
 
 

 
 

 
 

 
 
 
 
  

CENTER FOR DRUG EVALUATION AND 

RESEARCH 


APPLICATION NUMBER:
 

761140Orig1s000 


ADMINISTRATIVE and CORRESPONDENCE 

DOCUMENTS 




,1' ������ 
0((7,1* 0,187(6 

$PJHQ� ,QF� 
$WWHQWLRQ� 5HQHH 0DUWLQ� 3K' 
6HQLRU 0DQDJHU� *OREDO 5HJXODWRU\ $IIDLUV� %LRVLPLODUV 
��� ��WK 6WUHHW 1:� 6XLWH ���� 1RUWK 
:DVKLQJWRQ� '& ����� 

'HDU 'U� 0DUWLQ�� 

3OHDVH UHIHU WR \RXU ,QYHVWLJDWLRQDO 1HZ 'UXJ $SSOLFDWLRQ �,1'� VXEPLWWHG XQGHU VHFWLRQ 
����L� RI WKH )HGHUDO )RRG� 'UXJ� DQG &RVPHWLF $FW IRU $%3 ���� 

:H DOVR UHIHU WR WKH PHHWLQJ EHWZHHQ UHSUHVHQWDWLYHV RI \RXU ILUP DQG WKH )'$ RQ 
1RYHPEHU ��� ����� 7KH SXUSRVH RI WKH PHHWLQJ ZDV WR UHDFK DJUHHPHQW RQ WKH 
FRQWHQW� VWUXFWXUH� DQG IRUPDW RI WKH SURSRVHG %LRORJLFV /LFHQVH $SSOLFDWLRQ �%/$� IRU 
$%3 ��� DV D ELRVLPLODU FDQGLGDWH WR ULWX[LPDE DQG WR GLVFXVV WKH NH\ DVSHFWV RI 
SURGXFW TXDOLW\� QRQFOLQLFDO� DQG FOLQLFDO FRQWHQW RI WKH VXEPLVVLRQ� 

$ FRS\ RI WKH RIILFLDO PLQXWHV RI WKH PHHWLQJ LV HQFORVHG IRU \RXU LQIRUPDWLRQ� 3OHDVH 
QRWLI\ XV RI DQ\ VLJQLILFDQW GLIIHUHQFHV LQ XQGHUVWDQGLQJ UHJDUGLQJ WKH PHHWLQJ 
RXWFRPHV� 

,I \RX KDYH DQ\ TXHVWLRQV� FDOO %HDWULFH .DOOXQJDO� 5HJXODWRU\ 3URMHFW 0DQDJHU� 
DW ����� ��������� 

6LQFHUHO\� 

{See appended electronic signature page} 

1LFKRODV 5LFKDUGVRQ� '2� 03+ 
&OLQLFDO 7HDP /HDGHU �$FWLQJ� 
'LYLVLRQ RI +HPDWRORJLF 0DOLJQDQFLHV � 
2IILFH RI 2QFRORJLF 'LVHDVHV 
&HQWHU IRU 'UXJ (YDOXDWLRQ DQG 5HVHDUFK 

(QFORVXUH� 
x 0HHWLQJ 0LQXWHV 

� :H XSGDWH JXLGDQFHV SHULRGLFDOO\� )RU WKH PRVW UHFHQW YHUVLRQ RI D JXLGDQFH� FKHFN WKH )'$ *XLGDQFH 
'RFXPHQWV 'DWDEDVH KWWSV���ZZZ�IGD�JRY�5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�GHIDXOW�KWP� 
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0(025$1'80 2) 0((7,1* 0,187(6 

0HHWLQJ 7\SH� %LRVLPLODU 
0HHWLQJ &DWHJRU\� %LRVLPLODU %LRORJLFDO 3URGXFW 'HYHORSPHQW �%3'� 7\SH � 

0HHWLQJ 'DWH DQG 7LPH�	 1RYHPEHU ��� ����� ���� $0 ± ����� $0 (67 
0HHWLQJ /RFDWLRQ�	 ����� 1HZ +DPSVKLUH $YHQXH 

:KLWH 2DN %XLOGLQJ ��� &RQIHUHQFH 5RRP� ���� 
6LOYHU 6SULQJ� 0DU\ODQG ����� 

$SSOLFDWLRQ 1XPEHU� ,1' ������ 
3URGXFW 1DPH� $%3 ��� 
,QGLFDWLRQ� 7KH VDPH LQGLFDWLRQV DV DSSURYHG IRU 86�OLFHQVHG 5LWX[DQ 
6SRQVRU 1DPH� $PJHQ� ,QF� 

0HHWLQJ &KDLU� 1LFKRODV 5LFKDUGVRQ� 0' 
0HHWLQJ 5HFRUGHU� %HDWULFH .DOOXQJDO� 06 

)'$ $77(1'((6 

2IILFH RI 2QFRORJLF 'LVHDVHV �22'��'LYLVLRQ RI +HPDWRORJLF 0DOLJQDQFLHV � 
1LFROH *RUPOH\� 'LUHFWRU �$FWLQJ� 
1LFKRODV 5LFKDUGVRQ� '2� 03+� &OLQLFDO 7HDP /HDGHU �$FWLQJ� 
0DUJDUHW 0HULQR� 0'� &OLQLFDO 5HYLHZHU 
%HDWULFH .DOOXQJDO� 06� 6HQLRU 5HJXODWRU\ 3URMHFW 0DQDJHU 

22'�'LYLVLRQ RI +HPDWRORJ\� 2QFRORJ\� 7R[LFRORJ\
%UHQGD *HKUNH� 3K'� 5HYLHZHU 

2IILFH RI %LRVWDWLVWLFV �2%��'LYLVLRQ RI %LRPHWULFV ,; 
-LQJMLQJ <H� 3K'� 7HDP /HDGHU 
:HQMXDQ �-HVVLH� *X� 3K'� 5HYLHZHU 

2IILFH RI 'UXJ (YDOXDWLRQ ,,� 'LYLVLRQ RI 3XOPRQDU\� $OOHUJ\� DQG 5KHXPDWRORJ\
3URGXFWV 
1LNROD\ 1LNRORY� 0'� $VVRFLDWH 'LUHFWRU IRU 5KHXPDWRORJ\ 
5DM 1DLU� 0'� &OLQLFDO 7HDP /HDGHU �$FWLQJ� 
6WHIDQLH )UHHPDQ� 0'� &OLQLFDO 5HYLHZHU 

2IILFH RI &OLQLFDO 3KDUPDFRORJ\� 'LYLVLRQ RI &OLQLFDO 3KDUPDFRORJ\ ,, 
3LQJ -L� 3K'� 7HDP /HDGHU 
/HL +H� 3K'� 5HYLHZHU 
6DODKHOGLQ +DPHG� 3K'� 5HYLHZHU 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
ZZZ�IGD�JRY 
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2%�'LYLVLRQ RI %LRPHWULFV ,,, 
5HEHFFD 5RWKZHOO� 3K'� 7HDP /HDGHU �$FWLQJ� 
&HVDU 7RUUHV� 3K'� 5HYLHZHU 

2IILFH RI %LRWHFKQRORJ\ 3URGXFWV�'LYLVLRQ RI %LRWHFKQRORJ\ 5HVHDUFK DQG 
5HYLHZ � 
0DUMRULH 6KDSLUR� 3K'� /DE &KLHI 
6HDQ )LW]VLPPRQV� 3K'� 5HYLHZHU 
(PDQXHOD /DFDQD� 3K'� $VVRFLDWH 'LUHFWRU RI %LRVLPLODU 5HJXODWRU\ 3ROLF\ 

2IILFH RI 3URFHVV 0DQXIDFWXULQJ $VVHVVPHQW�'LYLVLRQ RI %LRWHFKQRORJ\ 
0DQXIDFWXULQJ�'%0� 
0RQLFD &RPPHUIRUG� 3K'� &RQVXPHU 6DIHW\ 2IILFHU 

2IILFH RI 1HZ 'UXJV �21'��2IILFH RI 7KHUDSHXWLF %LRORJLFV DQG %LRVLPLODUV 
0� 6WDFH\ 5LFFL� 0(QJ� 6F'� $FWLQJ 'LUHFWRU RI 6FLHQWLILF 5HYLHZ 6WDII 
6DUDK 6FKULHEHU� 3KDUP'� 6FLHQWLILF 5HYLHZHU 
1LQD %UDKPH� 3K'� 03+� 6FLHQWLILF 5HYLHZHU 

($67(51 5(6($5&+ *5283 $77(1'((6
&KULVWRSKHU 6HVH� ,QGHSHQGHQW $VVHVVRU 

6321625 $77(1'((6 

'DYLG &KLHQ� 0'� 0HGLFDO 'LUHFWRU� %LRVLPLODUV *OREDO 'HYHORSPHQW 
7UDF\ 'LDQLV� 06� 'LUHFWRU� *OREDO 5HJXODWRU\ $IIDLUV� %LRVLPLODUV 
*DU\ )DQMLDQJ� 0'� 0%$� 06� 9LFH 3UHVLGHQW� %LRVLPLODUV *OREDO 'HYHORSPHQW 
5HQHH 0DUWLQ� 3K'� 6HQLRU 0DQDJHU� *OREDO 5HJXODWRU\ $IIDLUV� %LRVLPLODUV 
0LQG\ 0R� 3K'� 6HQLRU 0DQDJHU� %LRVWDWLVWLFV� %LRVLPLODUV 'HYHORSPHQW 
-HDQ 3DQ� 3K'� 'LUHFWRU� %LRVWDWLVWLFV� %LRVLPLODUV 'HYHORSPHQW 
0HOLVVD 3ODFNH� 0$� 6HQLRU 0DQDJHU� *OREDO 5HJXODWRU\ $IIDLUV� %LRVLPLODUV &0& 
%DUEDUD 5HOODKDQ� 06� 3K'� 'LUHFWRU� 3URGXFW 4XDOLW\ 
1HXQJVHRQ 6HR� 3K'� 3ULQFLSDO 6FLHQWLVW RI 3URFHVV 'HYHORSPHQW� %LRVLPLODUV 

��� %$&.*5281' 

$%3 ��� LV D JHQHWLFDOO\ HQJLQHHUHG FKLPHULF PXULQH�KXPDQ LPPXQRJOREXOLQ LVRW\SH 
FODVV * VXEFODVV � �,J*�� PRQRFORQDO DQWLERG\ FRPSRVHG RI PXULQH YDULDEOH UHJLRQV 
DQG KXPDQ FRQVWDQW UHJLRQV� 7KH DPLQR DFLG VHTXHQFH RI $%3 ��� LV LGHQWLFDO WR WKDW 
RI ULWX[LPDE� 7KH VSRQVRU LV VHHNLQJ DSSURYDO IRU WKH VDPH LQGLFDWLRQV WKDW DUH 
DSSURYHG IRU 86�OLFHQVHG 5LWX[DQ� 7KH FXUUHQW DSSURYHG LQGLFDWLRQV IRU 86�OLFHQVHG 
5LWX[DQ �863,� ������ 5KHXPDWRLG DUWKULWLV �5$�� 1RQ�+RGJNLQ¶V O\PSKRPD �1+/�� 
&KURQLF O\PSKRF\WLF O\PSKRPD �&//�� JUDQXORPDWRVLV ZLWK SRO\DQJLLWLV �:HJHQHU¶V 
JUDQXORPDWRVLV� *3$�� DQG PLFURVFRSLF SRO\DQJLLWLV �03$� DQG SHPSKLJXV YXOJDULV� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
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$PJHQ LV SUHSDULQJ D %LRORJLF /LFHQVH $SSOLFDWLRQ �%/$� IRU $%3 ��� DV D ELRVLPLODU 
FDQGLGDWH WR 86�OLFHQVHG 5LWX[DQ �ULWX[LPDE� WR EH VXEPLWWHG XQGHU 6HFWLRQ ����N� RI 
WKH 3XEOLF +HDOWK 6HUYLFH �3+6� $FW� 

7KH SXUSRVH RI WKLV UHTXHVWHG PHHWLQJ LV WR� 

x UHDFK DJUHHPHQW WKDW WKH FRQWHQW RI WKH SURSRVHG $%3 ��� %/$ LV DSSURSULDWH WR 
IDFLOLWDWH WKH ILOLQJ DQG UHYLHZ RI WKH ELRVLPLODU FDQGLGDWH WR ULWX[LPDE� 

x UHDFK DJUHHPHQW RQ NH\ DVSHFWV RI SURGXFW TXDOLW\� QRQFOLQLFDO� DQG FOLQLFDO 
FRQWHQW� 

x UHDFK DJUHHPHQW RQ WKH %/$ VWUXFWXUH DQG IRUPDW� 

)'$ VHQW 3UHOLPLQDU\ &RPPHQWV WR $PJHQ RQ 1RYHPEHU ��� ����� 7KH 6SRQVRU 
SURYLGHG UHVSRQVHV WR )'$¶V SUHOLPLQDU\ FRPPHQWV WR IDFLOLWDWH WKH PHHWLQJ GLVFXVVLRQ� 

)'$ PD\ SURYLGH IXUWKHU FODULILFDWLRQV RI� RU UHILQHPHQWV DQG�RU FKDQJHV WR WKH 
UHVSRQVHV DQG WKH DGYLFH SURYLGHG DW WKH PHHWLQJ EDVHG RQ IXUWKHU LQIRUPDWLRQ 
SURYLGHG E\ $PJHQ DQG DV WKH $JHQF\¶V WKLQNLQJ HYROYHV RQ FHUWDLQ VWDWXWRU\ SURYLVLRQV 
UHJDUGLQJ DSSOLFDWLRQV VXEPLWWHG XQGHU VHFWLRQ ����N� RI WKH 3XEOLF +HDOWK 6HUYLFH $FW 
�3+6 $FW�� 

��� ',6&866,21 

Question 1: Amgen will submit the agreed initial pediatric study plan (iPSP) as well as 
the amended iPSP in the original BLA in consideration of new information with respect 
to the GPA and MPA indications. Does the Agency agree with Amgen’s plan and agree 
to review the amended iPSP during the BLA review cycle? 

FDA Response to Question 1: *LYHQ WKH FLUFXPVWDQFHV KHUH� ZKLOH WKH $JHQF\ ZRXOG 
SUHIHU IRU WKH DPHQGHG L363 WR EH VXEPLWWHG DV VRRQ DV SRVVLEOH� WKH $JHQF\ GRHV QRW 
REMHFW WR \RXU SURSRVHG SODQ IRU WKH VXEPLVVLRQ RI WKH DPHQGHG L363 ZLWK WKH %/$ 
VXEPLVVLRQ� 

Discussion: 1R GLVFXVVLRQ RFFXUUHG� 

Question 2: Does the Agency agree that the proposed content, structure, and format of 
Module 3 will facilitate review of the BLA? 

