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L I S T O F A B B R E V I A T I O N S

T e r m D efi niti o n

5 -O H -s a x a gli pt i n 5- h y dr o x y -s a x a gli pti n

A D A A m eri c a n D i a b et es A s s o ciat i on

A E A d v ers e e v e nt

A E O SI A d v ers e e v e nt of s p e ci al i nt er est

A L P Al k ali n e p h os p h at as e

A L T Al a ni n e a mi n otr a nsf er as e

A N A A nt i n u cl e ar A nti b o d y

A N C O V A A n al ysis of c o v ari a n c e

A S T As p art at e a mi n otr a nsf er as e

  A mi n otr a nsf er as es

  C A n at o mi c al t h er a p e ut i c c h e mi c al ( cl assifi c ati on)

  A str a Z e n e c a

B MI B o d y  mass i n d e x

B P Bl o o d pr ess ur e

B U N Bl o o d Ur e a Ni tr o g e n

C D C C e nt ers f or Dis e as e C o ntr ol a n d Pr e v e nt i on

C D T C ar b o h y dr at e d efi ci e nt tr a nsf erri n

CI C o nfi d e n c e i nt er v al

C M V C y t o me g al o vir u s

C K Cr e ati n e Ki n as e

C R F C as e r e p ort f or m

C S R Cli ni c al st u d y  r e p ort 

C T X - 1 C ar b o x yt er mi n al cr oss -li n k e d t el o p e pti d e of T yp e 1 c oll a g e n

C V C o effi ci e nt of V ari ati o n

DI LI Dr u g -i n d u c e d li v er i nj ur y

D K A Di a b et i c k et o a ci d osis

D M C D at a m o ni t ori n g c o m mitt e e

D P P - 4 Di p e pt i dyl- p e pti d as e - 4

E B V E pst ei n -B arr vir us



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 4

T e r m D efi niti o n

E C G El e ctr o c ar di o gr a m

e C R F El e ctr o ni c c as e r e p ort f or m

e G F R Esti m at e d gl o m er ul ar filtr ati o n r at e

E M A E ur o p e a n M e di ci n es A g e n c y

E T D E arl y tr e at m e nt di s c o nti n u atio n

F S H F o lli cl e sti m ul ati n g h or m o n e

F P G F ast i n g pl as m a gl u c os e

G A D Gl ut a mi c a ci d d e c ar b o x yl as e

G G T G a m m a -gl ut a m yl -tr a n s p e ptid as e

H A V H e p ati tis A vir u s

H b A 1 c Gl y c os yl at e d h a e m o gl o bi n

H Bs A g H e p ati tis B s urf a c e a nt i g e n

H C G B et a -h u m a n c h ori o ni c g o n a d otr o pi n

H C O 3 Bi c ar b o n at e

H C V H e p ati tis C vir u s

H D L Hi g h d e nsi t y li p o pr ot ei n

H S V H er p es Si m pl e x Vir us

I G F- 1 I ns uli n-li k e gr o wt h f a ct or- 1

I G F B P 3 I ns uli n-li k e gr o wt h f a ct or bi n di n g pr ot ei n- 3

I P I n v esti g ati on al pr o d u ct

I R I mm e di at e r el e as e

I S P A D I nt er n ati o n al S o ci ety of  P a e di atri c a n d A d ol e s c e nt Di a b et es

I T T I nt e nt-t o-tr e at

I U I nt er n ati o n al u nit

I WR S I nt er a cti v e w e b/ v oi ce r e c o g ni tio n s y st e m

K P ot a s si u m

L D H L a ct at e d e h y dr o g e n as e

L D L L o w d e nsit y li p o pr ot ei n

L H L ut ei ni zi n g h or m o n e

L K M Li v er/ Ki d n e y Mi cr os o m al A nt i b o d y

L L N L o w er li mit of n or m al
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T e r m D efi niti o n

L L O Q L o w er Li mit of q u a nt ifi c ati o n

L S M e a ns L e ast s q u ar es m e a ns

L T L o n g -t er m

M A M ar k e d a b n or m alit y 

M A R Missi n g at r a n d o m

M C M C M ar k o v C h ai n M o nt e C arl o

M e d D R A M e di c al di ct i on ar y  for r e g ul at or y  aff air s

MI M ul tipl e i m p ut ati o n

MI -R D M ul tipl e i m p ut ati o n r etri e v e d dr o p -o ut s

MI -W O M ul tipl e i m p ut ati o n w a s h - o ut

M N A R Missi n g n ot at r a n d o m

N a S o di u m

O R O d d s r ati o

P K P h ar m a c o ki n et i c

P O 4 P h os p h at e

Pr e T x Pr e -tr e at me nt

P T Pr ef err e d t er m

P T H P ar at h y r oid h or m o n e

P T/I N R Pr ot hr o m bi n t i m e

R B C R e d bl o o d c ell

R P D R el e v a nt pr ot o c ol d e vi at i on

S A E S eri o u s a d v ers e e v e nt

S A P St ati st i c al a n al ysis pl a n

S C S M S u p pl y  C hai n St u d y  M a n a g e m e nt

S D St a n d ar d d e vi at i on

S E St a n d ar d err or

SI St a n d ar d I nt er n ati o n al ( u nit)

S M A A nt i-S m o ot h M us cl e A nt i b o d y

S M B G S elf -m o nit ori n g bl o o d gl u c os e

S O C S y st e m or g a n cla s s

S T S h ort -t er m
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T e r m D efi niti o n

S T + L T S h ort -t er m + lo n g -t er m

T B T ot al  bilir u bi n

T 2 D M T y p e 2 di a b et e s m elli t u s

TI B C T ot al  iro n  bi n di n g c a p a cit y

T S H T h y r oid st i m ul ati n g h or m o n e

U A C R Uri n ar y  al b u mi n t o cr e ati ni n e r ati o

U L N U p p er li mit of n or m al

U S/ U S A U nit e d St at es of A m eri c a

W B C W hit e bl o o d c ell

W O C B P W o m e n of c hil d b e ari n g p ot e nti al

W H O D D W o rld h e al t h or g a nis at i on dr u g di cti o n ar y

X R E xt e n d e d r el e as e
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A M E N D M E N T H I S T O R Y

V e rsi o n/ D at e B ri ef d es c ri pti o n of c h a n g e

V 1. 0 2 6 J u n e 2 0 1 8 I niti al S A P a p pr o v e d

V 2. 0 0 1 N o v e m b er
2 0 1 9

A d diti o n of r a n d o mis e d wit h dr a w al p eri o d a n d e x pl or at or y a n al ys es f or 
s u bj e cts w h o ar e r a n d o mis e d t o wit h dr a w b a c k gr o u n d m etf or mi n

A d diti o n of w ei g ht e d a n al ys es d uri n g t h e c o m bi n e d s h or t-t erm a n d l o n g-t er m 
p eri o d t o a c c o u nt f or s u bj e ct s w h o u n d er g o t h e t hir d r a n d o mis ati o n

A d diti o n of e x pl or at or y ti m e t o ev e nt e n d p oi nts d uri n g t h e s h ort -t er m a n d th e 
c o m bi n e d s h ort t er m a n d l o n g -t er m p eri o d r el ati v e t o ti m e t o r es c u e m e di c ati o n 
i niti ati o n or dis c o nti n u ati o n fr o m st u d y m e di c ati o n d u e t o l a c k of effi c a c y 

R e m o v al of a n al ys es b as e d o n mi x e d m o d el f or r e p e at e d m e as ur es

A d diti o n of a m p ut ati o n a n al ysis

V 2. 1 1 2 F e br u ar y 
2 0 2 1

U p d at es t o i n c or p or at e pr ot o c ol a m e n d m e nt # 5

A d diti o n of W e e k 1 0 4 a n al ys es pr es e nt e d b y ori gi n al tr e at m e nt

A d diti o n of XI G D U O ™ ( d a p a glifl o zi n/ m etf or mi n) s u b gr o u p a n al ys es

A d diti o n of gl o b al/ c o u ntr y sit u ati o n a n al ys es

U p d at e t o c o m pli a n c e d eri v ati o n t o h a n dl e kits n ot r et ur n e d

A d diti o n of e x p os ur e a n d c o m pli a n c e s e nsiti vit y a n al ys es a c c o u nti n g f or 
i nt err u pti o ns

U p d at e t o s e nsiti vit y a n al ys es usi n g t h e E v al u a bl e S u bj e cts D at a S et t o e x cl u d e 
r ec or ds c oll e ct e d aft er r es c u e m e di c ati o n i niti ati o n or e arl y tr e at m e nt 
dis c o nti n u ati o n

A d diti o n of ti p pi n g p oi nt a n al ysis f or t h e pri m ar y effi c a c y e n d p oi nt H b A 1 c

A d diti o n of d eri v ati o n f or s el e ctin g t h e F P G r ec or d at e a c h visit f or us e i n t h e 
s e c o n d ar y effi c a c y a n al ysis

A d diti o n al a n al ys es a d d e d f or i n ci d e n c e r at e of m a r k e dl y a b n or m a l l a b or at or y 
r es ults

A d diti o n al a n al ys es a d d e d f or gr o wt h a n d m a t ur ati o n m a r k ers a n d b o n e 
bi o m ar k ers i n SI u nits

A d di ti o n of d eri v ati o n f or h ei g ht v el o cit y i m p ut ati o n

A d diti o n of tr e at m e nt pr es e nt ati o n f or t a bl es a n d fi g ur es a p p e n di x

F or m at u p d at es t o ali g n wit h D a p a glifl o zi n c o n v e nti o ns g ui d e
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V e rsi o n/ D at e B ri ef d es c ri pti o n of c h a n g e

V 2. 2 2 9 M ar c h 
2 0 2 1

R e m o v al of a c c o u nti n g f or i nt err u pti o n c o m pli a n c e a n d e x p os ur e a n al ys es

A d diti o n al i nf or m ati o n o n h o w t o c h o os e b e t w e e n t h e MI -R D or MI -W O 
m et h o ds a n d s p e cifi e d t h at t h e m et h o d will b e c o nsist e nt f or e a c h e n d p oi n t b ut 
c a n diff er b et w e e n tr e at m e nts

C h a n g e of s e e d u s e d f or m u lti pl e i m p ut ati o n a n d n u m b er of i m p ut ati o n s 
r e d u c e d fr o m 1, 0 0 0 t o 2 0 0

A d diti o n of d eri v ati o n t o c ut off t h e L T p eri o d a n d P ost t er m f oll o w -u p p e ri o d 
w h e n t h e W e e k 5 6 visit w as miss e d

C h a n g e of s plit of A E s u m m ari es a n d listi n gs f or t h e S T + L T a n d W e e k 1 0 4 
f oll o w-u p p eri o ds

A d diti o n of R es c u e I ns uli n p arti al st art a n d e n d d at e i m p ut ati o n

V 3. 0 2 5 J u n e 2 0 2 1 A d diti o n of d eri v ati o n t o c ut off t h e ass ess m e nts a n d e v e nts t h at o c c urr e d o n or 
b ef or e t h e W e e k 3 2 visit w h e n t h e W e e k 3 2 visit w as miss e d f or t h e s e nsiti vit y 
a n al ys es t h at us e d at a u p t o W e e k 3 2 t o e x cl u d e d at a fr o m t h e r a n d o mis e d 
wit h dr a w al a n al ys es

C h a n g e t o W e e k 3 2 a n d W e e k 4 0 visit wi n d o w f or t h e L T p eri o d t o us e t h e t hir d 
r a n d o mis ati o n tr e at m e nt st art d at e as t h e c ut off (if a p pli c a bl e)

V 3. 1 2 7 J a n u ar y
2 0 2 2

U p d at es t o i n c or p or at e pr ot o c ol a m e n d m e nt # 6

Pri m ar y effi c a c y e n d p oi nt u p d at e d t o us e o v er all tr e at m e nt a n d t h e s ec o n d ar y 
effi c a c y e n d p oi nts w er e u p d at e d t o f oll o w t h e or d er/ hi er ar c h y of o v er all, 
f oll o w e d b y l o w d os e/ hi g h-d os e r e gi m e n t esti n g, f oll o w e d b y l o w -d os e r e gi m e n 
t esti n g

S a m p l e si z e s ecti o n w as u p d at e d

Al p h a w as u p d at e d t o b e 0. 0 5 a n d 9 7. 5 % c o nfi d e n c e i nt er v als r e m o v e d fr o m 
effi c a c y a n al ys es

E x p os ur e b y a ct u al d os e a n d tr e at m e nt t a k e n s u m m ari es a d d e d

A d diti o n of d er i v ati o n of s u b gro u p b y tr e at m e nt i nt er a cti o n p -v al u e f or i m p ut e d 
d at a

U p d at e t o or d er of s e nsiti vit y a n al ys es f or pri m ar y e n d p oi nt

U p d at e t o m etf or mi n s u b gr o u p a n al ys es

Ali g n m e nt b et w e e n m o d el us e d f or c o x pr o p orti o n al -h a z ar ds a n d K a pl a n -M e i er 
l o g r a n k t o i n cl u d e str atifi c ati o n f a ct ors

V 4. 0 0 9 F e br u ar y 
2 0 2 2

Pr ot o c ol a m e n d m e nt # 6 d at e i n cl u d e d

U p v ersi o n e d f or si g n at ur es
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V e rsi o n/ D at e B ri ef d es c ri pti o n of c h a n g e

V 4. 1 2 1 N o v e m b er 
2 0 2 2

C h a n g e of tr e at m e nt pr es e nt ati o n f or P K a n al ysis t o us e t h e hi g h est d os e 
r ec ei v e d i n t h e S T p eri o d 

A d diti o n of S T p eri o d a n al ys es f or s u bj e ct dis p ositi o n r el at e d t o t h e
gl o b al/ c o u ntr y sit u ati o n a n al ysis a n d I P Ds

U p d at e t o r eas o ns f or e x cl usi o ns f or t h e r a n d o mis e d wit h dr a w al s u bj e cts d at a 
s et t o a c c o u nt f or s u bj e cts w h o w er e u n a bl e t o g o t hr o u g h t h e 3 r d r a n d o mis ati o n 
d u e t o t h e pr ot o c ol a m e n d m e nt n ot b ei n g a p pr o v e d

A d diti o n al c o n c o mit a nt m e di c ati o n a n al ysis b et w e e n W e e k 5 6 a n d W e e k 1 0 4

U p d at e t o c o m pli a n c e w or di n g w h er e c o m pli a n c e c a n n ot b e c al c ul at e d

A d diti o n al r etri e v e d dr o p-o ut a n al ysis f or H b A 1 c a n d F P G f or t h e S T p eri o d

A d diti o n al F P G missi n g d at a s u m m ar y

U p d at e t o c o m m o n P T A E S T + L T p eri o d t a bl e pr es e nt ati o n t o i n cl u d e 
i n ci d e n c e r at e a n d a d diti o n of m etf or mi n s u b gr o u p a n al ysis

A d diti o n of listi n gs of pr ef err e d t er ms us e d i n t h e sel e cti o n of A E O SIs a n d 
C O VI D -1 9 r el at e d A Es

U p d at e t o D K A e v e nts s e cti o n t o cl arif y t h at t h es e ar e s us p e ct e d D K A e v e nts

A d diti o n of listi n gs f or a d diti o n al d at a c oll e ct e d d uri n g t h e W e e k 1 0 4 f oll o w-
u p p eri o d

V 5. 0 0 7 D e c e m b er 
2 0 2 2

C h a n g es of a n al ysis fr o m pr ot o c ol s e cti o n c o m pl et e d

U p v ersi o n e d f or si g n at ur es
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1. S T U D Y D E T A I L S

T his st atist i cal  an al ysis pl a n ( S A P) d es cri b es t he st atisti c al m et h o ds t o b e us e d d uri n g t h e 
r e p orti n g a n d a n al ys es of  dat a c o ll e ct e d u n d er Astr a Z e n e c a ( A Z) Pr ot o c ol C V 1 8 1 3 7 5
( D 1 6 8 0 C 0 0 0 1 9). T hi s S A P s h o uld b e r e a d i n c o nj u n ct i on wi t h th e st u d y pr ot o c ol an d c as e
r e p ort f or m (C R F). T h e v er si o n of  this S A P h as b e e n d e v el o p e d u si n g R e vis e d Pr ot o c ol  Nu m b er 
0 6 d at e d 0 7 F e br u ar y 2 0 2 2 , a n d v ersi o n 4 . 0 of  th e C R F d at e d 2 4 F e br u ar y 2 0 2 1 . A n y f urt h er 
c h a n g es t o t h e pr ot o c ol or C R F m a y n e c essit at e u p d at es t o t h e S A P.

1. 1 St u d y o bj e cti v es

1. 1. 1 P ri m a r y o bj e cti v e

T o d et er mi n e if t her e will  be a gr e at er m e a n r e d u ctio n fr om b as eli n e i n gl y c o s yl at e d 
h a e m o gl o bi n (H b A 1 c ) a c hi e v e d af t er 2 6 w e e k s of  or al d o u bl e -bli n d a d d - o n t her a p y  of 
d a p a glifl o zi n ( 5 m g or 1 0 m g [ all d os es a n d r e gi m e ns c o m bi n e d] ) or s a x a gli pt i n ( 2. 5 m g or 
5 m g [ all d os es a n d r e gi m e ns c o m bi n e d] ) c o m p ar e d t o pl a c e b o i n p a e di atri c T y p e 2 di a b et es 
m ellit us (T 2 D M ) s u bj e cts wi t h Hb A 1 c l e v els of 6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d 
m et f or mi n (i m m e di at e r el e as e [I R] or e xt e n d e d r el e as e [ X R] ), i ns uli n, or m etf or mi n (I R or X R) 
pl us i ns uli n.

1. 1. 2 S e c o n d a r y o bj e cti v es

( a) T o d et er mi n e if t h er e will b e a gr e at er m e a n r e d u cti o n fr o m b a s eli n e H b A 1 c a c hi e v e d 
af t er 2 6 w e e ks of  or al d o u bl e- bli n d a d d - o n t her a p y  of d a p a glifl o zi n 5 m g or 
s a x a gli pti n 2. 5 m g ( wit h titr atio n t o t h e hi g h -d os e f or t hos e w h o d o n ot a c hi e v e t h e 
gl y c a e mi c t ar g et of  Hb A 1 c < 7 % at 1 2 w e e ks) c o m p ar e d t o pl a c e b o i n p a e di atri c
T 2 D M s u bj e cts wi t h Hb A 1 c l e v els of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

( b) T o d et er mi n e if t h er e will b e a gr e at er m e a n r e d u cti o n fr o m b a s eli n e H b A 1 c a c hi e v e d 
af t er 2 6 w e e ks of  or al do u bl e- bli n d a d d - o n t her a p y  of d a p a glifl o zi n 5 m g or 
s a x a gli pti n 2. 5 m g c o m p ar e d t o pl a c e b o i n p a e di atri c T 2 D M s u bj e cts wit h H b A 1 c 
l e v els of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or 
m et f or mi n (I R or X R) pl us i ns uli n.

( c) T o c o m p ar e m e a n r e d u cti on fr om b as eli n e of  Hb A 1 c at W e e k 2 6 a c hi e v e d w hil e 
r e mai ni n g o n t he l ow- d os e dr u g ( d a p a glifl o zi n 5 m g or s a x a gli pt i n 2. 5 m g) v ers u s 
u p- titr atio n t o t he hi g h -d os e ( d a p a glifl o zi n 1 0 m g or s a x a gli pti n 5 m g) a m o n g st 
p a e di atri c T 2 D M s u bj e cts o n di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or 
m et f or mi n (I R or X R) pl us i ns uli n w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2.

( d) T o d et er mi n e if t her e will b e a gr e at er m e a n r e d u ctio n fr om b as eli n e i n F ast i n g 
Pl a s m a Gl u c o s e ( F P G) a c hi e v e d aft er 2 6 w e e k s of or al  d o u bl e-bli n d a d d o n t h er a p y 
of  d a p a glifl o zi n ( 5 m g or 1 0 m g [ all d os es a n d r e gi m e ns c o m bi n e d]) or s a x a gli pt i n 
( 2. 5 m g or 5 m g [ all d os es a n d r e gi m e ns c o m bi n e d]) c o m p ar e d t o pl a c e b o i n 
p a e di atri c T 2 D M s u bj e cts wi t h Hb A 1 c of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n. 
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( e) T o d et er mi n e if t her e will b e a gr e at er m e a n r e d u ctio n fr o m b as eli n e F P G a c hi e v e d 
af t er 2 6 w e e ks of  or al d o u bl e- bli n d a d d - o n t her a p y  of d a p a glifl o zi n 5 m g or 
s a x a gli pti n 2. 5 m g ( wit h titr atio n t o t h e hi g h -d os e f or t hos e w h o d o n ot a c hi e v e t h e 
gl y c a e mi c t arg et of  Hb A 1 c < 7 % at 1 2 w e e ks) c o m p ar e d t o pl a c e b o i n p a e di atri c
T 2 D M s u bj e cts wi t h Hb A 1 c l e v els of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

(f) T o d et er mi n e if t her e will b e a gr e at er m e a n r e d u ctio n fr o m b as eli n e F P G a c hi e v e d 
af t er 2 6 w e e ks of  or al do u bl e- bli n d a d d - o n t her a p y  of d a p a glifl o zi n 5 m g or 
s a x a gli pti n 2. 5 m g c o m p ar e d t o pl a c e b o i n p a e di atri c T 2 D M s u bj e cts wit h H b A 1 c 
l e v els of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or 
m et f or mi n (I R or X R) pl us i ns uli n.

( g) T o c o m p ar e m e a n r e d u ctio n fr o m b as eli n e of  FP G at W e e k 2 6 a c hi e v e d w hil e 
r e mai ni n g o n t he l ow- d os e dr u g ( d a p a glifl o zi n 5 m g or s a x a gli pt i n 2. 5 m g) v ers us 
u p- titr atio n t o t he hi g h -d os e ( d a p a glifl o zi n 1 0 m g or s a x a gli pt i n 5 m g) a m o n gst  
p a e di atri c T 2 D M s u bj e cts o n di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or 
m et f or mi n (I R or X R) pl us i ns uli n w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2.

( h) T o c o m p ar e t he p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % aft er 2 6 w e e ks of  or al d o u bl e -bli n d a d d - o n t her a p y  of 
d a p a glifl o zi n ( 5 m g or 1 0 m g [ all d os es a n d r e gi m e ns c o m bi n e d]) or s a x a gli pt i n 
( 2. 5 m g or 5 m g [ all do s e s a n d r e gi m e ns c o m bi n e d]) v ers us pl a c e b o i n p a e di atri c
T 2 D M s u bj e cts wit h H b A 1 c of 6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d m et f or mi n (I R 
or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

(i) T o c o m p ar e t he p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e vel  < 7 % aft er 2 6 w e e ks of  or al d o u bl e- bli n d a d d - o n t her a p y  of 
d a p a glifl o zi n 5 m g or s a x a gli pti n 2. 5 m g ( wit h titr ati o n t o t he hi g h -d os e f or t hos e 
w h o d o n ot a c hi e v e t h e gl y c a e mi c t ar g et of  Hb A 1 c < 7 % at 1 2 w e e ks) v ers us pl a c e b o  
i n p a e di atri c T 2 D M s u bj e cts wit h H b A 1 c l e v els o f 6. 5 t o 1 0. 5 % o n di et a n d e x er cis e 
a n d m etf or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

(j) T o c o m p ar e t he p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % aft er 2 6 w e e ks of  or al d o u bl e- bli n d a d d - o n t her a p y  of 
d a p a glifl o zi n 5 m g or s a x a gli pt i n 2. 5 m g c o m p ar e d t o pl a c e b o i n p a e di atri c T 2 D M 
s u bj e ct s wit h H b A 1 c l e v els of 6. 5 t o 1 0. 5 % o n di et a n d e x er ci s e a n d m etf or mi n (I R 
or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

( k) T o c o m p ar e t he p er c e nt a g e of  p a e di atri c T 2 D M s u bj e cts o n di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), i ns uli n, or m et f or mi n (I R or X R) pl us i ns uli n wi t h ba s eli n e 
H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 w hil e r e m ai ni n g o n t h e
l ow- d os e dr u g ( d a p a glifl o zi n 5 m g or s a x a gli pt i n 2. 5 m g) v ers us u p- titr atio n t o t he
hi g h -d os e ( d a p a glifl o zi n 1 0 m g or s a x a gli pt i n 5 m g) a m o n g st s u bj e cts w h o d o n ot 
a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2.
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Of  not e  se c o n d ar y  obj e ct i v es will b e pr es e nt e d i n hi er ar c hi c al t e sti n g or d er a n d l ab ell e d 
n u m e ric all y  in S e ct i on  4. 5. 1 . 

At  th e e n d of  26 w e e ks of  in v est i g ati on al pr o d u ct (I P) a d mi nistr ati o n, st u d y  parti ci p a nts will 
b el o n g t o o n e of  fo ur s u b gr o u ps (I-I V); t he pri m ar y o bj e ct i v e a n d s e c o n d ar y o bje cti v es a t o k 
will e n c o m p a s s c o m p aris o ns of  re s ul t s fro m  mul tipl e c o m bi n at i ons of t hes e s u b gr o u p s, as 
s c h e m at is e d b el o w .

Fi g u r e 1 S c h e m ati c of g r o u p c o m p a ris o ns i n st u d y p ri m a r y a n d s e c o n d a r y o bj e cti v es

1. 1. 3 S af et y o bj e cti v es

 T o ass ess t he s af et y a n d t oler a bili t y, i n cl u di n g t he i n ci d e n c e of  ad v er s e e v e nts ( A Es) a n d 
e v e nts of h y p o gl y c a e mi a , of  d a p a glifl o zi n a n d s a x a gli pti n as a d d-o n  to di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), or i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n i n p a e di atri c T 2 D M 
s u bj e cts w h e n a d mi nist er e d f or u p t o 2 6 w e e ks of  sh o rt-t er m ( S T) d o u bl e -bli n d tr e at me nt, 
a n d, s e p ar at el y , u p t o 5 2 w e e ks of t ot al tr e at m e nt.

 T o ass ess t he i n ci d e n c e of  dia b eti c k et o a ci d osis ( D K A) wi t h da p a glifl o zi n a n d s a x a gli pti n 
as a d d -o n  to di et a n d e x er cis e a n d m et f or mi n (I R or X R), or i ns uli n, or m et f or mi n (I R or 
X R) pl us i ns uli n i n p a e di atri c T 2 D M s u bj e ct s w h e n a d mi ni st er e d f or u p t o 2 6 w e e ks of S T 
d o u bl e- bli n d tr e at me nt, a n d, s e p ar at el y, u p t o 5 2 w e e ks of t ot al tr e at m e nt.

 T o ass ess m e as ur es o f gr o wt h a n d m at uri t y a n d T a n n er st a gi n g a n d m ar k er s of b o n e h e al t h 
i n p a e di atri c T 2 D M s u bj e cts w h e n a d mi nist er e d d a p a glifl o zi n or s a x a gli pt i n as a d d -o n  to 
di et a n d e x er cis e a n d m etf or mi n (I R or X R), or i ns uli n, or m et f or mi n (I R or X R) pl us i ns uli n 
f or u p t o 2 6 w e e ks of S T d o u bl e-bli n d tr e at m e nt, a n d, s e p ar at el y, f or u p t o 5 2 w e e ks of t ot al 
tr e at me nt ; a n d f or a n a d di tio n al 5 2 w e e ks af t er t h e st u d y has b e e n c o m p l et e d a n d st u d y-
r elat e d tr e at m e nt h as b e e n dis c o nt i n u e d.

 T o ass ess t he s af et y a n d t oler a bili t y of d a p a glifl o zi n ( or s a x a gli pt i n) m o n o t her a p y  in 
p a e di atri c s u bj e cts w h o ar e r a n d o mis e d t o wit hdr a w b a c k gr o u n d m et f or mi n.

1. 1. 4 E x pl o r at o r y o bj e cti v es

 T o c o m p ar e t he p er c e nt a g e of  su bj e cts r e q uiri n g gl y c a e mi c r es c u e m e d i c atio n  or 
di s c o nti n ui n g st u d y me di c ati o n  du e t o l a c k of  effi c a c y wi t h da p a glifl o zi n or s a x a gli pt i n 
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a g ai nst t h e p er c e nt a g e wit h pl a c e b o d uri n g 2 6 w e e ks of or al d o u bl e -bli n d a d d -o n tr e at m e nt
i n p a e di atri c T 2 D M s u bj e cts wi t h Hb A 1 c of  6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d 
m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

 T o ass ess ti m e t o i niti ati on of  gl y c a e mi c r es c u e m e di c at i on or dis c o nt i n u ati on of  st u d y 
m e di c at i on d u e t o l a c k o f effi c a c y wit h d a p a glifl o zi n, s a x a gli pt i n or pl a c e b o d uri n g t h e 2 6-
w e e k S T tr e at me nt p eri o d a n d d uri n g t he 5 2 -w e e k S T + L T tr e at m e nt p eri o d i n p a e di atri c
T 2 D M s u bj e cts wit h H b A 1 c of 6. 5 t o 1 0. 5 % o n di et a n d e x er cis e a n d m etf or mi n (I R or X R), 
i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

 T o ass ess t he m e a n c h a n g e fr o m b as eli n e i n H b A 1 c a c hi e v e d wi t h da p a glifl o zi n t her a p y 
v ers us pl a c e b o, a n d s e p ar at el y, a c hi e v e d wi t h sa x a gli pt i n t her a p y  vers us pl a c e b o af t er 
5 2- w e e ks of or al bli n d e d a d d -o n tr e at m e nt i n p a e di atri c T 2 D M s u bj e cts wit h H b A 1 c of 6. 5 
t o 1 0. 5 % o n di et a n d e x er cis e a n d m etf or mi n (I R or X R), i ns uli n, or m et f or mi n (I R or X R) 
pl us i ns uli n. 

 T o ass ess t h e m e a n c h a n g e fr o m b as eli n e i n F P G a c hi e v e d wit h d a p a glifl o zi n t h er a p y v ers us 
pl a c e b o, a n d s e p ar a t el y, a c hi e v e d wit h s a x a gli pti n t h er a p y v ers us pl a c e b o aft er 5 2-w e e ks o f 
or al  bli n d e d a d d-o n tr e at m e nt i n p a e di atri c T 2 D M s u bj e ct s wi t h H b A 1 c of 6. 5 t o 1 0. 5 % o n 
di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

 T o a ss ess t he p er c e nt a g e of  su bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c 
l e v el < 7 % aft er 5 2 w e e ks of or al bli n d e d a d d -o n t h er a p y  with d a p a glifl o zi n v ers us pl a c e b o, 
or s a x a gli pti n v er s u s pl a c e b o i n p a e di atri c T 2 D M s u bj e ct s wi t h H b A 1 c of 6. 5 t o 1 0. 5 % o n 
di et a n d e x er cis e a n d m et f or mi n (I R or X R), i ns uli n, or m etf or mi n (I R or X R) pl us i ns uli n.

 T o ass ess t he eff e ct of  mo n ot h er a p y  of d a p a glifl o zi n t her a p y ( a n d s e p ar at el y s a x a gli pt i n 
t her a p y ) f or s u bj e cts r a n d o mis e d t o wit h dr a w b a c k gr o u n d m et f or mi n r el ati ve t o 
d a p a glifl o zi n + m et f or mi n ( a n d s e p ar at el y s a x a gli pti n + m et f or mi n) a n d r el ati v e t o pl a c e b o
+ m et f or mi n d uri n g t he r a n d o mis e d wi t hdr a w al p eri o d u si n g c h a n g e i n H b A 1 c, c h a n g e i n 
F P G, a c hi e v e m e nt of t h er a p e uti c gl y c a e mi c r e s p o n s e ( H b A 1 c < 7 %) a n d ti m e t o r e s c u e or 
di s c o nti n u at i on d u e t o l a c k of gl y c a e mi c c o ntr ol .

1. 1. 5 P h a r m a c o ki n eti c / P h a r m a c o d y n a mi c o bj e cti v e

 T o e x pl or e t he p h ar m a c o ki n eti c ( P K) a n d e x p os ur e -r es p o ns e r elat i ons hi p of  da p a glifl o zi n 
a n d, s e p ar at el y, s a x a gli pti n a n d its m et a b o lite 5 -h y dr o x y -s a x a g li pti n ( 5-O H -s a x a gli pt i n) i n 
s u bj e ct s a g e d 1 0 t o b el o w 1 8 y e ars wi t h T2 D M b as e d o n t he c o ll e cti o n of  po p ul at i on P K 
s a m pl es.

1. 2 St u d y d e si g n

T h e pr o p os e d st u d y is a 2 6- w e e k P h as e 3 b, m ult i c e ntr e, r a n d o mis e d, pl a c e b o -c o nt r oll e d, 
d o u bl e -bli n d, p ar all e l-gr o u p st u d y with a 2 6 -w e e k s af et y e xt e nsi o n  p eri o d t o e v al u at e t he s af et y 
a n d effi c a c y of d a p a glifl o zi n ( 5 m g a n d 1 0 m g), a n d, s e p ar at el y, s a x a gli pt i n ( 2. 5 m g a n d 5 m g) 
i n p a e di atri c s u bj e cts wi t h T2 D M, a n d a n a d dit i on al p ost -st u d y visit at W e e k 1 0 4 f or ass ess m e nt  
of  me as ur es of gr o wt h a n d m at urit y.  

T hi s st u d y  will c o n si st of 4 st u d y p erio d s:
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(i) S c r e e ni n g p e ri o d. T his p eri o d st arts wit h e nr o l m e nt a n d e n ds at t he st art of t he l e a d-
i n p eri o d.

(ii) L e a d -i n p e ri o d . D uri n g t his 2- w e e k p eri o d, s u bj e cts will b e i nstr u ct e d o n a di et a n d 
e x er cis e pr o gr a m (i n a c c or d a n c e wit h t he A m eri c a n Di a b et es Ass o ci at i on [A D A ] or 
si mil ar l o c al g ui d eli n es) t o b e f o ll ow e d f or t h e st u d y d ur at i on. S u bj e cts will m ai nt ai n 
t hei r b as eli n e t yp es a n d/ or d os es of  ant i di a b eti c t her a p y  thr o u g h o ut t he st u d y. N o 
pl a c e b o or st u d y  me di c at i on will b e pr o vi d e d d uri n g t h e l e a d-i n p eri o d.

(iii) 2 6 -w e e k d o u bl e -bli n d s h o rt -t e r m ( S T) t r e at m e nt p e ri o d . O n t he D a y  1 visit, 
s u bj e ct s w h o me et all  pr ot o c ol-s p e cifi c e nr ol m e nt a n d r a n d o mis ati on cri t eria will b e 
r a n d omis e d .

(iv) 2 6- w e e k d o u bl e -bli n d l o n g-t e r m ( L T) t r e at m e nt p e ri o d. After c o m pl et i n g t he S T 
tr e at me nt p eri o d, all s u bj e cts will e nt er t h e 2 6 -w e e k L T tr e at m e nt p eri o d .

T h e 5 2 -w e e k tr e at m e nt p eri o d will b e r ef er e n c e d as t he S T + L T tr e at m e nt p eri o d. 

T h e R a n d o mis e d wit h d r a w al p e ri o d is d efi n e d, f or t hos e s u bj e ct s eli gi bl e f or t he 3 r d

r a n d omis at i on , as t h e ti m e fr om 3 r d r a n d o mis ati on ( W e e k 3 2 or W e e k 4 0) u ntil e n d of L T p eri o d 
( W e e k 5 2).

S u b j e cts w h o dis c o nti n u e I P tr e at m e nt b ef or e t h e e n d of t h e st u d y  tr e at me nt p eri o d will e nt er a 
n o n- tr e at m e nt, f oll ow- u p p h as e i n w hi c h s u bj e cts will f o ll ow t heir visit s c h e d ul es wi t h m odifi e d 
ass ess m e nts u nt il st u d y c o mpl et i on.

I n a d diti on, t h er e will b e 2 p ost -st u d y visits:

(i) W e e k 5 6 ( p h o n e visit), t o ass ess A Es a n d s eri o us a d v ers e e v e nts ( S A Es). 

(ii) W e e k 1 0 4 ( offi c e vi si t), t o a s s e s s m e as ur es of  gr o wt h a n d m at uri t y, hei g ht, w ei g ht , 
A Es a n d S A Es .

A p pr o xi m at el y  2 4 3 p a e di atri c s u bj e cts a g e d 1 0 t o b el o w 1 8 y e ars of a g e will b e r a n d omis e d i n 
a 1: 1: 1 r ati o t o r e c ei v e d a p a glifl o zi n 5 m g, s a x a gli pt i n 2. 5 m g, or pl a c e b o. A p pr o xi m at el y 
8 1 s u bj e cts will b e r a n d omis e d t o e a c h tr e at me nt ar m .

R a n d o mis e d s c h e d ul es will b e g e n er at e d a n d k e pt b y t h e S p o n s or or d e si g n e e. R a n d o mis at i on
will b e str atifi e d b as e d o n b as eli n e a nt i-di a b et e s tr e at me nt r e gi m e n (st a bl e b as eli n e d os e of  
m et f or mi n [IR or X R ], a st a bl e b as eli n e d os e of i n s uli n, or a st a ble c o m bi n ati o n of  metf or m i n 
[I R or X R] a n d i ns uli n), s e x, a n d a g e (≥ 1 0 t o < 1 5 y e ars, ≥ 1 5 t o < 1 8 y e ars). E a c h s u bj e ct will b e 
a s si g n e d a u ni q u e s e q u e nti al  su bj e ct n u m b er b y t h e I nt er a cti v e W e b / V oi c e R e s p o n s e S y st e m 
(I W R S). T his s u bj e ct i d e ntifi er will b e us e d f or i d e ntifi c ati o n t hr o u g h o ut t h e st u d y a n d will n ot 
b e us e d f or a n y  ot h er p artici p a nt.

Af t er r a n d omis ati o n, it is e x p e ct e d t hat a t l e ast 5 0 % of s u bj e cts will b e o n a st a bl e b as eli n e d os e 
of  met f or mi n, wi t h or wit h o ut c o n c urr e nt i ns uli n t her a p y . At  le a st 3 0 % of  tot al  r a n d omis e d
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s u bj e cts will b e b et w e e n t he a g es of  10 a n d 1 4 y e ars a n d at l e ast o n e t hir d, b ut n o m o r e t ha n 
t wo t hi r d s, fe m al e s u bj e cts.

