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#!'4#%;#,;!0A!'0,4B!

!

?6(!%&/(,+1!,('&)4!+'!'40,(;!#'!*046!#!,#9!%&/(,+1-!+A!#@@)+1#*)(-!#%;!#!A0,/#44(;!16#,#14(,!@,('(%4#4+0%B!?6(!

16#,#14(,!'4,+%$!+'!#!'+/@)(!/(#%'!40!@,('(,C(!46(!@,('(%4#4+0%!A0,/#4!9+460&4!+%4,0;&1+%$!10/@)(D!A0,/#4!

;('1,+@40,'B!?6(!16#,#14(,!'4,+%$!#)'0!#))09'!10%1#4(%#4(;!'4#4+'4+1'!#%;!'&//#,+('-!'&16!#'!Mean (Standard 
Deviation)!0,!Minimum – MaximumB!
!

?6(!)#*()!0A!46(!'4#4+'4+1!+'!(F&#))E!+/@0,4#%4B!J%!46(!'+/@)('4!A0,/-!46(!)#*()!1#%!,(@,('(%4!46(!@,(A(,,(;!)#*()!A0,!#!

'4#%;#,;!'4#4+'4+1!46#4!1#%!A#1+)+4#4(!,(@0,4+%$B!?6(!)#*()!1#%!#)'0!,(@,('(%4!#!'&//#,+'(;!1#4($0,E-!'#E!Female!
$(%;(,-!#'!46(!'4#4+'4+1!=(E90,;!/#E!0%)E!,(A(,!40!#!10&%4!TKNY5?U!0,!@(,1(%4#$(!T2K?UB!

!

! ?6(!@,+%1+@#)!,()#4+0%'6+@!0A!#!'&//#,E!0,!'4#4+'4+1!+'!40!46(!@#,#/(4(,-!C#,+#*)(!#%;a0,!1#4($0,E!'&//#,+'(;B!M'!9(!

90&);!'&//#,+'(!+%A0,/#4+0%!)01#4(;!+%!46(!'0&,1(!0,!;(,+C(;!;#4#!'(4'-!#%E!,(A(,(%1(!90&);!0%)E!*(!10/@)(4(!+A!46(!

;#4#!'(4!%#/(!+'!+%1)&;(;!#'!9())B!!

!

M!'4#4+'4+1!+'!'();0/!@,('(%4(;!#'!#!'4#%;#)0%(!()(/(%4B!X0,!+%'4#%1(-!46(!/(#%!+'!0A4(%!#110/@#%+(;!9+46!46(!

%&/*(,!0A!0*'(,C#4+0%'-!%&/*(,!0A!/+''+%$-!'4#%;#,;!;(C+#4+0%-!/(;+#%-!/+%+/&/!#%;!/#D+/&/!C#)&(B!?6(!'4#4+'4+1'!

#,(!$,0&@(;!40$(46(,!40!,(@,('(%4!#!'@(1+A+1!@#,#/(4(,-!'&//#,E!$,0&@-!(C(%4!'(F&(%1(-!0,!#))!0A!46(!#*0C(B!?6(!

)#*()!6#'!40!*(!A)(D+*)(!40!#110//0;#4(!#!C(,E!*,0#;!,#%$(!0A!'&//#,E!)#*()'!#%;!%('4+%$-!#%;!E(4!'&AA+1+(%4)E!

10%'4,#+%(;!40!(%A0,1(!#!10%'+'4(%4!10%C(%4+0%B!

!

! M'!0&,!,(@0,4+%$!+%4(%4!+'!40!;(,+C(!#!'&//#,E!0,!'4#4+'4+1!0%!C#)&('!'6#,+%$!0%(!0,!/0,(!10//0%!#44,+*&4('-!$,0&@!

#44,+*&4('!#,(!,(4#+%(;!#'!#!,(A(,(%1(!0A!10%4(D4B!?6(!@,+%1+@#)!0,!@,+/#,E!$,0&@!#44,+*&4(!+'!;(A+%(;!40!*(!46(!4#*)(!

10)&/%-!A0,!(D#/@)(!Dose Level 10 mg/kg-!+%!96+16!0&,!'4#4+'4+1!+'!@,('(%4(;B!X&,46(,!'()(14+0%!0A!'@(1+A+(;!'&*'(4'-!
'&16!#'!8#A(4E!@0@&)#4+0%!0,!#))!@#4+(%4'!0C(,!^R!E(#,'!0A!#$(!9+46!#4!)(#'4!0%(!4,(#4/(%4!#;/+%+'4,#4+0%-!+'!#)'0!

,(4#+%(;B!

!

! ?6(!10%4(D4!/#E!#)'0!*(!,(4#+%(;!40!;01&/(%4!46(!'0&,1(!#%;!$(%(,#)!10%4(D4!0A!46(!'&//#,E!0,!'4#4+'4+1B!80&,1(!

#%;!;(,+C(;!;#4#!'(4'!&'&#))E!,(4#+%!#!'4&;E!+;(%4+A+(,-!*&4!#'!46(!,(@0,4+%$!(C(%4!/#E!(%10/@#''!'(C(,#)!'4&;+('!#%;!

