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$ONHUPHV� ,QF� KDV VXEPLWWHG DQ RULJLQDO 1HZ 'UXJ $SSOLFDWLRQ �1'$� IRU $5,67$'$ ,1,7,2 
�DULSLSUD]ROH ODXUR[LO� H[WHQGHG�UHOHDVH LQMHFWDEOH QDQR�VXVSHQVLRQ �$/�1&'�� $5,67$'$ 
,1,7,2 ZLOO EH SURYLGHG LQ D VLQJOH GRVH VWUHQJWK RI ��� PJ IRU DGPLQLVWUDWLRQ DV D VWDUWLQJ GRVH 
WR  LQLWLDWH  $5,67$'$  WUHDWPHQW  IRU  VFKL]RSKUHQLD  RU  WR  UH�LQLWLDWH $5,67$'$ WUHDWPHQW 
IROORZLQJ D PLVVHG GRVH RI $5,67$'$� 

$5,67$'$ �DULSLSUD]ROH ODXUR[LO� LV DQ LQMHFWDEOH H[WHQGHG�UHOHDVH DW\SLFDO DQWLSV\FKRWLF 
GHYHORSHG E\ $ONHUPHV IRU WKH WUHDWPHQW RI VFKL]RSKUHQLD DQG ZDV DSSURYHG E\ )'$ RQ 
���������� $5,67$'$ ,1,7,2 �1'$ ������� LV D QHZ IRUPXODWLRQ RI DULSLSUD]ROH ODXUR[LO� D 
QDQR�VXVSHQVLRQ �$/�1&'�� JLYHQ DV DQ LQWUD�PXVFXODU LQMHFWLRQ� $5,67$'$ ,1,7,2 DQG 
$5,67$'$ SUHGRPLQDQWO\ GLIIHU LQ WKH SDUWLFOH VL]H RI DULSLSUD]ROH ODXUR[LO� WKH IRUPHU LQ WKH 
QDQRPHWHU UDQJH DQG WKH ODWWHU LQ WKH PLFURPHWHU UDQJH� 7KH UHGXFHG SDUWLFOH VL]H RI $5,67$'$ 
,1,7,2 UHVXOWV LQ IDVWHU DEVRUSWLRQ DQG DQ HDUOLHU DSSHDUDQFH RI FLUFXODWLQJ DULSLSUD]ROH 
FRPSDUHG WR $5,67$'$� 7KXV� $5,67$'$ ,1,7,2 PD\ REYLDWH WKH QHHG IRU VXSSOHPHQWDO 
RUDO GRVLQJ RI DULSLSUD]ROH IRU �� GD\V� 

%RWK RUDO DULSLSUD]ROH DQG $5,67$'$ VHUYH DV WKH /LVWHG 'UXJV �/'� IRU WKLV 1'$� 7KH 1'$ 
VXEPLVVLRQ LV VXSSRUWHG E\ � FOLQLFDO SKDUPDFRORJ\ VWXGLHV OLVWHG EHORZ� 1R DGGLWLRQDO FOLQLFDO 
HIILFDF\ VDIHW\ VWXGLHV ZHUH FRQGXFWHG� 

x $/.�����%���� 6LQJOH DVFHQGLQJ GRVH VDIHW\� WROHUDELOLW\� 3. VWXG\ ZLWK GLIIHUHQW 
IRUPXODWLRQV RI DULSLSUD]ROH ODXUR[LO QDQR�VXVSHQVLRQ �$/�1&'� 
x $/.�����%���� 3. EULGJLQJ VWXG\ WR GHPRQVWUDWH WKH DGHTXDF\ RI $5,67$'$ ,1,7,2 
LQ REYLDWLQJ WKH QHHG IRU VXSSOHPHQWDO RUDO GRVLQJ IRU DULSLSUD]ROH IRU �� GD\V 
x $/.�����%���� 6LQJOH GRVH VDIHW\� WROHUDELOLW\� 3. VWXG\ RI $5,67$'$ ,1,7,2 LQ 
JOXWHDO YV� GHOWRLG PXVFOH 

6WXG\ $/.�����%��� SURYLGHV WKH SLYRWDO 3. EULGJLQJ GDWD WR GHPRQVWUDWH WKH DGHTXDF\ RI 
$5,67$'$ ,1,7,2 LQ REYLDWLQJ WKH QHHG IRU VXSSOHPHQWDO RUDO GRVLQJ RI DULSLSUD]ROH IRU �� 
GD\V SHU WKH FXUUHQW DSSURYHG GRVLQJ UHJLPHQ ZLWK $5,67$'$� ,W ZDV D UDQGRPL]HG� GRXEOH 
EOLQG� 3. VWXG\ ZKLFK FRPSDUHG WKH DULSLSUD]ROH H[SRVXUH ZKHQ $5,67$'$ ZDV LQLWLDWHG ZLWK 
$5,67$'$ ,1,7,2 DQG D VLQJOH �� PJ GRVH RI RUDO DULSLSUD]ROH YV� WKH FXUUHQWO\ DSSURYHG 
UHJLPHQ RI $5,67$'$ ZLWK �� GD\V RI RUDO DULSLSUD]ROH� 

2XU ILQGLQJV DUH VXPPDUL]HG EHORZ� 

x $W WKH SRSXODWLRQ OHYHO� WKH SURSRVHG GRVLQJ UHJLPHQ RI LQLWLDWLQJ $5,67$'$ ZLWK ��� 
PJ RI $5,67$'$ ,1,7,2 DQG D VLQJOH RUDO GRVH RI �� PJ RI DULSLSUD]ROH LV DQWLFLSDWHG WR 
SURGXFH FOLQLFDO UHVSRQVH �L�H�� HIIHFWLYHQHVV� VLPLODU WR WKDW REWDLQHG IURP WKH FXUUHQWO\ 
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DSSURYHG UHJLPHQ RI $5,67$'$ ZLWK �� GD\V RI RUDO DULSLSUD]ROH� $ULSLSUD]ROH H[SRVXUHV �L�H�� 
ERWK &PD[ DQG $8&���� GD\V� ZHUH FRPSDUDEOH EHWZHHQ WKH SURSRVHG LQLWLDWLRQ UHJLPHQ ZLWK 
$5,67$'$ ,1,7,2 DQG WKH FXUUHQWO\ DSSURYHG LQLWLDWLRQ UHJLPHQ� 

x 7KH SURSRVHG GRVDJH LQLWLDWLRQ ZLWK $5,67$'$ ,17,2 LV DGHTXDWH IRU VXEVWLWXWLQJ IRU 
DOO DSSURYHG GRVH OHYHOV RI $5,67$'$� 

x 7KH XVH RI $5,67$'$ ,1,7,2 LV DFFHSWDEOH IRU PLVVHG $5,67$'$ GRVHV� 

x $GHTXDWH 3. EULGJLQJ ZDV HVWDEOLVKHG EHWZHHQ $5,67$'$ ,1,7,2 DQG WKH OLVWHG GUXJV 
�L�H�� RUDO DULSLSUD]ROH DQG $5,67$'$� 

x $5,67$'$ ,1,7,2 LV QRW UHFRPPHQGHG IRU XVH LQ SDWLHQWV ZKR DUH NQRZQ &<3�'� 
SRRU PHWDEROL]HUV RU DUH WDNLQJ &<3 PRGXODWRUV �VWURQJ LQKLELWRUV  RI  &<3�$�  RU  &<3�'�  RU  
LQGXFHU RI &<3�$��� 

x $5,67$'$ ,1,7,2 FDQ EH GRVHG WR HLWKHU JOXWHDO RU GHOWRLG PXVFOH� 

x :KHQ LQLWLDWLQJ WKHUDS\� WKH �VW $5,67$'$ LQMHFWLRQ PD\ EH DGPLQLVWHUHG RQ WKH VDPH 
GD\ DV $5,67$'$ ,1,7,2 RU XS WR �� GD\V WKHUHDIWHU� 

x $5,67$'$ ,1,7,2 DQG $5,67$'$ KDYH XQLTXH DQG GLIIHULQJ SKDUPDFRNLQHWLF 
SURILOHV DQG WKXV VKRXOG QRW EH XVHG LQWHUFKDQJHDEO\� 

x 1R HYLGHQFH RI GRVH GXPSLQJ ZDV REVHUYHG LQ SKDUPDFRNLQHWLF GDWD FROOHFWHG IURP 
DURXQG ��� LQGLYLGXDO VXEMHFWV DFURVV � GLIIHUHQW FOLQLFDO WULDOV� 

��� 5HFRPPHQGDWLRQ 
7KH 2IILFH RI &OLQLFDO 3KDUPDFRORJ\ KDV GHWHUPLQHG WKDW WKHUH LV VXIILFLHQW FOLQLFDO 
SKDUPDFRORJ\ LQIRUPDWLRQ SURYLGHG LQ WKH 1'$ SDFNDJH WR VXSSRUW D UHFRPPHQGDWLRQ RI 
DSSURYDO RI $5,67$'$ ,1,7,2� 7KH DFFHSWDELOLW\ RI VSHFLILF GUXJ LQIRUPDWLRQ LV SURYLGHG 
EHORZ� 

'HFLVLRQ $FFHSWDEOH WR 2&3 &RPPHQW 

2YHUDOO <HV 3HQGLQJ ODEHOLQJ DJUHHPHQW ZLWK WKH 
DSSOLFDQW 

(YLGHQFH RI <HV %DVHG RQ 3.�EULGJLQJ 
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HIIHFWLYHQHVV DQG 
VDIHW\ 

3URSRVHG GRVH IRU 
DGXOW SDWLHQWV 

<HV %DVHG RQ 3.�EULGJLQJ 

/DEHOLQJ &KDQJHV VXJJHVWHG 3HQGLQJ VDWLVIDFWRU\ DJUHHPHQW ZLWK WKH 
DSSOLFDQW 

��� /DEHOLQJ 5HFRPPHQGDWLRQV 
7KH ILQDO ODEHOLQJ ODQJXDJH LV VXEMHFW WR FKDQJH SHQGLQJ VDWLVIDFWRU\ DJUHHPHQW ZLWK WKH 
DSSOLFDQW� 

��� 3KDVH ,9 �305�30&� 5HTXLUHPHQWV�&RPPLWPHQWV 
1R 3KDVH ,9 VWXGLHV DUH UHFRPPHQGHG� 

Clarification: 

The product is interchangeably referenced in different parts of the review as- ARISTADA 
INITIO, INITIO, extended-release injectable nano-suspension, NCD, and AL-NCD. 

In earlier submission, the sponsor indicated ARISTADA INITIO as  (b) (4)

However, they later revised it to a final strength of 675 mg. The agency agrees. Therefore, 
ARISTADA INITIO is (b) (4) 675 mg throughout the review. 
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�	 48(67,21 %$6(' 5(9,(: 

��� ,V WKH SURSRVHG GRVDJH LQLWLDWLRQ ZLWK D VLQJOH LQWUDPXVFXODU GRVH RI ��� PJ RI 
$5,67$'$ ,1,7,2 DQG D VLQJOH GRVH RI �� PJ RUDO DULSLSUD]ROH DQG $5,67$'$ 
OLNHO\ WR EH VLPLODU LQ HIILFDF\ DQG VDIHW\ WR WKH DSSURYHG GRVDJH LQLWLDWLRQ ZLWK 
$5,67$'$ DQG �� GD\V RI RUDO DULSLSUD]ROH" ,V D VLQJOH VWUHQJWK RI ��� PJ RI 
$5,67$'$ ,1,7,2 DGHTXDWH IRU DOO GRVH OHYHOV RI $5,67$'$ DQG RUDO 
DULSLSUD]ROH" 

<HV� 7KH SURSRVHG GRVDJH LQLWLDWLRQ RI $5,67$'$ ZLWK D VLQJOH LQWUDPXVFXODU GRVH RI ��� PJ 
RI $5,67$'$ ,17,2 DQG D VLQJOH GRVH RI �� PJ RUDO DULSLSUD]ROH LV OLNHO\ WR SURGXFH VLPLODU 
HIILFDF\ DQG VDIHW\ SURILOHV WR WKH DSSURYHG GRVDJH LQLWLDWLRQ ZLWK $5,67$'$ DQG �� GD\V RI 
RUDO DULSLSUD]ROH� $ULSLSUD]ROH FRQFHQWUDWLRQV ZLWK $5,67$'$ ,1,7,2 UHJLPHQ ZHUH JHQHUDOO\ 
VLPLODU ZLWK WKH H[SRVXUHV REWDLQHG IROORZLQJ WKH DSSURYHG GRVDJH LQLWLDWLRQ �$5,67$'$ SOXV 
�� GD\V RI RUDO DULSLSUD]ROH� IRU WKH HQWLUH GXUDWLRQ RI WKH ILUVW PRQWK� 

6WXG\ $/.�����%��� SURYLGHG WKH SLYRWDO 3. EULGJLQJ GDWD WR GHPRQVWUDWH WKH DGHTXDF\ RI 
$5,67$'$ ,1,7,2 LQ REYLDWLQJ WKH QHHG IRU VXSSOHPHQWDO RUDO GRVLQJ RI DULSLSUD]ROH IRU �� 
GD\V ZLWK $5,67$'$ �VKRZQ LQ )LJXUH � EHORZ�� ,W ZDV D UDQGRPL]HG� GRXEOH EOLQG� 3. VWXG\ 
ZKLFK FRPSDUHG WKH DULSLSUD]ROH H[SRVXUH IROORZLQJ LQLWLDWLRQ RI $5,67$'$ ZLWK D VLQJOH 
LQWUDPXVFXODU LQMHFWLRQ RI $5,67$'$ ,1,7,2 DQG D VLQJOH GRVH RI �� PJ RUDO DULSLSUD]ROH YV� 
WKH FXUUHQWO\ DSSURYHG UHJLPHQ RI $5,67$'$ ZLWK �� GD\V RI RUDO DULSLSUD]ROH� 7KH IROORZLQJ 
GRVLQJ UHJLPHQV ZHUH XVHG LQ WKH 3. EULGJLQJ VWXG\� 

Ͳ	 $5,67$'$ ,1,7,2 DUPV $5,67$'$ ,17,2 DW ��� PJ� VLQJOH RUDO DULSLSUD]ROH GRVH 
RI �� PJ DQG HLWKHU ��� PJ RU ��� PJ RI $5,67$'$� 

Ͳ	 $SSURYHG GRVDJH DUPV �� GD\V RI RUDO DULSLSUD]ROH DW �� PJ�GD\ DQG HLWKHU ��� PJ RU 
��� PJ RI $5,67$'$� 

7KH VWXG\ GHPRQVWUDWHG WKDW LQLWLDWLRQ UHJLPHQ ZLWK $5,67$'$ ,1,7,2 UHVXOWHG LQ 
DFKLHYHPHQW RI DULSLSUD]ROH FRQFHQWUDWLRQV WKDW �D� ZHUH VLPLODU WR WKH FRQFHQWUDWLRQV DFKLHYHG 
ZLWK WKH DSSURYHG UHJLPHQ RI $5,67$'$ SOXV �� GD\V RI RUDO UHJLPHQ DQG �E� ZHUH ZLWKLQ WKH 
UDQJH RI DULSLSUD]ROH FRQFHQWUDWLRQV ���� ± ��� QJ�PO� WKDW ZHUH FRQVLGHUHG WROHUDEOH DQG 
HIIHFWLYH� REWDLQHG IURP WKH DSSURYHG RUDO DULSLSUD]ROH GRVH UDQJH RI �� PJ�GD\ XS WR �� PJ�GD\ 
�2&3 UHYLHZ�1'$ ������������������ 7KH PHDQ SODVPD DULSLSUD]ROH FRQFHQWUDWLRQV RYHU WLPH 
RYHUODSSHG DFURVV HDFK RI WKH LQLWLDWLRQ UHJLPHQV WKURXJK 'D\ �� �WKH ODVW GD\ RI DGPLQLVWUDWLRQ 
RI RUDO DULSLSUD]ROH LQ WKH RUDO LQLWLDWLRQ UHJLPHQ�� $IWHU 'D\ ��� SODVPD DULSLSUD]ROH 
FRQFHQWUDWLRQV SHUVLVWHG LQ HDFK $5,67$'$ ,1,7,2 LQLWLDWLRQ UHJLPHQ JURXS� ZKHUHDV SODVPD 

ϲ 
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DULSLSUD]ROH FRQFHQWUDWLRQV EHJDQ WR GHFOLQH LQ HDFK RUDO LQLWLDWLRQ UHJLPHQ JURXS� 0HDQ 
DULSLSUD]ROH FRQFHQWUDWLRQV LQ WKH LQLWLDWLRQ UHJLPHQ ZLWK $5,67$'$ ,1,7,2 EHJDQ WR GHFOLQH 
DIWHU 'D\ ��� DW DQ DSSDUHQWO\ OHVV UDSLG UDWH DV FRPSDUHG WR WKH GHFOLQH IROORZLQJ WKH HQG RI WKH 
RUDO LQLWLDWLRQ UHJLPHQ �)LJXUH ��� 7KH $5,67$'$ ,1,7,2 LQLWLDWLRQ UHJLPHQ FRXOG DFKLHYH 
DULSLSUD]ROH FRQFHQWUDWLRQV WKDW ZHUH WROHUDEOH DQG HIIHFWLYH �L�H�� !��� QJ�P/� WKH PHDQ VWHDG\ 
VWDWH &PLQ RI DULSLSUD]ROH IROORZLQJ DGPLQLVWUDWLRQ ZLWK WKH ORZHVW DSSURYHG �� PJ $%,/,)< 
RQFH�GDLO\ WDEOHWV²EDVHG RQ 2&3 UHYLHZ�1'$ ����������������� ZLWKLQ � GD\V DIWHU WUHDWPHQW 
LQLWLDWLRQ� $GGLWLRQDOO\� LW FDQ DOVR EH QRWHG WKDW D ODUJHU SURSRUWLRQ RI VXEMHFWV LQ HDFK 
$5,67$'$ ,1,7,2 LQLWLDWLRQ UHJLPHQ JURXS KDG SODVPD FRQFHQWUDWLRQV !��� QJ�P/ DV 
FRPSDUHG WR HDFK FRUUHVSRQGLQJ RUDO LQLWLDWLRQ UHJLPHQ JURXS E\ 'D\ �� DV ZHOO DV DW WKH HQG RQ 
'D\ ��� 7KLV VXJJHVWV WKDW WKH LQLWLDWLRQ UHJLPHQ ZLWK $5,67$'$ ,1,7,2  PHHWV  WKH  LQWHQGHG  
H[SRVXUH UDQJH VLPLODU WR WKDW RI WKH DSSURYHG LQLWLDWLRQ UHJLPHQ ZLWK $5,67$'$ DQG �� GD\V 
RI RUDO GRVLQJ� 

$GGLWLRQDOO\� WKH LQLWLDWLRQ UHJLPHQ ZLWK $5,67$'$ ,1,7,2 ZDV ZHOO WROHUDWHG ZLWK D VDIHW\ 
SURILOH FRQVLVWHQW ZLWK WKH NQRZQ VDIHW\ SURILOH RI WKH GRVDJH LQLWLDWLRQ ZLWK $5,67$'$ SOXV �� 
GD\V RI RUDO DULSLSUD]ROH� 

ϳ
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)LJXUH �� 0HDQ �6WDQGDUG 'HYLDWLRQ� 3ORW RI $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH IRU
 
