

o Felz
WAT2 oA ?oqa—t— Ae EFsHe, A7) Bl WAT2 AAE Folshs Wo] AFHLH

ko
ol
o
a
ol
o
>
&
Hu
alil
o
o
S
)
o
o)
a
<
g
N
o
2
2
S
2
il
H
o
Am
i
=
?2
FW
et
R
=
N
bl
o
bo{r
oft
1o

EE, WU 2 (H)-a-3-01258-9,10-U 5 A-1,3,4,6,7, 11b-F A8 =2 -2H-9] 2] [ 2, 1-a] 0] & 7] =9 -
2-% W 19 AR F8H= 9 B/Es el MIARRE duE A2y Bleowl &4 2 (WAT2)
AAAe] Folg Bam s A AR FaEFe] WATZ JAAlE Fojsta, FHHo2 A7t B3 A=
S P450 2D6 (CYP2D6) oAIAIES AHER ARE Alztehs Ae= A4 o}ﬂ, FApel Al A5 FEFE] VIAT2 <]
AAE A Foldhs A& Tgshz, 7] el WAT2 JAAS Folste el Asdn.

ol

T3, g 9 (H)-a-3-0]a5E-9,10-H 5 A-1,3,4,6,7, 11b-F A8 E 2 -20-3] 2] %2 [2, 1-al o] A7 -
- ol =4 2 (VMATZ2)
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AE Foat AL e, 47) DA MAT2 AAAES Folakt Wl Agay

Boane) o 9 te Zue o] AME Aue Rz so] Buad Ay, o dd, 54 W4

Au, A%, SgE W/EE 24RS B BN Vs B9 Fagdel Bdel AAHL, o5 A7
pd

) SF-AqtslE dWuAd FE= HE CYP2D6 AAAIS =4 3 (3.375+2.037 ng/mL/mg)
683+2.360 ng/mL/mg)l A FAFSFS T (P=0.249).

T 1B 4t A rstE [+]-a-HIBZ $&=% Hgh W8 CYP2D6 oJAIAe] &EA] 8 (0.534+0.321 ng/mL/mg)
T 24 8k (0.513+0.326 ng/mL/mg)ol A FAFERATE (P=0.571).

wgs HAjslr] gt FAE ] fE

st7] AreA, 54 FAA AFAE o] ke AA|GEle] A ol E ATty fs AAlET. 1
#E TlEwore] T4 TleAe & ddol olF ARAN glol AAld F dtke AE olFE Aotk thE
Ao, AANGH] AHe BHes EsaA st RS Fshr] A8 dEl-eAE 7xRE A AA e
ZIAE A Fdrt. EHA gE QA o g, WA 2 5 HRIS Avtel] AA, &o] "xgteity" 4
o] WEo], o) "EF" H "EFelE"e ANHE 22 R, F "EFSI oo AgEA = FE
Ao & A Eolef iy, FUtE, Edo] ATH dAv 9A HIE A Aolx, A H UHo HF EE
ojul 2 A EA &=

2 HAA Aukel AA st AAISE" e gk AAGEH" e IR AASH" e "5 AR GE"
& Au2 AAFHe Bste] 7" 543 54, 2 B EAo] Aok el AAgHel EFE =
A& ofugty, wpEpa, 2 PAA vkl AH TRk oAl o] "shute] AAIFEO A" Ei= gk AA
Feoll A" e "R AAGHAA" EE "B AAGHAA " FAS WIEA BFE U AAGHE AA
she AL oyl mE, EAS A, Fx T EAL S ojake] A kEelA oo Hgte WAooz
R =

wgk, & Al 2 HRE A ASE g FEiE W&ol 2y wWustA JEhA &e & 3¢ AN
S xgei.

2ol Akgd "EuR"e (9)-2-olre-3-HE-FE] 24 (2R,3R,11bR)-3-0] AFE-9,10-U | FA]-
1,3,4,6,7,11b-AA8| =2 -20-7] 2] 2 [2, 1-al o] AF Ed-2-4  dxgzzA; T L-2d,  (2R,3R,11bR)-
1,3,4,6,7,11b-FA}3| = 2-9 10-t]H| ZA]-3-(2-H| D T2 8 )-20-sl % [a] A =] ¥-2-Y o ~H 224 FE= NBI-
988545 A A AE & drt.

_13_



[0019]

[0020]

[0021]

[0022]

[0023]
[0024]

[0025]

3IHSd 10-2019-0108146

(+)- a-HIBZE (2R,3R,11bR)EA] = (+)- a -DHIBZEA] X (+)-a-HIBZEA ¥ R,R,R-DHIBZZEA]
(+)- a-3-0] 2RE-9 10-t)W|EA]-1,3,4,6,7, 11b-SA}3| = 2-2-3] 2] £[2, 1-a] o] 2 F] &l -2-& 2 4 ;

(2R, 3R, 11bR)-3-0] &2 ©-9, 10-T) | 5A1-1,3,4,6,7, 11b-FA} 3] = 2-2H-51 2] ;= [ 2, 1-a] o] 7 = 0 -2-& = A]
NBI-98782=4 #A|Hd 4 U},

oo
e e e

ol AFEE "NBI-136110"2 &7 25 zte Uz giAES] FFES v dt):

/O
~0 g N
|¥H2 z
"5
Hm
B AHLH "EUL WHAE olgd AT TAGE A F s o] A HHA ¥ g9 HIdn
2 ket SRS Ut 54 AAgEHA, 3R] "E99s My s s (1), 242 (1),

2-15 (N, 214 ('), 2ka-15 (C0), Aa-16 (10), Aa-17 ((0), Aa-18 (10), EFed-17 (F),
zzod-18 (F), 9-31 ('P), a-32 P, a-33 P, F-32 (7s), B33 (7)., F-34 ('9), B35
®s), w36 ("), A92-35 ("cl), @2-36 (°cl), 94-37 ¢, nEw-79 (“Br), nzw-g1 ("Br), ofe]

(D), etelem-127 (D), otelem-129 (1) 2 clolow-131 (TDS TF
Coon, mAA 0E9 1) olge] BANAE Fawth 54 AAGHelM, g
Fo04 WRATE ddd FE, 5 ool 54 ANFHoA, SgEel "EANs WA Fo

(. 222 (., g2 COL w13 (Co)L a1 (), Az-15 G Aae16 (C0), k17 (o)

-3
shebEat ddsto], SAT AA AT FEs T D Es "d'E e AR AAEH=
= o

2o AFH =
B, I HXNA F5AY EAEE 9 0.015%% T4 FA EANEG AdFHoz ¢ & FoR oldd
th. FFAE e 3o® A" YAE AFH R A7t AAE Fh AXNA Ha FAYLE 55 AT
7F, 5 AAFEHAA, Hojm 1000 (15% T4 £YE), o= 2000 (30% 54 £Y4E), Hoj= 3000
(45% F44 E498), Hox 3500 (52.5% T4 EYE), Hojx 4000 (60% T4 E4E), Holk 4500
(67.5% TTa TYE), Hox 5000 (75% F5a €9&), dojx 5500 (82.5% T4 £YF), Ho% 6000
(90% T7a £YE), Hox 6333.3 (5% TTa EY9&), Yok 6466.7 (97% T4 £YE), Ho% 6600
(99% T4 £48), =¥ Aok 6633.3 (99.5% T4 Zd&)oltt. 4 ATH gFE #9494 55
S A BASAN, 9 A 3 BERAW B A44sks x@eh, B ek S vlEAtd A $A9



10-

<!

