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severe or disabling tardive dyskinesia associated with
antipsychotic therapy be treated with a reversible inhibitor
of the vesicular monoamine transporter 2 (VMAT2).’

"HB06& (&) (*'+,") (&*+,&"&."%  [01"2)-3&#3#-$,"-)4&+$5)36
(& %$L-$-+"75("8)($ "(%&5"27S("8)($&-+$"-,$(-&" (Yo &2 SHHE
FT1H#-&4A2) ()4 "28+)"2H#& (&-$-+"T$("8)($9

MR&Y%)#H&F#N:F&';=' F*YREHH)*G&" (*)' %#)";G&" <=L;F&=;#0

40'D&&$&)="E!?'&%#.0'R-&1+&); #F'U=<I-:#%): I ==*:#%;*F'$)#1%; & IT;"&.;F&'(*)'%-& %) &#%+&F %" ('$#%; &F % ="V; %-'=|- #OD)) &% *FO'
IG#; . #H.& #%'$=<I-:#%)<*F.;F&0*)IK"*:K$"(K43044BIK#$$;0H**L=07B @3 @ 73121 @ LAPA20'#.0:274(>*'( >*2*%8$*20R234@A42642825@0" OUg:ME
TTTTTTT



"#$5%"$8 () ¥+ ,-./.0"12$3456 74$) %8

] +#.&612(

/ ° ‘. - SHH&612( 2=@:

\ s@( 123%

/0123

@*A>?,*

(
O

"HS%& (O /

&t 000 05 00 o > 18612

| $)$0%& )+

’#’_m&#

o
\J) © Yo o 1-&20.#-/(- ,
' v
+#.8612(
-($(./#-

W:&+#FF'W?'&%@ (>274'234@AB@XCBBC2T CME @
OUTFITTERS




8*3&9*#+5)* % &" &S+ +)# . *-#,.-*

H-28<H#HP: *-#: -*

-%".#"(/01231

* %770, %70
il o 24*+#56"7% 8&+#56'*7%
806852 O.$H5) S+ +067) TH" 7% 2%)"}#5) 5)"<#)56.$#5.:5=>5,<:6
-22519" #49%"6"($ W% Q.
1061 ($"%&/$*2(7 A?139B5,.6C7')."$ A?139B5'&65A?ID1ES, 6C7')."$
"\ % * [k L% n ye”
P g Tf&#fs I’i‘?‘%ggf&'}ﬁﬁﬂsﬁf ..(5&#65 M&.485I%(#"$#&$*)*N*)%5).5
<2 ($%&H (5*/8$+2(7 g (ekiadil 95>, = N'7-H&'K*&d "5'&%5+. (. 8H#E)$5.:5
V)" H& K*EHGESCH+*6'75."5 e (s

C&)"#)#6:*& 6HLCYHTY%5) #6564 ("HES* & '

- @) JHEHC)H)"-HE'K &t &."BN'T-H&'K*&Ht INH#E-T'+H5- I54" 8&*&<$5: "56H#("HES* &5

BECH*6'7%)%

Z*))&.. Z[?'&%'#.B(AY%,+(-'./$,#"2.02324A@2X9Y6W[23349N4ZFATI=]OP!0J*G OA'
1-F&;"&)'0?'8%'#.00%, +$#23#/0% >274(>*2 0'2324A43X9Y 6B 70D -*)#==H#F; 0?'&%OB(5(B*#%"KL."(-$#23 0'2323A'BB648BB10 CME@
OUTFITTERS



5#2&0.&'6//&)%."78'9:;*'<&=%&%0$>&,$7?-,&'S,# @PA>&,$?-,&
sswa

O.,&. T#&+# P

9"%5,.C)J

Q')*<C#
R™&"065)"+)5*&:#+)*.&
S&$.,&*

1&1%4)%

A.&$)*()*.&

A.&)C$*.&

T'7'&+#56*$."6#"$5U:'77$G5<*)56*$)C"-'&+#G5 P
6*KK*&#$$V5

0*$)C"-'&+#5*&5"))H#&)*.&
T7C""#65N*$*.&
R"*&"065"H)#&)*.&
O#6')*.&

= | *
P)TJ=]OP!0J*G LCME(Y)

U U U U U U U U T

U U T T



mailto:Drugs@FDA.gov

"#$5"$%&" (&)*("+,-#.$&*("/,011*2&23,*(,45#(6" %,

78,99:.&(/,:</"%,7=,99:, >&3$*"($.,7*$@,A!

B(-$(2/&5()#*)B&/1(2/0)@$31(<125)C)DEF)
@G=H)G6.-#<(6(2/)*-#6)1&0("12(

93825()12)@G=H)A8)@5()I-#:.