WKH GLIIHUHQW 7UHDWPHQW *URXSV �$5,67$'$ ,1,7,2 UHJLPHQ YV� DSSURYHG $5,67$'$
 

UHJLPHQ�
 

Source: Clinical study report ALK9072-B102 – Figure 3 on Page 55 

ϴ 

Reference ID: 4279031 



,Q DGGLWLRQ WR WKH REVHUYHG FOLQLFDO GDWD IURP 6WXG\ $/.�����%���� DGGLWLRQDO VLPXODWLRQV ZHUH 
SHUIRUPHG WR GHPRQVWUDWH WKH DGHTXDF\ RI WKH SURSRVHG GRVDJH LQLWLDWLRQ ZLWK ��� PJ 
$5,67$'$ ,17,2 IRU SDWLHQWV WUDQVLWLRQLQJ IURP ORZHVW DSSURYHG RUDO $%,/,)< GRVH RI �� 
PJ�GD\ DOO WKH ZD\ XS WR WKH KLJKHVW DSSURYHG RUDO $%,/,)< GRVH RI �� PJ�GD\ �VHH GHWDLOHG 
SORWV IRU DOO WKH UHOHYDQW GRVH OHYHOV LQ WKH $SSHQGL[� VHFWLRQ ����� %DVHG RQ WKH VLPLODU 
DULSLSUD]ROH H[SRVXUHV EHWZHHQ WKH GLIIHUHQW DUPV �L�H�� $5,67$'$ ,1,7,2 DW ��� PJ YV� �� 
GD\V RI RUDO DULSLSUD]ROH DW �� PJ�GD\�� 6WXG\ $/.�����%��� FOHDUO\ GHPRQVWUDWHV WKDW WKH 
$5,67$'$ ,1,7,2 UHJLPHQ LV DGHTXDWH IRU WKH ORZHU GRVH OHYHOV RI $%,/,)<� �� PJ�GD\� 7KH 
DGHTXDF\ RI WKH ��� PJ $5,67$'$ ,17,2 IRU WKH KLJKHU RUDO GDLO\ GRVHV  RI  ��  PJ�GD\  ZDV  
DOVR DVVHVVHG� )LJXUH � EHORZ VKRZV WKH FRPSDULVRQ RI DULSLSUD]ROH FRQFHQWUDWLRQV DFKLHYHG YLD 
$5,67$'$ ,1,7,2 UHJLPHQ YV� DSSURYHG $5,67$'$ UHJLPHQ IRU SDWLHQWV VZLWFKLQJ IURP WKH 
KLJKHVW DSSURYHG RUDO $%,/,)< GRVH RI �� PJ�GD\� 

7KH VLPXODWLRQ ZDV IRU SDWLHQWV RQ VWDEOH GRVHV RI �� PJ�GD\ RI RUDO DULSLSUD]ROH ZKR XQGHUJR 
WKH WZR VZLWFKLQJ VWUDWHJLHV �D� SDWLHQW JHWV ,0 $5,67$'$ ��� PJ � FRQWLQXHV WR JHW �� 
PJ�GD\ RI RUDO DULSLSUD]ROH IRU �� GD\V >DOUHDG\ DSSURYHG UHJLPHQ@  RU  �E�  SDWLHQW  JHWV  ,0  
$5,67$'$ ��� PJ � �� PJ RUDO DULSLSUD]ROH � ��� PJ ARISTADA INITIO >SURSRVHG GRVLQJ 
UHFRPPHQGDWLRQ@� 6WHDG\ VWDWH GRVLQJ ZDV VLPXODWHG ZLWK �� PJ�GD\ RUDO DULSLSUD]ROH IRU �� 
ZHHNV EHIRUH VLPXODWLQJ WKH � VZLWFKLQJ VWUDWHJLHV� 7KHVH UHJLPHQV DUH VKRZQ LQ )LJXUH � EHORZ� 
$V H[SHFWHG� VLQFH WKH $5,67$'$ UHJLPHQ FRQWLQXHV ZLWK �� GD\V RI RUDO GRVH RI �� PJ�GD\� 
LWV H[SRVXUH LV KLJKHU WKDQ WKH H[SRVXUHV ZLWK $5,67$'$ ,1,7,2 UHJLPHQ IRU WKH � ZHHNV 
LPPHGLDWHO\ DIWHU WKH VZLWFK �ZHHN ����� EHORZ�� +RZHYHU� EH\RQG WKH �UG ZHHN �ZHHN �� 
RQZDUGV�� WKH H[SRVXUHV IDOO UDSLGO\ IRU WKH $5,67$'$ UHJLPHQ �VLQFH RUDO GRVH LV FOHDUHG 
UDSLGO\ DQG WKH H[SRVXUH ULVH GXH WR $5,67$'$ LV VORZ�� ZKHUHDV WKH UDSLG ULVH LQ 
FRQFHQWUDWLRQV GXH WR WKH QDQR�VXVSHQVLRQ IRUPXODWLRQ RI $5,67$'$ ,1,7,2 OHDGV WR D 
VXVWDLQHG KLJKHU FRQFHQWUDWLRQ IURP ZHHN �� WR ZHHN ��� %H\RQG ZHHN ��� WKH H[SRVXUHV DUH 
VLPLODU IRU ERWK GRVDJH LQLWLDWLRQ VWUDWHJLHV� 7KRXJK WKH H[SRVXUHV LQLWLDOO\ GURS �ZHHN �� WR 
ZHHN ��� RQFH WKH SDWLHQWV WUDQVLWLRQ IURP RUDO WR $5,67$'$ ,1,7,2� WKH H[SRVXUHV DUH VWLOO 
KLJKHU WKDQ ��� QJ�P/ �HVWDEOLVKHG HDUOLHU DV WKH ORZHU OLPLW RI WROHUDEOH DQG HIIHFWLYH 
DULSLSUD]ROH FRQFHQWUDWLRQ�� DQG WKHUHIRUH EHWWHU WKDQ WKH DSSURYHG UHJLPHQ RI $5,67$'$� 
$GGLWLRQDOO\� LQ VKRUW�WHUP VWXGLHV ZLWK DFXWH VFKL]RSKUHQLD SDWLHQWV� D ODFN RI GRVH UHVSRQVH KDV 
EHHQ QRWHG ZLWK RUDO DULSLSUD]ROH �$%,/,)< ODEHO� IODW GRVH�� RU H[SRVXUH�UHVSRQVH IURP ���WR 
�� PJ� 3. LV GRVH�SURSRUWLRQDO�� 7KH ODFN RI DQ\ GRVH �RU H[SRVXUH� EDVHG UHVSRQVH LQ WKH SDVW 
RUDO DULSLSUD]ROH HIILFDF\ VWXGLHV� VXJJHVWV WKDW H[SRVXUH OHYHOV ZLWKLQ WKH ORZHVW DQG KLJKHVW 
DSSURYDEOH GRVH OHYHOV RI RUDO DULSLSUD]ROH �L�H�� ��� QJ�P/ IRU �� PJ�GD\ WR ��� QJ�P/ IRU �� 
PJ�GD\� 2&3 UHYLHZ�1'$ ����������������� DUH OLNHO\ WR OHDG WR VLPLODU HIILFDF\ DQG VDIHW\ 
SURILOH� 
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)LJXUH �� 0HGLDQ DULSLSUD]ROH FRQFHQWUDWLRQV IRU VXEMHFWV RQ D VWDEOH GRVH RI �� PJ�GD\ RI 
RUDO DULSLSUD]ROH WKDW VZLWFK WR $5,67$'$ ��� PJ � FRQWLQXHV WR JHW �� PJ�GD\ RI RUDO 
DULSLSUD]ROH IRU �� GD\V �EOXH OLQH� RU WKDW VZLWFK WR $5,67$'$ ��� PJ � �� PJ RUDO 

DULSLSUD]ROH � ��� PJ ARISTADA INITIO �UHG OLQH� 

^ŽƵƌĐĞ͗ �ƉƉůŝĐĂŶƚ͛Ɛ ZĞƐƉŽŶƐĞ ;ĚĂƚĞĚ ϭϭͬϭϰͬϮϬϭϳͿ ƚŽ /Z ;ĚĂƚĞĚ ϭϬͬϮϰͬϮϬϭϳͿ &ŝŐƵƌĞ ϰ ŽŶ WĂŐĞ ϳ 

7KHUHIRUH� VLQFH H[SRVXUH RI DULSLSUD]ROH ZLWK $5,67$'$ ,17,2 SOXV �� PJ RUDO DULSLSUD]ROH 
DQG $5,67$'$ LV OLNHO\ WR EH VLPLODU WR WKH DSSURYHG GRVDJH LQLWLDWLRQ ZLWK $5,67$'$ SOXV 
�� GD\V RI RUDO DULSLSUD]ROH� WKH DSSOLFDQW¶V SURSRVHG GRVDJH UHJLPHQ ZLWK $5,67$'$ ,17,2 
LV OLNHO\ WR \LHOG HIILFDF\ DQG VDIHW\ SURILOHV VLPLODU WR WKH DOUHDG\ DSSURYHG UHJLPHQV RI 
$5,67$'$� 7KH GHWDLOHG SORWV GHPRQVWUDWLQJ WKH DGHTXDF\ RI $5,67$'$ ,17,2 IRU LQLWLDWLQJ 
WKHUDS\ ZLWK $5,67$'$ IRU DOO WKH UHOHYDQW GRVH OHYHOV LV SUHVHQWHG LQ WKH $SSHQGL[ �VHFWLRQ 
���� 

ϭϬ
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��� ,V $5,67$'$ ,1,7,2 VXLWDEOH IRU XVH LQ SDWLHQWV ZKR DUH NQRZQ &<3�'� SRRU 
PHWDEROL]HUV RU WDNLQJ &<3 PRGXODWRUV �LQKLELWRUV RI &<3�$� RU &<3�'� RU 
LQGXFHU RI &<3�$��" 

1R� 

6LQFH $5,67$'$ ,17,2 LV DYDLODEOH RQO\ LQ D VLQJOH VWUHQJWK �L�H�� IL[HG VWUHQJWK RI ��� PJ�� LW 
LV QRW UHFRPPHQGHG IRU XVH LQ SDWLHQWV ZKR DUH NQRZQ &<3�'� SRRU PHWDEROL]HUV RU WDNLQJ 
&<3 PRGXODWRUV �LQKLELWRUV RI &<3�$� RU &<3�'� RU LQGXFHU RI &<3�$���  7KH  DULSLSUD]ROH  
H[SRVXUHV DUH DQWLFLSDWHG WR EH YHU\ GLIIHUHQW ZKHQ $5,67$'$ ,1,7,2 LV DGPLQLVWHUHG WR 
&<3�'� SRRU PHWDEROL]HUV RU LQ SDWLHQWV ZLWK FRQFRPLWDQW XVH RI D &<3�'� LQKLELWRU� D 
&<3�$� LQKLELWRU RU D &<3�$� LQGXFHU� )RU WKHVH SDWLHQWV� $5,67$'$ VKRXOG EH JLYHQ ZLWK 
VXSSOHPHQWDO RUDO DULSLSUD]ROH �DQG QRW $5,67$'$ ,1,7,2�� 

3UHGLFWHG SODVPD FRQFHQWUDWLRQV RI DULSLSUD]ROH LQ WKLV SDWLHQW VXE�SRSXODWLRQ �L�H�� SRRU 
PHWDEROL]HUV RI &<3�'� RU WDNLQJ &<3 PRGXODWRUV �LQKLELWRUV RI &<3�$� RU &<3�'� RU 
LQGXFHU RI &<3�$�� DUH VKRZQ EHORZ� 7KH H[SRVXUHV IRU WKHVH SDWLHQWV DUH VLJQLILFDQWO\ 
GLIIHUHQW IURP WKH PHDQ H[SRVXUHV LQ QRUPDO SDWLHQWV� $V VKRZQ LQ )LJXUH � � )LJXUH �� WKH 
VLPXODWLRQV LOOXVWUDWH WKDW &<3�'� SRRU PHWDEROL]HU �30� VWDWXV UHVXOWV LQ DQ DSSUR[LPDWHO\ �� 
IROG LQFUHDVH LQ DULSLSUD]ROH FRQFHQWUDWLRQV UHODWLYH WR QRQ�30 VXEMHFWV� $V H[SHFWHG� 
VLPXODWLRQV VKRZ WKDW ZKHQ FR�DGPLQLVWUDWLRQ ZLWK D VWURQJ &<3�'� LQKLELWRU� TXLQLGLQH� 
&<3�'� (0 VXEMHFWV GHPRQVWUDWHG D VLPLODU H[WHQW RI LQFUHDVH LQ DULSLSUD]ROH FRQFHQWUDWLRQV� 
,Q DGGLWLRQ WR &<3�'�� &<3�$� DOVR FRQWULEXWHV VLJQLILFDQWO\ WR WKH PHWDEROLVP RI 
DULSLSUD]ROH� 6LPXODWLRQV LOOXVWUDWLQJ FR�DGPLQLVWUDWLRQ ZLWK D VWURQJ &<3�$� LQKLELWRU UHVXOWHG 
LQ DQ DSSUR[LPDWHO\ ����IROG LQFUHDVH LQ PHDQ FRQFHQWUDWLRQV RI DULSLSUD]ROH� ,Q FRQWUDVW� FR� 
DGPLQLVWUDWLRQ ZLWK ULIDPSLQ� D VWURQJ &<3�$� LQGXFHU� UHVXOWHG LQ VLJQLILFDQWO\ ORZHU 
DULSLSUD]ROH FRQFHQWUDWLRQV WKDW ZHUH EHORZ WKH OHYHOV IRU ZKLFK WKH 3. EULGJH WR RUDO 
DULSLSUD]ROH ZDV HVWDEOLVKHG� &RPELQDWLRQV RI ERWK &<3�'� DQG &<3�$� LQKLELWRUV RU FR� 
DGPLQLVWUDWLRQ RI D &<3�$� LQKLELWRU LQ WKH &<3�'� 30 VXEMHFWV DUH H[SHFWHG WR UHVXOW LQ HYHQ 
KLJKHU SODVPD H[SRVXUHV RI DULSLSUD]ROH� 

ϭϭ
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)LJXUH � 3UHGLFWHG PHDQ SODVPD FRQFHQWUDWLRQV RI DULSLSUD]ROH LQ &<3�'� 30 VXEMHFWV 
�GRWWHG OLQHV� DQG QRQ�&<3�'� 30 VXEMHFWV �VROLG OLQHV� DGPLQLVWHUHG WKH ARISTADA 

INITIO LQLWLDWLRQ UHJLPHQ DQG RQFH PRQWKO\ $5,67$'$ GRVHV RI ��� PJ �UHG OLQHV�� ��� 
PJ �JUHHQ OLQHV� RU ��� PJ �EOXH OLQHV�� 

)LJXUH � 3UHGLFWHG PHDQ SODVPD FRQFHQWUDWLRQV RI DULSLSUD]ROH LQ &<3�'� (0 VXEMHFWV 
DGPLQLVWHUHG WKH ARISTADA INITIO LQLWLDWLRQ UHJLPHQ DQG RQFH PRQWKO\ $5,67$'$ 
GRVHV RI ��� PJ �UHG OLQHV�� ��� PJ �EOXH OLQHV� RU ��� PJ �JUHHQ OLQHV� ZLWK �GRWWHG OLQHV� RU 

ZLWKRXW �VROLG OLQHV� ��� PJ %,' GRVH RI NHWRFRQD]ROH �VWURQJ &<3�$� LQKLELWRU� 

ϭϮ
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)LJXUH � 3UHGLFWHG PHDQ SODVPD FRQFHQWUDWLRQV RI DULSLSUD]ROH LQ &<3�'� (0 VXEMHFWV 
DGPLQLVWHUHG WKH ARISTADA INITIO LQLWLDWLRQ UHJLPHQ DQG RQFH PRQWKO\ $5,67$'$ 
GRVHV RI ��� PJ �UHG OLQHV�� ��� PJ �EOXH OLQHV� RU ��� PJ �JUHHQ OLQHV� ZLWK �GRWWHG OLQHV� RU 

ZLWKRXW �VROLG OLQHV� ��� PJ 4' GRVH RI TXLQLGLQH �VWURQJ &<3�'� LQKLELWRU� 

)LJXUH � 3UHGLFWHG PHDQ SODVPD FRQFHQWUDWLRQV RI DULSLSUD]ROH LQ &<3�'� (0 VXEMHFWV 
DGPLQLVWHUHG WKH ARISTADA INITIO LQLWLDWLRQ UHJLPHQ DQG RQFH PRQWKO\ $5,67$'$ 
GRVHV RI ��� PJ �UHG OLQHV�� ��� PJ �EOXH OLQHV� RU ��� PJ �JUHHQ OLQHV� ZLWK �GRWWHG OLQHV� RU 

ZLWKRXW �VROLG OLQHV� ��� PJ 4' GRVH RI ULIDPSLQ �VWURQJ &<3�$� LQGXFHU� 

ϭϯ
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6LQFH RQO\ D VLQJOH VWUHQJWK IRU $5,67$'$ ,1,7,2 LV DYDLODEOH WR WKH SUHVFULELQJ SK\VLFLDQV� 
WKHUH LV QR RSSRUWXQLW\ IRU GRVH DGMXVWPHQWV LQ SDWLHQWV ZKR DUH HLWKHU &<3�'� 30V RU WKRVH 
ZKR UHTXLUH FRQFRPLWDQW DGPLQLVWUDWLRQ RI GUXJV WKDW DUH PRGXODWRUV  RI  &<3�'�  RU  &<3�$��  
7KHUHIRUH� ZH DJUHH ZLWK WKH SURSRVHG ODEHOLQJ ODQJXDJH WR XVH $5,67$'$ LQ FRQMXQFWLRQ ZLWK 
�� GD\V RI RUDO DULSLSUD]ROH DV LQLWLDWLRQ UDWKHU WKDQ $5,67$'$ ,17,2 IRU WKHVH SDWLHQWV� 

���	 ,V WKH DSSOLFDQW¶V SURSRVHG UHFRPPHQGDWLRQ DFFHSWDEOH IRU XVH RI ARISTADA 
INITIO ZKHQ $5,67$'$ GRVH LV PLVVHG" 

<HV� 7KH DSSOLFDQW SHUIRUPHG VLPXODWLRQV WR VXSSRUW WKH UHFRPPHQGDWLRQV XQGHU YDULRXV 
VFHQDULRV RI PLVVHG GRVLQJ �GHSHQGLQJ RQ WKH OHQJWK RI WKH WLPH VLQFH ODVW GRVH� DQG WKH UHYLHZ 
WHDP DJUHHV ZLWK WKHVH UHFRPPHQGDWLRQV� ,W LV ZRUWK QRWLQJ WKDW VLPXODWLRQV VKRZ WKDW 
VXSSOHPHQWLQJ ZLWK HLWKHU VLQJOH GRVH RI $5,67$'$ ,1,7,2 RU VLQJOH GRVH HDFK RI 
$5,67$'$ ,1,7,2 DQG RUDO DULSLSUD]ROH VKRZ PRUH IDYRUDEOH DULSLSUD]ROH SURILOHV WKDQ 
VXSSOHPHQWLQJ ZLWK HLWKHU � RU �� GD\V RI RUDO DULSLSUD]ROH WKHUDS\ UHVSHFWLYHO\� )RU H[DPSOH� 
WKH H[SHFWHG DULSLSUD]ROH SURILOHV IRU WKH VFHQDULR ZKHQ ��� PJ $5,67$'$ GRVH ZDV PLVVHG 
DQG WKH WLPH VLQFH ODVW GRVH LV �� ZHHNV� WKH VXSSOHPHQWDWLRQ RI  $5,67$'$  ZLWK  �D�  VLQJOH  
GRVH RI $5,67$'$ ,1,7,2 RU �E� � GD\V RI �� PJ RI RUDO DULSLSUD]ROH DUH VKRZQ LQ )LJXUH �� 
$V GHVFULEHG HDUOLHU� WKH DULSLSUD]ROH FRQFHQWUDWLRQV IROORZLQJ VXSSOHPHQWDWLRQ ZLWK 
$5,67$'$ ,1,7,2 UHPDLQ KLJKHU FRPSDUHG WR VXSSOHPHQWDWLRQ ZLWK � GD\V RI RUDO 
DULSLSUD]ROH� 7KLV LV D UHSUHVHQWDWLYH H[DPSOH RI RQH RI WKH VFHQDULRV� SOHDVH UHIHU DSSHQGL[ ��� 
�)LJXUH �� � )LJXUH �� UHSUHVHQWLQJ UHYLHZHU¶V VLPXODWLRQV IRU ORZ DQG KLJK PRQWKO\ GRVLQJ 
VFHQDULRV� IRU PRUH GHWDLOV 
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)LJXUH � 6FHQDULR RI PLVVLQJ ��� PJ DULVWDGD ODXUR[LO GRVH ZLWK �  ZHHNV  RU  OHVV  VLQFH  WKH  
ODVW LQMHFWLRQ 

Note: Dased blue line represents the scenario without missed dose (as reference);                      

solid green line represents the scenario of supplementation with 7 days of oral aripiprazole,                             

solid orange line represents the scenario of supplementation with single dose of ARISTADA 


INITIO ; 

dashed grey line represents the scenario of no supplementation (i.e., administering aristada 


lauroxil alone) 


At the bottom: Closed triangles at the bottom represent the doses of aristada lauroxil, while the 
circle with ‘x’ mark represents the missed dose 

