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  '(3$570(17 2) +($/7+ $1' +80$1 6(59,&(6 

3,1' ������ 

$FFRUG +HDOWKFDUH ,QF� 
$WWHQWLRQ� 6DELWD 1DLU� 5$&� $64�&3*3 
6U� 'LUHFWRU ± 5HJXODWRU\ $IIDLUV 
���� 6ODWHU 5RDG 
6XLWH ����% 
'XUKDP� 1& ����� 

'HDU 0V� 1DLU� 

)RRG DQG 'UXJ $GPLQLVWUDWLRQ 
6LOYHU 6SULQJ 0' ����� 

0((7,1* 5(48(67� 
:5,77(1 5(63216(6 

3OHDVH UHIHU WR \RXU 3UH�,QYHVWLJDWLRQDO 1HZ 'UXJ $SSOLFDWLRQ �3,1'� ILOH IRU $WURSLQH 6XOIDWH ,QMHFWLRQ 
863� � PJ�P/ DQG ��� PJ�P/� 

:H DOVR UHIHU WR \RXU VXEPLVVLRQ GDWHG 1RYHPEHU ��� ����� FRQWDLQLQJ D 3UH�1'$ PHHWLQJ UHTXHVW 
�:ULWWHQ 5HVSRQVHV 2QO\�� 7KH SXUSRVH RI WKH UHTXHVWHG PHHWLQJ LV WR GLVFXVV \RXU SURGXFW GHYHORSPHQW 
SODQ IRU D ����E���� DSSOLFDWLRQ IRU $WURSLQH 6XOIDWH ,QMHFWLRQ 863� � PJ�P/ DQG ��� PJ�P/� 

)XUWKHU UHIHUHQFH LV PDGH WR RXU 0HHWLQJ *UDQWHG OHWWHU GDWHG 'HFHPEHU �� ����� ZKHUHLQ ZH DJUHHG WKDW 
ZULWWHQ UHVSRQVHV WR \RXU TXHVWLRQV ZRXOG EH SURYLGHG LQ OLHX RI D PHHWLQJ� 

7KH HQFORVHG GRFXPHQW FRQVWLWXWHV RXU ZULWWHQ UHVSRQVHV WR WKH TXHVWLRQV FRQWDLQHG LQ \RXU 
'HFHPEHU ��� ���� EDFNJURXQG SDFNDJH� 

,I \RX KDYH DQ\ TXHVWLRQV� SOHDVH FRQWDFW� 

4X\QK 1JX\HQ� 3KDUP�'�� 5$& 
5HJXODWRU\ 3URMHFW 0DQDJHU 
����� �������� 

(QFORVXUH� 
:ULWWHQ 5HVSRQVHV 

6LQFHUHO\�  

{See appended electronic signature page} 

1RUPDQ 6WRFNEULGJH� 0�'�� 3K�'� 
'LUHFWRU 
'LYLVLRQ RI &DUGLRYDVFXODU DQG 5HQDO 3URGXFWV 
2IILFH RI 'UXJ (YDOXDWLRQ , 
&HQWHU IRU 'UXJ (YDOXDWLRQ DQG 5HVHDUFK 
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)22' $1' '58* $'0,1,675$7,21 
&(17(5 )25 '58* (9$/8$7,21 $1' 5(6($5&+ 

:5,77(1 5(63216(6 

0HHWLQJ 7\SH� % 
0HHWLQJ &DWHJRU\� 3UH�1'$ 

$SSOLFDWLRQ 1XPEHU� 3,1' ������ 

3URGXFW 1DPH� 
,QGLFDWLRQ� 

$WURSLQH 6XOIDWH ,QMHFWLRQ 863� � PJ�P/ DQG ��� PJ�P/ 
)RU WHPSRUDU\ EORFNDGH RI VHYHUH RU OLIH WKUHDWHQLQJ PXVFDULQLF HIIHFWV� 
H�J�� DV DQ DQWLVLDODJRJXH� DQ DQWLYDJDO DJHQW� DQ DQWLGRWH IRU 
RUJDQRSKRVSKRUXV RU PXVFDULQLF PXVKURRP SRLVRQLQJ� DQG WR WUHDW 
EUDG\DV\VWROLF FDUGLDF DUUHVW� 

6SRQVRU�$SSOLFDQW 1DPH� $FFRUG +HDOWKFDUH ,QF� 
5HJXODWRU\ 3DWKZD\� ����E���� 

��� %$&.*5281' 

$FFRUG +HDOWKFDUH ,QF� UHTXHVWHG WKLV 3UH�1'$ PHHWLQJ �:ULWWHQ 5HVSRQVHV 2QO\� WR GLVFXVV WKHLU 
SURGXFW GHYHORSPHQW SODQ IRU D ����E���� QHZ GUXJ DSSOLFDWLRQ �1'$� IRU $WURSLQH 6XOIDWH ,QMHFWLRQ 
863� � PJ�P/� � P/ DQG ��� PJ�P/� � P/ LQ JODVV YLDOV� 

7KH SURSRVHG OLVWHG GUXJ �/'� LV +RVSLUD� ,QF�¶V $WURSLQH 6XOIDWH ,QMHFWLRQ �$QV\U� 3ODVWLF 6\ULQJH�� 
��� PJ�P/� � P/ DQG �� P/� ZKLFK ZDV DSSURYHG XQGHU 1'$ ������� 

$FFRUG¶V SURSRVHG $WURSLQH 6XOIDWH ,QMHFWLRQ� 863 LV IRUPXODWHG ZLWK D VWUHQJWK RI � PJ�P/ DQG 
��� PJ�P/ FRPSDUHG WR WKH SURSRVHG OLVWHG GUXJ¶V VWUHQJWK RI ��� PJ�P/� 7KHUHIRUH� $FFRUG LQWHQGV WR 
VXEPLW D ����E���� 1'$ DSSOLFDWLRQ XQGHU WKH FODXVH RI D FKDQJH LQ VWUHQJWK� $FFRUG¶V SURSRVHG 
IRUPXODWLRQ LV LGHQWLFDO WR WKDW RI +RVSLUD¶V DSSURYHG SURGXFW LQ WHUPV RI URXWH RI DGPLQLVWUDWLRQ� GRVDJH 
IRUP DQG WKHUDSHXWLF LQGLFDWLRQ� 

)RU WKLV 3UH�1'$ PHHWLQJ� $FFRUG ZLVKHV WR REWDLQ JXLGDQFH VSHFLILFDOO\� 

�� 7R GHWHUPLQH ZKHWKHU WKH SURSRVHG SURGXFW LV HOLJLEOH IRU VXEPLVVLRQ DV D ����E���� 1'$� 
�� 7R GHWHUPLQH WKH QDWXUH RI DQ\ QRQ�FOLQLFDO� FOLQLFDO� RU SKDUPDFRNLQHWLF VWXGLHV WKDW PD\ EH 
UHTXLUHG WR VXSSRUW WKH VXEPLVVLRQ DQG DSSURYDO RI WKH 1'$� SXUVXDQW WR �� &)5 ������� 

��	 7R GHWHUPLQH ZKHWKHU WKH SURSRVHG SURGXFW PD\ EH HOLJLEOH IRU DQ ³$´ UDWLQJ �WKHUDSHXWLFDOO\ 
HTXLYDOHQW� DJDLQVW WKH 5HIHUHQFH /LVWHG 'UXJ �5/'�� >6DPH 7( FRGH ZLOO EH DVVLJQHG IRU 
SURSRVHG GUXJ SURGXFW DQG 5/'@� 

��� 48(67,216 $1' 5(63216(6 

��� *HQHUDO 

Question 1: 
'RHV WKH $JHQF\ DJUHH WKDW WKH SURSRVHG SURGXFW LV HOLJLEOH IRU VXEPLVVLRQ XQGHU D ����E���� DSSOLFDWLRQ" 
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FDA Response to Question I: 
A 505(b)(2) application appears acceptable, at this time, based on the available info1mation. For 
info1mation on the 505(b)(2) regulato1y pathway, please see section 3.0 of this document. 

2.2 Quality 

Question 2: 
The applicant proposes to submit Chemistiy, Manufacturing and Controls (CMC) info1mation on three 
pilot scale batches of the proposed product with 6 months of accelerated and 12 months real time 
stability data. 

The applicant will propose a shelf life of24 months at the time ofsubmission and the application will be 
updated with additional stability data during the review cycle. Is this acceptable? 