Aft er t he l e a d-i n p eri o d, eli gi bl e s u bj e cts wi t h Hb A 1 c of  6. 5 % t o 1 0. 5 % at  scr e e ni n g will b e 
r a n d omis e d ( D a y 1). A bli n d e d H b A 1 c ass ess m e nt will b e p erf or m e d at W e e k 1 2. At  W e e k 1 4, 
s u bj e cts will b e u p -titr atio n r a n d o mis e d t o ne w tr e at me nt assi g n m e nts , ba s e d o n t he W e e k 1 2
H b A 1 c ass ess m e nt .

T h e n e w tr e at m e nt assi g n m e nts fr o m W e e k 1 4 will b e d et er mi n e d as f o ll ow s. 

 All s u bj e cts wi t h We e k 1 2 H b A 1 c v al u es < 7 % will r e m ai n o n pr e vi o usl y  as si g n e d 
l ow- d os e r a n d omis e d tr e at m e nt (bli n d e d d a p a glifl o zi n 5 m g, or bli n d e d s a x a gli pti n 
2. 5 m g, or bli n d e d pl a c e b o) aft er t h e W e e k 1 2 ass ess m e nt. 

 S u bj e cts assi g n e d t o t h e bli n d e d d a p a gl ifl o zi n tr e at m e nt ar m at D a y 1 r a n d omis at i on
wi t h W e e k 1 2 H b A 1 c v al u es ≥ 7 % (irr es p e ctiv e of w h et h er t h e y w er e r es c u e d or n ot 
pri or t o W e e k 1 2) will b e U p -titr atio n R a n d o mis e d i n a 1: 1 r ati o t o c o nt i n u e o n t he 
l ow- d os e tr e at me nt (bli n d e d d a p a glifl o zi n 5 m g ) or u p- titr at e t o t he hi g h -d o s e 
tr e at me nt ( bli n d e d d a p a glifl o zi n 1 0 m g) aft er t h e W e e k 1 2 ass ess m e nt. 

 S u bj e cts assi g n e d t o t he bli n d e d s a x agli pt i n tr e at m e nt ar m at D a y 1 r a n d omis at i on
wi t h W e e k 1 2 H b A 1 c v al u es ≥ 7 % (irr es p e cti v e of w h et h er t h e y w er e r es c u e d or n ot
pri or t o W e e k 1 2) will b e U p -titr atio n R a n d o mis e d i n a 1: 1 r ati o t o c o nt i n u e o n t he 
l ow -d os e tr e at me nt (bli n d e d s a x a gli pt i n 2. 5 m g ) or u p- titr at e t o t he hi g h -d o s e 
tr e at me nt ( bli n d e d s a x a gli pt i n 5 m g) aft er t h e W e e k 1 2 ass ess m e nt. 

 T o m ai nt ai n t h e bli n di n g of tr e at m e nts as w ell as H b A 1 c r es ults, a ll pl a c e b o s u bj e cts 
a n d all s u bj e cts t a ki n g s a x a gli pt i n or d a p a glifl o zi n wit h a n H b A 1 c < 7 % at W e e k 1 2 
will g o t hr o u g h a d u m m y 2 n d r a n d o mis ati on pr o c e s s t hat will b e i n dist i n g uis h a bl e (for 
t he s u bj e cts a n d sit e p ers o n n el) fr o m t h e a ct u al 2 n d r a n d omis at i on.

Aft er a 2 6- w e e k, d o u bl e -bli n d, S T tr e at me nt p eri o d, t he pri m ar y effi c a c y  en d p o i nt will b e 
ass ess e d. D a p a glifl o zi n a n d, s e p ar at el y, s a x a gli pt i n, will b e c o m p ar e d a g ai nst t h e si n gl e s h ar e d 
pl a c e b o c o m p ar at or.

Aft er c o m pl et i on of  th e S T tr e at me nt p eri o d, all s u bj e cts will e nt er t he L T tr e at me nt p eri o d. 
S u bj e cts w h o ar e r e c ei vi n g b a c k gr o u n d m e di c at i on wi t h ins uli n o nl y or i ns uli n + m etf or mi n 
( a n d w h o ar e t her ef or e n ot eli gi bl e f or t he t hir d r a n d o mis ati on ) will c o nt i n u e wi t h th eir 
r a n d omis e d st u d y me di c ati o n assi g n e d af t er t he W e e k 1 2 ass ess m e nt i n t he d o u bl e -bli n d L T 
tr e at me nt p eri o d u ntil W e e k 5 2 or e arl y d is c o nti n u ati o n of  I P. 

S u bj e cts w h o ar e r e c ei vi n g b a c k gr o u n d m e di c at i on wi t h met f or mi n o nl y  will u n d er g o a t hir d 
r a n d omis at i on (r a n d o mise d wi t hdr a w al  of ba c k gr o u n d m e d i c ati on) at ei t her W e e k 3 2 or W e e k 
4 0. Eli gi bilit y f or r a n d omis e d wi t hdr a w al  fr o m ba c k gr o u n d m e d i c ati on will b e r e strict e d t o 
s u bj e cts w h o ar e r e c ei vi n g b a c k gr o u n d m e di c at i on wit h m et f or mi n o nl y, a n d w h o h a v e H b A 1 c 
< 7. 5 % at  W e e k 2 6 or W e e k 3 2 pr o vi d e d t he y  ha v e n ot i niti at e d r es c u e gl y c a e mi c c o ntr ol 
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t her a p y  or b e e n wit h dr a w n fr om st u d y dr u g. S u bj e cts w h o ar e r e c ei vi n g b a c k gr o u n d m e di c at i on 
wi t h met f or mi n o nl y, w h o d o n ot q u alif y f or t he t hir d r a n d omis at i on at W e e k 3 2 d u e t o a n 
H b A 1 c ≥ 7. 5 % at W e e k 2 6, m a y q u alif y f or t he t hir d r a n d omis ati o n at W e e k 4 0 if H b A 1 c < 
7. 5 % at W e e k 3 2. S u bj e cts w h o h a v e p ass e d W e e k 4 0 will n ot b e i n cl u d e d i n t he r a n d omis e d
wi t hdr a w al  of ba c k gr o u n d m e d i c ati on. R es c u e d s u bj e cts a n d s u bj e cts w h o dis c o nt i n u e I P will 
n ot b e eli gi bl e f or r a n d o mis e d wi t hdr a w al  of ba c k gr o u n d m e di c at i on at W e e k 3 2 or W e e k 4 0.

D uri n g t h e t hir d r a n d omis at i on:

 Eli gi bl e s u bj e cts w h o ar e r e c ei vi n g a ct i v e tr e at m e nt will b e gr o u p e d i nt o t wo s e p ar at e 
str at a f or d a p a glifl o zi n a n d s a x a g li pti n, a n d t h e n r a n d omis e d 1: 1 wit hi n e a c h str at a t o 
ei t her dis c o nt i n u e b a c k gr o u n d m e di c ati on w ith m et f or mi n or t o c o nt i n u e b a c k gr o u n d 
m e di c at i on wi t h metf or m i n. F or s u bj e ct s o n a cti v e tr e at me nt w h o ar e r a n d o mis e d t o 
wi t hdr a w b a c k gr o u n d m e di c ati o n wi t h me tfor m i n, t h os e w h o ar e c urr e ntl y r e c ei vi n g 
hi g h d os es of s a x a gli pt i n ( 5 m g) or d a p a glifl o zi n ( 1 0 m g) will c o nti n u e t o r e c ei v e t h e 
hi g h d os es, w h er e as s u bj e cts w h o ar e c urr e ntl y r e c ei vi n g l ow d os es of  sa x a gli pt i n 
( 2. 5 m g) or d a p a glifl o zi n ( 5 m g) will h a v e th eir d os es u p- titr at e d t o t he hi g h d o s e s 
(s a x a gli pti n 5 m g or d a p a glifl o zi n 1 0 m g). S u bj e cts i n t h e a cti v e tr e at m e nt ar ms w h o 
ar e r a n d o mis e d t o c o nt i n ue b a c k gr o u n d m e di c at i o n wit h m etf or mi n will  co nti n u e 
wi t h t h eir c urr e nt d os e of eit her s a x a gli pti n or d a p a glifl o zi n.

 Eli gi bl e s u bj e cts w h o ar e r e c ei vi n g pl a c e b o will b e r a n d omis e d 1: 1: 1 t o eit h er 
wi t hdr a w b a c k gr o u n d m e di c at i on w ith m et f or mi n a n d s wit c h t o a cti v e tr e at m e nt wit h 
ei t her s a x a gli pt i n 5 m g or d a p a glifl o zi n 1 0 m g or t o r e m ai n o n b a c k gr o u n d 
m e di c at i on wi t h met f or mi n a n d c o nti n u e with pl a c e b o. 

T h e st u d y  d esi g n s c h e m ati c f or s u bj e cts n ot u n d er g oi n g r a n d omis e d wi t hdr a w al  of b a c k gr o u n d 
m e di c at i on at W e e k 3 2 or W e e k 4 0 is pr es e nt e d i n  Fi g ur e 2.
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Fi g u r e 4 S u b g r o u ps f oll o wi n g t h e t hi r d r a n d o mis ati o n at W e e k 3 2 o r W e e k 4 0

a S u bj e cts w h o f ail t o q u alif y  f or t h e t hir d r a n d o mis ati o n d u e t o H b A 1 c ≥ 7. 5 % at W e e k 2 6 m a y  q u alif y at W e e k 

3 2 if H b A 1 c < 7. 5 % at W e e k 3 2.
b S u bj e cts w h o m e et t h e eli gi bilit y crit eri a at W e e k 2 6 will u n d er g o t h e t hir d r a n d o mis ati o n at W e e k 3 2, a n d 

s u bj e cts w h o m e et t h e eli gi bilit y crit eri a at W e e k 3 2 will u n d er g o t h e t hir d r a n d o mis ati o n at W e e k 4 0. S u bj e cts 

w h o h a v e p ass e d W e e k 4 0 of t h e st u d y will n ot b e eli gi bl e f or t h e t hir d r a n d o mis ati o n.

S u bj e cts w h o dis c o nt i n u e I P pri or t o t he W e e k 5 2 visit s h o uld h a v e all e arl y tr e at me nt 
di s c o nti n u at i on ( E T D) p r o c e d ur es p erf or m e d ( E T D v isit). S u bj e cts will t he n c o nt i n u e i n t he 
st u d y ac c or di n g t o t he E arl y Dis c o nt i n u e d f oll ow - u p visit s c h e d ul e, u ntil st u d y co m pl et i on.
Di s c o nti n u e d s u bj e cts will n ot b e r e pl a c e d.

S u bj e cts w h o ar e r es c u e d pri or t o t he W e e k 5 2 visit s h o ul d h a v e all  res c u e pr o c e d ur es p erf or m e d 
pri or t o t h ei r first i nta k e of  res c u e ( R es c u e v isit). S u bj e cts w h o ar e r es c u e d pri or t o W e e k 1 2 
a n d h a v e n ot dis c o nt i n u e d I P will g o t hr o u g h t he s e c o n d r a n d omis ati o n , as d es cri b e d a b o v e . 
R es c u e d s u bj e cts will c o nt i n u e i n t h e st u d y a c c or di n g t o t h eir ori gi n al visit s c h e d ul e.
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S c h e d ul es of  st u d y ass ess m e nts a n d pr o c e d ur es b y st u d y peri o d ar e pr o vi d e d i n t he A p p e n d i x
(S e cti o n 8. 1 ).

1. 3 N u m b e r of s u bj e ct s

T h e s a m pl e si z e f or t his st u d y  w as s el e ct e d t o b e c o nsist e nt wit h t h e r es e ar c h h y p ot h es es.

D a p a glifl o zi n a n d s a x a gli pt i n will b e c o m p ar e d wit h pl a c e b o s e p ar at el y. Wit hi n e a c h gr o u p of 
h y p ot h es es, m ult i pli city a dj ust m e nt  with r es p e ct t o t he c o m p aris o ns will b e m a d e u si n g a 
hi er ar c hi c al a p pr o a c h. N o c o m p ar is o ns b et w e e n d a p a glifl o zi n a n d s a x a gli pti n will  be 
p erf or m e d. 

T h e s a m pl e siz e f or t his st u d y is b as e d o n t he a bilit y t o d et e ct a 0. 7 5 % i m pr o v e m e nt o v er 
pl a c e b o f or d a p a glifl o zi n or s a x a gli pti n i n c h a n g e fr o m b as eli n e i n H b A 1 c at W e e k 2 6 ( S T) 
wi t h a p pr o xi m at el y 8 0 % p o w er f or e a c h c o m p ari s o n at a t w o -sid e d al p h a l e v el of 0. 0 5. If 2 4 3 
p a e di atri c s u bj e ct s ar e r a n d o mi se d a n d a n al y se d, a n d e a c h tr e at m e nt c o m p ar e d t o pl a c e b o at a 
2 sid e d al p h a = 0. 0 5 l ev el, t his will  pr o vid e a p pr o xi m at el y  80 % p o w er f or e a c h c o m p aris o n t o 
d et e ct a 0. 7 5 % r e d u cti o n i n H b A 1 c c h a n g e fr om b as eli n e v ers us pl a c e b o ass u mi n g a st a n d ar d 
d e vi at i on of 1. 7 %.

D a y  1 R a n d o mis ati on will b e str atifi e d b as e d o n t h e b as eli n e a nt i-di a b eti c tr e at me nt r e gi m e n 
( st a ble b as eli n e d os e of  metf or m i n [I R or X R ], a st a ble b as eli n e d os e of  ins uli n, or a st a ble 
c o m bi n at i on of m et f or mi n [I R or X R] a n d i ns uli n), s e x, a n d a g e (≥ 1 0 t o < 1 5 y e ars, ≥ 1 5 t o < 1 8
y e ars ).

T h e st a n d ar d d e vi at i on est i m at e of 1. 7 % is b as e d o n a bli n d e d r e vi e w of t h e o n g o i n g st u d y d at a.
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1. 4 Bli n di n g a n d u n bli n di n g

T h e i n v esti g at or, A Z p ers o n n el, C R O p ers o n n el, a n d s u bj e cts will r e m ai n bli n d e d t o tr e at m e nt 
all o c at i on t hr o u g h o ut t he S T + L T tr e at me nt p eri o d. T h e d at a b as e us e d f or t he a n al ysis of  th e 
S T + L T d at a will b e l o c k e d aft er all s u bj e cts h a v e c o m pl et e d t h e S T + L T tr e at me nt p eri o d of  t h e 
st u d y. T h e l oc k e d d at a b as e will b e u n bli n d e d t o t he S p o ns or a n d t he C R O st u d y t e a m f or 
r e p orti n g p ur p os es.

Aft er D a y  1, a n d for t he d ur ati o n of  th e st u d y, t h e H b A 1 c a n d t he uri n ar y gl u c o s e v al u es, 
i n cl u di n g t he uri n ar y gl u c os e: cr e ati ni n e r atio, will b e m as k e d t o t he S p o ns or a n d will n ot b e 
a v ail a bl e t o t he i n v esti g at or. I n t he e v e nt of  an H b A 1 c r e s ult > 8 . 0 % d uri n g t he L T tr e at me nt  
p eri o d ( w h e n t hes e v al u e s r e q uir e s u bj e ct r es c u e), t he i n v esti g at or will b e i nf or m e d vi a a n 
H b A 1 c al ert fr o m t h e c e ntr al l a b or at or y  but will r e m ai n bli n d e d t o t h e H b A 1 c r es ult.

F or s u bj e ct s w h o ar e r a n d omis e d t o wit hdr a w b a c k gr o u n d m etf or mi n, t h e i n v esti g at or a n d t h e 
s p o ns or m a y b e p art i all y u n bli n d e d t o t he s u bj e ct’s tr e at me nt assi g n m e nt . Gi v e n t hat  
d isc o nti n u at i on of  ba c k gr o u n d m et f or mi n will o c c ur i n a n u n bli n d e d m a n n er, all s u bj e ct s w h o  
ar e r a n d o mis e d t o wit h dr a w b a c k gr o u n d m et f or mi n will  eith er m a i ntai n or st art hi g h -d o s e 
d a p a glifl o zi n or s a x a gli pt i n as m o n ot h er a p y.

Bli n di n g is cri tic al  to t he i nte gri t y of t his cli ni c al trial. H o w e v er, i n t he e v e nt of  a me di c al 
e m er g e n c y or pr e g n a n c y, d uri n g w hi c h k n o wl e d g e of t h e i d e ntit y o f th e i n v esti g ati o n al pr o d u ct 
is cri tic al t o t h e s u bj e ct's m a n a g e m e nt, pr o c e d ur e s ar e i n pl a c e t o h a v e t h e bli n d br o k e n f or a n 
i n di vi d u al s u bj e ct. A listi n g of  all s u bj e cts w h o s e tr e at m e nt is u n bli n d e d d uri n g t he st u d y will 
b e i n cl u d e d i n t h e Cli ni c al St u d y R e p ort ( C S R). 

T h e e x c e pti o n is f or t hos e p ers o n n el a n al ysi n g t he P K d at a , t hos e a n al ysi n g di p e pt i dyl -
p e pti d as e - 4 ( D P P- 4) d at a, t he A Z S u p pl y C h ai n St u d y  Ma n a g e m e nt ( S C S M) t e a m an d t h e 
r es p o nsi bl e p ers o n n el c arr yi n g o ut t he p a c k a gi n g a n d l ab elli n g of  IPs. T h e D a y  1 R a n d o mis at i on
c o d e will b e pr o vi d e d t o e n s ur e a p pr o pri at e tr e at m e nt all o c at i on a n d t h at o nl y P K s a m pl es fr o m 
s u bj e ct s w h o w er e o n t he r el e v a nt a cti v e st u d y tr e at m e nt ar e a n al ys e d. Si mil arl y , t he D a y  1 
R a n d o mis at i on c o d e will b e pr o vi d e d t o e n s ur e a p pr o pri at e tr e at me nt all o c at i on a n d t hat o nl y 
D P P- 4 s a m pl es fr o m s u bj e ct s w h o w er e o n a cti v e st u d y tr e at m e nt ar e a n al ys e d.
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1. 5 P r ot o c ol a m e n d m e nts

T his a m e n d e d S A P is b as e d o n (R e vis e d Pr ot o c ol N u m b er 0 6 d at e d 0 7 F e br u ar y 2 0 2 2).

T a bl e 1 P r ot o c ol Hist o r y

D o c u m e nt D at e of 
iss u e

S u m m a r y of c h a n g e

Ori gi n al Pr ot o c ol 0 2- M ar - 2 0 1 6 N ot a p pli c a bl e

R e vis e d Pr ot o c ol 0 1 1 1- O ct - 2 0 1 6 S u bs e q u e nt t o r e c e nt H e alt h A ut h orit y f e e d b a c k, t h e ori gi n al 
st u d y d esi g n h as b e e n e ntir el y r e vis e d i n a c c or d a n c e wit h t h e 
U nit e d St at es F o o d a n d Dr u g A d mi nistr ati o n ( F D A) s p e cifi e d 
pr ef err e d st u d y o bj e cti v es a n d d esi g n.

R e vis e d Pr ot o c ol 0 2 0 4- A pr - 2 0 1 7 T h e pr ot o c ol h as b e e n r e vis e d t o r efl e ct t h e c ess ati o n of 
Brist ol -M y ers S q ui b b’s r ol e i n t h e st u d y a n d t h e s p e cifi e d 
pr ef err e d o bj e cti v es a n d pr o c e d ur es f oll o wi n g E ur o p e a n 
M e di ci n es A g e n c y ( E M A) a n d F D A r e vi e w.

A p ost -st u d y visit h as als o b e e n a d d e d at W e e k 1 0 4.

R e vis e d Pr ot o c ol 0 3 0 4- O ct - 2 0 1 8 B as e d o n r e c o m m e n d ati o ns pr o vi d e d b y t h e F D A, t h e 
pr ot o c ol h as b e e n r e vis e d t o r efl e ct m o difi c ati o ns i n t h e st u d y 
d esi g n, i. e., t h e a d diti o n of a r a n d o mis e d wit h dr a w al of 
b a c k gr o u n d m e di c ati o n i n a s u bs et of eli gi bl e s u bj e ct s fr o m 
t h e a cti v e tr e at m e nt ar ms, a n d r a n d o mis e d wit h dr a w al of 
b a c k gr o u n d m e di c ati o n/s wit c h t o a cti v e tr e at m e nt i n a s u bs et 
of eli gi bl e s u bj e ct s i n t h e pl a c e b o ar m.

C oll e cti o n of vit al st at us h as b e e n r e m o v e d.

R e vis e d Pr ot o c ol 0 4 2 7- J u n- 2 0 1 9 T h e pr ot o c ol h as b e e n r e vis e d t o r efl e ct m o di fi c ati o ns t o t h e 
st u d y d esi g n, i. e., t h e e xt e nsi o n of t h e s cr e e ni n g p eri o d a n d 
c h a n g e of t h e s cr e e ni n g/r et esti n g d esi g n, t h e u p d at e of s af et y 
c o n c er ns a n d m o nit ori n g of a d v ers e e v e nts of i nt er est, t h e 
r e visi o n of f asti n g bl o o d gl u c os e, gr o wt h, b o n e a n d m aturit y 
m a r k ers m e as ur e m e nts, as w ell as T a n n er st a gi n g s c h e d ul es 
i n s u bj e ct s w h o dis c o nti n u e d t h e i n v esti g ati o n al pr o d u ct 
e arl y, a n d t h e cl arifi c ati o n of i niti ati o n or u p -titr ati o n of 
i ns uli n at t h e R es c u e Visit a n d a d v ers e e v e nts/s eri o us a d v ers e 
e v e nts c ol l e cti o n u ntil st u d y c o m pl eti o n. I n a d diti o n, t h e 
c orr e cti o n of t h e i n v esti g ati o n al pr o d u ct dis p e ns ati o n 
s c h e d ul e is i n c or p or at e d, a n d s o m e c o m m o n l a n g u a g e is 
a d d e d/r e vis e d i n s e v er al s e cti o ns f or h ar m o ni s ati o n a cr oss all 
A Z cli ni c al st u d y pr ot o c ols.
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D o c u m e nt D at e of 
iss u e

S u m m a r y of c h a n g e

R e vis e d Pr ot o c ol 0 5 2 4- S e p - 2 0 2 0 T h e pr ot o c ol w as r e vis e d t o s p e cif y t h at visits s h o ul d b e 
d el a y e d t o m ai nt ai n a n i nt er v al of at l e ast 1 2 w e e ks b et w e e n 
t h e W e e k 1 4 a n d W e e k 2 6 visits a n d b et w e e n t h e t hir d 
r a n d o mis ati o n visit (f or s u bj e cts u n d er g oi n g t hir d 
r a n d o mis ati o n) a n d t h e W e e k 5 2 visit i n c as e t h e W e e k 1 4 or 
t hird r a n d o mis ati o n visit is d el a y e d. T his c h a n g e w as 
i nstit ut e d b e c a us e H b A 1 c is d eri v e d fr o m t h e a v er a g e of t h e 
bl o o d gl u c os e fl u ct u ati o n i n t h e pr e c e di n g 3 m o nt hs a n d 
t h eref or e, a p pr o xi m at el y 1 2 w e e ks of e x p os ur e t o a n e w d os e 
is n e e d e d t o d e m o nstr at e effi c a c y.

S h ort - a n d l o n g -t er m p eri o d st u d y visits c a n b e d el a y e d b y a 
m a xi m u m  of 1 1 m o nt hs i n t ot al. If t h e d ur ati o n of 
i n v esti g ati o n al pr o d u ct a d mi nistr ati o n is l o n g er t h a n 5 2 ( + 1) 
w e e ks, t h e s af et y f oll o w -u p p eri o d s h o ul d b e s h ort e n e d s u c h 
t h at t h e c o m pl et e st u d y d ur ati o n d o es n ot e x c e e d 1 0 4 w e e ks. 
T h e W e e k 1 0 4 visit s h o ul d n ot b e d el a y e d.

If m or e t h a n 1 2 w e e ks el a ps e b et w e e n t h e H b A 1 c c oll e cti o n 
at W e e k 2 6 a n d t h e t hir d r a n d o mis ati o n at W e e k 3 2, or t h e 
H b A 1 c c oll e cti o n at W e e k 3 2 a n d t h e t hir d r a n d o mis ati o n at 
W e e k 4 0, t h e s u bj e ct s h o ul d n ot g o t hr o u g h t his 
r a n d o mis ati o n as t h e H b A 1 c v al u e w o ul d n o l o n g er b e 
r eli a bl e t o as c ert ai n eli gi bilit y f or t h e t hir d r a n d o mis ati o n.

Ot h er u p d at es i n cl u d e g ui d a n c e o n c h a n g es n e e d e d t o t h e 
cli ni c al c o n d u ct d u e t o t h e c or o n a vir us dis e as e 2 0 1 9 
( C O VI D-1 9) p a n d e mi c ( e. g., s e n di n g t h e i n v esti g ati o n al 
pr o d u ct dir e ctl y t o s u bj e cts’ h o m es, h o m e visits b y st u d y sit e 
p ers o n n el/ v e n d or, all o wi n g off -sit e m o nit ori n g visits);
u p d at es t o t h e t e xt f or c o nsist e n c y wit h t h e l at est Astr a Z e n e c a 
t e m pl at e; a n d mi n or cl arifi c ati o ns.
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R e vis e d Pr ot o c ol 0 6 0 7- F e b - 2 0 2 2 T h e f oll o wi n g r e visi o ns w er e m a d e t o t h e pr ot o c ol:

T o all o w f or fl e xi bilit y i n s c h e d uli n g, t h e wi n d o w p eri o d f or 
W e e k 1 0 4 p ost -d os e visit w as m o difi e d fr o m “ ± 7 d a ys ” t o “ -
2 8 d a ys t o + 7 d a ys ” fr o m t h e ori gi n al s c h e d ul e d d at e.

B as e d o n dis c ussi o ns wit h F D A, t h e pri m ar y o bj e cti v e w as 
m o difi e d t o ass ess t h e eff e ct of all d os es a n d r e gi m e ns 
c o m bi n e d f or e a c h dr u g v ers us pl a c e b o . 

I n li n e wit h t his, t h e pri m ar y a n d s e c o n d ar y o bj e cti v es w er e 
r e or d er e d a n d u p d at e d. T h e r e or d eri n g w as d o n e t o m a k e 
o v er all a n al ysis ( all d os es f or e a c h tr e at m e nt) as t h e pri m ar y 
o bj e cti v e. 

T h e pri m ar y o bj e cti v e w as u p d at e d as f oll o ws: 

T o d et er mi n e if t h ere will b e a gr e at er m e a n r e d u cti o n fr o m 
b as eli n e i n H b A 1 c a c hi e v e d aft er 2 6 w e e ks of or al d o u bl e 
bli n d a d d -o n t h er a p y of d a p a glifl o zi n ( 5 m g or 1 0 m g [ all 
d os es a n d r e gi m e ns c o m bi n e d]) or s a x a gli pti n ( 2. 5 m g or 5 
m g [ all d os es a n d r e gi m e ns c o m bi n e d]) c o m p ar e d wit h 
pl a c e b o.

T h e s e c o n d ar y o bj e cti v es w er e u p d at e d t o f oll o w t h e 
or d er/ hi er ar c h y of o v er all, f oll o w e d b y l o w -d os e/ hi g h -d os e 
r e gi m e n t esti n g, f oll o w e d b y l o w-d os e r e gi m e n t esti n g.

C orr es p o n di n g t o t h e c h a n g e i n pri m ar y o bj e cti v e, t h e 
pri m ar y a n al ysis w as u p d at e d as:

T h e pri m ar y effi c a c y a n al ysis will b e p erf or m e d usi n g a n 
a n al ysis of c o v ari a n c e ( A N C O V A). 

Ot h er k e y c h a n g es i n cl u d e:

B as e d o n dis c ussi o ns wit h t h e F D A, t h e a n al ys es w er e 
u p d at e d t o us e a f ull al p h a of 0. 0 5 t o t est e a c h dr u g v ers u s 
pl a c e b o r at h er t h a n c urr e nt s plit i nt o 0. 0 2 5.

U p d at e d t e xt:

“ F or e a c h dr u g, t h e c o m p aris o n vs pl a c e b o will b e t est e d at a 
2 si d e d al p h a l e v el of 0. 0 5. ”

F or p o w er a n al ysis, t h e ass u m pti o n of a n eff e ct si z e of 0. 7 5 % 
r at h er t h a n 0. 5 % w as us e d. A c c or di n gl y sa m pl e si z e s e cti o n 
w as u p d at e d t o i n cl u d e t h e f oll o wi n g c h a n g es: 

T e xt d el et e d: 

T h e B o nf err o ni m et h o d t o c o ntr ol t h e t y p e 1 err or r at e a cr oss 
t w o c o m p aris o ns wit h r es p e ct t o t h e t w o gr o u ps of r es e ar c h 
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D o c u m e nt D at e of 
iss u e

S u m m a r y of c h a n g e

h y p ot h es es ( d a p a glifl o zi n vs pl a c e b o a n d s a x a gli pti n vs  
pl a c e b o) will b e us e d.

Ass u mi n g a st a n d ar d d e vi ati o n of 0. 9 % f or c h a n g e fr o m 
b as eli n e H b A 1 c at W e e k 2 6, a n d 5 0 % of s u bj e cts will 
u n d er g o t h e s e c o n d r a n d o mi z ati o n, a t ot al of 2 3 7 p e di atri c 
s u bj e cts will b e r a n d o mi z e d i n a 1: 1: 1 r ati o t o r e c ei v e 
d a p a glifl o zi n 5 m g ( 7 9 s u bj e cts), s a x a gli pti n 2. 5 m g ( 7 9 
s u bj e cts), or pl a c e b o ( 7 9 s u bj e cts) r es p e cti v el y. Ass u mi n g 
t h at 2 % of s u bj e cts d o n ot h a v e a pri m ar y e n d p oi nt, a t ot al of 
a p pr o xi m at el y 2 4 3  s u bj e cts will b e r a n d o mi z e d.

R e vis e d t e xt i n cl u d e d:

“If 2 4 3 p e di at ri c s u bj e cts ar e r a n d o mi z e d a n d a n al y z e d, a n d 
e a c h tr e at m e nt c o m p ar e d t o pl a c e b o at a 2 -si d e d al p h a = 0. 0 5 
l e v el, t his will pr o vi d e a p pr o xi m at el y 8 0 % p o w er f or e a c h 
c o m p aris o n t o d et e ct a 0. 7 5 % r e d u cti o n i n H b A 1 c c h a n g e 
fr o m b as eli n e ass u mi n g a st a n d ar d d e viati o n of 1. 7 %. ”

T e xt d el et e d: 

T h e a nti ci p at e d diff er e n c e of 0. 5 % b et w e e n e a c h st u d y dr u g 
(s a x a gli pti n a n d d a p a glifl o zi n)  a n d pl a c e b o us e d i n s a m pl e 
si z e esti m ati o n is c o nsist e nt wit h esti m at es t h at w er e o bt ai n e d 
i n a d ult cli ni c al tri als wit h s a x a gli pti n or d a p a glifl o zi n as a d d-
o n t o a nti -di a b eti c m e di c ati o n w h er e t h e pri m ar y e n d p oi nt 
w as i m pr o v e m e nt i n H b A 1 c aft er 2 4 w e e ks tr e at m e nt.

T h e st a n d ar d d e vi ati o n esti m at e of 0. 9 % is c o nsist e nt wit h 
esti m at es o bt ai n e d i n t h es e a d ult st u di es as w ell as wit h 
p u bli s h e d esti m at es fr o m p e di atri c tri als of ot h er a nti -di a b eti c 
m e di c ati o ns.

R e vis e d t e xt i n cl u d e d:

“ T h e st a n d ar d d e vi ati o n esti m at e of 1. 7 % is b as e d o n a 
bli n d e d r e vi e w of t h e o n g oi n g st u d y d at a. ”

Ot h er u p d at es t o t h e t e xt f or c o nsist e n c y a n d mi n or 
cl arifi c ati o ns.

N o pr ot o c ol a m e n d m e nts or a d mi nistr ati v e l ett ers t h at m a y aff e ct t h e S A P h a v e b e e n pr o c ess e d 

b e y o n d Pr ot o c ol  v ersi o n 0 6 o n w hi c h t his S A P is b as e d o n.
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1. 6 Ti mi n g of a n al y s e s a n d r e p o rti n g

T h er e will b e 2 d at a b as e l o c k p oi nts. 

1. A n al ysis of  d at a fr o m t he S T tr e at me nt p eri o d , t he c o m bi n e d S T + L T tr e at me nt p eri o d 
( a t ot al of 5 2 w e e ks) a n d i n cl u di n g t h e n o n- tr e at me nt f oll ow- u p visit at W e e k 5 6 will b e 
p erf or m e d af t er all s u bj e cts h a v e c o m p l et e d or h a v e b e e n dis c o nt i n u e d fr om t he st u d y
(in cl u di n g c o m p l eti on of n o n -tr e at me nt f o ll ow- u p aft er t h e l ast d os e, w h er e a p pli c a bl e) . 

2. A n al ysis of  dat a fr o m t he a d di tio n al 4 8- w e e k f oll o w-u p p eri o d t o ass ess m e as ur es of  
gr o wt h o v er ti m e will b e p erf or m e d af t er all  su bj e cts h a v e c o m p l et e d or h a v e b e e n 
di s c o nti n u e d fr o m t hi s p erio d ( a t ot al  of 1 0 4 w e e ks).

1. 7 D at a m o nit o ri n g c o m mitt e es

A n i n d e p e n d e nt D at a M o nit ori n g C o m mitt e e ( D M C) c o m pris e d of  P a e di atri c a n d E n d o cri n e 
t her a p e uti c ar e a s p e ci alists a n d st ati st i ci a ns will b e f or m e d a n d will c o n v e n e o n a r e g ul ar b a si s 
t o r e vi e w trial d at a. T h e D M C will b e r es p o nsi bl e f or s af e g u ar di n g t h e i nt er ests of t h e s u bj e cts 
i n t he trial b y ass essi n g t he s af et y an d effi c a c y of t he i nter v e nt i ons d uri n g t he trial, a n d f or 
r e vi e wi n g t he o v er all c o n d u ct of  th e cli ni c al trial. T h e D M C will pr o vi d e r e c o m m e n d ati on s 
a b o ut st o p pi n g or c o n ti n ui n g t h e trial  a nd will  be g o v er n e d b y  a s e p ar at e D M C C h art er.

1. 8 A dj u di c ati o n c o m mitt e e s

1. 8. 1 C a r di o v as c ul a r a dj u di c ati o n c o m mitt e e

A n i n d e p e n d e nt C ar di o v as c ul ar A d j u di c ati on C o m mitt e e, bli n d e d t o t he tre at m e nt of  th e 
s u bj e cts, will a dj u di c at e all p ot e nti al e v e nts of c o n g esti v e h e art f ail ur e r e q uiri n g h o s pi t ali s atio n
(s e e st u d y pr ot o c ol for m or e d et ails).

A s e p ar at e A d j u di c ati on C h art er will d efi n e a n d d es cri b e t he pr o c e d ur e f or t he h a n dli n g, 
r e p orti n g a n d cl assifi c at i on of t h es e e v e nts.

1. 8. 2 H e p ati c a dj u di c ati o n c o m mitt e e

A n i n d e p e n d e nt H e p ati c A dj u di c ati o n C om mitt e e, bli n d e d t o t h e tr e at m e nt of t h e s u bj e cts, will 
d et er mi n e t he pr o b a bilit y t hat dr u g -i n d u c e d li v er i nj ur y ( DI LI) is t he c a us e of  li v er-r el at e d 
a b n or m ali ties, i n cl u di n g b ut n ot li mit e d t o, h e p ati c dis or d ers l e a di n g t o d e at h, a n d li v er 
l a b or at or y ab n or m alit i es s u c h as el e v at e d As p art at e a mi n otr a nsf er as e (A S T ) a n d/ or Al a ni n e 
a mi n otr a nsf er as e ( A L T ) wi t h or wit ho ut t ot al  bilir u bi n ( T B) el e v at i ons (s e e st u d y pr ot o c ol for 
m o r e d et ails).

A s e p ar at e A d j u di c ati on C h art er will d efi n e a n d d es cri b e t he pr o c e d ur e f or t he h a n dli n g, 
r e p orti n g a n d cl assifi c ati on of t h es e e v e nts.
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1. 8. 3 Di a b eti c K et o a ci d osis ( D K A) a dj u di c ati o n c o m mitt e e

A n i n d e p e n d e nt D K A A d j u di c ati on C o m m itt e e, bli n d e d t o t he tr e at me nt of  th e s u bj e cts, will 
a dj u di c at e all p ot e nti al e v e nts of D K A.

A s e p ar at e A d j u di c ati on C h art er will d efi n e a n d d es cri b e t he pr o c e d ur e f or t he h a n dli n g, 
r e p orti n g a n d cl assifi c ati on of t h es e e v e nts.

2. A N A L Y S I S S E T S

2. 1 T r e at m e nt g r o u ps

T h e “ as r a n d omis e d ” tr e at m e nt gr o u p i s d efi n e d a s t h e tr e at me nt gr o u p t o w hi c h a s u bj e ct w a s 

r a n d omis e d at t h e st art of t h e d o u bl e -bli n d tr e at m e nt p eri o d ( e v e n if t h e tr e at m e nt t h e y r e c ei v e d 

w as diff er e nt).

T h e “ as tr e at e d ” tr e at m e nt gr o u p is t h e s a m e as t h e “ as r a n d omis e d ” tr e at m e nt gr o u p, e x c e pt i n 

c as es w h er e i nf or m ati on w as a v ail a bl e w hi c h i n di c at e d t hat a s u bj e ct r e c ei v e d a diff er e nt 

tr e at me nt f or t h e e nt ire c o urs e of t h eir p arti ci p at i on i n t h e st u d y ( or p eri o d). I n t his c as e, t h e “ as 

tr e at e d ” tr e at me nt gr o u p is s et t o t h e tr e at me nt t h e s u bj e ct a ct u all y r e c ei v e d. I n c as e a s u bj e ct 

n e v er r e c ei v e d t he tr e at me nt as assi g n e d b y r a n d o mi s atio n , t he n t he “ as t r e at e d ” tr e at me nt gr o u p 

is t h e first tr e at m e nt r e c ei ve d.

2. 2 D efi niti o n of a n al y si s s ets

2. 2. 1 E n r oll e d S u bj e cts D at a S et

T h e E nr oll e d S u bj e cts D at a S et will c o nsist of all s u bj e cts w h o si g n i nf or m e d c o ns e nt.