���	 :DV WKHUH DQ\ GRVH�GXPSLQJ REVHUYHG ZLWK $5,67$'$ ,1,7,2 LQ WKH FOLQLFDO 
WULDOV" 

1R� 

7KHUH ZDV QR HYLGHQFH RI GRVH�GXPSLQJ LQ WKH FOLQLFDO WULDOV FRQGXFWHG ZLWK $5,67$'$ 
,1,7,2� $ GHWDLOHG DVVHVVPHQW RI WKH LQGLYLGXDO VXEMHFW GDWD IRU DOO VXEMHFWV �1 DURXQG ���� 
DGPLQLVWHUHG $5,67$'$ ,1,7,2 LQ DOO WKUHH WULDOV �%���� %��� DQG %���� GHPRQVWUDWHG WKDW 

ϭϱ 
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QRQH RI WKH VXEMHFWV LQ WKH 3. WULDO VKRZHG DQ\ UDSLG RU XQH[SODLQDEOH ULVH LQ H[SRVXUH RI 
DULSLSUD]ROH DIWHU WKH ,0 LQMHFWLRQ� 7KH ODFN RI DQ\ DEUXSW VSLNHV LQ H[SRVXUH RI DULSLSUD]ROH 
VXJJHVW WKDW WKHUH ZDV QR GRVH�GXPSLQJ RU OHDNDJH DIWHU WKH $5,67$'$ ,1,7,2 LQMHFWLRQ� 7KH 
RYHUDOO ODFN RI DQ\ QHZ RU XQH[SHFWHG VDIHW\ ILQGLQJV ZLWK $5,67$'$ ,1,7,2 ,0 LQMHFWLRQ 
FRPSDUHG WR WKH RUDO DULSLSUD]ROH DOVR VXJJHVWV WKHUH ZHUH QR GRVH�GXPSLQJ� $GGLWLRQDOO\� WKH 
SK\VLRFKHPLFDO SURSHUWLHV RI DULSLSUD]ROH ODXUR[LO �YHU\ OLPLWHG VROXELOLW\ LQ DTXHRXV VROXWLRQV� 
DOVR PDNH LW YHU\ XQOLNHO\ WKDW GRVH GXPSLQJ LQWR WKH V\VWHPLF FLUFXODWLRQ LV OLNHO\ WR RFFXU LQ 
WKH FOLQLF� 

��� &DQ $5,67$'$ ,1,7,2 EH GRVHG WR HLWKHU WKH JOXWHDO RU GHOWRLG PXVFOH" 
<HV� 6WXG\ $/.�����%��� DVVHVVHG WKH 3. RI $5,67$'$ ,1,7,2 DIWHU D VLQJOH GRVH 
DGPLQLVWUDWLRQ WR GHOWRLG RU JOXWHDO PXVFOH LQ DGXOWV ZLWK 6FKL]RSKUHQLD RU 6FKL]RDIIHFWLYH 
'LVRUGHU� 7KH PHDQ 3. SURILOHV RI DULSLSUD]ROH IROORZLQJ WKH VLQJOH ,0 LQMHFWLRQ WR WKH GHOWRLG RU 
JOXWHDO PXVFOH� ZHUH VLPLODU DV VKRZQ LQ )LJXUH � EHORZ� 7KH RYHUDOO VDIHW\ SURILOHV DUH DOVR 
VLPLODU ZKHQ $5,67$'$ ,1,7,2 ZDV DGPLQLVWHUHG LQ WKH GHOWRLG RU JOXWHDO  PXVFOH�  WKXV  
VXSSRUWLQJ WKH UHFRPPHQGDWLRQ WKDW $5,67$'$ ,1,7,2 FDQ EH GRVHG WR HLWKHU RI WKH WZR 
LQMHFWLRQ VLWHV� 

)LJXUH � 0HDQ �6'� $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH )ROORZLQJ 'HOWRLG RU *OXWHDO 
$GPLQLVWUDWLRQ RI $/.6 ����1 ��� PJ 

Source: Clinical study report ALK9072-B103 – Figure 2 on Page 42 
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��� :KDW DUH VRPH RI WKH ³FOLQLFDOO\ IHDVLEOH VFHQDULRV´ RI HUURQHRXV GRVLQJ ZLWK 
$5,67$'$ ,1,7,2 DQG ZKDW DUH WKH FRUUHVSRQGLQJ DULSLSUD]ROH H[SRVXUHV LQ VXFK 
VFHQDULRV" 

7KHUH DUH VHYHUDO FOLQLFDO VFHQDULRV RI SRWHQWLDO HUURQHRXV GRVLQJ ZLWK $5,67$'$ ,1,7,2� 
(DFK HUURQHRXV GRVLQJ VFHQDULR FDQ OHDG WR LQFUHDVHG VDIHW\�WROHUDELOLW\ FRQFHUQV� 7KHUHIRUH� 
ODEHOLQJ ODQJXDJH VKRXOG EH FOHDU WR DYRLG GRVLQJ HUURUV� 6RPH OLNHO\ VFHQDULRV DUH OLVWHG EHORZ� 

6FHQDULR��� 3DWLHQWV DUH RQ VWDEOH GRVH RI ��� PJ $5,67$'$� 7KH\ UHFHLYHG ��� PJ 
$5,67$'$ ,1,7,2 �LQVWHDG RI WKH FRUUHFW ��� PJ $5,67$'$� RQ WKHLU PRQWKO\ YLVLWV DQG 
HUURQHRXVO\ FRQWLQXH JHWWLQJ WKH $5,67$'$ ,1,7,2 ���� PJ�PRQWK� LQVWHDG  RI  $5,67$'$  
���� PJ�PRQWK�� 6LPXODWHG DULSLSUD]ROH FRQFHQWUDWLRQV LOOXVWUDWLQJ D VZLWFK IURP PRQWKO\ $/ 
��� PJ WR PRQWKO\ $5,67$'$ ,1,7,2 ��� PJ DUH SURYLGHG LQ )LJXUH � EHORZ� $V H[SHFWHG� 
GXH WR WKH PRUH UDSLG UHOHDVH RI DULSLSUD]ROH IURP $5,67$'$ ,1,7,2� FRQFHQWUDWLRQV RI 
DULSLSUD]ROH LQFUHDVH ZLWK $5,67$'$ ,1,7,2 DGPLQLVWUDWLRQ DV FRPSDUHG WR WKH VDPH GRVH RI 
$/� 7KH FRQFHQWUDWLRQV LQFUHDVH ZLWK PRQWKO\ $5,67$'$ ,1,7,2 DGPLQLVWUDWLRQ� WKRXJK WKH\ 
GR QRW H[FHHG WKH XSSHU HQG RI WKH WKHUDSHXWLF UDQJH IRU RUDO DULSLSUD]ROH� ���� QJ�P/� EDVHG 
XSRQ WKH PHDQ &PD[ DW VWHDG\�VWDWH IRU D �� PJ RUDO GRVH �2&3 UHYLHZ�1'$ ������������ 
������ $GGLWLRQDOO\� RQFH D QHZ VWHDG\�VWDWH LV DFKLHYHG IRU $5,67$'$ ,1,7,2 ���� 
PJ�PRQWK�� DULSLSUD]ROH FRQFHQWUDWLRQV DUH KLJKHU WKDQ WKH VWHDG\ VWDWH H[SRVXUHV ZLWK ��� PJ 
$5,67$'$ DQG DOVR GHPRQVWUDWH D KLJKHU SHDN�WR�WURXJK UDWLR ZKLFK FDQ OHDG WR DQ LQFUHDVHG 
VDIHW\�WROHUDELOLW\ LVVXH LQ SDWLHQWV� 
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)LJXUH � 0HGLDQ DULSLSUD]ROH FRQFHQWUDWLRQV IRU VXEMHFWV RQ D VWDEOH GRVH RI ��� PJ 
$5,67$'$ PRQWKO\ ZKR VXEVHTXHQWO\ UHFHLYH PRQWKO\ GRVHV RI $5,67$'$ ,1,7,2 ��� 
PJ 

6FHQDULR��� 6LPXODWLRQV ZHUH FRQGXFWHG WR HYDOXDWH WKH LPSDFW RI DGPLQLVWHULQJ WKH 
$5,67$'$ ,1,7,2 LQLWLDWLRQ UHJLPHQ ZLWK HYHU\ $/ LQMHFWLRQ IROORZLQJ WUHDWPHQW LQLWLDWLRQ 
�VHH )LJXUH �� EHORZ�� 7KXV� LQ WKLV VFHQDULR� ,1,7,2 ZDV DGPLQLVWHUHG HYHU\ PRQWK LQ DGGLWLRQ 
WR $5,67$'$ LQVWHDG RI WKH UHFRPPHQGHG VLQJOH GRVH RI ,1,7,2� $V H[SHFWHG� DGPLQLVWUDWLRQ 
RI WKH $5,67$'$ ,1,7,2 LQLWLDWLRQ UHJLPHQ DORQJVLGH HDFK $/ GRVH UHVXOWHG LQ LQFUHDVHG 
DULSLSUD]ROH FRQFHQWUDWLRQV FRPSDUHG WR $/ DORQH IROORZLQJ WUHDWPHQW LQLWLDWLRQ� $GGLWLRQDOO\� 
WKH IOXFWXDWLRQ LQ FRQFHQWUDWLRQV ZLWKLQ D GRVLQJ LQWHUYDO ZDV ZLGHU ZLWK ,1,7,2 WUHDWPHQWV 
EHLQJ DGPLQLVWHUHG UDWKHU WKDQ MXVW $/ DORQH� 7KH SUHGLFWHG H[SRVXUH OHYHOV ZKHQ ERWK ,1,7,2 
DQG $5,67$'$ DUH DGPLQLVWHUHG HYHU\ PRQWK DUH VLJQLILFDQWO\ KLJKHU WKDQ WKH H[SRVXUHV ZLWK 
$5,67$'$ RQO\ DQG FDQ OHDG WR VLJQLILFDQW VDIHW\�WROHUDELOLW\ LVVXHV LQ WKH SDWLHQWV� 
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)LJXUH �� 0HGLDQ 6LPXODWHG $ULSLSUD]ROH &RQFHQWUDWLRQV DIWHU &R�DGPLQLVWUDWLRQ RI $/ 
DQG WKH $5,67$'$ ,1,7,2 ,QLWLDWLRQ 5HJLPHQ DW (YHU\ $/ 'RVLQJ 2FFDVLRQ IRU 
��� PJ T�Z� 

Source: Summary of clinical pharmacology: Table 19 on Page 77 

6FHQDULR��� 6LPXODWLRQV ZHUH SHUIRUPHG WR HYDOXDWH WKH LPSDFW RI FRQWLQXHG DGPLQLVWUDWLRQ RI 
���GD\V RUDO DULSLSUD]ROH ZKHQ $5,67$'$ ,1,7,2 LV DGPLQLVWHUHG LQ OLHX RI WKH UHFRPPHQGHG 
VLQJOH RUDO DULSLSUD]ROH GRVH �VHH )LJXUH �� EHORZ�� ,Q WKLV VLWXDWLRQ� DQ LQLWLDWLRQ UHJLPHQ RI �� 
PJ RI RUDO DULSLSUD]ROH ZDV FR�DGPLQLVWHUHG ZLWK $5,67$'$ ,1,7,2 IRU �� GD\V� UDWKHU WKDQ 
IRU � GD\� 0HGLDQ DULSLSUD]ROH FRQFHQWUDWLRQV DIWHU FR�DGPLQLVWHULQJ $5,67$'$ ,1,7,2 ZLWK 
�� GD\V RI �� PJ RUDO DULSLSUD]ROH ZHUH VXEVWDQWLDOO\ KLJKHU WKDQ WKH LQLWLDWLRQ UHJLPHQ ZLWK � 
GD\ RI RUDO DULSLSUD]ROH� DQG UHWXUQHG WR QRPLQDO OHYHOV DIWHU �� WR �� ZHHNV RI WUHDWPHQW� 7KH 
SUHGLFWHG H[SRVXUH OHYHOV FDQ OHDG WR VLJQLILFDQW VDIHW\�WROHUDELOLW\ LVVXHV LQ WKH SDWLHQWV� 

)LJXUH �� 0HGLDQ 6LPXODWHG $ULSLSUD]ROH &RQFHQWUDWLRQV DIWHU &R�$GPLQLVWUDWLRQ RI 2UDO 
$ULSLSUD]ROH �� PJ IRU � DQG �� 'D\V ZLWK $5,67$'$ ,1,7,2 ��� PJ IRU $/ 
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��� PJ T�Z
 

Source: Summary of clinical pharmacology: Figure 31 on Page 74 

���	 :DV DGHTXDWH 3. EULGJLQJ HVWDEOLVKHG EHWZHHQ $5,67$'$ ,1,7,2 DQG WKH OLVWHG 
GUXJV �L�H�� RUDO DULSLSUD]ROH DQG $5,67$'$� DQG ZDV WKH ILQDO WR�EH�PDUNHWHG 
IRUPXODWLRQ RI $5,67$'$ ,1,7,2 XVHG LQ WKH NH\ FOLQLFDO VWXGLHV" 

<HV� 6WXG\ $/.�����%��� SURYLGHV WKH SLYRWDO 3. EULGJLQJ GDWD EHWZHHQ $5,67$'$ ,1,7,2 
DQG WKH WZR OLVWHG GUXJV� ,W ZDV D UDQGRPL]HG� GRXEOH EOLQG� 3. VWXG\ ZKLFK FRPSDUHG WKH 
DULSLSUD]ROH H[SRVXUH ZKHQ $5,67$'$ ZDV LQLWLDWHG ZLWK $5,67$'$ ,1,7,2 DQG D VLQJOH �� 
PJ GRVH RI RUDO DULSLSUD]ROH YV� WKH FXUUHQWO\ DSSURYHG UHJLPHQ RI $5,67$'$ ZLWK �� GD\V RI 
RUDO DULSLSUD]ROH� 
7KH ILQDO�WR�EH�PDUNHWHG IRUPXODWLRQ RI $5,67$'$ ,1,7,2 ZDV XVHG LQ DOO WKH FOLQLFDO VWXGLHV 
FRQGXFWHG� $OO � FOLQLFDO VWXGLHV �6WXG\ ����� ��� DQG ���� XVHG WKH SODQQHG FRPPHUFLDO 
IRUPXODWLRQ DQG WKH VDPH /RW� ��������$$ DQG ��������$$� 
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��� 7KH SURSRVHG ODEHO VXJJHVWV WKDW ³WKH ILUVW $5,67$'$ LQMHFWLRQ PD\ EH
 
DGPLQLVWHUHG RQ WKH VDPH GD\ DV ,1,7,2 RU XS WR �� GD\V WKHUHDIWHU´� ,V WKH WLPLQJ RI
 
LQMHFWLRQV DFFHSWDEOH" 

<HV� LI DGPLQLVWUDWLRQ RI WKH ILUVW $5,67$'$ LQMHFWLRQ LV GHOD\HG E\ DSSUR[LPDWHO\ �� GD\V WKH 
HIIHFWLYHQHVV RI WKH UHJLPHQ LV XQOLNHO\ WR EH DIIHFWHG� 7KH DSSOLFDQW SURYLGHG VLPXODWLRQV RI 
DULSLSUD]ROH FRQFHQWUDWLRQV XQGHU YDULRXV GRVLQJ UHJLPHQ VFHQDULRV� )RU H[DPSOH� D 
UHSUHVHQWDWLYH SORW RI WKH PHGLDQ VLPXODWHG DULSLSUD]ROH FRQFHQWUDWLRQV IRU VWDJJHUHG WUHDWPHQW 
LQLWLDWLRQ ZLWK ��� PJ $5,67$'$ � �� PJ RUDO DULSLSUD]ROH DQG GHOD\LQJ WKH ILUVW $5,67$'$ 
GRVH E\ �� �� �� �� ��� �� GD\V �L�H� VWDUWLQJ $5,67$'$ RQ 'D\V �� �� �� ��� DQG ��� LV VKRZQ LQ 
)LJXUH �� EHORZ� ,W FDQ EH QRWHG WKDW D GHOD\ LQ WKH LQLWLDWLRQ RI WKH ILUVW GRVH RI $5,67$'$ LV 
XQOLNHO\ WR LPSDFW WKH HIIHFWLYHQHVV RI WKH UHJLPHQ� 6LQFH WKHVH VFHQDULRV ZHUH QRW DFWLYHO\ 
VWXGLHG LQ WKH $5,67$'$ ,1,7,2 SURJUDP� DQG EDVHG RQ WKH VLPXODWLRQ VFHQDULRV �SOHDVH UHIHU 
$SSHQGL[ ���� )LJXUH �� � )LJXUH �� IRU IXUWKHU GHWDLOV� LW LV GLIILFXOW WR GHULYH D µFXW�RII¶ IRU D 
GHOD\ WKDW FDQ EH FRQVLGHUHG DFFHSWDEOH� :H GR QRW UHFRPPHQG LQFOXGLQJ WKLV LQ WKH KLJKOLJKWV 
VHFWLRQ RI WKH ODEHO� DV WKH SUHIHUUHG VWUDWHJ\ LV VWLOO WR DGPLQLVWHU ERWK LQMHFWLRQ DW WKH VDPH WLPH� 

)LJXUH �� 0HGLDQ VLPXODWHG DULSLSUD]ROH FRQFHQWUDWLRQV IRU VWDJJHUHG WUHDWPHQW LQLWLDWLRQ 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϯϲ ŽŶ WĂŐĞ ϭϯϲ
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� 3+$50$&20(75,&6 $66(660(17� 3238/$7,21 3. $1$/<6(6 

��� 6XPPDU\ RI WKH $SSOLFDQW¶V 3RSXODWLRQ 3. DQDO\VHV� 
7KH NH\ REMHFWLYHV RI WKH DSSOLFDQW¶V SRSXODWLRQ 3. �SRS3.� DQDO\VHV ZHUH WR ��� GHVFULEH WKH 
SKDUPDFRNLQHWLFV RI DULSLSUD]ROH IROORZLQJ LQWUDPXVFXODU LQMHFWLRQ RI DULSLSUD]ROH ODXUR[LO �$/�� 
DULSLSUD]ROH ODXUR[LO ± $5,67$'$ ,1,7,2 >1DQR&U\VWDO� 'LVSHUVLRQ@ �$5,67$'$ ,1,7,2 � 
DQG RUDO �32� DULSLSUD]ROH �32 $5,� DQG ��� WR HYDOXDWH WKH HIIHFWV RI LQWULQVLF DQG H[WULQVLF 
IDFWRUV RQ WKH 3. RI DULSLSUD]ROH� $GGLWLRQDOO\� WKH DSSOLFDQW XVHG WKH ILQDO SRS3. PRGHO WR 
SHUIRUP VLPXODWLRQV WR HYDOXDWH WKH VLPXOWDQHRXV LQLWLDWLRQ RI WUHDWPHQW RI $5,67$'$ ,1,7,2 
DQG $/� WKH OLNHO\ LPSDFW RI VWDJJHUHG LQLWLDWLRQ RI WUHDWPHQW ZLWK $5,67$'$ ,1,7,2 DQG $/ 
GRVLQJ DQG WKH OLNHO\ LPSDFW RI PLVVHG GRVLQJ VFHQDULRV� 

7KH DSSOLFDQW XVHG D SUHYLRXVO\ GHYHORSHG SRS3. PRGHO DV WKH VWDUWLQJ SRLQW IRU WKH EDVH PRGHO 
GHYHORSPHQW ZLWK WKH GDWD IURP VWXG\ %���� WR FKDUDFWHUL]H WKH ,0 DEVRUSWLRQ RI $5,67$'$ 
,1,7,2 DQG FRQYHUVLRQ WR $5,� 1H[W� WKH GDWD IURP VWXG\ %��� ZHUH LQFOXGHG DQG WKH PRGHO 
SDUDPHWHUV ZHUH UH�HVWLPDWHG� 6XEVHTXHQWO\� GDWD IURP VWXG\ %��� ZHUH LQFOXGHG WR FKDUDFWHUL]H 
WKH LQSXW IXQFWLRQV IRU ERWK 32 $5, DQG ,0 $/ LQ DGGLWLRQ WR $5,67$'$ ,1,7,2� DQG SHUIRUP 
D IXOO FRYDULDWH DQDO\VLV� /DVWO\� WKH GDWD IURP VWXG\ $��� ZHUH LQFOXGHG DQG WKH PRGHO 
SDUDPHWHUV ZHUH UHYLVHG� $ EULHI GHVFULSWLRQ RI WKHVH VWXGLHV LV JLYHQ LQ 7DEOH � 