FDA Response to Question 2: 
We agree with your proposal to include at least twelve months oflong-te1m stability data and six 
months ofaccelerated stability data at the time ofNDA submission. For detailed 
recommendations regarding the batch selection, testing conditions, etc., refer to !CH QJA (R2) 
Guidance "Stability Testing ofNew Drug Substances and Products. " 

Question 3: 
Are any in-vitro studies required to suppo1t the equivalency ofthe proposed product with the Reference 
Listed Drng? 

FDA Response to Question 3: 
Refer to our response to Questions 6 and 7. 

Question 4: 
Accord intends to perfo1m phaimaceutical equivalency study ofproposed product with RLD for test 
pai·ameters assay, related substances, desc1iption, osmolality and specific gravity. Is this approach 
acceptable? 

FDA Response to Question 4: 
Refer to our response to Question 6. 

~~~ . ~ 4
Cb>< l is one of the impurities in finished product. Applicant wants to keep limit ofNM ... LJ% 

beyond ICH threshold being a metabolite impmity. Is this approach acceptable? 

FDA Response to Question 5: 
·-----------------------~'b)(4f(

p ease prov10em your subilllSsion a 
JUStlficat10n fOillie proposed acceptance Iiiiiits for the --n>n4limpurity in view of your batch 
analysis and stability data. 

Reference ID 467gi36 



  

3,1' ������ 
3DJH � 

Question 6: 
$FFRUG LQWHQGV WR SHUIRUP SKDUPDFHXWLFDO HTXLYDOHQF\ VWXG\ RI GLOXWHG SURGXFW RI WZR IRUPXODWLRQV �7HVW 
SURGXFW DQG 5/'� RI $WURSLQH 6XOIDWH ,QMHFWLRQ� 'LOXWLRQ VWXG\ ZLOO EH SHUIRUPHG FRYHULQJ EHORZ 
SDUWLFXODUV� 

¾ 'LOXHQW� :DWHU IRU LQMHFWLRQ DQG ���� VRGLXP FKORULGH LQMHFWLRQ 

PJ�P/ DQG PJ�P/ 
¾ 6WXG\ WHPSHUDWXUH� ���& � ���& �QRUPDO URRP /LJKW� 

(b) (4) (b) (4)¾ )LQDO FRQFHQWUDWLRQ RI GUXJ� 
¾ 6WXG\ WLPH SRLQWV� ,QLWLDO DQG �� KRXUV 
¾ 7HVW SDUDPHWHUV� GHVFULSWLRQ� S+� DVVD\ DQG UHODWHG VXEVWDQFHV 

,V WKLV DSSURDFK DFFHSWDEOH" 

FDA Response to Question 6: 
7R VXSSRUW EULGJLQJ RI WKH SURSRVHG VROXWLRQ GUXJ SURGXFW WR WKH /LVWHG 'UXJ 3URGXFW� LQ DGGLWLRQ 
WR DVVD\� UHODWHG VXEVWDQFHV� GHVFULSWLRQ� RVPRODOLW\ DQG VSHFLILF JUDYLW\� ZH UHFRPPHQG 
SURYLGLQJ DOVR FRPSDUDWLYH SK\VLFRFKHPLFDO SURSHUWLHV VXFK DV S+ DQG YLVFRVLW\ RI WKH WHVW DQG 
UHIHUHQFH VROXWLRQ GUXJ SURGXFWV ZKHQ HYDOXDWHG DW FRQFHQWUDWLRQV DFKLHYHG DW WKH SRLQW RI SDWLHQW 
FRQWDFW� 

$GGLWLRQDO &RPPHQWV� 
�� :H UHFRPPHQG WKDW PLQLPXP ILOO YROXPH EH LQFOXGHG LQ WKH ILQLVKHG SURGXFW 4& 
VSHFLILFDWLRQV RI WKH SURSRVHG GUXJ SURGXFW� 

�� ,Q WKH 1'$� SURYLGH GDWD WR GHPRQVWUDWH FRPSDWLELOLW\ RI WKH WZR VWUHQJWKV RI WKH SURSRVHG 
GUXJ SURGXFW ZLWK WKH SULPDU\ SDFNDJLQJ �FRQWDLQHU�FORVXUH V\VWHP�� 

�� 3KDUPDFHXWLFDO HTXLYDOHQWV DUH GUXJ SURGXFWV WKDW KDYH WKH VDPH GUXJ FRQFHQWUDWLRQ RU 
VWUHQJWK� LQ DGGLWLRQ WR WKH VDPH DFWLYH LQJUHGLHQWV� GRVDJH IRUP� DQG URXWH RI DGPLQLVWUDWLRQ� 
7KHUHIRUH� )'$ ZLOO OLNHO\ FRQVLGHU WKH SURSRVHG GUXJ SURGXFW DV D SKDUPDFHXWLFDO DOWHUQDWLYH 
RI $16<5 �WKH /LVWHG 'UXJ SURGXFW�� 

��� 1RQ�FOLQLFDO 

Question 7: 
7KH SURSRVHG SURGXFW LV DQ LQMHFWLRQ WKDW FRQWDLQV WKH VDPH DFWLYH LQJUHGLHQW DV 5/'� 7KH LQDFWLYH 
LQJUHGLHQW WKDW ZLOO XVHG IRU WKH SURGXFW LV VRGLXP FKORULGH ZKLFK LV TXDOLWDWLYH DQG TXDQWLWDWLYH VDPH DV 
UHIHUHQFH SURGXFW� 6RGLXP K\GUR[LGH DQG VXOIXULF DFLG ZLOO EH XVHG DV S+ DGMXVWLQJ DJHQW LQ WKH 
IRUPXODWLRQ OLNH 5/'� 6LQFH $FFRUG LQWHQGV WR UHO\ RQ WKH $JHQF\¶V ILQGLQJ RI VDIHW\ IRU WKH 5HIHUHQFH 
/LVWHG 'UXJ >$WURSLQH 6XOIDWH ,QMHFWLRQ ��� PJ�P/� � P/ DQG �� P/ �1'$ � �������� D SURGXFW RI 
+RVSLUD� ,QF�� 86$�@� $FFRUG EHOLHYHV WKDW QR DGGLWLRQDO WR[LFRORJLFDO VWXGLHV ZRXOG EH UHTXLUHG IRU WKH 
LQWHQGHG 1'$� 'RHV WKH $JHQF\ DJUHH" 

FDA Response to Question 7: 
,Q JHQHUDO� ZH DJUHH� +RZHYHU� ZH KDYH WKH IROORZLQJ FRPPHQWV UHODWHG WR WKH KLJKHU VWUHQJWKV 
���� DQG � PJ�P/� \RX SURSRVHG WKDQ WKH 5/' VWUHQJWK ���� PJ�P/� IRU PXOWLSOH URXWHV RI 
DGPLQLVWUDWLRQ� 
x 3OHDVH FRQGXFW DQ LQ YLWUR KHPRO\VLV DVVD\ ZLWK KXPDQ EORRG DW WKH KLJKHVW SURSRVHG VWUHQJWK 
IRU ,�9� DGPLQLVWUDWLRQ� 
x 3OHDVH SURYLGH LQIRUPDWLRQ �SHUKDSV IURP SXEOLVKHG GDWD� RQ ORFDO WROHUDELOLW\ ZLWK WKH 
SURSRVHG KLJKHU VWUHQJWK SURGXFWV� 
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3,1' ������ 
3DJH � 

,Q DGGLWLRQ� SOHDVH EH UHPLQGHG� 
x $Q\ QRYHO H[FLSLHQWV� PHWDEROLWHV RU H[FLSLHQWV H[FHHGLQJ OHYHOV LQ FXUUHQWO\ DSSURYHG SURGXFWV 
ZLOO UHTXLUH TXDOLILFDWLRQ IRU VDIHW\ WR VXSSRUW WKH SURSRVHG FOLQLFDO XVH� 
x $Q\ LPSXULWLHV�GHJUDGDQWV LQ GUXJ VXEVWDQFH�SURGXFW H[FHHGLQJ WKH TXDOLILFDWLRQ WKUHVKROG 