2. 2. 2 R a n d o mis e d S u bj e cts D at a S et

T h e R a n d o mis e d S u bj e ct s D at a S et  is t he pri m ar y  effi c a c y dat a s et a n d will c o nsist of all
r a n d omis e d s u bj e cts w h o r e c ei v e at l e ast o n e d os e of  st u d y me di c at i on d uri n g t he tr e at me nt  
p eri o d. T hi s is als o k n o w n as t he I nt e nt-t o-Tr e at (I T T) p o p ul at i on. I n a n al ys es of  th e 
R a n d o mis e d S u bj e cts D at a S et , s u bj e cts will g e n er all y  b e pr es e nt e d i n t he tr e at me nt gr o u p t o 
w hi c h t h e y w er e r a n d omis e d at t h e st art of t h e S T tr e at m e nt p eri o d ( e v e n if t he tr e at m e nt t h e y 
r e c ei v e d is diff er e nt).

2. 2. 3 U p -tit r ati o n R a n d o mis e d S u bj e cts D at a S et

T h e U p -titr atio n R a n d o mis e d S u bj e cts D at a S et will c o nsist of t h e s u bs e t of  r a n d omis e d s u bj e ct s 
w h o ar e U p -titr atio n R a n d o mis e d b e c a us e t h eir H b A 1 c is gr e at er t h a n or e q u al  t o 7% at W e e k 
1 2 (r e g ar dl ess of  r es c u e m e d i c ati on i niti ati on) . T his d at a s et will b e us e d f or effi c a c y a n al ysis 
c o m p ari n g l ow -d os e a n d hi g h -d os e tr e at me nt r e gi m e ns i n s u bj e ct s w h o d o n ot a c hi e v e 
gl y c a e mi c c o ntr ol  (H b A 1 c < 7 %) at W e e k 1 2. I n a n al ys es of  th e U p -titr atio n R a n d o mis e d
S u bj e cts D at a S et, s u bj e cts will b e pr es e nt e d i n t he tr e at me nt gr o u p t o w hi c h t he y  wer e 
r a n d omis e d at t h e s e c o n d r a n d omis at i on.
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2. 2. 4 E v al u a bl e S u bj e cts D at a S et

T h e E v al u a bl e S u bj e ct s Dat a S et will b e a s u bs et of t h e R a n d o mis e d S u bj e cts D at a S et . All d at a 
p oi nt s aft er a r el e v a nt pr ot o c ol  d e vi ati on will b e e x cl u d e d fr om t his d at as et. R el e v a nt pr ot o c ol 
d e vi at i ons ( R P Ds) ar e d efi n e d as d e v i ati ons t hat c o ul d p ot e nti all y  aff e ct t h e i nter pr et a bilit y of  
t he st u d y r e s ult s ( as d es cri b e d i n T a bl e 2 a n d  T a bl e 3) . All d e ci si o n s t o e x cl u d e s u bj e cts fr om 
t he R a n d o mis e d S u bj e cts D at a S et t o for m  t he E v al u a bl e S u bj e ct s D at a S et will b e m a d e pri or 
t o t h e u n bli n di n g of t h e st u d y. T h e s et of s u bj e ct s wit hi n t hi s d at a s et i s al s o k n o w n a s t h e P er -
Pr ot o c ol  po p ul ati o n. T his d at as et will b e us e d f or s e nsit i vity a n al ysis of  th e pri m ar y effi c a c y 
e n d p oi nt if gr e at er t h a n 1 0 % of s u bj e cts i n a n y tr e at m e nt gr o u p i n cl u d e d i n t he pri m ar y a n al ysis 
(o v er all d a p a glifl o zi n or o v er all s a x a gli pt i n, a n d all  pla c e b o s u bj e cts) h a v e R P Ds. I n a n al ys es 
of  t he E v al u a bl e S u bj e ct s D at a S et, s u bj e ct s will b e pr es e nt e d i n t he tr e at m e nt gr o u p t o w hi c h 
t he y  w er e r a n d omis e d at t h e st art of t h e S T tr e at m e nt p eri o d.

2. 2. 5 T r e at e d S u bj e cts D at a S et

T h e Tr e at e d S u bj e ct s Dat a S et ( als o k n o w n as S af et y  An al ysis D at a S et) is t he pri m ar y s afet y 
d at as et a n d will c o nsist of  all s u bj e cts w h o r e c ei v e at l e ast o n e d os e of  st u d y me di c at i on. I n 
a n al ys es of  t he Tr e at e d S u bj e cts D at a S et , s u bj e cts will g e n er all y b e pr es e nt e d b y r a n d o mis e d
tr e at me nt gr o u p, e x c e pt if i nf or m at i on i n di c at es t h at a s u bj e ct r e c ei v e d a diff er e nt tr e at m e nt f or 
t he e nt ire c o ur s e of  t hei r p arti ci p at i on i n t he st u d y ( or p eri o d) . I n t his c as e, t he s af et y d at a f or 
s u c h a s u bj e ct will b e pr es e nt e d b y t h e fir st tr e at me nt a ct u all y r e c ei v e d. E x c e pt i on s t o t hi s will 
b e m a d e f or s o m e a n al ys es of  th e eff e cts of  mo n ot h er a p y  or r a n d o mis e d wi t hdr a w al o f  
m et f or mi n.

2. 2. 6 R a n d o mis e d Wit h d r a w al S u bj e cts D at a S et

T h e R a n d o mis e d Wit h dr a w al S u bj e cts D at a S et will b e a s u bs et of  th e R a n d o mis e d S u bj e ct  
D at a S et a n d will c o n si st of  all s u bj e ct s b el o n gi n g t o t he m et f or mi n r a n d o mis ati on str at a of 
b a c k gr o u n d m e di c at i on w h o will b e r e-r a n d omis e d at W e e k 3 2 or W e e k 4 0 ( as d es cri b e d i n 
S e cti o n 1. 2 ). T his d at a s et will b e us e d t o a n al ys e effi c a c y a n d s af et y d uri n g t he r a n d o mis e d
wi t hdr a w al  p erio d usi n g t h e tr e at m e nt a s si g n m e nt fr o m  t h e t hir d r a n d omis at i on.

2. 2. 7 P h a r m a c o ki n eti c ( P K) A n al ysis D at a S et

T h e P K A n al ysis D at a S et will b e us e d f or all P K a n al ys es a n d will c o nsist of all s u bj e cts w h o 
r e c ei v e at l ea st o n e d os e of st u d y me di c at i on ( d a p a glifl o zi n or s a x a gli pt i n) a n d h a v e at l e ast 1 
P K s a m pl e c o ll e ct e d. T h e P K d at a will b e pr es e nt e d usi n g t he hi g h est tr e at me nt a ct u all y 
r e c ei v e d d uri n g t h e S T p eri o d ( as d es cri b e d i n S e cti on  2. 1 ).

2. 3 Vi ol ati o n s a n d d e vi ati o ns

S u bj e cts w h o d e vi at e fr o m pr ot o c ol c o n dit i ons ( e. g. , i m p ort a nt i n cl usi on/ e x cl usi o n cr iteri a) will 
b e r e p ort e d as h a vi n g i m p ort a nt pr ot o c ol d e vi at i ons . A list of  Im p ort a nt pr ot o c ol d e vi at i ons is 
pr o vi d e d i n  T a bl e 4.

I mp ort a nt pr ot o c ol  d e vi ati on s ar e i d e nt ifi e d i n t h e sit e d e vi ati on l ogs a n d ar e c at e g ori s e d u si n g 
t he Pr ot o c ol d e vi at i on g ui d a n c e d o c u m e nt.
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I mp ort a nt pr ot o c ol d e vi at i ons t hat ar e d et er mi n e d t o aff e ct t he pri m ar y effi c a c y  re s ul t s ar e 
d e e m e d R P D s . T h e R P Ds f or t his st u d y ar e list e d i n T a bl e 2 a n d  T a bl e 3.

A s e nsit i vity a n al ysis o f th e pri m ar y effi c a c y e n d p oi nt will b e c o n d u ct e d if gr e at er t h a n 1 0 % of 
s u bj e cts i n cl u d e d i n t he pri m ar y  an al ysis (o v er all  da p a glifl o zi n or o v er all s a x a gli pt i n, a n d all 
pl a c e b o s u bj e cts) h a v e R P Ds d uri n g t h e S T p eri o d. T hi s a p pli es f or d a p a glifl o zi n or s a x a gli pt i n 
s e p ar at el y. T his s e n sitivi t y an al ysis wil l e x cl u d e d at a fr o m s u bj e cts wi t h RP Ds d uri n g t he S T 
p eri o d . T h er e will b e n o d at a e x cl usi o ns f or i m p ort a nt pr ot o c ol d e vi ati ons n ot d e e m e d R P Ds.

S u bj e cts h a vi n g R P Ds will b e s u m m aris e d b y t r e at m e nt gr o u p a n d o v er all f or t he S T a n d S T + L T 
p eri o d , a n d a listi n g b y s u bj e ct will b e pr o vi d e d f or t he S T + L T p eri o d . S u bj e cts wi t h ot her 
i m p ort a nt ( e x cl u di n g r ele v a nt) pr ot o c ol d e vi at i on s will b e s u m m aris e d f or t h e S T a n d S T + L T 
p eri o d a n d list e d f or t he S T + L T p eri o d s e p ar at e l y. A n y s u bj e ct wi t h bot h  rel e v a nt a n d o t her 
i m p ort a nt ( e x cl u di n g r ele v a nt) pr ot o c ol d e vi at i ons will a p p e ar i n b ot h listi n gs. A n y pr ot o c ol 
d e vi at i ons wit h a st art d at e pri or t o D a y  1 will b e pr es e nt e d f or t h e S T p eri o d.

Di s allo w e d c o n c o mit a nt m e di c at i ons ar e s p e cifi e d i n t h e pr ot o c ol a n d will b e c o nfir m e d b y t h e 
st u d y p h ysi ci a n. T h e c urr e nt A T C c o d es c orr es p o n di n g t o t h e s e m e di c at i ons will b e pr o vi d e d 
b y a m e di c all y q u alifi e d e x p ert pri or t o u n bli n di n g a n d d at a b as e l o c k/fr e e z e. 

T a bl e 2 List of r el e v a nt p r ot o c ol d e vi ati o n s d u ri n g t h e S T p e ri o d

N u m b e r R P D c rit e ri a E x cl usi o n L e v el

1 R a n d o mis e d S u bj e cts wit h o ut T 2 D M or wit h c e ntr al 
l a b or at or y H b A 1 c o bt ai n e d at e nr ol m e nt n ot wit hi n ± 
0. 2 % of t h e pr ot o c ol -s p e cifi c H b A 1 c r a n g e

C o m pl et e e x cl usi o n

2 R a n d o mis e d S u bj e cts n ot s atisf yi n g t h e t ar g et p o p ul ati o n 
b as eli n e a nti h y p er gl y c e mi c t h er a p y r e q uir e m e nt
(m etf or mi n [I R or X R], or i ns uli n, or m etf or mi n [I R or 
X R] pl us i ns uli n )

C o m pl et e e x cl usi o n

3 R a n d o mis e d S u bj e cts wit h r a n d o mis ati o n str at a err or –
a g e, s e x , b a c k gr o u n d m e di c ati o n

C o m pl et e e x cl usi o n

4 R a n d o mis e d S u bj e cts w h o us e d a nti h y p er gl y c e mi c 
m e di c ati o n ( ot h er t h a n pr ot o c ol all o w e d m e di c ati o n) f or 7 
or m or e c o ns e c uti v e d a ys d uri n g t h e S T p eri o d

P arti al e x cl usi o n
( All effi c a c y d at a st arti n g 
wit h t h e 7t h d a y of 
a d mi nistr ati o n 
n o n- pr ot o c ol r e q uir e d 
a nti h y p er gl y c e mi c 
m e di c ati o n will b e 
e x cl u d e d)
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N u m b e r R P D c rit e ri a E x cl usi o n L e v el

5 R a n d o mis e d S u bj e cts w h o w er e tr e at e d wit h a n y s yst e mi c 
c orti c ost er oi d t h er a p y f or ≥ 5 c o ns e c uti v e d a ys i niti at e d or 
c h a n g e d d uri n g S T p eri o d, or wit hi n 5 d a ys pri or t o 
r a n d o mis ati o n

P arti al e x cl usi o n
( All effi c a c y d at a st arti n g 
wit h t h e 5t h d a y of 
s yst e mi c c orti c ost er oi d 
t h er a p y will b e e x cl u d e d)

6 R a n d o mis e d s u bj e cts w h os e b a c k gr o u n d M etf or mi n d os e 
w as n ot st a bl e a n d/ or b a c k gr o u n d I ns uli n d os e i n cr e as es 
or d e cr e as es 2 0 % or m or e a b o v e b as eli n e d os e a n d/ or 
t h ere is a g a p of gr e at er t h a n 1 4 d a ys of b a c k gr o u n d 
M etf or mi n or I ns uli n d uri n g t h e S T tr e at m e nt p eri o d

P arti al e x cl usi o n

( All effi c a c y d at a st arti n g 
wit h t h e d at e b a c k gr o u n d 
M etf or mi n d os e c h a n g e d 
or b a c k gr o u n d I ns uli n d os e 
i n cre as e d / d ecr e as e d ≥ 2 0 %
or 1 5 t h d a y of g a p i n 
b a c k gr o u n d m e di c ati o n )

7 R a n d o mis e d s u bj e cts wit h tr e at m e nt c o m pli a n c e < 8 0 % or 
> 1 2 0 % d uri n g t h e S T tr e at m e nt p e ri o d

C o m pl et e e x cl usi o n

8 R a n d o mis e d S u bj e cts w h o r e c ei v e n o d o u bl e -bli n d 
m e di c ati o n f or 1 4 or m or e c o ns e c uti v e d a ys d uri n g t h e S T
tr e at m e nt p e ri o d

P arti al e x cl usi o n 

( All effi c a c y d at a st arti n g 
wit h t h e 1 4t h d a y of 
i nt err u pti o n will b e 
e x cl u d e d)

9 R a n d o mis e d s u bj e cts w h o r e c ei v e d i n c orr e ct st u d y 
m e di c ati o n f or 1 4 or m or e c o ns e c uti v e d a ys d uri n g t h e S T
tr e at m e nt p e ri o d

P arti al e x cl usi o n 

( All effi c a c y d at a st arti n g 
wit h t h e 1 4t h d a y of 
i n c orr e ct st u d y m e di c ati o n 
will b e e x cl u d e d)

1 0 A b n or m a l fr e e t hyr o xi n e v al u es at e nr ol m e nt C o m pl et e e x cl usi o n

1 1 Hist or y of h e m o gl o bi n o p at h y, wit h t h e e x c e pti o n of si c kl e 
c ell tr ait or t h al ass e mi a mi n or; or c hr o ni c or r e c urr e nt 
h a e m ol ysis

C o m pl et e e x cl usi o n
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T a bl e 3 List of r el e v a nt p r ot o c ol d e vi ati o ns d u ri n g t h e S T + L T p e ri o d

N u m b e r R P D c rit e ri a E x cl usi o n L e v el

1 2 R a n d o mis e d S u bj e cts w h o us e d a nti h y p er gl y c e mi c 
m e di c ati o n ( ot h er t h a n pr ot o c ol all o w e d m e di c ati o n) f or 7 
or m or e c o ns e c uti v e d a ys d uri n g t h e S T + L T tr e at m e nt 
p eri o d

P arti al e x cl usi o n
( All effi c a c y d at a st arti n g 
wit h t h e 7t h d a y of 
a d mi nistr ati o n 
n o n- pr ot o c ol r e q uir e d
a nti h y p er gl y c e mi c 
m e di c ati o n will b e 
e x cl u d e d)

1 3 R a n d o mis e d S u bj e cts w h o w er e tr e at e d wit h a n y s yst e mi c 
c orti c ost er oi d t h er a p y f or ≥ 5 c o ns e c uti v e d a ys i niti at e d or 
c h a n g e d d uri n g S T + L T tr e at m e nt p eri o d, or wit hi n 5 d a ys 
pri or t o r a n d o mis ati o n

P arti al e x cl usi o n
( All effi c a c y d at a st arti n g 
wit h t h e 5t h d a y of 
s yst e mi c c orti c ost er oi d 
t h er a p y will b e e x cl u d e d)

1 4 R a n d o mis e d s u bj e cts w h os e b a c k gr o u n d M etf or mi n d os e 
w as n ot st a bl e a n d/ or b a c k gr o u n d I ns uli n d os e i n cr e as es
or d e cr e as es 2 0 % or m or e a b o v e b as eli n e d os e a n d/ or 
t h ere is a g a p of gr e at er t h a n 1 4 d a ys of b a c k gr o u n d 
M etf or mi n or I ns uli n d uri n g t h e S T + L T tr e at m e nt p eri o d

P arti al e x cl usi o n

( All effi c a c y d at a st arti n g 
wit h t h e d at e b a c k gr o u n d 
M etf or mi n d os e c h a n g e d 
or b a c k gr o u n d I ns uli n d os e 
i n cre as e d / d ecr e as e d ≥ 2 0 %
or 1 5 t h d a y of g a p i n 
b a c k gr o u n d m e di c ati o n )

1 5 R a n d o mis e d s u bj e cts wit h tr e at m e nt c o m pli a n c e < 8 0 % or 
> 1 2 0 % d uri n g t h e S T + L T tr e at m e nt p e ri o d

C o m pl et e e x cl usi o n

1 6 R a n d o mis e d S u bj e cts w h o r e c ei v e n o d o u bl e -bli n d 
m e di c ati o n f or 1 4 or m or e c o ns e c uti v e d a ys d uri n g t h e 
S T + L T tr e at m e nt p eri o d

P arti al e x cl usi o n 

( All effi c a c y d at a st arti n g 
wit h t h e 1 4t h d a y of 
i nt err u pti o n will b e 
e x cl u d e d)

1 7 R a n d o mis e d s u bj e cts w h o r e c ei v e d i n c or r ect st u d y 
m e di c ati o n f or 1 4 or m or e c o ns e c uti v e d a ys d uri n g t h e 
S T + L T tr e at m e nt p eri o d

P arti al e x cl usi o n 

( All effi c a c y d at a st arti n g 
wit h t h e 1 4t h d a y of 
i n c orr e ct st u d y m e di c ati o n 
will b e e x cl u d e d)

T a bl e 4 List of I m p o rt a nt P r ot o c ol D e vi ati o ns

N u m b e r I m p o rt a nt p r ot o c ol d e vi ati o n c rit e ri a

0 1 I n cl usi o n Crit eri a

0 2 E x cl usi o n Crit eri a
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N u m b e r I m p o rt a nt p r ot o c ol d e vi ati o n c rit e ri a

0 3 St u d y Dr u g

0 4 Ass ess m e nt S af et y

0 5 L a b/ E n d p oi nt D at a 

0 6 Visit Wi n d o w

0 7 I nf or m e d C o ns e nt

0 8 Pr o hi bit e d C o -M e di c ati o n

0 9 O v er d os e/ Mis us e

1 0 Ot h er ( di ar y c o m pl eti o n, sit e st aff q u alifi c ati o ns, s af et y r e p orts et c. )

3.  E N D P O I N T S

3. 1 P ri m a r y effi c a c y e n d p oi nts

T h e pri m ar y  effi c a c y e n d p o i nt f or a n al ysis is t he c h a n g e fro m  b as eli n e i n H b A 1 c at W e e k 2 6 
of  t h e S T p eri o d. A n al ysis of H b A 1 c will b e p erf or m e d o nl y i n c o n v e nti o n al  ( U S) u nits ( %).

H b A 1 c will  be ass ess e d at t he ti m e p oi nts s h o w n i n t he A p p e n di x ( S e ctio n 8. 1 ), a n d at  n o n-
tr e at me nt / u ns c h e d ul e d visits (if a p pli c a bl e), b as e d o n a si n gl e c e ntr al  la b or at or y  test at e a c h 
ti m e p oi nt. F o r t he pri m ar y a n al ysis , missi n g H b A 1 c at W e e k 2 6 will b e i m p ut e d b as e d o n 
m ult ipl e i m p ut ati o n ( as d es cri b e d i n S e cti o n 4. 1. 1 2 ).

3. 2 S e c o n d a r y effi c a c y e n d p oi nts

T h e s e c o n d ar y  effi c a c y e n d p o i nts ar e:

 C h a n g e fr o m b as e li n e i n F P G at W e e k 2 6 .

C e ntr al  la b or at or y  me as ur e m e nts of F P G will b e us e d f or t h e a n al ysis a n d will b e r estri ct e d 
t o m e as ur e m e nts o bt ai n e d i n t h e f ast i n g st at e. F asti n g pl as m a gl u c os e will b e ass ess e d at t h e 
ti m e p oi nts s h o w n i n A p p e n di x ( S e cti on 8. 1 ) a n d at n o n- tr e at me nt / u ns c h e d ul e d visit s (if 
a p pli c a bl e), b as e d o n a si n gl e c e ntr al  la b or at or y t e st at  ea c h ti m e p oi nt . F or s e c o n d ar y
a n al ys es, m ult i pl e i m p ut ati o n will b e us e d t o im p ut e mi ssi n g F P G v al u es f or W e e k 2 6 ( as 
d es cri b e d i n S e cti o n  4. 1. 1 2 ).

 P er c e nt a g e of  s u bj e cts wi t h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a H b A 1 c l e v el < 7 % at W e e k
2 6.

3. 3 E x pl o r at o r y effi c a c y e n d p oi nts

T h e f o ll owi n g e x pl or at or y  effi c a c y  e nd p oi nt s ar e d efi n e d f or t h e st u d y :
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3. 3. 1 E x pl o r at o r y effi c a c y e n d p oi nts f o r s h o rt t e r m ass ess m e nt of d a p a glifl o zi n a n d 
s a x a gli pti n

 P er c e nt a g e of  su bj e cts w h o r e q uir e gl y c a e mi c r es c u e m e d i c atio n or dis c o nt i n u e t he st u d y 
m e di c at i on d u e t o l a c k of effi c a c y  d uri n g t he 2 6 -w e e k tr e at m e nt p eri o d .

 Ti m e t o i niti ati on of  gl y c a e mi c r es c u e m e d i c ati on or dis c o nt i n u ati on of  st u d y me di c at i on 
d u e t o l a c k of effi c a c y  d uri n g t h e 2 6-w e e k tr e at m e n t p erio d .

3. 3. 2 E x pl o r at o r y effi c a c y e n d p oi nts f o r s h o rt t e r m pl us l o n g-t e r m ass ess m e nt of 
d a p a glifl o zi n a n d s a x a gli pti n

 C h a n g e fr o m b as eli n e i n H b A 1 c at W e e k 5 2 .

 C h a n g e fr o m b as eli n e i n F P G at W e e k 5 2 .

 P er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a H b A 1 c l ev el < 7 % at  
W e e k 5 2.

 Ti m e t o i niti ati on of  gl y c a e mi c r es c u e m e d i c ati on or dis c o nt i n u ati on of  st u d y me di c at i on 
d u e t o l a c k of effi c a c y  d uri n g t h e 5 2-w e e k tr e at m e nt p eri o d .

3. 3. 3 E x pl o r at o r y effi c a c y e n d p oi nts f o r m o n ot h e r a p y ass ess m e nt of d a p a glifl o zi n
a n d s a x a gli pti n

 C h a n g e fr o m with dr a w al b as eli n e i n H b A 1 c d uri n g t h e r a n d omis e d wi t hdr a w al  p erio d .

 C h a n g e fr o m with dr a w al b as eli n e i n F P G d uri n g t h e r a n d o mis e d wi t hdr a w al p eri o d .

 P er c e nt a g e of  su bj e ct s w h o a c hi e v e or m a i ntai n a n H b A 1 c l e v el < 7 % at t he e n d of  th e 
r a n d omis e d wi t hdr a w al  p erio d .

 Ti m e t o i niti ati on of  gl y c a e mi c r es c u e m e d i c ati on or dis c o nt i n u ati on of  st u d y me di c at i on 
d u e t o l a c k o f effi c a c y usi n g t h e st art ti m e of r a n d o mis e d wi t hdr a w al p eri o d as t h e r ef er e n c e 
p oi nt .

3. 4 S af et y e n d p oi nt s

T h e ass ess m e nt of s af et y will b e b as e d o n t h e a n al ys es of t he i n ci d e n c e of A Es, S A Es, a d v er s e 

e v e nts of s p e ci al i nt er est ( A E O SI), h y p o gl y c a e mi c e v e nts, dis c o nt i n u ati ons d u e t o A Es, m ar k e d 

a b n or m ali ties i n cli ni c al l a b or at or y tests, vit al  si g ns, T a n n er st a g i n g, m e as ur es of  gr o wt h a n d 

m at ur ati o n, D K A e v e nts, a n d s af et y l a b or at or y t e st s. 

3. 4. 1 A d v e rs e e v e nts

A E s ( s erio us a n d n o n -s erio us, e x cl u di n g h y p o gl y c a e mi c or D K A e v e nts t h at ar e n ot r e p ort e d as 
S A Es) will b e c oll e ct e d t hr o u g h o ut t he st u d y u p t o W e e k 5 6 , a n d wi ll als o b e c oll e ct e d q u art erl y 
b et w e e n W e e k 5 6 a n d W e e k 1 0 4 vi a p h o n e ass ess m e nt . A d v ers e e v e nt s will b e cl assifi e d b y 
s y st e m or g a n cl ass ( S O C) a n d pr ef err e d ter m ( P T) a c c or di n g t o t he M e di c al Di ct i on ar y  for 
R e g ul at or y  A cti viti es ( M e d D R A), b as e d o n t he M e d D R A v ersi o n c urr e nt at  th e t i m e of dat a b as e 
l oc k . E a c h s u bj e ct will b e c o u nt e d o n c e wi t hi n a S O C or P T i n A E fr e q u e n c y t a bl es, u n d er t h e 
m a xi m u m i nt e nsit y wi t hi n e a c h c at e g or y. F or s u m m ari es of A Es b y r el ati ons hi p t o st u d y  dr u g, 
as ass ess e d b y t he i n v estig at or (r el at e d, n ot r el at e d), s u bj e cts will b e c o u nt e d u n d er t he m o st 
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r elat e d i n st a n c e wi t hi n e a c h S O C or P T. F or t he s u m m ar y  of A Es t h at o c c urr e d i n ≥ 5 % of t h e 
s u bj e ct s wit hi n a tr e at m e nt gr o u p ( b as e d o n P Ts) t h e n u m b er of A Es will als o b e pr es e nt e d . 

E v e nts will b e c o nsi d er e d tr e at m e nt -e m er g e nt if:

 T h e e v e nt st art e d o n or aft er t h e fir st d o s e of I P ( D a y 1) a n d u p t o a n d i n cl u di n g 4 d a ys f or 
A Es a n d 3 0 d a y s for S A E s aft er t h e l a st d o s e d at e .

 T h e e v e nt st art e d b ef or e D a y 1 b ut i n cr e as e d i n i nt e nsit y or r el at e d n ess t o st u d y  me di c at i on 
o n or aft er D a y  1.

 T h e e v e nt o ns et d at e is missi n g or p arti al ( u nl ess t h e st o p d at e of t h e e v e nt i n di c at es t hat t h e 
e v e nt c a n n ot b e tr e at m e nt e m er g e nt ). 

 E v e nts will b e c o nsi d er e d tr e at me nt e m er g e nt u nl ess t he y  ca n b e pr o v e n n ot t o b e s o fr om 
t he d at a.

D et ails f or h a n dli n g of missi n g a n d p arti al e v e nt d at es f or d et er mi ni n g tr e at m e nt e m er g e n c e ar e 

pr o vi d e d i n t he A p p e n di x ( S e ctio n 8. 2 ).

List i n gs will i n cl u d e t he A E d ur ati o n, c al c ul at e d as A E st o p d at e - A E st art d at e + 1. A E d ur ati o n 
will b e c al c ul at e d o nl y  wh e n c o m pl et e d at es ( at l e ast d a y , m o nt h, y e ar) f or t he st art a n d st o p 
d at e ar e pr o vi d e d. E a c h A E will b e gr a d e d f or i nt e nsit y ( mil d, m o d er at e, s e v er e). If i nt e nsit y i s 
mi ssi n g, t h e e v e nt will b e r e g ar d e d as s e v er e. E a c h A E will als o b e ass ess e d f or r el at i ons hi p t o 
t he st u d y d r u g (r el at e d, n ot r el at e d). A d v ers e e v e nts wi t h missi n g r el ati o ns hi p t o st u d y dr u g will 
b e c o nsi d er e d tr e at me nt -r elat e d f or t he p ur p os e of  s u m m arisi n g A Es r el at e d t o st u d y dr u g. 
A d v ers e e v e nts wi t h missi n g fl a g i n di c ati n g s erio u s will b e c o nsi d er e d s erio u s f or A E 
s u m m ari es. 

A n y tr e at m e nt f or A Es will b e r e p ort e d u n d er pri or a n d c o n c o mit a nt m e d i c ati ons ( e x cl u di n g 
r es c u e m e d i c atio n w hi c h will b e r e p ort e d s e p ar at el y). T h e A E n u m b er will b e r e c or d e d t o t h e 
c orr es p o n di n g m e di c at i on f or cr oss-li n ki n g p ur p os es. 

A d v e rs e e v e nts of s p e ci al i nt e r est

A d v ers e e v e nts of  sp e ci al i nter e st will b e s el e ct e d b y M e d D R A P T a n d i n cl u d e, b ut ar e n ot 
li mit e d t o: a m p ut ati o ns/ p eri p h er al r e v a s c ul arisat i o ns; c h a n g es i n gr o wt h; dr u g -i n d u c e d li v er 
i nj ur y/ m ar k e d h e p ati c l ab or at or y  ab n or m alit i es (i n cl u di n g li v er f un cti o n t e st a b n or m alit i e s 
a c c o m p a ni e d b y j a u n di c e or h y p er bilir u bi n e mi a); h y p ers e nsit i vity r e a cti ons (in cl u di n g 
a n a p h yl a xis, a n gi o e d e m a, e xf o li ati v e s ki n c o n diti o ns); s e v er e c ut a n e o us a d v ers e r e a ctio n s 
(in cl u di n g b ull o us p e m p hi g oi d); g e ni t al m y c oti c i nf e cti o ns; n e cr otis i n g f as ciitis of th e p er i n e um 
( F o ur nier’s g a n gr e n e); uri n ar y  tr a ct i nf e cti o ns (in cl u di n g ur o s e p sis/ p y el o n e p hri tis) ; 
o p p ort u nist i c i nf e cti o ns; d e cr e as e d l y m p h o c yt e a n d/ or t hr o m b o c yt e c o u nts; or al  sof t tis s u e 
c o n di tio ns ( e. g., st o m at itis); p a n cr e at itis; c ar di a c f ail ur e (in cl u di n g h o s pi t alis ati on f or h e art 
f ail ur e); a c ut e ki d n e y i nj ur y, r e n al i m p air m e nt a n d/ or r e n al f ail ur e; v o l um e d e pl et i on; b o n e 
fr a ct ur es; h y p erli pi d a e mi a ; h y p o gl y c a e mi c e v e nts; h y p er gl y c a e mi c e v e nts; k et o a ci d o si s; 
m ali g n a n ci es (i n cl u di n g bl a d d er c a n c er); a n d art hr al gi a.
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A d v ers e e v e nts of s p e ci al i nt er est will b e pr o gr a m m at i c all y i d e ntifi e d b as e d o n a pr e d efi n e d list 
of  P T s . 

A m p ut ati o ns a n d u n d erl yi n g c o n di tio n s r el e v a nt t o a m p ut ati o n will b e r e c or d e d o n a s p e cifi c 
C R F p a g e. T h e A E l e a di n g t o a m p ut ati o n s h o uld b e r e c or d e d i n th e e C R F as a n A E/ S A E. E v e nts 
p ot e nti all y  pla ci n g t h e s u bj e ct at  ris k f or a lo w er li m b a m p ut ati o n ( “ pr e c e di n g e v e nt s ”) s h o ul d 
als o b e r e c or d e d i n t h e e C R F as a n A E/ S A E w h et h er or n ot a n a m p ut ati o n h as t a k e n pl a c e.

A fi n al r e vi e w will t a k e pl a c e pri or t o d at a b as e l oc k t o e ns ur e n e w t er ms n ot alr e a d y i n cl u d e d 
i n t he o l d er M e d D R A v ersi o n ar e c a pt ur e d wit hi n t he c at e g ori es f or t h e n e w hi g h er M e d D R A 
v ersi o n. T h e list will b e pr o vi d e d b y A Z pri or t o W e e k 5 6 d at a b as e l o c k.

H e p ati c a d v e rs e e v e nts

A list of  PTs will b e s el e ct e d b ef or e W e e k 5 6 d at a b as e l oc k of  th e st u d y to f a cilit at e 
i d e ntifi c ati on of e v e nts of h e p at i c dis or d ers. 

I n ci d e n c e r at e ( e x p os u r e-a dj ust e d)

W h er e s p e cifi e d, e v e nt s u m m ari es m a y i n cl u d e th e e x p os ur e a dj ust e d i n ci d e n c e r at e. T h e 
i n ci d e n c e r at e will b e e x pr ess e d p er 1 0 0 p ati e nt -y e ars . T his is c al c ul at e d as: 

� � �� � � � � � � � � � = 1 0 0 ∗
� � � �� � � � � �� � ℎ ≥ 1 � � � � � � � � � � � � � � �

s u m [mi n ( � � � � � � � � �� � � ,�� � � � � � � � � � ) ]

T h e s u m  of mi n( e x p os ur e ti m e , ti me t o e v e nt) will b e c o m p ut e d b y  s u m mi n g u p t he mi ni m u m 
of  e x p os ur e ti m e or ti m e t o e v e nt p er s u bj e ct a cr oss all s u bj e cts f or e a c h tr e at me nt a n d d o s e a s 
tr e at e d ( d efi n e d i n S e cti on  2. 1 ). 

F or a n al ys es usi n g first tr e at me nt as tr e at e d (t ot al d a p a glifl o zi n, t ot al sa x a gli pt i n, pl a c e b o), 
e x p os ur e ti m e a n d t i m e t o e v e nt ar e d efi n e d as:

E x p os ur e ti m e ( ye ars) p er s u bj e ct i s co m p ut e d a s (l ast d at e of e x p os ur e f or t h at s u bj e ct 
- d at e of  first d os e i n t he st u d y + 1)/ 3 6 5. 2 5. Ti m e t o e v e nt ( y e ars) f or s u bj e cts h a vi n g 
t he e v e nt is c o m p ut e d as (d at e of  ons et of  ev e nt – d at e of  first d os e i n t he st u d y 
+ 1 )/ 3 6 5. 2 5.

F or a n al ys es usi n g d os e at o n s et of  AE t o a c c o u nt f or t h e c h a n g e i n tr e at me nt a n d d os e at  t he 
2 n d a n d 3 r d r a n d o mis ati ons, e x p os ur e ti m e a n d ti m e t o e v e nt ar e d efi n e d as:

E x p os ur e ti m e ( y e ars) p er s u bj e ct f or e a c h tr e at m e nt a n d d os e as tr e at e d is c o m p ut e d as 
(la st d at e of  ex p os ur e t o tr e at me nt a n d d os e f or t hat s u bj e ct - d at e of  first e x p os ur e t o 
tr e at me nt a n d d os e + 1)/ 3 6 5. 2 5. Ti m e t o e v e nt ( y e ars) f or s u bj e cts h a vi n g t he e v e nt  
w hilst o n t h e c urr e nt tr e at m e nt a n d d os e is c o m p ut e d as ( d at e of o ns et of e v e nt – d at e o f 
first e x p os ur e t o tr e at m e nt a n d d os e + 1)/ 3 6 5. 2 5. 
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F or i n ci d e n c e r at e a n al ys es f or e v e nts pri or t o r es c u e, if n o e v e nt o c c urr e d pri or t o r es c u e 
m e di c at i on i niti ati on t h e n t h e d at e of r es c u e m e di c ati o n i nit i ati on is us e d i nst e a d of l ast d at e of 
e x p os ur e.

3. 4. 2 D e at hs

D e at h s i n t h e st u d y  in cl u d e all  d e at h s r e c or d e d o n t h e dis p o sitio n p a g e of  t h e C R F (i.e. , r e as o n 
f or dis c o nti n u at i on is d e at h), t he A E p a g e ( e v e nts wit h f at al o ut c o m e), or t he S A E p a g e ( S A Es 
t hat r e s ul t i n d e at h). 

3. 4. 3 Ot h e r s af et y e v e nts

3. 4. 3. 1 Di a b eti c k et o a ci d osis

A D K A e v e nt will n ot b e r e p ort e d o n a n A E C R F p a g e u nl ess t h e e v e nt f ulfill e d S A E cri t eria, 
i n w hi c h c as e it sh o ul d als o b e r e p ort e d i n t he S A E f or m. S e p ar at e p a g es t o c a pt ur e d et ails of  
D K A e v e nts ar e c o nt ai n e d wi t hi n t he C R F. D et ails i n cl u d e sig n s a n d s y m pt o ms, c o ntri b ut i n g 
f a ct ors, w h et h er l oc al  la bs w er e p erf or m e d, a n d w h et h er t he e v e nt is cl assifi e d as a n S A E. 
A d j u di c ati on fi n di n gs ( d efi nit e D K A , pr o b a bl e D K A, p ossi bl e D K A , n ot D K A ) will als o b e 
pr o vi d e d f or D K A e v e nts s e nt t o t h e A dj u di c at i on c o m mitt e e.

3. 4. 3. 2 H y p o gl y c a e mi a

H y p o gl y c a e mi a e v e nt will n ot b e r e p ort e d o n a n A E C R F p a g e u nl ess t he e v e nt f ulfill e d S A E 
cri t eri a, i n w hi c h c as e it sh o ul d als o b e r e p ort e d i n t he S A E f or m. H y p o gl y c a e mi c e v e nt s t hat 
m e et S A E crit eri a will b e r e c or d e d as S A Es b y t h e I n v est i g at or i n t h e A E C R F p a g es. S e p ar at e 
p a g es t o c a pt ur e d et ails of h y p o gl y c a e m i a e v e nts ar e c o nt ai n e d wit hi n t h e C R F. D et ails i n cl u d e 
s y m pt o ms, c o ntri b uti n g f a ct ors, bl o o d gl u c os e m e as ur e m e nts d uri n g t h e e pis o d e, d at e a n d ti m e
of  la st m e al, t hir d p art y  int er v e nt i on, a n y tr e at m e nt(s) r e c ei v e d, a n d w h et h er t he e pis o d e is 
cl assifi e d as a n S A E. A n y s elf-m o nit or e d bl o o d gl u c os e (S M B G) m e as ur e m e nts t a k e n b y t h e 
s u bj e cts o n t he d a ys t hat t he y  ex p eri e n c e h y p o gl y c a e mi a s y m pt o ms will b e r e c or d e d i n th e C R F.  

