
 

 
 

 

   
 

  

 

    
 

 
 

   
 

 

 

 

 

 

CENTER FOR DRUG EVALUATION AND RESEARCH 


Approval Package for: 


APPLICATION NUMBER:
 

761154Orig1s000 


Trade Name: Hulio 

Generic or Proper Adalimumab-fkjp
Name: 

Sponsor: Mylan Pharmaceuticals Inc. 
Approval Date: July 6,2020 

Indication: Hulio is indicated for: 

1. Rheumatoid Arthritis (RA): Reducing signs and 
symptoms, inducing major clinical response, inhibiting 
the progression of structural damage, and 
improving physical function in adult patients with 
moderately to severely active RA. 

2. Juvenile Idiopathic Arthritis (JIA): Reducing signs and 
symptoms of moderately to severely active polyarticular 
JIA in patients 4 years of age and older. 

3. Psoriatic Arthritis (PsA): Reducing signs and 
symptoms, inhibiting the progression of structural 
damage, and improving physical function in adult 
patients with active PsA. 

4. Ankylosing Spondylitis (AS): Reducing signs and 
symptoms in adult patients with active AS. 



 

 

 

 

5. Adult Crohn’s Disease (CD): Reducing signs and 
symptoms and inducing and maintaining clinical 
remission in adult patients with moderately to severely 
active Crohn’s disease who have had an inadequate 
response to conventional therapy. 
Reducing signs and symptoms and inducing clinical 
remission in these patients if they have also lost response 
to or are intolerant to infliximab products. 

6. Ulcerative Colitis (UC): Inducing and sustaining 
clinical remission in adult patients with moderately to 
severely active ulcerative colitis who have had an 
inadequate response to immunosuppressants such as 
corticosteroids, azathioprine or 6-mercaptopurine (6-
MP). The effectiveness of adalimumab products has not 
been established in patients who have lost response to or 
were intolerant to TNF blockers. 

7. Plaque Psoriasis (Ps): The treatment of adult patients 
with moderate to severe chronic plaque psoriasis who are 
candidates for systemic therapy or phototherapy, and 
when other systemic therapies are medically less 
appropriate. 
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%/$ $33529$/ 

0\ODQ 3KDUPDFHXWLFDOV ,QF� 
��� &KHVWQXW 5LGJH 5RDG 
3�2�%R[ ���� 
0RUJDQWRZQ� :9$ ����� 

$WWHQWLRQ� 6� :D\QH 7DOWRQ 
+HDG RI *OREDO 5HJXODWRU\ $IIDLUV 

'HDU 0U� 7DOWRQ� 

3OHDVH UHIHU WR \RXU ELRORJLFV OLFHQVH DSSOLFDWLRQ �%/$� GDWHG -XO\ ��� ����� UHFHLYHG 
-XO\ ��� ����� DQG \RXU DPHQGPHQWV� VXEPLWWHG XQGHU VHFWLRQ ����N� RI WKH 3XEOLF 
+HDOWK 6HUYLFH $FW IRU +XOLR �DGDOLPXPDE�INMS� LQMHFWLRQ� �� PJ���� P/ DQG �� PJ���� 
P/� 

/,&(16,1* 

:H KDYH DSSURYHG \RXU %/$ IRU +XOLR �DGDOLPXPDE�INMS� HIIHFWLYH WKLV GDWH� <RX DUH 
KHUHE\ DXWKRUL]HG WR LQWURGXFH RU GHOLYHU IRU LQWURGXFWLRQ LQWR LQWHUVWDWH FRPPHUFH� +XOLR 
XQGHU \RXU H[LVWLQJ 'HSDUWPHQW RI +HDOWK DQG +XPDQ 6HUYLFHV 8�6� /LFHQVH 1R� ����� 
+XOLR LV LQGLFDWHG IRU� 

��	 5KHXPDWRLG $UWKULWLV �5$�� 5HGXFLQJ VLJQV DQG V\PSWRPV� LQGXFLQJ PDMRU 
FOLQLFDO UHVSRQVH� LQKLELWLQJ WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH� DQG 
LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 
5$� 

��	 -XYHQLOH ,GLRSDWKLF $UWKULWLV �-,$�� 5HGXFLQJ VLJQV DQG V\PSWRPV RI PRGHUDWHO\ WR 
VHYHUHO\ DFWLYH SRO\DUWLFXODU -,$ LQ SDWLHQWV � \HDUV RI DJH DQG ROGHU� 