'@(1+A+1!#+/'-!#!$,(#4(,!)(C()!0A!@,(1+'+0%!/#E!*(!%(1(''#,EB!X0,!(D#/@)(-!#!6+(,#,16+1#)!;+,(140,E!'4,&14&,(!9+46!

/&)4+@)(!)(C()'!10&);!@,0C+;(!(D#/@)('!0A!#@@,0@,+#4(!;(4#+)!46#4!+%1)&;('!#%E!0,!#))!0A!@,03(14-!/0)(1&)(-!+%;+1#4+0%-!

'4&;E-!,(@0,4+%$!(C(%4-!(41B!

!

!

ANATOMY OF THE APPROACH 
?6(!%(9!#@@,0#16!,(4#+%'!6+$6!;($,((!0A!'+/+)#,+4E!9+46!46(!1&,,(%4!@,01(''-!4#'='!#%;!/0'4!10//0%!400)'B!?6(!16#%$(-!+%!

(''(%1(-!'(@#,#4('!46(!$(%(,#4+0%!0A!0&4@&4!+%!46(!1&,,(%4!@,01(''!+%40!490!;+'4+%14!#%;!;(@(%;(%4!@,01(''+%$!'4(@'-!'4#4+'4+1'!

#%;!0&4@&4!,(%;(,+%$B!M'!9(!#,(!,(F&+,(;!40!/#%#$(!0%(!/0,(!;()+C(,#*)(-!46(!%(9!#@@,0#16!1#%!*(!;((/(;!#!'4(@!*#1=-!#%!

+))&'+0%!96+16!9(!9+))!10%'+;(,!A&,46(,B!
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!

M'!@,(C+0&')E!;+'1&''(;-!46(!4#*)('-!)+'4+%$'!#%;!A+$&,('!

#,(!*#'(;!0%!46(!'0&,1(!#%;!#%#)E'+'!;#4#!'(4'-!#%;!46(+,!

'@(1+A+1#4+0%B!M!%0%H+%4,&'+C(!#@@,0#16!90&);!*(!40!(C0)C(!

46(!1&,,(%4!@,01(''!*E!,(4#+%+%$!#))!()(/(%4'B!

!

?6(!'&//#,+('!#%;a0,!'4#4+'4+1'!#,(!/0'4!10//0%)E!

$(%(,#4(;!#'!@#,4!0A!46(!0&4@&4!'4(@!9+46+%!(#16!4#*)(-!

)+'4+%$!#%;!A+$&,(!@,0$,#/-!#'!#@@)+1#*)(B!J%!(AA(14-!46(!

10;(!40!;(,+C(!#!/(;+#%!/#E!*(!,(F&+,(;!+%!/0,(!46#%!

0%(!@,0$,#/-!+A!+4!+'!@,('(%4(;!+%!;+AA(,(%4!4#*)('!#%;!

A+$&,('B!

!

K0%'+;(,!46(!0&4@&4!'4(@!#'!490!;+'4+%14!;+'1+@)+%('-!

96(,(*E!'&//#,+('!#%;!'4#4+'4+1'!#,(!;(,+C(;!'(@#,#4(!

A,0/!46(!#14&#)!,(%;(,+%$!0A!46(!4#*)(-!)+'4+%$!0,!A+$&,(-!

#)460&$6!'4+))!9+46+%!46(!'#/(!@,0$,#/B!?6(!490!;+'1+@)+%('!

0A!46(!@,0$,#/!+'!F&+4(!'+/+)#,!40!46(!#@@,0#16!0A!46(!8M8!

L01&/(%4!0*3(14-!10%'+'4+%$!0A!0%(!'(14+0%!A0,!;#4#!#%;!

0%(!A0,!@,('(%4#4+0%B!!

!

M!/0,(!(AA+1+(%4!#@@,0#16!10&);!*(!@0''+*)(!+A!9(!(%6#%1(!

46(!1&,,(%4!@,01(''!#%;!'(@#,#4(!46(!;(,+C#4+0%!0A!

'&//#,+('!#%;!'4#4+'4+1'!A,0/!,(%;(,+%$!46(!#14&#)!4#*)(-!

A+$&,(!0,!)+'4+%$B!?6+'!90&);!#))09!&'!40!0%)E!$(%(,#4(!46(!

'&//#,E!0,!'4#4+'4+1!0%1(!#%;!0@4+/+'(!46(!@,0$,#/!40!

$(%(,#4(!(+46(,!46(!'&//#,E!'4#4+'4+1'!0,!,(%;(,+%$-!#%;!

%04!*(!0*)+$(;!40!#110//0;#4(!*046!;+'1+@)+%('!9+46+%!46(!

'#/(!@,0$,#/!10;(B!!

!

X0,!(D#/@)(-!10%'+;(,!$(%(,#4+%$!#))!46(!'4#4+'4+1'!A0,!