H y p o gl y c a e mi a e pis o d es will b e cl assifi e d usi n g A D A 1 a n d I nt er n at i on al S o ci et y of  P a e di atri c
a n d A d o l es c e nt Di a b et es (I S P A D)2 c at e g ori es. D eri v at i on d et ails b as e d o n t he i nf or m ati on 
c oll e ct e d i n t he s e p ar at e C R F p a g es f or h y p o gl y c a e mi a ar e pr o vi d e d i n t he A p p e n di x ( S e ctio n
8. 9 ).

3. 4. 4 S af et y L a b o r at o r y tests

Bl o o d a n d uri n e s a m pl es will b e o bt ai n e d at s p e cifi e d ti m e p oi nts f or l ab or at or y  ev al u at i on s 

(s e e A p p e n di x S e cti o n 8. 1 ) a n d will b e p erf or m e d b y c e ntr al a n d l o c al l a b or at ori es. T h e c e ntr al 

l a b or at or y for t his st u d y will p erf or m  th e a n al ysis of  all s c h e d ul e d l a b or at or y tests a n d will 

pr o vi d e r ef er e n c e r a n g es f or t hes e t ests. T h e f oll owi n g s el e ct e d l ab or at or y  par a m et ers will b e 

s u m m aris e d :

H a e m at ol o g y:

 H a e m at o crit ,
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 H a e m o gl o bi n ,

 P l atel et c o u n t,

 W hit e bl o o d c ell ( W B C) c o u nt,

Bl o o d c h e mistr y:

 B ilir u bi n, t ot al,

 A l a ni n e a mi n otr a nsf er as e ( A L T),

 A l k ali n e p h os p h at as e ( A L P),

 A s p art at e a mi n otr a nsf er as e ( A S T),

 Ur at e ,

 Esti m at e d G F R ( e G F R) usi n g S c h w art z e q u ati o n ( d eri v e d b y t h e c e ntr al l a b or at or y):

e G F R ( m L/ mi n/ 1. 7 3 m 2 ) = 0. 4 1 3 x ( h ei g ht [ c m])/s er u m cr e ati ni n e [ m g/ dl],

 C r e ati ni n e, s er u m,

 E l e ctr ol yt es - s o diu m , p ot a s siu m, p h os p h at e, c hl ori d e, m a g n esi u m a n d c al ci u m,

 P r ot ei n, t ot al,

Uri n e A n al ysis:

 Al b u mi n,

 A l b u mi n t o cr e ati ni n e r ati o,

 G l u c os e: cr e ati ni n e r ati o,

 S p ot uri n e f or gl u c os e .

A d dit i on all y , e G F R will als o b e d es cri b e d b y a g e gr o u p usi n g t he r a n d omis at i on str at a: ≥ 1 0 
a n d < 1 5 y e ars; ≥ 1 5 a n d < 1 8 y e ars.

F asti n g s er u m li pi d p a n el:

 C h o l est er ol, t ot al,

 T rigl y c eri d es, 

 H i gh d e nsit y li p o pr ot ei ns ( H D L) c h o l est er ol,

 C al c ul at e d l o w d e nsit y li p o pr ot ei ns ( L D L) c h o l est er ol.

3. 4. 4. 1 P r e g n a n c y t esti n g

Pr e g n a n c y will  be r e p ort e d as a n S A E. F or w o m e n of  chil d -b e ari n g p ot e nti al  (W O C B P ),
pr e g n a n c y will b e r e c or d e d i n t h e s u bj e ct's d ail y e -di ar y  b as e d o n uri n e H C G pr e g n a n c y t esti n g 
p erf or m e d at sit e or a t ho m e. If a urin e H C G t e st is p o si tiv e, s er u m pr e g n a n c y t esti n g will b e 
p erf or m e d b y t he c e ntr al  la b or at or y  for c o nfir m ati o n. T h e st u d y dr u g will b e dis c o nt i n u e d i n 
s u bj e cts dis c o v er e d t o b e pr e g n a n t at a n y ti m e d uri n g t h e st u d y.
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3. 4. 5 Vit al si g ns

Vi t al si g ns i n cl u d e b l oo d pr ess ur e (B P) ( m m H g) a n d h e art r at e ( b e ats p er mi n ut e). T h es e 
m e as ur e m e nts will b e o bt ai n e d at t h e ti m e p oi nts i n di c at e d i n t he A p p e n di x ( S e cti on 8. 1 ). 

3. 4. 6 El e ct r o c a r di o g r a ms

E l e ctr o c ar di o gr a ms (E C Gs) will b e ass ess e d d uri n g t h e l e a d-i n visit , We e k 2 6 , We e k 5 2, a n d, 
if a p pli c a bl e, d uri n g t he E T D a n d R es c u e visit s. O v er all  e v al u ati on of E C G is c o ll e ct e d b y visit 
as n or m al or a b n or m al, a n d t h e r el e v a n c e of t h e a b n or m alit y is t er m e d as “ cli ni c all y si g nifi c a nt ” 
or “ n o t cli ni c all y  si gnifi c a nt " . A n y E C G fi n di n g t hat is j u d g e d b y t he i n v esti g at or as a 
p ot e nti all y  clini c all y  si g nifi c a nt c h a n g e ( w or s e ni n g) c o m p ar e d wi t h t he b as eli n e v al u e will b e
r e c or d e d as a n A E.

3. 4. 7 P h ysi c al e x a mi n ati o ns

C o m pl et e a n d t ar g et e d p h ysi c al e x a mi n at i ons will b e p erf or m e d at t he ti m e p oi nts i n di c at e d 
i n t he A p p e n d i x ( S e ctio n 8. 1 ).

A b n or m al fi n di n gs pri or t o sig ni n g t he i nf or m e d c o ns e nt will b e r e c or d e d i n t he C R F i n t h e
m e di c al hi st or y  or A E p a g es d e p e n di n g o n t h ei r o n s et d at e. An y p h ysi c al e x a mi n at i on fi n di n g 
t hat is j u d g e d b y t he i n v esti g at or as a p ot e nti all y cli ni c all y  si g nifi c a nt c h a n g e ( w ors e ni n g) 
c o m p ar e d wit h a b as eli n e v al u e s h o uld b e r e p ort e d as A Es. N o p h ysi c al e x a mi n at i on s u m m ari es 
will b e pr es e nt e d.

3. 4. 8 B o d y w ei g ht, h ei g ht a n d b o d y m ass in d e x

B o d y  wei g ht a n d h ei g ht will b e m e as ur e d at t he ti m e p oi nts i n dic at e d i n t he A p p e n di x ( S e cti on
8. 1 ). Bo d y  mass i n d e x ( B MI ) at e a c h t i m e p oi nt is d eri v e d fr o m t he a ct u al  w eig ht ( k g) di vi d e d 
b y t h e a ct u al h ei g ht ( m) s q u ar e d m e as ur e d at t hat ti m e p oi nt. If eith er w ei g ht or h ei g ht is missi n g 
at a gi v e n visit, n o i m p ut ati o n of  B MI will b e p erf or m e d.

I n a d di tio n, t he z- s c or e a dj ust e d f or a g e a n d s e x usi n g C e ntr es f or Dis e as e C o ntr ol  an d 
Pr e v e nt i on (C D C ) f or n or m alis e d b o d y  wei g ht, h ei g ht a n d B MI will b e d eri v e d at e a c h ti m e 
p oi nt.

M et h o d of B MI c al c ul ati o n:

 C o n v ert p o u n ds ( l b.) t o kil o gr a ms ( k g = l b. / 2. 2),

 C o n v ert i n c h es (i n) t o c e nti m etr es ( c m = i n X 2. 5 4),

 B MI = ( w ei g ht i n k g) / ( h ei g ht i n c m/ 1 0 0) 2 ,

R o u n d t o o n e d e ci m al pl a c e (if 0. 0 5 or gr e at er, r o u n d u p) .

N or m alis e d h ei g ht, w ei g ht a n d B MI will als o b e s u m m aris e d a dj ust e d f or a g e a n d s e x a n d will 

b e d eri v e d as z -s c or e usi n g C D C gr o wt h c h arts. Z -s c or es ar e c al c ul at e d as:

� =

�� �
� �� � �

� � ∗ ∗ � � − 1 �

� ∗ �
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w h er e:

 v al u e = t h e c hil d’s h ei g ht, w ei g ht or B MI;

 M, L a n d S c orr e s p o n d t o v al u es i n t he gr o wt h c h ar t3 a n d v ar y  a c c or di n g t o t h e c hil d’ s s e x 
a n d a g e ( m o nt hs) or s e x a n d h ei g ht.

D et ails r e g ar di n g a g e d eri v ati o n ar e gi v e n i n t he A p p e n di x ( S e ctio n 8. 6. 1 ). F or s u bj e cts ≥ 2 0 

y e ars o l d t he n or m alis e d v al u e will b e b as e d o n t h e a g e of 2 3 9. 5 m o nt h s.

I n a d di tio n, n or m alis e d B MI will als o b e pr es e nt e d usi n g t he f o ll owi n g c at e g or i es of  per c e nt il es:

≥ 9 5 t h (r efers t o O b es e), ≥ 8 5 t h a n d < 9 5 t h (r efer s t o O v er w ei g ht), ≥ 5 t h a n d < 8 5 t h (r efers t o 

H e al t h y W ei g ht), a n d < 5 t h (r ef ers t o U n d er w ei g ht).

3. 4. 9 M e as u r es of g r o wt h a n d m at u rit y

M e as ur es of gr o wt h a n d m at uri t y i n cl u d e T a n n er st a gi n g a n d c e ntr al  l a b or at or y e v al u at i ons of
gr o wt h a n d m at ur ati o n m ar k ers a n d b o n e bi o m ar k ers . T h es e will b e ass ess e d d uri n g t h e l ea d -i n
visit ( T a n n er st a gi n g o nl y ) or D a y 1 pri or t o first d os e ( gr o wt h, b o n e a n d m at ur ati o n m ar k ers
o nl y ), a n d at W e e k 2 6, W e e k 5 2, W e e k 1 0 4, a n d (if a p pli c a bl e ) at t he E T D , R es c u e a n d n o n-
tr e at me nt f ol l ow- u p visits.

T a n n er st a gi n g is a m e as ur e of p u b ert al d e v el o p m e nt r at e d o n a s c ale of  st a g e 1 t o st a g e 5 (f or 
d et ails s e e A p p e n di x S e cti o n 8. 1 0. 1 ). T a n n er st a gi n g will b e d et er mi n e d b as e d o n i n v esti g at or 
ass ess m e nt a n d t he s u bj e ct s’ s elf-r e p ort s.

G r o wt h a n d m at u r ati o n m a r k e rs

 T h y r oid- st i m ul ati n g h or m o n e ( T S H),

 Fr e e t h y r o xi n e ( ass ess e d at S cr e e ni n g if T S H i s a b n or mal ),

 L ut ei nis i n g h or mo n e ( L H) (f e m al es o nl y) ,

 F o lli cl e-st i m ul ati n g h or m o n e ( F S H) (f e m al es o nl y) ,

 O e str a diol  (fe m al es o nl y) ,

 T ot al  t est ost er o n e ( m al es o nl y),

 I ns uli n-li k e gr o wt h f a ct or-1 (I G F - 1),

 I ns uli n-li k e gr o wt h f a ct or bi n di n g pr ot ei n- 3 (I G F B P- 3),

 C al cit o ni n ,

 2 5- h y dr o x y  vit a mi n D.

B o n e bi o m a r k e rs

 B o n e al k ali n e p h os p h at as e ,

 O st e o c al ci n ,

 P ar at h y r oid h or m o n e ( P T H) ,
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 C ar b o x yt er mi n al cr oss -li n k e d t el o p e pti d e of T yp e 1 c oll a g e n ( C T X - 1).

3. 5 Ot h e r v a ri a bl e s

Ot h er v ari a bl es i n cl u d e d e m o gr a p hi c s, di a b et e s -r elat e d a n d ot h er b as eli n e c h ar a ct erist i cs, 
r a n d omis at i on str atifi c at i on f a ct ors, e x p os ur e t o r es c u e m e d i c ati on (ins uli n), a n d e x p os ur e a n d
c o m pli a n c e t o st u d y  me di c at i on.

3. 5. 1 D e m o g r a p hi c a n d b as eli n e c h a r a ct e risti c v a ri a bl es

D e m o gr a p hi cs d at a ar e c oll e ct e d o n or pri or t o fir st r a n d o mis ati o n. F or s u bj e cts t hat ar e 
r es cr e e n e d, d e m o gr a p hi cs d at a c oll e ct e d at r e-s cr e e ni n g will b e us e d i n t h e a n al ysis .

D e m o gr a p hi c a n d b as eli n e c h ar a ct eri st i cs ar e list e d i n T a bl e 5 . Di a b et es -r elat e d b as eli n e 
c h ar a ct erist i cs ar e list e d i n  T a bl e 6 . R e n al f u n cti on b as eli n e c h ar a ct erist i cs ar e list e d i n T a bl e 
7.
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T a bl e 5 D e m o g r a p hi c a n d B as eli n e C h a r a ct e risti cs

C h a r a ct e risti c S u m m a ri se d a s C at e g o ri es

S e x C at e g ori c al
M al e

F e m al e

A g e
C at e g ori c al a n d 
C o nti n u o us

≥ 1 0 a n d < 1 5 y e a r s

≥ 1 5 a n d < 1 8 y e a r s

R a c e C at e g ori c al

W hit e

Bl a c k or Afri c a n A m eri c a n

Asi a n

N ati v e H a w aii a n or Ot h er P a cifi c Isl a n d er

A m eri c a n I n di a n or Al as k a N ati v e

Ot h er

Et h ni cit y C at e g ori c a l
His p a ni c/ L ati n o

N o n -His p a ni c / L ati n o

B as eli n e H ei g ht ( c m) a n d 
N or m alis e d H ei g ht

C o nti n u o us -

B as eli n e B o d y W ei g ht ( k g) a n d 
N or m alis e d W ei g ht

C o nti n u o us -

N or m alis e d B MI
C at e g ori c al a n d 
C o nti n u o us

P er c e ntil es as d efi n e d b y C D C *

≥ 9 5t h

≥ 8 5t h a n d < 9 5t h
≥ 5t h a n d < 8 5t h

< 5t h

G e o gr a p hi c r e gi o n C at e g ori c al

R e gi o ns as d efi n e d i n A p p e n di x T a bl e 2 2

Asi a/ P a cifi c 

E ur o p e

L ati n A m eri c a

N ort h A m eri c a

* ≥ 9 5 t h r ef ers t o O b es e; ≥ 8 5 t h a n d < 9 5 t h r ef ers t o O v er wei g ht; ≥ 5 t h a n d < 8 5 t h r ef ers t o H e alt h y W ei g ht; < 5 t h

r ef ers t o U n d er w ei g ht.
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T a bl e 6 Di a b et es - R el at e d B as eli n e C h a r a ct e risti cs

C h a r a ct e risti c S u m m a ri se d a s C at e g o ri es

D ur ati o n of T y p e 2 Di a b et es 
M ellit us (s e e b el o w f or c al c ul ati o n)

C at e g ori c al a n d 
C o nti n u o us

< 2 y e a r s

 2 a n d  5 y e a r s

> 5 y e a r s

H b A 1 c
C at e g ori c al a n d 
C o nti n u o us

< 6. 5 %

≥ 6. 5 a n d < 8 %

 8 a n d ≤ 1 0. 5 %

> 1 0. 5 %

F P G C o nti n u o us

B a c k gr o u n d a nti -di a b eti c m e di c ati o n C at e g ori c al
M etf or mi n o nl y
I ns uli n o nl y
M etf or mi n + I ns uli n

B a c k gr o u n d a nti -di a b eti c m e di c ati o n 
t ot al d ail y  d os e

C o nti n u o us
M etf or mi n d os e 

I ns uli n d os e

C o m bi n ati o ns of r a n d o mis ati o n
str atifi c ati o n f a ct ors

C at e g ori c al

M al e - ≥ 1 0 a n d < 1 5 y e ars - M etf or mi n o nl y
M al e - ≥ 1 0 a n d < 1 5 y e ars - I ns uli n o nl y
M al e - ≥ 1 0 a n d < 1 5 y e ars - M etf or mi n + 
I ns uli n

M al e - ≥ 1 5 a n d < 1 8 y e ar s - M etf or mi n o nl y
M al e - ≥ 1 5 a n d < 1 8 y e ars - I ns uli n o nl y
M al e - ≥ 1 5 a n d < 1 8 y e ars - M etf or mi n + 
I ns uli n

F e m al e - ≥ 1 0 a n d < 1 5 y e ars - M etf or mi n o nl y
F e m al e - ≥ 1 0 a n d < 1 5 y e ars - I ns uli n o nl y
F e m al e - ≥ 1 0 a n d < 1 5 y e ars - M etf or mi n + 
I ns uli n

F e m al e - ≥ 1 5 a n d < 1 8 y e ars - M etf or mi n o nl y
F e m al e - ≥ 1 5 a n d < 1 8 y e ars - I ns uli n o nl y
F e m al e - ≥ 1 5 a n d < 1 8 y e ars - M etf or mi n + 
I ns uli n

T a bl e 7 B as eli n e R e n al F u n cti o n C h a r a ct e risti cs

C h a r a ct e risti c S u m m a ri se d a s C at e g o ri es

e G F R
C at e g ori c al a n d 
C o nti n u o us

< 6 0 m L/ mi n/ 1. 7 3 m 2

 6 0 a n d < 9 0 m L/ mi n/ 1. 7 3 m 2

 9 0 a n d < 1 2 0 m L/ mi n/ 1. 7 3 m 2

 1 2 0 m L/ mi n/ 1. 7 3 m 2

T ot al D ail y D os e of M etf o r mi n o r I ns uli n
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If s e v er al m e di c ati ons ar e o n g oi n g o n D a y  1, t h e d os es will b e s u m m e d.

D u r ati o n of di a b et es

D ur ati o n of  di a b et es will b e c al c ul at e d as t he n u m b er of  ye ars fr om T 2 D M di a g n osis d at e t o 
i nf or me d c o n s e nt d at e :

(D at e of i nf or m e d c o ns e nt - d at e of T 2 D M di a g n osis + 1 ) / 3 6 5. 2 5. 

R ul e s f or h a n dli n g missi n g or p arti al T 2 D M di a g n osis d at es ar e pr o vi d e d i n t he A p p e n di x
( S e ctio n 8. 4 ). D ur ati o n of  di ab et es , e v e n if p arti all y  im p ut e d, will b e i n cl u d e d i n t he r ele v a nt  
listi n g. O nl y o bs er v e d d a t es will b e pr es e nt e d i n t h e listi n gs.

3. 5. 2 M e di c al h ist o r y

M e di c al hist or y i n cl u d es m e di c al c o n dit i ons wi t h o ns et pri or t o t h e i nf or me d c o ns e nt si g n at ur e, 
t ha t st o p p e d prior t o s cr e e ni n g or w er e o n g oi n g at s cr e e ni n g. M e di c al c o n dit i on s wi ll b e c o d e d 
usi n g t he c urr e nt v ersi o n of  M e d D R A at t h e ti m e of  dat a b as e l oc k t o m a p e a c h v er b at i m t er m 
t o a S O C a n d P T .

3. 5. 3 P ri o r a n d c o n c o mit a nt m e di c ati o ns

I nf or mat i on o n a ll pri or a n d c o n c o mit a nt m e d i c ati ons a n d t h er a pi es will b e r e vi e w e d t hr o u g h o ut 
t he st u d y a n d at W e e k 5 6 . Tr e at m e nt d et ails f or s u bj e cts r e c ei vi n g b a c k gr o u n d i ns uli n a n d/ or 
m et f or mi n will b e r e c or d e d s e p ar at el y t o ot h er n o n-st u d y me di c at i ons. All m e di c at i ons will b e 
c o d e d usi n g t he c urr e nt v er si o n ( at t he ti m e of  dat a b as e l oc k) of  W o rld H e al t h Or g a nis ati o n 
D r u g Di cti o n ar y  (W H O D D) , a nd t he A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) cl assifi c ati o n 
s y st e m.

M e di c at i ons will b e cl assifi e d as pri or or c o n c o mit a nt. A pri or m e di c at i on is d efi n e d as a n y 
m e di c at i on t hat st art e d a n d st o p p e d pri or t o t he first r a n d o mis e d d os e. C o n c o mit a nt m e di c at i ons
ar e t h os e wi t h eit her

 A r e c or d e d m e di c at i on st art d at e f alli n g wi t hi n t he a n al ysis p eri o d ( S T or S T + L T 
tr e at me nt p eri o d) , or

 A r e c or d e d m e d i c ati on st art d at e pri or to t he fir st d a y of  do u bl e -bli n d st u d y 
m e di c at i on wi t ho ut a n y r e c or d e d m e d i c atio n st o p d at e pri or t o t he st art of  th e S T 
tr e at me nt p eri o d , or

 A r e c or d e d me di c at i on st ar t d at e prior t o t he fi r st d a y of S T st u d y me di c ati o n wi t h a 
r e c or d e d m e d i c atio n st o p d at e aft er t he st art of t h e S T tr e at m e nt p eri o d .

R ul e s f or cla s s if yi n g m e di c at i ons a s pri or or c o n c o mi t a nt i n c a s e of p artial , mi s si n g or i n v ali d 
st art a n d st o p d at es ar e d es cri b e d i n t he A p p e n di x ( S e cti o n 8. 3 ). O nl y o bs er v e d d at es will b e 
pr es e nt e d i n t h e list i n gs.

A nt i di a b eti c c o n c o mit a nt m e di c ati o ns will b e s el e ct e d usi n g W H O -D D A T C c o di n g :
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 All i ns uli n a nti di a b eti c m e di c at i on ( A 1 0 A)

 All n o n- i ns uli n a nti di a b eti c m e di c atio n ( A 1 0 b ut n ot A 1 0 A)

3. 5. 4 E x p os u r e t o s t u d y tr e at m e nt 

St u d y  m e di c ati on is dis p e ns e d at r a n d o mis ati on a n d at  th e t i m e p oi nts i n di c at e d i n t h e A p p e n di x 
( S e ctio n 8. 1 ). Fr o m  Da y  1 to W e e k 1 4 s u bj e cts ar e i nstr u ct e d t o t a k e t wo t a bl et s d ail y . Fr o m 
W e e k 1 4 t o W e e k 5 2 s u bj e cts ar e i nstr u ct e d t o t a k e t hr e e t a bl ets d ail y.

F or t he S T a n d S T + L T p eri o d, s u bj e cts’ e x p os ur e will b e pr es e nt e d u n d er t he first tr e at me nt 
r e c ei v e d (i. e. t ot al d a p a gliflo zi n, t ot al  s a x a gli pti n, a n d pl a c e b o). A d dit i on al s u m m ari e s will  be 
pr es e nt e d b y a ct u al  dos e a n d tr e at me nt t o a c c o u nt f or s u bj e cts o n a cti v e st u d y me di c at i on 
s wit c hi n g t o hi g h -d os e at W e e k 1 4 a n d s u bj e cts c h a n gi n g tr e at m e nt or u p -titr ati n g aft er t he t hir d 
r a n d omis at i on.

F or t he r a n d omis e d wi t hdr a w al  peri o d, s u bj e cts’ e x p os ur e will b e pr es e nt e d u n d er t h e tr e at m e nt 
r e c ei v e d af t er t he t hir d r a n d o mis ati on (i. e. a c c o u nti n g f or su bj e cts s wit c hi n g fr om pl a c e b o t o 
d a p a glifl o zi n or s a x a gli pt i n).

E x p os ur e pri or t o r es c u e m e di c at i on i nit i ati on i n cl u d es e x p os ur e u p t o a n d o n t h e d a y o f r es c u e 
m e di c at i on i niti ati on.

Tr e at m e nt d ur ati o n ( d a y s) will b e c al c ul at e d as:

 S T p eri o d: d at e of l ast d o s e d uri n g t h e S T p eri o d - d at e of first d os e + 1 ,

 S T + L T p eri o d: d at e of l ast d os e - d at e of first d os e + 1 ,

 R a n d o mis e d Wit h dr a w al p eri o d: d at e of  l ast d o s e - d at e of  first d os e i n t he 
R a n d o mis e d Wit h dr a w al  p erio d + 1.

Tr e at m e nt d ur ati o n ( d a ys) b y d os e (l ow, hi g h) f or d a p a glifl o zi n a n d s a x a gli pt i n will b e 
c al c ul at e d as:

F or s u bj e cts w h o w er e r a n d o mis e d t o u p- titr ate at W e e k 1 4:

 L o w -d os e: d at e of l ast d os e u p t o W e e k 1 4 visit – d at e of first d os e + 1 ,

 Hi g h -d os e: 

o F or t h e S T p eri o d: d at e of l ast d os e d uri n g t he S T p eri o d – d at e of first d os e 
af t er t h e W e e k 1 4 visit + 1,

o F or t h e S T + L T p eri o d: d at e of l ast d os e – d at e of first d os e aft er t h e W e e k 1 4 
visit + 1 ,
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F or s u bj e cts w h o w er e r a n d o mis e d t o n ot u p- titr at e or w er e r es p o n d ers at  W e e k 1 4 (l o w-d os e 
o nl y):

 S T p eri o d: d at e of l ast d os e d uri n g t h e S T p eri o d - d at e of first d os e + 1 ,

 S T + L T p eri o d: d at e of l a st d o s e - d at e of first d os e + 1 .

3. 5. 5 E x p os u r e t o r es c u e m e di c ati o n

If a s u bj e ct h as r es c u e i ns uli n r e c or ds wit h o v erl a p pi n g st art a n d e n d d at es, t h e n m a xi m u m t ot al 
d ail y  d os e of r es c u e i ns uli n will b e c al c ul at e d as:

 If t he r es c u e i n s uli n r e c or d s h a v e diff er e nt pr ef err e d n a m e s t h e n t h e t ot al d ail y d o s e 
f or e a c h r e c or d will b e s u m m e d,

 If t he r es c u e i ns uli n r e c or ds h a v e t he s a m e pr ef err e d n a m e t he n fr om t he st art of  
o v erl a p t he m a xi m u m t ot al dail y  dos e will b e t he t ot al dail y d os e fr om t he r es c u e 
i ns uli n r e c or d wit h t he l ar g er d os e.

P arti al  r es c u e i ns uli n st art a n d e n d d at es ar e i m p ut e d as d efi n e d i n A p p e n di x 8. 4 .

3. 5. 6 T r e at m e nt c o m pli a n c e

Tr e at m e nt c o m p li a n c e ( %) f or t h e st u d y me di c at i on d uri n g t he tr e at m e nt p eri o d is d efi n e d f or 
e a c h s u bj e ct as 1 0 0 X t he n u m b er of  ta bl ets t a k e n o v er t he p eri o d di vi d e d b y t he n u m b er of 
t a blets t h at s h o ul d h a v e b e e n t a k e n i n th at tr e at me nt p eri o d (t h e s u m of th e n u m b er of t h e t a bl ets 
t hat s h o ul d h a v e b e e n t a k e n i n e a c h e x p os ur e r e c or d wit hi n t hat p eri o d) . C o m p li a n c e will b e 
d eri v e d b as e d o nl y o n c o m pl et e dis p e ns e d a n d r et ur n e d i nf or m at i on (i. e. n o i m p ut atio n will b e 
d o n e o n f ull y missi n g r et ur n e d ki t s, missi n g r et ur n e d d at e , or u n k n o w n n u m b er of  ret ur n e d 
t a blet s) a n d c orr es p o n di n g e x p os ur e r e c or ds. If o n e or m o r e kit s (in cl u di n g u ns c h e d ul e d ki t s) 
f or a visit w er e n ot r et ur n e d, t h e n t h e kits a n d e x p o s ur e r e c or d f or t h at vi sit ar e n ot u s e d i n t h e 
c o m pli a n c e c al c ul at i on.

C o m pli a n c e f or t he S T p eri o d will s u m visit s fro m  Da y 0 u p t o a n d i n cl u di n g W e e k 2 6, 
c o m pli a n c e f or t he S T + L T p eri o d will s u m all visit s, a n d c o m p li a n c e f or t he r a n d omis e d 
wi th dr a w al p eri o d will s u m visits af t er t he t hir d r a n d o mis ati on ( W e e k 3 2 or W e e k 4 0 a s 
a p pli c a bl e) .

 T h e n u m b er of  t a bl et s t a k e n i n a p eri o d is: n di s p e ns e d ( 7 0 t a blet s x t he n u m b er of  
ki t s dis p e ns e d) - n r et ur n e d d uri n g t h at p eri o d. 

 T h e n u m b er of  ta bl ets t hat s h o ul d h a v e b e e n t a k e n f or e a c h e x p os ur e r e c or d is 
c al c ul at e d as f oll o ws:

F or e x p os ur e r e c or ds u p t o a n d i n cl u di n g W e e k 1 4 visit ( or e arl y tr e at me nt 
di s c o nti n u at i on f or s u bj e cts w h o dis c o nt i n u e tr e at m e nt pri or t o W e e k 1 4):
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o ( D at e of  last d os e i n t h e visit – d at e of first d os e i n t h e visit + 1) X 2 t a bl ets/ d a y

F or e x p os ur e r e c or ds aft er W e e k 1 4 visit:

o ( D at e of last d os e i n t h e visit – d at e of first d os e i n t h e visit + 1) X 3 t a bl ets/ d a y

If t h e s u bj e ct u n d er w e nt t h e t hir d r a n d om i s atio n t o wit hdr a w al  fr o m metf or m i n, 
t he n t h e n u m b er of t a bl ets t h at s h o ul d h a v e b e e n t a k e n i n t h e r a n d omis e d
wi t hdr a w al  p erio d i s :

o (D at e of  la st d o s e - d at e of first d os e + 1) X 3 t a bl ets/ d a y , for vi si t s aft er t h e 
t hir d r a n d o mis ati on ( W e e k 3 2 or W e e k 4 0 as a p pl i c a bl e)

A s u bj e ct is c o nsi d er e d c o m pli a nt if o v er all tr e at me nt c o m pli a n c e is b et w e e n  8 0 % a n d  1 2 0 % 

of  t hat pr es cri b e d. If c o m p li a n c e c a n n ot b e c alc ul at e d f or a  s u bj e ct, t h e n t h eir c o mpli a n c e will 

b e pr es e nt e d as U n k n o w n i n t h e s u m m ar y t a bl es.

3. 6 P h a r m a c o ki n eti c / p h a r m a c o d y n a mi c ass ess m e nts

Bl o o d s a mpl es f or d et er mi n ati o n of  pl as m a l ev els of  da p a glifl o zi n, s a x a gli pt i n a n d its 
m et a b o lite 5- O H -s a x a gli pt i n will b e t a k e n at t he ti m es pr e s e nt e d i n t he A p p e n di x S e ct i on 8. 1
(T a bl e 1 7) . I n a d dit i on, F P G will b e c o ll e ct e d at  pr e-d os e a n d 2 h o urs p ost d os e, a n d D P P -4 
a cti vit y will  be t a k e n at t he ti m es pr es e nt e d i n t he A p p e n di x S e cti o n 8. 1 (T a bl e 1 7 ) f or t he 
p h ar m a c o d y n a mi c ass ess m e nts. Pl as m a c o n c e ntr ati o n d at a will b e s u m m aris e d a s p art of  this 
S A P a n d i n cl u d e d i n t h e C S R. 

P h ar m a c o ki n et i cs a n d e xp o s ur e -r es p o ns e r el ati o ns hi p a n al ysis will b e s u m m aris e d a n d r e p ort e d 
i n a s e p ar at e r e p ort as n e e d e d. If s u c h a r e p ort is pr o d u c e d, full  d et ails of t h e a n al yti c al m et h o ds 
us e d will b e d es cri b e d .
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4. A N A L Y S I S M E T H O D S

4. 1 G e n e r al p ri n ci pl es

S A S v er si o n  9. 4, or hi g h er, will b e us e d t o pr o d u c e all t a bl es, listi n gs, a n d fi g ur es. All t a bl e, 
listi n g, a n d fi g ur e s p e cifi c at i ons ar e pr o vi d e d as s e p ar at e d o c u m e nts; t hes e m u st b e r e a d i n 
c o nj u n ct i on wi t h t h e c orr es p o n di n g S A P v ersi on. 

T h e c o nfir m at or y a n al ys es of  th e pri m ar y  an d s e c o n d ar y en d p o i nts wit hi n e a c h dr u g 
( d a p a glifl ozi n vs. pl a c e b o a n d s a x a gli pt i n vs. pl a c e b o) will b e p erf or m e d usi n g a hi er ar c hi c al 
t esti n g a p pr o a c h wi t hi n e a c h dr u g at t he t wo- si d e d 0. 0 5 l ev el  (wi t h corr es p o n di n g 9 5 % CI s). 
N o c o m p ar is o ns will b e p erf or m e d b et w e e n d a p a glifl ozi n a n d s a x a gli pt i n.

W h e n fittin g m o d el s w hi c h i n v ol v e t he str atifi c at i o n v ari a bl es, i n c as e of n o n-c o n v er g e n c e t h e 
str atifi c at i on l ev el m a y b e c o m bi n e d wi t h ot her l e v els or o n e or m o r e st r atifi c ati on v ari a bl es 
m a y b e r e m o v e d fr o m t he m o d el .

F or e a c h i m p ut atio n a n d st ati stic al m o d el  d e s cri b e d b elo w a dj u st e d o n r a n d o mis ati on str at a, i n 
c as e of  no n -c o n v er g e n c e (i. e.: b e c a us e of  sp ars e d at a), t he f oll owi n g b a c k - u p m o d els will b e 
us e d i n t h e pr es e nt e d or d er :

1) R e m o v e r a n d omis at i on str at a of s e x,

2) R e m o v e r a n d omis at i on str at a of s e x a n d a g e,

3) R e m o v e r a n d omis at i on str at a of  s e x a n d a g e a n d c o ll a ps e r a n d omis at i on str at a of 
b a c k gr o u n d m e d i c atio n i n t w o m o d alit i es t o pr es e nt ( metf or m i n o nl y  an d i ns uli n o nl y 
gr o u p e d wi t h m etf or mi n + i ns uli n),

4) R e m o v e r a n d omis at i on str at a of s e x, a g e a n d b a c k gr o u n d m e d i c ati on.



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

5 8

4. 1. 1 D efi niti o ns

B as eli n e 

U nl ess st at e d ot h er wis e, f or e a c h s u bj e ct, b as eli n e v al u e of  a par a m et er ( e. g., effi c a c y l a b or at or y 
p ar a m et er, s af et y l a b or at or y t est, E C G or p h y si c al m e as ur e m e nt e n d p oi nt) is d efi n e d as t h e l ast 
a s s e s s m e nt o n or pri or t o t h e d at e of  t he fir st d o s e of t h e d o u bl e-bli n d st u d y me di c at i on i n t h e 
S T tr e at m e nt p eri o d ( D a y  1).

If t h er e ar e m ulti pl e ass ess m e nts wit h t h e s a m e d at e a n d tim e, t h e a v er a g e v al u e will b e us e d as 
b as eli n e.

F or s u bj e cts b el o n gi n g t o t he R a n d o mis e d Wit h dr a w al  Su bj e cts D at a S et, t he wi t hdr a w al 
b as eli n e v al u e f or a gi v e n p ar a m et er is d efi n e d a s t he cl o s est a v ail a bl e v al u e o n or b ef or e t he 
d a y  of first d os e i n t h e R a n d omis e d Wit h dr a w al p eri o d .

C h a n g e f r o m b as eli n e

C h a n g e fr o m b as eli n e t o a n y W e e k t i n th e a n al ysis p eri o d (i. e., S T tr e at m e nt p eri o d a n d S T + L T 
tr e at me nt p eri o d) i s d efi n e d as f o ll ows: 

C W e e k t = M W e e k t - Mb as eli n e ,
w h er e:

 C W e e k t is t h e c h a n g e fr o m b as eli n e at W e e k t,

 M W e e k t is t h e m e as ur e m e nt at W e e k t,

 M b as eli n e is t h e m e as ur e m e nt at b as eli n e.

T h e “ W e e k t ” t o w hi c h a m e a s ur e m e nt b el o n gs is d et er mi n e d usi n g t h e c o n v e nt i ons d es cri b e d 
i n T a bl e 8 ( S e ctio n  4. 1. 6 ).

L ast o bs e r v ati o n c a r ri e d f o r w a r d ( L O C F)

A p o st -b as eli n e missi n g v al u e will b e i m p ut e d b y t he l ast a v ail a bl e n o n- missi n g p ost -b as eli n e 
or p ost -wit h dr a w al b as eli n e ( as a p pli c a bl e) v al u e. If t he first s c h e d ul e d p ost -b as eli n e or p ost -
wi t hdr a w al  b as eli n e v al u e is missi n g , n o i m p ut ati o n will b e d o n e.

D a y 1 is t h e d at e of first d os e of st u d y dr u g i n t h e S T p eri o d. 

St u d y d a y is d efi n e d r el at i v e t o t h e d at e of first d o s e ( D a y 1) r e c ei v e d i n S T tr e at m e nt  p erio d, 
a n d is c al c ul at e d as: 

 If ass ess m e nt d at e is b ef or e t h e d at e of first d os e: ass ess m e nt d at e - d at e of first d os e 
i n t h e S T p eri o d ( D a y  1).

 If ass ess m e nt d at e is o n or aft er t h e d at e of first d os e: ass ess m e nt d at e - d at e of first  
d os e i n t h e S T p eri o d ( D a y 1) + 1.
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T r e at m e nt r es p o ns e t o H b A 1 c

A tr e at me nt r es p o n d er at W e e k t is a s u bj e ct wit h H b A 1 c < 7 % at W e e k t (irr es p e cti v e of 
b as eli n e v al u e). H b A 1 c r es p o ns e at W e e k t will b e d eri v e d b y di c h ot o misi n g H b A 1 c v al u e s at 
W e e k t ( bi n ar y v ari a bl e, set t o 1 if H b A 1 c < 7 % at W e e k t a n d 0 if H b A 1 c ≥ 7 % at W e e k t). 
W h er e s p e cifi e d, missi n g H b A 1 c r es p o ns es at W e e k t will b e d eri v e d fr o m i m p ut e d c o nti n u o us 
v al u es of H b A 1 c f or W e e k t. 