Mean (+SE) change 3/C - 18C
from baseline Age <55 years Age =55 years | ALSM (95% Cl)
Week 54° -5.0 (0.47) —4.7 (0.34) 0.9 (0.02, 1.82) 1/C
- 0 Week 106° -6.0 (0.54) -5.1(0.41) 1.5 (0.49, 2.50)
o g -1 Week 145¢ -6.7 (0.62) -6.5 (0.47) 0.9 (-0.26, 1.97) 8/C
Y (T n
o & 2 B/IC -
c 0
£ 7
2 Z: _4 - 9/C
Lu —
tﬁ g =b 5/C
@ —6-
S o S| oo wss R e
= ¢ 7| e-age wggraes)
-8 | I I I | | | | | | | o/C
0 15 28 41 54 67 80 93 106 119 132 145
/IC A
Study week E**F'B9 E**F'0/8 E**F'09B
Age, n

B GH*I'BB'<*'#A mGH*J'BB'<*'#A

I'BB'<*"#A 119 112 101 93 87 77 71 69 66 63 58 55
JBB'<*'#A 218 193 186 174 162 149 145 139 126 120 111 105

IN 'STHF*)+#£. " FG* TE%#H)< *G&+&F %' I#.&A' /'S .&#=% 8-aT#)&="+&#F";((&)&FI&A',b'S'=%#F"#)"&))*)
HCHY*G; 12 8% 1@ (93 (FD*2,#"2-"./$,#"2.  02322A53X5Y65BB40 OU%MTERES



"#$"$%&" (&)*("+,A%"&$B"($,-#22"..,C"& #%"/,'3,

DEFD,&(/,>EFD

3/IC

IC

1" +#8&)'<#5.:5()*#&)$

0/C

IC

1/C A

8/C 1

B/IC 1

9/IC A

5/C -

91G9);-(&/6(2/)H:$$(00)
J<(-);16()A8)@5()I-#:.

18C 88C -

1/C

' +H#&)'<H#5.:5(')*H#&)$

B8C

E**F'B9 E*F'0/8 E*F'09B
B GH*I'BB'<*'#A mGH*J'BB'<*'#A

8BC H
89C -
85C -
8.C A
80C -
8/C A
BDC -
B3C -
B1C -

BIGO):-(&/6(2/)H:$$(00)
J<(-);16()A8)@5()I-#:.

8BC

INEN 75234 [l 5198

E**F'B9 E*F'0/8 E**F'09B
EGH*I'BB'<*'#A mGH*J'BB'<*'#A

K#:25(-)&2')#" (-).&/1(2/0)&"04) (6#20/-&/()16.-#<()L:&"1/8)#*)" 1*()*-#6)A&O("12()/#) 7((%)MEN)#*)/-(&/6(2/0).&-/1$:"&-"8) 12 /( -60)#*)0/156&0)(6#/1#2&"
&120)&$/1<1/8)#*)'&1"8)"1<1250)&2')0#$1&") #6&120)&0)6(&0:-(')A8)/3()6I&PANS(-< 1$&+80/#218&)P:(0/1#22&1(

ZENZ'S'Z.F;1#. EXH#. M $)&==*F"*('Z-#FI&A'UENZ'S'U#%;&F%'E *H#.""+$) &==;*F*('Z-#FJ&
R)&#%+&F%'=TII&=="V#="&(;F&"#="dG&)<'+TI-';+$)*G&"e™*)'d+TI-;+$)*G&"e"*F'%-&' ZEN"ZKUE"Z0

HCHY*G;I'/?'&%#@ (93 (90*2,#"2-"./1$,#"2.  02322A53X5Y658BB40



<()=&*(>3*&#?5*6 Q&Y@#ATT3+(+1#3*#!"