FDA Response to Question 2: ,Q JHQHUDO� ZH DJUHH ZLWK WKH SURSRVHG FRQWHQW� 
VWUXFWXUH DQG IRUPDW RI 0RGXOH �� KRZHYHU� ZH KDYH WKH IROORZLQJ UHFRPPHQGDWLRQV 
UHJDUGLQJ PRGLILFDWLRQV WR WKH FRQWHQW RI 0RGXOH �� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
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x ����6���� &RQWUROV RI &ULWLFDO 6WHSV DQG ,QWHUPHGLDWHV� (b) (4)

x ����5 5HJLRQDO 6HFWLRQ ³$QDO\WLFDO 6LPLODULW\ $VVHVVPHQW´� 7KH 'UDIW )'$ 
*XLGDQFH IRU ,QGXVWU\� Development of Therapeutic Protein Biosimilars: 
Comparative Analytical Assessment and Other Quality-Related Considerations 
�0D\ ����� VWDWHV WKDW DQ ³HPSKDVLV VKRXOG EH SODFHG RQ GHYHORSLQJ RUWKRJRQDO 
TXDQWLWDWLYH PHWKRGV WR GHILQLWLYHO\ LGHQWLI\ DQ\ GLIIHUHQFHV LQ SURGXFW DWWULEXWHV�´ 
:H QRWH WKDW D VLQJOH DVVD\ �&(;�+3/&� LV SURSRVHG IRU WKH DVVHVVPHQW RI 
FKDUJH YDULDQWV� :H UHFRPPHQG WKDW \RX LQFOXGH DQ DGGLWLRQDO� RUWKRJRQDO 
DVVD\ IRU FKDUJH YDULDQWV RU SURYLGH VXIILFLHQW MXVWLILFDWLRQ IRU XVLQJ D VLQJOH 
DVVD\� 

7KH GUDIW JXLGDQFH DOVR UHFRPPHQGV WKDW WKH VWDELOLW\ SURILOH FRPSDULVRQV 
LQFOXGH VWXGLHV XQGHU PXOWLSOH VWUHVV FRQGLWLRQV� ,Q DGGLWLRQ WR WKH SURSRVHG 
HOHYDWHG WHPSHUDWXUH FRQGLWLRQV� ZH UHFRPPHQG WKDW \RXU FRPSDUDWLYH DQDO\WLFDO 
DVVHVVPHQW DOVR LQFOXGH IRUFHG GHJUDGDWLRQ VWXGLHV VXFK DV GHDPLGDWLRQ� 
R[LGDWLRQ� DJLWDWLRQ� OLJKW H[SRVXUH DQG IUHH]H�WKDZ� 

)LQDOO\� ZH QRWH WKDW \RX SURSRVH HTXLYDOHQFH WHVWLQJ IRU DQDO\VLV RI $'&& DQG 
&'& GDWD� $OWKRXJK WKLV DSSURDFK LV DFFHSWDEOH� WKH GUDIW JXLGDQFH VWDWHV� ³2QH 
DSSURDFK WR GDWD DQDO\VLV ZRXOG EH WKH XVH RI GHVFULSWLYH TXDOLW\ UDQJHV IRU 
DVVHVVLQJ TXDQWLWDWLYH TXDOLW\ DWWULEXWHV RI KLJK DQG PRGHUDWH ULVN«´ 5HIHU WR 
6HFWLRQ 9,�%�� RI WKH GUDIW JXLGDQFH IRU DGGLWLRQDO GHWDLOV� 

x	 7R IDFLOLWDWH WKH $JHQF\¶V UHYLHZ RI $%3 ��� '6 DQG '3 PDQXIDFWXULQJ 
SURFHVVHV� SURYLGH LQIRUPDWLRQ IRU DOO SURFHVV SDUDPHWHUV DQG FRQWUROV SURSRVHG 
IRU URXWLQH FRPPHUFLDO PDQXIDFWXULQJ� DV ZHOO DV WKRVH HYDOXDWHG GXULQJ 
GHYHORSPHQW DQG YDOLGDWLRQ� LQ WKH WDEXODU IRUPDW SURYLGHG EHORZ� 3OHDVH SURYLGH 
D VHSDUDWH WDEOH IRU HDFK XQLW RSHUDWLRQ� 7KH WDEOHV VKRXOG VXPPDUL]H 
LQIRUPDWLRQ IURP 0RGXOH � DQG PD\ EH VXEPLWWHG 0RGXOH ����5 DV D VLQJOH 
GRFXPHQW� 1RWH WKDW WKHVH WDEOHV GR QRW UHSODFH RWKHU SDUWV RI 0RGXOH � RU 
LPSDFW WKH QDWXUH RU DPRXQW RI LQIRUPDWLRQ LQFOXGHG LQ WKRVH SDUWV RI 0RGXOH �� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D� ϮϬϵϵϯ 
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7LWOH� ,16(57 81,7 23(5$7,21
3URFHVV 
SDUDPHWHU� 
RSHUDWLQJ 
SDUDPHWHU�,Q� 
SURFHVV FRQWURO 
�,3&��,Q� 
SURFHVV WHVWV 
�,37�� 

3URSRVHG 
5DQJH IRU 
&RPPHUFLDO 
0DQXIDFWXULQJ� 

&ULWLFDOLW\ 
FODVVLILFDWLRQ� 

&KDUDFWHUL]HG 
5DQJH IURP 
SURFHVV 
GHYHORSPHQW� 

0DQXIDFWXUH 
UDQJH IURP 
KLVWRULFDO 
H[SHULHQFH� 

0DQXIDFWXUH 
UDQJH� 

DVVHVVHG 
GXULQJ 
SURFHVV 
YDOLGDWLRQ 

-XVWLILFDWLRQ 
RI WKH 
SURSRVHG 
FRPPHUFLDO 
DFFHSWDEOH 
UDQJH� 

&RPPHQW� 

�7HUPLQRORJ\ VKRXOG EH DGDSWHG WR WKRVH XVHG E\ $%3 ��� 
�$V DSSOLFDEOH� 
�)RU H[DPSOH� FULWLFDO SURFHVV SDUDPHWHU� QRQ�FULWLFDO SURFHVV SDUDPHWHU� DV GHVFULEHG LQ 0RGXOH ��
�0DQXIDFWXULQJ H[SHULHQFH IRU WKH '3 ORWV� DQG DVVRFLDWHG '6 ORWV� ZKLFK ZHUH XVHG LQ WKH FOLQLFDO VWXGLHV 
WR HVWDEOLVK SURGXFW VDIHW\ DQG HIILFDF\ SURILOH �L�H�� SLYRWDO FOLQLFDO VWXGLHV�� 
�2SHUDWLRQ UDQJHV� QRW WKH DFFHSWDQFH FULWHULD� XVHG GXULQJ SURFHVV YDOLGDWLRQ� 
�7KLV FRXOG EH D EULHI YHUEDO GHVFULSWLRQ �H�J�� ³GHYHORSPHQW UDQJH´� ³YDOLGDWLRQ UDQJH´� RU ³KLVWRULFDO 
PDQXIDFWXULQJ H[SHULHQFH´� HWF�� RU OLQNV WR WKH DSSURSULDWH VHFWLRQ RI WKH H&7'�
�2SWLRQDO� 

x	 5HIHU WR WKH $GGLWLRQDO 3URGXFW 4XDOLW\ 0LFURELRORJ\ FRPPHQWV DW WKH HQG RI WKLV 
GRFXPHQW IRU DGGLWLRQDO LQIRUPDWLRQ� 

Discussion: 7KH 6SRQVRU FRQILUPHG WKDW WKH UHTXHVWHG VXPPDU\ WDEOHV ZLOO EH 
SURYLGHG LQ WKH %/$ VXEPLVVLRQ� 7KH $JHQF\ FODULILHG WKDW WKH UHTXHVW IRU WKH
VXPPDU\ WDEOHV IURP 2%3 LV QRW D UHTXLUHPHQW DQG LV QRW VSHFLILF WR $%3 ���� 
7KH VXPPDU\ WDEOHV DUH EHLQJ UHTXHVWHG IRU QHZ ����D� DQG ����N� %/$V WR
IDFLOLWDWH HIILFLHQW UHYLHZ RI WKH %/$� 

Question 3: Does the Agency agree that the proposed nonclinical studies will facilitate 
review of the BLA? 

FDA Response to Question 3: %DVHG RQ WKH LQIRUPDWLRQ SURYLGHG LQ WKH PHHWLQJ 
SDFNDJH� WKH QRQFOLQLFDO VWXGLHV DSSHDU DFFHSWDEOH IRU WKH ILOLQJ DQG UHYLHZ RI WKH 
����N� %/$ IRU $%3 ���� 7KH DGHTXDF\ RI WKH VWXGLHV WR VXSSRUW WKH PDUNHWLQJ RI $%3 
��� ZLOO EH GHWHUPLQHG GXULQJ WKH UHYLHZ RI WKH %/$� 

Discussion: 1R GLVFXVVLRQ RFFXUUHG� 

Question 4: Can the Agency advise if the clinical study report (CSR) for the PK/clinical 
similarity Study 20130108 should be placed in Module 5.3.3.2 (Patient PK and Initial 
Tolerability Study Reports) or Module 5.3.5.1 (Study Reports of Controlled Clinical 
Studies Pertinent to the Claimed Indication)? 

FDA Response to Question 4: 7KH FOLQLFDO VWXG\ UHSRUW IRU 6WXG\ �������� VKRXOG EH 
SODFHG LQ 0RGXOH ������� �3DWLHQW 3. DQG ,QLWLDO 7ROHUDELOLW\ 6WXG\ 5HSRUWV�� 

Discussion: 1R GLVFXVVLRQ RFFXUUHG� 

8�6� )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
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Question 5: Does the Agency have any comments or additional points to consider 
regarding the results from Study 20130108 in the RA population and Study 20130109 in 
the NHL population to support a demonstration of biosimilarity? 

FDA Response to Question 5: 7KH DGHTXDF\ RI WKH GDWD IURP VWXGLHV �������� DQG 
�������� WR VXSSRUW D GHPRQVWUDWLRQ RI ELRVLPLODULW\ ZLOO EH D UHYLHZ LVVXH� 6LQFH \RX 
DUH VHHNLQJ WKH VDPH LQGLFDWLRQV DV WKH UHIHUHQFH SURGXFW� LQ \RXU DSSOLFDWLRQ� \RX ZLOO 
QHHG WR SURYLGH D MXVWLILFDWLRQ IRU WKH SURSRVDO WR H[WUDSRODWH GDWD DQG LQIRUPDWLRQ WR 
VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH� 

5HJDUGLQJ VWXG\ ������� ZH KDYH WKH IROORZLQJ FRPPHQWV� 

x	 :H UHIHU \RX WR WKH SULRU PHHWLQJ PLQXWHV IURP WKH PHHWLQJ � $SULO ����� :H 
KDYH QRW UHFHLYHG \RXU UHYLVHG 6$3 IRU UHYLHZ IRU VWXG\ �������� DQG WKHUHIRUH 
FDQQRW SURYLGH DGGLWLRQDO FRPPHQWV RQ SODQQHG DQDO\VHV� :H H[SHFW WKDW WKH 
DQDO\VLV UHVXOWV SUHVHQWHG LQ WKH VXEPLVVLRQ ZLOO UHIOHFW WKH SUHVSHFLILHG PHWKRGV 
GHVFULEHG LQ WKH ODWHVW YHUVLRQ RI WKH 6$3 ILQDOL]HG SULRU WR WKH ORFNLQJ RI WKH 
GDWDVHW� %HFDXVH ZH KDYH QRW UHYLHZHG WKLV YHUVLRQ RI WKH 6$3� GXULQJ WKH 
FRXUVH RI RXU UHYLHZ RI \RXU VXEPLVVLRQ� ZH PD\ DVN IRU DGGLWLRQDO DQDO\VHV DV 
,QIRUPDWLRQ 5HTXHVWV� 

x	 ,Q SDUWLFXODU� ZH QRWH WKDW \RX KDYH FKRVHQ WR FRQWLQXH ZLWK \RXU RULJLQDO 
VLPLODULW\ PDUJLQ� UDWKHU WKDQ WKH ������ ���� PDUJLQ UHFRPPHQGHG E\ WKH )'$� 
<RX VKRXOG LQFOXGH LQ \RXU VXEPLVVLRQ D MXVWLILFDWLRQ IRU FRQWLQXLQJ WR XVH WKH 
ZLGHU PDUJLQ ������ ���� LQ \RXU DQDO\VHV� :KLOH \RXU WRSOLQH UHVXOWV DSSHDU WR EH 
ZLWKLQ ERWK PDUJLQV� LW LV QRW FOHDU LI WKLV GLIIHUHQFH LQ PDUJLQ VHOHFWLRQ ZLOO 
EHFRPH UHOHYDQW IRU VXSSOHPHQWDU\ RU DGGLWLRQDO DQDO\VHV� 

x	 :H QRWH WKDW IURP SULRU FRPPXQLFDWLRQV ZLWK \RX� \RX LQWHQG WR SURYLGH UDWH 
UDWLRV DORQJ ZLWK FRQILGHQFH LQWHUYDOV IRU (YHQWV RI ,QWHUHVW �(2,V�� DV ZHOO DV 
GHVFULSWLYH DQDO\VHV IRU WKH LQFLGHQFH RI $(V IROORZLQJ WKH VHFRQG GRVH� :H 
UHFRPPHQG WKDW \RX DOVR SURYLGH FRQILGHQFH LQWHUYDOV IRU GLIIHUHQFHV LQ 
LQFLGHQFH IRU $(V� LQ WKH FRPSDULVRQ RI WZR WUHDWPHQWV� $OVR SURYLGH DQDO\VLV RI 
WKH LPSDFW RI $'$ UHVXOWV RQ 3.� HIILFDF\ DQG VDIHW\ ERWK EHIRUH DQG DIWHU WKH 
WUDQVLWLRQ� 6XEPLWWHG GDWDVHWV VKRXOG FOHDUO\ LGHQWLI\ SDWLHQWV ZKR XQGHUJR D 
VLQJOH WUDQVLWLRQ IURP 86�OLFHQVHG 5LWX[DQ WR $%3 ��� IURP SDWLHQWV ZKR UHPDLQ 
RQ ULWX[LPDE IRU FRPSDUDWLYH DQDO\VHV RI VDIHW\ DQG LPPXQRJHQLFLW\ DIWHU WKH 
VLQJOH WUDQVLWLRQ� 

Discussion (Study 20130108): 7KH 6SRQVRU DJUHHG WKDW WKH DQDO\VLV RI WKH LPSDFW 
RI $'$ UHVXOWV RQ 3.� HIILFDF\� DQG VDIHW\ EHIRUH WKH WUDQVLWLRQ IURP 86�OLFHQVHG 
5LWX[DQ WR $%3 ��� ZLOO EH SUHVHQWHG LQ WKH %/$� DQG WKDW WKH GDWDVHWV LQ WKH %/$
ZLOO FOHDUO\ LGHQWLI\ WKH VXEMHFWV ZKR XQGHUZHQW WKH VLQJOH WUDQVLWLRQ� 
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7KH 6SRQVRU VWDWHG WKDW RQO\ ILYH VXEMHFWV �� LQ WKH $%3 ��� DUP� � LQ WKH (8�
DSSURYHG 0DE7KHUD DUP� DQG � LQ WKH 86�OLFHQVHG 5LWX[DQ�$%3 ��� DUP�
GHYHORSHG ELQGLQJ $'$V DIWHU ZHHN ��� *LYHQ WKLV VPDOO QXPEHU RI VXEMHFWV� WKH 
6SRQVRU FRQVLGHUHG WKDW DQ\ DQDO\VLV RI WKH LPSDFW RI GHYHORSLQJ ELQGLQJ $'$V 
DIWHU WKH WUDQVLWLRQ LV QRW H[SHFWHG WR EH PHDQLQJIXO� 

7KH $JHQF\ FODULILHG WKDW DOWKRXJK RQO\ ILYH VXEMHFWV GHYHORSHG ELQGLQJ $'$V 
DIWHU :HHN ��� LW LV XQFOHDU LI WKH $'$ OHYHOV �DV PHDVXUHG E\ VLJQDO WR QRLVH UDWLR� 
RI VXEMHFWV ZKR GHYHORSHG ELQGLQJ $'$V EHIRUH :HHN �� KDYH FKDQJHG DIWHU WKH 
WUDQVLWLRQ� 7KHUHIRUH� WKH $JHQF\ UHTXHVWHG WKDW WKH LPSDFW RI $'$ VWDWXV �L�H� 
$'$ SRVLWLYH YV� $'$ QHJDWLYH� DV ZHOO DV $'$ OHYHOV RQ 3.� HIILFDF\� DQG VDIHW\ 
VKRXOG EH DVVHVVHG EHIRUH DQG DIWHU WKH WUDQVLWLRQ� 7KH 6SRQVRU DJUHHG DQG 
VWDWHG WKDW WKH 3. FROOHFWLRQ ZDV GLIIHUHQW IRU WKH VHFRQG SHULRG RI WKH VWXG\ DQG 
WKDW WKH VHFRQG SHULRG RQO\ LQFOXGHG FROOHFWLRQ RI WURXJK OHYHOV� 7KH $JHQF\ 
DFNQRZOHGJHG WKDW WKH 3. FROOHFWLRQ ZDV GLIIHUHQW� EXW WKDW DQ LPSDFW DQDO\VLV 
FRQGXFWHG ZLWK WKH DYDLODEOH 3. LQIRUPDWLRQ VKRXOG EH SURYLGHG� 