R es c u e m e di c ati o n i niti ati o n

R es c u e m e di c at i on i niti ati on is d efi n e d as t he first d at e/ti m e of  res c u e i ns uli n r e c or d e d o n t h e 
R es c u e I ns uli n e C R F. P arti al r es c u e i ns uli n st art d at es ar e i m p ut e d as d efi n e d i n A p p e n di x  8. 4 .

P ri o r t o r es c u e m e di c ati o n i niti ati o n

A n ass ess m e nt or e v e nt is d efi n e d as pri or t o r es c u e if t h e d at e/ti m e of t h e ass ess m e nt or e v e nt 
o c c urr e d pri or t o t h e d at e/ti m e of  first r es c u e m e d i c ati on. If t he ass ess m e nt or e v e nt o nl y h as 
d at e c o ll e ct e d, t h e n pri or t o r e s c u e i n cl u d es ass ess m e nts or e v e nts t hat o c c urr e d o n t h e d a y  of 
fir st r e s c u e me di c ati o n.

S u bj e cts m a y h a v e b e e n r es c u e d (i. e. h a d a r es c u e visit p er t h e pr ot o c ol g ui d a n c e), b ut h a v e n ot 
h a d t heir i ns uli n d os e i n cr e as e d if t h e y wer e o n b a c k gr o u n d i ns uli n or st art e d i ns uli n if t he y 
w er e o n b a c k gr o u n d m etf or mi n o nl y , if t heir hi g h H b A 1 c or F P G r e s ult s m e et i n g t he r es c u e 
cri t erio n w er e m a n a g e d b y  diet a n d e x er ci s e . T h e s e s u bj e ct s w h o did n ot st art or i n cr e a s e t ot al 
d ail y i ns uli n d os e aft er t h e r es c u e vi sit a n d is t h us n ot r e c or d e d o n t h e R es c u e I ns uli n e C R F will 
b e i n cl u d e d i n t h e s e nsiti vity a n al ys es.

4. 1. 2 D es c ri pti v e su m m a ri es of c o nti n u o us v a ri a bl es

D es cri pt i v e s u m m ar y st atist i cs f or c o nti n u o us v ari a bl es will i n cl u d e: n u m b er of  no n -missi n g 
r e c or d s n, me a n, st a n d ar d d e vi at i on ( S D), me di a n, mi ni m u m a n d m a xi m u m. If a p pr o pri at e, 1 st

a n d 3 r d q u artil es will als o b e pr es e nt e d. F or P K pl a s m a c o n c e ntr ati o n s, s u m m ar y st ati st i cs will 
a d di tio n all y i n cl u d e g e o m et ric m e a n, g e o m etri c S D (f oll owi n g b a c k tr a nsf or m ati on of  a l og 
tr a nsf or m e d g e o m etri c m e a n) a n d t h e c o effi ci e nt of v ari at i on ( C V %).

D at a r e p orti n g d et ails (s u c h a s n u m b er of  de ci m als) ar e pr o vi d e d i n t he A p p e n di x ( S e ctio n
8. 1 2 ).

4. 1. 3 D es c ri pti v e su m m a ri es of c at e g o ri c al v a r i a bl es

C at e g ori c al d at a will b e s u m m aris e d f or e a c h tr e at me nt gr o u p or r e gi m e n as t he n u m b er a n d 

p er c e nt a g e of s u bj e cts i n e a c h c at e g or y . P er c e nt a g e s will b e c al c ul at e d o ut of t h e t ot al  nu m b er 

of  s u bj e cts i n t h e a n al ysis s et ( a n d tr e at m e nt gr o u p as a p pr o pri at e) f or t h e v ari a bl e s u m m aris e d .

W ei g ht e d pr o p orti o ns will b e c al c ul at e d as t h e w ei g ht e d c o u nt of s u bj e cts wit h t h e e v e nt o ut of 

t he t ot al n u m b er o f w ei g ht e d s u bj e cts i n t h e a n al ysis s et ( a n d tr e at m e nt gr o u p as a p pr o pri at e).
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4. 1. 4 S u m m a ri es of shift i n c at e g o ri c al v a ri a bl es

D es cri pt i v e s u m m ari es of  ch a n g e fr om b as eli n e i n s el e ct e d c at e g ori c al v ari a bl es will b e 
pr o vi d e d usi n g s hift t a bl es. O nl y s u bj e cts wi t h b as eli n e a n d p o st -tr e at me nt or p ost -st u d y /foll o w -
u p ( as a p pli c a bl e) ass ess m e nts will b e i n cl u d e d i n t he s hift t a bl e s u m m ari es. Fr e q u e n ci es a n d 
p er c e nt a g e s of s u bj e ct s wi t hi n e a c h tr e at me nt gr o u p or r e gi m e n will b e g e n er at e d f or l e v el s of 
cr o s s -cl assif i c ati ons of  bas eli n e , t he o n -tr e at me nt v al u e a n d t he p ost -st u d y /foll o w -u p v al u e (if 
a p pli c a bl e) of  th e p ar a m et er. T h e o n -tr e at me nt v al u e c a n ei t her b e t he v al u e at a c ert ai n ti m e 
p oi nt, or (f or e x a m pl e, l ab or at or y  tests) t he mi ni m u m/ m a xi m u m v al u e i n t he di r e ctio n of 
t o xici t y whi c h h as b e e n o bs er v e d d uri n g t he a n al ysis p eri o d. S u m m ari es of  shifts will o nl y 
i n cl u d e t he fre q u e n c y a n d p er c e nt a g e of  su bj e cts b y s hift c at e g or y  an d tr e at me nt gr o u p . N o
diff er e n c es i n t h es e p er c e nt a g es b et w e e n tr e at m e nt gr o u ps or r e gi m e ns will  be ass ess e d .

4. 1. 5 T r e at m e nt r e gi m e ns

T h e f o ll owi n g tr e at m e nt r e gi m e ns ar e c o nsi d er e d f or a n al ysis:

 L o w -d os e/ hi g h -d o s e: I ni tial tr e at m e nt of  t he l ow- d os e ( 5 mg of  da p a glifl o zi n or 2. 5 m g of 
sa x a gli pti n) f oll ow e d b y u p- titr ati n g t o t he hi g h -d os e ( 1 0 m g of  d a p a glifl o zi n or 5 m g of  
sa x a gli pti n) f or t h os e w h o d o n ot a c hi e v e t h e gl y c a e mi c t ar g et of H b A 1 c < 7 % at W e e k 1 2
( n ot r es p o n di n g a n d r e-r a n d o mis e d t o hi g h -d o s e) a n d c o nti n ui n g tr e at me nt wit h t he l ow-
d o s e f or t h o s e a c hi e vi n g t h e gl y c a e mi c t ar g et of H b A 1 c < 7 % at W e e k 1 2 (r e s p o n di n g a n d 
n ot r e -r a n d o mis e d; Gr o u ps I & III i n Fi g ur e 1 ).

 L o w -d os e: I nit i al tr e at me nt of t h e l o w -d os e ( 5 m g of d a p a glifl o zi n or 2. 5 m g of sa x a gli pt i n) 
f oll ow e d b y c o nt i n ui n g tr e at me nt o n t he l ow- d os e dr u g f or t hos e w h o d o n ot a c hi e v e t he 
gl y c a e mi c t ar g et of  Hb A 1 c < 7 % at W e e k 1 2 ( n ot r es p o n di n g a n d r e-r a n d omis e d t o l ow-
d os e) a n d t hos e a c hi e vi n g gl y c a e mi c t ar g et of  H b A 1 c < 7 % at W e e k 1 2 (r es p o n di n g a n d 
n ot r e -r a n d o mis e d; Gr o u ps I & II i n Fi g ur e 1) .

 Pl a c e b o, all s u bj e cts r a n d omis e d t o pla c e b o . 

S u bj e cts w h o ar e r e c ei vi n g b a c k gr o u n d m e d i c atio n wi t h ins uli n o nl y , or m et f or mi n + i n s uli n
( a n d w h o ar e t her ef or e n ot eli gi bl e f or t he t hir d r a n d o mis ati on ) will c o nt i n u e wi t h th eir 
r a n d omis e d st u d y me di c ati o n assi g n e d af t er t he W e e k 1 2 ass ess m e nt i n t he d o u bl e -bli n d L T 
tr e at me nt p eri o d. Aft er c o m pl et i on o f ass ess m e nts at W e e k 2 6, a s u bs et of  eli gi bl e s u bj e cts w h o 
ar e r e c ei vi n g b a c k gr o u n d m e d i c ati on wi t h metf or mi n o nl y  will u nd er g o a t hi r d r a n d o mis ati on
(r a n d o mis e d wi t hdr a w al  of b a c k gr o u n d m e d i c ati o n) at eit h er W e e k 3 2 or W e e k 4 0. T h e 
f oll owi n g tr e at m e nt c o m p aris o ns ar e c o nsi d er e d f or t his a n al ysis:

 F or s u bj e cts i niti all y r a n d o mis e d t o d a p a glifl o zi n ( or sa x a gli pt i n): I nitial tr e at me nt of  th e 
o v er all ( c o m bi n e d l ow -d os e a n d hi g h -d o s e) d a p a glifl o zi n ( or sa x a gli p ti n) wi t h m et f or mi n 
c o m p ar e d t o hi g h -d os e d a p a glifl o zi n ( or sa x a gli pt i n) wit h o ut m et f or mi n.

 F or s u bj e cts i nit i all y r a n d o mis e d t o pl a c e b o: I nit i al tr e at m e nt of  th e p l a c e b o wit h m etf or m i n 
c o m p ar e d t o hi g h -d os e d a p a glifl o zi n ( or sa x a gli pt i n) wit h o ut m et f or mi n.

 F or all s u bj e cts, r e g ar dl ess of  init i al r a n d o mis ati on, b as e d o n t hir d r a n d o mis ati o n (for A E
a n d m ar k e d a b n or m alit y [M A ] l a b or at or y a n al ysis o nl y) .
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F or W e e k 1 0 4 a n al ys es, s u bj e cts will b e s u m m aris e d b as e d o n b ot h t he first a n d l ast tr e at me nt 
r e c ei v e d a n d als o r e p e at e d f or t h e s u bs et of W e e k 1 0 4 c o m pl et ers (s u bj e cts w h o h a d t h e W e e k 
1 0 4 visit) .

R ef er t o A p p e n di x 8. 1 3 f or f ull d et ails o n t he pr es e nt ati o n of  th e tr e at me nt l ab els f or t he 
a n al ysis.

4. 1. 6 T r e at m e nt a n d d os e assi g n m e nts

F or d os e at o ns et a n al ys es, s u bj e cts will b e pr es e nt e d u n d er t h e tr e at m e nt a n d d os e r e c ei v e d. 

F or ass ess m e nts t a k e n o n t h e d a y  of t h e pla n n e d d o s e c h a n g e ( W e e k 1 4, W e e k 3 2/ 4 0 [if 
s u bj e ct u n d er w e nt t h e t hir d r a n d omis at i on ]), s u bj e cts will b e assi g n e d t o t h e pr e vi o us d os e. 
F or e v e nts ( a d v ers e e v e nts) t h at o c c urr e d o n t h e d a y o f t he pl a n n e d d os e c h a n g e, s u bj e cts will 
b e assi g n e d t o t h e n e w d os e.

F or P K a n al ys es, s u bj e cts will b e pr es e nt e d u n d er t h e tr e at m e nt a n d d os e r e c ei v e d o n t h e d a y 
of  t h e ass ess m e nt.

4. 1. 7 D at a s u m m a ri es a n d listi n gs

D a p a glifl o zi n a n d s a x a gli pt i n will b e s u m m aris e d s e p ar at el y. F or d e m o gr a p hi cs a n d effi c a c y 
a n al ys es, a n al ys es will b e pr e s e nt e d b y tr e at me nt r e gi m e n (lo w -d o s e, l ow- d os e/ hi g h -d o s e). I n 
a d di tio n, f or d e m o gr a p hi cs, a n d ( w h er e s p e cifi e d) effi c a c y a n al ys es, a n al ys es will als o b e 
pr o vi d e d f or o v er all dr u g ( c o m bi ni n g all d os es of e a c h dr u g) . F or s af et y a n al ys es, a n al ys es will 
b e pr es e nt e d b y  o v er all dr u g. T h e c o m m o n pl a c e b o gr o u p will b e i n cl u d e d i n e a c h s u m m ar y.

D e m o gr a p hi cs a n d effi c a c y  an al ys es will b e b as e d o n t he R a n d o mis e d S u bj e cts D at a S et a n d 
t he r a n d o mis e d tr e at me nt assi g n m e nt. S el e ct e d d e m o gr a p hi cs a n d effi c a c y  su m m ari es a n d 
a n al ys es will als o b e pr o vi d e d f or t he U p -titr atio n R a n d o mis e d a n d R a n d o mis e d Wit h dr a w al 
S u bj e cts D at a S et s. I n ad di tio n t o t h e a n al ys es b as e d o n t he R a n d o mis e d S u bj e cts D at a S et , a 
s e nsit i vity a n a l ysis of t he pri m ar y effi c a c y  e n d p oi nt will b e p erf or m e d usi n g t he E v al u a bl e 
S u bj e cts D at a S et if gr e at er t ha n 1 0 % of  s u bj e cts of a n y tr e at m e nt or pl a c e b o h a v e R P Ds. S af et y 
a n al ys es will b e b as e d o n t h e Tr e at e d S u bj e cts D at a S et a n d t h e a ct u al tr e at m e nt assi g n m e nt. 

I n a d di tio n, wi t hi n t he a n al ys es of  d a p a glifl o zi n a n d s a x a gli pti n s e p ar at el y, t he o v er all 
( c o m bi n e d l ow- d os e a n d hi g h -d o s e) effi c a c y a n d s af et y a n al ys es will b e r e p e at e d f or t he 
s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m etf or mi n I R or X R ( wit h or wit h o ut i ns uli n). 
F or t hes e a n al ys es, t he d a p a glifl o zi n or s a x a gli pti n tr e at me nt gr o u p s will b e c o m bi n e d a n d 
c o m p ar e d t o t h e ( c o m m o n) pl a c e b o gr o u p .

D at a su m m ari es a n d s p e cifi c a n al ys es b y st u d y p eri o d wi ll b e r estri ct e d t o t he c ut -off d at e s 
d efi n e d i n T a bl e 8 . C o m p ar is o ns ar e b as e d o n o ns et d at es f or e v e nts a n d t h e d at e of ass e ss m e nt  
f or ot h er p ar a m et ers (la b or at or y  tests, vit al  si g ns et c. ). T h e S T a n d S T + L T p eri o ds st art fr om 
B as eli n e ( d a y of first d os e i n t h e S T p eri o d) a n d t h e R a n d o mis e d Wit h dr a w al p eri o d st arts fr o m
R a n d o mis e d Wit h dr a w al B as eli n e ( d a y of first d os e i n t he R a n d o mis e d Wit h dr a w al p eri o d) . 
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T h e ti m e is i n cl u d e d i n t he c o m p ar is o ns o nl y  if b ot h d at es b e i n g c o m p ar e d h a v e t he ti m e 
pr o vi d e d. 

F or t hos e d at a w hi c h will b e list e d, e a c h s u bj e ct will a p p e ar i n t he listi n gs wi t h th eir s u bj e ct 
i d e ntifi er, a g e, s e x, r a c e a n d b a c k gr o u n d m e di c at i o n. O nl y su bj e ct s wi t h d at a a v ail a bl e will b e 
pr es e nt e d i n t he listi n gs. If a visit t o o k pl a c e b ut n o d a t a is e nt er e d f or t h e t yp e of  a ss ess m e nt  
b ei n g list e d ( ot h er t ha n ' N ot D o n e'), t he e ntr y  will n ot b e list e d. S u bj e ct d at a listi n gs will  be 
s ort e d b y s u bj e ct i d e ntifi er, tr e at me nt gr o u p, d os e (lo w, l ow/ hi g h) as p er first r a nd o mis at i on,
u p- titr atio n , a n d t hir d r a n d omis at i on , a n d if a p pli c a bl e, p ar a m et er gr o u p, p ar a m et er n a m e,  
n o mi n al vi si t n a m e, a n al ysis visit n a m e ( B a s eli n e, W e e k 2, et c.), visit d at e a n d d at e/ti m e of  
ass ess m e nt ( wit h corr es p o n di n g d a y  rel at i v e t o first d os e), u nl ess s p e cifi e d ot h er wis e. E v e nt s 
t hat o c c urr e d aft er first r es c u e m e di c at i on us e will b e fl a g g e d i n t h e effi c a c y listi n gs.
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F or a n al ys es usi n g d at a u p t o W e e k 3 2, i n c as es w h er e W e e k 3 2 visit d at e is missi n g a n i m p ut e d 
W e e k 3 2 d at e will b e d eri v e d usi n g t h e e arli est p ossi bl e d at e of  t h e f oll owi n g:

 W e e k 2 6 d at e (t ar g et d a y  18 3) e xtr a p ol at e d t o esti m at e t he W e e k 3 2 d at e (t ar g et d a y 
2 2 5)

 T hi r d r a n d o mis ati on d at e
 N e xt visit d at e aft er W e e k 3 2

F or a n al ys es pr es e nt i n g t he p o st -st u d y visit, n o n-tr e at me nt f oll ow- u p visit s or W e e k 1 0 4, n o  
c ut -off d at es a p pl y. U ns c h e d ul e d W e e k 1 0 4 visits will b e s u m m aris e d as W e e k 1 0 4.

4. 1. 7. 1  Visit w i n d o ws

As s u bj e cts d o n ot al w a ys a d h er e t o t h e t er ms a n d c o n dit i ons d efi n e d i n t h e st u d y pr ot o c ol, visit  
wi n d o ws will b e u s e d t o a s si g n e a c h cli ni c al  as s e s s m e nt t o a s c h e d ul e d vi sit (for d at a t h at will 
b e s u m m aris e d b y visit, as s h o w n i n  T a bl e 9, T a bl e 1 0, a n d T a bl e 1 1) .

T o a p pl y t h e visit wi n d o ws, n ot e t h e f oll o wi n g r ul es f or d efi ni n g t h e st art a n d e n d of e a c h st u d y 
p eri o d:

 T h e S T p eri o d st arts fr o m D a y 1 (st art d at e of I P) a n d e n ds o n t h e st art d at e of t he W e e k 
2 6 visit or e arl y dis c o nt i n u ati on fr o m t he st u d y, whi c h e v er is e arli er . F or s u bj e cts w h o 
di d n ot e nt er t h e L T p eri o d, t h er e is n o c ut -off d at e.

 F or s u bj e cts e nt eri n g t he L T p eri o d, t h e L T p eri o d st art s fr o m t he d a y af t er t he e n d of  
t he S T p eri o d a n d e n ds o n t he d at e of  We e k 5 6 vi si t or e arl y dis c o nt i n u ati on fr om t he 
st u d y, w hi c h e v er is e arli er. 

 T h e R a n d o mis e d Wit h dr a w al p eri o d st arts fr o m t he d at e of  first i nta k e of  t hird 
r a n d omis at i on tr e at me nt (i . e., I P is s u e d o n t h e W e e k 3 2 or W e e k 4 0 vi si t) a n d e n d s o n 
t he d at e of W e e k 5 6 visit or e arl y  di s c o nti n u atio n fr o m  t h e st u d y, w hi c h e v er is e arli er.

 T h e p ost -st u d y p eri o d st arts fr o m t h e d a y  aft er t h e e n d of t h e L T p eri o d a n d e n ds o n t h e 
d at e of W e e k 1 0 4 visit or d at e of l ost t o f o ll ow- u p, w hi c h e v er is e arli er. 

F or s u bj e cts w h o e nt er e d t h e L T p eri o d b ut s ki p p e d t h e W e e k 2 6 visit, t h e n t h e e v e nt d at e fr o m 
t he C o nti n u ati o n L o n g T er m  Fol l ow u p C R F will b e us e d (if a v ail a bl e). F or s u bj e cts w h o 
e nt er e d t h e p ost -st u d y p eri o d b ut s ki p p e d t h e W e e k 5 6 visit, t h e n t h e l at est visit d at e d uri n g t h e 
S T + L T p eri o d will b e us e d t o e xtr a p ol at e t h e esti m at e d W e e k 5 6 d at e (t ar g et d a y  3 9 5).

Pri or t o sl otti n g t h e d at a m u st b e r e stri ct e d t o t h e c ut -offs d efi n e d f or e a c h v ari a bl e a n d p erio d 
as p er T a bl e 8. Sl otti n g m ust b e r e p e at e d f or e a c h t yp e of  an al ysis a p pli c a bl e t o a v ari a bl e 
( pri m ar y a nd e a c h s e nsit i vity a n al ysis).

Vi sit wi n d o ws f or p ost-b as eli n e ( aft er D a y 1) ass ess m e nts t h at will b e sl ott e d f or t h e S T p eri o d 
ar e s h o w n i n T a bl e 9 . Vi si t wi n d o ws f or ass ess m e nts t hat will b e slott e d f or t he L T a n d 
r a n d omis e d wi t hdr a w al p eri o d a n d t h e p o st -st u d y ( W e e k 1 0 4) visit ar e s h o w n i n T a bl e 1 0 a n d 
T a bl e 1 1 . 
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T a bl e 9 V isit w i n d o ws f o r S T p e ri o d ass ess m e nts

Visit T a r g et 
D a y

D a y R a n g e b y T y p e of Ass ess m e nt

Vit al Si g ns S af et y l a b o r at o r y p a n el, 
F P G, H b A 1 c, P K / P Da , 
U ri n a r y gl u c os e, H ei g ht, 
W ei g ht

G r o wt h a n d m at u r ati o n 
m a r k e rs, T a n n e r st a gi n g, 
E C G, F asti n g l i pi d p a n el

W e e k 6 4 3 2 t o 6 4 2 t o 6 4

W e e k 1 2 8 5 6 5 t o 9 2 6 5 t o 1 1 3

W e e k 1 4 9 9 9 3 t o 1 2 0

W e e k 2 0 1 4 1 1 2 1 t o 1 6 2 1 1 4 t o 1 6 2

W e e k 2 6 1 8 3 1 6 3 t o W e e k 2 6 / E D
( w hi c h e v er is e arli er)

1 6 3 t o W e e k 2 6 /E D 
( w hi c h e v er is e arli er)

2 t o W e e k 2 6 /E D ( w hi c h e v er 
is e arli er)

E D = E arl y dis c o nti n u ati o n fr o m t h e st u d y.
a P K / P D ass ess m e nts i n cl u d e pl as m a s a m pl es f or a n al ysis of d a p a glifl o zi n, s a x a gli pti n, 5 -O H -s a x a gli pti n, F P G 

a n d D P P -4 a cti vit y.

T a bl e 1 0 Visit wi n d o ws f o r L T p e ri o d a n d p ost -st u d y ( W e e k 1 0 4) ass ess m e nts

Visit T a r g et 
D a y
( L T 

D a y a )

D a y R a n g e b y T y p e of Ass ess m e nt

Vit al si g ns, S af et y l a b o r at o r y p a n el, 
F P G, H b A 1 c, H ei g ht, W ei g ht

G r o wt h a n d m at u r ati o n m a r k e rs, 
T a n n e r st a gi n g, E C G, F asti n g li pi d 
p a n el

W e e k 3 2 2 2 5 
( 4 3)

L T S T D T t o 2 5 2 / R W S T D T [ o nl y 
a p pli c a bl e f or s u bj e cts g oi n g t hr o u g h t h e 
t hir d r a n d o mis ati o n] ( w hi c h e v er is 
e arli er)

W e e k 4 0 2 8 1
( 9 9)

2 5 3 / R W S T D T + 1 [ o nl y a p pli c a bl e f or 
s u bj e cts g oi n g t hr o u g h t h e t hir d 
r a n d o mis ati o n] ( whi c h e v er is e arli er) t o
3 2 2

W e e k 5 2 3 6 5
( 1 8 3)

3 2 3 t o W e e k 5 6/ E D ( w hi c h e v er is e arli er) L T S T D T t o W e e k 5 6 / E D ( w hi c h e v er is 
e arli er)

G r o wt h a n d m at u r ati o n m a r k e rs, T a n n e r st a gi n g, H ei g ht, W ei g ht , B MI

W e e k 1 0 4 7 2 8 W e e k 5 6 + 1 d a y t o We e k 1 0 4 / d at e of l ast c o nt a ct (if e arli er t h a n W e e k 1 0 4)

E D = E arl y dis c o nti n u ati o n fr o m t h e st u d y. L T S T D T = L T st art d at e ( i. e., d a y f oll o wi n g t h e l ast d a y of t h e S T
p eri o d ). R W S T D T = r a n d o mis e d wit h dr a w al p eri o d st art d at e (i. e., d at e of first I P d os e r e c ei v e d i n r a n d o mis e d 
wit h dr a w al p eri o d). 
a L T d a y is t h e t ar g et d a y c o u nti n g fr o m t h e st art of t h e L T p eri o d (L T S T D T ). T ar g et d a y is b as e d o n c o u nti n g 

fr o m D a y 1 ( d at e of first I P d os e i n t h e st u d y).
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T a bl e 1 1 Visit wi n d o ws f o r r a n d o mis e d wit h d r a w al p e ri o d ass ess m e nts

Visit T a r g et 
D a y

D at e R a n g e b y T y p e of Ass ess m e nt

Vit al si g ns, S af et y l a b o r at o r y p a n el, 
F P G, H b A 1 c, H ei g ht, W ei g ht

G r o wt h a n d m at u r ati o n m a r k e rs, 
T a n n e r st a gi n g, E C G, F asti n g li pi d 
p a n el

Wit h dr a w al 
B as eli n e

T h e cl os est a v ail a bl e v al u e o n or b ef or e R W S T D T

W e e k 4 0 2 8 1 R W S T D T + 1 d a y t o 3 2 2 (f or s u bj e cts 
w h o w er e t hir d r a n d o mis e d at W e e k 3 2 
o nl y )

W e e k 5 2 3 6 5 R W S T D T + 1 d a y (f or s u bj e cts w h o 
w er e t hir d r a n d o mis e d at W e e k 4 0) or 

3 2 3 (f or s u bj e cts w h o w er e t hir d 
r a n d o mis e d at W e e k 3 2) 

t o W e e k 5 6 visit/ E D ( w hi c h e v er is 
e arli er)

R W S T D T t o W e e k 5 6 visit/ E D 
( w hi c h e v er is e arli er)

E D = E arl y st u d y dis c o nti n u ati o n. R W S T D T = r a n d o mis e d wit h dr a w al p eri o d st art d at e (i. e., d at e of first I P d os e 
r e c ei v e d i n r a n d o mis e d wit h dr a w al p eri o d). 

F or l ab or at or y  an d n o n- l a b or at or y par a m et er s, if a s u bj e ct h as m o r e t ha n o n e m e as ur e m e nt 

i n cl ud e d wi t hi n a wi n d o w, t h e a s s e s s m e nt clo s e st t o t h e t ar g et d a y  will b e u s e d. I n c a s e of ti e s 

b et w e e n o bs er v at i on s l o c at e d o n diff er e nt si d es of t h e t ar g et d a y, t h e e arli er ass ess m e nt will b e 

us e d. I n c as e of t i es lo c at e d o n t h e s a m e si d e of t h e t ar g et d a y  (i. e. mor e t h a n o n e v al u e f or t h e 

s a m e d a y  but diff er e nt ti m e), t he v al u e wi t h th e e arli er e ntr y  dat e/ti m e will b e us e d. F or 

o bs er v at i ons wi t h th e s a me d at e a n d tim e , i n cl u di n g missi n g ti m es a n d i n cl u di n g p ot e nti al  

b as eli n e v al u es , a n a v er a g e will b e t a k e n if t h e t w o or m or e v al u es wit h t h e s a m e d at e a n d ti m e.

I n a d di tio n, f or t he effi c a c y F P G a n al ys es a s t her e ar e m ult i pl e ti m e p oi nts c oll e ct e d at  ea c h 
visit, t he n t he r e c or d wit h t he e arli est ti m e o n t he d a y  sel e ct e d usi n g t he a b o v e d efi ni tio n will 
b e us e d f or e a c h vi sit in t he a n al ysis. If t h er e ar e m ult i pl e v al u es c oll e ct e d wit h t h e s a me ti m e, 
t he n a n a v er a g e will b e t a k e n . If t h er e ar e m ulti pl e v al u es c oll e ct e d o n t h e s a m e d a y w h er e o n e 
of  th e r e c or ds o nl y h as t h e d at e a v ail a bl e, t he n t he r e c or ds wit h t h e d at e/ti m e pr es e nt ar e s ele ct e d
o v er t h e r e c or ds wit h o nl y d at e pr es e nt. O nl y F P G ass ess m e nts d o c u m e nt e d wit h t h e s u bj e ct i n 
a f ast i n g st at e will b e s u m m aris e d a nd list e d .

F or t h e s hift t a bl es f or n o mi n al E C G p ar a m et er of nor m al / a b n or mal t h e f oll owi n g r ul e s a p pl y. 

If m or e t h a n o n e E C G m e as ur e m e nt is p erf or m e d wit hi n a s p e cifi e d ti m e wi n d o w, a n a b n or m al 

E C G v al u e will  be c h o s e n o v er a n or m al E C G v al u e. If t w o or m or e a b n or m al or t w o or m or e 

n or m al E C G v al u es ar e wit hi n t h e s a m e t i m e wi n d o w, t h e o n e cl os est t o t h e t ar g et d at e will b e 

us e d.

D at a c oll e ct e d d uri n g u ns c h e d ul e d visit s will als o b e sl ott e d.
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4. 1. 7. 2 H a n dli n g of r es c r e e n e d s u bj e cts

A r es cr e e n e d s u bj e ct is d efi n e d as a s u bj e ct w h o f ails t he i niti al s cr e e ni n g att e m pt a n d is t he n 
s cr e e n e d f ail e d a n d r es cr e e n e d u n d er a n e w s u bj e ct i d e nt ifi er. S u c c essf ul r es cr e e n s u bj e cts will 
n ot b e c o u nt e d as a s cr e e n f ail ur e. I n c as e of  res cr e e ni n g, all t he d at a (i n cl u di n g t hat fr o m t he 
i niti al s cr e e ni n g a n d r es cr e e ni n g) will b e pr es e nt e d u n d er t he l atest r es cr e e n e d s u bj e ct I D a n d 
will b e us e d i n s u m m ar y ta bl es , fi g ur es a n d listi n gs. T h e e x c e pt i on is for d e m o gr a p hi c a n d 
b as eli n e c h ar a ct erist i cs a n al ys es, w h er e t he d at a c oll e ct e d u n d er t h e l at est r es cr e e n e d s u bj e ct I D 
will b e us e d ( e. g. a g e, d at e of di a b et es m e llit us di a g n osis) . F or r es cr e e n e d s u bj e cts , t he ori gi n al 
s u bj e ct i d e nt ifi er(s) will als o b e pr es e nt e d i n t h e d e m o gr a p h y list i n g f or cr oss-li n ki n g p ur p os es. 
R e c or ds fr o m t he i niti al s cr e e ni n g att e m pt (s) will b e fl a g g e d i n A E , pri or a n d c o n c o mit a nt 
m e di c at i on , me di c al hi st or y , l ab or at or y , a n d vit al si g n listi n gs.

4. 1. 7. 3 H a n dli n g of i m pl a usi b l e gl u c os e r es ults

It w as i d e ntifi e d pri or t o W e e k 5 6 d at a b as e l o c k d uri n g o n g oi n g d at a r e vi e w t h at t h er e w as a n 
i m pl a usi bl e F P G v al u e r e c or d e d f or o n e s u bj e ct at t h eir D a y 1 visit. T his w as i n v esti g at e d a n d 
c o nfir m e d b y t h e c e ntr al l a b or at or y  a n d it w a s de ci d e d t h at t h e r es ults will b e us e d i n t h e 
pri m ar y  a n al ysis. 

A s e nsit i vity a n al ysis o f t he s e c o n d ar y  effi c a c y e n d p oi nts f or F P G e x cl u di n g t his r es ult a n d 
a n y ot h er o utli ers m a y b e c o n d u ct e d p ost- W e e k 5 6 d at a b as e l o c k, if d e e m e d n e c ess ar y.

4. 1. 8 Missi n g d at a

If n ot st at e d ot h er wis e , n o i m p ut ati o n of  missi n g d at a will b e d o n e. Eff orts will b e m a d e t o 
f oll ow t h e s u bj e cts a n d c o ll e ct t he d at a e v e n aft er t h e s u bj e cts dis c o nt i n u e t h e tr e at m e nt. 

F or t he pri m ar y a n d s e c o n d ar y effi c a c y  an al ysis b as e d o n l ab or at or y  dat a (i.e. H b A 1 c, F P G)
missi n g d at a will b e h a n dl e d usi n g m ult i pl e i m p ut atio n, as d es cri b e d i n S e cti o n 4. 1. 1 2 . 
A p pr o a c h es t hat will b e us e d t o h a n dl e missi n g d at a f or ot h er effi c a c y a n al ys es will b e d e s cri b e d 
i n t h e r es p e cti v e a n al ysis s e cti ons. 

I nf or mat i on r e g ar di n g h a n dli n g of  missi n g or p arti al e v e nt or m e d i c ati on d at es is pr o vi d e d i n 
t he A p p e n di x ( S e ct i ons  8. 2 a n d  8. 3 ). 

4. 1. 9 W ei g ht e d a n al ysis of c o v a ri a n c e ( A N C O V A)

I n s u m m ari es of pri m ar y  a n d s e c o n d ar y effi c a c y  e n d p oi nts e x a mi ni n g t h e c h a n g e fr o m b as eli n e 
at W e e k t, a n A N C O V A m o d el  of t he diff er e n c es b et w e e n W e e k t a n d b as eli n e m e as ur e m e nts 
will b e us e d, c o nt r olli n g f or b as eli n e v al u e as a c o v ari at e, a n d tr e at m e nt gr o u p (r e gi m e n) a n d 
r a n d omis at i on str at a as fi x e d eff e cts. O nl y m ai n eff e cts of  th e r a n d omis at i on str at a will b e 
i n cl u d e d i n t h e m o d el. T h e m o d el  will h a v e t h e f ollo wi n g f or m :

D t,ij m = i nt er c e pt + ß [ Y 0,ij m ] + τ j + ω m + err or ij m

w h er e:
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 D t,ij m = Y t,ij m - Y0,i j m = t he W e e k t c h a n g e fr om b as eli n e of s u bj e ct i i n tr e at me nt gr o u p j
a n d str at u m m .

 Y 0,ij m is t h e b as eli n e m e as ur e m e nt of s u bj e ct i i n tr e at m e nt gr o u p j a n d i n str at a m , 

 Y t,ij m is t h e W e e k t m e as ur e m e nt of s u bj e ct i i n tr e at m e nt gr o u p j a n d i n str at a m ,

 ß is t h e sl o p e of D t,ij m r e gr essi n g o n t h e b as eli n e m e as ur e m e nt, 

 τ j is t h e m e a n eff e ct of tr e at m e nt gr o u p j,

 ω m is t h e m e a n eff e ct of r a n d omis at i on str at u m m ,

 I nt er c e pt,  a n d τ j ar e u n k n o w n p ar a m et ers t o b e esti m at e d fr o m t he d at a .

W ei g hts will b e us e d i n t he A N C O V A m o d el  to t e st t he tr e at me nt r e gi m e ns c o m p ar e d t o 
pl a c e b o, � � � : τ� � � − τ �� � = 0 a n d � � � : τ� � � − τ �� � = 0 .

T h e w ei g ht m at ric es t o t e st h yp ot h es es � � � a n d � � � ar e d e n ot e d b y  � � a n d � � r es p e cti v el y, 
d efi n e d as f o ll ow s :

� � = �� � �

⎣
⎢
⎢
⎢
⎡

� � × �

� � × � �

� � × ( � � � ) � / �

�
� ×

( � � � ) �

� ⎦
⎥
⎥
⎥
⎤

� � = �� � �

⎣
⎢
⎢
⎢
⎡

� � × �

� � × � �

�
� ×

( � � � ) �

�

� � × ( � � � ) � / � ⎦
⎥
⎥
⎥
⎤

w h er e r is t h e pr o p orti o n of r es p o ns e ( H b A 1 c < 7 %) , n is t h e n u m b er of s u bj e cts wit hi n a n ar m , 
a n d b as e d o n a 1: 1: 1 r a n d o mis ati o n .

� � : F or t h e c o m p aris o n of t h e l o w -d os e/ hi g h -d os e tr e at m e nt r e gi m e n v ers us pl a c e b o ( us e d f or 
s e c o n d ar y e n d p oi nts), all d a p a glifl o zi n a n d s a x a gli pti n s u bj e cts w h o h a d H b A 1 c < 7 % at W e e k 
1 2 a n d r e m ai n e d o n t he l ow- d os e will b e assi g n e d a w ei g ht of  1. T h e d a p a gl iflo zi n a n d 
s a x a gli pti n s u bj e cts w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d c o nti n u e d o n t h e l ow- d os e will b e 
assi g n e d a w ei g ht of  0. T h e d a p a glifl o zi n a n d s a x a gli pt i n s u bj e cts w h o h a d H b A 1 c ≥ 7 % at  
W e e k 1 2 a n d r e c ei v e d t he hi g h -d os e will b e assi g n e d a w ei g ht of  2. All s u bj e cts w h o d o n ot 
u n d er g o t h e s e c o n d r a n d omis at i on a n d all pl a c e b o s u bj e cts will b e assi g n e d a w ei g ht of 1.

� � : F or t h e c o m p aris o n of t h e l o w -d os e tr e at m e nt r e gi m e n v ers us pl a c e b o ( us e d f or s e c o n d ar y 
e n d p o i nts), all d a p a glifl o zi n a n d s a x a gli pti n su bj e ct s w h o h a d H b A 1 c < 7 % at W e e k 1 2 a n d 
r e mai n e d o n t he l ow- d os e will b e assi g n e d a w ei g ht of  1. T h e d a p a glifl o zi n a n d s a x a gli pt i n 
s u bj e cts w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d c o nti n u e d o n t he l ow- d os e will b e assi g n e d a 
w ei g ht of  2. T h e d a p a gliflo zi n a n d s a x a gli pt i n s u bj e cts w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d 
r e c ei v e d t he hi g h -d os e will b e assi g n e d a w ei g ht of  0. All s u bj e cts w h o d o n ot u n d er g o t he 
s e c o n d r a n d omis ati o n a n d all pl a c e b o s u bj e cts will b e assi g n e d a w ei g ht of 1.
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F or t he c o m p aris o n of  ov er all dr u g tr e at me nt v ers us pl a c e b o ( us e d f or t he pri m ar y e n d p o i nt 
a n al ysis a n d s o m e s e c o n d ar y e n d p o i nts) n o w ei g ht i n g will b e us e d (i. e. all tr e at m e nt gr o u ps will 
b e assi g n e d a w ei g ht of 1).