Z#(/#40)0$E!)#*0,#40,E!@#,#/(4(,'!+%!0%(!@,0$,#/!#%;!

10%'(F&(%4)E!#''(/*)(!#%;!@,('(%4!46(!'4#4+'4+1'!+%!#!

4#*)(B!?6(!#@@,0#16!1#%!*(!/#;(!C(,E!'+/@)(!#%;!

(AA+1+(%4!#'!#!4#*)(!#%;!A+$&,(!@,('(%4+%$!46(!/(;+#%!,('&)4!

0C(,!4+/(!90&);!0%)E!list!46(!'4#4+'4+1'!#%;!%04!,(F&+,(!#!
@#,#))()!;(,+C#4+0%B!

!

?6(!*(%(A+4'!(D4(%;!40!46(!S&#)+4E!K0%4,0)!TSKU!@,01(''!

#'!9())-!96(,(!46(!)#,$('4!$#+%'!+%!(AA+1+(%1E!#,(!@0''+*)(B!

"0'4!0,$#%+'#4+0%'!9+))!@(,A0,/!#''(,4+0%'!A0,!(#16!0A!46(!

@,0$,#//+%$!'4(@'!A,0/!'4&;E!;#4#*#'(!(D4,#14'!#%;!

'0&,1(!;#4#!'(4!40!4#*)(-!)+'4+%$'!#%;!A+$&,(!0&4@&4'B!?6(!

SK!@,01(''!0A!46(!(D4,#14'-!'0&,1(!;#4#!'(4'!#%;!#%#)E'+'!

;#4#!'(4'!#,(!#),(#;E!A#+,)E!(AA+1+(%4-!#'!@,01(;&,('!(D+'4!40!

10/@#,(!;#4#!'(4'!T(B$B!8M8!2WNK!KN"2MWPUB!

PAA+1+(%4)E!;+'#''(/*)+%$!46(!0&4@&4'!@,0$,#//#4+1#))E!

&%;(,!46(!1&,,(%4!@,01(''!1#%!*(!1&/*(,'0/(!0,!%(D4!40!

+/@0''+*)(!'4#$+%$!/#%&#)!SK!#'!46(!0%)E!'&,C+C+%$!

0@4+0%B!

!

?6(!+%4(,/(;+#,E!'4(@!0A!1,(#4+%$!'4#4+'4+1'!#%;!'&//#,+('!

'(@#,#4(!A,0/!46(!A+%#)!,(%;(,+%$!0A!0&4@&4'!/#E!#)'0!

(%#*)(!@,0$,#//#4+1!SK!0A!46(!'4#4+'4+1'!+%!#!C(,E!'+/+)#,!

/#%%(,!40!;(,+C(;!;#4#!'(4'-!,($#,;)(''!+A!46(!+4(/'!#,(!

'40,(;!#'!#!8M8!L01&/(%4!0*3(14-!;#4#!'(4!0,!+%!#!1(%4,#)!

;#4#*#'(B!JA!9(!(/@)0E!C#)+;#4(;!,(%;(,+%$!400)'-!9(!/#E!*(!#*)(!40!()+/+%#4(!#!)#,$(!@,0@0,4+0%-!+A!%04!#))-!0A!46(!4+/(H

10%'&/+%$!/#%&#)!SK!#14+C+4+('B!

!

!

KL"8

80&,1( L#4# 8(4'

M%#)E'+' L#4# 8(4'

?#*)(T'U

.+'4+%$T'U

X+$&,(T'U

N46(,

Current 

KL"8

80&,1( L#4# 8(4'

M%#)E'+' L#4# 8(4'

?#*)(T'U

.+'4+%$T'U

X+$&,(T'U

N46(,
Enhanced 

84#4+'4+1'a8&//#,+('

KL"8!

80&,1(!L#4#!8(4'

M%#)E'+'!L#4#!8(4'

84#4+'4+1'!#%;!8&//#,+('

80&,1(!L#4#!8(4'

M%#)E'+'!L#4#!8(4'

84#4+'4+1'!#%;!8&//#,+('

2,+/#,E!#14+C+4E! S&#)+4E!K0%4,0)!#14+C+4E!

M''(,4+0%!J%@&4!

Enhanced 

N&4@&4T'U N&4@&4T'U
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USING THE SAS DOCUMENT OBJECT  
?6(!8M8!L01&/(%4!0*3(14-!;+',($#,;+%$!+4'!1#C(#4'-!;0('!@,0C+;(!46(!C(,E!*#'+1!A&%14+0%#)+4E!A0,!@(,/#%(%4)E!'40,+%$!46(!,#9!

'&//#,+('!#%;!'4#4+'4+1'!$(%(,#4(;!*E!'4#4+'4+1#)!@,01(;&,('B!?6(!@#46!,(A(,(%1(!1#%!*(!10%'4,&14(;!46,0&$6!%#/+%$!

10%C(%4+0%'!40!(%10;(!46(!;#4#!;0/#+%-!@0@&)#4+0%!A+)4(,'-!@#,#/(4(,'!#%;-!0A!10&,'(-!0&,!'4#4+'4+1B!!