5HJDUGLQJ 6WXG\ ��������� ZH KDYH WKH IROORZLQJ FRPPHQWV� 
x &ODULI\ ZKHWKHU WKHUH LV GDWD WR VXSSRUW DQ HYDOXDWLRQ RI GXUDELOLW\ RI UHVSRQVH 

DQG WKH GHJUHH RI IROORZ XS WKDW LV DYDLODEOH IRU SURJUHVVLRQ DQG VXUYLYDO� 

x :H QRWH WKH UDWH RI GLVFRQWLQXDWLRQ WR GXH WR $(V ZDV UHSRUWHG LQ � SDWLHQWV 
������ ZKR UHFHLYHG $%3 ��� YV � SDWLHQW ������ ZKR UHFHLYHG 86�OLFHQVHG 
5LWX[LPDE� ,Q \RXU VXEPLVVLRQ� LQFOXGH QDUUDWLYHV IRU DOO VXEMHFWV ZKR 
GLVFRQWLQXHG WUHDWPHQW GXH WR $(V� DOO 6$(V� DQG DQ\ GHDWKV� 

Discussion (Study 20130109): 7KH 6SRQVRU FODULILHG WKDW WKH HQG RI VWXG\ 
�������� ZDV DW WKH ZHHN �� UHVSRQVH DVVHVVPHQW DQG QR IXUWKHU GDWD ZDV 
FROOHFWHG IROORZLQJ WKDW WLPHSRLQW� 7KHUHIRUH� WKHUH LV QR GDWD RQ GXUDWLRQ RI 
UHVSRQVH RU VXUYLYDO RXWFRPHV IROORZLQJ ZHHN �� DQG WKH $JHQF\ DFNQRZOHGJHG 
WKLV OLPLWDWLRQ RI WKH HIILFDF\ GDWD� 

6LQFH WKH 6SRQVRU LQWHQGV WR VHHN WKH VDPH LQGLFDWLRQV DV SUHYLRXVO\ DSSURYHG 
IRU 86�OLFHQVHG 5LWX[DQ� WKH $JHQF\ UHLWHUDWHG WKDW WKH %/$ DSSOLFDWLRQ PXVW
LQFOXGH D MXVWLILFDWLRQ IRU H[WUDSRODWLRQ� ZKLFK� LQ SDUW� VKRXOG EH EDVHG RQ WKH
GDWD DQG LQIRUPDWLRQ IURP WKH FRQGXFWHG FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$ DQG 
)/� WR VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH� 

$GGLWLRQDO &RPPHQWV 

6WDWLVWLFDO &RPPHQWV IRU 6WXG\ �������� LQ WKH 1+/ SRSXODWLRQ� 

��	 :H UHFRPPHQG XVLQJ DOO UDQGRPL]HG VXEMHFWV LQ WKH DQDO\VLV RI WKH SULPDU\ 
HQGSRLQW� 
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��	 :H UHFRPPHQG H[DFW ELQRPLDO PHWKRG IRU FDOFXODWLRQ RI UDWH GLIIHUHQFH DQG 
FRQILGHQFH LQWHUYDO IRU 255 EHWZHHQ WKH WZR JURXSV� 

Discussion: 7KH 6SRQVRU FODULILHG WKDW WKH SURSRVHG SULPDU\ DQDO\VLV ZDV RI D 
PRGLILHG ,77 ZKLFK H[FOXGHG � VXEMHFWV �� VXEMHFWV RQ $%3 ���� � VXEMHFWV RQ WKH
86�OLFHQVHG 5LWX[DQ DUP� WKDW GLG QRW KDYH HYDOXDEOH GLVHDVH SHU ,5&�
DVVHVVPHQW� 

7KH $JHQF\ UHFRPPHQGHG WKDW WKH 6SRQVRU LQFOXGH DOO UDQGRPL]HG VXEMHFWV LQ
WKH SULPDU\ DQDO\VLV DQG FRQVLGHU WKH SDWLHQWV ZKR ZHUH GHWHUPLQHG QRW WR KDYH 
HYDOXDEOH GLVHDVH SHU ,5& DV QRQ�UHVSRQGHUV� 7KH 6SRQVRU DJUHHG WR WKLV 
SURSRVDO DQG ZLOO DOVR LQFOXGH DGGLWLRQDO DQDO\VHV WKDW LQFOXGH WKHVH VXEMHFWV DV 
UHVSRQGHUV� QRQ�UHVSRQGHUV� DQG HYDOXDWLRQV SHU LQYHVWLJDWRU DVVHVVPHQW� 

3URGXFW 4XDOLW\ 0LFURELRORJ\ &RPPHQWV� 

7KH )'$ LV SURYLGLQJ DGGLWLRQDO SURGXFW TXDOLW\ PLFURELRORJ\ FRPPHQWV IRU \RX WR 
FRQVLGHU GXULQJ GHYHORSPHQW RI \RXU FRPPHUFLDO PDQXIDFWXULQJ SURFHVV DQG 
SUHSDUDWLRQ RI \RXU ����N� %/$ VXEPLVVLRQ� 

$OO IDFLOLWLHV VKRXOG EH UHJLVWHUHG ZLWK WKH )'$ DW WKH WLPH RI WKH ����N� %/$ VXEPLVVLRQ 
DQG UHDG\ IRU LQVSHFWLRQ LQ DFFRUGDQFH ZLWK �� &)5 ������ DQG �������E����� ,QFOXGH LQ 
WKH %/$ VXEPLVVLRQ D FRPSOHWH OLVW RI WKH PDQXIDFWXULQJ DQG WHVWLQJ VLWHV ZLWK WKHLU 
FRUUHVSRQGLQJ )(, QXPEHUV� $ SUHOLPLQDU\ PDQXIDFWXULQJ VFKHGXOH IRU WKH GUXJ 
VXEVWDQFH DQG GUXJ SURGXFW VKRXOG EH SURYLGHG LQ WKH %/$ VXEPLVVLRQ WR IDFLOLWDWH WKH 
SODQQLQJ RI SUH�OLFHQVH LQVSHFWLRQV GXULQJ WKH UHYLHZ F\FOH� 0DQXIDFWXULQJ IDFLOLWLHV 
VKRXOG EH LQ RSHUDWLRQ DQG PDQXIDFWXULQJ WKH SURGXFW XQGHU UHYLHZ GXULQJ WKH 
LQVSHFWLRQ� 

,QIRUPDWLRQ DQG GDWD IRU &0& SURGXFW TXDOLW\ PLFURELRORJ\ VKRXOG EH VXEPLWWHG LQ WKH 
VSHFLILHG VHFWLRQV LQGLFDWHG EHORZ� 

7KH &0& 'UXJ 6XEVWDQFH VHFWLRQ RI WKH ����N� %/$ �6HFWLRQ ����6� VKRXOG FRQWDLQ 
LQIRUPDWLRQ DQG GDWD VXPPDULHV IRU PLFURELDO DQG HQGRWR[LQ FRQWURO RI WKH GUXJ 
VXEVWDQFH� 7KH LQIRUPDWLRQ VKRXOG LQFOXGH� EXW QRW EH OLPLWHG WR WKH IROORZLQJ� 

x %LREXUGHQ DQG HQGRWR[LQ OHYHOV DW FULWLFDO PDQXIDFWXULQJ VWHSV VKRXOG EH 
PRQLWRUHG XVLQJ TXDOLILHG ELREXUGHQ DQG HQGRWR[LQ WHVWV� %LREXUGHQ VDPSOLQJ 
VKRXOG RFFXU SULRU WR DQ\ ��� �P ILOWUDWLRQ VWHS� 7KH SUH�HVWDEOLVKHG ELREXUGHQ 
DQG HQGRWR[LQ OLPLWV VKRXOG EH SURYLGHG �����6������ 

x %LREXUGHQ DQG HQGRWR[LQ GDWD REWDLQHG GXULQJ PDQXIDFWXUH RI WKUHH SURFHVV 
TXDOLILFDWLRQ �334� ORWV �����6������ 
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x 0LFURELDO GDWD IURP WKUHH VXFFHVVIXO SURGXFW LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ 
UXQV DW PDQXIDFWXULQJ VFDOH� %LREXUGHQ DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH 
PD[LPXP DOORZHG KROG WLPH VKRXOG EH PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ 
OLPLWV SURYLGHG �����6������ 

x &KURPDWRJUDSK\ UHVLQ DQG 8)�') PHPEUDQH OLIHWLPH VWXG\ SURWRFROV DQG 
DFFHSWDQFH FULWHULD IRU ELREXUGHQ DQG HQGRWR[LQ VDPSOHV� 'XULQJ WKH OLIHWLPH 
VWXGLHV� ELREXUGHQ DQG HQGRWR[LQ VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI VWRUDJH 
SULRU WR VDQLWL]DWLRQ �����6������ 

x ,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP WKH VKLSSLQJ YDOLGDWLRQ VWXGLHV �����6������ 

x 'UXJ VXEVWDQFH ELREXUGHQ DQG HQGRWR[LQ UHOHDVH VSHFLILFDWLRQV �����6���� 

x 6XPPDU\ UHSRUWV DQG UHVXOWV IURP ELREXUGHQ DQG HQGRWR[LQ WHVW PHWKRG 
TXDOLILFDWLRQ VWXGLHV SHUIRUPHG IRU LQ�SURFHVV LQWHUPHGLDWHV DQG WKH GUXJ 
VXEVWDQFH� ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG� EULHI GHVFULSWLRQV RI WKH 
PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH FRPSHQGLDO UHIHUHQFH QXPEHUV 
�����6���� 

7KH &0& 'UXJ 3URGXFW VHFWLRQ RI WKH ����N� %/$ �6HFWLRQ ����3� VKRXOG FRQWDLQ 
YDOLGDWLRQ GDWD VXPPDULHV WR VXSSRUW WKH DVHSWLF SURFHVVLQJ RSHUDWLRQV� )RU JXLGDQFH 
RQ WKH W\SH RI GDWD DQG LQIRUPDWLRQ WKDW VKRXOG EH VXEPLWWHG� UHIHU WR WKH ���� )'$ 
*XLGDQFH IRU ,QGXVWU\ “Submission Documentation for Sterilization Process Validation in 
Applications for Human and Veterinary Drug Products”�� 

7KH IROORZLQJ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ 6HFWLRQV ����3���� DQG�RU ����3����� DV 
DSSURSULDWH� 

x	 ,GHQWLILFDWLRQ RI WKH PDQXIDFWXULQJ DUHDV DQG W\SH RI ILOO OLQH �H�J� RSHQ� 5$%6� 
LVRODWRU�� LQFOXGLQJ DUHD FODVVLILFDWLRQV� 

x	 'HVFULSWLRQ RI WKH VWHULOL]LQJ ILOWHU �VXSSOLHU� VL]H� PHPEUDQH PDWHULDO� PHPEUDQH 
VXUIDFH DUHD� HWF��� VWHULOL]LQJ ILOWUDWLRQ SDUDPHWHUV �SUHVVXUH DQG�RU IORZ UDWH�� DV 
YDOLGDWHG E\ WKH PLFURELDO UHWHQWLRQ VWXG\� ZHWWLQJ DJHQW XVHG IRU SRVW�XVH 
LQWHJULW\ WHVWLQJ RI WKH VWHULOL]LQJ ILOWHU DQG SRVW�XVH LQWHJULW\ WHVW DFFHSWDQFH 
FULWHULD� 

x 3DUDPHWHUV IRU ILOOLQJ DQG FDSSLQJ IRU WKH YLDOV� 

x $ OLVW RI DOO HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH VWHULOH GUXJ SURGXFW �L�H� 
WKH VWHULOH�IOXLG SDWKZD\� ZLWK WKH FRUUHVSRQGLQJ PHWKRG�V� RI VWHULOL]DWLRQ DQG 

�KWWS���ZZZ�IGD�JRY�GRZQORDGV�GUXJV�JXLGDQFHFRPSOLDQFHUHJXODWRU\LQIRUPDWLRQ�JXLGDQFHV�XFP�������S 
GI 
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GHS\URJHQDWLRQ� LQFOXGLQJ SURFHVV SDUDPHWHUV� 7KH OLVW VKRXOG LQFOXGH VLQJOH�XVH 
HTXLSPHQW� 

x 3URFHVVLQJ DQG KROG WLPH OLPLWV� LQFOXGLQJ WKH WLPH OLPLW IRU VWHULOL]LQJ ILOWUDWLRQ DQG 
DVHSWLF ILOOLQJ� 

x 6DPSOLQJ SRLQWV DQG LQ�SURFHVV OLPLWV IRU ELREXUGHQ DQG HQGRWR[LQ� %LREXUGHQ 
VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI WKH KROG WLPH SULRU WR WKH VXEVHTXHQW 
ILOWUDWLRQ VWHS� 3UH�VWHULOH ILOWUDWLRQ ELREXUGHQ OLPLWV VKRXOG QRW H[FHHG �� &)8���� 
P/� 

7KH IROORZLQJ VWXG\ SURWRFROV DQG YDOLGDWLRQ GDWD VXPPDULHV VKRXOG EH LQFOXGHG LQ 
6HFWLRQ ����3����� DV DSSURSULDWH� 

x	 %DFWHULDO ILOWHU UHWHQWLRQ VWXG\ IRU WKH VWHULOL]LQJ ILOWHU� ,QFOXGH D FRPSDULVRQ RI 
YDOLGDWLRQ WHVW SDUDPHWHUV ZLWK URXWLQH VWHULOH ILOWUDWLRQ SDUDPHWHUV� 

x	 6WHULOL]DWLRQ DQG GHS\URJHQDWLRQ RI HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH 
VWHULOH GUXJ SURGXFW� 3URYLGH VXPPDU\ GDWD IRU WKH WKUHH YDOLGDWLRQ VWXGLHV DQG 
GHVFULEH WKH HTXLSPHQW DQG FRPSRQHQW UHYDOLGDWLRQ SURJUDP� 

x	 ,Q�SURFHVV PLFURELDO FRQWUROV DQG KROG WLPHV� 7KUHH VXFFHVVIXO SURGXFW 
LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ UXQV VKRXOG EH SHUIRUPHG DW PDQXIDFWXULQJ 
VFDOH� XQOHVV DQ DOWHUQDWLYH DSSURDFK FDQ EH VFLHQWLILFDOO\ MXVWLILHG� %LREXUGHQ 
DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH PD[LPXP DOORZHG KROG WLPH VKRXOG EH 
PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ OLPLWV SURYLGHG� 

x	 ,VRODWRU GHFRQWDPLQDWLRQ VXPPDU\ GDWD DQG LQIRUPDWLRQ� LI DSSOLFDEOH� 

x	 7KUHH VXFFHVVIXO FRQVHFXWLYH PHGLD ILOO UXQV� LQFOXGLQJ VXPPDU\ HQYLURQPHQWDO 
PRQLWRULQJ GDWD REWDLQHG GXULQJ WKH UXQV� 'HVFULEH WKH HQYLURQPHQWDO DQG 
SHUVRQQHO PRQLWRULQJ SURFHGXUHV IROORZHG GXULQJ PHGLD ILOOV DQG FRPSDUH WKHP 
WR WKH SURFHGXUHV IROORZHG GXULQJ URXWLQH SURGXFWLRQ� 

x	 ,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP VKLSSLQJ YDOLGDWLRQ VWXGLHV� 

x 9DOLGDWLRQ RI FDSSLQJ SDUDPHWHUV� XVLQJ D FRQWDLQHU FORVXUH LQWHJULW\ WHVW� 

7KH IROORZLQJ SURGXFW WHVWLQJ DQG PHWKRG YDOLGDWLRQ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ 
WKH DSSURSULDWH VHFWLRQV RI 0RGXOH ����3� 

x &RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ� 6\VWHP LQWHJULW\ VKRXOG EH GHPRQVWUDWHG 
LQLWLDOO\ DQG GXULQJ VWDELOLW\� &RQWDLQHU FORVXUH LQWHJULW\ PHWKRG YDOLGDWLRQ VKRXOG 
GHPRQVWUDWH WKDW WKH DVVD\ LV VHQVLWLYH HQRXJK WR GHWHFW EUHDFKHV WKDW FRXOG 
DOORZ PLFURELDO LQJUHVV �� �� PLFURQV�� &RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ VKRXOG 
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EH SHUIRUPHG in lieu RI VWHULOLW\ WHVWLQJ IRU VWDELOLW\ VDPSOHV HYHU\ �� PRQWKV 
�DQQXDOO\� XQWLO H[SLU\� 