VKRXOG EH TXDOLILHG SHU ,&+ 4�$ �5�� DQG ,&+ 4�%�5��� 
x ,PSXULWLHV�GHJUDGDQWV WKDW DUH LGHQWLILHG DV VWUXFWXUDO DOHUWV VKRXOG QRW H[FHHG DFFHSWDEOH 
TXDOLILFDWLRQ WKUHVKROGV DV GHVFULEHG LQ ,&+ JXLGDQFH 0��5��� 

��� &OLQLFDO 

Question 8: 
7KH DFWLYH LQJUHGLHQW� URXWH RI DGPLQLVWUDWLRQ� SURSRVHG LQGLFDWLRQV DQG GRVLQJ UHJLPHQ UHPDLQ WKH VDPH 
DV IRU WKH 5HIHUHQFH /LVWHG 'UXJ >$WURSLQH 6XOIDWH ,QMHFWLRQ ��� PJ�P/� � P/ DQG �� P/ �1'$ � 
�������@ DQG LQ OLJKW RI $FFRUG¶V LQWHQWLRQ WR UHO\ RQ WKH $JHQF\¶V ILQGLQJV RI VDIHW\ DQG HIILFDF\ IRU 
$WURSLQH 6XOIDWH ,QMHFWLRQ ��� PJ�P/� � P/ DQG �� P/ �1'$ � �������� DV D EDVLV IRU WKLV 1'$ 
VXEPLVVLRQ� $FFRUG EHOLHYHV WKDW FOLQLFDO VWXGLHV VKRXOG QRW EH UHTXLUHG IRU VXEPLVVLRQ DQG DSSURYDO RI 
WKH 1'$� 'RHV WKH $JHQF\ DJUHH" ,I WKH $JHQF\ GRHVQ¶W DJUHH� SOHDVH DGYLVH >ZKDW@ W\SH RI VWXG\ ZKLFK 
DSSOLFDQW QHHGV WR SHUIRUP� 

FDA Response to Question 8: 
,W LV UHDVRQDEOH QRW WR SHUIRUP DQ LQ YLYR %( VWXG\ EHWZHHQ WKH SURSRVHG VROXWLRQ GUXJ SURGXFW 
DQG WKH /LVWHG 'UXJ 3URGXFW �$16<5�� DV ORQJ DV LPSXULWLHV DQG GHJUDGDQWV DUH QR KLJKHU WKDQ 
ZLWK WKH 5/'� 

Question 9: 
,V WKHUH DQ\ RWKHU VSHFLILF VWXG\ >ZKLFK@ ZLOO EH UHTXLUHG IRU VXEPLVVLRQ DQG DSSURYDO RI WKH 1'$" 

FDA Response to Question 9: 
1R� 

��� ,QWHUFKDQJHDELOLW\ 

6LQFH WKH REWDLQPHQW RI DQ ³$´ UDWLQJ �FRPSULVLQJ SKDUPDFHXWLFDO HTXLYDOHQFH DQG WKHUDSHXWLF 
HTXLYDOHQFH� LV FULWLFDO WR $FFRUG¶V EXVLQHVV SODQ IRU WKLV SURGXFW� ZH ZLVK WR UHYLHZ DQG REWDLQ WKH 
$JHQF\¶V FRQVHQVXV RQ WKH FULWHULD IRU REWDLQLQJ DQ ³$´ UDWLQJ� 7KH WDEOH RQ WKH IROORZLQJ SDJH LOOXVWUDWHV 
RXU XQGHUVWDQGLQJ RI WKH FULWHULD IRU DQ ³$´ UDWLQJ� DQG WKH VWDWXV RI WKH SURSRVHG SURGXFW LQ UHODWLRQVKLS 
WR WKHVH FULWHULD� �1RWH� 6HYHUDO TXHVWLRQV DUH SRVHG DIWHU WKH WDEOH�� 
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3,1' ������ 
3DJH � 

&ULWHULRQ <HV�1R RU WR EH &RQILUPHG 
�� 3URGXFW LV DSSURYHG DV VDIH DQG HIIHFWLYH 7R EH FRQILUPHG DW WLPH RI 1'$ 

DSSURYDO 
�� 3URGXFW FRQWDLQV WKH LGHQWLFDO DPRXQW RI VDPH 
DFWLYH LQJUHGLHQW LQ WKH VDPH GRVDJH IRUP DQG URXWH 
RI DGPLQLVWUDWLRQ DV WKH 5/' 

<HV >7RWDO FRQFHQWUDWLRQ RI DFWLYH 
LQJUHGLHQW LQ DSSOLFDQW¶V SURGXFW LV �PJ 
DQG ��� PJ IRU � PJ�P/ �� P/� 
DQG ��� PJ�P/ �� P/� UHVSHFWLYHO\� 7KLV 
LV ZLWKLQ UDQJH RI 5/' WRWDO 
FRQFHQWUDWLRQ RI DFWLYH LQJUHGLHQW �L�H�� 
� PJ DQG ��� PJ IRU ��� PJ�P/ 
��� P/ DQG ��� PJ�P/ �� P/�� 
UHVSHFWLYHO\�@� 
7KH GRVDJH IRUP DQG URXWH RI 
DGPLQLVWUDWLRQ RI DSSOLFDQW¶V SURGXFW LV 
VDPH DV 5/'� 

�� 3URGXFW PHHWV FRPSHQGLDO RU RWKHU DSSOLFDEOH 
VWDQGDUGV RI VWUHQJWK� TXDOLW\ SXULW\ DQG LGHQWLW\ 

7R EH FRQILUPHG GXULQJ 1'$ UHYLHZ 

�� 3URGXFW LV ELRHTXLYDOHQW WR WKH 5/' LQ WKDW LW GRHV 
QRW SUHVHQW D NQRZQ RU SRWHQWLDO ELRHTXLYDOHQFH 
SUREOHP DQG PHHWV DQ DFFHSWDEOH LQ YLWUR VWDQGDUG RU 
LI LW GRHV SUHVHQW D NQRZQ RU SRWHQWLDO SUREOHP� LW KDV 
EHHQ VKRZQ WR PHHW D ELRHTXLYDOHQFH VWDQGDUG 

7R EH FRQILUPHG GXULQJ 1'$ UHYLHZ 

��3URGXFW LV DGHTXDWHO\ ODEHOHG 7R EH FRQILUPHG GXULQJ 1'$ UHYLHZ 
�� 3URGXFW LV PDQXIDFWXUHG LQ FRPSOLDQFH ZLWK 
F*03V 

7R EH FRQILUPHG GXULQJ 1'$ UHYLHZ 

Question 10: 
'RHV WKH $JHQF\ DJUHH ZLWK WKH FULWHULD IRU DQ ³$´ UDWLQJ OLVWLQJ LQ WKH WDEOH DERYH" 

FDA Response to Question 10: 
6HH RXU UHVSRQVH WR 4XHVWLRQ �� 

7KHUDSHXWLF (TXLYDOHQFH �7(� FRGHV DUH UHYLHZHG DQG GHWHUPLQHG E\ WKH 2UDQJH %RRN VWDII RQO\ 
DIWHU DSSURYDO RI D GUXJ SURGXFW� 3OHDVH FRQVXOW WKH 2UDQJH %RRN VWDII 
�2UDQJH%RRN#IGD�KKV�JRY� RQ PDWWHUV SHUWDLQLQJ WR 7( GHWHUPLQDWLRQV� 

Question 11: 
'RHV WKH $JHQF\ DJUHH WKDW WKH SURSRVHG SURGXFW ZRXOG EH HOLJLEOH IRU DQ ³$´ UDWLQJ EDVHG RQ WKH FULWHULD 
GHILQHG LQ WKH WDEOH DERYH" ,I QRW� WKHQ ZKDW W\SHV RI VWXGLHV ZRXOG EH UHTXLUHG WR VDWLVI\ WKLV FULWHULRQ IRU 
SXUSRVHV RI HQDEOLQJ DQ ³$´ UDWLQJ" 

FDA Response to Question 11: 
6HH RXU UHVSRQVH WR 4XHVWLRQ ��� 
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��� 2WKHU ,QIRUPDWLRQ - PREA Requirements 

Question 12: 
7KH DFWLYH LQJUHGLHQW� LQGLFDWLRQV� GRVDJH IRUPV� GRVLQJ UHJLPHQV DQG URXWH RI DGPLQLVWUDWLRQ IRU WKH 
3URSRVHG SURGXFW $WURSLQH 6XOIDWH ,QMHFWLRQ 863 � PJ�P/� � P/ DQG ��� PJ�P/� � P/ ZLOO UHPDLQ 
VDPH DV WKDW RI WKH 5HIHUHQFH /LVWHG 'UXJ >$WURSLQH 6XOIDWH ,QMHFWLRQ �$QV\U� 3ODVWLF 6\ULQJH� 
��� PJ�P/� � P/ DQG �� P/ �1'$� ������� RI +RVSLUD� ,QF�� 86$@� 7KH PDUNHWLQJ DSSOLFDWLRQ IRU 
$FFRUG¶V SURSRVHG SURGXFW GRHV QRW LQFOXGH D QHZ DFWLYH LQJUHGLHQW� QHZ LQGLFDWLRQ� QHZ GRVDJH IRUP� 