=

-

M

=
=)

° 1r
— 0
B o
N Gy ®° u% W H
P2 IMERSTE:
T @ I R A2
S SR e g F i o =
N _ 1
X w2 & % %% >,amﬁ“xﬂew¢am
— Jlo,lo X - ) —
ol ~ W,@Eg @E%é %ﬂwr %%@fm 2 TR M
<X T = T ™ W gy R o A , B {4 o
o B T o N - SR = o3 = i
e %) o RN ﬂuanum o T Mﬂuox@'wni W e B
© 0 F FREC) T F g R o_tgamm% - B mx & 5
A g ! > No 7 X 5 TG S = ¥ oo O ~3 8 T
o u W 7 o % XOw ™ ol & = 0 . X Wpo ER
% W A R b T , G il S T i a - . P3
~ I o or o U TEEaT i- ST © - + s T
PR cTR W oy g oo N _5% IT > T . F S E
,Dr =0 N oR i LC E‘* % T . JAIL ,zT.: = 2 [s) N \I o7 = l = iy
w o G i rNe oo & A B bl £ 9 o T B o r m
) o 'L RO oﬂoUI < X 9% X ™ =0 M - X . +H o Al
5 M%;@ we s mﬂbéz_oﬂmmmﬂréﬂ 3 -k 2
i wc o X N o o o = < o MT o < & & o o o Jo om S Ho Hi
b T P & I i Lo B 25 E RO W = N 5 N
ol o0 T N W ol Ho g ok o Mo W ORE B oW S 2B WX - w2 H X0 o=
6 = . T m%nﬁwr =n R H A = > d_ <0 A o © w <)
ﬂU..ﬁ qqﬂ_f o N EE 3 ‘_lﬁ_ﬂx \IﬂoT . ;ln.ﬂ ) w o © EI o q Lt B°
) N ﬂ%qg R I w0 ERCN- 53 i T X % T % o
,q. ol N J ﬂq RO = — \_A'LC dﬂc K 5 5 ﬂlﬂ@ B 5l N2 oy = _ T
~ B o= S T up M S T = %wbﬂJ@. R P <M
GG dﬂﬂr_dl 0 41UnL ]WE N —_ ﬂLtww = Xl X = - w
T4 4 W B %%Nﬂﬂ o wﬁ%ﬁo T T - & g g A - % = oo
T o e By S e mﬂdmﬁur EOxw xmﬁimﬂ%mmﬁ_ ELW@ o B o i LR
mowx,w - ) x ik T oq B Homﬂo_ﬂg.ﬁwwu X R ™ o o w2
s U TR oy 2T e &+ T g 2 =K N o o Arom X
o - ﬂ"ﬂﬂm R ﬂya__m RAp 5 3 LT © .0 = W4 w
M% T - G DN ! T o P U P%mlfcmmcm o N s Mw T B
SR __L%_dr}m_.iﬂ fﬂ%zo unﬂojovmﬂAJl = 5z EoAé AOV il ar dri
oy = ® Mtuuﬂu@. _1rEimﬂ Mvaaw %U%WEJPV%% oIEaﬂ @L_ﬁoi_ & = o ﬂe]_
W dﬂ% Mﬂoﬂaﬂu Amwdmdﬁ iu_xwt ﬂLﬁszMmﬁ o L x = N 7 T B WWM
T a4 M@%% Fowon uo_gﬂi %dﬁﬁ@hmm o s o 509 = 2
) [~ 3l —_— N 2] L) _— -
z o _éw;i; - 3P Ty 5T mfoﬂi mmomiw T % S T
—_ — —_ % Fo) ~a X .. - -

%QE? 4T w7z re T E%ﬂﬁﬂ%mwmw,ﬂmﬁ otur%_b ¥ I .
;How}g_gm% miwm _ggm,v@@m .mmm”ﬂef wa@w = - T X
mfﬂsw 4T pi e T~ < » 3 53 - el T X B 2
N o O E | o up dr< =~ X ey ~3 R E ° 1o No o {F wp T < -
I h 2 T W o o T 5 Do R 8529 By o < = e
o e L TR 5 m._€ L N X of = N = = o = Ho B o o 8 = T T
%_E ® =W oR 70 uJ.,o_l o _E% < _11rIVw = ok L. N < ﬂw&l
d oy B CoRRCIt S K T A 2 o D = T o o T < T oW
Lmor - T K T . ]11_./,.1 < ,IV Tor qum_uﬂﬂtu < - X0 4 —_ OC ;oT o ) T T
< Hoﬂu.‘_ iﬂlﬁmq Hﬁt%q ouwadﬂ‘mﬂ C‘o|1rz_| Wcmvo ) J.io uzoﬂ N fol- o u- U
jgm_gfiﬁﬁ 55T w iio%mmgwﬂw _T;Ma - Tl
T Y eﬂoﬂ%_%ﬂ.wmié E T w.ﬁotél Z_oaL,Q ¥ e I ®
Ty #F mrwov%é o T N B ﬂwmmw Jﬂmm?ﬁm@tp Py Yo i Tz X &5
R N %W%OMAT HoﬂWz onmL@L%amm 5 m:‘_gmm Ly <.
2 4 %paif W o =z ISR Sy L 45 #E wo¥ o

S iaaﬂwﬁ ﬂﬂﬂ{ac £ Z s %o_w@ Yoo . B S o %
x _EdﬂHer %z_omm_wﬁ mﬁm 1rﬂO B oH ) < = Mn% S S ol
_sﬂ%ﬁﬂ@wpm.sAm < g %MAQ\_ » o = 2.
= T = o <o oy =
Ur%ﬂwum‘% mﬂt%io% M s M_mﬂm goMM W Mo
= 3 o o W & ~ = dlo : No
H._LO — — ‘I‘Iﬂ HT —_ &
cs el T X%
B S5 ﬂzﬁ < .
S A = T
 H & ) o T B
o) = o %Po
g wo
X

[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]

j’}_a]'t’]p% O]TZ}-

J

- 15 -

[0038]



22

L
s B

10-2019-0108146

<!