x 6XPPDU\ UHSRUW DQG UHVXOWV IRU TXDOLILFDWLRQ RI WKH ELREXUGHQ� VWHULOLW\� DQG 
HQGRWR[LQ WHVW PHWKRGV SHUIRUPHG IRU LQ�SURFHVV LQWHUPHGLDWHV �LI DSSOLFDEOH� DQG 
WKH ILQLVKHG GUXJ SURGXFW� DV DSSURSULDWH� ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG� 
EULHI GHVFULSWLRQV RI WKH PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH 
FRPSHQGLDO UHIHUHQFH QXPEHUV� 3URYLGH IXOO GHVFULSWLRQV DQG YDOLGDWLRQ RI QRQ� 
FRPSHQGLDO UDSLG PLFURELDO PHWKRGV� 

x	 6XPPDU\ UHSRUW DQG UHVXOWV RI WKH 5DEELW 3\URJHQ 7HVW FRQGXFWHG RQ WKUHH 
EDWFKHV RI GUXJ SURGXFW LQ DFFRUGDQFH ZLWK �� &)5�������E�� 

x	 /RZ HQGRWR[LQ UHFRYHU\ VWXGLHV� &HUWDLQ SURGXFW IRUPXODWLRQV KDYH EHHQ 
UHSRUWHG WR PDVN WKH GHWHFWDELOLW\ RI HQGRWR[LQ LQ WKH 863 ���! Bacterial 
Endotoxin Test �%(7�� 7KH HIIHFW RI KROG WLPH RQ HQGRWR[LQ GHWHFWLRQ VKRXOG EH 
DVVHVVHG E\ VSLNLQJ D NQRZQ DPRXQW RI VWDQGDUG HQGRWR[LQ �56( RU SXULILHG 
&6(� LQWR XQGLOXWHG GUXJ SURGXFW DQG WKHQ WHVWLQJ IRU UHFRYHUDEOH HQGRWR[LQ RYHU 
WLPH� 

x	 0LFURELRORJLFDO VWXGLHV LQ VXSSRUW RI WKH SRVW�GLOXWLRQ VWRUDJH FRQGLWLRQV� 
'HVFULEH WKH WHVW PHWKRGV DQG UHVXOWV WKDW HPSOR\ D PLQLPXP FRXQWDEOH 
LQRFXOXP ������� &)8� WR VLPXODWH SRWHQWLDO PLFURELDO FRQWDPLQDWLRQ WKDW PD\ 
RFFXU GXULQJ GLOXWLRQ� 7KH WHVW VKRXOG EH UXQ DW WKH ODEHO¶V UHFRPPHQGHG VWRUDJH 
FRQGLWLRQV� EH FRQGXFWHG IRU WZLFH WKH UHFRPPHQGHG VWRUDJH SHULRG� EUDFNHW WKH 
GUXJ SURGXFW FRQFHQWUDWLRQV WKDW ZRXOG EH DGPLQLVWHUHG WR SDWLHQWV� DQG XVH WKH 
ODEHO�UHFRPPHQGHG GLOXHQWV� 3HULRGLF LQWHUPHGLDWH VDPSOH WLPHV DUH 
UHFRPPHQGHG� &KDOOHQJH RUJDQLVPV PD\ LQFOXGH VWUDLQV GHVFULEHG LQ 863 ���! 
Antimicrobial Effectiveness Testing� SOXV W\SLFDO VNLQ IORUD RU VSHFLHV DVVRFLDWHG 
ZLWK KRVSLWDO�ERUQH LQIHFWLRQV� In lieu RI WKLV GDWD� WKH SURGXFW ODEHOLQJ VKRXOG 
UHFRPPHQG WKDW WKH SRVW�GLOXWLRQ VWRUDJH SHULRG LV QRW PRUH WKDQ � KRXUV� 

Discussion: 1R GLVFXVVLRQ RFFXUUHG� 

��� 27+(5 ,03257$17 0((7,1* ,1)250$7,21 

',6&866,21 2) 7+( &217(17 2) $ &203/(7( $33/,&$7,21 

x 7KH FRQWHQW RI D FRPSOHWH DSSOLFDWLRQ ZDV GLVFXVVHG� 7KH SURSRVHG FRQWHQW 
DQG IRUPDW RI WKH DSSOLFDWLRQ� DV RXWOLQHG LQ WKH PHHWLQJ EULHILQJ SDFNDJH� 
DSSHDUV DFFHSWDEOH WR WKH $JHQF\� 

x ,W ZDV QRWHG WKDW WKHUH LV DQ $JUHHG ,QLWLDO 3HGLDWULF 6WXG\ 3ODQ �$JUHHG 
L363� IRU $%3 ��� IRU WKH WUHDWPHQW RI WKH VDPH LQGLFDWLRQV DV DSSURYHG IRU 
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86�OLFHQVHG 5LWX[DQ� 6XEVHTXHQWO\� WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV 
DSSURYHG IRU 86�OLFHQVHG 5LWX[DQ� DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR 
LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ� 

x $OO DSSOLFDWLRQV DUH H[SHFWHG WR LQFOXGH D FRPSUHKHQVLYH DQG UHDGLO\ 
ORFDWHG OLVW RI DOO FOLQLFDO VLWHV DQG PDQXIDFWXULQJ IDFLOLWLHV LQFOXGHG RU 
UHIHUHQFHG LQ WKH DSSOLFDWLRQ� 

x $ SUHOLPLQDU\ GLVFXVVLRQ UHJDUGLQJ WKH DSSURDFK WR GHYHORSLQJ WKH FRQWHQW 
IRU D 5(06� ZKHUH DSSOLFDEOH� SDWLHQW ODEHOLQJ �H�J�� 0HGLFDWLRQ *XLGH DQG 
,QVWUXFWLRQV IRU 8VH� DQG� ZKHUH DSSOLFDEOH� WKH GHYHORSPHQW RI D )RUPDO 
&RPPXQLFDWLRQ 3ODQ ZDV QRW KHOG DV WKHVH ZLOO XOWLPDWHO\ EH UHYLHZ LVVXHV� 

x 0DMRU FRPSRQHQWV RI WKH DSSOLFDWLRQ DUH H[SHFWHG WR EH VXEPLWWHG ZLWK WKH 
RULJLQDO DSSOLFDWLRQ DQG DUH QRW VXEMHFW WR DJUHHPHQW IRU ODWH VXEPLVVLRQ� 
<RX VWDWHG \RX LQWHQG WR VXEPLW D FRPSOHWH DSSOLFDWLRQ DQG WKHUHIRUH� WKHUH 
DUH QR DJUHHPHQWV IRU ODWH VXEPLVVLRQ RI DSSOLFDWLRQ FRPSRQHQWV� 

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 D SHGLDWULF DVVHVVPHQW WR VXSSRUW GRVLQJ� 
VDIHW\� DQG HIIHFWLYHQHVV RI WKH SURGXFW IRU WKH FODLPHG LQGLFDWLRQ XQOHVV WKLV 
UHTXLUHPHQW LV ZDLYHG� GHIHUUHG� RU LQDSSOLFDEOH� 

6HFWLRQ ���%�O� RI WKH )'	& $FW� DGGHG E\ VHFWLRQ �����G���� RI WKH $IIRUGDEOH 
&DUH $FW� SURYLGHV WKDW D ELRVLPLODU SURGXFW WKDW KDV QRW EHHQ GHWHUPLQHG WR EH 
LQWHUFKDQJHDEOH ZLWK WKH UHIHUHQFH SURGXFW LV FRQVLGHUHG WR KDYH D ³QHZ DFWLYH 
LQJUHGLHQW´ IRU SXUSRVHV RI 35($� DQG D SHGLDWULF DVVHVVPHQW LV UHTXLUHG XQOHVV 
ZDLYHG� GHIHUUHG� RU LQDSSOLFDEOH� 

)'$ HQFRXUDJHV SURVSHFWLYH ELRVLPLODU DSSOLFDQWV WR VXEPLW DQ LQLWLDO SHGLDWULF 
VWXG\ SODQ �L363� DV HDUO\ DV SUDFWLFDEOH GXULQJ SURGXFW GHYHORSPHQW� )'$ 
UHFRPPHQGV WKDW \RX DOORZ DGHTXDWH WLPH WR UHDFK DJUHHPHQW ZLWK )'$ RQ WKH 
SURSRVHG L363 SULRU WR LQLWLDWLQJ \RXU FRPSDUDWLYH FOLQLFDO VWXG\� 

6HFWLRQV ���%�H�����&� DQG ���%�H���� RI WKH )'	& $FW VHW IRUWK D SURFHVV ODVWLQJ 
XS WR ��� GD\V IRU UHDFKLQJ DJUHHPHQW ZLWK )'$ RQ DQ L363� )'$ HQFRXUDJHV 
WKH VSRQVRU WR PHHW ZLWK )'$ WR GLVFXVV WKH GHWDLOV RI WKH SODQQHG GHYHORSPHQW 
SURJUDP EHIRUH VXEPLVVLRQ RI WKH L363� <RX PXVW DGGUHVV 35($ IRU HYHU\ 
LQGLFDWLRQ IRU ZKLFK \RX VHHN OLFHQVXUH� DQG ZH HQFRXUDJH \RX WR VXEPLW D 
FRPSUHKHQVLYH L363 WKDW DGGUHVVHV HDFK LQGLFDWLRQ� )RU LQGLFDWLRQV IRU ZKLFK WKH 
ODEHOLQJ IRU WKH UHIHUHQFH SURGXFW FRQWDLQV DGHTXDWH SHGLDWULF LQIRUPDWLRQ� \RX PD\ 
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EH DEOH WR IXOILOO 35($ UHTXLUHPHQWV E\ VDWLVI\LQJ WKH VWDWXWRU\ UHTXLUHPHQWV IRU 
ELRVLPLODULW\ DQG SURYLGLQJ DQ DGHTXDWH VFLHQWLILF MXVWLILFDWLRQ IRU H[WUDSRODWLQJ WKH 
SHGLDWULF LQIRUPDWLRQ IURP WKH UHIHUHQFH SURGXFW WR \RXU SURSRVHG SURGXFW �VHH 
TXHVWLRQ DQG DQVZHU ,��� LQ )'$¶V GUDIW JXLGDQFH IRU LQGXVWU\ RQ 1HZ DQG 5HYLVHG 
'UDIW 4	$V RQ %LRVLPLODU 'HYHORSPHQW DQG WKH %3&, $FW �5HYLVLRQ �� �'HFHPEHU 
������ )RU FRQGLWLRQV RI XVH IRU ZKLFK WKH UHIHUHQFH SURGXFW GRHV QRW KDYH 
DGHTXDWH SHGLDWULF LQIRUPDWLRQ LQ LWV ODEHOLQJ� D ZDLYHU �IXOO RU SDUWLDO�� RU D GHIHUUDO� 
PD\ EH DSSURSULDWH LI FHUWDLQ FULWHULD DUH PHW� 

$IWHU WKH L363 LV VXEPLWWHG� D VSRQVRU PXVW ZRUN ZLWK )'$ WR UHDFK WLPHO\ 
DJUHHPHQW RQ WKH SODQ� DV UHTXLUHG E\ VHFWLRQ ���%�H�������� RI WKH )'	& $FW� 
)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 HPDLO 3HGVGUXJV#IGD�KKV�JRY ,W VKRXOG 
EH QRWHG WKDW UHTXHVWHG GHIHUUDOV RU ZDLYHUV LQ WKH LQLWLDO 363 ZLOO QRW EH IRUPDOO\ 
JUDQWHG RU GHQLHG XQWLO WKH SURGXFW LV OLFHQVHG� 

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 3/5 
5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQ5 DQG 3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ 
)LQDO 5XOH� 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�
 

� KWWS���ZZZ�DFFHVVGDWD�IGD�JRY�VFULSWV�FGUK�FIGRFV�FIFIU�&)56HDUFK�FIP"IU ������	XWP FD 
PSDLJQ *RRJOH�	XWP VRXUFH IGD6HDUFK	XWP PHGLXP ZHEVLWH	 XWP WHUP �����&)5���������	XW 
P FRQWHQW � 
� KWWS���ZZZ�DFFHVVGDWD�IGD�JRY�VFULSWV�FGUK�FIGRFV�FIFIU�&)56HDUFK�FIP"IU ������	XWP FD 
PSDLJQ *RRJOH�	XWP VRXUFH IGD6HDUFK	XWP PHGLXP ZHEVLWH	 XWP WHUP �����&)5���������	XW 
P FRQWHQW � 
� KWWS���ZZZ�IGD�JRY�'UXJV�*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ�/DZV$FWVDQG5XOHV�XFP 
�������KWP 
� KWWS���ZZZ�IGD�JRY�'UXJV�'HYHORSPHQW$SSURYDO3URFHVV�'HYHORSPHQW5HVRXUFHV�/DEH 
OLQJ�XFP�������KWP 
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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�� 

,Q DGGLWLRQ� \RX VKRXOG UHYLHZ WKH )'$ JXLGDQFH IRU LQGXVWU\ Labeling for Biosimilar 
Products �-XO\ ������ 

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

12135235,(7$5< 1$0( 

2Q -DQXDU\ ��� ����� )'$ LVVXHG D ILQDO JXLGDQFH IRU LQGXVWU\ Nonproprietary Naming 
of Biological Products� VWDWLQJ WKDW� IRU FHUWDLQ ELRORJLFDO SURGXFWV� WKH $JHQF\ LQWHQGV WR 
GHVLJQDWH D SURSHU QDPH WKDW LQFOXGHV D IRXU�OHWWHU GLVWLQJXLVKLQJ VXIIL[ WKDW LV GHYRLG RI 
PHDQLQJ� 

� :KHQ ILQDO� WKLV JXLGDQFH ZLOO UHSUHVHQW WKH )'$¶V FXUUHQW WKLQNLQJ RQ WKLV WRSLF� )RU WKH PRVW UHFHQW 
YHUVLRQ RI D JXLGDQFH� FKHFN WKH )'$ JXLGDQFH ZHE SDJH DW 
KWWSV���ZZZ�IGD�JRY�5HJXODWRU\,QIRUPDWLRQ�*XLGDQFHV�GHIDXOW�KWP� 
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3OHDVH QRWH WKDW FHUWDLQ SURYLVLRQV RI WKLV JXLGDQFH GHVFULEH D FROOHFWLRQ RI LQIRUPDWLRQ 
DQG DUH XQGHU UHYLHZ E\ WKH 2IILFH RI 0DQDJHPHQW DQG %XGJHW XQGHU WKH 3DSHUZRUN 
5HGXFWLRQ $FW RI ���� �35$�� 7KHVH SURYLVLRQV RI WKH JXLGDQFH GHVFULEH WKH 
VXEPLVVLRQ RI SURSRVHG VXIIL[HV WR WKH )'$� DQG D VSRQVRU¶V UHODWHG DQDO\VLV RI 
SURSRVHG VXIIL[HV� ZKLFK DUH FRQVLGHUHG D ³FROOHFWLRQ RI LQIRUPDWLRQ´ XQGHU WKH 35$� 
)'$ LV QRW FXUUHQWO\ LPSOHPHQWLQJ SURYLVLRQV RI WKH JXLGDQFH WKDW GHVFULEH WKLV 
FROOHFWLRQ RI LQIRUPDWLRQ� 

+RZHYHU� SURYLVLRQV RI WKH ILQDO JXLGDQFH WKDW GR QRW GHVFULEH WKH FROOHFWLRQ RI 
LQIRUPDWLRQ VKRXOG EH FRQVLGHUHG ILQDO DQG UHSUHVHQW )'$¶V FXUUHQW WKLQNLQJ RQ WKH 
QRQSURSULHWDU\ QDPLQJ RI ELRORJLFDO SURGXFWV� 7KHVH LQFOXGH� JHQHUDOO\� WKH GHVFULSWLRQ 
RI WKH QDPLQJ FRQYHQWLRQ �LQFOXGLQJ LWV IRUPDW IRU RULJLQDWRU� UHODWHG� DQG ELRVLPLODU 
ELRORJLFDO SURGXFWV� DQG WKH FRQVLGHUDWLRQV WKDW VXSSRUW WKH FRQYHQWLRQ� 