2YHUDOO� D WRWDO RI ���� $5, SODVPD FRQFHQWUDWLRQV IURP ��� LQGLYLGXDOV �LQFOXGLQJ 1 ��� >��@ 
3. VDPSOHV ZKLFK ZHUH EHORZ //24� ZHUH LQFOXGHG LQ WKH SRS3. DQDO\VHV� ,W VKRXOG EH QRWHG 
3. GDWD RI RQO\ IRUPXODWLRQ % IURP VWXG\ %��� ZDV XVHG LQ WKH ILQDO SRS3. DQDO\VHV� 
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dĂďůĞ ϭ ^ƵŵŵĂƌǇ ŽĨ ƐƚƵĚŝĞƐ ŝŶĐůƵĚĞĚ ŝŶ ƚŚĞ ƉŽƉW< ĂŶĂůǇƐĞƐ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ dĂďůĞ ʹ ϭ ŽŶ WĂŐĞ Ϯϴ 

7KH SRS3. GDWD RI DULSLSUD]ROH ZDV PRGHOHG XVLQJ QRQ�OLQHDU PL[HG HIIHFWV LQ 1210(0� 7KH 
VWUXFWXUDO PRGHO �VKRZQ LQ )LJXUH �� EHORZ� GHYHORSHG E\ WKH DSSOLFDQW FRQVLVWV RI PXOWLSOH 
DEVRUSWLRQ FRPSRQHQWV QDPHO\� �D� ,0 $5,67$'$ ,1,7,2 WR $5, �IROORZLQJ $5,67$'$ 
,1,7,2 DGPLQLVWUDWLRQ� GHVFULEHG E\ D GRXEOH :HLEXOO IXQFWLRQ� �E�  ,0  $/  WR  $5,  �IROORZLQJ  
$/ DGPLQLVWUDWLRQ� GHVFULEHG E\ D ]HUR�RUGHU SURFHVV ZLWK D SDUDPHWHU IRU GXUDWLRQ �'� RI 
FRQYHUVLRQ DQG ILUVW RUGHU SURFHVV IRU $5, IURP WKH GRVLQJ GHSRW GHILQHG DV ��'�� ZLWK D ODJ 
WHUP IRU WKH GHOD\HG DSSHDUDQFH RI $5, LQ WKH FHQWUDO FRPSDUWPHQW DQG �F� 32 $5, GHVFULEHG E\ 
D ILUVW�RUGHU SURFHVV� 7KH UHVW RI WKH GLVSRVLWLRQ RI $5, ZDV GHVFULEHG E\ D WZR�FRPSDUWPHQW 
PRGHO� QDPHO\� FHQWUDO DQG SHULSKHUDO FRPSDUWPHQWV DQG FOHDUDQFH IURP WKH FHQWUDO 
FRPSDUWPHQW� 
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&ŝŐƵƌĞ ϭϯ ^ƚƌƵĐƚƵƌĞ ŽĨ �Z/ ďĂƐĞ ƉŽƉW< ŵŽĚĞů ĨŽƌ �Z/^d��� /E/d/K ͕ �> ĂŶĚ WK �Z/ ŝŶƉƵƚ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ Ϯ ŽŶ WĂŐĞ ϳϴ 

&RYDULDWHV WKDW ZHUH HYDOXDWHG LQFOXGH DJH DQG ERG\ZHLJKW DW EDVHOLQH� LQMHFWLRQ VLWH �JOXWHDO RU 
GHOWRLG�� IRUPXODWLRQ� &<3�'� JHQRW\SH� HWKQLFLW\� JHQGHU DQG UDFH� %RG\ZHLJKW� IRUPXODWLRQ 
DQG &<3�'� JHQRW\SH ZHUH HYDOXDWHG DV SDUW RI WKH LQLWLDO EDVH PRGHO GHYHORSPHQW ZLWK GDWD 
IURP VWXG\ %���� +RZHYHU� WKH IXOO PRGHO ZLWK EDFNZDUGV GHOHWLRQ DSSURDFK ZDV XWLOL]HG RQFH 
DOO WKH GDWD ZDV LQFOXGHG� 2YHUDOO� ERG\ZHLJKW ZDV UHWDLQHG RQ DSSDUHQW YROXPH RI WKH FHQWUDO 
FRPSDUWPHQW �9F�)� >ZLWK D IL[HG DOORPHWULF FRHIILFLHQW RI ���@� /DVWO\� D VHSDUDWH SURSRUWLRQDO 
HUURU PRGHO IRU VWXG\ $��� DQG $5,67$'$ ,1,7,2 VWXGLHV �%���� ��� DQG ���� ZDV XVHG WR 
FKDUDFWHUL]H WKH UHVLGXDO YDULDELOLW\� 

7KH SDUDPHWHU HVWLPDWHV RI WKH ILQDO 3RS3. PRGHO DUH VKRZQ LQ 7DEOH � 

7KH TXDOLILFDWLRQ RI WKH ILQDO 3RS3. PRGHO ZDV SHUIRUPHG XVLQJ WKH JRRGQHVV RI ILW SORWV� VKRZQ 
LQ )LJXUH  ��� )XUWKHUPRUH� WKH VLPXODWLRQ ZLWK WKH VDPH GHVLJQ XVLQJ WKH HVWLPDWHV RI WKH 
SRSXODWLRQ PHDQV DQG YDULDELOLW\ IURP WKH ILQDO SRS3. PRGHO ZHUH RYHUODLG ZLWK WKH REVHUYHG 
GDWD DQG YLVXDOL]HG XVLQJ WKH SUHGLFWLRQ�FRUUHFWHG 9LVXDO 3UHGLFWLYH &KHFN �SF�93&� VKRZQ LQ 
)LJXUH ��� )LJXUH �� DQG )LJXUH �� IRU UHVSHFWLYH VWXGLHV� 

Ϯϰ
 

Reference ID: 4279031 



dĂďůĞ Ϯ WĂƌĂŵĞƚĞƌ ĞƐƚŝŵĂƚĞƐ ŽĨ ĨŝŶĂů �Z/ ƉŽƉW< ŵŽĚĞů
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ dĂďůĞ Ϯϲ ŽŶ WĂŐĞ ϵϵ 

Ϯϱ 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϰ 'ŽŽĚŶĞƐƐ ŽĨ Ĩŝƚ ƉůŽƚƐ ĨŽƌ �Z/ ĨƌŽŵ ƚŚĞ ĨŝŶĂů ƉŽƉW< ŵŽĚĞů
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϭϱ ŽŶ WĂŐĞ ϭϬϰ
 

Ϯϲ
 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϱ WƌĞĚŝĐƚŝŽŶ ĐŽƌƌĞĐƚĞĚ ǀŝƐƵĂů ƉƌĞĚŝĐƚŝǀĞ ĐŚĞĐŬ ĨŽƌ ĨŝŶĂů ƉŽƉW< ŵŽĚĞů ĨŽƌ ƐƚƵĚŝĞƐ �ϭϬϭ
 
ĂŶĚ �ϭϬϯ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϭϳ ŽŶ WĂŐĞ ϭϬϲ Θ &ŝŐƵƌĞ ϮϬ ŽŶ WĂŐĞ ϭϬϵ 

Ϯϳ 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϲ WƌĞĚŝĐƚŝŽŶ ĐŽƌƌĞĐƚĞĚ ǀŝƐƵĂů ƉƌĞĚŝĐƚŝǀĞ ĐŚĞĐŬ ĨŽƌ ĨŝŶĂů ƉŽƉW< ŵŽĚĞů ĨŽƌ ƐƚƵĚŝĞƐ �ϭϬϮ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞƐ ϭϴ͕ ϭϵ ŽŶ WĂŐĞ ϭϬϳ ĂŶĚ ϭϬϴ 
Ϯϴ 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϳ WƌĞĚŝĐƚŝŽŶ ĐŽƌƌĞĐƚĞĚ ǀŝƐƵĂů ƉƌĞĚŝĐƚŝǀĞ ĐŚĞĐŬ ĨŽƌ ĨŝŶĂů ƉŽƉW< ŵŽĚĞů ĨŽƌ ƐƚƵĚŝĞƐ �ϭϬϱ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;�ůŬϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞƐ ϮϭͲϮϯ ŽŶ WĂŐĞ ϭϭϬͲϭϭϮ 

Ϯϵ 

Reference ID: 4279031 



 
 

 

Reviewer’s Comments 

The applicant modeled the PK data of aripiprazole from studies listed in Table 1, which includes 
sparse sampling designs in adult patients with schizophrenia or schizoaffective disorder. They 
used a previously developed popPK model as a base model and included PK data from one of 
the studies and then refined it further by including PK data from other studies. Lastly, the 
applicant also included data from study A105 which did not involve administration of the 
ARISTADA INITIO formulation, but rather informed the estimation of other disposition 
parameters. Overall, the estimates in the final popPK model and associated uncertainty reported 
in Table 2 seem reasonable for most parameters. In general, the predictive performance 
characteristics of the final model seem reasonable for studies B101 and 103 with the observed 
quartiles overlapping with the prediction intervals of the simulated quartiles (5th quartile shows 
slight deviation). The simultaneous initiation regimen with AL, ARISTADA INITIO and PO ARI 
[treatment regimens 1 & 2] in study B102 was well described by the model. However, the final 
model seems to consistently over predict for the initiation regimens with AL and PO ARI (21 
days) [treatment regimens 3 & 4].  

ϯϬ
 

Reference ID: 4279031 



 

��� 6LPXODWLRQV WR 6XSSRUW 'RVLQJ 5HFRPPHQGDWLRQV 
$V GHVFULEHG DERYH� WKH DSSOLFDQW¶V ILQDO SRS3. PRGHO VHHPV UHDVRQDEOH LQ JHQHUDO� ERWK LQ 
WHUPV RI WKH PRGHO SDUDPHWHU HVWLPDWHV DQG DVVRFLDWHG XQFHUWDLQWLHV� DQG WKH SUHGLFWLYH 
SHUIRUPDQFH FKDUDFWHULVWLFV� 7KH DSSOLFDQW XVHG WKLV ILQDO SRS3. PRGHO WR SHUIRUP VLPXODWLRQV 
WR VXSSRUW WKH GRVLQJ UHFRPPHQGDWLRQV XQGHU YDULRXV VFHQDULRV VXFK DV IRU �VLPXOWDQHRXV� 
LQLWLDWLRQ UHJLPHQV� VWDJJHUHG LQLWLDWLRQ UHJLPHQV DQG PLVVHG GRVLQJ RI $/� $GGLWLRQDOO\� WKH 
DSSOLFDQW ZDV DOVR DVNHG WR SURYLGH VLPXODWLRQV XQGHU YDULRXV GRVLQJ VFHQDULRV ZKHQ VZLWFKLQJ 
IURP �VWDEOH� RUDO DULSLSUD]ROH WKHUDS\ WR HLWKHU $5,67$'$ ODXUR[LO ,0 �PRQWKO\� 40� � 32 
DULSLSUD]ROH �GDLO\� 4'� IRU �� GD\V� UHJLPHQ RU $5,67$'$ ODXUR[LO ,0 �40� � 32 
DULSLSUD]ROH �VLQJOH GRVH RI �� PJ� � $5,67$'$ ,1,7,2 ,0 �VLQJOH GRVH RI ��� PJ� UHJLPHQ 
DV SDUW RI DQ LQIRUPDWLRQ UHTXHVW �GDWHG �� 2FWREHU� ������ ,Q UHVSRQVH �GDWHG ��WK 1RYHPEHU� 
����� WR WKLV ,5� WKH DSSOLFDQW SURYLGHG WKH VLPXODWLRQV ILOHV LQ 7ULDO 6LPXODWRU �76�� 

Simultaneous Initiation Regimens 
7KH DSSOLFDQW SURYLGHG VLPXODWLRQV IRU ILYH $5,67$'$ ODXUR[LO UHJLPHQV ���� PJ� ��� PJ� 
��� PJ 40 HDFK� ��� PJ 4�:� ���� 4�:� �D� DORQH� �E� ZLWK �� PJ RUDO DULSLSUD]ROH �RQO\� 
IRU �� FRQVHFXWLYH GD\V� �F� ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 DQG �G� ZLWK VLQJOH GRVH RI 
$5,67$'$ ,1,7,2 DQG VLQJOH GRVH RI �� PJ RI RUDO DULSLSUD]ROH� 7KH �� PJ GRVH ZDV FKRVHQ 
EHFDXVH LQ WKH RULJLQDO SLYRWDO WULDO IRU $5,67$'$� �� GD\V RI �� PJ 32 DULSLSUD]ROH ZDV XVHG 
DQG ZDV GHPRQVWUDWHG WR EH HIIHFWLYH� 7KH PHGLDQ RI WKH VLPXODWHG DULSLSUD]ROH FRQFHQWUDWLRQV 
GXULQJ WKH ILUVW �� ZHHNV LQ )LJXUH �� � )LJXUH �� EHORZ 

ϯϭ
 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϴ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐŝŵƵůƚĂŶĞŽƵƐ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϯϯ ŽŶ WĂŐĞ ϭϮϯ
 

ϯϮ
 

Reference ID: 4279031 



&ŝŐƵƌĞ ϭϵ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐŝŵƵůƚĂŶĞŽƵƐ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϯϰ ŽŶ WĂŐĞ ϭϮϰ
 

ϯϯ
 

Reference ID: 4279031 



&ŝŐƵƌĞ ϮϬ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐŝŵƵůƚĂŶĞŽƵƐ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϯϱ ŽŶ WĂŐĞ ϭϮϱ 

Staggered Treatment Initiation 
7KH DSSOLFDQW SURYLGHG VLPXODWLRQV IRU ILYH $5,67$'$ ODXUR[LO UHJLPHQV ���� PJ� ��� PJ� 
��� PJ 40 HDFK� ��� PJ 4�:� ���� 4�:� ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 � VLQJOH 
RUDO GRVH RI �� PJ DULSLSUD]ROH� 7KH GRVLQJ RI $5,67$'$ ODXUR[LO ZDV VWDJJHUHG E\ �� �� �� �� 
��� �� GD\V IROORZLQJ WKH LQLWLDWLRQ UHJLPHQV �L�H� VWDUWLQJ $/ RQ 'D\V �� �� �� ��� DQG ��� DQG 
FRQWLQXHG DW WKH SUHVFULEHG GRVLQJ LQWHUYDO IURP WKDW SRLQW WKURXJK DW OHDVW �� ZHHNV� 7KH PHGLDQ 
RI WKH VLPXODWHG DULSLSUD]ROH FRQFHQWUDWLRQV RYHU �� ZHHNV IRU WKH ILYH UHJLPHQV DUH SUHVHQWHG LQ 
)LJXUH �� � )LJXUH �� EHORZ� 6LQFH WKHVH VFHQDULRV ZHUH QRW DFWLYHO\ VWXGLHG LQ WKH $5,67$'$ 
,1,7,2 SURJUDP� DQG EDVHG RQ WKH VLPXODWLRQ VFHQDULRV� LW LV GLIILFXOW WR GHULYH D µFXW�RII¶ IRU D 
GHOD\ WKDW FDQ EH FRQVLGHUHG DFFHSWDEOH� :H GR QRW UHFRPPHQG LQFOXGLQJ WKLV LQ WKH KLJKOLJKWV 
VHFWLRQ RI WKH ODEHO� DV WKH SUHIHUUHG VWUDWHJ\ LV VWLOO WR DGPLQLVWHU ERWK LQMHFWLRQ DW WKH VDPH WLPH� 

ϯϰ
 

Reference ID: 4279031 



&ŝŐƵƌĞ Ϯϭ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƚĂŐŐĞƌĞĚ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ϯϲ ŽŶ WĂŐĞ ϭϯϲ
 

ϯϱ
 

Reference ID: 4279031 



&ŝŐƵƌĞ ϮϮ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƚĂŐŐĞƌĞĚ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ŽŶ WĂŐĞ ϭϯϳ
 

ϯϲ
 

Reference ID: 4279031 



&ŝŐƵƌĞ Ϯϯ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƚĂŐŐĞƌĞĚ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ŽŶ WĂŐĞ ϭϯϴ
 

ϯϳ
 

Reference ID: 4279031 



&ŝŐƵƌĞ Ϯϰ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƚĂŐŐĞƌĞĚ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ŽŶ WĂŐĞ ϭϯϵ
 

ϯϴ
 

Reference ID: 4279031 



&ŝŐƵƌĞ Ϯϱ DĞĚŝĂŶ ƐŝŵƵůĂƚĞĚ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƚĂŐŐĞƌĞĚ ƚƌĞĂƚŵĞŶƚ ŝŶŝƚŝĂƚŝŽŶ
 

^ŽƵƌĐĞ͗ WŽƉƵůĂƚŝŽŶ W< ƌĞƉŽƌƚ ;ĂůŬ ϵϬϳϮͲϬϱϰͿ ʹ &ŝŐƵƌĞ ŽŶ WĂŐĞ ϭϰϬ
 

ϯϵ
 

Reference ID: 4279031 



Switching from (Stable) Oral Aripiprazole Therapy to Regimens with ARISTADA INITIO 
,Q UHVSRQVH WR WKH ,5� WKH DSSOLFDQW SURYLGHG VLPXODWLRQV IRU VZLWFKLQJ IURP �VWDEOH� RUDO 
DULSLSUD]ROH WKHUDS\ WR HLWKHU WKH DSSURYHG UHJLPHQ RI $5,67$'$ ODXUR[LO DQG �� GD\V RI RUDO 
DULSLSUD]ROH RU UHJLPHQ ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 DQG VLQJOH RUDO GRVH RI �� PJ 
RUDO DULSLSUD]ROH ZLWK $5,67$'$ ODXUR[LO� 7KH PHGLDQ RI WKH VLPXODWHG DULSLSUD]ROH SODVPD 
FRQFHQWUDWLRQV XQGHU YDULRXV VFHQDULRV DUH VKRZQ LQ )LJXUH �� � )LJXUH �� EHORZ 

&ŝŐƵƌĞ Ϯϲ DĞĚŝĂŶ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƵďũĞĐƚƐ ŽŶ Ă ƐƚĂďůĞ ĚŽƐĞ ŽĨ ϭϬ ŵŐͬĚĂǇ ŽĨ 
ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϰϰϭ ŵŐ н ĐŽŶƚŝŶƵĞƐ ƚŽ ŐĞƚ ϭϬ ŵŐͬĚĂǇ ŽĨ ŽƌĂů
ĂƌŝƉŝƉƌĂǌŽůĞ ĨŽƌ Ϯϭ ĚĂǇƐ ;ďůƵĞ ůŝŶĞͿ Žƌ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϰϰϭ ŵŐ н ϯϬ ŵŐ ŽƌĂů

ĂƌŝƉŝƉƌĂǌŽůĞ н ϲϳϱ ŵŐ �Z/^d��� /E/d/K ;ƌĞĚ ůŝŶĞͿ 

^ŽƵƌĐĞ͗ �ƉƉůŝĐĂŶƚ͛Ɛ ZĞƐƉŽŶƐĞ ;ĚĂƚĞĚ ϭϭͬϭϰͬϮϬϭϳͿ ƚŽ /Z ;ĚĂƚĞĚ ϭϬͬϮϰͬϮϬϭϳͿ &ŝŐƵƌĞ ϭ ŽŶ WĂŐĞ ϰ
 

ϰϬ
 

Reference ID: 4279031 



&ŝŐƵƌĞ Ϯϳ DĞĚŝĂŶ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƵďũĞĐƚƐ ŽŶ Ă ƐƚĂďůĞ ĚŽƐĞ ŽĨ ϭϱ ŵŐͬĚĂǇ ŽĨ 
ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϲϲϮ ŵŐ н ĐŽŶƚŝŶƵĞƐ ƚŽ ŐĞƚ ϭϱ ŵŐͬĚĂǇ ŽĨ ŽƌĂů
ĂƌŝƉŝƉƌĂǌŽůĞ ĨŽƌ Ϯϭ ĚĂǇƐ ;ďůƵĞ ůŝŶĞͿ Žƌ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϲϲϮ ŵŐ н ϯϬ ŵŐ ŽƌĂů