=

=

H

i

132 5 AAY EE AE AAEA T

sjol A Aol

L
o

wERES

wul
2Ll Al

O:]”
8

&

_E
T

[e]

.

[}

-
L

w3z

=

3t

EE

pep
_ET_‘_

Avp oz N Az

0|

o

—
g}:
12 7]

&

L

of A& "

TC

pnl

&

¥

)

9 Aol 2%

I

of
2

[0039]
[0040]
[0041]

ol
w0

—_
)

o] e,

e (4]

olon
=

=z 35 "
=T

HA AREEH, A
i gl

9]

9

3

s

ARl

L3 ITA

]

e At ¢

LA 7Y

gt

o]

AL =

48

4

ajo

40,
7
7

"

ok
o

L
Fu

20,

ok
o

o]

7HA 271

=

(<)
2t Alole] tigle] o3

a3t

Ael

), ol oF 20 WA oF 160 mg 1¢ 13], o

ReA

A A}

=

3} A
=

[e)

=

wl
ol AbgAtel A

HAe F7pel

8
A
=2 =
= =
SR

dZ2A], Ty EAFelE 73 mg

t}.
A e
2 9n|3s
= 2,
EE

=

bRl A]l HEAola o

Z87 Alest

]

2]

3
Z

iy

120 =+ 9F 160 mg 1Y 13

=
=

L=
A5

|

siatel o) Agow e
]

=
=

L

i

p

oF

o}

e FAhel o
57

&
A &

ReA

=

A

Q1% o
S

80, <F 100,

)

ok
o]

S
98 e

o AH8H "EA"E=

=
=
2
o

&

=

Aok o) g2l o)m #2 FAR Aold] wishe] o8,

SFT ol 5 U

el 971 40 mgo] &

°} 60,
(el

o]
B

[0045]
[0046]

e

I

Eff el

[}

AF EE R

ok
2}

A

i

kel
pil

P EE ol

[

A

=
L.

‘el

2l

[}

7o

L
L

ST
=

A2

e

i

ok
2}

Al

g 2

o

Fol Aok A%

FDA-91%l 8217} 21 CFR 2089 #AIAIE AHAAL
[<)

+32, 21 CFR 201.57

[

el

43
BE z2re Aok A3

hya
ar

1

)

SIAb, oba}, Slapel

L

1A A

=T

o FAe o

iR

Eu
gl

-

=2
R

sk, T1e} A

S

[0049]

vl

X

&

ool

A
il

o))
)

_16_

pud

3o},

o

=

=

7§}i

i

kel
pl

o3

=

=

L2}

o

Belo] A8 "8A EE AT EE o

Bgo] AgE "FAt 5717

i

kel
pl

[0050]
[0051]