!

!
!

?6(!L01&/(%4!0*3(14!/#E!%04!*(!#*)(!40!+%1)&;(!(D4(%'+C(!@,('(%4#4+0%!'@(1+A+1!+%A0,/#4+0%!'&16!#'!@,(HA0,/#44(;!C#)&('-!

)#*()'-!(41B!?6(!)#*()!A0,!#%!+4(/!+%!46(!LNKY"P5?!0*3(14!+'!,('4,+14(;!40!\]^!16#,#14(,'-!96+16!9+))!)+/+4!46(!;($,((!0A!%('4(;!

)#*()!+%A0,/#4+0%!46#4!1#%!*(!'40,(;B!JA!46(!404#)!)(%$46!1#%%04!*(!10%'4,#+%(;!40!)(''!46#%!46(!/#D+/&/!)#*()!)(%$46-!#%E!

(D4(%'+C(!+%A0,/#4+0%!90&);!*(!,(F&+,(;!40!*(!'40,(;!+%!@#,#))()!0,!10;(;!#'!@#,4!0A!46(!,(%;(,+%$B!

!

X0,!(D#/@)(-!46(!/(#%!#%;!'4#%;#,;!;(C+#4+0%!A0,!8E'40)+1!I)00;!2,(''&,(!+%!46(!MLbJ?M.8!#%#)E'+'!;#4#!'(4!10&);!*(!'40,(;!

#'!*()09!)+'4!0A!+4(/'B!

!

P)(/(%4!2#46! P)(/(%4!.#*()!

! !

[#;C+4#)'['*@['#A(4E[4,41;_c[/(#%! 8#A(4E!20@&)#4+0%d]!/$a=$d"(#%deAfgBch!

[#;C+4#)'['*@['#A(4E[4,41;_c['4;;(C! 8#A(4E!20@&)#4+0%d]!/$a=$d84;!L(CdeAfgB\h!

[#;C+4#)'['*@['#A(4E[404#)[/(#%! 8#A(4E!20@&)#4+0%d?04#)d"(#%deAfgBch!

[#;C+4#)'['*@['#A(4E[404#)['4;;(C! 8#A(4E!20@&)#4+0%d?04#)d84;!L(CdeAfgB\h!

!

504(!46(!@)#E!0%!%#/+%$!10%C(%4+0%'!safety-!trtcd_1-!total!#%;!46(!10,,('@0%;+%$!;()+/+4(;!)#*()!TidjU!46#4!(%10;('!46(!8#A(4E!
@0@&)#4+0%!'&*'(4-!A+,'4!4,(#4/(%4!$,0&@!]!/$a=$!#%;!0C(,#))!'&//#,E!$,0&@-!,('@(14+C()EB!M!;(A#&)4!@,('(%4#4+0%!A0,/#4!!

TA!f!9BDU!+'!+%1)&;(;!+%!46(!(%10;(;!)#*()!#'!9())B!504(!46#4!@#46!(%4,E!%#/('!6#C(!#!/#D+/&/!)(%$46-!96+16!1#%!,('4,+14!46(!

;(@46!0A!0&,!%#/+%$!10%C(%4+0%!#%;!A0,1(!(D4(%'+C(!&'(!0A!#1,0%E/'-!A0,!(D#/@)(!safety60plus!+%'4(#;!0A!
safetypopulation_overage60B!
!

J%!@,#14+1(-!0&,!,(%;(,+%$!@,0$,#/'!90&);!'()(14!46(!;+AA(,(%4!'&//#,+('!#%;!'4#4+'4+1'-!#''(/*)+%$!46(!'(F&(%1(!#%;!

$(%(,#4+%$!#%!0&4@&4B!!

!

!

USING A STATISTICS DATA SET 
?6(!+;(#!0A!46(!L01&/(%4!0*3(14!1#%!*(!(D4(%;(;!#%;!@0''+*)E!6+%4!#4!#!/0,(!A)(D+*)(!'0)&4+0%!*#'(;!0%!;#4#!4#*)('B!G(!

*,+(A)E!;+'1&''(;!46(!;()+C(,#*)('!A,0/!#!1)#''+1!,(@0,4+%$!@,01(''-!96+16!&'&#))E!10%4#+%'!'0&,1(!#%;!#%#)E'+'!;#4#!'(4'!#'!

9())!#'!46(!4#*)(!'&//#,E-!)+'4+%$-!#%;!A+$&,(!0&4@&4'!46#4!@,('(%4'!,#9!#%;!;(,+C(;!;#4#!#'!9())!#'!'&//#,E!#%;!'4#4+'4+1'B!

G(!1#%!+%!#;;+4+0%!40!46(!'0&,1(!#%;!;(,+C(;!;#4#!'(4'!#)'0!@,0C+;(!;#4#!'(4'!40!10%4#+%!46(!'&//#,+('!#%;!'4#4+'4+1'!9+46+%!

46(!'&+4(!0A!;()+C(,#*)('-!+A!#@@)+1#*)(B!