I"#$ 08 ()*+,-($./0%-(12(34-45(+,6(/-*

700

7*0.% 5+8*(/9(7+54* 5-(:45;(I"#$

0&'(-./0*(19(<(

=> 10?7+ @A(,/5(+5(+@ @ (4@ @BC(/0(D(=>1/06*0

*0&+,1%-.1, /01$234%5

+,"-/(&0&1%"21 1 o
*9%&+,1%-.!, /01$234%5 LL u :ngf:zf: 28;%213;12"220/5
u +,190-.1,
3,"4858(81%"211 8- *96&+,1%-.1, 601$234%5 o 50 0&+,1% 0
A %008 +,1%-.!, 603/01$234%5 S Sttt
N
$,"6'(7&81%"211 + == =it:>
o
N7 80 97:8
mn 1 n o)
9,"6:8&(/&1%"21 ™M
i HT# #T:> 47
N~ s
;,'62181%"24 — A (o) 0 859 87:: #$:$ <> B #%:$
L :
N
__H
<,"=(8&(12>&"2%1 ® f
& .
2 @:(01A | o %0 i
@:/lll/Illllllzll %
an] 9:>
T T T T 0 $:$
8(&2)"12 922%< 922<= 9227 9227=@ 8(82)"12  922:%;< 922%<=  922:%>7 922:%=@
#5%&'()*+,%-. 89 8< ?8 <7 <? HB%&'()*+,%-. 2(89 <9(8< <<(?8 >(<7 9(<?
/0*1%23456 8:;%2<:<5 ?:9%2%:;5 ?:=%2<:?5 ?:>%2$:;5 ?2:=%2$:75 7$%8()*+,%-6 2<(<<= 9=(<<9 9=(;= HH(=T 2(8:
7$%&'()*+,%-6 <<= <<9 = =7 8; TH(HS%E' ()*+,%-6 $(7 8(7 #(= ?(9 209
/0*1%23456 8:;%2<:85 ?:=%2<:$5 ?:8%2<:$5 ?:#%2<:<5 ?:?7%2<:<5
TSHSUE' ()*+,%- 7 7 = 9 9
/0%1%23456 #:8%2%:>5 ?2:7%2<:$5 ?2:8%2<:$5 8:$%2<:$5 8:$%2<:$5

ZEN, RP'S'Z.;F;I#.'EXH#.M$)&==*F*(,&G&); % &H#)";G&'P<=L;F&=;#
LR'&F+#<&) f8U?'&%'#.0'ZWH&I1%)02324A29X1Y65HC50



(%83'&#"1293*&23(#3*#3$21+43(/Y%1#3%(+/3+8&

OC<<H#$)H651I%$*+75'&65[-.")."%51$SHES,#8)$5:."5') #&) $54%)J50+I*K. (I HE&*'\
1SSHES, #&)S5"HT)#65).5.) JH S (H+**+5S*6H5H: #+)$5.:5)"#),#&)5

1&)F($%+I)W | X AT*&*+T75'$$#$$,#8)5.:.5'H)I*$*'G56%$).8 X AT*&*+T5'$$#$$,#&)5.:5'H)I*$* G56%3).&* (35

"&BCHHES, N##&)5|  ("H*&$.&*$,G5'&65.)I#°5-&.%,'75 ("H*&$.8*$,G5'&65.)I#"5'-&.",' 75
6*$."64#"$ *&N.7C&)"%5, . N# #8)$G5*8+7C6*&<5)"6FN#EN.7C&)"%5, N#,#8&)$G5*&+7C6*&<5)"6*Ni#!
6%$H*&#$*'5 6%$H*&#$* G5')5# +I5N*$*)

X 1$$#$$,#8)54%)J5'5$)"'C+)C"#65*8$)"C H&)K 1$$H#$S,#8)54%)]5'5$)"'C+)C"#65*8$)"C #8)5
U#Y<YG51S00G59SOAROV5*5$C+J5,.N  U#Y<YG51S00G59SOAROV5)5'5,*&*,C,5.:5
5 ("HEHE,) #N#"%5B5,.8)J$5*&5()*#8)$5)5J*<I5"*$H5| 5

)"6*N#56%SH*&H#$' 5'&65") 5 7#'$)5H#N#"%5ZB5

.&)J$5*85.)IH#"5(')#8&)$G5'$54#775'$G5*:5'5

&HAG &$H)5. "SHI'+#"-')* &5 :5("H#HI*$)*&<5

N# #&)$5*$564#)#+)#65)5'&Y5N*$*)

X R$#5..5)#7#I#'7)J

KL;IM:'N'K<AF>&*AS"LO*&+>P>2"+>06& < A+*Q7'1%&O*&A*O MAHH; 2" *
R**=+#A'SG)*+" -' 01"I"()*+%,-.) -'././20114D67383:31.- CME
OUTFITTERS



"#$%& ()*+,%-'+%" (Y- (. [#0102*(3#"45%4'+

I"HEYHE' ()F+H)* -* -[%-08-1* 2*3#&'-)&4*302+5'H&.'0&*(*(&5-. *5-#$&5*+#.-*3.(6-00' ()#]

7($-*(6*8-$-5-#$&5

S#&'-)&O*(6&-)*#.-*0--9"):*9)(:$-1:-4%1'#:)(0'0*#) 1 <(.*&.-#&=-)&

802+5'#8.'08.0<(&5-.*5-#$&5*+#.-*3.(6-00' (JHE*=H2*
| "HEHURS &) (*(+,8-(+.) (|8 Yo&*Vtt+*0)*
| LH&IHHD().&+ H%) HHE Yot ++OH)* & 3* (') &S VY &* A (Y& 3+ (#)*]
| BEHEM&,+728& S&YHIB)HEY &() (*(+,&+ . H)* & Y%&0+)+ HOH)*&I*%+*#.8
| 9'06&0+)+.#0#)*&'$&3HY0/(/*#)*&0'":#OH)*&-('Yo-#%

IUP'ST"GH#FI&"U#)L;F=*Fg='P;=8&#=& OU%MTERES



$8.9625*()3>3*6#B (% &#75%#!"