��	 3VRULDWLF $UWKULWLV �3V$�� 5HGXFLQJ VLJQV DQG V\PSWRPV� LQKLELWLQJ WKH 
SURJUHVVLRQ RI VWUXFWXUDO GDPDJH� DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW 
SDWLHQWV ZLWK DFWLYH 3V$� 

��	 $QN\ORVLQJ 6SRQG\OLWLV �$6�� 5HGXFLQJ VLJQV DQG V\PSWRPV LQ DGXOW SDWLHQWV ZLWK 
DFWLYH $6� 

��	 $GXOW &URKQ¶V 'LVHDVH �&'�� 5HGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ DQG 
PDLQWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 
&URKQ¶V GLVHDVH ZKR KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR FRQYHQWLRQDO WKHUDS\� 
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5HGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ FOLQLFDO UHPLVVLRQ LQ WKHVH SDWLHQWV LI 
WKH\ KDYH DOVR ORVW UHVSRQVH WR RU DUH LQWROHUDQW WR LQIOL[LPDE SURGXFWV� 

��	 8OFHUDWLYH &ROLWLV �8&�� ,QGXFLQJ DQG VXVWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW 
SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH XOFHUDWLYH FROLWLV ZKR KDYH KDG DQ 
LQDGHTXDWH UHVSRQVH WR LPPXQRVXSSUHVVDQWV VXFK DV FRUWLFRVWHURLGV� 
D]DWKLRSULQH RU ��PHUFDSWRSXULQH ���03�� 7KH HIIHFWLYHQHVV RI DGDOLPXPDE 
SURGXFWV KDV QRW EHHQ HVWDEOLVKHG LQ SDWLHQWV ZKR KDYH ORVW UHVSRQVH WR RU ZHUH 
LQWROHUDQW WR 71) EORFNHUV� 

��	 3ODTXH 3VRULDVLV �3V�� 7KH WUHDWPHQW RI DGXOW SDWLHQWV ZLWK PRGHUDWH WR VHYHUH 
FKURQLF SODTXH SVRULDVLV ZKR DUH FDQGLGDWHV IRU V\VWHPLF WKHUDS\ RU 
SKRWRWKHUDS\� DQG ZKHQ RWKHU V\VWHPLF WKHUDSLHV DUH PHGLFDOO\ OHVV DSSURSULDWH� 

0$18)$&785,1* /2&$7,216 

8QGHU WKLV OLFHQVH� \RX DUH DSSURYHG WR PDQXIDFWXUH DGDOLPXPDE�INMS GUXJ VXEVWDQFH 
DW .\RZD +DNNR .LULQ &R�� /WG�� 7DNDVDNL 3ODQW LQ 7DNDVDNL� *XQPD� -DSDQ� 7KH ILQDO 
IRUPXODWHG GUXJ SURGXFW ZLOO EH PDQXIDFWXUHG� ILOOHG� SDFNDJHG� DQG DVVHPEOHG DQG 
VHFRQGDU\ SDFNDJHG DW 7HUXPR <DPDJXFKL '	' &RUSRUDWLRQ LQ <DPDJXFKL� 
<DPDJXFKL� -DSDQ� VHFRQGDU\ SDFNDJHG DQG ODEHOHG DW 

<RX 
PD\ ODEHO \RXU SURGXFW ZLWK WKH SURSULHWDU\ QDPH� +XOLR� DQG PDUNHW LW LQ D �� PJ���� 
P/ SUHILOOHG V\ULQJH DQG SUHILOOHG SHQ DQG �� PJ���� P/ SUHILOOHG V\ULQJH� 

(b) (4)

(b) (4)

'$7,1* 3(5,2' 

7KH GDWLQJ SHULRG IRU +XOLR VKDOO EH �� PRQWKV IURP WKH GDWH RI PDQXIDFWXUH ZKHQ
VWRUHG DW � WR � �&� 7KH GDWH RI PDQXIDFWXUH VKDOO EH GHILQHG DV WKH GDWH RI ILQDO VWHULOH 
ILOWUDWLRQ RI WKH IRUPXODWHG GUXJ SURGXFW� 7KH GDWLQJ SHULRG IRU \RXU GUXJ VXEVWDQFH VKDOO 