10-
20
19-0108146

5

=

=

H

S

:
O
: N
- "
3 T ¢ Fd
E ﬂkﬂ&mw
nnm ﬂotﬂ]dﬂowo#a
= ﬂﬁ#ﬂlf@%
= ,muﬂ_arudjmﬂQL
— o ol ;._.tﬂa X0 AN
M 1L,1,A1L#LﬂwﬁﬂJ . B 7;
: %%@QQEMW]% @
" 1mmo%jﬁw_mgw PR
= w0 38 SR 2 = 5 o <a
» 4&ﬂ§%a%&ﬂﬁ% o X =
: FE oz
bl K = = T ~ E of o
1@ o ﬂ% go ~ oF " ML . mM mw ~ " B h :
0 MfﬁiAﬂNt‘_ﬂworWrdnge ) X Lﬂu YEE o T
Hin 8 110@1w5 = ™ o o nx m
= 1mﬁéﬂﬁ,m ukur«nm‘ c) _ﬁ ﬂv%m@rﬂ oy B y
hm_,%i% = o I 5 R 9 = AE#,EJ muﬁm dgnn,
m wugob.:,qﬂ‘ﬂaﬂ - T.,E@. Cll %;ouan
I uol_ B X j _ ma) < éiu
o5 O é;hoiﬂ alll gan _ Bk S o aﬂiL ol e
R oyt L.X,IEL ﬂa ,|7UL " L oo#aio E.u LCQ#OA]
{ m|0fao ﬂi__oa. ﬂw~71r o ]ﬁ _éw&.ﬁ_. ﬂﬁo,dr. ﬂu%ﬂo;? T
2 ?155 s 5 W i " o T oF xp} w mfﬂoﬁ
g BT <0 gl o 0 o = A = o
o ﬂﬂnmﬂtmw;ﬁﬁ},ﬂi A or wa(wﬂ% l@ﬂ ocwoﬂuoa@uaamtoowot
= — —_— ‘I‘I o
= X i W ] o Bl e < == T o = = &  d i & T i Mo
A 4 = - J ﬂor-g 4 D d = o ) liqaf i _ -
LA u{wq?{ = 3 AR igz:ﬂ i ﬂ4x o
W Lauﬂbcigq B 0 - < R Ea_:xn }ufmﬂégur}ov jo do w
5 L|4E7xoo“#o1ryE { s ,IoWﬂo] —_— = ;oi ‘Dro#JlLo mw.‘_mﬂE N o
W i i 7A]ﬂ o ML = 1:% e ML leL ) = UL o J%VATL AW_ ~ ﬂ, he
o_mﬂ:ﬂﬂ = .é%@ N ~ z.pnéoh ﬂEE aubg.mx-oﬂuououo s -
BN Wﬂﬂ??@dﬂ%muﬂ * Jum wwzmrhéo Eaﬁﬂw Wx%ﬂ;mﬂmﬂoaiovnw@ %gown ) o
. — ) f o ) i 0 Jay ) =
T - L Eg % 5T = ) = w2 o W o T W E % 4 ok E ;
° oy = e X N 8 = e o = &3 ol i i = 9 X F o
b L <0 S T T o 2 =y 3 L L1 i % 2 Gy " o
— J = Vo1l . il " W = 3 3
i g@i #JWO#EL%%Vlﬂ ok & fﬁoww e " ,mmﬂo}twm%% L T A
- 70 ﬁn(ﬂoﬂo e < = = - W o govVOMyﬂo" = O 7
7dﬂ gt .E‘_A %AT urmﬂm = o ok oLﬂﬂﬂﬁ m = IH o = = . & ‘Iﬂﬂa LC,E‘ Wo(\ ) ﬁ_u -
mamoﬂﬂiac ,:‘_WMJ. K = = ,mﬂo#a.E }mﬂxoiffﬁqﬁ?ooﬁ]AL xalldﬁ e N
23 gomdrgomaﬂrw vVLM T = .ngﬁpu,_: W%.@ éoarﬂﬂzgwnﬂf@ ﬂqu@ of WUM
ﬁ.ﬂmﬂ mﬂﬁmﬂ@wotdwcﬁ, i wcmwdw ﬁﬁjﬂuE = ,ﬂ@z]ow mo__d] ﬂh EOLE_. it NI
N%Lﬁ%w@gagﬁ%ﬂ : N %¢iQQﬂﬂa%%4g@ﬂ o 3 -
au@ uowﬁp&oﬂﬁAiiﬂWa% - ﬂwﬂ w@aLF %ﬂ% Eﬂtuougeiﬂéwmﬂmw &oﬂ_gﬂ uﬂr Emu
Lol al N o o ol H n ul i o WET . T E =™ &% w0 x 9 -2 < DT -
° le_. ﬂﬂ Z;oT ;oq 53 ﬂNoE X T o ﬂ_lﬂLﬂmu o o ﬂ.ﬂjl%oﬁu] o 40& L7 H
= "ﬂ%@.x%ﬁ wE N R pn_xﬂga = J o 3 Va%ﬂaro z,,A_E ol X
5T T L o gpchy. 2R = 2 a X o o N T X g F % J = T o H o P ~ - il
Hd%o_ o»ouxakkgovzﬁ.ﬂ < _ﬂo%% ,ﬂﬁhi-dwrﬁnont B x E1§, ce S0 o
w2z b B e N ER o E FT 2 T of 21 g . o g ) W A %
o h - i ) %o 7 — W = N MW 1 o o I F o ~ 5 2 rx 2 = P Ty M < IR 7o -~ # a = of
ﬂ% d}w_umMEﬁémEoﬁEo B B wao#wa *%n Jlggu%dr_ldﬂgwaﬂo iy < o e
ﬂwtﬂﬁw_sn?}wa%%fdme mun_tuwgoﬂrﬂ m_mﬂAE WML - %WWQTWKJ o % cﬂ ﬁguw
oK = NE il e 5o P o T T o S ol w =P o = i i % o 2
ﬁg_xgﬂco}o;# i i M;ﬂ% e %@Eaggﬂ- - pEx cfur
fmww;%; > 2% w i v %;miwiﬂmqq S5 e ° 3
03 —_ = l 0 . - —_— i ‘HI\LI
SEE Ly v o 3 43_01& R 4%ﬂﬂégo;oo&f T = ¥
u%%?%] = %oﬂﬁ uéz.mﬂ xmrE wﬂ%eeﬂdrﬂﬂuEMmﬂer Eewr@ = muA
E&,mrﬂ hx%&%;:u I ,mﬂnﬂE cgwoﬂnonwwmmﬂ&ﬂmmq@ " e
v i E1EL 251 i@»i;a Tz : . iy
T = 4%@? @oﬂy MMLWQBMLHOM _E@%H ugur.ma)« 5 ﬂ@m
dr%,]ﬂ = flo = o auﬂuno_uodrmxmcwoo oLV_k w ®
utﬂa ° J.,Ll QLW] mﬂh_auoLA ﬂL} to M do_. X ; "
oI o yxou gooLE - HMﬂ mx]yhAEﬂUr 0 ig o o ::
ﬂ@]ﬁq Aﬂm ydﬂ dﬂﬂlﬂﬁﬁILMﬂ 1FL7A L ° I = ol
éw} 11D gogaﬁﬂl c an_s z%mo 7o = W
ﬂ@ Mmew N_mﬂoﬂao»ﬁffoaoowlﬂmm R " WM;
B m._tﬂ,% X Jlo A RO W = =) ! é%n J X _LL:dr or D ~
Lm_wﬂ ﬂﬂl,_tomxﬂ] o:.] anLLq.J 3 el o
= i wﬁfiié @ovﬁq -
H._LCL.M: y_/oL,m,AoW _EDEEﬁ _— ﬂuﬂ s
LE%EWQ<M QMJM%ﬂg% FE
) —_ 2 - z o) R o _
ﬂ;ﬂﬂnoﬂﬁ&o%tiw é%c@ I W
= o o o5k ML v o o 5 ! ok
B o] ™ goﬂ,z = -
AATJ. Lo Ez.o =
oV X0 1 .AHCL‘.# ﬂmﬁ
Hai;z_lio b g
Zu,ﬁ 2 Z,E oo o
Zo ot yT_ —_
1..0A ~ QL‘LI
EV C oM 0#7
gl o ]HE
H&q Mm_x
& A
ol F
oln

[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]

-17 -



[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

SIHS51 10-2019-0108146

ol ARgE "Amahe" e "AR"E oo A w3 EE AAATIE A5H A&, Fefe] TS 4
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AAE wnk opgel, AE AFe] oo WAl stellA #EHE Y FHE FH o= AR olFIrie
el A, Fols w3 = AAANTE A8H HE3= dolsitt.

o] AREE "VNAT2"E EieobWl, 53] AAMGEA, oid) muvl, w2z, AREY B 52~
S AE AEZZIFE A AX 2 FEehs A8S sk WA 2 aEdd, AR AxA Rwoldl £F
A olady 285 AH g
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A H3Ale] F4d2 Fall WAT2e] 248 AdsiAY a5 ol 01 elg
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5S4 AAGHAAM, e EATE AR CYP2D6 AIAE EI FoAwal gle=A oR-E AAse e FIE
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HeEZ2d)-2-wx[alF =8 -2-¢ d=HZEQ sH94: HIA == 19 A 8= Folrt.

E4 AAgHelA, VAT2 AAAE  (H)-a-3-°]2FE-9,10-t]HEA]-1,3,4,6,7, 11b-A A} = 2-20-3] 2] =

[2,1-a]o] A EH-2-2 L= 19 Ak} FLEE o ‘%‘/BE% FAYA HFA o},

E4 AAdHelA, VAT2 AAE  (H)-a-3-°]2FE-9,10-t]HEA]-1,3,4,6,7, 11b-A A8 = 2-20-3] 2] =

[2.1-alol a7 Ed-2-& w29 Aok seHE ¢

E4 AAIH oA, VAT2 JAAE ($)-a-3-°14&FE-9,10-t] (W5 A]-d3)-1,3,4,6,7,11b-NA}8] = 2 -20-3] 2]
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HHUR 2] 971 oF 20 mg A oF 160 mgell S7FY Fom FolEtt
54 AA kﬂ% W VNAT2 °*Xﬂxﬂ W 2] 471 oF 20 mgell S7HY Fo® FojdEv. 54 A GH
A, VNAT2 SjAAlE 2y 2] 471 oF 40 mgoll S7F) doz Foldnt. 54 AASElA, VNAT2 o
A= iy frg] 971 °F 60 mgell S7HS dom FojEu. 54 AAGEClA, WAT2 SjAlAl= iy
el 971 °F 80 mgell T7HYl Fom FoldEn. 54 AAGHlAM, WAT2 FAA= v Fe 7] oF
120 mgell S7FQl de Foldnk. 54 Aol A, WAT2 AlA= Euvd 2 971 oF 160 mgoll &7}
A For FojHn,

i

=4 AAFE)A, WAT2 QAAE Al 77 B¢t A1 FoZ Fojdar, oloja ¢e A2 Foz ZrtHEr)
574 AAGHAA, A1 717 150w, 54 AAIGHAA, Al F iy f2 @71 oF 40 mgell S 1ol
54 AAGHAAM, A2 Fe dulu F2 971 °F 80 mgell S7FolT.