It f oll ows t h at p ar a m et ers c a n b e est i m at e d wit h a p pr o pri at e d esi g n a n d w ei g ht m atri x b y 

�� = ( � �� � ) � � � �� � ~ � ( �, � )

s u c h t h at �� = ���� � � � � � ��� � ��� � � � ��� � � � � � �
�

a n d t h e d esi g n m atri x f or i-t h s u bj e ct � � = [ 1 � � � � � � � ��� � � ɣ � � � � � � ].

T h e m o d el  will pr o vi d e l e ast s q u ar es m e a n ( L S m e a n) est i m at es a n d 2- si d e d 9 5 % c o nfi d e n c e 
i nter v als f or m e a n c h a n g es fr o m b as eli n e wi t hi n e a c h tr e at me nt gr o u p (r e gi m e n) a n d diff er e n c e s 
i n m e a n c h a n g e fr o m b as eli n e b et w e e n a tr e at m e nt gr o u p ( r e gi m e n) a n d pl a c e b o. N ot e t h at CIs 
will n ot b e o bt ai n e d di r e ctl y fr o m th e m o d el , b ut will b e d eri v e d b y c o m bi ni n g t he r e s ult s 
o bt ai n e d fr om r u n ni n g t he A N C O V A m o d el  in e a c h i m p ut e d d at a s et, as d es cri b e d i n S e ct i on 
4. 1. 1 2. 4 . If t her e is n o missi n g d at a f or all tr e at me nt gr o u ps i n t he a n al ysis at a visit, t he n t he 
A N C O V A m o d el  will be r u n o n t he n o n -i m p ut e d d at a a n d n o c o m bi ni n g of  res ul t s fr om e a c h 
i m p ut e d d at a s et is n e c ess ar y.

St a n d ar di se d m o d el  r esi d u als will b e us ed t o e x a mi n e m o d el ass u m pt i ons a n d t o d et e ct o utli ers 
a n d p ot e nti all y i nfl u e nt i al obs er v at i ons. T h e "I nfl u e n c e Di a g n osti cs " o ut p ut pr o d u c e d b y P R O C 
MI X E D a n d b o x pl ot s of  st a n d ar dis e d r esi d u als will b e us e d t o f a cilit at e t his di a g n osti c a n al y si s. 
If i nfl u ent i al o utli ers ar e pr es e nt a d di tio n al  se n siti vi t y an al ys es will b e p erf or m e d wi t h th e 
o utli ers e x cl u d e d, i n or d er t o ass ess t h eir i m p a ct o n tr e at m e nt (r e gi m e n) c o m p aris o ns.

4. 1. 1 0 P r o p o rti o n of s u bj e cts wit h a p r e -d efi n e d c h a r a ct e risti c ( r es p o n d e rs) at W e e k t

T h e pr o p orti o n of  su bj e cts wi t h a pr e -d efi n e d c h ar a ct eristi c (r es p o n d ers) at W e e k t will b e 
a n al ys e d usi n g a w ei g ht e d or u n w ei g ht e d l ogi st i c r e gr essi on w h e n t h er e ar e at l e ast 5 r es p o n d ers 
b y tr e at me nt gr o u p. F or pr o p orti o n of  res p o n d ers ( e. g., m e et i n g H b A 1 c cri t eri a), esti m at es, 
c o nfi d e n c e i nter v als, a n d t e st s will b e o bt ai n e d usi n g a w ei g ht e d or u n w ei g ht e d l ogisti c 
r e gr essi o n. O d ds r atio s ( a n d c orr es p o n di n g st a n d ar d err ors [S E ]) r e pr es e nti n g t he r es p o n d er 
o d ds i n t h e d a p a glifl o zi n /s a x a gli pti n tr e at me nt gr o u p ( or r e gi m e n) v ers us pl a c e b o gr o u p will b e 
g e n er at e d a dj u st e d f or b as eli n e v ari a bl e ( e. g., a d j ustm e nt  for b as eli n e H b A 1 c) a n d e a c h 
r a n d omis at i on str atifi c at i on f act or usi n g t h e S A S L O GI S TI C pr o c e d ur e.

T h e fr e q u e n ci es of  res p o ns e/ n o n -r es p o ns e a n d t he a s s o ci at e d cr u d e r es p o ns e r at es ( a s 
p er c e nt a g es) will b e pr es e nt e d b y tr e at me nt gr o u p ( or r e gi m e n). I n ad di tio n, w ei g ht e d or n o n-
w ei g ht e d a dj u st e d p er c e nt a g es, st a n d ar d err or s, a n d 9 5 % CIs f or e a c h tr e at me nt gr o u p ( or 
r e gi m e n) will als o b e dis pl a y e d. A d j ust e d o d d r atio a n d c orr es p o n di n g 9 5 % L o g li k eli h o o d
c o nfi d e n c e i nt er v al, a n d p -v al u es ( u n c orr e ct e d) will als o b e pr es e nt e d.



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

7 1

F or t h e H b A 1 c r es p o n d er e n d p o i nts, if t her e is n o missi n g d at a f or all tr e at me nt gr o u ps i n t h e 
a n al ysis at W e e k t, t he n t he l ogist i c r e gr essio n  mo d el  or Fis h er’s e x a ct t e st will b e r u n o n t he 
n o n- i m p ut e d d at a a n d n o c o m bi ni n g of r es ults fr o m e a c h i m p ut e d d at a s et is n e c ess ar y.

I n c as e of  no n -c o n v er g e n c e b e c a us e of  sp ars e d at a s u bse q u e nt b a c k u p m o d els will b e us e d i n 
r e mo vi n g r a n d o mis ati on str at a i n s e q u e nti al or d er a n d/ or c oll a psi n g t h e r a n d o mis ati o n str at a of 
b a c k gr o u n d m e di c at i on as d efi n e d i n S e ct i on 4. 1 . A s u bs e q u e nt b a c k - u p m o d el i n t he or d er 
pr es e nt e d S e cti o n 4. 1 will o nl y b e pr o vi d e d if t h e pr e c e di n g b a c k-u p m o d el  d o es n ot c o n v er g e.

W h e n t her e ar e l ess t ha n 5 r es p o n d ers i n a n y tr e at m e nt gr o u p, t h e u n a dj ust e d ( a n d diff er e n c e) 

pr o p orti o n s, w ei g ht e d or n o n- w ei g ht e d e x a ct 9 5 % c o nfi d e n c e i nter v al, a n d p- v al u es fr om t he 

w ei g ht e d or u n w ei g ht e d F is h er’s e x a ct t est ( w h e n a p pli c a bl e) will b e pr o vi d e d.

4. 1. 1 1 Esti m at es f o r ti m e -t o-e v e nt a n al ys es

C o x pr o p orti o n al h a z ar ds m o d els wit h str atifi c at i on f a ct ors (i n cl u di n g s e x, a g e gr o u p [ ≥ 1 0 a n d 

< 1 5 y e ars , ≥ 1 5 a n d < 1 8 y e ars ] a n d b a c k gr o u n d a nti di a b eti c m e d i c ati on [ met f or mi n o nl y , 

i ns uli n o nl y , m etfor m i n + i ns uli n]) as c o v ari at es will b e dis pl a y e d b y tr e at m e nt gr o u p. Ti m e t o 

e v e nt (i n d a y s) will b e c al c ul at e d as: d at e of  ev e nt - d at e of  first d os e + 1. S u bj e ct s t hat 

p er m a n e nt l y dis c o nt i n u e tr e at me nt b ut re m ai n i n t he st u d y will b e i n cl u d e d i n t he a n al ysis.

S u bj e cts w h o d o n ot h a v e t h e e v e nt will b e c e ns or e d at t h e W e e k t visit d at e or t h e l ast visit d at e 

f or t h o s e wit hdr a wi n g fr o m t he st u d y  bef or e W e e k t vi sit. S u bj e cts l ost t o f oll o w -u p d uri n g t h e 

a p pli c a bl e p eri o d will b e c e n s or e d at  th eir l ate st ass ess m e nt d at e w h er e as s u bj e cts h a vi n g 

s kip p e d W e e k t visit will b e c e ns or e d at t he ir n ext  visit d at e or t he l atest W e e k t ass ess m e nt d at e

a m o n g st all  s u bj e cts ( w hi c h e v er is e arli er).

K a pl a n -M ei er pl ot s  of ti m e t o e v e nt v ari a bl es will b e dis pl a y e d b y tr e at me nt gr o u p. U nl es s 

ot h er wi s e s p e cifi e d, t he pl ot wi ll b e pr es e nt e d o nl y w h e n t her e ar e at l e ast 5 “ e v e nts ” i n e a c h 

tr e at me nt gr o u p. A d diti o n all y, a t a bl e will  ac c o m p a n y t he pl ot a n d wi ll dis pl a y t he K a pl a n -

M ei er esti m at es of  th e c u m ul at i v e e v e nt pr o b a bilit i es ( wit h 95 % CI c al c ul at e d b as e d o n 

Gr e e n w o o d’s m et h o d w h e n a p pli c a bl e) of  su bj e ct s wit h e v e nt at  sp e cifi c ti m e p oi nts b y 

tr e at me nt gr o u p. If t he esti m at e d l ow er b o u n d of 9 5 % CI is b e l ow 0 or t he esti m at e d u p p er 

b o u n d of 9 5 % CI i s o v er 1, t h e n it will b e r e strict e d t o 0 or 1 r e s p e cti v el y . T h e p -v al u e fr om a 

p ai r wis e L o g -R a n k t e st (str atifi e d b y s e x, a g e, a n d b a c k gr o u n d m e di c at i on) of  th e n u ll 

h y p ot h esis of  no diff er e n c e b et w e e n tr e at me nt  ar ms i n t he pr o b a bilit y of  an e v e nt will b e 

pr es e nt e d.

4. 1. 1 2 M ulti pl e im p ut ati o n

Missi n g q u a nt itati v e W e e k t d at a at st u d y  e nd p oi nt will b e i m p ut e d fr o m o ne o f t he 2 missi n g 

n ot at r a n d o m ( M N A R) i m p ut ati o n m o d els f or missi n g W e e k t d at a. 

T h e pr ef err e d m o d el  will b e t o u s e a “r etrie v e d dr o p -o ut ” m ul tipl e i m p ut ati o n ( MI-R D) m o d el 

t o r e pr es e nt t he M N A R pr o c ess. T his will b e us e d if t her e is s uffi ci e nt d at a fr o m ‘r etri e v e d dr o p -

o uts’, d efi n e d as s u bj e cts w h o dis c o nt i n u e d t h e tr e at m e nt ( b ut n ot t h e st u d y) a n d h a d a W e e k t 

H b A 1 c v al u e. If a n y of  th e r e q uir e d i m p ut ati o n m o d els n e e d e d f or a n y of  th e r e gi m e ns (lo w, 

l ow/ hi g h, o v er all) wi t hi n d a p a glifl o zi n or s a x a gli pt i n h a v e l ess t ha n 5 r etrie v e d dr o p -o ut 
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o bs er v at i ons a v ail a bl e t o fit th e m o d el , t he n MI -W O “ w as h -o ut ” m e t ho d will b e us e d f or

a n al ys es of all r e gi m e ns f or t hat e n d p oi nt . T hi s is a “ c o p y  to r ef er e n c e m et h o d ”. B ot h MI -R D 

or MI -W O will b e i m pl e m e nt e d usi n g a b as eli n e t o pr e di ct W e e k t v al u es i n t h e M N A R m o d el. 

T h e r a n d omis at i on str at a will b e c o d e d usi n g i n di c at or v ari a bl es as f oll ow s a n d us e d i n t he 

m ult i pl e i m p ut ati o n st e ps:

 r a n d omis at i on str at a of b a c k gr o u n d m e di c at i on will b e c o d e d as

o m et ( 1) a n d i ns ( 0) if m etf or mi n o nl y,

o m et ( 0) a n d i ns ( 1) if i ns uli n o nl y, 

o m et ( 0) a n d i ns ( 0) if m etf or mi n + i ns uli n;

 r a n d omis at i on str at a of  ba c k gr o u n d m e di c at i on if r a n d omis at i on str at a of  ins uli n o nl y  

a n d i ns uli n wit h m etf or mi n ar e gr o u p e d will b e c o d e d as

o m et i ns ( 1) if m etf or mi n o nl y,

o m et i ns ( 0) if i ns uli n o nl y or i ns uli n with m etf or mi n ;

 r a n d omis at i on str at a of a g e gr o u p will b e c o d e d as 

o a g e ( 1) if a g e ≥ 1 0 a n d < 1 5 y e ars, 

o a g e ( 0) if a g e ≥ 1 5 a n d < 1 8 y e ars;

 r a n d omis at i on str at a of  s e x will b e c o d e d as 

o s e x ( 1) if m al e,

o s e x ( 0) if f e m al e.

E a c h i m p ut ati o n m o d el will us e a c o m m o n s e e d v al u e of 2 7 1 7.

I n c as e of n o n-c o n v er g e n c e b e c a us e of s p ars e d at a , s u bs e q u e nt b a c k u p i m p ut atio n m o d els will 
b e us e d i n r e mo vi n g r a n d omis ati o n str at a i n s e q u e nt i al or d er a n d/ or c o ll a psi n g t h e 
r a n d omis at i on str at a of ba c k gr o u n d m e di c at i on a s d efi n e d i n S e ct i on 4. 1 . A s u bs e q u e nt b a c k -
u p m o d el  in t he or d er pr es e nt e d S e cti o n 4. 1 will o nl y b e pr o vi d e d if t he pr e c e di n g b a c k -u p 
m o d el  d o es n ot c o n v er g e.

4. 1. 1 2. 1 M o n ot o n e D at a P att e r n

Pri or t o i m p ut ati o n, i nt er mitt e nt missi n g H b A 1 c/ F P G v al u es (i. e., missi n g v al u es b ot h pr e c e d e d 
a n d f oll o w e d b y at l e a st o n e n o n-missi n g v al u e) will b e i m p ut e d u n d er a “ missi n g at r a n d o m ”
( M A R) m o d el  for missi n g d at a usi n g a M ar k o v c h ai n M o nt e C arl o ( M C M C) m et h o d of  
i m p ut atio n.

Si n c e i n g e n er al t h e missi n g p att er n will n ot b e m o n ot o n e, t h e first st e p f or a n y  of t h e m et h o d s 
pr es e nt e d b el o w will b e t o us e t h e M ar k o v C h ai n M o nt e C arl o ( M C M C) m et h o d i n c o nj u n cti o n 
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wi t h th e M O N O T O N E st at e m e nt of  th e S A S MI pr o c e d ur e t o p arti all y i m p ut e q u a nt itati v e 
p ar a m et er s, s e p ar at el y f or e a c h tr e at me nt r e gi m e n (i.e. l ow- d o s e, l ow- d os e / hi g h-d os e a n d 
pl a c e b o ) a n d b y w ei g ht , t o cr e at e i m p ut e d d at as ets wit h j ust e n o u g h missi n g q u a ntit ati v e v al u es 
t o g e n er at e t wo h u n dr e d ( 2 0 0) i m p ut e d d at a s ets wit h a m o n ot o n e missi n g d at a p att er n (f or e a c h 
tr e at me nt r e gi m e n), ass u mi n g a M A R missi n g d at a p att er n. S u bj e cts wi t hdr a wi n g fr o m I P 
b ef or e t he u p- titr atio n will b e assi g n e d a w ei g ht of 1 a n d will b e i n cl u d e d i n e a c h i m p ut ati o n 
m o d el  (l ow -d os e a n d l ow- d o s e / hi g h-d os e r e gi m e n). I n dic at ors of  r a n d omis at i on str at a ( a s 
d es cri b e d i n S e cti o n 4. 1. 1 2 ) a n d visit (i. e., b as eli n e H b A 1 c / F P G al o n g wi t h all  visits p er 
pr ot o c ol u p t o W e e k t ) will b e t h e p ar a m et ers i n cl u d e d i n M C M C m o d els.

T h e r a n d o m s e e d n u m b er f or t h e M C M C st a g e will b e 2 7 1 7.

4. 1. 1 2. 2 R et ri e v e d D r o p -O uts M ulti pl e I m p ut ati o n M et h o d

Missi n g H b A 1 c/ F P G d at a will b e i m p ut e d s e p ar at el y b y tr e at me nt r e gi m e n of  ea c h dr u g (i. e., 

l ow- d o s e, l ow- d os e / hi g h-d o s e, a n d pl a c e b o) a n d w ei g ht ( as a p pli c a bl e) . S u bj e ct s n ot g oi n g 

t hr o u g h u p-titr atio n r a n d o mis ati on d u e t o dis c o nt i n u ati on of st u d y  me di c ati o n will b e assi g n e d 

a w ei g ht of 1 a n d i m p ut e d i n t h e b ot h t h e l ow- d os e a n d l o w -d o s e / hi g h-d os e r e gi m e ns.

Usi n g m o n ot o n e d at as ets g e n er at e d as d es cri b e d i n S e ct i on 4. 1. 1 2. 1 , th e r e mai ni n g missi n g 

H b A 1 c/ F P G d at a will b e i m p ut e d s e p ar at el y f or e a c h tr e at me nt gr o u p a n d w ei g ht ( as a p pli c a bl e)

usi n g a R E G R E S SI O N m et h o d i n c o nj u n ct i on w ith t h e M O N O T O N E st at e m e nt a n d t he M N A R 

st at e m e nt of t h e S A S MI pr o c e d ur e.

 St e p 1: T h e i m p ut ati o n m o d el  us e d t o cr e at e m o n ot o n e d at a p att er n (s e e S e cti o n
4. 1. 1 2. 1 ) will i n cl u d e f a ct ors a n d c o v ari at e s i n t he f oll owi n g or d er: i n di c at ors 

r e pr es e nti n g r a n d omis ati o n str at a of  s e x, a g e gr o u p a n d b a c k gr o u n d m e d i c ati on , 

b as eli n e H b A 1 c / F P G as w ell as H b A 1 c/ F P G fr o m all vi sit s p er pr ot o c ol  u p t o W e e k t.

 St e p 2: Usi n g a n i m p ut ati o n m o d el wit h t er m s f or i n di c at ors r e pr es e nti n g r a n d o mi s atio n

str at a of s e x, a g e gr o u p a n d b a c k gr o u n d m e d i c ati on , b as eli n e H b A 1 c / F P G f oll ow e d b y 

W e e k t H b A 1 c / F P G, f or e a c h tr e at me nt r e gi m e n a n d w ei g ht , su bj e cts t hat dis c o nt i n u e 

tr e at me nt pri or t o W e e k t wit h b as eli n e a n d a n ( off-tr e at me nt) W e e k t ass ess m e nt  

a v ail a bl e will b e us e d t o i m p ut e wit hi n e a c h m issi n g W e e k t v al u es (f or t h at tr e at me nt  

r e gi m e n) aft er b as eli n e. S e p ar at e m o d els will b e p erf or m e d f or e a c h tr e at me nt r e gi m en

a n d w ei g ht ( as a p pli c a bl e) t o i m p ut e W e e k t missi n g d at a i n t he m ult i pl y im p ut e d 

m o n ot o n e d at as ets g e n er at e d b y S t e p 1. F o r t his st e p, o n e i m p ut ati o n will b e p erf or m e d 

f or e a c h of t h e 20 0 i m p ut e d d at as ets fr o m St e p 1 t o f or m “ c o m pl et e d at as ets ”.

 St e p 3 : I mp ut e d v al u es fr om e a c h of  t he 2 0 0 i m p ut atio n d at as ets s el e ct e d fr o m St e p 2 

a n d t he n o n- missi n g d at a will b e us e d t o c al c ul at e c h a n g e fr o m b as eli n e. T h e 

H b A 1 c/ F P G c h a n g e fr om b as eli n e v a l u es at W e e k t will b e a n al ys e d b y a n A N C O V A 

wi t h ter ms f or b as eli n e H b A 1 c / F P G, r a n d omis ati o n str at a, a n d tr e at me nt gr o u p as 

d es cri b e d i n S e ct i on 4. 1. 9 . In c as e of  no n -c o n v er g e n c e, t he i m p ut ati o n a n d A N C O V A 

m o d el  will b e si m plifi e d b y r e mo vi n g/ c oll a psi n g t he r a n d o mis ati on str at a i n di c at or 

v ari a bl es i n a st e p wis e m a n n er as d es cri b e d i n S e cti o n 4. 1 .
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 St e p 4 : R es ults fr om e a c h A N C O V A m o d el  will b e c o m bi n e d as d es cri b e d i n S e ct i on

4. 1. 1 2. 4 .

If c o n v er g e n c e i n all tr e at m e nt r e gi m e ns (in cl u di n g pl a c e b o) is st ill n ot a c hi e v e d t h e alt er n ati v e 

i m p ut atio n m et h o d ( MI -w as h o ut) will b e us e d.

4. 1. 1 2. 3 W as h -o ut m ulti pl e i m p ut ati o n m et h o d

Usi n g t he m o n ot o n e d at as ets g e n er at e d as d es cri b e d i n S e cti o n 4. 1. 1 2. 1 , t he r e m ai ni n g missi n g 

d at a will b e i m p ut e d s e p ar at el y f or e a c h tr e at me nt gr o u p usi n g a R E G R E S SI O N m et h o d i n 

c o nj u n ct i on wi t h th e M O N O T O N E st at e m e nt a n d ei t h er M N A R st at e me nt (f or 

d a p a glifl o zi n /s a x a gli pti n tr e at me nt gr o u p s) or M A R (f or pl a c e b o tr e at m e nt gr o u p) of t he S A S 

MI pr o c e d ur e. W ei g ht will n ot b e i n cl u d e d i n t h e i m p ut ati o n m o d el.

 St e p 1 : T h e i m p ut ati o n m o d el  us e d t o cr e at e m o n ot o n e d at a p att er n (s ee S e cti o n 
4. 1. 1 2. 1 ) will i n cl u d e f a ct ors a n d c o v ari at e i n t he f oll owi n g or d er: i n di c at ors 

r e pr es e nti n g r a n d omis ati o n str at a of  s e x, a g e gr o u p a n d b a c k gr o u n d m e d i c ati on , 

b as eli n e H b A 1 c /F P G as w ell as H b A 1 c / F P G fr o m all vi sit s p er pr ot o c ol  u p t o W e e k t.

 St e p 2: F o r s u bj e cts fr o m d a p a glifl o zi n /s a x a gli pti n tr e at me nt gr o u p, W e e k t d at a fr om 

t he pl a c e b o gr o u p s u bj e cts wi t h no n -missi n g b as eli n e will b e us e d i n m o d elli n g t he 

M N A R pr o c ess. T h e i m p ut ati o n m o d el  will i n cl u d e, i n t he f oll owi n g or d er, i n di c at ors 

r e pr es e nti n g r a n d o mis ati on str at a of s e x, a g e gr o u p a n d b a c k gr o u n d m e d i c ati on a s w ell 

as, b as eli n e H b A 1 c / F P G a n d W e e k t H b A 1 c /F P G .

W hil e f or s u bj e cts fr o m pl a c e b o tr e at me nt gr o u p, missi n g d a t a will b e i m p ut e d 

s e q u e nt i all y at e a c h ass ess m e nt usi n g a M A R i m p ut ati o n b as e d o n all n o n-missi n g d at a 

fr om t hat visit a n d d at a fr o m all pri or visits ( aft er i m p ut ati o n). T h e i n di c at ors 

r e pr es e nti n g r a n d omis at i on str at a will b e i n cl u d e d i n m o d elli n g t he M A R pr o c ess es i n 

t he s a m e or d er as d es cri b e d i n St e p 1. T h er ef or e, t he m o d el  will i n cl u d e, i n t he f o ll owi n g 

or d er, i n di c at ors r e pr es e nti n g r a n d omis ati o n str at a of  s e x, a g e gr o u p a n d b a c k gr o u n d 

m e di c at i on as w ell a s, b as eli n e H b A 1 c / F P G, a n d H b A 1 c/ F P G fr o m all visits p er 

pr ot o c ol  prior t o a n d i n cl u di n g W e e k t .

 St e p 3 : I mp ut e d v al u es fr om e a c h of  t he 2 0 0 i m p ut atio n d at as ets s el e ct e d fr o m St e p 2 

a n d t h e n o n- missi n g d at a will b e a n al ys e d b y A N C O V A a p pli e d at W e e k t, wit h t er m s 

f or b as eli n e H b A 1 c / F P G, r a n d o mis ati on str at a a n d tr e at m e nt gr o u p as d es cri b e d i n 

S e cti o n  4. 1. 9 . I n c as e of n o n-c o n v er g e n c e, t h e i m p ut ati o n a n d A N C O V A m o d el will b e 

si m plifi e d b y r e mo vi n g/ c oll a psi n g t he r a n d omis ati o n str at a i n di c at or v ari a bl es i n a 

st e p wis e m a n n er as d es cri b e d in S e ct i on 4. 1 .

 St e p 4 : R es ults fr om e a c h A N C O V A m o d el  will b e c o m bi n e d as d es cri b e d i n S e ct i on

4. 1. 1 2. 4 .
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4. 1. 1 2. 4 C o m bi ni n g m ulti pl e i m p ut ati o n r es ults

C o nti n u o us e n d p oi nts

T h e a n al ysis m o d el  will b e e v al u at e d i n e a c h of  th e i m p ut e d d at as ets, a n d t he p oi nt esti m at es 

a n d S Es will b e c o m bi n e d usi n g R u bi n's r ul e s t o pr o d u c e v ali d gl o b al est i m at es wi t h 

c orr es p o n di n g CIs a n d p -v al u es. S A S MI A N A L Y Z E pr o c e d ur e will b e us e d f or t his p ur p o s e.

C at e g o ri c al e n d p oi nts

H b A 1 c will  be c at e g ori s e d as < 7 % (r es p o n d ers) or ≥ 7 % ( n o n -r es p o n d ers) a n d will b e d eri v e d 

fr om di c h ot o misi n g t he i m p ut e d c o nti n u o us v al u es of H b A 1 c. 

A l ogist i c r e gr e s sio n  (t he S A S L O GI S TI C pr o c e d ur e) will b e us e d w h e n t her e ar e at l e ast 5 

r es p o n d ers b y tr e at m e nt r e gi m e n. If t h er e ar e less t h a n 5 s u bj e cts i n a n y  tr e at me nt r e gi m e n, t h e 

Fis h er’s e x a ct t est will b e us e d.

 If t he l ogi st i c m o d el  is u s e d, pri or t o a p pl yi n g R u bi n's r ule s ( as d es cri b e d i n S e cti o n 

4. 1. 1 2. 4 ) t he o d ds r ati o a n d its S E will b e l o g -tr a nsf or m e d (as d et ail e d b el o w ).

If Fis h er's e x a ct t e st is us e d, t he fi n al est i m at es f or t h e pr o p orti o n of  res p o n d ers, diff er e n c e i n 
pr o p orti o n of  res p o n d ers a n d p- v al u e will  corr es p o n d t o t he m e di a n of  th es e est i m at es a cr o s s 
all i m p ut e d d at a s ets.

L o g -t r a nsf o r m ati o n of o d ds r ati o esti m ates

R u bi n's c o m bi n at i on r ule s ass u m e t hat t he m u lti pl e i m p ut atio n est i m at es ar e a s y m pt oti c all y 
n or m all y distri b ut e d. H o w e v er, t h e esti m at es of o d ds r ati os f o ll ow a l o g -n or m al distri b ut i on. A 
l og tr a nsf or m at i on c a n b e us e d t o n or m ali s e t h es e esti m at es i n or d er t o b e a bl e t o a p pl y R u bi n’s 
c o m bi n at i on r ul es, as f o ll ow s:

 O bt ai n l o g -tr a nsf or m e d o d ds r ati o ( O R) a n d S E fr o m e a c h i m p ut e d d at as et
l og _ O R =l o g( O R)
l og _ O R _ S E =l o g( u p p er _ CI) - l og(l o w er _ CI)/( 2 * 1. 9 6)

 C o m bi n e tr a nsf or m e d est i m at es usi n g MI A N A L Y Z E

 B a c k -tr a n sf or m c o m bi n e d esti m at es ( E S TI M A T E a n d S T D E R R ar e t h e r es ults fr o m P R O C 
MI A N A L Y Z E):

P o ol e d _ O R = E X P( E S TI M A T E) 
P o ol e d _l o w er _ CI = p o ol e d _ O R * E X P( -1. 9 6 * S T D E R R)
P o ol e d _ u p p er _ CI = p o ol e d _ O R * E X P( + 1. 9 6 * S T D E R R)

T h e a b o v e c o d e ass u m es t h at 9 5 % CIs ar e us e d. If d iff er e nt wi dt h is r e q uir e d, t h e 1. 9 6 m ulti pl e 
will n e e d t o b e a dj ust e d a c c or di n gl y.

F urt h er i nf or m at i on a n d t h e S A S c o d e c a n b e f o u n d i n R ef er e n c e 4 .



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

7 6

4. 1. 1 2. 5 M ulti pl e i m p ut ati o n u n d e r M A R h y p ot h esis

Usi n g t h e m o n ot o n e d at as ets g e n er at e d as d es cri b e d i n S e cti o n 4. 1. 1 2. 1 , t he r e m ai ni n g missi n g 
H b A 1 c or F P G d at a will b e i m p ut e d s e p ar at el y f or e a c h tr e at me nt r e gi m e n a n d w ei g ht ( as 
a p pli c a bl e) u si n g a R E G R E S SI O N m e t ho d i n c o nj u n ct i on wi t h t h e M O N O T O N E st at e m e nt of  
t he S A S MI pr o c e d ur e a n d M A R ass u m pt i on.

 St e p 1: Pri or t o i m p ut ati o n, t h e M C M C m et h o d will b e us e d i n t h e MI pr o c e d ur e t o i m p ut e 
j ust e n o u g h missi n g v al u es u n d er a “ missi n g at r a n d o m ” ( M A R) m o d el t o g e n er at e 2 0 0
i m p ut e d d at a s ets wit h a m o n ot o n e missi n g d at a p att er n. T h e i m p ut ati o n m o d el wit h 
i n cl u d e f a ct ors a n d c o v ari at es i n t h e f oll o wi n g or d er: i n di c at ors of r a n d omis at i on str at a 
a n d b as eli n e H b A 1 c / F P G as w ell as H b A 1 c / F P G at all visits p er pr ot o c ol pri or t o W e e k t.

 St e p 2: Missi n g d at a will b e i m p ut e d s e q u e nt i all y at e a c h ass ess m e nt usi n g a M A R 
i m p ut atio n b as e d o n all n o n -missi n g d at a fr o m t h at visit a n d d at a fr o m all pri or vi si t s ( aft er 

i m p ut atio n). T h e i n di c at ors r e pr es e nti n g r a n d omis ati o n str at a will b e i n cl u d e d i n t he s a m e 

or d er as d es cri b e d i n St e p 1. T h er ef or e, t he m o d el  will i n cl u d e, i n t he f oll owi n g or d er, 

i n di c at ors r e pr es e nti n g r a n d o mis ati on str at a of s e x , a g e gr o u p , a n d b a c k gr o u n d m e di c ati o n 

as w ell as, b as eli n e H b A 1 c / F P G, tr e at me nt r e gi m e n, a n d all pr e vi o us H b A 1 c / F P G v al u es 

(all visit s p er pr ot o c ol pri or t o W e e k t ).

 St e p 3 : I mp ut e d v al u es fr om e a c h of  t he 2 0 0 i m p ut ati o n d at as ets s ele ct e d fr om St e p 2 a n d 

t he n o n- missi n g d at a will b e a n al ys e d b y A N C O V A a p pli e d at W e e k t, wit h t er ms f or 

b as eli n e H b A 1 c, r a n d omis at i on str at a, a n d tr e at m e nt r e gi m e n as d es cri b e d i n S e cti o n 4. 1. 9 .

I n c as e of  no n -c o n v er g e n c e, t he i m p ut ati o n m o d el will b e si m plifi e d r e mo vi n g/ c oll a psi n g 

t he r a n d omis at i on str at a i n di c at or v ari a bl es i n a st e p wis e m a n n er as d es cri b e d i n S e ct i on

4. 1 .

 St e p 4 : R es ults fr o m e a c h A N C O V A m o d el  will b e c o m bi n e d as d es cri b e d i n S e cti o n

4. 1. 1 2. 4 .

4. 1. 1 2. 6 Ti p pi n g p oi nt a n al ysis

A s eri es o f a n al ys es will b e p erf or m e d wit h i n cr e asi n g v al u es of δ ( w h er e δ r e pr es e nts H b A 1 c 
[ %]) u ntil t h e a n al ysis c o n cl usi on of a st atist i c all y sig nifi c a nt tr e at m e n t effe ct n o l o n g er h o l ds. 
T h e v al u e o f δ t h at o v ert ur ns t h e pri m ar y  r e s ult s will r e pr e s e nt a tip pi n g p oi nt. A n 
i nter pr et ati o n of  cli ni c al pl a usi bility of  t h e a s s u m ptio n u n d erl yi n g t h e ti p pi n g p oi nt will b e 
pr o vi d e d. V al u e s of  δ will b e e x a mi n e d u ntil a p- val u e > 0. 0 5 0 0 0 i s o bt ai n e d f or t h e diff er e n c e 
b et w e e n gr o u ps i n L S M e a ns . 

Usi n g t h e m o n ot o n e d at as ets g e n er at e d as d es cri b e d i n S e ct i on  4. 1. 1 2. 1 a n d St e p 1 of eit h er 
MI -R D ( as d es cri b e d i n S e ct i on 4. 1. 1 2. 2 ) or MI-W O ( as d es cri b e d i n S e ct i on 4. 1. 1 2. 3 ) 
d e p e n d e nt o n if t h er e is s uffi ci e nt d at a t o p erf or m t h e MI -R D m o d el  ( as s p e cifi e d i n S e cti on 
4. 1. 1 2 ) t h e r e m ai ni n g st e ps will b e p erf or m e d:
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 St e p 2: T h e MI pr o c e d ur e will b e us e d wi t h a MO N O T O N E st at e m e nt t o i m p ut e t he 

r e mai ni n g m o n ot o n e missi n g d at a i n t h e m ult i ple i m p ut e d d at a s ets g e n er at e d i n t h e first 

st e p. T h e i m p ut e d d at a f or W e e k 2 6 will fir st b e e sti m at e d u n d er t h e M A R a s s u m ptio n

( δ = 0). I n s u bs e q u e nt m o d els, a c o m m o n s et of δ v al u es will t h e n b e a d d e d t o t h e M N A R

i m p ut e d v al u es f or W e e k 2 6 f or t he a cti v e tr eat m e nt r e gi m e ns ( o nl y), w hil e i m p ut e d 

v al u es f or t h e pl a c e b o tr e at m e nt gr o u p r e m ai n wit h n o δ a d dit i on.

F or t he first i m p ut ati o n m o d el  (δ = 0), 2 0 0 i m p ut ati on d at as ets will b e g e n er at e d usi n g 

t he 2 0 0 m o n ot o n e d at as ets g e n er at e d i n St e p 1. F or t h e s u bs e q u e nt i m p ut ati o n m o d el s 

( δ > 0), t h e s a m e m o n ot o n e d at as ets as t h os e us e d f or t h e first i m p ut ati o n m o d el will b e 

us e d.

 St e p 3: F o r e a c h v al u e of d el t a, im p ut e d v al u es fr o m e a c h o f th e 2 0 0 i m p ut atio n d at as ets 

s el e ct e d fr o m St e p 2 a n d t h e n o n -missi n g d at a will b e a n al ys e d b y A N C O V A a p pli e d at 

W e e k t, wit h t er ms f or b as eli n e H b A 1 c, r a n d omis ati o n str at a a n d tr e at me nt gr o u p as 

d es cri b e d i n S e ct i on 4. 1. 9 . In c as e of  no n -c o n v er g e n c e, t he i m p ut ati o n a n d A N C O V A 

m o d el  will b e si m plifi e d b y r e mo vi n g/ c oll a psi n g t he r a n d o mis ati on str at a i n di c at or 

v ari a bl es i n a st e p wis e m a n n er as d es cri b e d i n S e cti o n 4. 1 .

 St e p 4: F or e a c h v al u e of d elt a, r es ul t s fr o m e a c h A N C O V A m o d el will b e c o m bi n e d as 

d es cri b e d i n S e cti o n 4. 1. 1 2. 4 .

4. 2 St u d y p o p ul ati o n

St u d y  p o p ul ati on d at a f or t h e tr e at m e nt p eri o d will b e pr es e nt e d. A t a bl e pr es e nt i n g t h e n u m b er 

a n d p er c e nt a g e of  su bj e cts i n t he R a n d o mis e d S u bj e cts D at a S et , U p -titr atio n R a n d o mis e d

S u bj e cts D at a S et, E v al u a bl e S u bj e cts D at a S et , T r e at e d S u bj e cts D at a S et , R a n d o mis e d

Wit h dr a w al S u bj e cts D at a S et a n d P h ar m a c o ki n et i c A n al ysis D at a S et will b e pr o vi d e d.

S u bj e cts e x cl u d e d fr o m e a c h a n al ysis s et a n d r e as o n(s) f or e x cl usi o n will b e list e d.

F or t he R a n d o mis e d Wit h dr a w a l S u bj e cts D at a S et, s u bj e cts w h o p ass e d W e e k 3 2/ W e e k 4 0 

pri or t o pr ot o c ol  a me n d m e nt 4 b ei n g a p pr o v e d i n t heir c o u ntr y  w er e n ot eli gi bl e t o q u alif y for 

t his p ot e ntial  r a n d omis at i on a n d will b e pr es e nt e d u n d er t h e r e as o n f or e x cl usi o n “ Ot h er ” i n t h e 

s u m m ar y t a bl e.

4. 2. 1 S u bj e ct dis p ositi o n

T h e su bj e ct dis p osi tio n f or t h e s cr e e ni n g p eri o d, S T + L T p eri o d, r a n d o mis e d wi t hdr a w al p eri o d

a n d p ost -st u d y visit W e e k 1 0 4 will b e s u m m aris e d :

 Di s p o sitio n  for t h e s cr e e ni n g p eri o d will b e b as e d o n t he E nr oll e d S u bj e cts D at a S et
( w h o si g n e d i nf or m e d c o ns e nt) , a n d will i n cl u d e t he n u m b er of  su bj e cts e nr oll e d, 
p ass e d t he s cr e e ni n g p eri o d, dis c o nti n u e d fr o m t he s cr e e ni n g p eri o d a n d a s u m m ar y 
of  t he c orr es p o n di n g r e as o ns f or dis c o nt i n u ati on. T h e n u m b er of r e s cr e e n s a n d t ot al 
n u m b er o f ti m es r es cr e e n e d will als o b e pr es e nt e d f or s u bj e cts w h o w er e r es cr e e n e d.