<RXU SURSRVHG ����N� %/$ ZRXOG EH ZLWKLQ WKH VFRSH RI WKLV JXLGDQFH� $V VXFK� )'$ 
LQWHQGV WR DVVLJQ D IRXU�OHWWHU VXIIL[ IRU LQFOXVLRQ LQ WKH SURSHU QDPH GHVLJQDWHG LQ WKH 
OLFHQVH DW VXFK WLPH DV )'$ DSSURYHV WKH %/$� 

0$18)$&785,1* )$&,/,7,(6 

$OO IDFLOLWLHV VKRXOG EH UHJLVWHUHG ZLWK )'$ DW WKH WLPH RI WKH ����N� %/$ VXEPLVVLRQ DQG 
UHDG\ IRU LQVSHFWLRQ LQ DFFRUGDQFH ZLWK �� &)5 ������ DQG �������E����� 0DQXIDFWXULQJ 
DQG WHVWLQJ IDFLOLWLHV ZLOO EH VXEMHFW WR WKH F*03 VWDQGDUGV DV GHVFULEHG LQ 
�� &)5 ������� LQFOXGLQJ EXW QRW OLPLWHG WR WKH JRRG PDQXIDFWXULQJ SUDFWLFH 
UHTXLUHPHQWV VHW IRUWK LQ �� &)5 ���� ���� DQG ��� RI WKLV FKDSWHU� 

0DQXIDFWXULQJ IDFLOLWLHV VKRXOG EH LQ RSHUDWLRQ DQG PDQXIDFWXULQJ WKH SURGXFW XQGHU 
UHYLHZ GXULQJ WKH LQVSHFWLRQ� ��� PRQWKV DIWHU WKH VXEPLVVLRQ RI WKH %/$� $ 
PDQXIDFWXULQJ VFKHGXOH IRU WKH GUXJ VXEVWDQFH DQG WKH GUXJ SURGXFW VKRXOG EH 
SURYLGHG LQ 0RGXOH � RI WKH %/$ WR IDFLOLWDWH SODQQLQJ RI SUH�OLFHQVH LQVSHFWLRQV GXULQJ 
WKH UHYLHZ F\FOH� )RU D %/$ VXEPLVVLRQ� ZKHQ SURYLGLQJ WKH SUHOLPLQDU\ PDQXIDFWXULQJ 
VFKHGXOH� ZH HQFRXUDJH \RX WR EHDU LQ PLQG WKH DQWLFLSDWHG WLPH IUDPH IRU WKH ODWH� 
F\FOH PHHWLQJ IRU DSSOLFDWLRQV VXEMHFW WR ³WKH 3URJUDP´ XQGHU %68)$ ,,� 

7R IDFLOLWDWH RXU LQVSHFWLRQDO SURFHVV� ZH UHTXHVW WKDW \RX FOHDUO\ LGHQWLI\ in a single 
location� HLWKHU RQ WKH )RUP )'$ ���K� RU DQ DWWDFKPHQW WR WKH IRUP� DOO PDQXIDFWXULQJ 
IDFLOLWLHV DVVRFLDWHG ZLWK \RXU DSSOLFDWLRQ� ,QFOXGH WKH IXOO FRUSRUDWH QDPH RI WKH IDFLOLW\ 
DQG DGGUHVV ZKHUH WKH PDQXIDFWXULQJ IXQFWLRQ LV SHUIRUPHG� ZLWK WKH )(, QXPEHU� DQG 
VSHFLILF PDQXIDFWXULQJ UHVSRQVLELOLWLHV IRU HDFK IDFLOLW\� 

$OVR SURYLGH WKH QDPH DQG WLWOH RI DQ RQVLWH FRQWDFW SHUVRQ� LQFOXGLQJ WKHLU SKRQH 
QXPEHU� ID[ QXPEHU� DQG HPDLO DGGUHVV� 3URYLGH D EULHI GHVFULSWLRQ RI WKH 
PDQXIDFWXULQJ RSHUDWLRQ FRQGXFWHG DW HDFK IDFLOLW\� LQFOXGLQJ WKH W\SH RI WHVWLQJ DQG 
'0) QXPEHU �LI DSSOLFDEOH�� (DFK IDFLOLW\ VKRXOG EH UHDG\ IRU *03 LQVSHFWLRQ DW WKH 
WLPH RI VXEPLVVLRQ� 
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&RQVLGHU XVLQJ D WDEOH VLPLODU WR WKH RQH EHORZ DV DQ DWWDFKPHQW WR )RUP )'$ ���K� 
,QGLFDWH XQGHU (VWDEOLVKPHQW ,QIRUPDWLRQ RQ SDJH � RI )RUP )'$ ���K WKDW WKH 
LQIRUPDWLRQ LV SURYLGHG LQ WKH DWWDFKPHQW WLWOHG� ³3URGXFW QDPH� %/$ ������� 
(VWDEOLVKPHQW ,QIRUPDWLRQ IRU )RUP ���K�´ 

6LWH 1DPH 6LWH $GGUHVV 

)HGHUDO 
(VWDEOLVKPHQ 

W 
,QGLFDWRU 
�)(,� RU 

5HJLVWUDWLRQ 
1XPEHU 
�&)1� 

'UXJ 
0DVWHU 
)LOH 

1XPEHU 
�LI 

DSSOLFDEOH 
� 

0DQXIDFWXULQJ 
6WHS�V� 

RU 7\SH RI 7HVWLQJ 
>(VWDEOLVKPHQW 

IXQFWLRQ@ 

��� 
��� 

&RUUHVSRQGLQJ QDPHV DQG WLWOHV RI RQVLWH FRQWDFW�
 

6LWH 1DPH 6LWH $GGUHVV 

2QVLWH 
&RQWDFW 
�3HUVRQ� 
7LWOH� 

3KRQH 
DQG )D[ 
QXPEHU 

(PDLO DGGUHVV 

��� 
��� 

2)),&( 2) 6&,(17,),& ,19(67,*$7,216 �26,� 5(48(676 

7KH 2IILFH RI 6FLHQWLILF ,QYHVWLJDWLRQV �26,� UHTXHVWV WKDW WKH LWHPV GHVFULEHG LQ WKH 
GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic Submission of NDA and 
BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER 
Submissions �)HEUXDU\ ����� DQG WKH DVVRFLDWHG %LRUHVHDUFK 0RQLWRULQJ 7HFKQLFDO 
&RQIRUPDQFH *XLGH &RQWDLQLQJ 7HFKQLFDO 6SHFLILFDWLRQV EH SURYLGHG WR IDFLOLWDWH 
GHYHORSPHQW RI FOLQLFDO LQYHVWLJDWRU DQG VSRQVRU�PRQLWRU�&52 LQVSHFWLRQ DVVLJQPHQWV� 
DQG WKH EDFNJURXQG SDFNDJHV WKDW DUH VHQW ZLWK WKRVH DVVLJQPHQWV WR WKH )'$ 25$ 
LQYHVWLJDWRUV ZKR FRQGXFW WKRVH LQVSHFWLRQV� 7KLV LQIRUPDWLRQ LV UHTXHVWHG IRU DOO PDMRU 
WULDOV XVHG WR VXSSRUW VDIHW\ DQG HIILFDF\ LQ WKH DSSOLFDWLRQ �L�H�� SKDVH ��� SLYRWDO WULDOV�� 
3OHDVH QRWH WKDW LI WKH UHTXHVWHG LWHPV DUH SURYLGHG HOVHZKHUH LQ VXEPLVVLRQ LQ WKH 
IRUPDW GHVFULEHG� WKH $SSOLFDQW FDQ GHVFULEH ORFDWLRQ RU SURYLGH D OLQN WR WKH UHTXHVWHG 
LQIRUPDWLRQ� 

3OHDVH UHIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic 
Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring 
(BIMO) Inspections for CDER Submissions �)HEUXDU\ ����� DQG WKH DVVRFLDWHG 
Bioresearch Monitoring Technical Conformance Guide Containing Technical 
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5(&200(1'$7,216 )25 )250$77,1* 2) &/,1,&$/ 3+$50$&2/2*<
68%0,66,216 )25 $33/,&$7,216 

,I \RX DUH SODQQLQJ WR LQFOXGH D FOLQLFDO SKDUPDFRORJ\ VWXG\ DV SDUW RI \RXU ����N� %/$ 
PDUNHWLQJ DSSOLFDWLRQ� ZH KDYH WKH IROORZLQJ JHQHUDO EHVW SUDFWLFH UHFRPPHQGDWLRQV IRU 
\RX WR NHHS LQ PLQG DV \RX SUHSDUH \RXU VXEPLVVLRQ� LQFOXGLQJ JXLGHV IRU IRUPDWWLQJ 
\RXU VXEPLVVLRQ� 

��	 $V LW UHODWHV WR FOLQLFDO SKDUPDFRORJ\�UHODWHG VHFWLRQV RI WKH DSSOLFDWLRQ� DSSO\ WKH 
IROORZLQJ DGYLFH ZKHQ SUHSDULQJ WKH ����N� %/$� 

D�	 ,QFOXGH WKH UDWLRQDOH IRU WKH VHOHFWHG GRVH XVHG LQ WKH 3. �DQG 3' 
VLPLODULW\� ZKHQ DSSOLFDEOH� VWXG\�LHV� LQ WKH %/$ �H�J�� H&7' 0RGXOH ����� 
6XPPDU\ RI &OLQLFDO 3KDUPDFRORJ\�� 

E�	 ,QFOXGH D VXPPDU\ HYDOXDWLRQ RI WKH LPSDFW RI LPPXQRJHQLFLW\ RQ WKH 
DFWLYLW\ �H�J�� HIILFDF\�3'�� VDIHW\� DQG SKDUPDFRNLQHWLFV� DV LV DSSOLFDEOH� 
IRU WKH VWXGLHV LQFOXGHG LQ WKH %/$ �H�J�� H&7' 0RGXOH ����� 6XPPDU\ RI 
&OLQLFDO 3KDUPDFRORJ\�� 

F�	 3UHVHQW WKH 3. �DQG 3'� ZKHQ DSSOLFDEOH� SDUDPHWHU GDWD DV JHRPHWULF 
PHDQ ZLWK FRHIILFLHQW RI YDULDWLRQ� PHDQ � VWDQGDUG GHYLDWLRQ� DQG PHGLDQ 
ZLWK UDQJH LQ WKH VWXG\ UHSRUWV DQG WKURXJKRXW WKH %/$� 

G�	 3URYLGH DQDO\VLV GDWD VHWV IRU DOO FRQFHQWUDWLRQ�WLPH DQG GHULYHG 3. �DQG 
3'� ZKHQ DSSOLFDEOH� SDUDPHWHU GDWDVHWV DV 6$6 WUDQVSRUW ILOHV �
�[SW�� $ 
GHVFULSWLRQ RI HDFK GDWD LWHP VKRXOG EH SURYLGHG LQ D GHILQH�SGI ILOH� $Q\ 
FRQFHQWUDWLRQV RU VXEMHFWV WKDW KDYH EHHQ H[FOXGHG IURP WKH DQDO\VLV 
VKRXOG EH IODJJHG DQG PDLQWDLQHG LQ WKH GDWDVHWV� 

��	 ,QFOXGH WKH IROORZLQJ LQIRUPDWLRQ LQ D WDEXODU IRUPDW LQ WKH ����N� %/$ IRU HDFK RI 
WKH FRPSOHWHG FOLQLFDO VWXGLHV� 

D�	 6LWH QXPEHU 

E�	 3ULQFLSDO LQYHVWLJDWRU 

F�	 6LWH /RFDWLRQ� $GGUHVV �H�J�� 6WUHHW� &LW\� 6WDWH� &RXQWU\� DQG FRQWDFW 
LQIRUPDWLRQ �L�H�� SKRQH� ID[� HPDLO� 

G�	 /RFDWLRQ RI 3ULQFLSDO ,QYHVWLJDWRU� $GGUHVV �H�J�� 6WUHHW� &LW\� 6WDWH� DQG 
&RXQWU\� DQG FRQWDFW LQIRUPDWLRQ �L�H�� SKRQH� ID[� HPDLO�� ,I WKH $SSOLFDQW 
LV DZDUH RI FKDQJHV WR D FOLQLFDO LQYHVWLJDWRU¶V VLWH DGGUHVV RU FRQWDFW 
LQIRUPDWLRQ VLQFH WKH WLPH RI WKH FOLQLFDO LQYHVWLJDWRU¶V SDUWLFLSDWLRQ LQ WKH 
VWXG\� ZH UHTXHVW WKDW WKLV XSGDWHG LQIRUPDWLRQ DOVR EH SURYLGHG� 
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��	 6XEPLW DOO 3. �DQG 3'� ZKHQ DSSOLFDEOH� ELRDQDO\WLFDO PHWKRG YDOLGDWLRQ UHSRUWV 
DQG ELRDQDO\WLFDO VWXG\ UHSRUWV� ,Q DGGLWLRQ� FRPSOHWH WKH VXPPDU\ WDEOHV XVLQJ 
WKH WHPSODWHV DYDLODEOH LQ WKH µ%LRDQDO\WLFDO 0HWKRGV 7HPSODWHV¶ 7HFKQLFDO 
6SHFLILFDWLRQV 'RFXPHQW� WR SURYLGH WKH LQIRUPDWLRQ UHJDUGLQJ WKH ELRDQDO\WLFDO 
PHWKRGV IRU SKDUPDFRNLQHWLF DQG�RU ELRPDUNHU DVVHVVPHQWV XVHG LQ FOLQLFDO 
SKDUPDFRORJ\ VWXGLHV DQG WKHLU OLIH�F\FOH LQIRUPDWLRQ SHUWDLQLQJ WR WKH VWXGLHV� 
6XEPLW WKH WDEOHV LQ WKH $SSHQGL[ RI WKH 6XPPDU\ RI %LRSKDUPDFHXWLFV ORFDWHG 
LQ H&7' ������ 

��� ,668(6 5(48,5,1* )857+(5 ',6&866,21 

7KHUH ZHUH QR LVVXHV UHTXLULQJ IXUWKHU GLVFXVVLRQ� 

��� $&7,21 ,7(06 

7KHUH ZHUH QR DFWLRQ LWHPV IRU WKLV PHHWLQJ� 

��� $77$&+0(176 $1' +$1'2876 

7KH SUHVHQWDWLRQV XVHG GXULQJ WKLV PHHWLQJ KDYH EHHQ DSSHQGHG WR WKH PHHWLQJ 
PLQXWHV� 

13 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this 
page
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	.
	.
	.
	.
	.
	.
	.

	x. 5HIHU WR WKH $GGLWLRQDO 3URGXFW 4XDOLW\ 0LFURELRORJ\ FRPPHQWV DW WKH HQG RI WKLV GRFXPHQW IRU DGGLWLRQDO LQIRUPDWLRQ. 
	7KH 6SRQVRU FRQILUPHG WKDW WKH UHTXHVWHG VXPPDU\ WDEOHV ZLOO EH SURYLGHG LQ WKH %/$ VXEPLVVLRQ. 7KH $JHQF\ FODULILHG WKDW WKH UHTXHVW IRU WKHVXPPDU\ WDEOHV IURP 2%3 LV QRW D UHTXLUHPHQW DQG LV QRW VSHFLILF WR $%3 .... 7KH VXPPDU\ WDEOHV DUH EHLQJ UHTXHVWHG IRU QHZ ....D. DQG ....N. %/$V WRIDFLOLWDWH HIILFLHQW UHYLHZ RI WKH %/$. 
	Discussion: 

	Does the Agency agree that the proposed nonclinical studies will facilitate review of the BLA? 
	Question 3: 

	%DVHG RQ WKH LQIRUPDWLRQ SURYLGHG LQ WKH PHHWLQJ SDFNDJH. WKH QRQFOLQLFDO VWXGLHV DSSHDU DFFHSWDEOH IRU WKH ILOLQJ DQG UHYLHZ RI WKH ....N. %/$ IRU $%3 .... 7KH DGHTXDF\ RI WKH VWXGLHV WR VXSSRUW WKH PDUNHWLQJ RI $%3 ... ZLOO EH GHWHUPLQHG GXULQJ WKH UHYLHZ RI WKH %/$. 
	FDA Response to Question 3: 