PRQWKV IURP WKH GDWH RI PDQXIDFWXUH ZKHQ VWRUHG DW (b) (4) (b) (4)EH �&� 

)'$ /27 5(/($6( 

<RX DUH QRW FXUUHQWO\ UHTXLUHG WR VXEPLW VDPSOHV RI IXWXUH ORWV RI +XOLR WR WKH &HQWHU IRU 
'UXJ (YDOXDWLRQ DQG 5HVHDUFK �&'(5� IRU UHOHDVH E\ WKH 'LUHFWRU� &'(5� XQGHU �� 
&)5 ������ :H ZLOO FRQWLQXH WR PRQLWRU FRPSOLDQFH ZLWK �� &)5 ������ UHTXLULQJ 
FRPSOHWLRQ RI WHVWV IRU FRQIRUPLW\ ZLWK VWDQGDUGV DSSOLFDEOH WR HDFK SURGXFW SULRU WR 
UHOHDVH RI HDFK ORW� 

$Q\ FKDQJHV LQ WKH PDQXIDFWXULQJ� WHVWLQJ� SDFNDJLQJ� RU ODEHOLQJ RI +XOLR� RU LQ WKH 
PDQXIDFWXULQJ IDFLOLWLHV� ZLOO UHTXLUH WKH VXEPLVVLRQ RI LQIRUPDWLRQ WR \RXU ELRORJLFV 
OLFHQVH DSSOLFDWLRQ IRU RXU UHYLHZ DQG ZULWWHQ DSSURYDO� FRQVLVWHQW ZLWK �� &)5 ������� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
ZZZ�IGD�JRY 
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$33529$/ /$%(/,1* 

:H KDYH FRPSOHWHG RXU UHYLHZ RI WKLV DSSOLFDWLRQ� DV DPHQGHG� ,W LV DSSURYHG� HIIHFWLYH 
RQ WKH GDWH RI WKLV OHWWHU� IRU XVH DV UHFRPPHQGHG LQ WKH HQFORVHG DJUHHG�XSRQ 
ODEHOLQJ� 

:$,9(5 2) ò 3$*( /(1*7+ 5(48,5(0(17 )25 +,*+/,*+76 

:H DUH ZDLYLQJ WKH UHTXLUHPHQWV RI �� &)5 �������G���� UHJDUGLQJ WKH OHQJWK RI 
+LJKOLJKWV RI 3UHVFULELQJ ,QIRUPDWLRQ� 7KLV ZDLYHU DSSOLHV WR DOO IXWXUH VXSSOHPHQWV 
FRQWDLQLQJ UHYLVHG ODEHOLQJ XQOHVV ZH QRWLI\ \RX RWKHUZLVH� 

&217(17 2) /$%(/,1* 

$V VRRQ DV SRVVLEOH� EXW QR ODWHU WKDQ �� GD\V IURP WKH GDWH RI WKLV OHWWHU� VXEPLW� YLD 
WKH )'$ DXWRPDWHG GUXJ UHJLVWUDWLRQ DQG OLVWLQJ V\VWHP �H/,67�� WKH FRQWHQW RI ODEHOLQJ 
>�� &)5 �������E�@ LQ VWUXFWXUHG SURGXFW ODEHOLQJ �63/� IRUPDW� DV GHVFULEHG DW 
)'$�JRY�� &RQWHQW RI ODEHOLQJ PXVW EH LGHQWLFDO WR WKH HQFORVHG ODEHOLQJ �WH[W IRU WKH 
3UHVFULELQJ ,QIRUPDWLRQ� ,QVWUXFWLRQV IRU 8VH� DQG 0HGLFDWLRQ *XLGH�� ,QIRUPDWLRQ RQ 
VXEPLWWLQJ 63/ ILOHV XVLQJ H/,67 PD\ EH IRXQG LQ WKH JXLGDQFH IRU LQGXVWU\ SPL 
Standard for Content of Labeling Technical Qs and As�� 