ĂƌŝƉŝƉƌĂǌŽůĞ н ϲϲϮ ŵŐ �Z/^d��� /E/d/K ;ƌĞĚ ůŝŶĞͿ 

^ŽƵƌĐĞ͗ �ƉƉůŝĐĂŶƚ͛Ɛ ZĞƐƉŽŶƐĞ ;ĚĂƚĞĚ ϭϭͬϭϰͬϮϬϭϳͿ ƚŽ /Z ;ĚĂƚĞĚ ϭϬͬϮϰͬϮϬϭϳͿ &ŝŐƵƌĞ Ϯ ŽŶ WĂŐĞ ϱ
 

ϰϭ
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&ŝŐƵƌĞ Ϯϴ DĞĚŝĂŶ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƵďũĞĐƚƐ ŽŶ Ă ƐƚĂďůĞ ĚŽƐĞ ŽĨ ϮϬ ŵŐͬĚĂǇ ŽĨ 
ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϴϴϮ ŵŐ н ĐŽŶƚŝŶƵĞƐ ƚŽ ŐĞƚ ϮϬ ŵŐͬĚĂǇ ŽĨ ŽƌĂů
ĂƌŝƉŝƉƌĂǌŽůĞ ĨŽƌ Ϯϭ ĚĂǇƐ ;ďůƵĞ ůŝŶĞͿ Žƌ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϴϴϮ ŵŐ н ϯϬ ŵŐ ŽƌĂů

ĂƌŝƉŝƉƌĂǌŽůĞ н ϲϲϮ ŵŐ �Z/^d��� /E/d/K ;ƌĞĚ ůŝŶĞͿ 

^ŽƵƌĐĞ͗ �ƉƉůŝĐĂŶƚ͛Ɛ ZĞƐƉŽŶƐĞ ;ĚĂƚĞĚ ϭϭͬϭϰͬϮϬϭϳͿ ƚŽ /Z ;ĚĂƚĞĚ ϭϬͬϮϰͬϮϬϭϳͿ &ŝŐƵƌĞ ϯ ŽŶ WĂŐĞ ϲ
 

ϰϮ
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&ŝŐƵƌĞ Ϯϵ DĞĚŝĂŶ ĂƌŝƉŝƉƌĂǌŽůĞ ĐŽŶĐĞŶƚƌĂƚŝŽŶƐ ĨŽƌ ƐƵďũĞĐƚƐ ŽŶ Ă ƐƚĂďůĞ ĚŽƐĞ ŽĨ ϯϬ ŵŐͬĚĂǇ ŽĨ 
ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϴϴϮ ŵŐ н ĐŽŶƚŝŶƵĞƐ ƚŽ ŐĞƚ ϯϬ ŵŐͬĚĂǇ ŽĨ ŽƌĂů
ĂƌŝƉŝƉƌĂǌŽůĞ ĨŽƌ Ϯϭ ĚĂǇƐ ;ďůƵĞ ůŝŶĞͿ Žƌ ƚŚĂƚ ƐǁŝƚĐŚ ƚŽ �Z/^d��� ϴϴϮ ŵŐ н ϯϬ ŵŐ ŽƌĂů

ĂƌŝƉŝƉƌĂǌŽůĞ н ϲϲϮ ŵŐ �Z/^d��� /E/d/K ;ƌĞĚ ůŝŶĞͿ 

^ŽƵƌĐĞ͗ �ƉƉůŝĐĂŶƚ͛Ɛ ZĞƐƉŽŶƐĞ ;ĚĂƚĞĚ ϭϭͬϭϰͬϮϬϭϳͿ ƚŽ /Z ;ĚĂƚĞĚ ϭϬͬϮϰͬϮϬϭϳͿ &ŝŐƵƌĞ ϰ ŽŶ WĂŐĞ ϳ
 

ϰϯ
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Reviewer’s comments: 

The applicant reported the use of Trial Simulator (TS) ® and NONMEM® software tools to 
perform the simulations for various scenarios of (simultaneous) treatment initiation, staggered 
dosing and missed dosing of ARISTADA lauroxil, but did not include any of the datasets/files 
used for the simulations. Additionally, the response to the IR for simulation of switching from 
(stable) oral aripiprazole therapy to either approved regimen with ARISTADA lauroxil and 21 
days of oral aripiprazole or regimen with single dose each RI ARISTADA INITIO and 30 mg oral 
aripiprazole included a poor description of the methodology underlying the simulations. When 
the PM reviewer performed the simulations using some of the files submitted by the applicant to 
evaluate the switching scenarios, it was found that the steady state-exposures following multiple 
oral aripiprazole dosing were ~2-fold higher (at a population level) compared to the applicant’s 
simulations. Furthermore, there were issues with the absorption of aripiprazole IURP ARISTADA 
INITIO administration when the final popPK model parameters were used. Therefore, the 
reviewer conducted an independent simulation analysis to confirm the simulation results 
submitted by the applicant. Overall, the applicant’s simulations under (simultaneous) initiation 
regimens, staggered treatment and switching from (stable) oral aripiprazole therapy to regimens 
with ARISTADA INITIO scenarios are reasonable and therefore their dosing recommendations 
under the respective scenarios are acceptable. The methodology used by the reviewer for 
performing the simulations and the considerations for the appropriateness of these regimens are 
discussed in detail in section 3.3 below. 

ϰϰ
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��� 5HYLHZHU¶V 6LPXODWLRQV 
,Q RUGHU WR DGGUHVV WKHVH LVVXHV� WKH UHYLHZHU SHUIRUPHG DQ LQGHSHQGHQW DQDO\VLV RI HDFK 
IRUPXODWLRQ VHSDUDWHO\� DQG XVHG WKH SULQFLSOH RI VXSHULPSRVLWLRQ RI WKH LQGLYLGXDO FRPSRQHQWV� 
L�H�� $5,67$'$ ODXUR[LO ,0� 32 DULSLSUD]ROH DQG $5,67$'$ ,1,7,2 ,0 WR JHQHUDWH WKH 
SURILOHV IRU WKH VZLWFKLQJ VFHQDULRV DV GHVFULEHG DERYH� 0RUH VSHFLILFDOO\� WKH VFHQDULRV 
FRQVLGHUHG IRU VLPXODWLRQV ZHUH� �D� VZLWFKLQJ �VWDEOH� RUDO DULSLSUD]ROH WKHUDS\ RI �� PJ WR 
HLWKHU ��� PJ $5,67$'$ ODXUR[LO �40� � �� PJ 32 DULSLSUD]ROH �4'� �� GD\V� UHJLPHQ RU 
��� PJ $5,67$'$ ODXUR[LO �40� � VLQJOH GRVH RI �� PJ RI 32 DULSLSUD]ROH � VLQJOH GRVH RI 
��� PJ RI $5,67$'$ ,1,7,2 UHJLPHQ DQG �E� VZLWFKLQJ �VWDEOH� RUDO DULSLSUD]ROH WKHUDS\ RI 
�� PJ WR HLWKHU ��� PJ $5,67$'$ ODXUR[LO �40� � �� PJ 32 DULSLSUD]ROH �4'� �� GD\V� 
UHJLPHQ RU ��� PJ $5,67$'$ ODXUR[LO �40� � VLQJOH GRVH RI �� PJ RI 32 DULSLSUD]ROH � 
VLQJOH GRVH RI ��� PJ RI $5,67$'$ ,1,7,2 UHJLPHQ� 7KHVH VFHQDULRV ZHUH FRQVLGHUHG IRU 
VLPXODWLRQV E\ WKH 30 UHYLHZHU DV WKH\ EUDFNHW WKH GRVLQJ UHJLPHQ UDQJH� 7KH IROORZLQJ VWHSV 
ZHUH FRQVLGHUHG IRU WKLV� 

�� 7KH VWUXFWXUDO PRGHO IROORZLQJ 32 DULSLSUD]ROH LQ WKH 76 ILOH XVHG IRU VLPXODWLRQV E\ WKH 
DSSOLFDQW �LQFOXGHG LQ UHVSRQVH WR WKH ,5 GDWHG ��WK 2FWREHU� ����� ZDV VLPLODU WR WKDW RI WKH ILQDO 
SRS3. PRGHO� EXW WKH SDUDPHWHU HVWLPDWHV ZHUH GLIIHUHQW� $GGLWLRQDOO\� LW ZDV DOVR IRXQG WKDW D 
SUHYLRXVO\ GHYHORSHG DULSLSUD]ROH 3.3' PRGHO IROORZLQJ RUDO DULSLSUD]ROH DGPLQLVWUDWLRQ E\ WKH 
VDPH DSSOLFDQW� ZKLFK ZDV SUHYLRXVO\ UHYLHZHG �1'$ ������� 3.3' UHSRUW ���������� SDJH 
��� KDG WKH VDPH VWUXFWXUDO PRGHO DQG UHODWLYHO\ PRUH FRPSDUDEOH SDUDPHWHU HVWLPDWHV WR WKRVH 
UHSRUWHG LQ WKH 76 ILOH� 3OHDVH VHH 7DEOH � IRU WKHVH YDOXHV� 7KH 30 UHYLHZHU XVHG WKH HVWLPDWHV 
IURP WKH SUHYLRXVO\ UHYLHZHG RUDO DULSLSUD]ROH 3. PRGHO WR SHUIRUP VLPXODWLRQV IRU WKH 32 
DULSLSUD]ROH GRVLQJ FRPSRQHQW� 

dĂďůĞ ϯ WĂƌĂŵĞƚĞƌ ĞƐƚŝŵĂƚĞƐ 

d^ ʹ WK ŵŽĚĞů ĐŽĚĞ 
E�� ϬϮϭϰϯϲ W<W� 

WĂƌĂŵĞƚĞƌ &ŝŶĂů ƉŽƉW< ŵŽĚĞů ƵƐĞĚ ĨŽƌ ƐŝŵƵůĂƚŝŽŶ ŽĨ 
ZĞƉŽƌƚ ;ϯϭͲϭϯͲϮϵϵͿ 

ƐǁŝƚĐŚŝŶŐ ƐĐĞŶĂƌŝŽƐ 

�> Žƌ �>ͬ& ϭ͘ϵϴ ϯ͘ϭϱ ϯ͘ϰϰ 
;>ͬŚƌͿ 

s Žƌ sĐͬ& ;>Ϳ ϯϮϳ ϭϵϯ Ϯϱϱ 

<Ă ;ŚͲϭͿ Ϭ͘ϰϳ ϭ͘Ϭϲ ϭ͘ϲϳ 

ϰϱ 
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��	 7KH SDUDPHWHU HVWLPDWHV IURP WKH ILQDO SRS3. PRGHO ZHUH XVHG DV LV IRU VLPXODWLRQV 
IROORZLQJ $5,67$'$ ODXUR[LO ,0 GRVLQJ DQG $5,67$'$ ,1,7,2 GRVLQJ� EXW ZHUH GRQH 
VHSDUDWHO\ WR REWDLQ WKHLU UHVSHFWLYH GLVSRVLWLRQ SURILOH FRPSRQHQWV� 

��	 1H[W� WKH SURILOHV RI WKH LQGLYLGXDO FRPSRQHQWV ZHUH VXSHULPSRVHG DV IROORZV� 

D�	 6WDEOH RUDO DULSLSUD]ROH GRVLQJ ZDV DGPLQLVWHUHG IRU �� ZHHNV >XS WR GD\ ��@ 

E�	 6ZLWFKLQJ >RQ GD\ ��@ WR 32 DULSLSUD]ROH GRVLQJ IRU �DGGLWLRQDO� � ZHHNV >XS WR GD\ 
���@ � $5,67$'$ ODXUR[LO ,0 40 UHJLPHQ RU WR VLQJOH GRVH RI 32 DULSLSUD]ROH �� 
PJ � VLQJOH GRVH RI $5,67$'$ ,1,7,2 ��� PJ � $5,67$'$ ODXUR[LO ,0 40 
UHJLPHQ� 

7KH UHYLHZHU SHUIRUPHG ��� VLPXODWLRQV XQGHU WKH VFHQDULRV GLVFXVVHG DERYH DQG QRWHG WKDW WKH 
UHVXOWV ZHUH FRPSDUDEOH WR WKDW UHSRUWHG E\ WKH DSSOLFDQW IRU VZLWFKLQJ VWDEOH RUDO DULSLSUD]ROH 
WKHUDS\ WR UHJLPHQ ZLWK RU ZLWKRXW $5,67$'$ ,1,7,2� VXJJHVWLQJ WKDW WKH DSSOLFDQW¶V 
VLPXODWLRQV ZHUH DFFHSWDEOH� 7KH UHYLHZHU DOVR SHUIRUPHG LQGHSHQGHQW DQDO\VLV �E\ 
VXSHULPSRVLWLRQ� LQ D VLPLODU ZD\ DV GHVFULEHG DERYH IRU VLPXODWLRQV XQGHU �VLPXOWDQHRXV� 
LQLWLDWLRQ UHJLPHQV� VWDJJHUHG LQLWLDWLRQ UHJLPHQV DQG PLVVHG GRVLQJ VFHQDULRV DQG FRQVLGHU WKH 
DSSOLFDQW¶V UHVXOWV DFFHSWDEOH� 

7KH GRVLQJ UHFRPPHQGDWLRQV SURSRVHG E\ WKH DSSOLFDQW IROORZLQJ PLVVHG GRVHV RI $5,67$'$ 
ODXUR[LO LQFOXGH WKH IROORZLQJ WKUHH VFHQDULRV EDVHG RQ WKH OHQJWK RI WLPH VLQFH ODVW LQMHFWLRQ� �D� 
ZKHQ QR VXSSOHPHQWDWLRQ LV UHTXLUHG� �E� VXSSOHPHQW ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 
DQG �F� VXSSOHPHQW ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 DQG VLQJOH GRVH RI �� PJ 32 
DULSLSUD]ROH� $GGLWLRQDOO\� WKH DSSOLFDQW VXJJHVWV VXSSOHPHQWLQJ ZLWK � GD\V RI RUDO DULSLSUD]ROH 
DV DQ DOWHUQDWLYH WR VXSSOHPHQWLQJ ZLWK VLQJOH GRVH RI $5,67$'$ ,1,7,2 �VFHQDULR E� DQG 
VXSSOHPHQWLQJ ZLWK �� GD\V RI RUDO DULSLSUD]ROH DV DQ DOWHUQDWLYH WR VXSSOHPHQWLQJ ZLWK VLQJOH 
GRVH RI $5,67$'$ ,1,7,2 DQG VLQJOH GRVH RI �� PJ 32 DULSLSUD]ROH �VFHQDULR F�� %DVHG RQ WKH 
UHYLHZHU¶V VLPXODWLRQV� LW ZDV QRWHG WKDW WKH UHFRPPHQGDWLRQV RI VXSSOHPHQWLQJ ZLWK 
$5,67$'$ ,1,7,2 RU $5,67$'$ ,1,7,2 � VLQJOH GRVH RI �� PJ RUDO DULSLSUD]ROH ZHUH DV 
JRRG DV� DQG HYHQ SUHIHUDEOH WR WKH FXUUHQWO\ DSSURYHG RSWLRQV RI VXSSOHPHQWLQJ ZLWK HLWKHU � RU 
�� GD\V RI RUDO DULSLSUD]ROH� 7KLV FRQFOXVLRQ LV EDVHG RQ WKH IROORZLQJ FRQVLGHUDWLRQV� �L� WKH 
DULSLSUD]ROH SODVPD FRQFHQWUDWLRQV ZHUH FRQVLVWHQWO\ KLJKHU WKDQ WKH ��� QJ�PO ORZHU PDUJLQ RI 
WKH WROHUDEOH DQG HIIHFWLYH FRQFHQWUDWLRQ UDQJH DQG �LL� WKHUH LV OHVV SHDN WR WURXJK IOXFWXDWLRQ DQG 
�LLL� WKH DULSLSUD]ROH SODVPD FRQFHQWUDWLRQV RYHUVKRRWLQJ ZKHQ DGPLQLVWHULQJ � RU �� GD\V RI �� 
PJ RUDO DULSLSUD]ROH UHODWLYH WR WKH VFHQDULR RI QRW PLVVLQJ D GRVH� 7KLV LV LOOXVWUDWHG LQ WKH )LJXUH 
�� � )LJXUH �� VKRZQ EHORZ XQGHU VFHQDULRV ZKHQ VXSSOHPHQWDWLRQ LV UHTXLUHG IRU PLVVLQJ HLWKHU 
��� PJ RU ��� PJ RI $5,67$'$ ODXUR[LO� 

ϰϲ
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&ŝŐƵƌĞ ϯϬ ^ĐĞŶĂƌŝŽ ŽĨ ŵŝƐƐŝŶŐ ϰϰϭ ŵŐ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů ĚŽƐĞ ǁŝƚŚ ϳ ǁĞĞŬƐ Žƌ ůĞƐƐ ƐŝŶĐĞ ƚŚĞ ůĂƐƚ
 
ŝŶũĞĐƚŝŽŶ
 

EŽƚĞ͗ �ŽƚƚĞĚ ďůƵĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ǁŝƚŚŽƵƚ ŵŝƐƐĞĚ ĚŽƐĞ ;ĂƐ ƌĞĨĞƌĞŶĐĞͿ͖
 
ƐŽůŝĚ ŐƌĞĞŶ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ϳ ĚĂǇƐ ŽĨ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͕
 
ƐŽůŝĚ ŽƌĂŶŐĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ƐŝŶŐůĞ ĚŽƐĞ ŽĨ �Z/^d���
 

/E/d/K ͖
 
ĚĂƐŚĞĚ ŐƌĞǇ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ŶŽ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ;ŝ͘Ğ͕͘ ĂĚŵŝŶŝƐƚĞƌŝŶŐ ĂƌŝƐƚĂĚĂ
 

ůĂƵƌŽǆŝů ĂůŽŶĞͿ
 

�ƚ ƚŚĞ ďŽƚƚŽŵ͗ �ůŽƐĞĚ ƚƌŝĂŶŐůĞƐ Ăƚ ƚŚĞ ďŽƚƚŽŵ ƌĞƉƌĞƐĞŶƚ ƚŚĞ ĚŽƐĞƐ ŽĨ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů͕ ǁŚŝůĞ ƚŚĞ
 
ĐŝƌĐůĞ ǁŝƚŚ ͚ǆ͛ ŵĂƌŬ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ŵŝƐƐĞĚ ĚŽƐĞ
 

ϰϳ
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&ŝŐƵƌĞ ϯϭ ^ĐĞŶĂƌŝŽ ŽĨ ŵŝƐƐŝŶŐ ϰϰϭ ŵŐ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů ĚŽƐĞ ǁŝƚŚ ϴ ǁĞĞŬƐ Žƌ ůĞƐƐ ƐŝŶĐĞ ƚŚĞ ůĂƐƚ
 
ŝŶũĞĐƚŝŽŶ
 

EŽƚĞ͗ �ŽƚƚĞĚ ďůƵĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ǁŝƚŚŽƵƚ ŵŝƐƐĞĚ ĚŽƐĞ ;ĂƐ ƌĞĨĞƌĞŶĐĞͿ͖
 
ƐŽůŝĚ ŐƌĞĞŶ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ Ϯϭ ĚĂǇƐ ŽĨ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͕
 
ƐŽůŝĚ ŽƌĂŶŐĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ƐŝŶŐůĞ ĚŽƐĞ ŽĨ �Z/^d���
 

/E/d/K ĂŶĚ Ă ƐŝŶŐůĞ ĚŽƐĞ ŽĨ ϯϬ ŵŐ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͖
 
ĚĂƐŚĞĚ ŐƌĞǇ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ŶŽ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ;ŝ͘Ğ͕͘ ĂĚŵŝŶŝƐƚĞƌŝŶŐ ĂƌŝƐƚĂĚĂ
 

ůĂƵƌŽǆŝů ĂůŽŶĞͿ
 

�ƚ ƚŚĞ ďŽƚƚŽŵ͗ �ůŽƐĞĚ ƚƌŝĂŶŐůĞƐ Ăƚ ƚŚĞ ďŽƚƚŽŵ ƌĞƉƌĞƐĞŶƚ ƚŚĞ ĚŽƐĞƐ ŽĨ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů͕ ǁŚŝůĞ ƚŚĞ
 
ĐŝƌĐůĞ ǁŝƚŚ ͚ǆ͛ ŵĂƌŬ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ŵŝƐƐĞĚ ĚŽƐĞ
 

ϰϴ
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&ŝŐƵƌĞ ϯϮ ^ĐĞŶĂƌŝŽ ŽĨ ŵŝƐƐŝŶŐ ϴϴϮ ŵŐ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů ĚŽƐĞ ǁŝƚŚ ϭϮ ǁĞĞŬƐ Žƌ ůĞƐƐ ƐŝŶĐĞ ƚŚĞ
 