57 AAFdelA, A2 A4S B alF o 15 ng WA o 60 ngel (+)-a-DHIBZS] He) B3 5% (Cu)
9 8AZ Aol A WA ald Aol 15 ngel (+)- a-DHTBZE] A4 WA FE (C)E SAIG] FED ¢
o Fojuy,

574 AAFHelA, WAT2 A4S B alF o 15 ng WA o 60 ngel (+)-a-DHIBZS] Heh BF 5% (Cu)
9 12203 7136l A Gl dEHeR oF Aol 3345089 Ha BF BE (C)E DA FRE o
= Folgth,

574 AAFEel A, WAT2 JAA= (1) &% mLT oF 15 ng WA °F 60 ng®l (+)-a-DHIBZ] A& &%= RS9l
2(11) ¢F 8AIZE WA oF 24AI17Fe] Z]3tel] AA 3 mld FoE 15 ngel (+)- a-DHIBZS ¥ w=E& &3}
7o FET Fo 7 FoH),

EA AAoFefe A, R,R,R-DHTBZY] Coxt ©F 15 ng/mL, <9F 20 ng/mL, ©F 25 ng/mL, <F 30 ng/mL, °F 35 ng/mL,

°F 40 ng/mL, °F 45 ng/mL, ¢F 50 ng/mL, 9F 55 ng/mL T °F 60 ng/ml FFo|tk. EA A FEo A,
R,R,R-DHTBZ] Cnn 8AIZF, 12A17F, 16A17F, 20A17F, 24A17F, 28A17F HE 32A|7ke] 7)zbo] Ax] Aok 15

ng/mL, Zo]% 20 ng/mL, A% 25 ng/mL, o)X 30 ng/mL EE Hoj% 35 ng/ml Holtt. EA AU
o| A, R,R,R-DHTBZC] C,in& ¥ 15 ng/mL W= ¢F 35 ng/mLo|T}.

ER A FEol A, Ak ZAEL ¢F 15 ng/mL WA 2F 60 ng/ml 2] R,R,R-DHTBZY] Cpwe = 24X)7F 7]ZFe]
AR Col =R o= 33%2 C,, e AFsH7]ol w3 doz Fodrt, 5A AAFEAA, At 2452
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°F 15 ng/mL WA °F 60 ng/mL B2 R,R,R-DHTBZY] Cp 2 24417+ 717kl 2A @l I Hol% 50%2] Cyiy
S AlFarle T FoR f@ﬂt} 574 AA Gl A, Ak 2AHES ©F 15 ng/ul WA °F 60 ng/ml F
] R,R,R-DHTBZE] Cpox B 24A13F 7I3Fel AA Gl WA o= oF Aol 33%-50%] Cuins AlEst7]ol o
g o= Fojdtt.
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S AFaEr|o] FE Fow TO#E . 54 AAGHAA, Al 2AHES 9F 15 ng/ul WA °F 60 ng/ml F
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0

WA ok 30 ng/nl @A G ATTE GOz ulgAlels) FolHth,
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4 BEE B Jleell FAE Wel ola ¥ AuHont Wy AY FFEAWe s 249 5 9

, AAA e AN Ask e Aoe A8E PeR & o 73 CYP6 JAAES FoJuke RAow
z +)-a-3-0]AFE-9 10-t¥|EA]-1,3,4,6,7,11b-ANA} 3] =220~

Hie 9 /e 59Y94 AEARYE Ay 4a¥

stale, A7) Aol A AAA e GA A3 e Ao

it
riet
)
2
S
N
f
o
fol
ofit
o,

1)

z,
=)
T
™
SE

o m o bR
Y
—
s,

o
DN
4
iy
r&‘i
%
o
o=
rlr "
K
o
2
12
0%
0

bl o

MR RToox ot

(

=

2 3t A A AR5 FaEFe] Wy 2 (H)-a-

l-alol a7 =d-2-% EEE 19 Aok} &
E*é REiolnl =FA 2 (VMAT2) ‘—’Vﬂﬂl% Folstar, 44
, FANA AE Ao WAT2 o
T Foll& X583t Wl A&

A EE A AR B el AR
4,6,

ot
hoTr o e

2
2
il y
)
b
—m
N9
ol
ol
rir
po)
bl mlo
Hd
il
ol
ol
rir
oz
N
riot
D)
i3
>
12
oM,
)
t
rlr
ol
12
i
R
K
fl

o
o
N
o
o
=
=
=
;_]

"

|55 8= 3l oldol| Zgk CYP2D6 AAAE Foiit
(H)- a-3-0]AH%E-9 10-t]WEA]-1,3,4,6,7, 11b-NA}-3]

a Y 2/EE 5994 AgARRE AYd &
(WAT2) SJAAIE Folatal, $E5A40R 15 o]/de] VNAT2 o AA] i%—fwd fral \k
afoll Al FFAE &, AW 40 mg 19 13]2] VWMAT2 SJAA|E 3t A&
£ & A sk Wl AEakr] 9% VMATZ o A A 7}

e
o
)
t

Nt Flr
o,
>
i
ries
t
rir
o}
=2
10

ML

r
Hui‘

~ it -
et
>
2,
X

2R oox et
—
8,
R
B~
o
il
p
s
o
3t
rir "

I
o)};}

2

=
>~

, e
>
TS
2
)
_0|L
Kl
froob ot b &L

2 W o ox
o md X g F o

0%
N
I-
_>|4_,
=2
~
",
on
)
o
rir
o
",
i
riet
t
rro-
o)
2

S

_21_



[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

SIHS31 10-2019-0108146

Tk, AAA EmE AN A3 F= gelo] X85S "WAR by oo e (VP26 AAAES Fojure oz
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B AANE AxgEe] o7k a7] AAele] AFAG. a7] AAelE B dAZA ANHD B A0S
& Agsted Yold B4 J1EAE nadth, AAdE B AN WEE ojH PHORE Fe AP
s goz omuA o