QHZ GRVLQJ UHJLPHQ� RU QHZ URXWH RI DGPLQLVWUDWLRQ IRU ZKLFK DQ DSSOLFDQW LV UHTXLUHG WR VXEPLW DQ L363� 
+HQFH� $FFRUG EHOLHYHV WKDW UHTXLUHPHQW RI DVVHVVPHQW RI WKH VDIHW\ DQG HIIHFWLYHQHVV RI WKH SURGXFW IRU 
WKH FODLPHG LQGLFDWLRQ�V� LQ SHGLDWULF SDWLHQWV LV LQDSSOLFDEOH� 'RHV WKH $JHQF\ DJUHH" 

FDA Response to Question 12: 
([HPSWLRQ IURP 35($ VWDWXWRU\ UHTXLUHPHQWV FDQ EH JUDQWHG LI WKH IROORZLQJ FRQGLWLRQV DUH PHW� 
�� QRW D QHZ DFWLYH LQJUHGLHQW� �� QRW D QHZ LQGLFDWLRQ� �� QRW D QHZ GRVDJH IRUP� �� QRW D QHZ 
GRVDJH UHJLPHQ� DQG �� QRW D QHZ URXWH RI DGPLQLVWUDWLRQ� ,I \RX EHOLHYH WKDW 35($ GRHV QRW 
DSSO\ WR \RXU SURGXFW� SOHDVH LQFOXGH D VLGH�E\�VLGH FRPSDULVRQ RI WKH 35($ FULWHULD IRU \RXU 
SURSRVHG SURGXFW DQG +RVSLUD¶V SURGXFW� 7KLV ZRXOG IDFLOLWDWH RXU DVVHVVPHQW RI ZKHWKHU \RX 
ZRXOG EH H[HPSW� 

��� $GGLWLRQDO )'$ &RPPHQWV 

3OHDVH IROORZ WKH ���� “Guidance for Industry for the Submission Documentation for 
Sterilization Process Validation in Applications for Human and Veterinary Drug Products.”  

��� 35($ 5(48,5(0(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 WKH FODLPHG LQGLFDWLRQ�V� LQ SHGLDWULF SDWLHQWV XQOHVV WKLV UHTXLUHPHQW 
LV ZDLYHG� GHIHUUHG� RU LQDSSOLFDEOH� 

3OHDVH EH DGYLVHG WKDW XQGHU WKH )RRG DQG 'UXJ $GPLQLVWUDWLRQ 6DIHW\ DQG ,QQRYDWLRQ $FW �)'$6,$�� 
\RX PXVW VXEPLW DQ ,QLWLDO 3HGLDWULF 6WXG\ 3ODQ �L363� ZLWKLQ �� GD\V RI DQ (QG�RI�3KDVH�� �(23�� 
PHHWLQJ� ,Q WKH DEVHQFH RI DQ (23� PHHWLQJ� UHIHU WR WKH GUDIW JXLGDQFH EHORZ� 7KH L363 PXVW FRQWDLQ 
DQ RXWOLQH RI WKH SHGLDWULF VWXG\ RU VWXGLHV WKDW \RX SODQ WR FRQGXFW �LQFOXGLQJ� WR WKH H[WHQW SUDFWLFDEOH 
VWXG\ REMHFWLYHV DQG GHVLJQ� DJH JURXSV� UHOHYDQW HQGSRLQWV� DQG VWDWLVWLFDO DSSURDFK�� DQ\ UHTXHVW IRU D 
GHIHUUDO� SDUWLDO ZDLYHU� RU ZDLYHU� LI DSSOLFDEOH� DORQJ ZLWK DQ\ VXSSRUWLQJ GRFXPHQWDWLRQ� DQG DQ\ 
SUHYLRXVO\ QHJRWLDWHG SHGLDWULF SODQV ZLWK RWKHU UHJXODWRU\ DXWKRULWLHV� 7KH L363 VKRXOG EH VXEPLWWHG LQ 
3') DQG :RUG IRUPDW� )DLOXUH WR LQFOXGH DQ $JUHHG L363 ZLWK D PDUNHWLQJ DSSOLFDWLRQ FRXOG UHVXOW LQ D 
UHIXVH WR ILOH DFWLRQ� 

)RU DGGLWLRQDO JXLGDQFH RQ WKH WLPLQJ� FRQWHQW� DQG VXEPLVVLRQ RI WKH L363� LQFOXGLQJ DQ L363 7HPSODWH� 
SOHDVH UHIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\� Pediatric Study Plans: Content of and Process for 
Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans DW� 
KWWS���ZZZ�IGD�JRY�GRZQORDGV�'UXJV�*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�8&0���� 
���SGI� ,Q DGGLWLRQ� \RX PD\ FRQWDFW WKH 'LYLVLRQ RI 3HGLDWULF DQG 0DWHUQDO +HDOWK DW ������������ RU 
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HPDLO 3HGVGUXJV#IGD�KKV�JRY� )RU IXUWKHU JXLGDQFH RQ SHGLDWULF SURGXFW GHYHORSPHQW� SOHDVH UHIHU WR� 
KWWS���ZZZ�IGD�JRY�'UXJV�'HYHORSPHQW$SSURYDO3URFHVV�'HYHORSPHQW5HVRXUFHV�XFP�������KWP� 

��� 35(6&5,%,1* ,1)250$7,21 

,Q \RXU DSSOLFDWLRQ� \RX PXVW VXEPLW SURSRVHG SUHVFULELQJ LQIRUPDWLRQ �3,� WKDW FRQIRUPV WR WKH FRQWHQW 
DQG IRUPDW UHJXODWLRQV IRXQG DW �� &)5 �������D� DQG �G� DQG ������ LQFOXGLQJ WKH 3UHJQDQF\ DQG 
/DFWDWLRQ /DEHOLQJ 5XOH �3//5� �IRU DSSOLFDWLRQV VXEPLWWHG RQ RU DIWHU -XQH ��� ������ $V \RX GHYHORS 
\RXU SURSRVHG 3,� ZH HQFRXUDJH \RX WR UHYLHZ WKH ODEHOLQJ UHYLHZ UHVRXUFHV RQ WKH PLR Requirements for 
Prescribing Information DQG Pregnancy and Lactation Labeling Final Rule ZHEVLWHV� ZKLFK LQFOXGH� 

x 7KH )LQDO 5XOH �3K\VLFLDQ /DEHOLQJ 5XOH� RQ WKH FRQWHQW DQG IRUPDW RI WKH 3, IRU KXPDQ GUXJ 
DQG ELRORJLFDO SURGXFWV� 

x 7KH )LQDO 5XOH �3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ 5XOH� RQ WKH FRQWHQW DQG IRUPDW RI 
LQIRUPDWLRQ UHODWHG WR SUHJQDQF\� ODFWDWLRQ� DQG IHPDOHV DQG PDOHV RI UHSURGXFWLYH SRWHQWLDO� 

x 5HJXODWLRQV DQG UHODWHG JXLGDQFH GRFXPHQWV� 
x $ VDPSOH WRRO LOOXVWUDWLQJ WKH IRUPDW IRU +LJKOLJKWV DQG &RQWHQWV� DQG 
x 7KH 6HOHFWHG 5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQ �653,� í D FKHFNOLVW RI LPSRUWDQW IRUPDW 
LWHPV IURP ODEHOLQJ UHJXODWLRQV DQG JXLGDQFHV� 

x )'$¶V HVWDEOLVKHG SKDUPDFRORJLF FODVV �(3&� WH[W SKUDVHV IRU LQFOXVLRQ LQ WKH +LJKOLJKWV 
,QGLFDWLRQV DQG 8VDJH KHDGLQJ� 

3XUVXDQW WR WKH 3//5� \RX VKRXOG LQFOXGH WKH IROORZLQJ LQIRUPDWLRQ ZLWK \RXU DSSOLFDWLRQ WR VXSSRUW WKH 
FKDQJHV LQ WKH 3UHJQDQF\� /DFWDWLRQ� DQG )HPDOHV DQG 0DOHV RI 5HSURGXFWLYH 3RWHQWLDO VXEVHFWLRQV RI 
ODEHOLQJ� 7KH DSSOLFDWLRQ VKRXOG LQFOXGH D UHYLHZ DQG VXPPDU\ RI WKH DYDLODEOH SXEOLVKHG OLWHUDWXUH 
UHJDUGLQJ WKH GUXJ¶V XVH LQ SUHJQDQW DQG ODFWDWLQJ ZRPHQ DQG WKH HIIHFWV RI WKH GUXJ RQ PDOH DQG IHPDOH 