!

?6(!(AA0,4!40!+%1)&;(!'&//#,E!#%;!'4#4+'4+1'!;#4#!'(4'!+%!46(!)+'4!0A!;()+C(,#*)('!+'!/+%+/#)!#'!46(!;#4#!'(4!1#%!*(!'4,&14&,(;!40!

#110//0;#4(!*046!46(!8M8!4,#%'@0,4!A+)(!#%;!KLJ8K!NL"!A0,/#4'B!?6(+,!+%1)&'+0%!1#%!#14&#))E!$,(#4)E!'+/@)+AE!$(%(,#4+%$!

#;;+4+0%#)!0&4@&4'!*#'(;!0%!#),(#;E!,(@0,4(;!'4#4+'4+1'!#%;!'&//#,+('-!'+%1(!0%)E!#''(/*)E!/#E!*(!,(F&+,(;B!

!

MLMP! ML.MI! MLbJ?M.8! k!

LNKY"P5?!

+4(/!@#46!
k![#;#([k!

N&4@&4'!

[#;)#*[k! [#;C+4#)'[k!

M%#)E'+'!

L#4#!8(4'!
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!
!

M'!46(!0&4@&4!'4(@!+'!0%)E!,(F&+,(;!40!'()(14-!#''(/*)(!#%;!,(%;(,!46(!0&4@&4-!9(!#,(!#*)(!40!0@4+/+'(!609!46(!'&//#,+('!#%;!

'4#4+'4+1'!#,(!$(%(,#4(;B!N%(!#@@,0#16!+'!40!$(%(,#4(!'&//#,+('!#%;!'4#4+'4+1'!*E!;#4#!'(4!;0/#+%-!#'!;(@+14(;!#*0C(B!?6+'!

10&);!+/@)E!46#4!#))!'4#4+'4+1'!A0,!#!;#4#!;0/#+%-!A0,!(D#/@)(!.#*0,#40,E!,('&)4'-!+'!$(%(,#4(;!*E!0%(!'+%$)(!@,0$,#/B!

!

?6(!%(9!;#4#!'(4'!#,(!'4,&14&,(;!40!,(4#+%!#))!46(!,()(C#%4!+%A0,/#4+0%!#*0&4!#%;!'&,,0&%;+%$!0&,!'&//#,E!0,!'4#4+'4+1B!

X0))09+%$!#!10//0%!#%#)E'+'!;#4#!'(4!%#/+%$!10%C(%4+0%-!46(!;#4#!'(4!%#/('!#,(!@,(A+D(;!8?k!T8?#4+'4+1'UB!?6(!;#4#!'(4!

%#/(!8?8YI8P?!+'!,('(,C(;!A0,!'&*'(4!;(A+%+4+0%'-!+A!#@@)+1#*)(B!

!

?6(!8?8YI8P?!;#4#!'(4!9+))!(%#*)(!#!'+/@)(!#''01+#4+0%!0A!#!'&//#,E!0,!'4#4+'4+1!#%;!46(!&%;(,)E+%$!0*'(,C#4+0%'B!J%!

(''(%1(-!46(!;#4#!'(4!10%'+'4'!0A!#!@,(;(A+%(;!'(4!0A!'4&;E!A)#$!C#,+#*)('!#''01+#4(;!9+46!46(!'&*3(14!JL-!#''(''/(%4!+;(%4+A+(,!

#%;!4+/(!@0+%4!C#,+#*)('B!?6(!C#,+#*)(!)#*()!+'!46(!'&*'(4!4+4)(!40!A#1+)+4#4(!10%'+'4(%4!%#/+%$!10%C(%4+0%!#%;!'&*'(4!,(A(,(%1('B!

!

?6(!;()+C(,#*)('!A,0/!#!1)#''+1!,(@0,4+%$!@,01(''!&'&#))E!10%4#+%'!'0&,1(!#%;!#%#)E'+'!;#4#!'(4'!#'!9())!#'!46(!4#*)(!

'&//#,E-!)+'4+%$-!#%;!A+$&,(!0&4@&4'B!G(!1#%!+%!#;;+4+0%!#)'0!@,0C+;(!;#4#!'(4'!40!10%4#+%!46(!'&//#,+('!#%;!'4#4+'4+1'!9+46+%!

46(!'&+4(!0A!;()+C(,#*)('-!(%#*)+%$!#!A#'4(,!SK!0A!46(!(%4+,(!@#1=#$(!+A!;()+C(,(;!*E!#!46+,;!@#,4E!0,!+%!$(%(,#4+%$!%(9!0&4@&4'!

@,('(%4+%$!10/*+%#4+0%'!0A!@,(C+0&')E!+%1)&;(;!'&//#,+('!#%;!'4#4+'4+1'B!

!

M'!9(!#,(!#*)(!40!0@4+/+'(!$(%(,#4+%$!46(!'&//#,E-!'4#4+'4+1'!#%;!46(!A+%#)!,(%;(,+%$!0A!46(!0&4@&4-!46(!404#)!%&/*(,!0A!