Al

AAjel 10 e shebA ofAAl Fudol o3 CYP2D6 thAke] Al ] A

NBI-987822] thAtell A el CYP2D6e] &ets @ A43st7] 918, 1 uMel NBI-98782% <%+ 7+ wlo]lm 24 (501 &9
Zke] &3 A E, 1 mg/ml) B SAREH A AE (38 oA Foixl, mLT 29w AE) FellA 37T
oA 5, 15, 30, 60 B 120 &<t %HLM (3 DI A AFuo]dsitt.  QlfHlo]d K= 3t nlo]laRE
°] A9 250 pLar, FFAIES] A9 100 pLlth. zF mlolamE QFH|o]A % < UEH HF FEA
NADP (1 mM), EF32-6-F23o]E (5 mM), MgCl, (3 mM), EDTA (1 mM) ¥ FFAA-6-E2H0|E HlF|=2A
Al (1 %-‘ﬂ/mL)i o] Fo] 0 NADPH-AJA Al=ES Zh= AAbdF 454 (50 mM, pll 7.4)8 FFsIich. A
o1FHlo] S KB $+5A FolA o]Fojxtl. HARIEHR QA AEE TFAA A wet §5A7]
, 379 OW SR ZEEH P, AHsE Ay o Z A NBI-59248 (1.0 ng/mL)<
ke WY olAEYUED 300 plL (3 mpo]A %) HE 100 ul (FAE)E Hrlste] k38 FAARATH
Ay Guilds AARE (358 B9k 2,236 x g)ol g3 EEAt. ZZ wAFA AT AEE A2 9H
Fx ol d(Waters Corp.) o ZHE A57bs3r, AFE (Acquity) BEH C18, 1.7um (2.1 x 100 mm) ZHo]
AFE] UPLC A A=vtEady Alz~g 2 AZY~(Quanlynx) HlolE E5 L T2 AN AZEYr}
w2~ 2~ (MassLynx) 4.1& AFEsFE LC/NMS/MS WHHo) o) Ao Beo] BFHES BAs9T.

47 WolH® Abgatel A shakEel AW dAl gAel diE AUdel EnE Agsgon, ol o]
AR AE A8t A% nf elolianA RAN. YrERdEsRe Y grEomd Algs
k. ErehAl, FE-ARE delEE a7 WS Agshe waY A o AYART: C/C = e (o]
1A G AZE Ll S 71A EEelaL, G AR 0elAe] 7] FE (1 pe). Ak, ulR EE 330

[

VR U DU S <O

N

gt 714 339 WA H= BAE sXd v#Esta, ol 34 A AM&Ste] ko ghs k. olojx A
A 24 Egd2 (L) T o} Zola A2

= SR
= -

Cool K, (Fa whgo] HU Hro ditow A= 74 5=
o]

UOEEE IS

CLin = k x 2t 5% (g/kg) x 3t vlol A2 E & (mg/g)
7t mlo]lA 2 & &% (mg/mL)

ALY B

CLin= k x 3 TF (g/kg) x FAE & (A E/g)
A EZ FF (mg/mL)

toleE &7lo] AT, Y hxet PgiERUE=ye] uf Fglojd
A A=A, I AFFulold 27 3Floll A, NBI-987822] oS A Q17F 7F mho] R Eol A
10.4 mL/¥/kgoZHE 3.9 mL/H/kgl & 7425, <Q1zF A EO|A 8.8 mL/H/kglZHE 4.0 mL/E/kgl

Rk, o5 AxnE A}-g3ke] NBI-987829) 7& Zejoldzol ik ek 50%-60% M2l CYP2D6 71l =

= FAYde =4 kol 80%7F ¥
Hr=

Q17F 7 wlol g 2ol 4 e] NBI-9887822] Al ¥y thAbel thek AU F&3}

3HeE CLint (mL/%/kg) CYP2D6°]|
Opm 3um 2t o 7| =
AL [ FAYH

diEZrE23 | 500 8.00 84.0

NBI-98782 10.4 3.90 62.6
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o
o
3
H

ol A1) NBI-988782¢] AlE¥h] tlAlell iek FAvele] &}

5= CLint CYP2D6°]|
(mL/E/kg) 9%t % 7| =
Opm 3pm
AJdA | FAIA
ez E=Y |226 3.23 85.8
NBI-98782 8.83 4.04 54.3
Tshsld, CYP Whs Xd¥4A4 A7+ A3F FhellA 9] NBI- 987824 2kskA A7 CYP2D6O o8] FEAow =
wj= 3, CYP1AL, CYP1A2, CYPIB1, CYP3A4 ‘;‘ CYP3A57} AR 7)ot AL AARSTE. o)A AFH wpe}
Zro] | NBI-98782+% 3 FEF U3l o8] vA 11 dAFS FHow, & o] grtEe ©x] mf$ Lo zwt
AZH. 5P, o= ulolE = CYP2D6°o] NBI-987829¢] thAlell A F@d o3s stx, o thE (Yp &

97 11 &47F 7]ojsitE AL AJA}eit),

CYP2D6 a-H3|=mH Eduupzle] Algad thatllA &4 925 s Aoz Bt HEHHUYI 2 9
A (A CYP2D6 AAAD 2 FE e-ofE FTAE dATolA, a-vs|==HESH YIS Cnax 2

AUCE 27+ oief 30% 2 39 F7hsksitt.

1o
:Olz"
i)
o
i)

NBI-987827} NBI-98854 % 5F-E] @A W& A, 19 ZFejoleixae v 27k4 34 & o] =3 A
Zlolth: NBI-988542HE 9] 19 A &&= 2 (YP2Deo] F-EAo2 A== dalel 9 19 AA =,
NBI-98782 @4 £r7F B =71 A 4, (YP2D6e] FF-E HEHHURl] osf #zd F9u o A&
Ao didd Aol

AAld 20 e shehA oAlAl Fdel 2% CYP2D6 thAke] A A

273 QA AT 2RE 9 o8] dHlo]E= NBI-988542} 73 CYP2D6 JA|A|ete] 3ol 7} NBI-987822] o &
7

F T (Cmax) ¥ 83 % o] Al 3431 W3 A0S diEF 28] 7142 Aoz ogddads AS AAst
St

657 For 19 13 ¥Hux 40 = 80 mgS e, A AA ol 4L5S (Th) ¥ AXY A4 (F, AANEIS/2
A5 Zoll, 71 oS zte A uigk 3 Ad AlHE E=3 T

g Iy 2 [+]-a-HBZ 5= A4S A3 84 MES A2, A4 2 Aol #5315, I3
U 2 [+]-a-HIBZ %E& A5H HPLC-MS/MS WS Abgshe] ZA74dsksitt. PK SEtvEe %5 H]-T-8
RS Abgste] AAERd. s WE CYPDe JAA (FFA8, 25 wlﬂ EZ248E, M2ETY x=
HEx2ye)7t A 3zt st tol A A2FE, AdF L AeFo] duiubd 2 [+]- o -HTBZe] &3-A r3le &
s

off

L5 CYP2D6 JAAE BA] & Ao A o] Zp7he] siet t-fdAol o3l vl wstiTt.