IHUWLOLW\ �LQFOXGH VHDUFK SDUDPHWHUV DQG D FRS\ RI HDFK UHIHUHQFH SXEOLFDWLRQ�� D FXPXODWLYH UHYLHZ DQG 
VXPPDU\ RI UHOHYDQW FDVHV UHSRUWHG LQ \RXU SKDUPDFRYLJLODQFH GDWDEDVH �IURP WKH WLPH RI SURGXFW 
GHYHORSPHQW WR SUHVHQW�� D VXPPDU\ RI GUXJ XWLOL]DWLRQ UDWHV DPRQJVW IHPDOHV RI UHSURGXFWLYH SRWHQWLDO 
�H�J�� DJHG �� WR �� \HDUV� FDOFXODWHG FXPXODWLYHO\ VLQFH LQLWLDO DSSURYDO� DQG DQ LQWHULP UHSRUW RI DQ 
RQJRLQJ SUHJQDQF\ UHJLVWU\ RU D ILQDO UHSRUW RQ D FORVHG SUHJQDQF\ UHJLVWU\� ,I \RX EHOLHYH WKH 
LQIRUPDWLRQ LV QRW DSSOLFDEOH� SURYLGH MXVWLILFDWLRQ� 2WKHUZLVH� WKLV LQIRUPDWLRQ VKRXOG EH ORFDWHG LQ 
0RGXOH �� 5HIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\ – Pregnancy, Lactation, and Reproductive Potential: 
Labeling for Human Prescription Drug and Biological Products – Content and Format 
�KWWS���ZZZ�IGD�JRY�GRZQORDGV�'UXJV�*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�8&0��� 
����SGI�� 

3ULRU WR VXEPLVVLRQ RI \RXU SURSRVHG 3,� XVH WKH 653, FKHFNOLVW WR HQVXUH FRQIRUPDQFH ZLWK WKH IRUPDW 
LWHPV LQ UHJXODWLRQV DQG JXLGDQFHV� 

��� '$7$ 67$1'$5'6 )25 678',(6 

8QGHU VHFWLRQ ���$�D� RI WKH )'	& $FW� HOHFWURQLF VXEPLVVLRQV ³VKDOO EH VXEPLWWHG LQ VXFK HOHFWURQLF 
IRUPDW DV VSHFLILHG E\ >)'$@�´ )'$ KDV GHWHUPLQHG WKDW VWXG\ GDWD FRQWDLQHG LQ HOHFWURQLF VXEPLVVLRQV 
�L�H�� 1'$V� %/$V� $1'$V DQG ,1'V� PXVW EH LQ D IRUPDW WKDW WKH $JHQF\ FDQ SURFHVV� UHYLHZ� DQG 
DUFKLYH� &XUUHQWO\� WKH $JHQF\ FDQ SURFHVV� UHYLHZ� DQG DUFKLYH HOHFWURQLF VXEPLVVLRQV RI FOLQLFDO DQG 
QRQFOLQLFDO VWXG\ GDWD WKDW XVH WKH VWDQGDUGV VSHFLILHG LQ WKH 'DWD 6WDQGDUGV &DWDORJ �&DWDORJ� �6HH 
KWWS���ZZZ�IGD�JRY�IRULQGXVWU\�GDWDVWDQGDUGV�VWXG\GDWDVWDQGDUGV�GHIDXOW�KWP�� 
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2Q 'HFHPEHU ��� ����� )'$ LVVXHG ILQDO JXLGDQFH� Providing Electronic Submissions in Electronic 
Format--- Standardized Study Data 
�KWWS���ZZZ�IGD�JRY�GRZQORDGV�'UXJV�*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�8&0��� 
����SGI�� 7KLV JXLGDQFH GHVFULEHV WKH VXEPLVVLRQ W\SHV� WKH VWDQGDUGL]HG VWXG\ GDWD UHTXLUHPHQWV� DQG 
ZKHQ VWDQGDUGL]HG VWXG\ GDWD ZLOO EH UHTXLUHG� )XUWKHU� LW GHVFULEHV WKH DYDLODELOLW\ RI LPSOHPHQWDWLRQ 
VXSSRUW LQ WKH IRUP RI D WHFKQLFDO VSHFLILFDWLRQV GRFXPHQW� 6WXG\ 'DWD 7HFKQLFDO &RQIRUPDQFH *XLGH 
�&RQIRUPDQFH *XLGH� �6HH 
KWWS���ZZZ�IGD�JRY�GRZQORDGV�)RU,QGXVWU\�'DWD6WDQGDUGV�6WXG\'DWD6WDQGDUGV�8&0�������SGI�� DV 
ZHOO DV HPDLO DFFHVV WR WKH H'DWD 7HDP �FGHU�HGDWD#IGD�KKV�JRY� IRU VSHFLILF TXHVWLRQV UHODWHG WR VWXG\ 
GDWD VWDQGDUGV� 6WDQGDUGL]HG VWXG\ GDWD ZLOO EH UHTXLUHG LQ PDUNHWLQJ DSSOLFDWLRQ VXEPLVVLRQV IRU FOLQLFDO 
DQG QRQFOLQLFDO VWXGLHV WKDW VWDUWHG DIWHU 'HFHPEHU ��� ����� 6WDQGDUGL]HG VWXG\ GDWD ZLOO EH UHTXLUHG LQ 
FRPPHUFLDO ,1' DSSOLFDWLRQ VXEPLVVLRQV IRU FOLQLFDO DQG QRQFOLQLFDO VWXGLHV WKDW VWDUWHG DIWHU 'HFHPEHU 
��� ����� &'(5 KDV SURGXFHG D Study Data Standards Resources ZHE SDJH WKDW SURYLGHV VSHFLILFDWLRQV 
IRU VSRQVRUV UHJDUGLQJ LPSOHPHQWDWLRQ DQG VXEPLVVLRQ RI FOLQLFDO DQG QRQFOLQLFDO VWXG\ GDWD LQ D 
VWDQGDUGL]HG IRUPDW� 7KLV ZHE SDJH ZLOO EH XSGDWHG UHJXODUO\ WR UHIOHFW &'(5
V JURZLQJ H[SHULHQFH LQ 
RUGHU WR PHHW WKH QHHGV RI LWV UHYLHZHUV� 

$OWKRXJK WKH VXEPLVVLRQ RI VWXG\ GDWD LQ FRQIRUPDQFH WR WKH VWDQGDUGV OLVWHG LQ WKH )'$ 'DWD 6WDQGDUGV 
&DWDORJ ZLOO QRW EH UHTXLUHG LQ VWXGLHV WKDW VWDUWHG RQ RU EHIRUH 'HFHPEHU ��� ����� &'(5 VWURQJO\ 
HQFRXUDJHV ,1' VSRQVRUV WR XVH WKH )'$ VXSSRUWHG GDWD VWDQGDUGV IRU WKH VXEPLVVLRQ RI ,1' 
DSSOLFDWLRQV DQG PDUNHWLQJ DSSOLFDWLRQV� 7KH LPSOHPHQWDWLRQ RI GDWD VWDQGDUGV VKRXOG RFFXU DV HDUO\ DV 
SRVVLEOH LQ WKH SURGXFW GHYHORSPHQW OLIHF\FOH� VR WKDW GDWD VWDQGDUGV DUH DFFRXQWHG IRU LQ WKH GHVLJQ� 
FRQGXFW� DQG DQDO\VLV RI FOLQLFDO DQG QRQFOLQLFDO VWXGLHV� )RU FOLQLFDO DQG QRQFOLQLFDO VWXGLHV� ,1' 
VSRQVRUV VKRXOG LQFOXGH D SODQ �H�J�� LQ WKH ,1'� GHVFULELQJ WKH VXEPLVVLRQ RI VWDQGDUGL]HG VWXG\ GDWD WR 
)'$� 7KLV VWXG\ GDWD VWDQGDUGL]DWLRQ SODQ �VHH WKH &RQIRUPDQFH *XLGH� ZLOO DVVLVW )'$ LQ LGHQWLI\LQJ 
SRWHQWLDO GDWD VWDQGDUGL]DWLRQ LVVXHV HDUO\ LQ WKH GHYHORSPHQW SURJUDP� 

,I \RX KDYH QRW SUHYLRXVO\ VXEPLWWHG DQ H&7' VXEPLVVLRQ RU VWDQGDUGL]HG VWXG\ GDWD� ZH HQFRXUDJH \RX 
WR VHQG XV VDPSOHV IRU YDOLGDWLRQ IROORZLQJ WKH LQVWUXFWLRQV DW 
KWWSV���ZZZ�IGD�JRY�'UXJV�'HYHORSPHQW$SSURYDO3URFHVV�)RUPV6XEPLVVLRQ5HTXLUHPHQWV�(OHFWURQLF6XE 
PLVVLRQV�XFP�������KWP� 7KH YDOLGDWLRQ RI VDPSOH VXEPLVVLRQV WHVWV FRQIRUPDQFH WR )'$ VXSSRUWHG 