@,0$,#/'!1#%!;(1,(#'(!;,#'4+1#))E!A0,!/(;+&/!40!)#,$(!'4&;+('B!!

!

!

IN CODE 
?6(,(!#,(!'(C(,#)!;+AA(,(%4!+/@)(/(%4#4+0%'!;(@(%;+%$!0%!E0&,!@,(A(,(%1('-!)($#1E!#%;!046(,!A#140,'B!M!10//0%!#@@,0#16!

/#E!C(,E!9())!*(!&'+%$!#!'(F&(%1(!0A!/#1,0!1#))'!@(,A0,/(;!#1,0''!;+AA(,(%4!@,0$,#/'B!?6(!@#@(,!10%'+;(,'!46(!'+)0!

#@@,0#16-!96(,(*E!#!'4#4+'4+1'!$(%(,#4+%$!@,0$,#/!#%;!46(!,('&)4+%$!8?!;#4#!'(4!+'!#''01+#4(;!9+46!0%(!#%#)E'+'!;#4#!'(4B!

!

N&,!#+/-!+%!46(!@,('(%4(;!(D#/@)(-!+'!40!$(%(,#4(!#!'4#%;#,;!'&//#,E!4#*)(!A0,!Z(+$64!#%;!G(+$64!*E!b+'+4!A0,!46(!8#A(4E!

20@&)#4+0%!@,('(%4(;!A0,!#))!46(!#C#+)#*)(!'&*$,0&@'B!

!

!

THE STATISTIC 
K0%'+;(,!46(!A+14+4+0&'!/#1,0!l'4#4TU-!96+16!9+))!*(!&'(;!40!$(%(,#4(!$(%(,#)!'4#4+'4+1'B!?6(!+%@&4!@#,#/(4(,'!+%1)&;(!#!,004!

@#46!40!;(A+%(!10%4(D4-!+%@&4!;#4#!'(4-!#!'&*'(4!;(A+%+4+0%!10/@,+'(;!0A!46(!490!()(/(%4'!'&*'(4!A)#$!#%;!10,,('@0%;+%$!;#4#!

'(4B!

!

MLMP! ML.MI! MLbJ?M.8! k!

84#4+'4+1'!

L#4#!8(4'!
k!8?MP! 8?.MI! 8?bJ?M.8!

8?8YI8P?!

N&4@&4'!

M%#)E'+'!

L#4#!8(4'!
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!
!

?6(!'4#4+'4+1'!,(F&('4(;!A0,!Z(+$64!TC'6$64U!#%;!G(+$64!TC'9$64U!10%'+'4'!0A!490!4E@('B!?6(!'+/@)(!1#'(!+'!3&'4!#!'4#4+'4+1-!(B$B!

"(;+#%B!?6(!'(10%;!@(,4#+%'!40!10/@0'+4(!'4#4+'4+1'-!'&16!#'!46(!/(#%!#%;!'4#%;#,;!;(C+#4+0%!10%1#4(%#4(;!#%;!

#@@,0@,+#4()E!A0,/#44(;!T/(#%_';UB!IE!10%C(%4+0%-!46(!+%;+C+;&#)!'4#4+'4+1'!46#4!10/*+%(!A0,!10/@0'+4(!@,('(%4#4+0%'!90&);!

#)'0!*(!+%1)&;(;!+%!46(!8?!;#4#!'(4!T0&4@&4UB!

!

G(!,(F&('4!46(!'4#4+'4+1'!*E!b+'+4!TC+'+4U!A0,!46(!$,0&@'!;(A+%(;!*E!46(!C#,+#*)(!?,(#4/(%4!K0;(!T4,41;U!#%;!NC(,#))!T_404#)_UB!50!

'@(1+#)!A0,/#4'!#,(!'@(1+A+(;-!'0!#%E!A0,/#4!;(A+%+4+0%'!#,(!,(4,+(C(;!A,0/!46(!'4#%;#,;'!;#4#!'(4!XNW"M?8B!?6(!,('&)4+%$!

'4#4+'4+1'!#,(!#@@(%;(;!40!46(!8?bJ?M.8!0&4@&4!;#4#!'(4B!

!

JA!9(!90&);!*(!,(F&('4(;!40!$(%(,#4(!46(!#*0C(!'4#4+'4+1'!A0,!#%!#;;+4+0%#)!'&*'(4-!46+'!1#%!*(!#110/@)+'6(;!*E!#;;+%$!#%!

#;;+4+0%#)!'&*'(4!,(A(,(%1(B!504(!46#4!46(!(%4+,(!'&*'(4!,(A(,(%1(!+'!,(F&+,(;!40!/#416!96+)(!$(%(,#4+%$!46(!A+%#)!0&4@&4-!96+16!

90&);!+/@)E!46(!/&)4+@)(!1#))'!40!46(!l'4#4TU!/#1,0!+%!0,;(,!40!$(%(,#4(!46(!'#/(!'4#4+'4+1'!A0,!/&)4+@)(!'&*'(4'B!