ůĂƐƚ ŝŶũĞĐƚŝŽŶ
 

EŽƚĞ͗ �ŽƚƚĞĚ ďůƵĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ǁŝƚŚŽƵƚ ŵŝƐƐĞĚ ĚŽƐĞ ;ĂƐ ƌĞĨĞƌĞŶĐĞͿ͖
 
ƐŽůŝĚ ŐƌĞĞŶ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ϳ ĚĂǇƐ ŽĨ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͕
 
ƐŽůŝĚ ŽƌĂŶŐĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ƐŝŶŐůĞ ĚŽƐĞ ŽĨ �Z/^d���
 

/E/d/K ͖ ͖
 
ĚĂƐŚĞĚ ŐƌĞǇ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ŶŽ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ;ŝ͘Ğ͕͘ ĂĚŵŝŶŝƐƚĞƌŝŶŐ ĂƌŝƐƚĂĚĂ
 

ůĂƵƌŽǆŝů ĂůŽŶĞͿ
 

�ƚ ƚŚĞ ďŽƚƚŽŵ͗ �ůŽƐĞĚ ƚƌŝĂŶŐůĞƐ Ăƚ ƚŚĞ ďŽƚƚŽŵ ƌĞƉƌĞƐĞŶƚ ƚŚĞ ĚŽƐĞƐ ŽĨ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů͕ ǁŚŝůĞ ƚŚĞ
 
ĐŝƌĐůĞ ǁŝƚŚ ͚ǆ͛ ŵĂƌŬ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ŵŝƐƐĞĚ ĚŽƐĞ
 

ϰϵ
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&ŝŐƵƌĞ ϯϯ ^ĐĞŶĂƌŝŽ ŽĨ ŵŝƐƐŝŶŐ ϴϴϮ ŵŐ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů ĚŽƐĞ ǁŝƚŚ ϭϯ ǁĞĞŬƐ Žƌ ůĞƐƐ ƐŝŶĐĞ ƚŚĞ
 
ůĂƐƚ ŝŶũĞĐƚŝŽŶ
 

EŽƚĞ͗ �ŽƚƚĞĚ ďůƵĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ǁŝƚŚŽƵƚ ŵŝƐƐĞĚ ĚŽƐĞ ;ĂƐ ƌĞĨĞƌĞŶĐĞͿ͖
 
ƐŽůŝĚ ŐƌĞĞŶ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ Ϯϭ ĚĂǇƐ ŽĨ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͕
 
ƐŽůŝĚ ŽƌĂŶŐĞ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ǁŝƚŚ ƐŝŶŐůĞ ĚŽƐĞ ŽĨ �Z/^d���
 

/E/d/K ĂŶĚ Ă ƐŝŶŐůĞ ĚŽƐĞ ŽĨ ϯϬ ŵŐ ŽƌĂů ĂƌŝƉŝƉƌĂǌŽůĞ͖ ͖
 
ĚĂƐŚĞĚ ŐƌĞǇ ůŝŶĞ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ƐĐĞŶĂƌŝŽ ŽĨ ŶŽ ƐƵƉƉůĞŵĞŶƚĂƚŝŽŶ ;ŝ͘Ğ͕͘ ĂĚŵŝŶŝƐƚĞƌŝŶŐ ĂƌŝƐƚĂĚĂ
 

ůĂƵƌŽǆŝů ĂůŽŶĞͿ
 

�ƚ ƚŚĞ ďŽƚƚŽŵ͗ �ůŽƐĞĚ ƚƌŝĂŶŐůĞƐ Ăƚ ƚŚĞ ďŽƚƚŽŵ ƌĞƉƌĞƐĞŶƚ ƚŚĞ ĚŽƐĞƐ ŽĨ ĂƌŝƐƚĂĚĂ ůĂƵƌŽǆŝů͕ ǁŚŝůĞ ƚŚĞ
 
ĐŝƌĐůĞ ǁŝƚŚ ͚ǆ͛ ŵĂƌŬ ƌĞƉƌĞƐĞŶƚƐ ƚŚĞ ŵŝƐƐĞĚ ĚŽƐĞ
 

ϱϬ
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� $33(1',;� ,1',9,'8$/ &/,1,&$/ 678'< 5(9,(:6 

x $/.�����%���� 6LQJOH DVFHQGLQJ GRVH VDIHW\� WROHUDELOLW\� 3. VWXG\ ZLWK GLIIHUHQW 
IRUPXODWLRQV RI DULSLSUD]ROH ODXUR[LO QDQR�VXVSHQVLRQ �$/�1&'� 

x $/.�����%���� 3. EULGJLQJ VWXG\ WR GHPRQVWUDWH WKH DGHTXDF\ RI $5,67$'$ ,1,7,2 
LQ REYLDWLQJ WKH QHHG IRU VXSSOHPHQWDO RUDO GRVLQJ IRU DULSLSUD]ROH IRU �� GD\V 

x $/.�����%���� 6LQJOH GRVH VDIHW\� WROHUDELOLW\� 3. VWXG\ RI $5,67$'$ ,1,7,2 LQ 
JOXWHDO YV� GHOWRLG PXVFOH 

ϱϭ
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&/,1,&$/ 3+$50$&2/2*< 678'< 5(9,(: 
3KDUPDFRNLQHWLF 6WXG\ 

6WXG\ � $/.�����%��� 6WXG\ 3HULRG� ���1RY����� WR ���6HS����� 
1'$ ������ 

7LWOH $ 3KDVH �� 3ODFHER�FRQWUROOHG� 6LQJOH $VFHQGLQJ�GRVH 6WXG\ WR (YDOXDWH WKH 6DIHW\� 
7ROHUDELOLW\� DQG 3KDUPDFRNLQHWLFV RI $/.6 ����1 LQ $GXOWV ZLWK 6FKL]RSKUHQLD 

2EMHFWLYHV� 
7R GHWHUPLQH WKH VDIHW\� WROHUDELOLW\� DQG SKDUPDFRNLQHWLFV �3.� RI � IRUPXODWLRQV RI $/.6 
����1 RYHU D UDQJH RI GRVH OHYHOV LQ DGXOWV ZLWK VFKL]RSKUHQLD 

6WXG\ 'HVLJQ� 

� 
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c:ohort.s1 ALK.5 9072:" Dose Subjects per Cohort' 

S IB l!O mg 2 

IA, !B, IC 22 1 mg 4 

2A,2B, 2C 441 mg 8 

3A, 3B, 3C 441 mg 8 

4A,4B, 4C 662 mg 16 

5A, 5B, 5C 882 mg 16 

1 The A, B, and C designation refers to the respective formulation (A, B, or C) administet-e-d to a given cohort. 
Dose escalation could have been halted for 1 or more formulations at any time. 

2 With the exception o f Coho11 S 1 B, subjKts \Vere randomized 3: 1 ALKS 9072N:placebo \\eithin a cohort. 

Cohor1s within a grouping (eg, 1 A, !B, and 1 C) were. enrolled and evaluated in parallel. 

Following Day 15 postdose assessments scheduled at the end of the inpatient stay, a review of available 
safety and PK data was conducted far each grouping. Dosing for subsequent groupings, including 
escalation to subsequent dose levels ( eg, 2A, 2B, and 2C), was contingent upon a safety and PK revi ew 
for the coho11s in the prior grouping. 

Subjec1s were discharged from the inpatient study facility upon completion of all scheduled Day 15 
post dose assessments. F ollo\ving discharge, subjects returned to the study site for 16 outpatient , ; sits 
through Day 113. If a subject was premattu·ely discontinued from the sttldy, an early termination ' i sit 
was completed using the assessments scheduled for Day 85. 

Stud)· T l'tatmeot (including dose, modt' of administ1'ation, and batch numbers): 

Aripiprazole Jauro:W, a micron-paiticle fomrulation of an =ended-release injectable antipsychotic, is a 
covalent non-es°" modification of "' ipiprazole to f01m N-Jauroylox;inethyl aripiprazole. Al.KS 907'_N 
is an alt<ruativ• fornrulotiOCl of aii piprazol• lo•U'oxil Th• following cohorts and dose lev•ls wett 
planned for inv•stigatiou: 

• ALKS 9072N Fommlation A:. 221, 441, 662, and 882 mg (662-and 882-mgdoses no< t=d) 

• ALKS 907'_N Fommlation B: 110, 221, 441, 662, and 882 mg 

• ALKS 9072N Fomrulatiou C: 221. 441. 662, and 882 mg (882-mg dos• 001 us•d) 

Actual doses could be lowered based on safety re\iew results. All fommlas were administered as an 
intramnscular (rvl) injec.tion into the g)uteal nmscle. Each subject assigned to Al.KS 907'_N recei\'ed a 
s ingle injec.tion. 

Srudy Dnag Lot Numbu 

ALKS 9072NFamnalationA 221 and441 mg 467-0005AB 

ALKS 9072N Fornmlation B 110, 221, and 441 mg 467-0002AB 

ALKS 9072N Fcrmulation B 662 wg 467-0002AA 

ALKS 9072N Famnalation B 882 mg 467-0007AA 

ALKS 9072N Fommlation C 221 and 441 mg 467-0003AB 

ALKS 9072N Fcrmulation C 662 wg 467-0003AA 

� 
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,QWUD�PXVFXODU LQMHFWLRQ²*OXWHDO 5RXWH RI 
$GPLQLVWUDWLRQ 

3. 6DPSOLQJ 
7LPHV DQG 
3DUDPHWHUV 

2Q 'D\ �� WKURXJK 'D\ ��� D VLQJOH VDPSOH ZDV GUDZQ ZLWKLQ �� KRXU ���� PLQXWHV� 
RI 'D\ � GRVLQJ RU DV FORVH WR WKLV WLPHIUDPH DV SRVVLEOH� 
)RU 'D\ �� WKURXJK 'D\ ��� D VLQJOH VDPSOH ZDV FROOHFWHG ZLWKLQ �� KRXUV ���� 
PLQXWHV� RI WKH 'D\ � GRVLQJ WLPH RU DV FORVH WR WKLV WLPHIUDPH DV SRVVLEOH� 
$ VLQJOH 3. VDPSOH ZDV GUDZQ DQ\WLPH GXULQJ WKH GD\ RQ 'D\ ���� 

6DIHW\ 
3DUDPHWHUV 

� 
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,Q DGGLWLRQ� VDIHW\ DQG WROHUDELOLW\ ZHUH DVVHVVHG WKURXJKRXW WKH VWXG\ RQ WKH EDVLV RI� 
� $(V 
� ,QMHFWLRQ VLWH DVVHVVPHQW 
� 9LWDO VLJQV �EORRG SUHVVXUH� KHDUW UDWH� UHVSLUDWRU\ UDWH� DQG ERG\ WHPSHUDWXUH� DQG 
ZHLJKW 
� &OLQLFDO ODERUDWRU\ SDUDPHWHUV �ELRFKHPLVWU\ >LQFOXGLQJ SURODFWLQ@� KHPDWRORJ\� DQG 
XULQDO\VLV� 
� (&* SDUDPHWHUV 
� &�6656 UHVSRQVHV 
x 0RYHPHQW GLVRUGHU PHDVXUHV 

í $EQRUPDO ,QYROXQWDU\ 0RYHPHQW 6FDOH �$,06� 
í %DUQHV $NDWKLVLD 5DWLQJ 6FDOH �%$56� 
í 6LPSVRQ $QJXV 6FDOH �6$6� 

� &*,�6 UHVSRQVHV 

3. 0RLHWLHV 
&RQFHQWUDWLRQV RI $ULSLSUD]ROH /DXUR[LO� N�K\GUR[\PHWK\O DULSLSUD]ROH� DULSLSUD]ROH� DQG 
GHK\GUR�DULSLSUD]ROH �WKH SULPDU\ PHWDEROLWH RI DULSLSUD]ROH� ZHUH TXDQWLILHG LQ SODVPD 
VDPSOHV 

3' (QGSRLQW�V� 1$ 
3' 3DUDPHWHUV 1$ 

6WDWLVWLFDO 
0HWKRGV 

� 
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$QDO\WLFDO 0HWKRG
 

9DOLGDWLRQ
 

6WXG\ 
6DPSOH 
$QDO\VLV 

0HWKRG 7\SH /&�06�06 0DWUL[ 3ODVPD 
$ULSLSUD]ROH /DXUR[LO� 

$QDO\WHV N�K\GUR[\PHWK\O DULSLSUD]ROH 
$ULSLSUD]ROH �3DUHQW� 

'HK\GUR�DULSLSUD]ROH �3ULPDU\ PHWDEROLWH� 

� 0HWKRG YDOLGDWHG SULRU WR XVH <HV 1R 

<HV 1R� 0HWKRG YDOLGDWLRQ DFFHSWDEOH 

� 6DPSOHV DQDO\]HG ZLWKLQ WKH HVWDEOLVKHG VWDELOLW\ SHULRG <HV 1R 

� 4XDOLW\ FRQWURO VDPSOHV UDQJH DFFHSWDEOH <HV 1R 

� &KURPDWRJUDPV SURYLGHG <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH FDOLEUDWLRQ FXUYH DFFHSWDEOH <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH TXDOLW\ FRQWURO VDPSOHV DFFHSWDEOH <HV 1R 

� 2YHUDOO SHUIRUPDQFH DFFHSWDEOH <HV 1R 

6WXG\ 3RSXODWLRQ�
 

x ����� \HDUV SDWLHQWV ZLWK GLDJQRVLV RI HLWKHU FKURQLF VFKL]RSKUHQLD RU VFKL]RDIIHFWLYH GLVRUGHU 
x $ WRWDO RI ��� VXEMHFWV ZHUH HQUROOHG LQ WKLV VWXG\ DQG DOO UHFHLYHG � GRVH RI VWXG\ GUXJ� 7ZR RI WKHVH ZHUH VHQWLQHO 

VXEMHFWV ZKR UHFHLYHG RSHQ�ODEHO $/.6 ����1� $ WRWDO RI ��� VXEMHFWV ZHUH UDQGRPL]HG WR HLWKHU SODFHER ��� 
VXEMHFWV� RU $/.6 ����1 ��� VXEMHFWV�� 

7DEOH �� 'HPRJUDSK\ RI VXEMHFWV
 

� 
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,QFOXVLRQ &ULHWULD�
 

([FOXVLRQ &ULWHULD�
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1. Pregnant, plrullling to become preguau4 or cwTently breastfeeding at Screening or upon 
admission 

2. Met any of the following exc.l1i.siona1) ' medication criteria: 

a. Had received oral aripiprazole within 28 days prior to randomization 
b. Had received AL or IM depot aripiprazole. within 6 months prior to admission 
c. Had taken any other extended release (also known as long-acting) injectable 

antipsychotic. \vithin 3 mouth.-; prior to admission 
d. \Vas cturently being a·eated with c.lozapine 

3. Had participated in a clinical bial involving any investigational product (ie, drug, device, 
biologic) \vithin the past 3 months, or was cuiTently participating in a clinical trial 
involving an investigational product 

4. History of psychopathology, other than schizophrenia or schizoaffec.tive. disorder, as 
indicated by any of the follo\viug: 

• DSM-5 (American Psychiatric Association 2013) Axis I diagnosis other than chronic 
sc.hizophrenia or schizoaffective. disorder \vithin the 12 months prior to Screening or 
upon admission 

• DSM-5 (American Psychiatric Association 2013) diagnosis of moderate or severe 
substance use disorder (except tobacco use disorder), \vithin the 12 months prior to 
Screening or npou admission 

5. In the opinion of the. Investigator, the.subject was deemed to be a danger to 
himselflherself or others at Screening or npou admission or met one of the follo\ving 
criteria for ele.vated suicidal ide.ation or behavior: 

6. History or cwnnt evi&:nce o f a clinically signific.'llll condition or abnonnality {including 
clinical laboratory test results or e lec.trocardiogram [ECG] findings) that, in the opinion 
o f the Investigator, could preclude safe participation in the srudy, or had any other disease 
or condition that could prevent, limit, or confOWld protocol specified assessments 
inchiding, but not limited to: 

a. Uncontrolled diabetes ~oglobin Ale [HbAlc] >7%), heai1 disease, or stroke 
b. Aspattate aminotransferase (AS'I) or alanine arninotrnnsferase (AL'I) lev~ls ~ times 

the upper limit of the laborat01)' reference range 
c. Thyroid stimulating hormone (TSH) >100/o above upper limit oflaboratory reference 

range .. 
d. An absolute neutrophil count $ 1.5x !O'/µL 
e. Aplateletcount $ 100x!03tµL 
f. History of or positive test result for human inmmt!O'ieficiency virus (HIV) anubody, 

ht!patitis B sum~ antigen,, or antihepatitis C virus a:o1t1>ody 

7. History or evidence of new·oieptic Illlllignant syndrome or clinically significant tardive 
dysk:inesia 

8. Had a QT interval (corrected using~ Fridericia fonnula; QTcF) >450msfor111en or 
>4 70 ms for women at Screening or upon adOlission 

9. Had used potent cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 
inhibitors (prescription medications. over-the-counter [OTq ruroications, or dietruy 
supplements) within 30 days prior to adOlission 

10. \Vas a CYP206 "Poor Metabolizer" as detemiined by phannacogenetic. testing conducted 
at Screening 

11. Had a positive urine drug test for amphetanlines, barl>iturntes, cocaine, methadone, 
opiates, or phencyclidine at Screening or upon adOlission 

� 
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5HVXOWV
 

)LJXUH �� 0HDQ �6'� $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH IRU WKH GLIIHUHQW IRUPXODWLRQV �$� % DQG &� RI 
$/.6 ����1 DW ��� PJ 

� 
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)LJXUH �� 0HDQ �6'� $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH IRU IRUPXODWLRQV % RI $/.6 ����1 DW GLIIHUHQW GRVH OHYHOV 

7DEOH �� 3. 3DUDPHWHUV IRU $ULSLSUD]ROH LQ 3ODVPD )ROORZLQJ D 6LQJOH ,0 $GPLQLVWUDWLRQ RI $/.6 
����1 LQ 6XEMHFWV :LWK 6FKL]RSKUHQLD 

� 
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7DEOH �� 'RVH�3URSRUWLRQDOLW\ $VVHVVPHQW RI $ULSLSUD]ROH $FURVV WKH 'RVH 5DQJH RI ��� WR ��� PJ 
$/.6 ����1 IRU )RUPXODWLRQ % 

�� 
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6DIHW\ 5HVXOWV
 
:DV WKHUH DQ\ GHDWK RU VHULRXV DGYHUVH <HV 1R 1$ 
HYHQWV" 

��
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7DEOH �� 6XPPDU\ RI $GYHUVH (YHQWV
 

2YHUDOO 6SRQVRU &RQVOXVLRQV 

,Q FRQFOXVLRQ� WKLV VWXG\ RI � IRUPXODWLRQV RI $/.6 ����1 DW GRVHV IURP ��� PJ WR ��� PJ VKRZHG WKDW 
WKHUH ZHUH QR PHDQLQJIXO GLIIHUHQFHV DPRQJ WKH IRUPXODWLRQV DQG DULSLSUD]ROH H[SRVXUH ZDV GRVH� 
SURSRUWLRQDO DFURVV WKH GRVH UDQJH� 7KH 3. SURSHUWLHV RI $/.6 ����1 GHPRQVWUDWHG PRUH UDSLG XSWDNH WKDQ 
$5,67$'$� DV LQWHQGHG� $QDO\WHV N�K\GUR[\PHWK\O DULSLSUD]ROH DQG GHK\GUR�DULSLSUD]ROH KDG H[SRVXUHV 
ZLWKLQ WKH UDQJH WKDW KDV SUHYLRXVO\ EHHQ REVHUYHG IRU $5,67$'$� 8QGHU WKH FRQGLWLRQV RI WKLV VWXG\� WKLV 
GUXJ SURGXFW ZDV VDIH DQG ZHOO WROHUDWHG� 

5HYLHZHU &RPPHQWV
 

1.	 Study Design: This was Phase 1, placebo-controlled, single ascending-dose study to evaluate 3 ALKS 9072N 
formulations (A, B, and C) of aripiprazole lauroxil at ascending doses administered to cohorts of subjects with 
schizophrenia. 
x The study was conducted with the 3 different formulations to select the final to-be-marketed 

formulation of ALKS9072N 
x The study was conducted at the acceptable dose range which was previously determined to be safe 

and tolerated in schizophrenia patients. 
x It was a single ascending-dose study with each dose-escalation only after a review of safety/PK assessment 

of preceding cohort. 
x Adequate numbers (N=114) of adult patients (male and females) between the age of 18-65 year 

were used. 
x PK analysis using a validated method was performed for aripiprazole and its metabolites and 
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appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  
x The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor 

metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of 
PK due to pharmacogenomics effects. 

x Therefore, the overall study design was acceptable. 