	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	Can the Agency advise if the clinical study report (CSR) for the PK/clinical similarity Study 20130108 should be placed in Module 5.3.3.2 (Patient PK and Initial Tolerability Study Reports) or Module 5.3.5.1 (Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication)? 
	Question 4: 

	7KH FOLQLFDO VWXG\ UHSRUW IRU 6WXG\ ........ VKRXOG EH SODFHG LQ 0RGXOH ....... .3DWLHQW 3. DQG ,QLWLDO 7ROHUDELOLW\ 6WXG\ 5HSRUWV.. 
	FDA Response to Question 4: 

	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	Does the Agency have any comments or additional points to consider regarding the results from Study 20130108 in the RA population and Study 20130109 in the NHL population to support a demonstration of biosimilarity? 
	Question 5: 

	7KH DGHTXDF\ RI WKH GDWD IURP VWXGLHV ........ DQG ........ WR VXSSRUW D GHPRQVWUDWLRQ RI ELRVLPLODULW\ ZLOO EH D UHYLHZ LVVXH. 6LQFH \RX DUH VHHNLQJ WKH VDPH LQGLFDWLRQV DV WKH UHIHUHQFH SURGXFW. LQ \RXU DSSOLFDWLRQ. \RX ZLOO QHHG WR SURYLGH D MXVWLILFDWLRQ IRU WKH SURSRVDO WR H[WUDSRODWH GDWD DQG LQIRUPDWLRQ WR VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH. 
	FDA Response to Question 5: 

	5HJDUGLQJ VWXG\ ....... ZH KDYH WKH IROORZLQJ FRPPHQWV. 
	x
	x
	x
	x

	x. ,Q SDUWLFXODU. ZH QRWH WKDW \RX KDYH FKRVHQ WR FRQWLQXH ZLWK \RXU RULJLQDO VLPLODULW\ PDUJLQ. UDWKHU WKDQ WKH ...... .... PDUJLQ UHFRPPHQGHG E\ WKH )'$. <RX VKRXOG LQFOXGH LQ \RXU VXEPLVVLRQ D MXVWLILFDWLRQ IRU FRQWLQXLQJ WR XVH WKH ZLGHU PDUJLQ ...... .... LQ \RXU DQDO\VHV. :KLOH \RXU WRSOLQH UHVXOWV DSSHDU WR EH ZLWKLQ ERWK PDUJLQV. LW LV QRW FOHDU LI WKLV GLIIHUHQFH LQ PDUJLQ VHOHFWLRQ ZLOO EHFRPH UHOHYDQW IRU VXSSOHPHQWDU\ RU DGGLWLRQDO DQDO\VHV. 

	x
	x


	7KH 6SRQVRU DJUHHG WKDW WKH DQDO\VLV RI WKH LPSDFW RI $'$ UHVXOWV RQ 3.. HIILFDF\. DQG VDIHW\ EHIRUH WKH WUDQVLWLRQ IURP 86.OLFHQVHG 5LWX[DQ WR $%3 ... ZLOO EH SUHVHQWHG LQ WKH %/$. DQG WKDW WKH GDWDVHWV LQ WKH %/$ZLOO FOHDUO\ LGHQWLI\ WKH VXEMHFWV ZKR XQGHUZHQW WKH VLQJOH WUDQVLWLRQ. 
	Discussion (Study 20130108): 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	7KH 6SRQVRU VWDWHG WKDW RQO\ ILYH VXEMHFWV .. LQ WKH $%3 ... DUP. . LQ WKH (8.DSSURYHG 0DE7KHUD DUP. DQG . LQ WKH 86.OLFHQVHG 5LWX[DQ.$%3 ... DUP.GHYHORSHG ELQGLQJ $'$V DIWHU ZHHN ... *LYHQ WKLV VPDOO QXPEHU RI VXEMHFWV. WKH 6SRQVRU FRQVLGHUHG WKDW DQ\ DQDO\VLV RI WKH LPSDFW RI GHYHORSLQJ ELQGLQJ $'$V DIWHU WKH WUDQVLWLRQ LV QRW H[SHFWHG WR EH PHDQLQJIXO. 
	
	5HJDUGLQJ 6WXG\ ......... ZH KDYH WKH IROORZLQJ FRPPHQWV. 
	x 
	x 
	x 
	&ODULI\ ZKHWKHU WKHUH LV GDWD WR VXSSRUW DQ HYDOXDWLRQ RI GXUDELOLW\ RI UHVSRQVH DQG WKH GHJUHH RI IROORZ XS WKDW LV DYDLODEOH IRU SURJUHVVLRQ DQG VXUYLYDO. 

	x 
	x 
	:H QRWH WKH UDWH RI GLVFRQWLQXDWLRQ WR GXH WR $(V ZDV UHSRUWHG LQ . SDWLHQWV ...... ZKR UHFHLYHG $%3 ... YV . SDWLHQW ...... ZKR UHFHLYHG 86.OLFHQVHG 5LWX[LPDE. ,Q \RXU VXEPLVVLRQ. LQFOXGH QDUUDWLYHV IRU DOO VXEMHFWV ZKR GLVFRQWLQXHG WUHDWPHQW GXH WR $(V. DOO 6$(V. DQG DQ\ GHDWKV. 


	7KH 6SRQVRU FODULILHG WKDW WKH HQG RI VWXG\ ........ ZDV DW WKH ZHHN .. UHVSRQVH DVVHVVPHQW DQG QR IXUWKHU GDWD ZDV FROOHFWHG IROORZLQJ WKDW WLPHSRLQW. 7KHUHIRUH. WKHUH LV QR GDWD RQ GXUDWLRQ RI UHVSRQVH RU VXUYLYDO RXWFRPHV IROORZLQJ ZHHN .. DQG WKH $JHQF\ DFNQRZOHGJHG WKLV OLPLWDWLRQ RI WKH HIILFDF\ GDWD. 
	Discussion (Study 20130109): 

	6LQFH WKH 6SRQVRU LQWHQGV WR VHHN WKH VDPH LQGLFDWLRQV DV SUHYLRXVO\ DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. WKH $JHQF\ UHLWHUDWHG WKDW WKH %/$ DSSOLFDWLRQ PXVWLQFOXGH D MXVWLILFDWLRQ IRU H[WUDSRODWLRQ. ZKLFK. LQ SDUW. VKRXOG EH EDVHG RQ WKHGDWD DQG LQIRUPDWLRQ IURP WKH FRQGXFWHG FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$ DQG )/. WR VXSSRUW OLFHQVXUH DV D ELRVLPLODU IRU DGGLWLRQDO FRQGLWLRQV RI XVH. 
	$GGLWLRQDO &RPPHQWV 
	$GGLWLRQDO &RPPHQWV 

	6WDWLVWLFDO &RPPHQWV IRU 6WXG\ ........ LQ WKH 1+/ SRSXODWLRQ. 
	... :H UHFRPPHQG XVLQJ DOO UDQGRPL]HG VXEMHFWV LQ WKH DQDO\VLV RI WKH SULPDU\ HQGSRLQW. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	... :H UHFRPPHQG H[DFW ELQRPLDO PHWKRG IRU FDOFXODWLRQ RI UDWH GLIIHUHQFH DQG FRQILGHQFH LQWHUYDO IRU 255 EHWZHHQ WKH WZR JURXSV. 
	7KH 6SRQVRU FODULILHG WKDW WKH SURSRVHG SULPDU\ DQDO\VLV ZDV RI D PRGLILHG ,77 ZKLFK H[FOXGHG . VXEMHFWV .. VXEMHFWV RQ $%3 .... . VXEMHFWV RQ WKH86.OLFHQVHG 5LWX[DQ DUP. WKDW GLG QRW KDYH HYDOXDEOH GLVHDVH SHU ,5&.DVVHVVPHQW. 
	Discussion: 

	7KH $JHQF\ UHFRPPHQGHG WKDW WKH 6SRQVRU LQFOXGH DOO UDQGRPL]HG VXEMHFWV LQWKH SULPDU\ DQDO\VLV DQG FRQVLGHU WKH SDWLHQWV ZKR ZHUH GHWHUPLQHG QRW WR KDYH HYDOXDEOH GLVHDVH SHU ,5& DV QRQ.UHVSRQGHUV. 7KH 6SRQVRU DJUHHG WR WKLV SURSRVDO DQG ZLOO DOVR LQFOXGH DGGLWLRQDO DQDO\VHV WKDW LQFOXGH WKHVH VXEMHFWV DV UHVSRQGHUV. QRQ.UHVSRQGHUV. DQG HYDOXDWLRQV SHU LQYHVWLJDWRU DVVHVVPHQW. 
	3URGXFW 4XDOLW\ 0LFURELRORJ\ &RPPHQWV. 
	7KH )'$ LV SURYLGLQJ DGGLWLRQDO SURGXFW TXDOLW\ PLFURELRORJ\ FRPPHQWV IRU \RX WR FRQVLGHU GXULQJ GHYHORSPHQW RI \RXU FRPPHUFLDO PDQXIDFWXULQJ SURFHVV DQG SUHSDUDWLRQ RI \RXU ....N. %/$ VXEPLVVLRQ. 
	
	,QIRUPDWLRQ DQG GDWD IRU &0& SURGXFW TXDOLW\ PLFURELRORJ\ VKRXOG EH VXEPLWWHG LQ WKH VSHFLILHG VHFWLRQV LQGLFDWHG EHORZ. 
	7KH &0& 'UXJ 6XEVWDQFH VHFWLRQ RI WKH ....N. %/$ .6HFWLRQ ....6. VKRXOG FRQWDLQ LQIRUPDWLRQ DQG GDWD VXPPDULHV IRU PLFURELDO DQG HQGRWR[LQ FRQWURO RI WKH GUXJ VXEVWDQFH. 7KH LQIRUPDWLRQ VKRXOG LQFOXGH. EXW QRW EH OLPLWHG WR WKH IROORZLQJ. 
	x 
	x 
	x 
	%LREXUGHQ DQG HQGRWR[LQ OHYHOV DW FULWLFDO PDQXIDFWXULQJ VWHSV VKRXOG EH PRQLWRUHG XVLQJ TXDOLILHG ELREXUGHQ DQG HQGRWR[LQ WHVWV. %LREXUGHQ VDPSOLQJ VKRXOG RFFXU SULRU WR DQ\ ... •P ILOWUDWLRQ VWHS. 7KH SUH.HVWDEOLVKHG ELREXUGHQ DQG HQGRWR[LQ OLPLWV VKRXOG EH SURYLGHG .....6...... 

	x 
	x 
	%LREXUGHQ DQG HQGRWR[LQ GDWD REWDLQHG GXULQJ PDQXIDFWXUH RI WKUHH SURFHVV TXDOLILFDWLRQ .334. ORWV .....6...... 


	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	x 
	x 
	x 
	0LFURELDO GDWD IURP WKUHH VXFFHVVIXO SURGXFW LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ UXQV DW PDQXIDFWXULQJ VFDOH. %LREXUGHQ DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH PD[LPXP DOORZHG KROG WLPH VKRXOG EH PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ OLPLWV SURYLGHG .....6...... 

	x 
	x 
	&KURPDWRJUDSK\ UHVLQ DQG 8).') PHPEUDQH OLIHWLPH VWXG\ SURWRFROV DQG DFFHSWDQFH FULWHULD IRU ELREXUGHQ DQG HQGRWR[LQ VDPSOHV. 'XULQJ WKH OLIHWLPH VWXGLHV. ELREXUGHQ DQG HQGRWR[LQ VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI VWRUDJH SULRU WR VDQLWL]DWLRQ .....6...... 

	x 
	x 
	,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP WKH VKLSSLQJ YDOLGDWLRQ VWXGLHV .....6...... 

	x 
	x 
	'UXJ VXEVWDQFH ELREXUGHQ DQG HQGRWR[LQ UHOHDVH VSHFLILFDWLRQV .....6.... 

	x 
	x 
	6XPPDU\ UHSRUWV DQG UHVXOWV IURP ELREXUGHQ DQG HQGRWR[LQ WHVW PHWKRG TXDOLILFDWLRQ VWXGLHV SHUIRUPHG IRU LQ.SURFHVV LQWHUPHGLDWHV DQG WKH GUXJ VXEVWDQFH. ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG. EULHI GHVFULSWLRQV RI WKH PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH FRPSHQGLDO UHIHUHQFH QXPEHUV .....6.... 


	7KH &0& 'UXJ 3URGXFW VHFWLRQ RI WKH ....N. %/$ .6HFWLRQ ....3. VKRXOG FRQWDLQ YDOLGDWLRQ GDWD VXPPDULHV WR VXSSRUW WKH DVHSWLF SURFHVVLQJ RSHUDWLRQV. )RU JXLGDQFH RQ WKH W\SH RI GDWD DQG LQIRUPDWLRQ WKDW VKRXOG EH VXEPLWWHG. UHIHU WR WKH .... )'$ *XLGDQFH IRU ,QGXVWU\ “Submission Documentation for Sterilization Process Validation in Applications for Human and Veterinary Drug Products”.
	. 

	7KH IROORZLQJ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ 6HFWLRQV ....3.... DQG.RU ....3..... DV DSSURSULDWH. 
	x. ,GHQWLILFDWLRQ RI WKH PDQXIDFWXULQJ DUHDV DQG W\SH RI ILOO OLQH .H.J. RSHQ. 5$%6. LVRODWRU.. LQFOXGLQJ DUHD FODVVLILFDWLRQV. 
	x. 'HVFULSWLRQ RI WKH VWHULOL]LQJ ILOWHU .VXSSOLHU. VL]H. PHPEUDQH PDWHULDO. PHPEUDQH VXUIDFH DUHD. HWF... VWHULOL]LQJ ILOWUDWLRQ SDUDPHWHUV .SUHVVXUH DQG.RU IORZ UDWH.. DV YDOLGDWHG E\ WKH PLFURELDO UHWHQWLRQ VWXG\. ZHWWLQJ DJHQW XVHG IRU SRVW.XVH LQWHJULW\ WHVWLQJ RI WKH VWHULOL]LQJ ILOWHU DQG SRVW.XVH LQWHJULW\ WHVW DFFHSWDQFH FULWHULD. 
	x 
	3DUDPHWHUV IRU ILOOLQJ DQG FDSSLQJ IRU WKH YLDOV. 
	x 
	$ OLVW RI DOO HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH VWHULOH GUXJ SURGXFW .L.H. WKH VWHULOH.IOXLG SDWKZD\. ZLWK WKH FRUUHVSRQGLQJ PHWKRG.V. RI VWHULOL]DWLRQ DQG 
	.
	.
	KWWS...ZZZ.IGD.JRY.GRZQORDGV.GUXJV.JXLGDQFHFRPSOLDQFHUHJXODWRU\LQIRUPDWLRQ.JXLGDQFHV.XFP.......S GI 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 
	GHS\URJHQDWLRQ. LQFOXGLQJ SURFHVV SDUDPHWHUV. 7KH OLVW VKRXOG LQFOXGH VLQJOH.XVH HTXLSPHQW. 

	x 
	x 
	3URFHVVLQJ DQG KROG WLPH OLPLWV. LQFOXGLQJ WKH WLPH OLPLW IRU VWHULOL]LQJ ILOWUDWLRQ DQG DVHSWLF ILOOLQJ. 

	x 
	x 
	6DPSOLQJ SRLQWV DQG LQ.SURFHVV OLPLWV IRU ELREXUGHQ DQG HQGRWR[LQ. %LREXUGHQ VDPSOHV VKRXOG EH WDNHQ DW WKH HQG RI WKH KROG WLPH SULRU WR WKH VXEVHTXHQW ILOWUDWLRQ VWHS. 3UH.VWHULOH ILOWUDWLRQ ELREXUGHQ OLPLWV VKRXOG QRW H[FHHG .. &)8.... P/. 