7KH 63/ ZLOO EH DFFHVVLEOH YLD SXEOLFO\ DYDLODEOH ODEHOLQJ UHSRVLWRULHV� 

&$5721 $1' &217$,1(5 /$%(/,1* 

6XEPLW ILQDO SULQWHG FDUWRQ DQG FRQWDLQHU ODEHOLQJ WKDW DUH LGHQWLFDO WR WKH HQFORVHG 
FDUWRQ DQG FRQWDLQHU ODEHOLQJ� DV VRRQ DV WKH\ DUH DYDLODEOH� EXW QR PRUH WKDQ �� GD\V 
DIWHU WKH\ DUH SULQWHG� 3OHDVH VXEPLW WKHVH ODEHOLQJ HOHFWURQLFDOO\ DFFRUGLQJ WR WKH 
JXLGDQFH IRU LQGXVWU\ Providing Regulatory Submissions in Electronic Format — Certain 
Human Pharmaceutical Product Applications and Related Submissions Using the eCTD 
Specifications� )RU DGPLQLVWUDWLYH SXUSRVHV� GHVLJQDWH WKLV VXEPLVVLRQ ³)LQDO 3ULQWHG 
&DUWRQ DQG &RQWDLQHU /DEHOLQJ IRU DSSURYHG %/$ �������´ $SSURYDO RI WKLV 
VXEPLVVLRQ E\ )'$ LV QRW UHTXLUHG EHIRUH WKH ODEHOLQJ LV XVHG� 

5(48,5(' 3(',$75,& $66(660(176 

8QGHU WKH 3HGLDWULF 5HVHDUFK (TXLW\ $FW �35($� ��� 8�6�&� ���F�� DOO DSSOLFDWLRQV IRU 
QHZ DFWLYH LQJUHGLHQWV �ZKLFK LQFOXGHV QHZ VDOWV DQG QHZ IL[HG FRPELQDWLRQV�� QHZ 
LQGLFDWLRQV� QHZ GRVDJH IRUPV� QHZ GRVLQJ UHJLPHQV� RU QHZ URXWHV RI DGPLQLVWUDWLRQ 
DUH UHTXLUHG WR FRQWDLQ DQ DVVHVVPHQW RI WKH VDIHW\ DQG HIIHFWLYHQHVV RI WKH SURGXFW IRU 

� KWWS���ZZZ�IGD�JRY�)RU,QGXVWU\�'DWD6WDQGDUGV�6WUXFWXUHG3URGXFW/DEHOLQJ�GHIDXOW�KWP 
� :H XSGDWH JXLGDQFHV SHULRGLFDOO\� )RU WKH PRVW UHFHQW YHUVLRQ RI D JXLGDQFH� FKHFN WKH )'$ *XLGDQFH 
'RFXPHQWV 'DWDEDVH DW KWWSV���ZZZ�IGD�JRY�5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�GHIDXOW�KWP� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
ZZZ�IGD�JRY 
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WKH FODLPHG LQGLFDWLRQ�V� LQ SHGLDWULF SDWLHQWV XQOHVV WKLV UHTXLUHPHQW LV ZDLYHG� 
GHIHUUHG� RU LQDSSOLFDEOH� 

5KHXPDWRLG $UWKULWLV 

$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR 3RO\DUWLFXODU -XYHQLOH ,GLRSDWKLF 
$UWKULWLV �S-,$� LQ SHGLDWULF SDWLHQWV � WR OHVV WKDQ � \HDUV RI DJH� QR SHGLDWULF VWXGLHV ZLOO 
EH UHTXLUHG XQGHU 35($ IRU \RXU %/$� 

:H DUH GHIHUULQJ WKH UHTXLUHG SHGLDWULF DVVHVVPHQW IRU SHGLDWULF SDWLHQWV � \HDUV WR OHVV 
WKDQ � \HDUV RI DJH� 6HH 'HIHUUHG 3HGLDWULF $VVHVVPHQWV EHORZ� 

:H DUH GHIHUULQJ WKH UHTXLUHG SHGLDWULF DVVHVVPHQW IRU SDWLHQWV � �� NJ� 6HH 'HIHUUHG 
3HGLDWULF $VVHVVPHQWV EHORZ� 

3VRULDWLF $UWKULWLV 

$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR WKLV LQGLFDWLRQ� QR SHGLDWULF VWXGLHV 
ZLOO EH UHTXLUHG XQGHU 35($ IRU \RXU %/$� 

$QN\ORVLQJ 6SRQG\OLWLV 

$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR WKLV LQGLFDWLRQ� QR SHGLDWULF VWXGLHV 
ZLOO EH UHTXLUHG XQGHU 35($ IRU \RXU %/$� 