CYP2D6 WA= [+]1-a-HTBZS] Al A 7]o]&}A"k, [+]-a-HIBZ PKoll w3t 7333k CYP2D6 JA|A2] JAHA o
#AAE gd= 3 AFoA EHEekA gk, sk W& CYP2De G AA] } AyE AAG ot s 2
Sael A el @ [+]-a-HIBZ == = 1A % = 1Bl vehdl wkeb o] g CYP2D6 JAAlE WA &3
A A ] FEet FAFSEA T

12714 94 APRRE EFE gl szt Pulol=e Au oFES RS ALgse], WE (VPG ©
AAE WA e daAlel vs) 0E we Aol e oAHE FUeRse 206 Bart EAS Aoz A7
H9lth,

AA e 30 R, BESUR 8 o) gl ok atd 573

A oAl TBZE ghelso], Ao r ys|ERHEdHu (DHTBZ) o2 A= 4F2] E7he] oA
2w &F UAES I, ol e MY 4 T4 (G2, (-3 2 C-11B)S FskaL, 7ol 278k
8F2 dAloldAAS AL = Aok a2, 3 B C-11B ©art uAd A wielE 2] witel, w4
432 JA el AA o] 745E Tk RRR-DHTBZ B3 (+)-a-DHTBZ (WHobd www)) mi= NBI-98782 (A%
W); S,S,$-DHIBZ 3= (-)- o -DHTBZ H3= NBI-98771; S,R,R-DHTBZ M= (+)-B-DHTBZ Hi= NBI-98795; 2
R,S,S-DHIBZ 4= (-)-B-DHIBZ = NBI-98772.

HE A o] i3t [HI-DUTBZ Ade] oAld] ol8) ztzte] shgtze] :stw=s Z4sgict. R,R,R-DHIBZ thw]
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A =g &3 Aitetsion, ol& AAgtt. dHeolge A4 ALs fg Kid 59 =271 (oK) Ba 2
SEME ZAAs7] fla AFEE At X A debry & oEA RaEY. K gs H9 pkiEFE O10(-
pki)=A ZA4stitt. R,R,R-DHTBZ YAlo]dAAE HE 2 Q1zF WAT2 & thol dis] H3 Fst== (Ki = 1.0
WA 4.2 nM) ZAgsig.  wlwskd, Umx] 359 DHTBZ YAlold&dA (S,R,R-DHIBZ, S,S,S-DHTBZ, R,S,S-
DHTBZ) & VMAT20l 27+ 9.7, 250 2 690 nMo] Ki #to& ZAggc},

HE Ax| o] AlgT VAT2 23 Hslw

VMAT2
}g= Ki,, nm pKi B+ N R,R,R-DHTBZ
(SEM) ¥ gz
RRRDHTBZ |42 8.38 (0.42) 27 1.0
SRR-DHTBZ |97 8.01 (0.32) 6 23
S,S,S-DHTBZ | 250 6.60 (0.22) 4 60
R.S.S-DHTBZ | 690 6.16 (0.05) 5 160

R,R,R-DHTBZ ti®] X3} SA3 dto)d AAH K, e AHeste] Aatslado).

kb2 (VBZ, NBI-98854)¢] 12} tiA} Zdlojddx~ AZE 714838 (R,R,R-DHTBZE A3 2 gd-213) (u)
AFE NBI-1361102 dAlsho|tl. VBZY 239 7V =% A} =21 R,R,R-DHIBZ 2 NBI-136110¢] &=}
PYAE I, o]59 dA E=T= VBZ9} FAFSE w12 7FASH) .

= /\
Sk =3k

VBZ ™ -19] tjA}=<l R.R.R-DHTBZ 2 NBI-136110% M¥3% wi= Aol z2o] A WAT2el ie [‘HI-DHTBZS] 2
S JAsE 29 g dE Agseld.  Zbzhe] F3tE ] HILE QIFF "dAad e Y E AxA dh
tiek [H]-DHIBZ 2] iAo o) =43}%ch. R.R,R-DHTBZ the] A= wa Axlatgon, o= A e
o}, HolHE EAA AL 93 KiY &9 2 (pKi)S Ho 9 SEME Z2AE 7] Y8l AFeE Ay B 4
# wepole 5 oed wahc (Z7he] 2A6A 7hzkel shitEel giel n=1). K & W pkimiE 10

pKi)

2ZA AAsAE. 1 giAFE] R,R,R-DHIBZE HE MzZA] 9 13F A% F@EolA WAT29] 714 Z
gk A A

SR B o) thAb o] Al Ehd WAT2 A 318k

HE HxA Az vt
3stE Ki, nm pKi 3 RR.R- Ki, nm pKi 3T | RRR-
(SEM) DHTBZ (SEM) DHTBZ
o H] o H]
F3st= 3=
FIat RE S]] 110 6.95(0.02) |39 150 6.82 45
(0.02)
RRR- 1.98 8.70(0.09) | 1.0 3.1 8.52 1.0
DHTBZ (0.03)
NBI-136610 | 160 6.80(0.02) | 57 220 6.65(0.04) | 67

VBZ % NBI-1361102 WNAT2 oAl dial] FAM &¥E 7FAAw, Ki #& R.R,R-DHIBZS] Ki # (B @& 3

=)o) g 40-6591%0tt. o5 A= HE AxolA DHIBZ AAOlEAA (5, TBZ tirkE)e] WAtgelt= 4

& Aol os goEen, o= EEfz R,R.R-DHIBZZ} WNAT2¢] 7bd =3k ojAlAlelat, = vg-o] SRR~

DHTBZEb= A& vhebwich.  wlastd, Bz vh2 239 13 tiAb2<l S,S,S-DHIBZ % R.S,S-DHIBZi:= R,R,R-
F3 =

DHTBZH.t} tf=F 60u] 2 1600 ] < 735}.?_ Zb= Baksl VMAT2 AAQ Aoz v .
GPCR, M¥-%H Rxoldl 45, 9 017& o Eﬂ—e——‘)}—l—i—%ﬁ 32 (HERG) 2] A7 ZF AgdS 233t o
3 (Cerep) 2= ™oA VNATZ2 o] t}& F A thdh