	7KH IROORZLQJ VWXG\ SURWRFROV DQG YDOLGDWLRQ GDWD VXPPDULHV VKRXOG EH LQFOXGHG LQ 6HFWLRQ ....3..... DV DSSURSULDWH. 
	x. %DFWHULDO ILOWHU UHWHQWLRQ VWXG\ IRU WKH VWHULOL]LQJ ILOWHU. ,QFOXGH D FRPSDULVRQ RI YDOLGDWLRQ WHVW SDUDPHWHUV ZLWK URXWLQH VWHULOH ILOWUDWLRQ SDUDPHWHUV. 
	x. 6WHULOL]DWLRQ DQG GHS\URJHQDWLRQ RI HTXLSPHQW DQG FRPSRQHQWV WKDW FRQWDFW WKH VWHULOH GUXJ SURGXFW. 3URYLGH VXPPDU\ GDWD IRU WKH WKUHH YDOLGDWLRQ VWXGLHV DQG GHVFULEH WKH HTXLSPHQW DQG FRPSRQHQW UHYDOLGDWLRQ SURJUDP. 
	x. ,Q.SURFHVV PLFURELDO FRQWUROV DQG KROG WLPHV. 7KUHH VXFFHVVIXO SURGXFW LQWHUPHGLDWH KROG WLPH YDOLGDWLRQ UXQV VKRXOG EH SHUIRUPHG DW PDQXIDFWXULQJ VFDOH. XQOHVV DQ DOWHUQDWLYH DSSURDFK FDQ EH VFLHQWLILFDOO\ MXVWLILHG. %LREXUGHQ DQG HQGRWR[LQ OHYHOV EHIRUH DQG DIWHU WKH PD[LPXP DOORZHG KROG WLPH VKRXOG EH PRQLWRUHG DQG ELREXUGHQ DQG HQGRWR[LQ OLPLWV SURYLGHG. 
	x. ,VRODWRU GHFRQWDPLQDWLRQ VXPPDU\ GDWD DQG LQIRUPDWLRQ. LI DSSOLFDEOH. 
	x. 7KUHH VXFFHVVIXO FRQVHFXWLYH PHGLD ILOO UXQV. LQFOXGLQJ VXPPDU\ HQYLURQPHQWDO PRQLWRULQJ GDWD REWDLQHG GXULQJ WKH UXQV. 'HVFULEH WKH HQYLURQPHQWDO DQG SHUVRQQHO PRQLWRULQJ SURFHGXUHV IROORZHG GXULQJ PHGLD ILOOV DQG FRPSDUH WKHP WR WKH SURFHGXUHV IROORZHG GXULQJ URXWLQH SURGXFWLRQ. 
	x. ,QIRUPDWLRQ DQG VXPPDU\ UHVXOWV IURP VKLSSLQJ YDOLGDWLRQ VWXGLHV. 
	x 
	9DOLGDWLRQ RI FDSSLQJ SDUDPHWHUV. XVLQJ D FRQWDLQHU FORVXUH LQWHJULW\ WHVW. 
	7KH IROORZLQJ SURGXFW WHVWLQJ DQG PHWKRG YDOLGDWLRQ LQIRUPDWLRQ VKRXOG EH SURYLGHG LQ WKH DSSURSULDWH VHFWLRQV RI 0RGXOH ....3. 
	x 
	&RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ. 6\VWHP LQWHJULW\ VKRXOG EH GHPRQVWUDWHG LQLWLDOO\ DQG GXULQJ VWDELOLW\. &RQWDLQHU FORVXUH LQWHJULW\ PHWKRG YDOLGDWLRQ VKRXOG GHPRQVWUDWH WKDW WKH DVVD\ LV VHQVLWLYH HQRXJK WR GHWHFW EUHDFKHV WKDW FRXOG DOORZ PLFURELDO LQJUHVV .• .. PLFURQV.. &RQWDLQHU FORVXUH LQWHJULW\ WHVWLQJ VKRXOG 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	EH SHUIRUPHG in lieu RI VWHULOLW\ WHVWLQJ IRU VWDELOLW\ VDPSOHV HYHU\ .. PRQWKV 
	.DQQXDOO\. XQWLO H[SLU\. 
	x 
	6XPPDU\ UHSRUW DQG UHVXOWV IRU TXDOLILFDWLRQ RI WKH ELREXUGHQ. VWHULOLW\. DQG HQGRWR[LQ WHVW PHWKRGV SHUIRUPHG IRU LQ.SURFHVV LQWHUPHGLDWHV .LI DSSOLFDEOH. DQG WKH ILQLVKHG GUXJ SURGXFW. DV DSSURSULDWH. ,I FRPSHQGLDO WHVW PHWKRGV DUH XVHG. EULHI GHVFULSWLRQV RI WKH PHWKRGV VKRXOG EH SURYLGHG LQ DGGLWLRQ WR WKH FRPSHQGLDO UHIHUHQFH QXPEHUV. 3URYLGH IXOO GHVFULSWLRQV DQG YDOLGDWLRQ RI QRQ. FRPSHQGLDO UDSLG PLFURELDO PHWKRGV. 
	x. 6XPPDU\ UHSRUW DQG UHVXOWV RI WKH 5DEELW 3\URJHQ 7HVW FRQGXFWHG RQ WKUHH EDWFKHV RI GUXJ SURGXFW LQ DFFRUGDQFH ZLWK .. &)5.......E.. 
	x. /RZ HQGRWR[LQ UHFRYHU\ VWXGLHV. &HUWDLQ SURGXFW IRUPXODWLRQV KDYH EHHQ UHSRUWHG WR PDVN WKH GHWHFWDELOLW\ RI HQGRWR[LQ LQ WKH 863 ...! Bacterial Endotoxin Test .%(7.. 7KH HIIHFW RI KROG WLPH RQ HQGRWR[LQ GHWHFWLRQ VKRXOG EH DVVHVVHG E\ VSLNLQJ D NQRZQ DPRXQW RI VWDQGDUG HQGRWR[LQ .56( RU SXULILHG &6(. LQWR XQGLOXWHG GUXJ SURGXFW DQG WKHQ WHVWLQJ IRU UHFRYHUDEOH HQGRWR[LQ RYHU WLPH. 
	x. 0LFURELRORJLFDO VWXGLHV LQ VXSSRUW RI WKH SRVW.GLOXWLRQ VWRUDJH FRQGLWLRQV. 'HVFULEH WKH WHVW PHWKRGV DQG UHVXOWV WKDW HPSOR\ D PLQLPXP FRXQWDEOH LQRFXOXP ....... &)8. WR VLPXODWH SRWHQWLDO PLFURELDO FRQWDPLQDWLRQ WKDW PD\ RFFXU GXULQJ GLOXWLRQ. 7KH WHVW VKRXOG EH UXQ DW WKH ODEHO¶V UHFRPPHQGHG VWRUDJH FRQGLWLRQV. EH FRQGXFWHG IRU WZLFH WKH UHFRPPHQGHG VWRUDJH SHULRG. EUDFNHW WKH GUXJ SURGXFW FRQFHQWUDWLRQV WKDW ZRXOG EH DGPLQLVWHUHG WR SDWLHQWV. DQG XVH WKH ODEHO.UHFRPPHQGHG GLOXHQWV. 3HULRGLF LQWHUPHGL
	1R GLVFXVVLRQ RFFXUUHG. 
	Discussion: 

	... 27+(5 ,03257$17 0((7,1* ,1)250$7,21 
	',6&866,21 2) 7+( &217(17 2) $ &203/(7( $33/,&$7,21 
	',6&866,21 2) 7+( &217(17 2) $ &203/(7( $33/,&$7,21 

	x 
	7KH FRQWHQW RI D FRPSOHWH DSSOLFDWLRQ ZDV GLVFXVVHG. 7KH SURSRVHG FRQWHQW DQG IRUPDW RI WKH DSSOLFDWLRQ. DV RXWOLQHG LQ WKH PHHWLQJ EULHILQJ SDFNDJH. DSSHDUV DFFHSWDEOH WR WKH $JHQF\. 
	x 
	,W ZDV QRWHG WKDW WKHUH LV DQ $JUHHG ,QLWLDO 3HGLDWULF 6WXG\ 3ODQ .$JUHHG L363. IRU $%3 ... IRU WKH WUHDWPHQW RI WKH VDPH LQGLFDWLRQV DV DSSURYHG IRU 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 
	86.OLFHQVHG 5LWX[DQ. 6XEVHTXHQWO\. WKHUH KDV EHHQ DGGLWLRQDO LQGLFDWLRQV DSSURYHG IRU 86.OLFHQVHG 5LWX[DQ. DQG WKH 6SRQVRU FODULILHG WKHLU SODQV WR LQFOXGH DQ DPHQGHG L363 LQ WKH XSFRPLQJ %/$ VXEPLVVLRQ. 

	x 
	x 
	$OO DSSOLFDWLRQV DUH H[SHFWHG WR LQFOXGH D FRPSUHKHQVLYH DQG UHDGLO\ ORFDWHG OLVW RI DOO FOLQLFDO VLWHV DQG PDQXIDFWXULQJ IDFLOLWLHV LQFOXGHG RU UHIHUHQFHG LQ WKH DSSOLFDWLRQ. 

	x 
	x 
	$ SUHOLPLQDU\ GLVFXVVLRQ UHJDUGLQJ WKH DSSURDFK WR GHYHORSLQJ WKH FRQWHQW IRU D 5(06. ZKHUH DSSOLFDEOH. SDWLHQW ODEHOLQJ .H.J.. 0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV IRU 8VH. DQG. ZKHUH DSSOLFDEOH. WKH GHYHORSPHQW RI D )RUPDO &RPPXQLFDWLRQ 3ODQ ZDV QRW KHOG DV WKHVH ZLOO XOWLPDWHO\ EH UHYLHZ LVVXHV. 

	x 
	x 
	0DMRU FRPSRQHQWV RI WKH DSSOLFDWLRQ DUH H[SHFWHG WR EH VXEPLWWHG ZLWK WKH RULJLQDO DSSOLFDWLRQ DQG DUH QRW VXEMHFW WR DJUHHPHQW IRU ODWH VXEPLVVLRQ. <RX VWDWHG \RX LQWHQG WR VXEPLW D FRPSOHWH DSSOLFDWLRQ DQG WKHUHIRUH. WKHUH DUH QR DJUHHPHQWV IRU ODWH VXEPLVVLRQ RI DSSOLFDWLRQ FRPSRQHQWV. 


	35($ 5(48,5(0(176 
	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 D SHGLDWULF DVVHVVPHQW WR VXSSRUW GRVLQJ. VDIHW\. DQG HIIHFWLYHQHVV RI WKH SURGXFW IRU WKH FODLPHG LQGLFDWLRQ XQOHVV WKLV UHTXLUHPHQW LV ZDLYHG. GHIHUUHG. RU LQDSSOLFDEOH. 
	6HFWLRQ ...%.O. RI WKH )'.& $FW. DGGHG E\ VHFWLRQ .....G.... RI WKH $IIRUGDEOH &DUH $FW. SURYLGHV WKDW D ELRVLPLODU SURGXFW WKDW KDV QRW EHHQ GHWHUPLQHG WR EH LQWHUFKDQJHDEOH ZLWK WKH UHIHUHQFH SURGXFW LV FRQVLGHUHG WR KDYH D ³QHZ DFWLYH LQJUHGLHQW´ IRU SXUSRVHV RI 35($. DQG D SHGLDWULF DVVHVVPHQW LV UHTXLUHG XQOHVV ZDLYHG. GHIHUUHG. RU LQDSSOLFDEOH. 
	)'$ HQFRXUDJHV SURVSHFWLYH ELRVLPLODU DSSOLFDQWV WR VXEPLW DQ LQLWLDO SHGLDWULF VWXG\ SODQ .L363. DV HDUO\ DV SUDFWLFDEOH GXULQJ SURGXFW GHYHORSPHQW. )'$ UHFRPPHQGV WKDW \RX DOORZ DGHTXDWH WLPH WR UHDFK DJUHHPHQW ZLWK )'$ RQ WKH SURSRVHG L363 SULRU WR LQLWLDWLQJ \RXU FRPSDUDWLYH FOLQLFDO VWXG\. 
	
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	EH DEOH WR IXOILOO 35($ UHTXLUHPHQWV E\ VDWLVI\LQJ WKH VWDWXWRU\ UHTXLUHPHQWV IRU ELRVLPLODULW\ DQG SURYLGLQJ DQ DGHTXDWH VFLHQWLILF MXVWLILFDWLRQ IRU H[WUDSRODWLQJ WKH SHGLDWULF LQIRUPDWLRQ IURP WKH UHIHUHQFH SURGXFW WR \RXU SURSRVHG SURGXFW .VHH TXHVWLRQ DQG DQVZHU ,... LQ )'$¶V GUDIW JXLGDQFH IRU LQGXVWU\ RQ 1HZ DQG 5HYLVHG 'UDIW 4.$V RQ %LRVLPLODU 'HYHORSPHQW DQG WKH %3&, $FW .5HYLVLRQ .. .'HFHPEHU ...... )RU FRQGLWLRQV RI XVH IRU ZKLFK WKH UHIHUHQFH SURGXFW GRHV QRW KDYH DGHTXDWH SHGLDWULF LQIRUPDWLRQ 
	$IWHU WKH L363 LV VXEPLWWHG. D VSRQVRU PXVW ZRUN ZLWK )'$ WR UHDFK WLPHO\ DJUHHPHQW RQ WKH SODQ. DV UHTXLUHG E\ VHFWLRQ ...%.H........ RI WKH )'.& $FW. )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. 
	. ,Q DGGLWLRQ. \RX PD\ FRQWDFW WKH 'LYLVLRQ RI 3HGLDWULF DQG 0DWHUQDO +HDOWK DW ............ RU HPDLO ,W VKRXOG EH QRWHG WKDW UHTXHVWHG GHIHUUDOV RU ZDLYHUV LQ WKH LQLWLDO 363 ZLOO QRW EH IRUPDOO\ JUDQWHG RU GHQLHG XQWLO WKH SURGXFW LV OLFHQVHG. 
	KWWS...ZZZ.IGD.JRY.GRZQORDGV.'UXJV.*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ. *XLGDQFHV.8&0.......SGI
	3HGVGUXJV#IGD.KKV.JRY 

	35(6&5,%,1* ,1)250$7,21 
	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 3/5 5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQDQG 3UHJQDQF\ DQG /DFWDWLRQ /DEHOLQJ )LQDO 5XOHZHEVLWHV. ZKLFK LQFOXGH. 
	. 
	. 
	5 
	. 

	x. 7KH )LQDO 5XOH .3K\VLFLDQ /DEHOLQJ 5XOH. RQ WKH FRQWHQW DQG IRUPDW RI WKH. 3, IRU KXPDQ GUXJ DQG ELRORJLFDO SURGXFWV.. 
	. 
	. 
	KWWS...ZZZ.DFFHVVGDWD.IGD.JRY.VFULSWV.FGUK.FIGRFV.FIFIU.&)56HDUFK.FIP"IU .......XWP FD PSDLJQ *RRJOH..XWP VRXUFH IGD6HDUFK.XWP PHGLXP ZHEVLWH. XWP WHUP .....&)5..........XW P FRQWHQW . 
	. 
	KWWS...ZZZ.DFFHVVGDWD.IGD.JRY.VFULSWV.FGUK.FIGRFV.FIFIU.&)56HDUFK.FIP"IU .......XWP FD PSDLJQ *RRJOH..XWP VRXUFH IGD6HDUFK.XWP PHGLXP ZHEVLWH. XWP WHUP .....&)5..........XW P FRQWHQW . 
	. 
	KWWS...ZZZ.IGD.JRY.'UXJV.*XLGDQFH&RPSOLDQFH5HJXODWRU\,QIRUPDWLRQ./DZV$FWVDQG5XOHV.XFP .......KWP 
	. 
	KWWS...ZZZ.IGD.JRY.'UXJV.'HYHORSPHQW$SSURYDO3URFHVV.'HYHORSPHQW5HVRXUFHV./DEH OLQJ.XFP.......KWP 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	x 
	x 
	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 
	x 
	5HJXODWLRQV DQG UHODWHG JXLGDQFH GRFXPHQWV. 

	x 
	x 
	$ VDPSOH WRRO LOOXVWUDWLQJ WKH IRUPDW IRU +LJKOLJKWV DQG &RQWHQWV. DQG 

	x 
	x 
	7KH 6HOHFWHG 5HTXLUHPHQWV IRU 3UHVFULELQJ ,QIRUPDWLRQ .653,. í D FKHFNOLVW RI LPSRUWDQW IRUPDW LWHPV IURP ODEHOLQJ UHJXODWLRQV DQG JXLGDQFHV. 

	x 
	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 
	. 