2.	 Protocol deviation: No major or minor protocol deviations were reported. 

3.	 Data Analysis (i.e., any outliers etc.): There were no outliers and the PK data from all subjects were 
included in the analysis. 

4.	 Bioanalytical Method: A validated bio-analytical methodology was used which was acceptable. 

5.	 Inclusion and Exclusion Criteria: Subjects were adult males and females between the ages of 18 and 
65 years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by 
Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known 
to be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent 
cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, over
the-counter [OTC] medications, or dietary supplements) within 30 days prior to admission as well as 
CYP2D6 “Poor Metabolizer” as determined by pharmacogenetic testing conducted at Screening 

6.	 Pharmacokinetic findings: We agree with the sponsor’s PK analysis and conclusions from the study. 

2YHUDOO 5HYLHZHU &RQVOXVLRQV� 

We agree with the sponsor’s overall conclusions. This was an investigative study to help them select an 
appropriate formulation that they could use in their subsequent clinical studies (i.e., PK-bridging study as 
well as injection site study). The sponsor selected formulation B which demonstrated slightly higher Cmax 
and AUC compared to the other 2 formulations. Subsequently, the PK-bridging study as well as the 
injection site study was done with formulation B.  

��
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&/,1,&$/ 3+$50$&2/2*< 678'< 5(9,(: 
3KDUPDFRNLQHWLF 6WXG\ 

6WXG\ � $/.�����%��� 6WXG\ 3HULRG� ���2FW����� WR ���-XO\����� 
1'$ ������ 

7LWOH $ 3KDVH � 6WXG\ RI DQ $/.6 ����1 ,QLWLDWLRQ 5HJLPHQ LQ $GXOWV ZLWK 6FKL]RSKUHQLD 

2EMHFWLYHV� 

3ULPDU\ 2EMHFWLYH 
7KH SULPDU\ REMHFWLYH RI WKLV VWXG\ ZDV WR FRPSDUH WKH SKDUPDFRNLQHWLFV �3.� RI 
DULSLSUD]ROH IROORZLQJ DGPLQLVWUDWLRQ RI DQ 1&' LQLWLDWLRQ UHJLPHQ YHUVXV DQ RUDO 
DULSLSUD]ROH LQLWLDWLRQ UHJLPHQ� 
6HFRQGDU\ 2EMHFWLYHV 
7KH VHFRQGDU\ REMHFWLYH RI WKLV VWXG\ ZDV WR GHWHUPLQH WKH VDIHW\ DQG WROHUDELOLW\ RI 
DGPLQLVWUDWLRQ RI DQ 1&' LQLWLDWLRQ UHJLPHQ YHUVXV DQ RUDO DULSLSUD]ROH LQLWLDWLRQ UHJLPHQ� 

6WXG\ 'HVLJQ� 

� 
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2UDO DQG ,QWUD�PXVFXODU LQMHFWLRQ 5RXWH RI 
$GPLQLVWUDWLRQ 

3. 6DPSOLQJ 
7LPHV DQG 
3DUDPHWHUV 

6DIHW\ 3DUDPHWHUV 

�
 
Reference ID: 4279031 



,Q DGGLWLRQ� VDIHW\ DQG WROHUDELOLW\ ZHUH DVVHVVHG WKURXJKRXW WKH VWXG\ RQ WKH EDVLV RI� 
� $(V 
� ,QMHFWLRQ VLWH DVVHVVPHQW 
� 9LWDO VLJQV �EORRG SUHVVXUH� KHDUW UDWH� UHVSLUDWRU\ UDWH� DQG ERG\ WHPSHUDWXUH� DQG 
ZHLJKW 
� &OLQLFDO ODERUDWRU\ SDUDPHWHUV �ELRFKHPLVWU\ >LQFOXGLQJ SURODFWLQ@� KHPDWRORJ\� DQG 
XULQDO\VLV� 
� (&* SDUDPHWHUV 
� &�6656 UHVSRQVHV 
x 0RYHPHQW GLVRUGHU PHDVXUHV 

í $EQRUPDO ,QYROXQWDU\ 0RYHPHQW 6FDOH �$,06� 
í %DUQHV $NDWKLVLD 5DWLQJ 6FDOH �%$56� 
í 6LPSVRQ $QJXV 6FDOH �6$6� 

� &*,�6 UHVSRQVHV 

3. 0RLHWLHV 
&RQFHQWUDWLRQV RI $ULSLSUD]ROH /DXUR[LO� N�K\GUR[\PHWK\O DULSLSUD]ROH� DULSLSUD]ROH� DQG 
GHK\GUR�DULSLSUD]ROH �WKH SULPDU\ PHWDEROLWH RI DULSLSUD]ROH� ZHUH TXDQWLILHG LQ SODVPD 
VDPSOHV 

3' (QGSRLQW�V� 1$ 
3' 3DUDPHWHUV 1$ 

6WDWLVWLFDO 
0HWKRGV 
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Statistical Methods: 

In general, descriptive statistics (n, wean, standard deviation [SD], median, minimum and maximum for 
continuous variables, and number and percentage of subjects in e.ach category for categorical variables) 
were summarized by treatment group for evaluated variables. 

All analyses were based on observed data only, and no missing values were imputed. Source data for the 
summary tables and statistical analyses were presented as subject data listings . 

Phannacokinetics: 
Concentration data were sununarized according to nominal (protocol-specified) sampling times. 
Pharwacokinetic parameters were calculated for 4 analytes: AL, N-hydroxymethyl aripiprazole, 
aripiprazole, and dehydro-aripiprazole, u~ing noncompartm ental analysis . Actual elapsed tin1e from 
dosing was used to estiniate individual plasma PK parameters. Given the limited munber of quantifiable 
samples for AL, no PK parameters were computed for this analyte. On days where intensive PK sample! 
were collected following oral aripiprazole administration (Day I and Day 21), only the trough plasma 
concentrations were used in the PK parameter calculations. 

Pharwacokinetic parameters for N-hydroxymethyl aripiprazole, aripiprazole, and dehydro-aripiprazole 
in plasma were listed separately and summarized by treatment group. Descriptive statistics of PK 
parameters consisted of number of subjects (n), arithmetic wean, geometric me.an, SD, standard error, 
percent coefficient of variation, median, minin1wn, and 11iaxin1um. A by-subject listing of individual PK 
parameters for each treatment group is provided. 

Safety: 
Adverse events were coded by System Organ Class (SOC) and Preferred Term (PT) using the Medical 
Dictionary for Regulatory Activities (MedDRA, Version 18.0). Treatment-en1ergent AEs (TEAEs), 
including drug-related TEAEs, serious adverse events (SAEs), and TEAEs le.ading to discontinuation, 
were summarized by treatment group, by MedDRA SOC and PT. Injection site re.actions reported as 
AEs, and any associated infomiation ( eg, injection site pain, redness, swelling), were summarized 
separately for aripiprazole lauroxil NCD and AL injections, by treatment group . 

The absolute value and changes from baseline oflaboratory test results, vital sign me.asurements, 
weight, and ECG findings were summarized by treatment group and tin1epoint. Subjects with potentiall) 
clinically significant values were summarized 
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$QDO\WLFDO 0HWKRG
 

9DOLGDWLRQ
 

6WXG\ 
6DPSOH 
$QDO\VLV 

0HWKRG 7\SH /&�06�06 0DWUL[ 3ODVPD 
$ULSLSUD]ROH /DXUR[LO� 

$QDO\WHV N�K\GUR[\PHWK\O DULSLSUD]ROH 
$ULSLSUD]ROH �3DUHQW� 

'HK\GUR�DULSLSUD]ROH �3ULPDU\ PHWDEROLWH� 

� 0HWKRG YDOLGDWHG SULRU WR XVH <HV 1R 

<HV 1R� 0HWKRG YDOLGDWLRQ DFFHSWDEOH 

� 6DPSOHV DQDO\]HG ZLWKLQ WKH HVWDEOLVKHG VWDELOLW\ SHULRG <HV 1R 

� 4XDOLW\ FRQWURO VDPSOHV UDQJH DFFHSWDEOH <HV 1R 

� &KURPDWRJUDPV SURYLGHG <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH FDOLEUDWLRQ FXUYH DFFHSWDEOH <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH TXDOLW\ FRQWURO VDPSOHV DFFHSWDEOH <HV 1R 

� 2YHUDOO SHUIRUPDQFH DFFHSWDEOH <HV 1R 

6WXG\ 3RSXODWLRQ� ����� \HDUV SDWLHQWV ZLWK GLDJQRVLV RI HLWKHU FKURQLF VFKL]RSKUHQLD RU VFKL]RDIIHFWLYH 
GLVRUGHU 

7DEOH �� 'HPRJUDSK\ RI VXEMHFWV
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Treanneut Group 

NCD NCD Oral Oral 
Initiation/ Initiation/ Initiation/ Initiation/ 

AL 44lmg AL 882mg AL 441 mg AL 882 mg All 
Category (N=39)' (l'i=4l)b (l'i=40)' (N=4l)d (N=l61) 

Age (years) 

Mean (SD) 44.4 (10.03) 42.3 (12.39) 44.2 (9.67) 45.0 (10.19) 44.0 (10.59) 

Median 44.0 45.0 46.5 47.0 46.0 

Min - Max 25 - 61 20 - 61 18 - 59 22 - 64 18 - 64 

Sex, n (%) 

Male 30 (76.9) 29 (70.7) 27 (67.5) 32 (78.0) 118 (73.3) 

Female 9 (23.1) 12 (29.3) 13 (32.5) 9 (22.0) 43 (26.7) 

Ethnicity, ll (%) 

Not Hispanic or Latino 39 (100.0) 38 (92.7) 38 (95.0) 40 (97.6) 155 (96.3) 

Hispanic or Latino 0 3 (7.3) 2 (5.0) 1 (2.4) 6 (3.7) 

Pti mary Race, n (%) 

Black or African American 31 (79.5) 33 (80.5) 26 (65.0) 35 (85.4) 125 (77.6) 

White 8 (20.5) 8 (19.5) 14 (35.0) 5 (12.2) 35 (21.7) 

Asian 0 0 0 1 (2.4) 1 (0.6) 

Height (cm) 

Mean (SD) 176.18 175.06 171.67 172.97 173.95 
(9.43) (9.25) (9.68) (8.80) (9.37) 

Median 176.50 l n.oo 172.70 175.20 175.30 

Min - Max 152.4 - 157.5 - 152.4 - 154.0 - 152.4 - 194.3 
194.3 188.0 191.0 190.5 

Weight (kg) 

Mean (SD) 87.06 91.87 89.26 89.25 89.39 
(18.23) (19.12) (17.98) (20.49) (18.89) 

Median 82.10 86.40 84.55 88.70 86.20 

Min - Max 59.4 - 126.5 56.6 - 132.2 66.7 - 143.6 50.5 - 138.9 50.5 - 143.6 

Body i\Iass Index (kg/m2
) 

Mean (SD) 2806 (5 .46) 29.79 (4.66) 30.30 (5.29) 29.71 (5.88) 29.48 (5.35) 

Median 27.80 29.60 29.45 28.80 28.80 

Min - Max 19.1 - 38.9 20.8 - 39.5 22.3 - 41.4 19.7 - 39.4 19.1 - 41.4 

i\Ietabolizer Status 

EJ..1ensive Metabolizer 26 (66.1) 29 (70.7) 25 (62.5) 26 (63.4) 106 (65.8) 

Intermediate Metabolizer 13 (33.3) 10 (24.4) 13 (32.5) 15 (36.6) 51 (31.7) 

Inconclusive 0 2 (4.9) 2 (5.0) 0 4l (2.5) 

Abbreviations: AL=aripiprazole lauroxil; NCD=NanoCrystaf' Dispersion ; SD=stanclard de\~ation 
• 30 mg oral aripiprazole on Day 1 followed by oral placebo for 20 days + AL-NCD 662 mg (gluteal) + 441 mg AL 

(deltoid) on Day I. 
b 30 mg oral aripiprazole on Day 1 followed by oral placebo for 20 days + AL-NCD 662 mg (gluteal) + 882 mg AL 

(gluteal) on Day I. 
' 15 mg oral aripiprazole for 21 days (D11ys 1-21) + placebo NCD IM injection (gluteal) + 441 mg AL (deltoid) on 

Day I. 
d 15 mg oral aripiprazole for 21 days (D11ys 1-21) + placebo NCD IM injection (gluteal) + 882 mg AL (gluteal) on 

Dav I. 
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,QFOXVLRQ &ULHWULD�
 

([FOXVLRQ &ULWHULD�
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5HVXOWV 
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)LJXUH �� 0HDQ �6WDQGDUG 'HYLDWLRQ� 3ORW RI $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH IRU WKH GLIIHUHQW 7UHDWPHQW 
*URXSV �$5,67$'$ ,1,7,2 UHJLPHQ YV� DSSURYHG $5,67$'$ UHJLPHQ� 
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7DEOH �� 3KDUPDFRNLQHWLF 3DUDPHWHUV IRU $ULSLSUD]ROH E\ 7UHDWPHQW *URXS 
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T1·~:ll:mtol Croup~ 

>CD Initiation! ~CD Initiation! Ornl Initiation} Oral laiti."ttioof 
PK P:aram.tt'r .\1.-141 mg .\I.SS: mg .\1.-141 mg .\I.SS: mg 
St2D:.riC"t (r\-.19)' c;...il)' (N&IOY (:'la.ll)' 

c_(ug/mL) 

N 39 41 40 41 

Muu(SD) 268.1 s (127.97) 217.S3 (102.66) 191.69 (64.10) 220.64 (!2.SS) 

SE 20.49 16.03 10.14 12.89 

Geometric ~1em 241.14 19327 180.s!I 205.06 

~ 2S3.00 199.00 19SJO 205.00 

Mi.n-M.u 81.4 . 732.0 62.S. 433.0 S0.4 . 336.0 71.3 -403.0 

OJ('/,) 47.72 47.19 33.4-1 37.42 

r_ (d•rl 

N 39 41 40 41 

Meclim 21.0 27.0 16.5 18.0 

Min-Mn 0.0 . 40.0 0.0· S6.0 lO · 26.0 3.0 -45.1 

.-\1.:C.. (cby•..,DU.) 

N 39 41 40 41 

Mun (SD) 9794.6 (3826.4) 116272 (5921.8) 6104.9 (2017.9) 93655 (5172.7) 

SE 612.7 924.8 319.1 807.7 

Geomebic Mull 82452 ~1.9 5769.8 7654.I 

Medm 10000.7 10659.2 6156.0 8564.4 

Mi.n-~m 193.4 -17~2'.8 963-2S8SO 1717.7 -12196.S 208.8. 219542 

OJ ('Ii) 39.07 50.93 33.05 55.22 

.--\t"C...:1 (d:.y*ag,'ml.) 

N 37 39 39 39 

M•an(SD) 4256.4 (1703.6) 3570.7 (19352) 3371.6 (1110.S) 3911.9 (1661.6) 

SE 280.1 309.9 ITI.S 266.1 

GooWltric ~- 3931.7 3113.3 31S6.8 3S66.3 

Medm 3990.0 289S.3 3631.6 3S97.2 

Min - Mn 1854.8 • 7910.I 1314.7. 9179.2 836.2 • 5320.3 918.S • 8409.3 

CV r,"o) 40.02 54.19 32.93 42.47 

Abbm.Utions: AL--aripip:aazo!e k-urotl; CV=coefficie.nt of variation; NC[)=;NanoCrystal:~ Dispersion; 
S~d devianoo; SE...tandad enw 

• 30 mg oral aripipra:zoleonDay : follo\ved by oral placebo for20 days + ~NCO 662 mg (gluteal) + 441 mg AL 
(deltoid) Oil Day I. 

" 30 mg oral aripipra:zole on Day : follo\ved by oral placebo for 20 days + ~NCO 662 mg (gluteal) + 882 mg AL 
(giute.31) Oil Day 1. 

• 15 mg orahripipruole for 21 da}> (Da}> 1-21) +placebo NCO lM injectioo (ghnal) + 441 mg AL (de~oid) OD 

0...y 1. 
• 15 mg orahripipruole for 21 da}> (Da}> 1-21) +placebo NCO lM injectioo (ghnal) + 8S2 mg AL (glui.al) OD 

0...y 1. - ... -. 
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6DIHW\ 5HVXOWV
 
:DV WKHUH DQ\ GHDWK RU VHULRXV DGYHUVH <HV 1R 1$ 
HYHQWV" 
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x 

7DEOH �� 6XPPDU\ RI $GYHUVH (YHQWV
 

2YHUDOO 6SRQVRU &RQVOXVLRQV
 

5HYLHZHU &RPPHQWV
 

Study Design: This was Phase 1 study was to compare the pharmacokinetics (PK) of aripiprazole 
following administration of an NCD initiation regimen versus an oral aripiprazole initiation regimen  

o	 The study was conducted with the final to-be-marketed formulation of ALKS9072N 
o	 The study was conducted at 662 mg dose of ALKS9072N which was previously determined to be 

safe and tolerated in schizophrenia patients. 
o	 Adequate numbers (N=161) of adult patients (male and females) between the age of 18-65 year 

were used who were randomly assigned 1:1:1:1 to the 4 treatment groups. 
o	 PK analysis using a validated method was performed for aripiprazole and its metabolites and 

appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  
o	 The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor 

metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of 
PK due to pharmacogenomics effects. 

o	 Therefore, the overall study design was acceptable. 
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x Protocol deviation: No major or minor protocol deviations were reported. 

x Data Analysis (i.e., any outliers etc.): 

x Bioanalytical Method: A validated bio-analytical methodology was used which was acceptable. 

x Inclusion and Exclusion Criteria: Subjects were adult males and females between the ages of 18 and 65 
years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by 
Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known to 
be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent 
cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, over-the
counter [OTC] medications, or dietary supplements) within 30 days prior to admission as well as CYP2D6 
“Poor Metabolizer” as determined by pharmacogenetic testing conducted at Screening 

1. Pharmacokinetic findings: We agree with the sponsor’s PK analysis and conclusions from the study. 

2YHUDOO 5HYLHZHU &RQVOXVLRQV� :H DJUHH ZLWK WKH VSRQVRU¶V RYHUDOO FRQFOXVLRQ 
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&/,1,&$/ 3+$50$&2/2*< 678'< 5(9,(: 
3KDUPDFRNLQHWLF 6WXG\ 

6WXG\ � $/.�����%��� 6WXG\ 3HULRG� ���2FW����� WR ���$SU����� 
1'$ ������ 

7LWOH $ 3KDVH � 6WXG\ WR (YDOXDWH WKH 6DIHW\� 7ROHUDELOLW\� DQG 3KDUPDFRNLQHWLFV RI 
$/.6 ����1 )ROORZLQJ $GPLQLVWUDWLRQ WR WKH 'HOWRLG RU *OXWHDO 0XVFOH LQ 
$GXOWV ZLWK 6FKL]RSKUHQLD RU 6FKL]RDIIHFWLYH 'LVRUGHU 

2EMHFWLYHV� 

3ULPDU\� 7R GHWHUPLQH WKH VDIHW\� WROHUDELOLW\ DQG SKDUPDFRNLQHWLFV �3.� RI 
$/.6 ����1 ��� PJ� DGPLQLVWHUHG DV D VLQJOH LQWUD�PXVFXODU �,0� LQMHFWLRQ LQ 
WKH GHOWRLG RU JOXWHDO PXVFOH LQ DGXOWV ZLWK VFKL]RSKUHQLD RU VFKL]RDIIHFWLYH 
GLVRUGHU 
6HFRQGDU\� 7R HYDOXDWH WKH UHODWLYH ELRDYDLODELOLW\ RI $/.6 ����1 ��� PJ 
IROORZLQJ D VLQJOH ,0 LQMHFWLRQ LQ WKH GHOWRLG PXVFOH FRPSDUHG WR H[SRVXUH 
IROORZLQJ DGPLQLVWUDWLRQ WR WKH JOXWHDO PXVFOH LQ DGXOWV ZLWK VFKL]RSKUHQLD RU 
VFKL]RDIIHFWLYH GLVRUGHU 