&URKQ¶V 'LVHDVH 

$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR &URKQ¶V GLVHDVH LQ SHGLDWULF 
SDWLHQWV OHVV WKDQ � \HDUV RI DJH� QR SHGLDWULF VWXGLHV ZLOO EH UHTXLUHG XQGHU 35($ IRU 
\RXU %/$� 

:H DUH GHIHUULQJ WKH UHTXLUHG SHGLDWULF DVVHVVPHQW IRU SHGLDWULF SDWLHQWV � \HDUV WR �� 
\HDUV RI DJH� 6HH 'HIHUUHG 3HGLDWULF $VVHVVPHQWV EHORZ� 

8OFHUDWLYH &ROLWLV 

$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR XOFHUDWLYH FROLWLV LQ SHGLDWULF 
SDWLHQWV OHVV WKDQ � \HDUV RI DJH� QR SHGLDWULF VWXGLHV ZLOO EH UHTXLUHG XQGHU 35($ IRU 
\RXU %/$� 

:H DUH GHIHUULQJ WKH UHTXLUHG SHGLDWULF DVVHVVPHQW IRU SHGLDWULF SDWLHQWV � WR �� \HDUV 
RI DJH� 6HH 'HIHUUHG 3HGLDWULF $VVHVVPHQWV EHORZ� 

3ODTXH 3VRULDVLV 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
ZZZ�IGD�JRY 
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$W WKLV WLPH� ZH KDYH GHWHUPLQHG WKDW� ZLWK UHVSHFW WR WKLV LQGLFDWLRQ� QR SHGLDWULF 
VWXGLHV ZLOO EH UHTXLUHG XQGHU 35($ IRU \RXU %/$� 

'HIHUUHG 3HGLDWULF $VVHVVPHQWV 

<RXU GHIHUUHG SHGLDWULF VWXGLHV UHTXLUHG XQGHU VHFWLRQ ���%�D� RI WKH )HGHUDO )RRG� 
'UXJ� DQG &RVPHWLF $FW DUH UHTXLUHG SRVWPDUNHWLQJ VWXGLHV� 7KH VWDWXV RI WKHVH 
SRVWPDUNHWLQJ VWXGLHV PXVW EH UHSRUWHG DQQXDOO\ DFFRUGLQJ WR �� &)5 ������ DQG 
VHFWLRQ ���%�D�����&� RI WKH )HGHUDO )RRG� 'UXJ� DQG &RVPHWLF $FW� 7KHVH UHTXLUHG 
VWXGLHV DUH OLVWHG EHORZ� 

������	 $VVHVVPHQW RI +XOLR �DGDOLPXPDE�INMS� IRU WKH WUHDWPHQW RI SRO\DUWLFXODU 
MXYHQLOH LGLRSDWKLF DUWKULWLV �-,$� LQ SDWLHQWV DJHV � WR OHVV WKDQ � \HDUV RI 
DJH� 

7KH WLPHWDEOH \RX VXEPLWWHG RQ -XQH ��� ����� VWDWHV WKDW \RX ZLOO FRQGXFW WKLV VWXG\ 
DFFRUGLQJ WR WKH IROORZLQJ VFKHGXOH� 

)LQDO 5HSRUW 6XEPLVVLRQ� 6HSWHPEHU ���� 

������	 $VVHVVPHQW RI +XOLR �DGDOLPXPDE�INMS� IRU WKH WUHDWPHQW RI 3HGLDWULF 
&URKQ¶V GLVHDVH �&'� LQ SHGLDWULF SDWLHQWV � \HDUV WR �� \HDUV RI DJH� 

7KH WLPHWDEOH \RX VXEPLWWHG RQ -XQH ��� ����� VWDWHV WKDW \RX ZLOO FRQGXFW WKLV VWXG\ 
DFFRUGLQJ WR WKH IROORZLQJ VFKHGXOH� 

)LQDO 5HSRUW 6XEPLVVLRQ� 6HSWHPEHU ���� 

������	 $VVHVVPHQW RI +XOLR �DGDOLPXPDE�INMS� IRU WKH WUHDWPHQW RI SHGLDWULF 
XOFHUDWLYH FROLWLV �8&� LQ SHGLDWULF SDWLHQWV � \HDUV WR �� \HDUV RI DJH� 

7KH WLPHWDEOH \RX VXEPLWWHG RQ -XQH ��� ����� VWDWHV WKDW \RX ZLOO FRQGXFW WKLV VWXG\ 
DFFRUGLQJ WR WKH IROORZLQJ VFKHGXOH� 