HT')(<H&+)-&-(+.) #&=5

"#$%&'( 5'760#)*&/#:#%(*8
N *H$** 5(/76//&* Yott+*0#)*&'3* (') &> (*4&3+*(#)*/&+)-& T +%#. (:#%/

2-#)*($883+*(H)H&> 4 &T+)& @H#&/+$#,8A

X 2 (#"#65.::5)"#),#8&)5*:5'7)#"& ) *NHE) JH" (*#$5 " #5' N'* 7'- T#
X 04*)+J#65).5'&.)I#"50]1

X HBC+H#656.$'<#

HY$'V0&Y0H. 6, +%08+)-&/IHT ($(7&+1/#1/0H)*I 85 Yo&H+Y, 8&*+Yo-(:#&-8/2 () H#](+

S DI OUR VLA 2)-(:(-6+,(<#&6/#8'$SEBCD=E&()4(@(* %/

R#)=<P?'&%'# B+ E(A%, +(6*72MR344A43369FWA0AZH)*(( ,W0'6*7201"./$,#"2(>,'(82*#" 02347A4C6BEET 10’ ou%MTEREs@



#22".. G"H#%".,.$@",|@5<", A"&B+ FI"($*13%(6,&(,

J"%25 B*(6,K&%%*"%.
B%*6&%01<&%"1

/  BCO7*/*&(

D#% 77

4 ’ <,*(*/&,18"'&6E1
M

DBF1B4F1BC&%0!

\ ‘ B70/C*&$%*7$7




="-1$5%."-%

. 314)*404#"% %" 54-6& 7$&'(1.4886%0'&'(540',48"(&'()011.4,)*091)':4
0,/86*&A&--&#(4"-4,"80%)'&491"#;)":4%& J#0()"*4<0'()8* #="()#*54
06&("#1"860%),8>

. 2@A3B4)'=)9)("6*40684(="$:=(4("4,&#680*&4314* %8 ("%*49.4
&818&()":4,"80%)'&4)'486&*.'08(J#4' &$6"*

. @")("6480()&'(*40(B)*;4-"6431540',4%0'0:843!140*47$)#;1.40*4
8"+*)91840-(&64)(4088806*

. DIA @©886"/&,4?@A3B4)'=)9)("6*4-"648&6*)*(&'(431406&E4

F D8VF8F?5A845UG48
F W5<A845UG48

OUEIMERES



C.-DHE5()2

S=$4)*)AMS"#1+"72SL&-") ("72SLR$2$5"(-LT),$23

| (#)%$+&-<P&="-<".$(SH)H&*&>?&" (Y& <$&+'2$& *&-<$& @ ? A
"==+'5$%&BCA>D&)(<)7)-'+#8&%$1-$-+"7$("8)($&" (%&
5"27%("8)($&)(&+$%14)(.&-<$&71+%P(&*&>7&"(%&),=+'5)(.&
E'F

| G'1-)($23&,'()-'"+&"- [+)#H&="-)$(-#&I-<'#$&-"H)(.&¥) HFo&

#BA' (% | B($+"-)'(&"(-)=#34<"-)AHI& ' +&>2&" (Yo &$**$4-) 5B (S
*&-+$"-, $(-&)(&-<#$&%)".(#$%&6)-<&>7

| K(%)5)%1"2)8%$&-<$&,"(".$,$(-&*&>?&1#)(.&BCA>D&
)(S)7)-+#

CME(D)
OUTFITTERS



KKK
BN
162999.9.94
19:9,9.9.0.9.9,
P696909:9:9,94
[RIRE]
1909:9.9.9.0.9,
XXX XX

"#$5%&'()"*+(,($- .N)"(0&1)+(&-2&3,4+25(&
-6(&788*+)-(9&:)+;<&=(-(8-#2%$&2>&?=



CME (T}
OUTFITTERS

!II#II$%$&I%

#,3/<+,&-%'.$%&) =;>)

"#HS$ " #%& " (H#% ) +$#+'(),-&*$.&"$
1#)0,/$()"#$1"8.2-+#"%3$)*+$1),-#* %

" HSU&E)* +,-" [ +0B(),* &1+-0,#$2)!/3"0/) 4-5&



('&>*1*.2*&=)*2.+

-$4)#),+)*BSCIBCHh) -, (6BU*(5,0% ™ #(,+,(EL*
&"4(#,&" " (0*<40(#$<&) )*(5)*&$0(.)O(* " *'-*
)_I_ w |:4 w (’$II*$IIF’II)G*

H W #,&" " (0*@ /)" /)X (S -S@" TS " -+ " —*&, " (
(5) U647 O, <<) -, " (VFE*4&S  #S<&F) ([ $'"