HOHFWURQLF VXEPLVVLRQ DQG GDWD VWDQGDUGV� WKHUH LV QR VFLHQWLILF UHYLHZ RI FRQWHQW� 

7KH $JHQF\ HQFRXUDJHV VXEPLVVLRQ RI VDPSOH GDWD IRU UHYLHZ EHIRUH VXEPLVVLRQ RI WKH PDUNHWLQJ 
DSSOLFDWLRQ� 7KHVH GDWDVHWV ZLOO EH UHYLHZHG RQO\ IRU FRQIRUPDQFH WR VWDQGDUGV� VWUXFWXUH� DQG IRUPDW� 
7KH\ ZLOO QRW EH UHYLHZHG DV D SDUW RI DQ DSSOLFDWLRQ UHYLHZ� 7KHVH GDWDVHWV VKRXOG UHSUHVHQW GDWDVHWV 
XVHG IRU WKH SKDVH � WULDOV� 7KH )'$ 6WXG\ 'DWD 7HFKQLFDO &RQIRUPDQFH *XLGH �6HFWLRQ ��� H&7' 
6DPSOH 6XEPLVVLRQ SJ� ��� LQFOXGHV WKH OLQN WR WKH LQVWUXFWLRQV IRU VXEPLWWLQJ H&7' DQG VDPSOH GDWD WR 
WKH $JHQF\� 7KH $JHQF\ VWURQJO\ HQFRXUDJHV 6SRQVRUV WR VXEPLW VWDQGDUGL]HG VDPSOH GDWD XVLQJ WKH 
VWDQGDUGV OLVWHG LQ WKH 'DWD 6WDQGDUGV &DWDORJ UHIHUHQFHG RQ WKH )'$ 6WXG\ 'DWD 6WDQGDUGV 5HVRXUFHV 
ZHE VLWH� :KHQ VXEPLWWLQJ VDPSOH GDWD VHWV� FOHDUO\ LGHQWLI\ WKHP DV VXFK ZLWK 6$03/( 
67$1'$5',=(' '$7$6(76 RQ WKH FRYHU OHWWHU RI \RXU VXEPLVVLRQ� 

$GGLWLRQDO LQIRUPDWLRQ FDQ EH IRXQG DW 
KWWS���ZZZ�IGD�JRY�'UXJV�'HYHORSPHQW$SSURYDO3URFHVV�)RUPV6XEPLVVLRQ5HTXLUHPHQWV�(OHFWURQLF6XE 
PLVVLRQV�XFP�������KWP� 
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��� ',6&866,21 2) 6$)(7< $1$/<6,6 675$7(*< )25 7+( ,66 

$IWHU LQLWLDWLRQ RI DOO WULDOV SODQQHG IRU WKH SKDVH � SURJUDP� \RX VKRXOG FRQVLGHU UHTXHVWLQJ D 7\SH & 
PHHWLQJ WR JDLQ DJUHHPHQW RQ WKH VDIHW\ DQDO\VLV VWUDWHJ\ IRU WKH ,QWHJUDWHG 6XPPDU\ RI 6DIHW\ �,66� DQG 
UHODWHG GDWD UHTXLUHPHQWV� 7RSLFV RI GLVFXVVLRQ DW WKLV PHHWLQJ ZRXOG LQFOXGH SRROLQJ VWUDWHJ\ �L�H�� VSHFLILF 
VWXGLHV WR EH SRROHG DQG DQDO\WLF PHWKRGRORJ\ LQWHQGHG WR PDQDJH EHWZHHQ�VWXG\ GHVLJQ GLIIHUHQFHV� LI 
DSSOLFDEOH�� VSHFLILF TXHULHV LQFOXGLQJ XVH RI VSHFLILF VWDQGDUGL]HG 0HG'5$ TXHULHV �604V�� DQG RWKHU 
LPSRUWDQW DQDO\VHV LQWHQGHG WR VXSSRUW VDIHW\� 7KH PHHWLQJ VKRXOG EH KHOG DIWHU \RX KDYH GUDIWHG DQ 
DQDO\WLF SODQ IRU WKH ,66� DQG SULRU WR SURJUDPPLQJ ZRUN IRU SRROHG RU RWKHU VDIHW\ DQDO\VHV SODQQHG IRU 
LQFOXVLRQ LQ WKH ,66� 7KLV PHHWLQJ� LI KHOG� ZRXOG SUHFHGH WKH 3UH�1'$ PHHWLQJ� 1RWH WKDW WKLV PHHWLQJ LV 
RSWLRQDO� WKH LVVXHV FDQ LQVWHDG EH DGGUHVVHG DW WKH SUH�1'$ PHHWLQJ� 

7R RSWLPL]H WKH RXWSXW RI WKLV PHHWLQJ� VXEPLW WKH IROORZLQJ GRFXPHQWV IRU UHYLHZ DV SDUW RI WKH EULHILQJ 
SDFNDJH� 
x 'HVFULSWLRQ RI DOO WULDOV WR EH LQFOXGHG LQ WKH ,66� 3OHDVH SURYLGH D WDEXODU OLVWLQJ RI FOLQLFDO WULDOV 
LQFOXGLQJ DSSURSULDWH GHWDLOV� 

x	 ,66 VWDWLVWLFDO DQDO\VLV SODQ� LQFOXGLQJ SURSRVHG SRROLQJ VWUDWHJ\� UDWLRQDOH IRU LQFOXVLRQ RU 
H[FOXVLRQ RI WULDOV IURP WKH SRROHG SRSXODWLRQ�V�� DQG SODQQHG DQDO\WLF VWUDWHJLHV WR PDQDJH 
GLIIHUHQFHV LQ WULDO GHVLJQV �H�J�� LQ OHQJWK� UDQGRPL]DWLRQ UDWLR LPEDODQFHV� VWXG\ SRSXODWLRQV� HWF��� 

x	 )RU D SKDVH � SURJUDP WKDW LQFOXGHV WULDO�V� ZLWK PXOWLSOH SHULRGV �H�J�� GRXEOH�EOLQG UDQGRPL]HG 
SHULRG� ORQJ�WHUP H[WHQVLRQ SHULRG� HWF��� VXEPLW SODQQHG FULWHULD IRU DQDO\VHV DFURVV WKH SURJUDP 
IRU GHWHUPLQDWLRQ RI VWDUW � HQG RI WULDO SHULRG �L�H�� PHWKRG RI DVVLJQPHQW RI VWXG\ HYHQWV WR D 
VSHFLILF VWXG\ SHULRG�� 

x	 3ULRULWL]HG OLVW RI SUHYLRXVO\ REVHUYHG DQG DQWLFLSDWHG VDIHW\ LVVXHV WR EH HYDOXDWHG� DQG SODQQHG 
DQDO\WLF VWUDWHJ\ LQFOXGLQJ DQ\ 604V� PRGLILFDWLRQV WR VSHFLILF 604V� RU VSRQVRU�FUHDWHG 
JURXSLQJV RI 3UHIHUUHG 7HUPV� $ UDWLRQDOH VXSSRUWLQJ DQ\ SURSRVHG PRGLILFDWLRQV WR DQ 604 RU 
VSRQVRU�FUHDWHG JURXSLQJV VKRXOG EH SURYLGHG� 

:KHQ UHTXHVWLQJ WKLV PHHWLQJ� FOHDUO\ PDUN \RXU VXEPLVVLRQ ³',6&866 6$)(7< $1$/<6,6 
675$7(*< )25 7+( ,66´ LQ ODUJH IRQW� EROGHG W\SH DW WKH EHJLQQLQJ RI WKH FRYHU OHWWHU IRU WKH 7\SH 
& PHHWLQJ UHTXHVW� 

��� 68%0,66,21 )250$7 5(48,5(0(176 

7KH (OHFWURQLF &RPPRQ 7HFKQLFDO 'RFXPHQW �H&7'� LV &'(5 DQG &%(5¶V VWDQGDUG IRUPDW IRU 
HOHFWURQLF UHJXODWRU\ VXEPLVVLRQV� 7KH IROORZLQJ VXEPLVVLRQ W\SHV� 1'$� $1'$� %/$� 0DVWHU )LOH 
�H[FHSW 7\SH ,,,� DQG &RPPHUFLDO ,1'V PXVW EH VXEPLWWHG LQ H&7' IRUPDW� 6XEPLVVLRQV WKDW GR QRW 
DGKHUH WR WKH UHTXLUHPHQWV VWDWHG LQ WKH H&7' *XLGDQFH ZLOO EH VXEMHFW WR UHMHFWLRQ� )RU PRUH LQIRUPDWLRQ 
SOHDVH YLVLW� KWWS���ZZZ�IGD�JRY�HFWG� 

7KH )'$ (OHFWURQLF 6XEPLVVLRQV *DWHZD\ �(6*� LV WKH FHQWUDO WUDQVPLVVLRQ SRLQW IRU VHQGLQJ 
LQIRUPDWLRQ HOHFWURQLFDOO\ WR WKH )'$ DQG HQDEOHV WKH VHFXUH VXEPLVVLRQ RI UHJXODWRU\ LQIRUPDWLRQ IRU 
UHYLHZ� 6XEPLVVLRQV OHVV WKDQ �� *% PXVW EH VXEPLWWHG YLD WKH (6*� )RU VXEPLVVLRQV WKDW DUH JUHDWHU 
WKDQ �� *%� UHIHU WR WKH )'$ WHFKQLFDO VSHFLILFDWLRQ Specification for Transmitting Electronic 
Submissions using eCTD Specifications� )RU DGGLWLRQDO LQIRUPDWLRQ� VHH 