!

 

!
!

THE TABLE  
?6(!A+14+4+0&'!l4#*)(TU!/#1,0!+'!46(!/(16#%+'/!0A!@,(A(,(%1(!40!$(%(,#4(!0&,!4#*)(!0A!'4#%;#,;!)#E0&4B!N&,!4+4)('-!A004%04('!#%;!

046(,!'@(1+A+1!@#,#/(4(,'!#,(!,(4,+(C(;!A,0/!'0/(!1(%4,#)!)01#4+0%!&'+%$!46(!,(A(,(%1(!%#/(!Treference!@#,#/(4(,UB!!
!

!

 
%table( reference = T_HGTH_WGHT, 
        path = /compound/indication/ia/iss,  
        stats = stats.stvitals, 
        subset = safety, 
        group = _all_, 
        by = ( event = visit, parameters = vshght vswght ), 
        sequence = parameter event, 
        stat = n nmiss mean_sd median min_max, 
        format = _standards_, 
        out = M:/compound/indication/ia/iss/blind/output/tables, 
        standards = ( labels = library.stlabels,  
                      formats = library.formats ) 
      ); 
 

 
%stat( path = /compound/indication/ia/iss,  
       data = derived.advitals, 
       subset = ( subset = safety, 
                  cntlin = stats.stsubset ),  
       group = trtcd _total_, 
       by = visit, 
       variables = vshght vswght, 
       stat = n nmiss mean_sd median min_max q1_q3, 
       format = , 
       out = stats.stvitals, 
       standards = ( labels = library.stlabels,  
                     formats = library.formats ) 
      ); 

 
%stat( path = /compound/indication/ia/iss,  
       data = derived.advitals, 
       subset = ( subset = safety over60, 
                  cntlin = stats.stsubset ),  
       ... 
       out = stats.stvitals, 
       standards = ( labels = library.stlabels,  
                     formats = library.formats ) 
      ); 
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!

K0%'+'4(%4!9+46!46(!l'4#4TU!/#1,0-!46(!,004!@#46!9+))!+;(%4+AE!10%4(D4!A0,!46(!+%@&4!'4#4+'4+1'!;#4#!'(4!8?bJ?M.8B!

!

G(!'()(14!46(!@#,#/(4(,'!Z(+$64!TC'6$64U!#%;!G(+$64!TC'9$64U!40!*(!@,('(%4(;!A0,!(#16!b+'+4!TC+'+4U!+%!46#4!0,;(,!T'(F&(%1(UB!

J;(%4+AE+%$!b+'+4!#'!#%!(C(%4!9+))!#)'0!'0,4!46(!4#*)(!10,,(14)E!#'!0&,!'4#%;#,;!90&);!A+,'4!$,0&@!*E!@#,#/(4(,!#%;!46(%!(C(%4B!

!

G(!'()(14!#!'@(1+A+1!'(4!#%;!@,('(%4#4+0%!0,;(,!0A!'4#4+'4+1'!T'4#4U!(D1)&;+%$!46(!@,(C+0&')E!$(%(,#4(;!A+,'4!#%;!46+,;!F&#,4+)(!

TFc_FQUB!

!

!

A FIGURE 
?6(!@#,#/(4(,'!#,(!9())!;(A+%(;!40!$(%(,#4(!#))!46(!#@@,0@,+#4(!0&4@&4'B!G(!1#%!(#'+)E!&'(!#!10%4,0)!;#4#!'(4!+%'4(#;!40!

$(%(,#4(!#!'(4!0A!0&4@&4'-!'&16!#'!A+$&,('!A0,!8E'40)+1!I)00;!2,(''&,(-!L+#'40)+1!I)00;!2,(''&,(-!2&)'(-!(41B!A,0/!0%(!/#1,0!

1#))B!?6+'!#@@,0#16!9+))!(%#*)(!#!'+%$)(!)01#4+0%!A0,!;(A+%+%$!46(!@#,#/(4(,'!#%;!'4#%;#,;!@,0$,#/!4(/@)#4('!40!(#'+)E!$(%(,#4(!

,(@0,4!,(#;E!0&4@&4!@#1=#$('!9+46!6+$6!;($,((!0A!(AA+1+(%1EB!!

!

!
!

 

INTEGRATION 
?6(!+%4($,#4(;!@,01(''!+'!#!40@+1!0A!10%4+%&0&'!;+'1&''+0%!96(%!%(9!0,!(%6#%1(;!'E'4(/'!#,(!10%'+;(,(;B!?6(!#@@,0#16!

@,('(%4(;!1#%!(#'+)E!*(!(D4(%;(;!40!(%10/@#''!046(,!#@@)+1#4+0%'!46#%!1)#''+1!8M8!#%;!046(,!'E'4(/'-!'&16!#'!K)+%+1#)!L#4#!

"#%#$(/(%4!8E'4(/!TKL"8U-!8M8!L,&$!L(C()0@/(%4!T8LLU-!W-!8H2)&'-!8288-!G+%I&$'-!50%/(/-!(41B!!