	,Q DGGLWLRQ. \RX VKRXOG UHYLHZ WKH )'$ JXLGDQFH IRU LQGXVWU\ Labeling for Biosimilar Products .-XO\ ...... 
	3ULRU WR VXEPLVVLRQ RI \RXU SURSRVHG 3,. XVH WKH 653, FKHFNOLVW WR HQVXUH FRQIRUPDQFH ZLWK WKH IRUPDW LWHPV LQ UHJXODWLRQV DQG JXLGDQFHV. 
	12135235,(7$5< 1$0( 
	12135235,(7$5< 1$0( 

	2Q -DQXDU\ ... ..... )'$ LVVXHG D ILQDO JXLGDQFH IRU LQGXVWU\ Nonproprietary Naming of Biological Products. VWDWLQJ WKDW. IRU FHUWDLQ ELRORJLFDO SURGXFWV. WKH $JHQF\ LQWHQGV WR GHVLJQDWH D SURSHU QDPH WKDW LQFOXGHV D IRXU.OHWWHU GLVWLQJXLVKLQJ VXIIL[ WKDW LV GHYRLG RI PHDQLQJ. 
	:KHQ ILQDO. WKLV JXLGDQFH ZLOO UHSUHVHQW WKH )'$¶V FXUUHQW WKLQNLQJ RQ WKLV WRSLF. )RU WKH PRVW UHFHQW YHUVLRQ RI D JXLGDQFH. FKHFN WKH )'$ JXLGDQFH ZHE SDJH DW . 
	. 
	KWWSV...ZZZ.IGD.JRY.5HJXODWRU\,QIRUPDWLRQ.*XLGDQFHV.GHIDXOW.KWP

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	3OHDVH QRWH WKDW FHUWDLQ SURYLVLRQV RI WKLV JXLGDQFH GHVFULEH D FROOHFWLRQ RI LQIRUPDWLRQ DQG DUH XQGHU UHYLHZ E\ WKH 2IILFH RI 0DQDJHPHQW DQG %XGJHW XQGHU WKH 3DSHUZRUN 5HGXFWLRQ $FW RI .... .35$.. 7KHVH SURYLVLRQV RI WKH JXLGDQFH GHVFULEH WKH VXEPLVVLRQ RI SURSRVHG VXIIL[HV WR WKH )'$. DQG D VSRQVRU¶V UHODWHG DQDO\VLV RI SURSRVHG VXIIL[HV. ZKLFK DUH FRQVLGHUHG D ³FROOHFWLRQ RI LQIRUPDWLRQ´ XQGHU WKH 35$. )'$ LV QRW FXUUHQWO\ LPSOHPHQWLQJ SURYLVLRQV RI WKH JXLGDQFH WKDW GHVFULEH WKLV FROOHFWLRQ RI LQIRUPDW
	+RZHYHU. SURYLVLRQV RI WKH ILQDO JXLGDQFH WKDW GR QRW GHVFULEH WKH FROOHFWLRQ RI LQIRUPDWLRQ VKRXOG EH FRQVLGHUHG ILQDO DQG UHSUHVHQW )'$¶V FXUUHQW WKLQNLQJ RQ WKH QRQSURSULHWDU\ QDPLQJ RI ELRORJLFDO SURGXFWV. 7KHVH LQFOXGH. JHQHUDOO\. WKH GHVFULSWLRQ RI WKH QDPLQJ FRQYHQWLRQ .LQFOXGLQJ LWV IRUPDW IRU RULJLQDWRU. UHODWHG. DQG ELRVLPLODU ELRORJLFDO SURGXFWV. DQG WKH FRQVLGHUDWLRQV WKDW VXSSRUW WKH FRQYHQWLRQ. 
	<RXU SURSRVHG ....N. %/$ ZRXOG EH ZLWKLQ WKH VFRSH RI WKLV JXLGDQFH. $V VXFK. )'$ LQWHQGV WR DVVLJQ D IRXU.OHWWHU VXIIL[ IRU LQFOXVLRQ LQ WKH SURSHU QDPH GHVLJQDWHG LQ WKH OLFHQVH DW VXFK WLPH DV )'$ DSSURYHV WKH %/$. 
	0$18)$&785,1* )$&,/,7,(6 
	0$18)$&785,1* )$&,/,7,(6 

	$OO IDFLOLWLHV VKRXOG EH UHJLVWHUHG ZLWK )'$ DW WKH WLPH RI WKH ....N. %/$ VXEPLVVLRQ DQG UHDG\ IRU LQVSHFWLRQ LQ DFFRUGDQFH ZLWK .. &)5 ...... DQG .......E..... 0DQXIDFWXULQJ DQG WHVWLQJ IDFLOLWLHV ZLOO EH VXEMHFW WR WKH F*03 VWDQGDUGV DV GHVFULEHG LQ .. &)5 ....... LQFOXGLQJ EXW QRW OLPLWHG WR WKH JRRG PDQXIDFWXULQJ SUDFWLFH UHTXLUHPHQWV VHW IRUWK LQ .. &)5 .... .... DQG ... RI WKLV FKDSWHU. 
	
	7R IDFLOLWDWH RXU LQVSHFWLRQDO SURFHVV. ZH UHTXHVW WKDW \RX FOHDUO\ LGHQWLI\ in a single location. HLWKHU RQ WKH )RUP )'$ ...K. RU DQ DWWDFKPHQW WR WKH IRUP. DOO PDQXIDFWXULQJ IDFLOLWLHV DVVRFLDWHG ZLWK \RXU DSSOLFDWLRQ. ,QFOXGH WKH IXOO FRUSRUDWH QDPH RI WKH IDFLOLW\ DQG DGGUHVV ZKHUH WKH PDQXIDFWXULQJ IXQFWLRQ LV SHUIRUPHG. ZLWK WKH )(, QXPEHU. DQG VSHFLILF PDQXIDFWXULQJ UHVSRQVLELOLWLHV IRU HDFK IDFLOLW\. 
	$OVR SURYLGH WKH QDPH DQG WLWOH RI DQ RQVLWH FRQWDFW SHUVRQ. LQFOXGLQJ WKHLU SKRQH QXPEHU. ID[ QXPEHU. DQG HPDLO DGGUHVV. 3URYLGH D EULHI GHVFULSWLRQ RI WKH PDQXIDFWXULQJ RSHUDWLRQ FRQGXFWHG DW HDFK IDFLOLW\. LQFOXGLQJ WKH W\SH RI WHVWLQJ DQG '0) QXPEHU .LI DSSOLFDEOH.. (DFK IDFLOLW\ VKRXOG EH UHDG\ IRU *03 LQVSHFWLRQ DW WKH WLPH RI VXEPLVVLRQ. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	&RQVLGHU XVLQJ D WDEOH VLPLODU WR WKH RQH EHORZ DV DQ DWWDFKPHQW WR )RUP )'$ ...K. ,QGLFDWH XQGHU (VWDEOLVKPHQW ,QIRUPDWLRQ RQ SDJH . RI )RUP )'$ ...K WKDW WKH LQIRUPDWLRQ LV SURYLGHG LQ WKH DWWDFKPHQW WLWOHG. ³3URGXFW QDPH. %/$ ....... (VWDEOLVKPHQW ,QIRUPDWLRQ IRU )RUP ...K.´ 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH $GGUHVV 
	)HGHUDO (VWDEOLVKPHQ W ,QGLFDWRU .)(,. RU 5HJLVWUDWLRQ 1XPEHU .&)1. 
	'UXJ 0DVWHU )LOH 1XPEHU .LI DSSOLFDEOH . 
	0DQXIDFWXULQJ 6WHS.V. RU 7\SH RI 7HVWLQJ >(VWDEOLVKPHQW IXQFWLRQ@ 

	... 
	... 

	... 
	... 


	&RUUHVSRQGLQJ QDPHV DQG WLWOHV RI RQVLWH FRQWDFW.. 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH 1DPH 
	6LWH $GGUHVV 
	2QVLWH &RQWDFW .3HUVRQ. 7LWOH. 
	3KRQH DQG )D[ QXPEHU 
	(PDLO DGGUHVV 

	... 
	... 

	... 
	... 


	2)),&( 2) 6&,(17,),& ,19(67,*$7,216 .26,. 5(48(676 
	2)),&( 2) 6&,(17,),& ,19(67,*$7,216 .26,. 5(48(676 

	7KH 2IILFH RI 6FLHQWLILF ,QYHVWLJDWLRQV .26,. UHTXHVWV WKDW WKH LWHPV GHVFULEHG LQ WKH GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions .)HEUXDU\ ..... DQG WKH DVVRFLDWHG %LRUHVHDUFK 0RQLWRULQJ 7HFKQLFDO &RQIRUPDQFH *XLGH &RQWDLQLQJ 7HFKQLFDO 6SHFLILFDWLRQV EH SURYLGHG WR IDFLOLWDWH GHYHORSPHQW RI FOLQLFDO LQYHVWLJDWRU DQG VSRQVRU.PRQLWRU.&52 LQVSHFWLRQ DVVLJQPHQWV. DQG WKH EDFN
	3OHDVH UHIHU WR WKH GUDIW JXLGDQFH IRU LQGXVWU\ Standardized Format for Electronic Submission of NDA and BLA Content for the Planning of Bioresearch Monitoring (BIMO) Inspections for CDER Submissions .)HEUXDU\ ..... DQG WKH DVVRFLDWHG Bioresearch Monitoring Technical Conformance Guide Containing Technical Specifications. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	5(&200(1'$7,216 )25 )250$77,1* 2) &/,1,&$/ 3+$50$&2/2*<68%0,66,216 )25 $33/,&$7,216 
	5(&200(1'$7,216 )25 )250$77,1* 2) &/,1,&$/ 3+$50$&2/2*<68%0,66,216 )25 $33/,&$7,216 

	,I \RX DUH SODQQLQJ WR LQFOXGH D FOLQLFDO SKDUPDFRORJ\ VWXG\ DV SDUW RI \RXU ....N. %/$ PDUNHWLQJ DSSOLFDWLRQ. ZH KDYH WKH IROORZLQJ JHQHUDO EHVW SUDFWLFH UHFRPPHQGDWLRQV IRU \RX WR NHHS LQ PLQG DV \RX SUHSDUH \RXU VXEPLVVLRQ. LQFOXGLQJ JXLGHV IRU IRUPDWWLQJ \RXU VXEPLVVLRQ. 
	... $V LW UHODWHV WR FOLQLFDO SKDUPDFRORJ\.UHODWHG VHFWLRQV RI WKH DSSOLFDWLRQ. DSSO\ WKH IROORZLQJ DGYLFH ZKHQ SUHSDULQJ WKH ....N. %/$. 
	D.. ,QFOXGH WKH UDWLRQDOH IRU WKH VHOHFWHG GRVH XVHG LQ WKH 3. .DQG 3' VLPLODULW\. ZKHQ DSSOLFDEOH. VWXG\.LHV. LQ WKH %/$ .H.J.. H&7' 0RGXOH ..... 6XPPDU\ RI &OLQLFDO 3KDUPDFRORJ\.. 
	E.. ,QFOXGH D VXPPDU\ HYDOXDWLRQ RI WKH LPSDFW RI LPPXQRJHQLFLW\ RQ WKH DFWLYLW\ .H.J.. HIILFDF\.3'.. VDIHW\. DQG SKDUPDFRNLQHWLFV. DV LV DSSOLFDEOH. IRU WKH VWXGLHV LQFOXGHG LQ WKH %/$ .H.J.. H&7' 0RGXOH ..... 6XPPDU\ RI &OLQLFDO 3KDUPDFRORJ\.. 
	F.. 3UHVHQW WKH 3. .DQG 3'. ZKHQ DSSOLFDEOH. SDUDPHWHU GDWD DV JHRPHWULF PHDQ ZLWK FRHIILFLHQW RI YDULDWLRQ. PHDQ • VWDQGDUG GHYLDWLRQ. DQG PHGLDQ ZLWK UDQJH LQ WKH VWXG\ UHSRUWV DQG WKURXJKRXW WKH %/$. 
	G.. 3URYLGH DQDO\VLV GDWD VHWV IRU DOO FRQFHQWUDWLRQ.WLPH DQG GHULYHG 3. .DQG 3'. ZKHQ DSSOLFDEOH. SDUDPHWHU GDWDVHWV DV 6$6 WUDQVSRUW ILOHV ...[SW.. $ GHVFULSWLRQ RI HDFK GDWD LWHP VKRXOG EH SURYLGHG LQ D GHILQH.SGI ILOH. $Q\ FRQFHQWUDWLRQV RU VXEMHFWV WKDW KDYH EHHQ H[FOXGHG IURP WKH DQDO\VLV VKRXOG EH IODJJHG DQG PDLQWDLQHG LQ WKH GDWDVHWV. 
	... ,QFOXGH WKH IROORZLQJ LQIRUPDWLRQ LQ D WDEXODU IRUPDW LQ WKH ....N. %/$ IRU HDFK RI WKH FRPSOHWHG FOLQLFDO VWXGLHV. 
	D.. 6LWH QXPEHU 
	E.. 3ULQFLSDO LQYHVWLJDWRU 
	F.. 6LWH /RFDWLRQ. $GGUHVV .H.J.. 6WUHHW. &LW\. 6WDWH. &RXQWU\. DQG FRQWDFW LQIRUPDWLRQ .L.H.. SKRQH. ID[. HPDLO. 
	G.. /RFDWLRQ RI 3ULQFLSDO ,QYHVWLJDWRU. $GGUHVV .H.J.. 6WUHHW. &LW\. 6WDWH. DQG &RXQWU\. DQG FRQWDFW LQIRUPDWLRQ .L.H.. SKRQH. ID[. HPDLO.. ,I WKH $SSOLFDQW LV DZDUH RI FKDQJHV WR D FOLQLFDO LQYHVWLJDWRU¶V VLWH DGGUHVV RU FRQWDFW LQIRUPDWLRQ VLQFH WKH WLPH RI WKH FOLQLFDO LQYHVWLJDWRU¶V SDUWLFLSDWLRQ LQ WKH VWXG\. ZH UHTXHVW WKDW WKLV XSGDWHG LQIRUPDWLRQ DOVR EH SURYLGHG. 
	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
	ZZZ.IGD.JRY 
	... 6XEPLW DOO 3. .DQG 3'. ZKHQ DSSOLFDEOH. ELRDQDO\WLFDO PHWKRG YDOLGDWLRQ UHSRUWV DQG ELRDQDO\WLFDO VWXG\ UHSRUWV. ,Q DGGLWLRQ. FRPSOHWH WKH VXPPDU\ WDEOHV XVLQJ WKH WHPSODWHV DYDLODEOH LQ WKH µ%LRDQDO\WLFDO 0HWKRGV 7HPSODWHV¶ 7HFKQLFDO 6SHFLILFDWLRQV 'RFXPHQWWR SURYLGH WKH LQIRUPDWLRQ UHJDUGLQJ WKH ELRDQDO\WLFDO PHWKRGV IRU SKDUPDFRNLQHWLF DQG.RU ELRPDUNHU DVVHVVPHQWV XVHG LQ FOLQLFDO SKDUPDFRORJ\ VWXGLHV DQG WKHLU OLIH.F\FOH LQIRUPDWLRQ SHUWDLQLQJ WR WKH VWXGLHV. 6XEPLW WKH WDEOHV LQ WKH $SSHQGL[ RI WKH
	. 

	... ,668(6 5(48,5,1* )857+(5 ',6&866,21 
	7KHUH ZHUH QR LVVXHV UHTXLULQJ IXUWKHU GLVFXVVLRQ. 
	... $&7,21 ,7(06 
	7KHUH ZHUH QR DFWLRQ LWHPV IRU WKLV PHHWLQJ. 
	... $77$&+0(176 $1' +$1'2876 
	7KH SUHVHQWDWLRQV XVHG GXULQJ WKLV PHHWLQJ KDYH EHHQ DSSHQGHG WR WKH PHHWLQJ PLQXWHV. 
	Figure
	. 
	. 
	KWWSV...ZZZ.IGD.JRY.PHGLD........GRZQORDG 

	8.6. )RRG DQG 'UXJ $GPLQLVWUDWLRQ 
	^ŝůǀĞƌ ^ƉƌŝŶŐ͕ D. ϮϬϵϵϯ 
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