KWWS���ZZZ�IGD�JRY�)RU,QGXVWU\�(OHFWURQLF6XEPLVVLRQV*DWHZD\� 
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8.0 SECURE EMAIL COMMUNICATIONS 

Secure email is required for all email communications from FDA when confidential info1mation (e.g., 
trade secrets, manufactming, or patient info1mation) is included in the message. To receive email 
communications from FDA that include confidential info1mation (e.g., info1mation requests, labeling 
revisions, comtesy copies ofletters), you must establish secure email. To establish secure email with 
FDA, send an email request to SecureEmail@fda.hhs.gov. Please note that secure email may not be used 
for fo1mal regulato1y submissions to applications (except for 7-day safety reports for INDs not in eCTD 
fo1mat). 

9.0 MANUFACTURING FACILITIES 

To facilitate our inspectional process, we request that you clearly identify in a single location, either on 
the Fo1m FDA 356h, or an attachment to the fo1m, all manufactming facilities associated with your 
application. Include the full corporate name of the facility and address where the manufacturing function 
is perfo1med, with the FEI number, and specific manufactming responsibilities for each facility. 

Also provide the name and title ofan onsite contact person, including their phone number, fax number, 
and email address. Provide a b1ief desc1iption of the manufacturing operation conducted at each facility, 
including the type of testing and DMF number (if applicable). Each facility should be ready for GMP 
inspection at the time of submission. 

Consider using a table similar to the one below as an attachment to Fo1m FDA 356h. Indicate under 
Establishment Info1mation on page 1 ofF01m FDA 356h that the info1mation is provided in the 
attachment titled, "Product name, NDAIBLA 012345, Establishment Info1mation for Fo1m 356h." 

1. 
2. 

Site Name Site Address 

Federal 
Establishment 

Indicator 
(FEI) or 

Registration 
Number 
(CFN) 

Dmg 
Master 

File 
Number 

(if 
applicable) 

Manufacturing Step(s) 
or Type of Testing 

[Establishment 
function] 

Conesponding names and titles of onsite contact: 

1. 

2. 

Site Name Site Address Onsite Contact 
(Person, Title) 

Phone and 
Fax number 

Email address 

10.0 505(b)(2) REGULATORY PATHWAY 

The Division recommends that sponsors conside1ing the submission ofan application through the 
505(b)(2) pathway consult the Agency's regulations at 21 CFR 314.54, and the draft guidance for 

Reference ID 467gi36 

mailto:SecureEmail@fda.hhs.gov
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LQGXVWU\� Applications Covered by Section 505(b)(2) �2FWREHU ������ DYDLODEOH DW 
KWWS���ZZZ�IGD�JRY�'UXJV�*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�GHIDXOW�KWP� ,Q 
DGGLWLRQ� )'$ KDV H[SODLQHG WKH EDFNJURXQG DQG DSSOLFDELOLW\ RI VHFWLRQ ����E���� LQ LWV 2FWREHU ��� 
����� UHVSRQVH WR D QXPEHU RI FLWL]HQ SHWLWLRQV WKDW KDG FKDOOHQJHG WKH $JHQF\¶V LQWHUSUHWDWLRQ RI WKLV 
VWDWXWRU\ SURYLVLRQ �VHH 'RFNHW )'$������3����������� DYDLODEOH DW KWWS���ZZZ�UHJXODWLRQV�JRY�� 

,I \RX LQWHQG WR VXEPLW D ����E���� DSSOLFDWLRQ WKDW UHOLHV IRU DSSURYDO RQ )'$¶V ILQGLQJ RI VDIHW\ DQG�RU 
HIIHFWLYHQHVV IRU RQH RU PRUH OLVWHG GUXJV� \RX PXVW HVWDEOLVK WKDW VXFK UHOLDQFH LV VFLHQWLILFDOO\ 
DSSURSULDWH� DQG PXVW VXEPLW GDWD QHFHVVDU\ WR VXSSRUW DQ\ DVSHFWV RI WKH SURSRVHG GUXJ SURGXFW WKDW 
UHSUHVHQW PRGLILFDWLRQV WR WKH OLVWHG GUXJ�V�� <RX VKRXOG HVWDEOLVK D ³EULGJH´ �H�J�� YLD FRPSDUDWLYH 
ELRDYDLODELOLW\ GDWD� EHWZHHQ \RXU SURSRVHG GUXJ SURGXFW DQG HDFK OLVWHG GUXJ XSRQ ZKLFK \RX SURSRVH WR 
UHO\ WR GHPRQVWUDWH WKDW VXFK UHOLDQFH LV VFLHQWLILFDOO\ MXVWLILHG� 

,I \RX LQWHQG WR UHO\ RQ OLWHUDWXUH RU RWKHU VWXGLHV IRU ZKLFK \RX KDYH QR ULJKW RI UHIHUHQFH EXW WKDW DUH 
QHFHVVDU\ IRU DSSURYDO� \RX DOVR PXVW HVWDEOLVK WKDW UHOLDQFH RQ WKH VWXGLHV GHVFULEHG LQ WKH OLWHUDWXUH RU RQ 
WKH RWKHU VWXGLHV LV VFLHQWLILFDOO\ DSSURSULDWH� <RX VKRXOG LQFOXGH D FRS\ RI VXFK SXEOLVKHG OLWHUDWXUH LQ 
WKH ����E���� DSSOLFDWLRQ DQG LGHQWLI\ DQ\ OLVWHG GUXJ�V� GHVFULEHG LQ WKH SXEOLVKHG OLWHUDWXUH �H�J� E\ WUDGH 
QDPH�V��� 

,I \RX LQWHQG WR UHO\ RQ WKH $JHQF\¶V ILQGLQJ RI VDIHW\ DQG�RU HIIHFWLYHQHVV IRU D OLVWHG GUXJ�V� RU 
SXEOLVKHG OLWHUDWXUH GHVFULELQJ D OLVWHG GUXJ�V� �ZKLFK LV FRQVLGHUHG WR EH UHOLDQFH RQ )'$¶V ILQGLQJ RI 
VDIHW\ DQG�RU HIIHFWLYHQHVV IRU WKH OLVWHG GUXJ�V��� \RX VKRXOG LGHQWLI\ WKH OLVWHG GUXJ�V� LQ DFFRUGDQFH ZLWK 
WKH $JHQF\¶V UHJXODWLRQV DW �� &)5 ������� ,W VKRXOG EH QRWHG WKDW �� &)5 ������ UHTXLUHV LGHQWLILFDWLRQ 