!

!

!
!

?6(!'+/@)(!#%;!(AA+1+(%4!+%4($,#4+0%!1#%!*(!#16+(C(;!*(1#&'(!9(!6#C(!#),(#;E!'(@#,#4(;!46(!;(,+C#4+0%!0A!'&//#,+('!#%;!

'4#4+'4+1'!A,0/!46(!A+%#)!,(%;(,+%$!0A!46(!4#*)(-!)+'4+%$!#%;!A+$&,(B!?6(!A+%#)!()(/(%4!9+))!*(!40!'()(14!#!1(%4,#)!'40,#$(!)01#4+0%!

#11(''+*)(!40!#))!46(!#@@)+1#4+0%'!#%;!'E'4(/'B!

!

J4!+'!10%1(+C#*)(!46#4!#%E-!0,!#))!0A!46(!#*0C(-!1#%!10%4,+*&4(!'&//#,+('!#%;!'4#4+'4+1'!40!#!'+%$)(!0&4@&4!$(%(,#4(;!*E!0%(!

#@@)+1#4+0%-!#!1&'40/!@,03(14!@0,4#)-!10/@#%E!+%4,#%(4-!(41B!+%!#!10/@)+#%4!#%;!C#)+;#4(;!/#%%(,B!M%E!,('4,+14+0%'!+%!#11(''!40!

W!

8M8!

8LL!

8H2)&'!

8288!

50%/(/!

KL"8!

JbW8!

 
%figure( reference = F_SBP F_DBP F_PULSE …, 
         cntlin = def.figures_sap 
       ); 
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'4&;E!,('&)4'!0,!(C(%!#!'+%$)(!'4#4+'4+1!+'!C(,E!A(#'+*)(-!@,0C+;+%$!#!1(%4,#)!'(1&,(!/#%#$(;!/(460;!0A!@&*)+'6+%$!#%;!

;+'4,+*&4+%$!'(%'+4+C(!,('&)4'!

!

!

CONCLUSION 
?6(!1&,,(%4!@,01(''!0A!,(@0,4+%$!1)+%+1#)!;#4#!1#%!*(!(%6#%1(;!9+460&4!'+$%+A+1#%4)E!#)4(,+%$!46(!#@@,0#16B!?6(!@,0@0'(;!

(%6#%1(/(%4'!;0!,(4#+%!46(!A&%;#/(%4#)'!C+,4&#))E!&%16#%$(;!#'!46(!/#16+%(,E!+'!40!#!;($,((!$0C(,%(;!*E!+%;&'4,E!

10%C(%4+0%'-!'4#%;#,;'!#%;!,($&)#4+0%'B!?6(!$#+%'!#,(!0*4#+%(;!A,0/!#%!+/@,0C(;!(AA+1+(%1E!+%!,(@0,4+%$!A&%;#/(%4#)'!46#4!

'@0%'0,!'4#%;#,;+'#4+0%!#%;!+/@,0C(;!F&#)+4E!#''&,#%1(!@(,A0,/#%1(B!

!

?6(!8M8!L01&/(%4!0*3(14!+'!#!@04(%4+#)!1#%;+;#4(!A0,!+/@)(/(%4+%$!#!'+/@)(!#@@,0#16!40!@(,/#%(%4)E!'40,(!'4#4+'4+1'!#%;!

'&//#,+('-!#)460&$6!46(!0*3(14'!;(A+1+(%1+('!9+))!;+'F&#)+AE!+4!A,0/!/0,(!/(;+&/!40!#;C#%1(;!#@@,0#16('B!X&,46(,!A)(D+*+)+4E!

1#%!*(!0*4#+%(;!*E!46(!@(,/#%(%4!8?#4+'4+1'!;#4#!'(4'!40!'40,(!#))!46(!+%A0,/#4+0%!#%;!;(4#+)!'&,,0&%;+%$!#!'&//#,E!0,!

'4#4+'4+1B!

!

?6(!+%1,(#'(;!;(/#%;!A0,!+%4($,#4+0%!#%;!A#'4!'(1&,(!#11(''!+'!#)'0!#110//0;#4(;!#'!46(!'4#4+'4+1'!#%;!'&//#,+('!1#%!*(!

@,0C+;(;!*E!/&)4+@)(!+%;(@(%;(%4!'E'4(/'!*('4!'&+4(;!A0,!#!@,01(''!96+)(!46(!+%A0,/#4+0%!+'!1(%4,#))E!#11(''+*)(-!,(#;E!A0,!#!

,(@0,4!;01&/(%4!0,!;+''(/+%#4+0%!40!/&)4+@)(!'0&,1('!A0,!@&*)+1#4+0%B!

!

!

CONTACT INFORMATION 
m0&,!10//(%4'!#%;!F&('4+0%'!#,(!C#)&(;!#%;!(%10&,#$(;B!?6(!#&460,'!1#%!*(!10%4#14(;!46,0&$6!999B)+/()0$+1B10/a@#@(,'!

0,!@#@(,'d)+/()0$+1B10/B!