)LQDO 5HSRUW 6XEPLVVLRQ� 6HSWHPEHU ���� 

������	 'HYHORS D SUHVHQWDWLRQ WKDW FDQ EH XVHG WR DFFXUDWHO\ DGPLQLVWHU +XOLR 
�DGDOLPXPDE�INMS� WR SHGLDWULF SDWLHQWV ZKR ZHLJK OHVV WKDQ �� NJ� 

7KH WLPHWDEOH \RX VXEPLWWHG RQ -XQH ��� ����� VWDWHV WKDW \RX ZLOO FRQGXFW WKLV VWXG\ 
DFFRUGLQJ WR WKH IROORZLQJ VFKHGXOH� 

)LQDO 5HSRUW 6XEPLVVLRQ� 'HFHPEHU ���� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
ZZZ�IGD�JRY 
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6XEPLW WKH SURWRFRO�V� WR \RXU ,1' ������� ZLWK D FURVV�UHIHUHQFH OHWWHU WR WKLV %/$� 
5HSRUWV RI WKHVH UHTXLUHG SHGLDWULF SRVWPDUNHWLQJ VWXGLHV PXVW EH VXEPLWWHG DV D 
ELRORJLFV OLFHQVH DSSOLFDWLRQ �%/$� RU DV D VXSSOHPHQW WR \RXU DSSURYHG %/$ ZLWK WKH 
SURSRVHG ODEHOLQJ FKDQJHV \RX EHOLHYH DUH ZDUUDQWHG EDVHG RQ WKH GDWD GHULYHG IURP 
WKHVH VWXGLHV� :KHQ VXEPLWWLQJ WKH UHSRUWV� SOHDVH FOHDUO\ PDUN \RXU VXEPLVVLRQ 
�68%0,66,21 2) 5(48,5(' 3(',$75,& $66(660(176� LQ ODUJH IRQW� EROGHG 
W\SH DW WKH EHJLQQLQJ RI WKH FRYHU OHWWHU RI WKH VXEPLVVLRQ� 

32670$5.(7,1* &200,70(176 127 68%-(&7 72 7+( 5(3257,1*
5(48,5(0(176 81'(5 6(&7,21 ���% 

:H UHPLQG \RX RI \RXU SRVWPDUNHWLQJ FRPPLWPHQWV� 

������	 'HYHORS DQG LPSOHPHQW WHVWV LQ DSSURSULDWH IRUPDW �IXQFWLRQDO ELRDVVD\V 
RU WKH XVH RI )FȖ5,,,D DQG &�T ELQGLQJ DV VXUURJDWHV� IRU WKH )F�GRPDLQ� 
PHGLDWHG HIIHFWRU IXQFWLRQV RI DQWLERG\�GHSHQGHQW FHOO PHGLDWHG 
F\WRWR[LFLW\ �$'&&� DQG FRPSOHPHQW GHSHQGHQW F\WRWR[LFLW\ �&'&� RI 
).%���� DQG WR DGG WKHVH WHVWV WR WKH GUXJ VXEVWDQFH UHOHDVH 
VSHFLILFDWLRQ� 7KH XSGDWHG GUXJ VXEVWDQFH UHOHDVH VSHFLILFDWLRQ� WHVW 
PHWKRGV DQG VXSSRUWLQJ YDOLGDWLRQ GDWD ZLOO EH VXEPLWWHG WR )'$ IROORZLQJ 
�� &)5 ������ �E�� 

7KH WLPHWDEOH \RX VXEPLWWHG RQ -XQH ��� ����� VWDWHV WKDW \RX ZLOO FRQGXFW WKLV VWXG\ 
DFFRUGLQJ WR WKH IROORZLQJ VFKHGXOH� 

)LQDO 5HSRUW 6XEPLVVLRQ� 6HSWHPEHU ���� 

352027,21$/ 0$7(5,$/6 

<RX PD\ UHTXHVW DGYLVRU\ FRPPHQWV RQ SURSRVHG LQWURGXFWRU\ DGYHUWLVLQJ DQG 
SURPRWLRQDO ODEHOLQJ� )RU LQIRUPDWLRQ DERXW VXEPLWWLQJ SURPRWLRQDO PDWHULDOV� VHH WKH 
ILQDO JXLGDQFH IRU LQGXVWU\ Providing Regulatory Submissions in Electronic and Non-
Electronic Format-Promotional Labeling and Advertising Materials for Human 
Prescription Drugs�� 