RI WKH ³OLVWHG GUXJ IRU ZKLFK )'$ KDV PDGH D ILQGLQJ RI VDIHW\ DQG HIIHFWLYHQHVV�´ DQG WKXV DQ DSSOLFDQW 
PD\ RQO\ UHO\ XSRQ D OLVWHG GUXJ WKDW ZDV DSSURYHG LQ DQ 1'$ XQGHU VHFWLRQ ����F� RI WKH )'	& $FW� 
7KH UHJXODWRU\ UHTXLUHPHQWV IRU D ����E���� DSSOLFDWLRQ �LQFOXGLQJ� EXW QRW OLPLWHG WR� DQ DSSURSULDWH 
SDWHQW FHUWLILFDWLRQ RU VWDWHPHQW� DSSO\ WR HDFK OLVWHG GUXJ XSRQ ZKLFK D VSRQVRU UHOLHV� 

,I )'$ KDV DSSURYHG RQH RU PRUH SKDUPDFHXWLFDOO\ HTXLYDOHQW SURGXFWV LQ RQH RU PRUH 1'$�V� EHIRUH 
WKH GDWH RI VXEPLVVLRQ RI WKH RULJLQDO ����E���� DSSOLFDWLRQ� \RX PXVW LGHQWLI\ RQH VXFK SKDUPDFHXWLFDOO\ 
HTXLYDOHQW SURGXFW DV D OLVWHG GUXJ �RU DQ DGGLWLRQDO OLVWHG GUXJ� UHOLHG XSRQ �VHH �� &)5 
�������L�����L��&�� ������� DQG ��������E������ VHH DOVR �� &)5 ��������G������ ,I \RX LGHQWLI\ D OLVWHG 
GUXJ VROHO\ WR FRPSO\ ZLWK WKLV UHJXODWRU\ UHTXLUHPHQW� \RX PXVW SURYLGH DQ DSSURSULDWH SDWHQW 
FHUWLILFDWLRQ RU VWDWHPHQW IRU DQ\ SDWHQWV WKDW DUH OLVWHG LQ WKH 2UDQJH %RRN IRU WKH SKDUPDFHXWLFDOO\ 
HTXLYDOHQW SURGXFW� EXW \RX DUH QRW UHTXLUHG WR HVWDEOLVK D ³EULGJH´ WR MXVWLI\ WKH VFLHQWLILF DSSURSULDWHQHVV 
RI UHOLDQFH RQ WKH SKDUPDFHXWLFDOO\ HTXLYDOHQW SURGXFW LI LW LV VFLHQWLILFDOO\ XQQHFHVVDU\ WR VXSSRUW 
DSSURYDO� 

,I \RX SURSRVH WR UHO\ RQ )'$¶V ILQGLQJ RI VDIHW\ DQG�RU HIIHFWLYHQHVV IRU D OLVWHG GUXJ WKDW KDV EHHQ 
GLVFRQWLQXHG IURP PDUNHWLQJ� WKH DFFHSWDELOLW\ RI WKLV DSSURDFK ZLOO EH FRQWLQJHQW RQ )'$¶V 
FRQVLGHUDWLRQ RI ZKHWKHU WKH GUXJ ZDV GLVFRQWLQXHG IRU UHDVRQV RI VDIHW\ RU HIIHFWLYHQHVV� 

:H HQFRXUDJH \RX WR LGHQWLI\ HDFK VHFWLRQ RI \RXU SURSRVHG ����E���� DSSOLFDWLRQ WKDW LV VXSSRUWHG E\ 
UHOLDQFH RQ )'$¶V ILQGLQJ RI VDIHW\ DQG�RU HIIHFWLYHQHVV IRU D OLVWHG GUXJ�V� RU RQ SXEOLVKHG OLWHUDWXUH �VHH 
WDEOH EHORZ�� ,Q \RXU ����E���� DSSOLFDWLRQ� ZH HQFRXUDJH \RX WR FOHDUO\ LGHQWLI\ �IRU HDFK VHFWLRQ RI WKH 
DSSOLFDWLRQ� LQFOXGLQJ WKH ODEHOLQJ�� ��� WKH LQIRUPDWLRQ IRU WKH SURSRVHG GUXJ SURGXFW WKDW LV SURYLGHG E\ 
UHOLDQFH RQ )'$¶V ILQGLQJ RI VDIHW\ DQG�RU HIIHFWLYHQHVV IRU WKH OLVWHG GUXJ RU E\ UHOLDQFH RQ SXEOLVKHG 
OLWHUDWXUH� ��� WKH ³EULGJH´ WKDW VXSSRUWV WKH VFLHQWLILF DSSURSULDWHQHVV RI VXFK UHOLDQFH� DQG ��� WKH 
VSHFLILF QDPH �H�J�� SURSULHWDU\ QDPH� RI HDFK OLVWHG GUXJ QDPHG LQ DQ\ SXEOLVKHG OLWHUDWXUH RQ ZKLFK 
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3,1' ������ 
3DJH �� 

\RXU PDUNHWLQJ DSSOLFDWLRQ UHOLHV IRU DSSURYDO� ,I \RX DUH SURSRVLQJ WR UHO\ RQ SXEOLVKHG OLWHUDWXUH� 
LQFOXGH FRSLHV RI WKH DUWLFOH�V� LQ \RXU VXEPLVVLRQ� 

,Q DGGLWLRQ WR LGHQWLI\LQJ WKH VRXUFH RI VXSSRUWLQJ LQIRUPDWLRQ LQ \RXU DQQRWDWHG ODEHOLQJ� ZH HQFRXUDJH 
\RX WR LQFOXGH LQ \RXU PDUNHWLQJ DSSOLFDWLRQ D VXPPDU\ RI WKH LQIRUPDWLRQ WKDW VXSSRUWV WKH DSSOLFDWLRQ 
LQ D WDEOH VLPLODU WR WKH RQH EHORZ� 

/LVW WKH LQIRUPDWLRQ HVVHQWLDO WR WKH DSSURYDO RI WKH SURSRVHG GUXJ WKDW LV SURYLGHG E\ 
UHOLDQFH RQ WKH )'$¶V SUHYLRXV ILQGLQJ RI VDIHW\ DQG HIIHFWLYHQHVV IRU D OLVWHG GUXJ RU E\ 

UHOLDQFH RQ SXEOLVKHG OLWHUDWXUH 

6RXUFH RI LQIRUPDWLRQ 
�H�J�� SXEOLVKHG OLWHUDWXUH� QDPH RI 

OLVWHG GUXJ� 

,QIRUPDWLRQ 3URYLGHG 
�H�J�� VSHFLILF VHFWLRQV RI WKH ����E���� 

DSSOLFDWLRQ RU ODEHOLQJ� 

1. Example: Published literature  Nonclinical toxicology 

2. Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication A 

3. Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section B 

4. 

3OHDVH EH DGYLVHG WKDW FLUFXPVWDQFHV FRXOG FKDQJH WKDW ZRXOG UHQGHU D ����E���� DSSOLFDWLRQ IRU WKLV 
SURGXFW QR ORQJHU DSSURSULDWH� )RU H[DPSOH� LI D SKDUPDFHXWLFDOO\ HTXLYDOHQW SURGXFW ZHUH DSSURYHG 
EHIRUH \RXU DSSOLFDWLRQ LV VXEPLWWHG� VXFK WKDW \RXU SURSRVHG SURGXFW ZRXOG EH D ³GXSOLFDWH´ RI D OLVWHG 
GUXJ DQG HOLJLEOH IRU DSSURYDO XQGHU VHFWLRQ ����M� RI WKH )'	& $FW� WKHQ LW LV )'$¶V SROLF\ WR UHIXVH WR 
ILOH \RXU DSSOLFDWLRQ DV D ����E���� DSSOLFDWLRQ ��� &)5 ��������G������ ,Q VXFK D FDVH� WKH DSSURSULDWH 
VXEPLVVLRQ ZRXOG EH DQ $EEUHYLDWHG 1HZ 'UXJ $SSOLFDWLRQ �$1'$� WKDW FLWHV WKH GXSOLFDWH SURGXFW DV 
WKH UHIHUHQFH OLVWHG GUXJ� 

3 943Reference ID: 4677746 



--------------------------------------------------------------------------------------------

--------------------------------------------------------------------------------------------

------------------------------------------------------------

  

Signature Page 1 of 1 

This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 

/s/ 

NORMAN L STOCKBRIDGE 
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