1m

=
VBZ % 1] djA}E R,R,R-DHTBZ % NB 1361104 A3l =2 et

olE & gt 80/ e HA vF-%A A 2~3Y (MEZ 239)& VBZ 2 19] tYiAME RR,R-
DHTBZ 2 NBI-1361100] 1-10 uMe] -sXoA]l deojo] Ao gt &= Ft=e] AFS 50% 2= A &
Pri= AL A=Ak, YzFo R, VBZ7) okuel TBZe] thAlEol tE 3%<] DHIBZ UAo]AdAA (S.R.R-
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DHTBZ, S,S,S-DHTBZ, R,S,S-DHTBZ)= M2 EW, =uvl H ol=gdddA $8AE E3e 5o 84 39+

Yol digh = AT >50% AAE WERT. A gia 5ol4 A7 HAERAN ZEHUTH: (AF

oA Ajlt/dza Holx A3l x  100. E% =S 1 E=E 10 uM HAF sXedA

Algdstelon, Axes AgZoA 27] 23 oA FIdE B g2 80/ %4 sd2FE IS Aoltt
Aol ] Ztzhe] shgtmoll s n=2). EE=A A3 509 %A FEANAe] A4S vERdT

wo AeEd 9 olsdadd FeAeAe] wiuz 2 DBz Aol AA ) Aduy B4

A £3 lg:i RS >l R,R,R-DHTBZ | S,R,R-DHTBZ | S,S,S-DHTBZ/
R,S,S-DHTBZ*

B EER=A T 26 17 69 96

HTia

MR EYS. 1 -4 3 84

HToa

M 2 EU5-HT, 4 3 80 98

E39 D, 8 -6 -5 82

%2391 Do 2 6 25 89

AL sid 239 HAHo2 ) 5,S,S- 9 RS, SSUAES 50/50 EFEEA AlFSATH.

R-DHTBZ) % TBZ % VBZol

(NET)®] s=5A et opy

oll Al2ES HY AAE] AWstr] fldl, TBZ 2 VBZel 5390 tAE (R,R,

A
A% AAE /\53 }031;]_ o]
4

* Ql
3 g2 Bd AR 3 =39 (DAT), AEZEW (SERT) ¥ oy
9, Ed d oludgdd $84 s gt Mg WAk =
23k AHAlE H218 R R R-DHTBZS] VMAT2 F5Alol theh H& Soli, 2 ttE B
8 Rl EH?TL Hl WA e e E XFe H-5old FAS HoFr. Fw 1%741 , R R,R-
H| -4

DHTB SAtEe mobl £-84000 o3 7 2

L
k
o
=
E
i{ﬁ:
=

b
o
i
4
o
N
=T
=)
=
>—]
[92)
=
=
r 5
F(‘
¢
=
&=
—
=2
=
ol
o
o
i1
ofr M

%“ée VAT1S &8s AlEolA AlgsEIth.  VMATL
72 VWATIS 23 T8 A7

,R-DHTBZ T NBI-1361109] &
2] kgkTh. VMATL ‘;1 VMAT2 = EM] o3, fﬂﬂﬂ?ﬁm o =z gFoA FiE =
o gAER EA st FAFAD AE} FAE Ao wEF T}

ARG EE A A E FHYE sld 23U VMAT2 Ao A e 138te], TBZS] vh&
DHTBZ thA}E % 2% (S,S,S-DHTBZ 2 R,S,S-DHIBZ)©] DI 2 D2 484 2l B}—t— 2AS UERAY. VB
i °lE DHIBZ fAlel8AA 5 o= shaE® tAEA] 7] widl, azﬂj Hoz YAES 53 AYaAFT &
ol g e 19 ave EAEA Fer.

w3, AR dd 2aderREe Ade VBZ 9 19 F8 Ak (RRR—DHTBZ 2 NBI-136110)°]
FEA, Rwolyl FEA 9 ol M-S XIS 807 2 Ajt Felol tid Hskerh A WA A ok
- o) o o sT-glAl okE]dhE Fabo] o3k wre @—zﬁ%ﬂ% AAFSTE. ®ESE, TBZ, VBZ
AME R,R,R-DHTBZ % NBI- 136110*°~ AR F5 ATE olEo] TR E VMATL/WATZ2 AAIARD HA=

wale] VWATLS B¢ Ricoldle] Fpdd tial] frolg aa& z2HA] %] wdl WAT2¢ tigk ol& 3}
A

o
E

A‘i 1o

>"1 }ﬂl %
01.

o-“:c; s
o 1101'
°

o,

{

= £
o
o
o
o,
L
fu
a
O
Fl

ashel 2714 A U 4L Agstel SAMoR AAd. o=

J3t 4 &} Ag T3 2AEE HelrARTE e Z2gd Wl o) A= 3o
2 TAE kgsleEEe, TBZ 2 VBZE AMg3F X8 40191 zlol 2 =3tdvl. TBZ, VBZ ¥ R,R,R-DHTBZ: &
S8 Ao s AT ES FEEgTE. olF TBZ EE VBZO Fojo oF FAE AR £ A4 giALE
A2 (R,R,R-DHTBZ) 2] Foi7} R5F AJyizdd Eiow & (¥ A9dAes oA 0}4%—% BolHog frdhe=
R FYEZY HEo g AD) FETFES mX = VMAT240 A wé% Zhe As FRAANA Tk AR
Agel wep, ey ojWelle =N 24 oig =

He&E2s Z2ed o%% ARg-8ke], R,R,R-DHTBZ %
VBZ (Bt} A2 Jm)= TBZ9 FAM 9% Z2ed %

471 71AE add Al 29Ee] Foke] AAGHE A = Ak gAA A dFEH/AY 29
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CEEE

3]

o=z

L
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3

13
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w

Al

A el
R

pud

Tk

i Alg

BE
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o

TR 9ol
A 5o
{ng/mlfmg)

8

+F-3sd &

=1
=
T

.

3

o

A= & Al 9

rg Al A

H
=4

:l_L

1L

B. [+]-a-HTBZ

5e
o~
(&1

!

{ng/mLimg)

4F-3std &

3

=

$17} ol

CYP2D86 A AA

H
=4

:l_L

CYP2D6 9AA 5-A

L

gty

3

379

373 AAZHH I

1

o
el

977 |AZHE
2537] A=

CYP2D86 A A

CYP206 JAA 5A

Ioh. A,

pud

k)

[FF#&]. F2A

bs, ol
&l ofof

R84

o

91 891 [1QRIE bk 83 ol
[A25 MEF], 45 AR [A75 BLAF], 59 o
ol 1.5 x IQRZ Sk,
f12A whel ghe A dold ¥AER Exgdc

38% IAZHE
1067 A=

997 A= E
2597 A=

[ZF#&]. $1=A

= gAE=E

i =

AHE9 9 [1QRIE YeEHAT: 317 dA]
[A25 AL A], B oA [A75 A A5], 594 =
do] 1.5 x IQRZ Sod ).
F&7 519 L 78 Hojg ZJAER EXYHET
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