<RX PXVW VXEPLW ILQDO SURPRWLRQDO PDWHULDOV DQG 3UHVFULELQJ ,QIRUPDWLRQ� DFFRPSDQLHG 
E\ D )RUP )'$ ����� DW WKH WLPH RI LQLWLDO GLVVHPLQDWLRQ RU SXEOLFDWLRQ 
>�� &)5 �������E�����L�@� )RUP )'$ ���� LV DYDLODEOH DW )'$�JRY�� ,QIRUPDWLRQ DQG 
,QVWUXFWLRQV IRU FRPSOHWLQJ WKH IRUP FDQ EH IRXQG DW )'$�JRY�� 

� )RU WKH PRVW UHFHQW YHUVLRQ RI D JXLGDQFH� FKHFN WKH )'$ JXLGDQFH ZHE SDJH DW 
KWWSV���ZZZ�IGD�JRY�PHGLD��������GRZQORDG� 
� KWWS���ZZZ�IGD�JRY�GRZQORDGV�$ERXW)'$�5HSRUWV0DQXDOV)RUPV�)RUPV�8&0�������SGI 
� KWWS���ZZZ�IGD�JRY�GRZQORDGV�$ERXW)'$�5HSRUWV0DQXDOV)RUPV�)RUPV�8&0�������SGI 
8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
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%/$ ������ 
3DJH � 

5(3257,1* 5(48,5(0(176 

<RX PXVW VXEPLW DGYHUVH H[SHULHQFH UHSRUWV XQGHU WKH DGYHUVH H[SHULHQFH UHSRUWLQJ 
UHTXLUHPHQWV IRU OLFHQVHG ELRORJLFDO SURGXFWV ��� &)5 �������� 

3URPLQHQWO\ LGHQWLI\ DOO DGYHUVH H[SHULHQFH UHSRUWV DV GHVFULEHG LQ �� &)5 ������� 

<RX PXVW VXEPLW GLVWULEXWLRQ UHSRUWV XQGHU WKH GLVWULEXWLRQ UHSRUWLQJ UHTXLUHPHQWV IRU 
OLFHQVHG ELRORJLFDO SURGXFWV ��� &)5 �������� 

<RX PXVW VXEPLW UHSRUWV RI ELRORJLFDO SURGXFW GHYLDWLRQV XQGHU �� &)5 ������� <RX 
VKRXOG SURPSWO\ LGHQWLI\ DQG LQYHVWLJDWH DOO PDQXIDFWXULQJ GHYLDWLRQV� LQFOXGLQJ WKRVH 
DVVRFLDWHG ZLWK SURFHVVLQJ� WHVWLQJ� SDFNLQJ� ODEHOLQJ� VWRUDJH� KROGLQJ DQG GLVWULEXWLRQ� 
,I WKH GHYLDWLRQ LQYROYHV D GLVWULEXWHG SURGXFW� PD\ DIIHFW WKH VDIHW\� SXULW\� RU SRWHQF\ RI 
WKH SURGXFW� DQG PHHWV WKH RWKHU FULWHULD LQ WKH UHJXODWLRQ� \RX PXVW VXEPLW D UHSRUW RQ 
)RUP )'$ ���� WR� 

)RRG DQG 'UXJ $GPLQLVWUDWLRQ 
&HQWHU IRU 'UXJ (YDOXDWLRQ DQG 5HVHDUFK 
'LYLVLRQ RI &RPSOLDQFH 5LVN 0DQDJHPHQW DQG 6XUYHLOODQFH 
�����% $PPHQGDOH 5RDG 
%HOWVYLOOH� 0' ���������� 

%LRORJLFDO SURGXFW GHYLDWLRQV� VHQW E\ FRXULHU RU RYHUQLJKW PDLO� VKRXOG EH DGGUHVVHG WR� 

)RRG DQG 'UXJ $GPLQLVWUDWLRQ 
&HQWHU IRU 'UXJ (YDOXDWLRQ DQG 5HVHDUFK 
'LYLVLRQ RI &RPSOLDQFH 5LVN 0DQDJHPHQW DQG 6XUYHLOODQFH 
����� 1HZ +DPSVKLUH $YHQXH� %OGJ� ��� 5RRP ���� 
6LOYHU 6SULQJ� 0' ����� 