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

7 8

 Di s p o sitio n  for t he c o m bi n e d S T + L T tr e at me nt p eri o d will b e b as e d o n t h e
R a n d o mis e d S u bj e cts D at a S et a n d will b e pr es e nt e d b y r a n d omis e d tr e at me nt gr o u p 
a n d o v er all usi n g o v er all tr e at m e nt r e gi m e n a n d pl a c e b o . T his s u m m ar y will i n cl u d e 
s u bj e cts t hat e nt er e d t he S T tr e at m e nt p eri o d, c o m pl et e d t he S T tr e at me nt p eri o d, 
di s c o nti n u e d fr om t he st u d y duri n g t he S T tr e at m e nt p eri o d a n d r e as o ns f or st u d y 
di s c o nti n u at i on, dis c o nt i n u e d tr e at me nt d uri n g t he S T tr e at me nt p eri o d a n d re a s o n s 
f or tr e at me nt di s c o nt i n u ati on , s u bj e cts u p- titr ati on st at us, s u bj e cts t h at e nt er e d t he L T 
tr e at me nt p eri o d, c o m pl et e d t he L T tr e at me nt p eri o d, dis c o nti n u e d fr om t he st u d y 
d uri n g t he L T tr e at me nt p eri o d a n d r e as o ns f or st u d y dis c o nt i n u ati on, dis c o nt i n u e d 
tr e at me nt d uri n g t he L T tr e at m e nt p eri o d a n d r e as o ns f or tr e at me nt dis c o nt i n u ati on,  
a n d s u bj e cts w h o c o m pl et e d t h e 5 6 -w e e k visit .
I n a d diti on, f or W e e k 1 0 4 f o ll ow -u p C S R t h e s u m m ar y  will al s o i n clu d e t h e n u m b er 
of  su bj e cts w h o c o nti n u e d i nto t he p ost -t er m ext e nsi o n , c o m pl et e d t he W e e k 1 0 4 
visit, dis c o nti n u e d d uri n g t h e p ost -t er m e xt e nsi on.

 Di s p o sitio n  for t h e r a n d o mis e d wi t hdr a w al  p erio d will b e b as e d o n t he R a n d o mis e d
Wit h dr a w al S u bj e cts D at a S et . T hi s will b e pr es e nt e d b y r a n d omis e d tr e at m e nt gr o u p 
f or t h e 1st a n d 3 r d r a n d o mis ati on s a n d o v er all. T his s u m m ar y will i n cl u d e t h e n u m b er 
of  s u bj e cts w h o w e nt t hr o u g h t h e 3 r d r a n d omis at i on , w er e r a n d omis e d t o wit h dr a w al
fr om M etf or m i n, c o m p l et e d t he r a n d o mis e d wi t h dr a w al p eri o d, di s c o nt i n u e d fr o m 
t he r a n d omis e d wi t hdr a w al p eri o d a n d a s u m m ar y of  t he c orr es p o n di n g r e as o ns f or 
di s c o nti n u at i on , c o m pl et e d I P d uri n g t he r a n d omis e d wi t hdr a w al  peri o d, 
di s c o nti n u e d I P d uri n g t he r a n d omis e d wi t hdr a w al  peri o d a n d a s u m m ar y of  th e 
c orr es p o n di n g r e as o ns f or I P dis c o nti n u ati o n, a n d s u bj e cts w h o c o m p l et e d t he 5 6-
w e e k visit .

 T h e n u m b er of s u bj e cts c o m pl et i n g t h e st u d y a n d w h o dis c o nt i n u e d t h e st u d y r el at e d 
t o t h e gl o b al/ c o u ntr y  sit u atio n will b e t a b ul at e d b y di s c o nt i n u ati on r e as o n s e p ar at el y
f or t h e S T p eri o d, S T + L T p eri o d , a n d W e e k 1 0 4 f oll o w -u p p eri o d .

I n a d diti on, s u bj e cts fr om R a n d o mis e d S u bj e cts D at a S et will b e s u m m aris e d b y c o u ntr y  a n d 
st u d y sit e.

S u bj e ct dis p osit i on will als o b e list e d b y s u bj e ct .

4. 2. 2 Gl o b al/ c o u nt r y sit u ati o n i m p a ct

A n o v er all s u m m ar y o f t he n u m b er a n d p er c e nt a g e of s u bj e cts i n t h e st u d y  d uri n g t h e 
gl o b al/ c o u ntr y  sit u atio n will  be pr o vi d e d usi n g t h e R a n d o mis e d S u bj e cts D at a S et, i n cl u di n g:

 S u bj e cts r a n d o mis e d pri or t o t h e st art of t h e g l ob al/ c o u ntr y  sit u atio n ( pri or t o 1 1 
M ar c h 2 0 2 0),

 S u bj e cts w h o ar e n o l o n g er i n t h e st u d y  at t h e st art of t h e gl o b al/ c o u ntr y sit u atio n 
( dis c o nt i n u e d st u d y or c o mpl et e d W e e k 1 0 4 visit),

 S u bj e cts o n g oi n g i n t h e st u d y  at t h e st art of t h e gl o b al/ c o u ntr y sit u ati on,
o S u bj e cts i n t h e S T + L T p eri o d ( u p t o W e e k 5 6),
o S u bj e cts i n t h e W e e k 1 0 4 f o ll ow -u p p eri o d,
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 S u bj e cts r a n d o mis e d aft er t h e st art of t h e gl o b al/ c o u ntr y  sit u atio n.

F urt h er m or e, t h e n u m b er a n d p er c e nt a g e of s u bj e cts i m p a ct e d b y t he gl o b al/ c o u ntr y  sit u atio n
will b e pr es e nt e d o v er all a n d b y i m p a ct c at e g or y  (visit i m p a ct e d, st u d y  dr u g i m p a ct e d, dr u g 
a c c o u nt a bilit y i m p a ct e d, c o n c o mit a nt m e di c ati on n ot st art e d , wit hdr a w al  fr o m st u d y d u e t o 
gl o b al/ c o u ntr y  sit u atio n ).

I mp ort a nt pr ot o c ol d e vi at i ons t h at ar e r el at e d t o t he gl o b al/ c o u ntr y  sit u atio n will b e 
s u m m aris e d wit hi n t h e i m p ort a nt pr ot o c ol d e vi at i on t a bl e b y d e vi at i on c at e g or y . T h es e will b e 
i d e ntifi e d usi n g pr ot o c ol d e vi ati ons st arti n g wit h t he w or d “ C O VI D ”.

I n a d diti on, t o c a pt ur e s u p pl e m e nt ar y inf or m at i on o n t he gl o b al/ c o u ntr y  sit u atio n i m p a ct,
d et ails o n visits i m p a ct e d, c o n c o mit a nt m e di c ati o ns n ot st art e d, dis p e ns at i on or r et ur ni n g o f 
st u d y me di c at i on ki ts, a n d e x p os ur e st art d at es t h at w er e i m p a ct e d will b e c oll e ct e d. D et ails 
o n t h e gl o b al/ c o u ntr y  sit u atio n d at a will b e list e d b y- s u bj e ct usi n g t h e E nr oll e d S u bj e ct s D at a 
S et . T his will b e pr es e nt e d f or t h e W e e k 5 6 C S R usi n g all d at a u p t o W e e k 5 6 d at a b as e l o c k 
a n d als o f or t h e W e e k 1 0 4 C S R a d d e n d u m usi n g all d at a u p t o W e e k 1 0 4 d at a b as e l o c k. 

4. 2. 3 D e m o g r a p hi c a n d ot h e r b as eli n e c h a r a ct e risti cs

Fr e q u e n c y di stri b uti o n s a n d s u m m ar y st atisti cs f or d e m o gr a p hi c s a n d b as eli n e c h ar a ct eri st i cs
( a g e, s e x, r a c e, et h ni cit y,  b as eli n e b o d y  wei g ht, n or m alis e d b as eli n e b o d y  w ei g ht, b as eli n e 
h ei g ht, n or m alis e d b as el i n e h ei g ht, b as eli n e B MI, n or m alis e d b as eli n e B MI , a n d r e gio n) , 
i n cl u di n g di a b et es -r elat e d c h ar a ct erist i cs ( d ur atio n of t y p e 2 di a b et es, b as eli n e H b A 1 c, b a s eli n e 
F P G , b a c k gr o u n d a nt i di a b eti c m e di c at i on , t ot al dail y d os e of  metf or m i n a n d ins uli n, a n d
b as eli n e r e n al f un ct i on [e G F R ]) will b e s u m m aris e d b y tr e at me nt gr o u p b as e d o n first 
r a n d omis at i on a n d o v er all usi n g t he R a n d o mis e d S u bj e cts D at a S et, t he U p -titr atio n
R a n d o mis e d S u bj e ct s D at a S et , t he R a n d o mis e d Wit h dr a w al S u bj e cts D at a S et a n d , if d e e m e d 
n e c ess ar y , t he E v al u a bl e S u bj e cts D at a S et . N o st atist i cal  test will b e c arri e d o ut f or c o m p aris o n 
of  d e mo gr a p hi cs or b as eli n e c h ar a ct erist i cs a m o n g t h e tr e at m e nt gr o u p s.

R a n d o mis at i on str atifi c ati o n f a ct or s (i n cl u di n g a g e gr o u p, s e x, a n d b a c k gr o u n d a nti di a b eti c 
m e di c at i on) will b e s u m m aris e d b y tr e at me nt gr o u p b as e d o n first r a n d o mis ati on a n d o v er all 
usi n g t he R a n d o mis e d S u bj e cts D at a S et. A listi n g of  diff er e n c es b et w e e n t he str atifi c at i on 
f a ct ors r e c or d e d o n t he I W R S a n d c oll e ct e d o n t he C R F will b e pr es e nt e d. F or a g e, o nl y  s u bj e cts 
wi t h a c o mpl et e d at e of birt h c oll e ct e d will b e c o m p ar e d.

4. 2. 4 S p e cifi c a n d g e n e r al m e di c al hist o r y

T h e n u m b er a n d p er c e nt a g e of  su bj e cts wi t h g e n er al m e di c al hi st or y  fi n di n gs a n d c urr e nt  
m e di c al c o n di tio n s will b e s u m m aris e d b y S O C a n d P T ( s ort e d b y d e cr e asi n g fr e q u e n c y b y 
S O C a n d P T b as e d o n t he t ot al gr o u p) b y tr e at m e nt gr o u p a n d o v er all usi n g th e R a n d o mis e d
S u bj e cts D at a S et . All m e di c al hist or y d et ails will b e list e d. 

4. 2. 5 P ri o r a n d c o n c o mit a nt m e di c ati o ns

T h e n u m b er a n d p er c e n ta g e of s u bj e cts t a ki n g c o n c o mi t a nt me di c at i ons will b e s u m m aris e d f or 
t he S T a n d S T + L T p eri o ds b y W H O D D A T C cl assifi c at i on , g e n eri c t er m a n d tr e at m e nt gr o u p
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b as e d o n t he Tr e at e d S u bj e cts D at a S et. C o n c o mit a nt m e d i c ati ons will b e list e d f or t he 
c o m bi n e d S T + L T p eri o d a n d i n a d dit i on d ur i n g th e st u d y . Pri or m e d i c ati ons w ill n ot b e i n cl u d e d 
i n t h e s u m m ari es b ut will b e i n cl u d e d a n d i d e nt ifi e d i n t h e m e di c ati ons listi n g.

C o n c o mit a nt a nt i-di a b et es m e d i c atio n s will b e r e c or d e d o v er t he c o urs e of  th e st u d y an d will 
b e i n cl u d e d i n c o n c o mit a nt m e d i c ati on s u m m ari es. T h es e will als o b e s u m m aris e d s e p ar at el y 
b y i ns uli n a nt i-di a b et e s c o n c o mit a nt m e d i c ati on s a n d n o n- i ns uli n a nt i-di a b et es c o n c o mit a nt 
m e di c at i ons ( as d es cri b e d i n S e ct i on  3. 5. 3 ). A s e p ar at e t a bl e will b e pr es e nt e d f or i ns uli n a nti -
di a b et es c o n c o mit a nt m e di c at i ons us e d as r es c u e m e di c at i on.

I n a d di tio n, a s u m m ar y of  di s allo w e d m e di c at i ons ( as d efi n e d i n t he pr ot o c ol ) will be pr o vi d e d 
f or e a c h p eri o d. Dis all o w e d m e di c ati o ns us e d c o n c o mit a nt l y d uri n g t h e st u d y will b e fl a g g e d i n 
t he list i n gs.

A s u m m ar y o f all c o n c omit a nt m e di c at i ons st art e d b et w e e n W e e k 5 6 a n d W e e k 1 0 4 (r e g ar dl ess 
of  pr ot o c ol d efi n e d dis all ow e d m e di c at i ons) will b e pr o vi d e d.

S e p ar at e listi n gs f or t he S T + L T p eri o d will b e pr o vi d e d f or b a c k gr o u n d m et f or mi n a n d
b a c k gr o u n d i ns uli n a n d a f urt h er listin g will b e pr o vi d e d f or i ns uli n a s r es c u e me di c ati o n.

4. 3 E xt e nt of e x p os u r e t o st u d y t r e at m e nt

4. 3. 1 E xt e nt of e x p os u r e t o I P t r e at m e nt

E xt e nt of  ex p os ur e t o I P w ill b e s u m m aris e d (r e g ar dless of  r es c u e m e di c at i on i niti ati on ) u si n g 

t he Tr e at e d S u bj e cts D at a S et f or t he S T a n d S T + L T tr e at me nt p eri o ds , a n d t he R a n d o mis e d

Wit h dr a w al S u bj e cts D at a S et f or t h e r a n d o mis e d wi t hdr a w al p eri o d . T h es e s u m m ari es will b e 

r e p e at e d f or e x p os ur e pri or t o r es c u e me di c at i on i niti ati on.

E xt e n t of  e x p os ur e is d efi n e d as l ast d os e d at e - first d os e d at e + 1, wit h t h e l ast d os e d at e b ei n g 
t he l ast d os e of  th e c o n c er n e d p eri o d . E xt e n t of  ex p os ur e ( d a ys) will b e s u m m aris e d b y t r e at m e nt 
gr o u p as a c o nti n u o us v ari a bl e as w ell as f or pr e -s p e cifi e d d a y r a n g es ( S T p eri o d: 1-7, 8 - 1 4, 1 5-
2 8, 2 9 -4 2, 4 3 -5 6 , 5 7-7 0, 7 1 -8 4, 8 5 -9 8, 9 9 -1 4 0, 1 4 1 - 1 8 2, > 1 8 2 d a y s; S T + L T p erio d: 1 -9 0, 9 1 -
1 8 0, 1 8 1- 2 7 0, 2 7 1 -3 6 5, a n d > 3 6 5 d a ys ; r a n d o mis e d wi t hdr a w al  peri o d: 1 -7, 8- 1 4, 1 5 -2 8, 2 9-
4 2, 4 3- 5 6 , 5 7- 7 0, 7 1- 1 1 2, 1 1 3 -1 5 4, > 1 5 4 ). I n a d dit i on, t h e e x p os ur e i n t er ms of  t ot al pati e nt -
y e ars will b e s u m m aris e d b y tr e at m e nt gr o u p usi n g t h e s u m o f th e e x p os ur e t o I P of  all s u bj e cts 
(in y e ar s) i n a tr e at me nt gr o u p.

I n di vi d u al s u bj e ct d osi n g a n d e x p os ur e t o I P b y st u d y p erio d will b e list e d.

A listi n g of s u bj e cts b y b at c h n u m b er of st u d y me di c at i on will als o b e g e n er at e d .

4. 3. 2 E x p os u r e t o r es c u e m e di c ati o n

T h e m a xi m al t ot al d ail y d os e (i ns uli n u nits) will b e s u m m aris e d usi n g t h e Tr e at e d S u bj e cts D at a 
S et f or t h e f or t h e S T , S T + L T p eri o ds, a n d t he R a n d o mis e d Wit h dr a w al S u bj e ct s D at a S et f or 
t he r a n d omis e d wi t hdr a w al p eri o d. F or t he S T p eri o d, t he s u m m ar y will i n cl u d e all r e s c u e 
m e di c at i on us e d u p t o t he st art of  th e L T p eri o d. F or t h e S T + L T p eri o d t h e s u m m ar y will i n cl u d e 
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all r es c u e m e di c at i on u s e d u p t o t h e l ast d a y  in t h e S T + L T p eri o d (irr es p e cti v e of  w het h er t h e 
s u bj e ct h a d e arl y dis c o nt i n u e d I P tr e at me nt) . F or t he r a n d o mis e d wi t hdr a w al  peri o d t he 
s u m m ar y will i n cl u d e all r e s c u e m e di c at i on us e d fr o m t he r a n d o mis e d wi t hdr a w al  ba s eli n e u p 
t o t he l ast d a y i n t he r a n d o mis e d wi t hdr a w al  peri o d (irr es p e cti v e of  wh et h er t he s u bj e ct h a d 
e arl y  dis c o nti n u e d I P tr e at m e nt). R es c u e tr e at m e nt  d et ails will  be list e d as d es cri b e d i n S e cti o n 
4. 2. 5 .

I n a d di tio n, t he n u m b er a n d p er c e nt a g e of  su bj e cts i niti ati n g r es c u e m e d i c atio n pri or t o W e e k 
1 2 b y c at e g ori c al H b A 1 c ( < 7 %, ≥ 7 %) r es ult at W e e k 1 2 will b e s u m m aris e d.

4. 3. 3 C o m pli a n c e t o I P t r e at m e nt

C o m pli a n c e t o I P tr e at me nt will b e s u m m aris e d f or t he S T a n d S T + L T p eri o d s b as e d o n t he 
Tr e at e d S u bj e cts D at a S et a n d f or t h e r a n d o mis e d wi t hdr a w al  p erio d b as e d o n t h e R a n d o mis e d
Wit h dr a w al S u bj e cts D at a S et , as t he n u m b er a n d p er c e nt a g e of  su bj e ct s wi t h < 8 0 %, ≥ 8 0 % 
a n d ≤ 1 2 0 %, a n d > 1 2 0 % c o m pli a n c e. St u d y tr e at m e nt c o m pli a n c e b y s u bj e ct a n d st u d y p eri o d 
will b e i n cl u d e d i n t h e c orr es p o n d i n g listi n gs f or e x p os ur e t o I P tr e at m e nt. 

4. 4 P ri m a r y e ffi c a c y e n d p oi nt a n a l ysis

4. 4. 1 P ri m a r y a n al ysis of t h e p ri m a r y e n d p oi nt

T h e pri m ar y  effi c a c y an al ysis will  co m p ar e t he m e a n r e d u cti o n i n H b A 1 c fr om b as eli n e at W e e k 
2 6 b et w e e n o v er all dr u g tr e at me nt (lo w -d os e a n d hi g h -d os e) a n d pl a c e b o . T h e I T T esti m a n d 
( w hi c h will b e est i m at e d usi n g d at a r e g ar dl ess of  pr e m at ur e tr e at me nt dis c o nt i n u ati on , 
r e g ar dless of r es c u e m e di c ati on i nit i ati on a n d wi t h m ulti pl e i m p ut ati o n) will b e e v al u at e d as t h e 
pri m ar y  esti m a n d.

List i n gs of  H b A1 c a n d F P G r e s ult s us e d f or t he effi c a c y a n al ysis will b e pr es e nt e d wit h fl a g s 
t o id e nt if y d at a c oll e ct e d pri or t o r es c u e m e di c ati o n i niti ati on or tr e at m e nt dis c o nt i n u ati on.

T h e pri m ar y  effi c a c y an al ysis w ill b e p erf or m e d usi n g a n A N C O V A m o d el , as d es cri b e d i n 
S e cti o n 4. 1. 9 . S e p ar at e m o d els will b e us e d f or d a p a glifl o zi n a n d s a x a gli pt i n a n al ys es, a n d e a c h 
a n al ysis will i n cl u d e t he ( c o m m o n) pl a c e b o c o nt r ol. E a c h m o d el  will h a v e t er ms f or b as eli n e 
H b A 1 c v al u e, tr e at me nt gr o u p, a n d r a n d o mis ati on str at a v ari a bl es ( a g e gr o u p, s e x a n d 
b a c k gr o u n d m e di c at i on) . Mi ssi n g v al u es f or W e e k 2 6 will b e i m p ut e d usi n g m ult i pl e i m p ut ati on
m et h o d ass u mi n g t he d at a a r e n ot missi n g at r a n d o m. N o w ei g hts will b e us e d i n t he m ulti p l e 
i m p ut atio n or A N C O V A f or t his a n al ysis.

A n o v er vi e w of t h e a n al ysis st e ps ar e as f o ll ows:

i) I mp ut e missi n g W e e k 2 6 H b A 1 c d at a usi n g m ult i pl e i m p ut ati o n ( as d es cri b e d i n S e ct i on 
4. 1. 1 2 ).

ii) A n al ys e d at a b y a p pl yi n g t he A N C O V A m o d el  ( d es cri b e d i n S e cti o n 4. 1. 9 ) i n e a c h of  t he 
i m p ut e d d at a s et s t o c al c ul at e t h e L S m e a ns a n d c orr es p o n di n g S Es f or t he a dj ust e d m e a n 
c h a n g es wit hi n e a c h tr e at m e nt gr o u p as w ell as f or t h e diff er e n c es i n a dj ust e d m e a n c h a n g es 
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b et w e e n tr e at me nt gr o u ps. If a n y str atifi c at i on v ari a bl es i n t he i m p ut ati o n m o d el  ar e
c oll a ps e d, t h e n t h e A N C O V A m o d el will b e c o ll a ps e d c orr es p o n di n gl y.

iii) C o m bi n e p oi nt esti m at es a n d S Es usi n g R u bi n's r ule s (as p er S e cti o n 4. 1. 1 2 . 4) t o pr o d u c e 
v ali d gl o b al esti m at es wit h c orr es p o n di n g p- v al u es a n d CIs.

C o m bi n e d L S m e a ns a n d 9 5 % c o nfi d e n c e i nter v als f or t he m e a n c h a n g e i n H b A 1 c f or e a c h 

tr e at me nt gr o u p as w ell as t he diff e r e n c e i n t he esti m at e d m e a n c h a n g e b et w e e n t h e 

d a p a glifl o zi n/s a x a gli pt i n tr e at me nt gr o u p a n d pl a c e b o will b e c al c ul at e d. T h e p- v al u e of  th e 

diff er e n c e i n W e e k 2 6 esti m at es b et w e e n d a p a glifl o zi n/s a x a gli pt i n a n d pl a c e b o will b e 

pr es e nt e d.

B ot h t h e MI -R D a n d w a s h -o ut i m p ut ati o n m et h o ds will b e pr es e nt e d f or t h e pri m ar y  e nd p oi nt.

If all of  t he i m p ut ati o n m o d els h a v e at l e ast 5 o bs er v at i ons, t he n MI -R D will b e t he pri m ar y 

a n al ysis a n d w as h -o ut will b e t he s e nsit i vity a n al ysis. C o n v ers e l y, if a n y  of  t he i m p ut ati o n 

m o d els h a v e l ess t ha n 5 o bs er v at i ons, t he n w as h -o ut will b e t he pri m ar y a n al ysis a n d MI -R D 

will b e t h e s e nsit i vity a n al ysis. A s u m m ar y o f th e n u m b er a n d p er c e nt a g e of s u bj e cts w h o w er e 

r etrie v e d dr o p -o uts will b e pr es e nt e d b y  vi sit for t h e S T p e rio d f or b ot h H b A 1 c a n d F P G.

4. 4. 2 S e nsiti vit y a n al ysis f o r p ri m a r y e n d p oi nt

4. 4. 2. 1 A n al ysis e x cl u di n g d at a f oll o wi n g r es c u e m e di c ati o n i niti ati o n/e a rl y t re at m e nt 
dis c o nti n u ati o n

T o ass ess t h e r o b ust n ess of t h e pri m ar y effi c a c y a n al ysis f or t he pri m ar y e n d p o i nt of t he c h a n g e 
i n H b A 1 c fr o m b as eli n e t o W e e k 2 6, a n a d di ti o n al s e nsit i vity a n al ysis will  be p erf or m e d 
e x cl u di n g d at a f ollo wi n g r es c u e m e di c ati on i nit i ati o n or e arl y dis c o nt i n u ati o n of tr e at me nt ( i.e. , 
t hos e d at a will b e c o nsi d er e d missi n g a n d will b e i m p ut e d t o g et her wi t h ot h er missi n g W e e k 2 6 
d at a ). T his a n al ysis will b e p erf or m e d as f or t he pr i m ary a n al ysis of  t he pri m ar y e n d p o i nt but
c h a n gi n g t h e m et h o d of i m p ut ati o n as d es cri b e d b el o w.

M ul tipl e i m p ut atio n f or t his s e n sitivit y a n al ysis will ass u m e M A R wi t hi n e a c h tr e at me nt  
r e gi m e n. T his m e a ns t hat t he di stri b ut i on o f missi n g d at a i n s u bj e cts w h o dis c o nt i n u e d tr e at me nt  
e arl y  or w h o us e d r es c u e m e di c ati o n pri or t o W e e k 2 6 will b e i m p ut e d b as e d o n d at a fr o m ot h er 
s u bj e cts i n t h e s a m e tr e at m e nt r e gi m e n w h o c o m pl et e d t h e S T tr e at me nt a n d di d n ot us e r es c u e
d uri n g t h e S T p eri o d .

T h e f o ll owi n g t w o st e ps will b e us e d:

 St e p 1: Pri or t o i m p ut ati o n, t he M C M C m et h o d will b e us e d a s d es cri b e d i n 
S e cti o n 4. 1. 1 2. 1 . T h e i m p ut ati o n m o d el  with i n cl u d e f a ct ors a n d c o v ari at es i n 
t he f oll owi n g or d er: i n di c at ors of  r a n d omis ati o n str at a a n d b as eli n e H b A 1 c a s 
w ell as W e e k 6, W e e k 1 2, W e e k 2 0 a n d W e e k 2 6 H b A 1 c.

 St e p 2: Usi n g t he m o n ot o n e d at as ets g e n er at e d as d es cri b e d a b o v e, im p ut e 
missi n g W e e k 2 6 H b A 1 c d at a usi n g m ult i pl e i m p ut ati o n u n d er M A R h y p ot h esis 
( as d es cri b e d i n S e cti on 4. 1. 1 2. 5 ).
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D u m m y  co di n g of  cat e g ori c al v ari a bl es will b e i m pl e m e nt e d pri or t o i m p ut ati o n as d es cri b e d

i n S e cti o n 4. 1. 1 2 .

D o w nstr e a m st e ps ( a n al ysis of  ea c h i m p ut e d d at a s et usi n g t he A N C O V A m o d el  des cri b e d i n 
S e cti o n 4. 1. 9 , a n d c o m bi ni n g r es ults as d es cri b e d i n S e cti o n 4. 1. 1 2. 4 ) will b e p erf or m e d a s f or 
t he pri m ar y  a nal ysis. 

4. 4. 2. 2 A n al ysis b as e d o n E v al u a bl e S u bj e cts D at a S et

T o ass ess t h e r o b ust n ess of t h e pri m ar y effi c a c y a n al ysis f or t h e pri m ar y e n d p o i nt of th e c h a n g e 
i n H b A 1 c fr om b as eli n e t o W e e k 2 6, a n a d dit i on al s e nsit i vity a n al ysis usi n g t h e s a m e a p pr o a c h 
as t he s e nsit i vity effi c a c y  an al ysis i n S e cti o n 4. 4. 2. 1 m a y b e p erf or m e d usi n g t he E v al u a bl e 
S u bj e ct s D at a S et if gr e at er t h a n 1 0 % of t h e s u bj e ct s f or a n y tr e at me nt gr o u p or pl a c e b o i n t h e 
R a n d o mis e d S u bj e cts D at a S et h a v e r ele v a nt pr ot o c ol d e vi at i ons. F or t his a n al ysis all H b A 1 c 
c oll e ct e d af t er r el e v a nt pr ot o c ol d e vi at i ons o ns et or aft er r es c u e m e d i c ati on i niti ati on/ e arl y 
di s c o nti n u at i on of  tr e at m e nt wil l b e s et t o missi n g pri or t o m ult i pl e i m p ut ati o n pr o c ess. A n
A N C O V A m o d el will b e us e d f or t his a n al ysis.

4. 4. 2. 3 Missi n g d at a p att e r ns

T h e p att er n of  missi n g d at a f or t h e pri m ar y  e nd p oi nt will b e pr o vi d e d ( as pr o d u c e d b y P R O C 
MI i n S A S). T his s u m m ar y arr a n g es t h e r es p o ns e d at a (i n t his c as e H b A 1 c) i nt o " p att er ns " (f or 
e x a m pl e, t he n u m b er a n d p er c e nt a g e of  su bj e cts wi t h no missi n g d at a at a n y visit, or wit h 
missi n g d at a o nl y  for t he l ast visit, or wit h missi n g d at a f or t he l ast t wo visits, a n d s o o n) 
r e g ar dless of /e x cl u di n g v al u es af t er r es c u e m e d i c atio n i niti ati on or pr e m at ur e e n d of  st u d y 
m e di c at i on, b y tr e at m e nt gr o u p. T hi s als o pr o vid e s m e a n H b A 1 c b y missi n g d at a p att er n.

I n a d di tio n, d e s cri pt i ons of  missi n g H b A 1 c a s w ell a s H b A 1 c d at a c oll e ct e d f oll owi n g r es c u e

m e di c at i on i nit i ati on or dis c o nti n u ati o n st u d y m e di c ati o n will i n cl u d e a d es cri pt i on p er visit b y 

tr e at me nt gr o u p d uri n g t h e s h ort -t er m p erio d of :

 t he c u m ul ati v e n u m b er of s u bj e cts w h o dis c o nt i n u e d st u d y me di c at i on,

 t he c u m ul at i v e n u m b er of  su bj e cts w h o d is c o nti n u e d st u d y me di c at i on b ut still o n 

st u d y,

 t he c u m ul ati v e n u m b er of s u bj e cts r es c u e d,

 t he c u m ul ati v e n u m b er of s u bj e cts r es c u e d b ut still o n st u d y ,

 t he c u m ul ati v e n u m b er of s u bj e cts r es c u e d or w h o dis c o nti n u e d st u d y  me di c at i on,

 t he c u m ul at i v e n u m b er of  su bj e cts r es c u e d or w h o dis c o nt i n u e d st u d y me di c at i on 

b ut s till o n st u d y,

o t he n u m b er of  su bj e cts r es c u e d or w h o dis c o nt i n u e d st u d y me di c ati o n b ut 

still h a vi n g a W e e k t H b A 1 c v al u e,

o t he n u m b er of  su bj e cts r es c u e d or w h o dis c o nt i n u e d st u d y me di c at i on a n d 

missi n g W e e k t H b A 1 c v al u e,
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 t he c u m ul ati v e n u m b er of s u bj e cts wit h dr a w n fr o m st u d y ,

 t he n u m b er of s u bj e cts still o n tr e at m e nt, still o n st u d y , n ot r es c u e d b ut w h o miss e d 
a gi v e n visit ,

 t he n u m b er of s u bj e cts missi n g W e e k t H b A 1 c v al u e,

 a gr a p hi c al s u m m ar y pr es e nt i n g t h e m o n ot o n e missi n g d at a p att er n fr om b as eli n e t o 

W e e k 2 6 pr es e nt i n g H b A 1 c v al u es r e g ar dless of r es c u e m e di c at i on i nit i ati o n as w ell 

as pr es e nt i n g H b A 1 c v al u es c o ll e ct e d pri or t o r es c u e m e di c at i on i niti ati o n or 

di s c o nti n u at i on of  st u d y m e di c ati on b y tr e at m e nt gr o u p, al o n g wit h a c orr es p o n di n g 

s u m m ar y t a bl e.

4. 4. 2. 4 Ti p pi n g p oi nt a n al ysis

T o ass ess t h e r o b ust n ess of t h e pri m ar y effi c a c y a n al ysis f or t h e pri m ar y e n d p o i nt of th e c h a n g e 

i n H b A 1 c fr om b as eli n e t o W e e k 2 6, a n a d dit i on al s e n sitivi t y a n al ysis usi n g a ti p pi n g p oi nt will 

b e p erf or m e d at W e e k 2 6 as d es cri b e d i n S e ct i on  4. 1. 1 2. 6 f or t h e s a m e A N C O V A m o d el  u s e d 

f or t h e pri m ar y an al ysis ( S e cti o n  4. 4. 1 ).

4. 4. 3 S u b g r o u p a n al ys es f o r p ri m a r y e n d p oi nt

4. 4. 3. 1 A n al ysis of c h a n g e f r o m b as eli n e i n H b A 1 c at W e e k 2 6 wit hi n s u b g r o u ps

T h e s u b gr o u p - b y-tr e at me nt i nt er a cti o n will b e ass ess e d f or t h e pri m ar y effi c a c y e n d p o i nt usi n g 

th e MI -W O i m p ut ati o n m et h o d a n d t he A N C O V A m o d el  us e d f or t h e pri m ar y a n al ysis of  t he 

c h a n g e fr om b as eli n e i n H b A 1 c at W e e k 2 6 wi t h su b gr o u p, a n d s u b gr o u p - b y-tr e at me nt  

i nter a ct i on as a d di tio n al  eff e cts. S e p ar at e i m p ut ati o n m o d els f or e a c h s u b gr o u p will b e u s e d. 

T his will b e r e p e at e d f or s u b gr o u ps b as e d o n r a c e, et h ni cit y,  s e x, a g e gr o u p ( usi n g 

r a n d omis at i on str at a), r e gi o n, b as eli n e a nt i di a b eti c tr e at me nt , b as eli n e H b A 1 c, a n d b as eli n e 

B MI , usi n g t h e c at e g ori es d efi n e d i n t he A p p e n di x (T a bl e 1 9) . T h e a dj ust e d m e a n c h a n g es fr o m 

b as eli n e, S E s, 9 5 % CIs , a n d p- v al u e f or e a c h s u b gr o u p a n d t he n o mi n al p -v al u e f or s u b gr o u p 

b y tr e at m e nt i nt er a cti o n will b e c al c ul at e d.

T h e s u b gr o u p b y tr e at me nt i nter a cti o n p- v al u e will b e c al c ul at e d as t he m e d i a n p- v al u e fr om 

t he s et of all i m p ut atio ns.

M o d el s f or s u b gr o u p a n al ys es w hi c h e v al u at e b as eli n e H b A 1 c l e v el will  in cl u d e t er ms f or t h e 

c at e g ori s e d b as eli n e H b A 1 c l e v el a n d n ot ( c o nti n u o us) b as eli n e v al u es. 

St ati st i c al si g nifi c a n c e of  a We e k 2 6 tr e at m e nt r e gi m e n *s u b gr o u p i nter a cti o n will b e ass ess e d 

at a n u n a dj ust e d 0. 1 0 l e v el .

I n a d di tio n, a f or est pl ot of a dj ust e d m e a n diff er e n c e fr om pl a c e b o ± 9 5 % c o nfi d e n c e i nter v a l 

( CI), p-v al u es f or e a c h s u b gr o u p c at e g or y a n d p- v al u e f or i nter a cti o n b y s u b gr o u p will b e 

di s pl a y e d.

S u bj e cts wi t h missi n g d at a f or t h e gr o u pi n g v ari a bl e will b e e x cl u d e d fr o m t he c orr es p o n di n g 
s u b gr o u p a n al ysis. F or e a c h s u b gr o u p, if, i n a n y tr e at m e nt gr o u p, t h e n u m b er of s u bj e cts is l ess 
t ha n 1 0 f or a s u b gr o u p c at e g or y, a dj ust e d est i m at es a n d t heir diff er e n c es a n d c orr es p o n di n g 
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st atist i cs will n ot b e dis pl a y e d f or t hat s u b gr o u p, a n d o nl y  d e s cri pt i v e st atisti cs will b e pr es e nt e d 
f or th at c at e g or y a n d i n cl u d e d i n t he a n al ysis r e s ult s. I nt er a ctio n p- v al u e will n ot b e pr o vi d e d 
ei t her.

F or b as eli n e a nt i di a b eti c tr e at m e nt s u b gr o u p, if t h e n u m b er of s u bj e cts wit hi n ‘i ns uli n o nl y’ or 

‘ m etf or mi n + i ns uli n’ c at e g or y  is l ess t ha n 1 0, t he n t he s e t w o c at e g ories will b e gr o u p e d i nto 

‘i ns uli n +/- m et f or mi n’. I n c as e of n o n- c o n v er g e n c e b e c a us e o f s p ars e d at a, s u bs e q u e nt b a c k u p 

i m p ut atio n m o d el s will b e us e d c oll a psi n g t he r a n d o mis ati on str at a of ba c k gr o u n d m e d i c atio n 

as d efi n e d i n S e cti o n  4. 1 a n d c oll a psi n g t h e r e gi o n i nt o ‘N ort h A m eri c a + E ur o p e ’ a n d ‘R est of 

t he W orl d ’.

4. 4. 3. 2 M etf o r mi n s u b g r o u p a n al ysis f o r p ri m a r y a n al ysis of c h a n g e f r o m b as eli n e i n 
H b A 1 c at W e e k 2 6

T h e A N C O V A m o d el us e d f or t h e pri m ar y a n al ysis ( S e ctio n  4. 4. 1 ) of  t h e c h a n g e fr om 
b as eli n e i n H b A 1 c at W e e k 2 6 will als o b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e 
b as eli n e d os e of m etf or mi n I R or X R ( wit h or wit h o ut i ns uli n). T h e s a m e m ult i pl e i m p ut ati o n 
m et h o d us e d f or t h e pri m ar y a n al ysis of  t h e e n d p oi nt wi ll b e us e d f or t h is s u b gr o u p a n al ysis.
T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e m ult i pl e i m p ut atio n st e p f or i ns uli n o nl y 
a n d i ns uli n wit h m etf or mi n will  b e gr o u p e d as d efi n e d i n S e ct i on  4. 1. 1 2 .