6WXG\ 'HVLJQ� 
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,QWUD�PXVFXODU LQMHFWLRQ²'HOWRLG DQG *OXWHDO 5RXWH RI $GPLQLVWUDWLRQ 

3. 6DPSOLQJ 7LPHV DQG 
3DUDPHWHUV 

6DPSOHV ZHUH FROOHFWHG ZLWKLQ � KRXU SUH�GRVH� DQG �� �� DQG � KRXUV ���� 
PLQXWHV� SRVW�GRVH RQ 'D\ �� 2Q 'D\V �� �� �� DQG �� D VLQJOH VDPSOH ZDV 
FROOHFWHG ZLWKLQ �� KRXU RI WKH 'D\ � GRVLQJ WLPH DQG DIWHU WKH (&* 
DVVHVVPHQW� 

6DIHW\ 3DUDPHWHUV 
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,Q DGGLWLRQ� VDIHW\ DQG WROHUDELOLW\ ZHUH DVVHVVHG WKURXJKRXW WKH VWXG\ RQ WKH 
EDVLV RI� 
� $(V 
� ,QMHFWLRQ VLWH DVVHVVPHQW 
� 9LWDO VLJQV �EORRG SUHVVXUH� KHDUW UDWH� UHVSLUDWRU\ UDWH� DQG ERG\ 
WHPSHUDWXUH� DQG ZHLJKW 
� &OLQLFDO ODERUDWRU\ SDUDPHWHUV �ELRFKHPLVWU\ >LQFOXGLQJ SURODFWLQ@� 
KHPDWRORJ\� DQG XULQDO\VLV� 
� (&* SDUDPHWHUV 
� &�6656 UHVSRQVHV 
x 0RYHPHQW GLVRUGHU PHDVXUHV 

í $EQRUPDO ,QYROXQWDU\ 0RYHPHQW 6FDOH �$,06� 
í %DUQHV $NDWKLVLD 5DWLQJ 6FDOH �%$56� 
í 6LPSVRQ $QJXV 6FDOH �6$6� 

� &*,�6 UHVSRQVHV 

3. 0RLHWLHV 
&RQFHQWUDWLRQV RI $ULSLSUD]ROH /DXUR[LO� N�K\GUR[\PHWK\O DULSLSUD]ROH� 
DULSLSUD]ROH� DQG GHK\GUR�DULSLSUD]ROH �WKH SULPDU\ PHWDEROLWH RI DULSLSUD]ROH� 
ZHUH TXDQWLILHG LQ SODVPD VDPSOHV 

3' (QGSRLQW�V� 1$ 
3' 3DUDPHWHUV 1$ 

6WDWLVWLFDO 0HWKRGV 
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$QDO\WLFDO 0HWKRG
 

9DOLGDWLRQ
 

6WXG\ 
6DPSOH 
$QDO\VLV 

0HWKRG 7\SH /&�06�06 0DWUL[ 3ODVPD 
$ULSLSUD]ROH /DXUR[LO� 

$QDO\WHV N�K\GUR[\PHWK\O DULSLSUD]ROH 
$ULSLSUD]ROH �3DUHQW� 

'HK\GUR�DULSLSUD]ROH �3ULPDU\ PHWDEROLWH� 

� 0HWKRG YDOLGDWHG SULRU WR XVH <HV 1R 

<HV 1R� 0HWKRG YDOLGDWLRQ DFFHSWDEOH 

� 6DPSOHV DQDO\]HG ZLWKLQ WKH HVWDEOLVKHG VWDELOLW\ SHULRG <HV 1R 

� 4XDOLW\ FRQWURO VDPSOHV UDQJH DFFHSWDEOH <HV 1R 

� &KURPDWRJUDPV SURYLGHG <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH FDOLEUDWLRQ FXUYH DFFHSWDEOH <HV 1R 

� $FFXUDF\ DQG SUHFLVLRQ RI WKH TXDOLW\ FRQWURO VDPSOHV DFFHSWDEOH <HV 1R 

� 2YHUDOO SHUIRUPDQFH DFFHSWDEOH <HV 1R 

6WXG\ 3RSXODWLRQ� 

x ����� \HDUV SDWLHQWV ZLWK GLDJQRVLV RI HLWKHU FKURQLF VFKL]RSKUHQLD RU VFKL]RDIIHFWLYH GLVRUGHU 
x 1 �� 

7DEOH �� 'HPRJUDSK\ RI VXEMHFWV
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,QFOXVLRQ &ULHWULD�
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([FOXVLRQ &ULWHULD�
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5HVXOWV 

)ROORZLQJ DGPLQLVWUDWLRQ RI $/.6 ����1� PHDQ DULSLSUD]ROH FRQFHQWUDWLRQV LQFUHDVHG VORZO\ 
DQG VWHDGLO\ LQ ERWK JURXSV� WKHQ GHFOLQHG WKURXJK 'D\ ���0HDQ DULSLSUD]ROH FRQFHQWUDWLRQV WHQGHG WR EH 
VOLJKWO\ KLJKHU IROORZLQJ GHOWRLG DGPLQLVWUDWLRQ� EXW WKHUH ZDV RYHUODS LQ WKH 6'V� WKXV� QR PHDQLQJIXO 
GLIIHUHQFHV EHWZHHQ WUHDWPHQW JURXSV ZHUH REVHUYHG LQ WKH DULSLSUD]ROH FRQFHQWUDWLRQ�WLPH FRXUVH� 
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)LJXUH �� 0HDQ �6'� $ULSLSUD]ROH &RQFHQWUDWLRQV 2YHU 7LPH )ROORZLQJ 'HOWRLG RU 
*OXWHDO $GPLQLVWUDWLRQ RI $/.6 ����1 ��� PJ 

7DEOH �� 3KDUPDFRNLQHWLF 3DUDPHWHUV IRU $ULSLSUD]ROH )ROORZLQJ 'HOWRLG RU *OXWHDO ,0 
$GPLQLVWUDWLRQ RI $/.6 ����1 
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/LNH DULSLSUD]ROH� WKH FRQFHQWUDWLRQV RI 'HK\GUR�DULSLSUD]ROH DQG N�K\GUR[\PHWK\O $ULSLSUD]ROH ZHUH 
JHQHUDOO\ VLPLODU EHWZHHQ WKH � WUHDWPHQW JURXSV� 

5HODWLYH %LRDYDLODELOLW\ $VVHVVPHQW �'HOWRLG YV� *OXWHDO� 
7KH UHODWLYH ELRDYDLODELOLW\ RI $/.6 ����1 IURP GHOWRLG FRPSDUHG WR JOXWHDO DGPLQLVWUDWLRQ ZDV HYDOXDWHG 
IRU DULSLSUD]ROH� *HRPHWULF PHDQ UDWLRV ZHUH QHDU XQLW\ DQG ��� &,V LQFOXGHG �� LQGLFDWLQJ WKDW DULSLSUD]ROH 
ELRDYDLODELOLW\ IROORZLQJ GHOWRLG DGPLQLVWUDWLRQ ZDV QRW VLJQLILFDQWO\ GLIIHUHQW WKDQ IROORZLQJ JOXWHDO 
DGPLQLVWUDWLRQ IRU &PD[� $8&�� DQG $8&ODVW� 

7DEOH �� 5HODWLYH %LRDYDLODELOLW\ $VVHVVPHQW RI $ULSLSUD]ROH )ROORZLQJ 'HOWRLG DQG *OXWHDO $GPLQLVWUDWLRQ 
RI $/.6 ����1 
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6DIHW\ 5HVXOWV
 
:DV WKHUH DQ\ GHDWK RU VHULRXV DGYHUVH <HV 1R 1$ 
HYHQWV" 
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7DEOH �� 6XPPDU\ RI $GYHUVH (YHQWV 

2YHUDOO 6SRQVRU &RQVOXVLRQV 

� 3ODVPD SURILOHV RI DULSLSUD]ROH� GHK\GUR�DULSLSUD]ROH� DQG N-K\GUR[\PHWK\O�DULSLSUD]ROH DIWHU D VLQJOH ,0 
LQMHFWLRQ RI $/.6 ����1 ��� PJ ZHUH FRPSDUDEOH EHWZHHQ GHOWRLG DQG JOXWHDO DGPLQLVWUDWLRQ� 
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� 7KH UHODWLYH ELRDYDLODELOLW\ RI DULSLSUD]ROH IROORZLQJ GHOWRLG DGPLQLVWUDWLRQ RI ,0 $/.6 ����1 ��� PJ 
ZDV VLPLODU WR JOXWHDO DGPLQLVWUDWLRQ� WKXV WKH � LQMHFWLRQ VLWHV FDQ EH XVHG LQWHUFKDQJHDEO\� 

$/.6 ����1 ��� PJ DGPLQLVWHUHG DW HLWKHU WKH GHOWRLG RU JOXWHDO VLWH UHVXOWHG LQ VLPLODU 3. SURILOHV DQG 
ELRDYDLODELOLW\� 0HDQ H[SRVXUH ZDV VLPLODU IURP WKH GHOWRLG VLWH DQG WKH JOXWHDO VLWH� DQG WKH UDQJH RI 
H[SRVXUHV RYHUODSSHG EHWZHHQ WKH � LQMHFWLRQ VLWHV� $/.6 ����1 ��� PJ ZDV JHQHUDOO\ VDIH DQG ZHOO 
WROHUDWHG� 1R QHZ VDIHW\ VLJQDO ZDV LGHQWLILHG ZLWK WKH GHOWRLG PXVFOH GRVLQJ UHJLPHQ� 

5HYLHZHU &RPPHQWV
 

1. Study Design: This was a randomized, open-label, single dose study of ALKS9072N (662 mg) 
administered as a single intra-muscular (IM) injection in deltoid or gluteal muscle in adults in 
schizophrenia patients. This parallel dosing study with 47 patients with PK assessment up to Day 8 is 
an adequate design for comparison of safety, tolerability and PK after an injection into the deltoid 
muscle vs. the PK after an injection into the gluteal muscle. 
x The study was conducted with the final to-be-marketed formulation of ALKS9072N. 
x The study was conducted at the 662 mg dose which was previously determined to be safe and 

tolerated in schizophrenia patients. 
x It was a randomized, open-label, single dose study of ALKS9072N with parallel dosing in patients 

with frequent PK sampling up to 8 days which was adequate to capture the full PK profile. 
x Adequate numbers (N=47) of adult patients (male and females) between the age of 18-65 year 

were used. The two treatment arms were balanced with regards to number of subjects, gender, 
race etc. 

x PK analysis using a validated method was performed for aripiprazole and its metabolites and 
appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  

x The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor 
metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of 
PK due to pharmacogenomics effects. 

x	 Therefore, the overall study design was acceptable. 

2.	 Protocol deviation: No major or minor protocol deviations were reported. 

3.	 Data Analysis (i.e., any outliers etc.): There were no outliers and the PK data from all subjects were 
included in the analysis. 

4.	 Bioanalytical Method: A validated bio-analytical methodology was used which was acceptable. 

5.	 Inclusion and Exclusion Criteria: Subjects were adult males and females between the ages of 18 and 
65 years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by 
Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known 
to be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent 
cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, over
the-counter [OTC] medications, or dietary supplements) within 30 days prior to admission as well as 
CYP2D6 “Poor Metabolizer” as determined by pharmacogenetic testing conducted at Screening 
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6. Pharmacokinetic findings: We agree with the sponsor’s PK analysis and conclusions from the study. 

2YHUDOO 5HYLHZHU &RQVOXVLRQV� 

We agree that the exposures of aripiprazole, dehydro-aripiprazole, and N hydroxymethyl aripiprazole after 
a single IM injection of ALKS 9072N 662 mg were similar between deltoid and gluteal administration. 
Thus, we agree that the 2 injection sites can be used interchangeably for ALKS 9072N 662 mg injection. 
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	Clarification

	The product is interchangeably referenced in different parts of the review as- ARISTADA INITIO, INITIO, extended-release injectable nano-suspension, NCD, and AL-NCD. 
	In earlier submission, the sponsor indicated ARISTADA INITIO as 
	Figure
	However, they later revised it to a final strength of 675 mg. The agency agrees. Therefore, 
	ARISTADA INITIO is 
	675 mg throughout the review. 
	Figure
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	Reviewer’s comments: 
	The applicant reported the use of Trial Simulator (TS) ® and NONMEM® software tools to perform the simulations for various scenarios of (simultaneous) treatment initiation, staggered dosing and missed dosing of ARISTADA lauroxil, but did not include any of the datasets/files used for the simulations. Additionally, the response to the IR for simulation of switching from (stable) oral aripiprazole therapy to either approved regimen with ARISTADA lauroxil and 21 days of oral aripiprazole or regimen with single
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	5HYLHZHU &RPPHQWV. 
	1.. This was Phase 1, placebo-controlled, single ascending-dose study to evaluate 3 ALKS 9072N formulations (A, B, and C) of aripiprazole lauroxil at ascending doses administered to cohorts of subjects with schizophrenia. 
	Study Design: 

	x 
	The study was conducted with the 3 different formulations to select the final to-be-marketed formulation of ALKS9072N 
	x 
	The study was conducted at the acceptable dose range which was previously determined to be safe and tolerated in schizophrenia patients. 
	x 
	It was a single ascending-dose study with each dose-escalation only after a review of safety/PK assessment of preceding cohort. 
	x 
	Adequate numbers (N=114) of adult patients (male and females) between the age of 18-65 year were used. 
	x 
	PK analysis using a validated method was performed for aripiprazole and its metabolites and 
	PK analysis using a validated method was performed for aripiprazole and its metabolites and 
	appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  

	x The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of PK due to pharmacogenomics effects. 
	x Therefore, the overall study design was acceptable. 
	2.. 
	2.. 
	2.. 
	 No major or minor protocol deviations were reported. 
	Protocol deviation:


	3.. 
	3.. 
	.): There were no outliers and the PK data from all subjects were included in the analysis. 
	Data Analysis (i.e., any outliers etc


	4.. 
	4.. 
	 A validated bio-analytical methodology was used which was acceptable. 
	Bioanalytical Method:


	5.. 
	5.. 
	Subjects were adult males and females between the ages of 18 and 65 years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known to be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, overthe-counter [OTC] medications, or
	Inclusion and Exclusion Criteria: 


	6.. 
	6.. 
	We agree with the sponsor’s PK analysis and conclusions from the study. 
	Pharmacokinetic findings: 



	2YHUDOO 5HYLHZHU &RQVOXVLRQV. 
	We agree with the sponsor’s overall conclusions. This was an investigative study to help them select an appropriate formulation that they could use in their subsequent clinical studies (i.e., PK-bridging study as well as injection site study). The sponsor selected formulation B which demonstrated slightly higher Cmax and AUC compared to the other 2 formulations. Subsequently, the PK-bridging study as well as the injection site study was done with formulation B.  
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	7DEOH .. 6XPPDU\ RI $GYHUVH (YHQWV. 
	Figure
	2YHUDOO 6SRQVRU &RQVOXVLRQV. 
	Figure
	5HYLHZHU &RPPHQWV. 
	 This was Phase 1 study was to compare the pharmacokinetics (PK) of aripiprazole following administration of an NCD initiation regimen versus an oral aripiprazole initiation regimen  
	Study Design:

	o. The study was conducted with the final to-be-marketed formulation of ALKS9072N 
	o. The study was conducted with the final to-be-marketed formulation of ALKS9072N 
	o. The study was conducted with the final to-be-marketed formulation of ALKS9072N 

	o. The study was conducted at 662 mg dose of ALKS9072N which was previously determined to be safe and tolerated in schizophrenia patients. 
	o. The study was conducted at 662 mg dose of ALKS9072N which was previously determined to be safe and tolerated in schizophrenia patients. 

	o. Adequate numbers (N=161) of adult patients (male and females) between the age of 18-65 year were used who were randomly assigned 1:1:1:1 to the 4 treatment groups. 
	o. Adequate numbers (N=161) of adult patients (male and females) between the age of 18-65 year were used who were randomly assigned 1:1:1:1 to the 4 treatment groups. 

	o. PK analysis using a validated method was performed for aripiprazole and its metabolites and appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  
	o. PK analysis using a validated method was performed for aripiprazole and its metabolites and appropriate PK parameters (i.e., Cmax, AUC, Tmax etc.) were assessed.  

	o. The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of PK due to pharmacogenomics effects. 
	o. The study excluded all strong inhibitors of CYP3A4 or CYP2D6 as well as patients who were poor metabolizers of CYP2D6, which minimized the potential for drug interactions and variability of PK due to pharmacogenomics effects. 

	o. Therefore, the overall study design was acceptable. 
	o. Therefore, the overall study design was acceptable. 


	x 
	x 
	x 
	Protocol deviation: No major or minor protocol deviations were reported. 

	x 
	x 
	Data Analysis (i.e., any outliers etc.): 

	x 
	x 
	Bioanalytical Method: A validated bio-analytical methodology was used which was acceptable. 

	x 
	x 
	Inclusion and Exclusion Criteria: Subjects were adult males and females between the ages of 18 and 65 years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known to be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, over
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	7DEOH .. 6XPPDU\ RI $GYHUVH (YHQWV 2YHUDOO 6SRQVRU &RQVOXVLRQV • 3ODVPD SURILOHV RI DULSLSUD]ROH. GHK\GUR.DULSLSUD]ROH. DQG N-K\GUR[\PHWK\O.DULSLSUD]ROH DIWHU D VLQJOH ,0 LQMHFWLRQ RI $/.6 ....1 ... PJ ZHUH FRPSDUDEOH EHWZHHQ GHOWRLG DQG JOXWHDO DGPLQLVWUDWLRQ. 
	• 7KH UHODWLYH ELRDYDLODELOLW\ RI DULSLSUD]ROH IROORZLQJ GHOWRLG DGPLQLVWUDWLRQ RI ,0 $/.6 ....1 ... PJ ZDV VLPLODU WR JOXWHDO DGPLQLVWUDWLRQ. WKXV WKH . LQMHFWLRQ VLWHV FDQ EH XVHG LQWHUFKDQJHDEO\. 
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	5HYLHZHU &RPPHQWV. 
	1. This was a randomized, open-label, single dose study of ALKS9072N (662 mg) administered as a single intra-muscular (IM) injection in deltoid or gluteal muscle in adults in schizophrenia patients. This parallel dosing study with 47 patients with PK assessment up to Day 8 is an adequate design for comparison of safety, tolerability and PK after an injection into the deltoid muscle vs. the PK after an injection into the gluteal muscle. x The study was conducted with the final to-be-marketed formulation of A
	Study Design: 

	x. Therefore, the overall study design was acceptable. 
	2.. 
	2.. 
	2.. 
	 No major or minor protocol deviations were reported. 
	Protocol deviation:


	3.. 
	3.. 
	.): There were no outliers and the PK data from all subjects were included in the analysis. 
	Data Analysis (i.e., any outliers etc


	4.. 
	4.. 
	 A validated bio-analytical methodology was used which was acceptable. 
	Bioanalytical Method:


	5.. 
	5.. 
	Subjects were adult males and females between the ages of 18 and 65 years. They all had diagnosis of either chronic schizophrenia or schizoaffective disorder, as defined by Diagnostic and Statistical Manual of Mental Disorders, 5th Edition (DSM-5). Since Aripiprazole is known to be metabolized via the CYP3A4 and CYP2D6 pathway, the study excluded any subjects who had potent cytochrome P450 (CYP) 3A4 inducers or inhibitors or CYP2D6 inhibitors (prescription medications, overthe-counter [OTC] medications, or
	Inclusion and Exclusion Criteria: 



	6. We agree with the sponsor’s PK analysis and conclusions from the study. 
	Pharmacokinetic findings: 

	2YHUDOO 5HYLHZHU &RQVOXVLRQV. 


	We agree that the exposures of aripiprazole, dehydro-aripiprazole, and N hydroxymethyl aripiprazole after a single IM injection of ALKS 9072N 662 mg were similar between deltoid and gluteal administration. Thus, we agree that the 2 injection sites can be used interchangeably for ALKS 9072N 662 mg injection. 
	We agree that the exposures of aripiprazole, dehydro-aripiprazole, and N hydroxymethyl aripiprazole after a single IM injection of ALKS 9072N 662 mg were similar between deltoid and gluteal administration. Thus, we agree that the 2 injection sites can be used interchangeably for ALKS 9072N 662 mg injection. 
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