%V8)$ ,, $33/,&$17 ,17(59,(: 

)'$ KDV FRQWUDFWHG ZLWK (DVWHUQ 5HVHDUFK *URXS� ,QF� �(5*� WR FRQGXFW DQ 
LQGHSHQGHQW LQWHULP DQG ILQDO DVVHVVPHQW RI WKH 3URJUDP IRU (QKDQFHG 5HYLHZ 
7UDQVSDUHQF\ DQG &RPPXQLFDWLRQ IRU 2ULJLQDO ����N� %/$V XQGHU %V8)$ ,, �µWKH 
3URJUDP¶�� 7KH %V8)$ ,, &RPPLWPHQW /HWWHU VWDWHV WKDW WKHVH DVVHVVPHQWV ZLOO LQFOXGH 
LQWHUYLHZV ZLWK DSSOLFDQWV IROORZLQJ )'$ DFWLRQ RQ DSSOLFDWLRQV UHYLHZHG LQ WKH 
3URJUDP� )RU WKLV SXUSRVH� ILUVW�F\FOH DFWLRQV LQFOXGH DSSURYDOV� FRPSOHWH UHVSRQVHV� 
DQG ZLWKGUDZDOV DIWHU ILOLQJ� 7KH SXUSRVH RI WKH LQWHUYLHZ LV WR EHWWHU XQGHUVWDQG 
DSSOLFDQW H[SHULHQFHV ZLWK WKH 3URJUDP DQG LWV DELOLW\ WR LPSURYH WUDQVSDUHQF\ DQG 
FRPPXQLFDWLRQ GXULQJ )'$ UHYLHZ� 

(5* ZLOO FRQWDFW \RX WR VFKHGXOH D %V8)$ ,, DSSOLFDQW LQWHUYLHZ DQG SURYLGH VSHFLILFV 
DERXW WKH LQWHUYLHZ SURFHVV� <RXU UHVSRQVHV GXULQJ WKH LQWHUYLHZ ZLOO EH FRQILGHQWLDO 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
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%/$ ������ 
3DJH � 

ZLWK UHVSHFW WR WKH )'$ UHYLHZ WHDP� (5* KDV VLJQHG D QRQ�GLVFORVXUH DJUHHPHQW DQG 
ZLOO QRW GLVFORVH DQ\ LGHQWLI\LQJ LQIRUPDWLRQ WR DQ\RQH RXWVLGH WKHLU SURMHFW WHDP� 7KH\ 
ZLOO UHSRUW RQO\ DQRQ\PL]HG UHVXOWV DQG ILQGLQJV LQ WKH LQWHULP DQG ILQDO DVVHVVPHQWV� 
0HPEHUV RI WKH )'$ UHYLHZ WHDP ZLOO EH LQWHUYLHZHG E\ (5* VHSDUDWHO\� :KLOH \RXU 
SDUWLFLSDWLRQ LQ WKH LQWHUYLHZ LV YROXQWDU\� \RXU IHHGEDFN ZLOO EH KHOSIXO WR WKHVH 
DVVHVVPHQWV� 

,I \RX KDYH DQ\ TXHVWLRQV� FDOO (ODLQH 6LW� 5HJXODWRU\ 3URMHFW 0DQDJHU� DW ����� ���� 
����� 

6LQFHUHO\� 

{See appended electronic signature page} 

1LNROD\ 3� 1LNRORY� 0' 
'LUHFWRU �$FWLQJ� 
'LYLVLRQ RI 5KHXPDWRORJ\ DQG 7UDQVSODQW 0HGLFLQH 
2IILFH RI ,PPXQRORJ\ DQG ,QIODPPDWLRQ 
&HQWHU IRU 'UXJ (YDOXDWLRQ DQG 5HVHDUFK 

(1&/2685(�6�� 
x &RQWHQW RI /DEHOLQJ 

o 3UHVFULELQJ ,QIRUPDWLRQ 
o 3DWLHQW 3DFNDJH ,QVHUW RU 0HGLFDWLRQ *XLGH 
o ,QVWUXFWLRQV IRU 8VH
 

x &DUWRQ DQG &RQWDLQHU /DEHOLQJ
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NIKOLAY P NIKOLOV 
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