4. 4. 4 Ot h e r a n al ys es f o r p ri m a r y e n d p oi nt

4. 4. 4. 1 A n al ysis of c h a n g e f r o m b as eli n e i n H b A 1 c at W e e k 6, W e e k 1 2, a n d W e e k 2 0

A d dit i on al a n al ys es f or c h a n g e fr o m b as eli n e i n H b A 1 c will b e p erf or m e d at W e e k 6, W e e k 1 2 
a n d W e e k 2 0. D at a will b e m ult i pl y im p ut e d b a s e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t h e 
pri m ar y  an al ysis i n S e ct i on 4. 4. 1 , a n d will i n cl u d e all d at a r e g ar dl ess of  r es c u e m e d i c ati on 
i niti ati on or a d h er e n c e. A n al ysis will b e b as e d o n t h e s a m e m ult i pl y i m p ut e d d at a s ets pr o d u c e d 
f or t he pri m ar y a n al ysis of  th e pri m ar y e n d p o i nt. A n al ysis will b e p erf or m e d b y fittin g t he 
A N C O V A m o d el  d es cri b e d f or t h e pri m ar y e n d p oi nt i n S e ctio n 4. 1. 9 . T h e a n al ysis m o d el  will 
b e e v al u at e d i n e a c h i m p ut e d d at a s et a n d t he r es ults will b e c o m bi n e d u si n g R u bi n's r ul es a s 
d es cri b e d i n S e cti o n 4. 1. 1 2. 4 f or e a c h visit.

I n a d diti on, a li n e pl ot of  L S m e a n ± 9 5 % c o nfi d e n c e i nt er v al ( CI) b y  vi sit u p t o W e e k 2 6 will 
b e dis pl a y e d.

4. 5 S e c o n d a r y effi c a c y e n d p oi nt a n al y si s

4. 5. 1 Hi e r a r c hi c al T esti n g

S e c o n d ar y  effi c a c y e n d p oi nt a n al ys es will als o  be p erf or m e d s e p ar at el y for e a c h dr u g 
(d a p a glifl o zi n a n d s a x a gli pti n). F or e a c h dr u g, t he f oll owi n g s e q u e nt i al t esti n g or d er will b e 
e m pl o y e d t o c o ntr ol m ult i pli city of  t esti n g f or t h e s e c o n d ar y obj e ct i v es at a f amil y -wis e T y p e I 
err or r at e of  0. 0 5 ( 2-sid e d). F or e a c h gr o u pi n g of e n d p o i nts, f or e x a m pl e f or all re d u ct i on i n 
H b A 1 c/ F P G fr o m b as eli n e e n d p oi nts f or t h e R a n d o mis e d S u bj e cts D at a S et, f or e a c h tr e at m e nt  
( d a p a glifl ozi n a n d s a x a gli pt i n) t h e s a m e m ulti pl e i m p ut atio n m et h o d will b e us e d.
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1. C o m p aris o n of  me a n r e d u ctio n i n H b A 1 c fr o m b as eli n e at W e e k 2 6 b et w e e n t he l ow-
d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d pl a c e b o

2. C o m p aris o n of  m e a n r e d u ctio n i n H b A 1 c fr o m b as eli n e at W e e k 2 6 b et w e e n t he l ow-
d os e tr e at me nt r e gi m e n a n d pl a c e b o

3. C o m p aris o n of m e a n r e d u cti o n i n F P G fr o m b as eli n e at W e e k 2 6 b et w e e n o v er all dr u g 
tr e at me nt  a n d pl a c e b o 

4. C o m p aris o n of  me a n r e d u ctio n i n F P G fr om b as eli n e at W e e k 2 6 b et w e e n t he l ow-
d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d pl a c e b o

5. C o m p ari s o n of m e a n r e d u cti o n i n F P G fr o m b as eli n e at W e e k 2 6 b et w e e n t he l o w -d os e 
tr e at me nt r e gi m e n a n d pl a c e b o

6. C o m p ar is o n of  th e p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n o v er all dr u g tr e at m e nt a n d pl a c e b o

7. C o m p aris o n of  th e p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % at W e e k 2 6 bet w e e n t h e l o w -d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d 
pl a c e b o

8. C o m p aris o n of  th e p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t he l o w -d os e tr e at me nt r e gi m e n a n d pl a c e b o

9. C o m p aris o n of  me a n r e d u cti on i n H b A 1 c fr o m b as eli n e at W e e k 2 6 b et w e e n t h e 
hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

1 0. C o m p aris o n of m e a n r e d u cti o n i n F P G fr o m b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d o s e 
a n d t h e l o w -d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

1 1. C o m p aris o n of t he p er c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n 
H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o 
d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

F or e a c h dr u g ( d a p a glifl o zi n o r s a x a gli pti n) if t h e pri m ar y e n d p oi nt is si g nifi c a nt, t h e st atisti c al 
t e st s will b e f or m all y e v al u at e d, st artin g fr om t he first s e c o n d ar y effi c a c y en d p o i nt a n d 
c o nti n ui n g i n t he or d er a b o v e. E a c h s e c o n d ar y en d p oi nt f or a gi v e n dr u g will b e t e st e d if t he 
pr e vi o us s e c o n d ar y en d p o i nt is si g nifi c a nt at  th e t w o-si d e d 0. 0 5 l ev el. T h e t esti n g pr o c e d ur e 
will st o p at  t he first s e c o n d ar y e nd p oi nt t h at d o es n ot r e a c h st atist i c al si g nifi c a n c e. Fr o m  t he n 
o n w ar ds, p- v al u es a n d CIs will c o nt i n u e t o b e r e p ort e d, b ut n o c l ai m will  be b as e d t hes e p-
v al u es. A cl e ar di st i n cti on will b e m a d e b et w e e n p- v al u es w h er e b y  cl ai ms c a n a n d c a n n ot b e 
m a d e.

Hi er ar c hi c al t est i n g of t h e pri m ar y a n d s e c o n d ar y effi c a c y e n d p oi nts will b e pr es e nt e d f or eit h er
t he R a n d o mis e d S u bj e cts D at a S et or U p -titr atio n R a n d o mis e d S u bj e cts D at a S et ( as a p pli c a bl e 
p er e n d p oi nt) . P oi nt esti m at es, 9 5 % CIs a n d p-v al u es will b e s u m m aris e d .
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4. 5. 2 C o m p a ris o n of m e a n r e d u cti o n i n H b A 1 c f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
l o w-d os e / hi g h-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

D at a will b e m ult i pl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s
of  t h e pri m ar y e n d p oi nt i n S e cti o n 4. 4. 1 at all s c h e d ul e d t i m e p oi nts u p t o a n d i n cl u di n g W e e k 
2 6 , a n d will i n cl u d e all d at a r e g ar dl ess of  res c u e m e di c at i on i niti ati on or a d h er e n c e . A n al ysis 
will b e p erf or m e d b y fittin g t he w ei g ht e d A N C O V A m o d el  des cri b e d i n S e cti o n 4. 1. 9 . T h e 
a n al ysis m o d el will b e e v al u at e d i n e a c h i m p ut e d d at a s et a n d t h e r es ults will b e c o m bi n e d u si n g 
R u bi n's r ul es as d es cri b e d i n S e cti o n 4. 1. 1 2. 4 .

T h e w ei g ht m at ri x W 1 d es cri b e d i n S e ct i on 4. 1. 9 f or t h e c o m p aris o n of t h e l o w-d o s e / hi g h-
d o s e tr e at me nt r e gi m e n v ers us pl a c e b o will b e us e d f or t his a n al ysis. 

I n a d diti on, a li n e pl ot of L S m e a n ± 9 5 % c o nfi d e n c e i nt er v al ( CI) b y visit u p t o W e e k 2 6 will 
b e dis pl a y e d.

4. 5. 2. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of c h a n g e f r o m b as eli n e i n H b A 1 c at 
W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e t r e at m e nt r e gi m e n a n d pl a c e b o
e x cl u di n g d at a f oll o wi n g r es c u e m e di c ati o n i niti ati o n/ e a rl y t re at m e nt 
dis c o nti n u ati o n

T h e a b o v e pri m ar y  a n al ysis ( S e ctio n 4. 5. 2 ) f or t he c o m p ar is o n of  me a n r e d u ctio n i n H b A 1 c 
fr om b as eli n e at W e e k 2 6 b et w e e n t h e l o w- d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d pl a c e b o will 
b e r e p e at e d e x cl u d i n g d at a f oll owi n g r es c u e m e d i c atio n i niti ati o n or e arl y tr e at me nt 
di s c o nti n u at i on b ut missi n g d at a will b e i m p ut e d ass u mi n g M A R as d es cri b e d i n S e ct i on 
4. 1. 1 2. 5 . A w ei g ht e d A N C O V A m o d el will b e us e d f or t his a n al ysis.

4. 5. 2. 2 S u b g r o u p a n al ysis f o r s e c o n d a r y e n d p oi nt of c h a n g e f r o m b as eli n e i n H b A 1 c at 
W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

T h e a b o v e pri m ar y  an al ysis ( S e ctio n 4. 5. 2 ) f or t he c o m p ar is o n of  me a n r e d u ctio n i n H b A 1 c 
fr om b as eli n e at W e e k 2 6 b et w e e n t h e l ow- d os e/ hi g h -d o s e tr e at m e nt r e gi m e n a n d pl a c e b o will 
b e r e p e at e d f or s u b gr o u ps b as e d o n r a c e, et h n i city,  s e x, a g e gr o u p ( usi n g r a n d o mis ati on str at a), 
r e gio n, b as eli n e a nti di a b eti c tr e at m e nt, b as eli n e H b A 1 c a n d b as eli n e B MI, usi n g t h e c at e g ori es 
d efi n e d i n t he A p p e n di x (T a bl e 1 9 ) a n d will foll o w  t he s a m e a p pr o a c h a s t h e o n e d e s cri b e d i n 
S e cti o n  4. 4. 3. 1 usi n g a w ei g ht e d A N C O V A m o d el .

4. 5. 2. 3 M etf o r mi n s u b g r o u p a n al ysis f o r p r i m a r y a n al ysis of s e c o n d a r y e n d p oi nt of 
c h a n g e f r o m b as eli n e i n H b A 1 c at W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e
t r e at m e nt r e gi m e n a n d pl a c e b o

T h e w ei g ht e d A N C O V A m o d el us e d f or t h e pri m ar y  a n al ysis ( S e ctio n  4. 5. 2 ) of  t h e c h a n g e 
fr om b as eli n e i n H b A 1 c at W e e k 2 6 will als o b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a 
st a bl e b as eli n e d os e of m etf or mi n I R or X R ( wi t h or wit ho ut i ns uli n). T h e s a m e m ult i pl e 
i m p ut atio n m et h o d us e d f or t h e pri m ar y  a n al ysis of t h e e n d p oi nt will b e us e d f or t his s u b gr o u p 
a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e m ult i pl e i m p ut ati o n st e p f or 
i ns uli n o nl y a n d ins uli n wit h m etf or mi n will  b e gr o u p e d as d efi n e d i n S e cti on  4. 1. 1 2 .
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4. 5. 3 C o m p a ris o n of m e a n r e d u cti o n i n H b A 1 c f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

D at a will b e m ult i pl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s 
of  t h e pri m ar y e n d p oi nt i n S e cti o n 4. 4. 1 at all s c h e d ul e d t i m e p oi nts u p t o a n d i n cl u di n g W e e k 
2 6 , a n d will i n cl u d e all d at a r e g ar dl ess of  r es c u e m e di c at i on i niti ati on or a d h er e n c e . A n al ysis 
will b e p erf or m e d b y fitti n g t he w ei g ht e d A N C O V A m o d el d es cri b e d i n S e cti o n 4. 1. 9 i n e a c h 
o f t he i m p ut e d d at a s et s a n d c o m bi ni n g t h e r e s ult s u si n g R u bi n' s r ul e s , as d es cri b e d i n S e ct i on
4. 1. 1 2. 4 . T h e w ei g ht m atri x W 2 d es cri b e d i n S e cti o n 4. 1. 9 f or t h e c o mp ari s o n of t h e l ow -d os e 
tr e at me nt r e gi m e n v ers us pl a c e b o will b e us e d f or t his a n al ysis. 

4. 5. 3. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n H b A 1 c f r o m 
b as eli n e at W e e k 2 6 b et w e e n t h e l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o
e x cl u di n g d at a f oll o wi n g r es c u e m e di c ati o n i niti ati o n/ e a rl y t re at m e nt 
dis c o nti n u ati o n

T h e a b o v e pri m ar y  a n al ysis ( S e ctio n 4. 5. 3 ) f or t he c o m p ar is o n of  me a n r e d u ctio n i n H b A 1 c 
fr om b as eli n e at W e e k 2 6 b et w e e n t h e l ow- d os e tr e at me nt r e gi m e n a n d pl a c e b o will b e r e p e at e d 
e x cl u di n g d at a f oll owi n g r es c u e m e di c at i on i niti atio n or e arl y tr e at m e nt dis c o nt i n u ati o n b ut  
missi n g d at a will b e i m p ut e d ass u mi n g M A R as d es cri b e d i n S e ct i on 4. 1. 1 2. 5 .

4. 5. 3. 2 M etf o r mi n s u b g r o u p a n al ysis f o r s e c on d a r y e n d p oi nt of c h a n g e f r o m b as eli n e 
i n H b A 1 c at W e e k 2 6 b et w e e n t h e l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

T h e w ei g ht e d A N C O V A m o d el us e d f or t h e pri m ar y  a n al ysis ( S e cti o n 4. 5. 3 ) f or t he c h a n g e 
fr om b as eli n e i n H b A 1 c at W e e k 2 6 will als o b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a 
st a bl e b as eli n e d os e of m etf or mi n I R or X R ( wit h or wit h o ut i ns uli n). T h e s a m e m ult i pl e 
i m p ut atio n m et h o d us e d f or t h e pri m ar y  a n al ysis of t h e e n d p oi nt will b e us e d f or t his s u b gr o u p 
a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e m ult i pl e i m p ut ati o n st e p f or 
i ns uli n o nl y a n d i ns uli n with m etf or mi n will  b e gr o up e d as d efi n e d i n S e ct i on  4. 1. 1 2 .

4. 5. 4 C o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m b as eli n e at W e e k 2 6 b et w e e n 
o v e r all d r u g t r e at m e nt a n d pl a c e b o 

D at a will b e m ult ipl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t h e pri m ar y  
a n al ysis of  t h e pri m ar y e n d p oi nt i n S e cti on 4. 4. 1 at all s c h e d ul e d ti m e p o i nts u p t o a n d 
i n cl u di n g W e e k 2 6, r e pla ci n g H b A 1 c wit h F P G , a n d will i n cl u d e all d at a r e g ar dl ess of r es c u e 
m e di c at i on i niti ati on or a d h er e n c e . O nl y F P G ass ess m e nts d o c u m e nt e d wi t h t h e s u bj e ct i n a 
f asti n g st at e will b e s u m m aris e d a n d list e d. A n al ysis will b e p erf or m e d b y fitti n g t h e 
A N C O V A m o d el d es cri b e d f or t h e pri m ar y  a n al ysis of t h e pri m ar y  e n d p o i nt in S e cti o n 4. 4. 1
(r e pl a ci n g H b A 1 c wit h F P G). T h e a n al ysis m o d el will b e e v al u at e d i n e a c h i m p ut e d d at a s et 
a n d t h e r es ults will b e c o m bi n e d usi n g R u bi n's r ul es as d es cri b e d i n S e cti o n 4. 1. 1 2. 4 . N o 
w ei g ht s will  be u s e d i n t h e m ul tipl e i m p ut ati o n or A N C O V A f or t his a n al ysis.

I n a d diti on, a li n e pl ot of L S m e a n ± 9 5 % c o nfi d e n c e i nt er v al ( CI) b y visit u p t o W e e k 2 6 will 
b e dis pl a y e d.
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4. 5. 4. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b et w e e n o v e r all d r u g t r e at m e nt a n d pl a c e b o e x cl u di n g d at a 
f oll o wi n g r es c u e m e di c ati o n i niti ati o n / e a rl y t r e at m e nt dis c o nti n u ati o n

T h e a b o v e pri m ar y  a n al ysis ( S e ctio n  4. 5. 4 ) f or t h e c o mp aris o n of m e a n r e d u ct i on i n F P G fr o m 
b as eli n e at W e e k 2 6 b et w e e n o v er all dr u g tr e at m e nt (l o w -d o s e a n d hi g h -d o s e) a n d pl a c e b o will 
b e r e p e at e d e x cl u di n g d at a f oll owi n g r es c u e m e d i c atio n i niti ati o n or e arl y tr e at me nt 
di s c o nti n u at i on b ut missi n g d at a will b e i m p ut e d ass u mi n g M A R as d es cri b e d i n S e ct i on
4. 1. 1 2. 5 .

4. 5. 4. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b et w e e n o v e r all d r u g t r e at m e nt a n d pl a c e b o

T h e A N C O V A m o d el us e d f or t h e pri m ar y F P G a n al ysis ( S e ct i on  4. 5. 4 ) of t h e c h a n g e fr om 
b as eli n e i n F P G at W e e k 2 6 b et w e e n o v er all dr u g tr e at m e nt a n d pl a c e b o will als o b e r e p e at e d 
f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m etf or mi n I R or X R ( wit h or wit h o ut 
i ns uli n). T h e s a m e m ulti pl e i m p ut ati o n m et h o d us e d f or t h e pri m ar y a n al ysis of t he e n d p o i nt 
will b e us e d f or t his s u b gr o u p a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e 
m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d i ns uli n wit h m etf or mi n will b e gr o u p e d as 
d efi n e d i n S e ct i on  4. 1. 1 2 . N o w ei g hts will b e us e d i n t h e m ulti pl e i m p ut ati o n or A N C O V A f or 
t his a n al ysis. 

4. 5. 4. 3 Missi n g d at a p att e r ns

A s u m m ar y  of missi n g F P G as w ell as F P G d at a c oll e ct e d f oll owi n g r es c u e m e di c at i on 
i niti ati on or dis c o nti n u ati o n st u d y  me di c at i on will b e p r es e nt e d f or t h e s h ort-t er m p erio d, a s 
d es cri b e d i n S e cti o n  4. 4. 2. 3 .

4. 5. 5 C o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
l o w- dos e / hi g h-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

D at a will b e m ult ipl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t h e pri m ar y  
a n al ysis i n S e ct i on 4. 4. 1 at all s c h e d ul e d ti m e p o i nts u p t o a n d i n cl u di n g W e e k 2 6, r e pl a ci n g 
H b A 1 c wit h F P G , a n d will i n cl u d e all d at a r e g ar dl ess of r es c u e m e di c at i on i niti ati on or 
a d h er e n c e . A n al ysis will b e p erfor m e d b y fitti n g t h e w eig ht e d A N C O V A m o d el d es cri b e d i n 
S e cti o n 4. 1 . 9(r e pla ci n g H b A 1 c wit h F P G) . T h e a n al ysis m o d el will b e e v al u at e d i n e a c h 
i m p ut e d d at a s et a n d t h e r es ults will b e c o m bi n e d usi n g R u bi n's r ul es as d es cri b e d i n S e ct i on
4. 1. 1 2. 4 . T h e w ei g ht m at rix W 1 d es cri b e d i n S e cti o n 4. 1. 9 f or t h e c o mp aris o n of t h e l o w -
d o s e / hi g h-d o s e tr e at me nt r e gi m e n v ers us pl a c e b o will b e us e d f or t his a n al ysis. 

I n a d diti on, a li n e pl ot of L S m e a n ± 9 5 % c o nfi d e n c e i nt er v al ( CI) b y visit u p t o W e e k 2 6 will 
b e dis pl a y e d.

4. 5. 5. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e t r e at m e nt r e gi m e n a n d 
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pl a c e b o e x cl u di n g d at a f oll o wi n g r es c u e m e di c ati o n i niti ati o n/ e a rl y t r e at m e nt 
dis c o nti n u ati o n

T h e a b o v e pri m ar y  a n al ysis ( S e ctio n  4. 5. 5 ) f or t h e c o mp aris o n of m e a n r e d u ct i on i n F P G fr o m 
b as eli n e at W e e k 2 6 b et w e e n t he l ow- d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d pl a c e b o will b e 
r e p e at e d e x cl u di n g d at a f oll owi n g r es c u e m e di c at i on i niti ati on or e arl y tr e at me nt 
di s c o nti n u at i on b ut missi n g d at a will b e i m p ut e d ass u mi n g M A R as d es cri b e d i n S e ct i on 
4. 1. 1 2. 5 . A w ei g ht e d A N C O V A m o d el will b e us e d f or t his a n al ysis.

4. 5. 6 C o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

D at a will b e m ult ipl y  i mp ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s 
of  t h e pri m ar y e n d p oi nt i n S e cti o n 4. 4. 1 at all s c h e d ul e d t i m e p oi nts u p t o a n d i n cl u di n g W e e k 
2 6 , b et w e e n t h e l o w -d os e tr e at m e nt r e gi m e n a n d pl a c e b o , r e pl a ci n g H b A 1 c with F P G , a n d will 
i n cl u d e all  dat a r e g ar dl ess of  res c u e m e d i c atio n i niti ati on or a d h er e n c e . A n al ysis will b e 
p erf or m e d b y fittin g t he w ei g ht e d A N C O V A m o d el d es cri b e d in S e cti o n 4. 1. 9 (r e pla ci n g 
H b A 1 c wit h F P G). T h e w ei g ht m atri x W 2 d es cri b e d i n S e cti o n 4. 1. 9 f or t h e c o mp ari s o n of t h e 
l ow- d os e tr e at me nt r e gi m e n v ers us pl a c e b o will b e us e d f or t hi s a n al ysis. T h e a n al ysis m o d el  
will b e e v al u at e d i n e a c h i m p ut e d d at a s et a n d t h e r es ults will b e c o m bi n e d usi n g R u bi n's r ul es
as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 .

4. 5. 6. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b e t w e e n t h e l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o
e x cl u di n g d at a f oll o wi n g r es c u e m e di c ati o n i niti ati o n/ e a rl y t re at m e nt 
dis c o nti n u ati o n

T h e a b o v e pri m ar y  F P G a n al ysis ( S e ctio n  4. 5. 6 ) f or t h e c o mp aris o n of m e a n r e d u ctio n i n F P G 
fr om b as eli n e at W e e k 2 6 b et w e e n t he l o w -d os e tr e at me nt r e gi m e n a n d pl a c e b o will b e r e p e at e d 
e x cl u di n g d at a f oll owi n g r es c u e m e di c at i on i niti atio n or e arl y tr e at me nt dis c o nt i n u ati o n, b ut  
missi n g d at a will b e i m p ut e d ass u mi n g M A R as d es cri b e d i n S e ct i on  4. 1. 1 2. 5 .

4. 5. 7 C o m p a ris o n of t h e p e r c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n o v e r all d r u g t r e at m e nt a n d 
pl a c e b o

D at a will b e m ult i pl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s
of  th e pri m ar y e n d p o i nt i n S e ct i on 4. 4. 1 , a n d will i n cl u d e all  dat a r e g ar dl ess of  res c u e 
m e di c at i on i nit i ati on or a d h er e n c e . H b A 1 c r es p o ns e ( < 7 %) will b e d eri v e d fr o m di c h ot o misi n g
t he i m p ut e d c o nti n u o us v al u es of H b A 1 c. 

T h e pr o p orti o n of r es p o n d ers (s u bj e cts a c h i e vi n g a n H b A 1 c < 7 % at W e e k 2 6) will b e a n al ys e d 
usi n g l ogist i c r e gr e s sio n a n d s u m m aris e d a s d es cri b e d i n S e ct i on 4. 1. 1 0 . N o  wei g ht s will b e 
us e d i n t h e m ult i pl e i m p ut ati o n or l o gisti c r e gr essi o n f or t his a n al ysis.
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4. 5. 7. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of p e r c e nt a g e of s u bj e cts w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n o v e r all d r u g t r e at m e nt a n d 
pl a c e b o

T h e a b o v e pri m ar y  a n al ysis ( S e ctio n  4. 5. 7 ) of  t he p er c e nt a g e of s u bj e cts wi t h b a s eli n e H b A 1 c 
≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n o v er all dr u g tr e at m e nt (l o w -d os e 
a n d hi g h -d o s e) a n d pl a c e b o will b e r e p e at e d wit h t h e diff er e n c e t hat s u bj e ct s wi t h a n y b a s eli n e 
H b A 1 c v al u e will b e us e d . A l ogist i c r e gr essi on m o d el will b e us e d f or t his a n al ysis.

4. 5. 7. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of p e r c e nt a g e of s u bj e cts wit h 
b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n 
o v e r all d r u g t r e at m e nt a n d pl a c e b o

T h e l o gi st i c r e gr essi on m o d el  u s e d for t h e pri m ar y a n al ysis ( S e cti on  4. 5. 7 ) of  t h e p er c e nt a g e 
of  s u bj e ct s wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 
b et w e e n o v er al l dr u g tr e at m e nt (l o w -d os e a n d hi g h -d os e) a n d pl a c e b o will als o b e r e p e at e d f or 
t he s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wit h or wit h o ut 
i ns uli n). T h e s a m e m ult i pl e i m p ut ati o n m et h o d us e d f or t h e pri m ar y a n al ysis of t he e n d p o i nt 
will b e us e d f or t his s u b gr o u p a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e 
m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d i ns uli n wit h m etf or mi n will b e gr o u p e d as 
d efi n e d i n S e ct i on  4. 1. 1 2 .

4. 5. 8 C o m p a ris o n of t h e p e r c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e
t r e at m e nt r e gi m e n a n d pl a c e b o

D at a will b e m ult i ply i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s
of  th e pri m ar y e n d p o i nt i n S e ct i on 4. 4. 1 , a n d will i n cl u d e all  dat a r e g ar dl ess of  res c u e 
m e di c at i on i nit i ati on or a d h er e n c e . H b A 1 c r es p o ns e ( < 7 %) will b e d eri v e d fr o m di c h ot o misi n g
t he i m p ut e d c o nt i n u o us v al u es of  Hb A 1 c a n d R u bi n’s r ules will b e us e d t o c o m bi n e a n al ys es 
a cr o s s t h e m u lti pl e i m p ut ati o ns. Esti m at es will b e d eri v e d fr o m a w ei g ht e d l ogi st i c r e gr essi o n 
or Fis h er's e x a ct t e st ( as a p pr o pri at e) a n d c o m bi n e d as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . T h e w ei g ht  
m atri x W 1 ( d es cri b ed i n S e cti on 4. 1. 9 ) f or t h e c o m p aris o n of th e l o w -d o s e / hi g h-d o s e tr e at me nt  
r e gi m e n v ers us pl a c e b o will b e us e d f or t his a n al ysis . 

4. 5. 8. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of p e r c e nt a g e of s u bj e cts w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e l o w-d os e / hi g h-d os e
t r e at m e nt r e gi m e n a n d pl a c e b o

T h e a b o v e pri m ar y  a n al ysis ( S e cti on  4. 5. 8 ) of  p er c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 
7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e l o w -d o s e / hi g h-d o s e tr e at me nt 
r e gi m e n a n d pl a c e b o will b e r e p e at e d wit h n o r estri ct i on o n b as eli n e H b A 1 c v al u es . A 
w ei g ht e d l o gi st i c m o d el  will be u s e d f or t hi s a n al ysis.
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4. 5. 8. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of p e r c e nt a g e of s u bj e cts wit h 
b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n 
t h e l o w-d os e / hi g h-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

T h e w ei g ht e d l o gist i c r e gr essi on m o d el  u s e d for t h e pri m ar y a n al ysis ( S e cti on  4. 5. 8 ) of  t h e 
p er c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 
2 6 b et w e e n t h e l o w -d o s e / hi g h-d o s e tr e at me nt r e gi m e n a n d pl a c e b o will als o b e r e p e at e d f or 
t he s ub gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wit h or wit h o ut 
i ns uli n). T h e s a m e m ult i pl e i m p ut ati o n m et h o d us e d f or t h e pri m ar y a n al ysis of t he e n d p o i nt 
will b e us e d f or t his s u b gr o u p a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e 
m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d i ns uli n wit h m etf or mi n will b e gr o u p e d as 
d efi n e d i n S e ct i on  4. 1. 1 2 .

4. 5. 9 C o m p a ris o n of t h e p e r c e n t a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e l o w-d os e t r e at m e nt 
r e gi m e n a n d pl a c e b o

D at a will b e m ult i pl y i m p ut e d b as e d o n t h e s a m e a p pr o a c h as d es cri b e d f or t he pri m ar y a n al y si s
of  t h e pri m ar y e n d p oi nt i n S e cti on 4. 4. 1 , b et w e e n t h e l o w -d os e tr e at m e nt r e gi m e n a n d pl a c e b o , 
a n d will i n cl u d e all d at a r e g ar dl ess of  res c u e m e di c at i on i niti ati on or a d h er e n c e . H b A 1 c 
r es p o ns e ( < 7 %) will b e d eri v e d fr o m di c h ot o misi n g t he i m p ut e d c o nti n u o us v al u es of H b A 1 c
a n d R u bi n’ s r ul e s will  be u s e d t o c o m bi n e a n al y s e s a cr o s s t h e m u lti pl e i m p ut atio ns . Esti m at es 
will b e d eri v e d fr o m l ogist i c r e gr essi on or Fi s h er' s e x a ct t e st ( as a p pr o pri at e) a n d c o m bi n e d a s 
d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . T h e w ei g ht m atri x W 2 d es cri b e d i n S e ct i on 4. 1. 9 f or t he 
c o m p aris o n of t h e l o w -d o s e tr e a t me nt r e gi m e n v ers us pl a c e b o will b e us e d f or t his a n al ysis.

4. 5. 9. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of p e r c e nt a g e of s u bj e cts w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e l o w-d os e t r e at m e nt 
r e gi m e n a n d pl a c e b o

T h e a b o v e a n al ysis ( S e ctio n 4. 5. 9 ) of  per c e nt a g e of  su bj e cts wi t h bas eli n e H b A 1 c ≥ 7 % w h o  
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t he l o w -d os e tr e at m e nt r e gi m e n a n d pl a c e b o 
will b e r e p e at e d wit h n o r estri cti o n o n b as eli n e H b A 1 c v al u es .

4. 5. 9. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of p e r c e nt a g e of s u bj e cts wit h 
b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n 
t h e l o w-d os e t r e at m e nt r e gi m e n a n d pl a c e b o

T h e w ei g ht e d l ogi st i c r e gr essi on m o d el  u s e d for t h e pri m ar y a n al ysis ( S e cti on  4. 5. 9 ) of  t h e 
p er c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 
2 6 b et w e e n t he l o w -d os e tr e at m e nt r e gi m e n a n d pl a c e b o will als o b e r e p e at e d f or t h e 
s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wit h or wit h o ut 
i ns uli n). T h e s a m e m ult i pl e i m p ut ati o n m et h o d us e d f or t h e pri m ar y a n al ysis of t he e n d p o i nt 
will b e us e d f or t his s u b gr o u p a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e 
m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d i ns uli n wit h m etf or mi n will b e gr o u p e d as 
d efi n e d i n S e ct i on  4. 1. 1 2 .
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4. 5. 1 0 C o m p a ris o n of m e a n r e d u cti o n i n H b A 1 c f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
hi g h -d os e a n d t h e l o w-d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at 
W e e k 1 2

A n al ysis will b e b as e d o n t he U p -titr atio n R a n d o mis e d S u bj e cts D at a S et a n d f urt h er r estri ct e d 
t o s u bj e cts o n d a p a glifl o zi n (or s a x a gli pt i n) w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d will i n cl u d e 
all d at a r e g ar dl ess of  res c u e m e di c at i on i nit i ati on or a d h er e n c e . Missi n g d at a i n v al u es of  Hb A 1 c 
at W e e k 2 6 will b e i m p ut e d usi n g t h e m ult i pl e i m p ut ati o n a p pr o a c h d es cri b e d i n S e cti o n 4. 1. 1 2 .
If t he MI -W O m et h o d i s u s e d, Pla c e b o s u bj e cts fr o m t he R a n d o mis e d s u bj e cts d at a s et will b e 
us e d i n t h e i m p ut ati o n m o d els t o i m p ut e missi n g v al u es f or a cti v e tr e at m e nt s u bj e cts i n t h e U p -
titr atio n r a n d o mis e d s u bj e cts d at a s et.

C h a n g e fr o m b as eli n e H b A 1 c at all  s c h e d ul e d ti m e p oi nts u p t o a n d i n cl u di n g W e e k 2 6will b e 
c o m p ar e d b et w e e n t he s u bj e cts w h o ar e U p -titr ati o n R a n d o mis e d t o r e m ai n o n t he l ow- d os e 
a n d t he s u bj e cts w h o ar e u p- titr atio n r a n d omis e d t o t he hi g h -d os e usi n g t he A N C O V A m o d el 
d es cri b e d i n S e ct i on 4. 1. 9 , with o ut w ei g hts. T h e a n al ysis will b e e v al u at e d i n e a c h i m p ut e d d at a 
s et a n d t h e r e s ult s will b e c o m bi n e d usi n g R u bi n’s r ule s as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . T h e 
i n di c at or f or b a c k gr o u n d m e d i c ati on us e d i n t h e m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d 
i ns uli n wi t h met f or mi n will  be gr o u p e d as d efi n e d i n S e cti o n 4. 1. 1 2 . N o  wei g ht s will b e u s e d 
i n t h e m ulti pl e i m p ut ati o n or A N C O V A f or t his a n al ysis.

4. 5. 1 0. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n H b A 1 c f r o m 
b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o 
n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2 e x cl u di n g d at a f oll o wi n g r es c u e 
m e di c ati o n i niti ati o n/ e a rl y t r e at m e nt dis c o nti n u ati o n

T h e a b o v e a n al ysis ( S e cti o n  4. 5. 1 0 ) for t h e c o m p aris o n of m e a n r e d u ct i on i n H b A 1 c fr o m 
b as eli n e at W e e k 2 6 b et w e e n t h e hi g h- d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o n ot a c hi e v e 
a n H b A 1 c < 7 % at W e e k 1 2 will b e r e p e at e d e x cl u di n g d at a f o ll owi n g r es c u e m e di c ati o n 
i niti ati on or e arl y tr e at m e nt dis c o nt i n u ati on b ut missi n g d at a will b e i m p ut e d ass u mi n g M A R 
as d es cri b e d i n S e ct i on  4. 1. 1 2. 5 . N o w ei g hts will b e us e d i n t h e m ult i pl e i m p ut atio n or 
A N C O V A f or t his a n al ysis.

4. 5. 1 0. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of m e a n r e d u cti o n i n H b A 1 c 
f r o m b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts 
w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

T h e A N C O V A m o d el us e d f or t h e pri m ar y a n al ysis ( S e cti o n  4. 5. 1 0 ) of t h e m e a n r e d u cti o n i n 
H b A 1 c fr o m b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o 
n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2 will als o b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n 
a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wi t h or wit ho ut i ns uli n). T h e s a m e m ult i pl e 
i m p ut atio n m et h o d us e d f or t h e pri m ar y  a n al ysis of t h e e n d p oi nt will b e us e d f or t his s u b gr o u p 
a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e m ult i pl e i m p ut ati o n st e p f or 
i ns uli n o nl y a n d ins uli n wit h m etf or mi n will  b e gr o u p e d as d efi n e d i n S e cti on  4. 1. 1 2 . N o 
w ei g ht s will  be u s e d i n t h e m ul tipl e i m p ut ati o n or A N C O V A f or t his a n al ysis.
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4. 5. 1 1 C o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m b as eli n e at W e e k 2 6 b et w e e n t h e 
hi g h -d os e a n d t h e l o w-d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at 
W e e k 1 2

A n al ysis will b e b as e d o n t h e U p -titr atio n R a n d o mis e d S u bj e cts D at a S et a n d f urt h er r estri ct e d 
t o s ubj e cts o n d a p a glifl o zi n (or s a x a gli pt i n) w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d will i n cl u d e 
all d at a r e g ar dl ess of r es c u e m e d i c ati on i niti ati on or a d h er e n c e . Mi ssi n g d at a i n v al u e s of F P G 
at W e e k 2 6 will b e i m p ut e d usi n g t h e m ult i pl e i m p ut ati o n a p pr o a c h d es crib e d i n S e cti o n 4. 1. 1 2 .
If t he MI -W O m et h o d i s u s e d, Pla c e b o s u bj e cts fr o m t he R a n d o mis e d s u bj e cts d at a s et will b e 
us e d i n t h e i m p ut ati o n m o d els t o i m p ut e missi n g v al u es f or a cti v e tr e at m e nt s u bj e cts i n t h e U p -
titr atio n r a n d o mis e d s u bj e cts d at a s et.

C h a n g e fr om b as eli n e F P G at all s c h e d ul e d ti m e p oi nts u p t o a n d i n cl u di n g W e e k 2 6 will b e 
c o m p ar e d b et w e e n t he s u bj e cts w h o ar e U p -titr ati o n R a n d o mis e d t o r e m ai n o n t he l ow -d os e 
a n d t h e s u bj e cts w h o ar e U p -titr atio n R a n d o mis e d t o t h e hi g h-d os e usi n g t h e A N C O V A m o d el 
d es cri b e d i n S e ct io n 4. 1. 9 , with o ut w ei g hts. T h e a n al ysis will b e e v al u at e d i n e a c h i m p ut e d d at a 
s et a n d t he r es ults will b e c o m bi n e d usi n g R u bi n’s r ul es as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . N o  
w ei g ht s will  be u s e d i n t h e m ul tipl e i m p ut ati o n or A N C O V A f or t his a n al ysis.

4. 5. 1 1. 1 S e nsiti vit y a n al ysis f o r s e c o n d a r y e n d p oi nt of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o 
n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2 e x cl u di n g d at a f oll o wi n g r es c u e 
m e di c ati o n i niti ati o n / e a rl y t r e at m e nt dis c o nti n u ati o n

T h e a b o v e pri m ar y a n al ysis ( S e ctio n  4. 5. 1 1 ) f or t h e c o m p aris o n of m e a n r e d u cti o n i n F P G fr o m 
b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o n ot a c hi e v e a n 
H b A 1 c < 7 % at W e e k 1 2 will b e r e p e at e d e x cl u di n g d at a f o ll owi n g r es c u e m e di c ati o n i niti ati on
or e arl y t r e at me nt di s c o nti n u atio n b ut missi n g d at a will b e i m p ut e d ass u mi n g M A R a s d e s cri b e d 
i n S e ct i on 4. 1. 1 2. 5 . T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t he m ult i pl e i m p ut ati on 
st e p f or i ns uli n o nl y a n d i ns uli n wi t h met f or mi n will b e gr o u p e d as d efi n e d i n S e ct i on  4. 1. 1 2 . 
N o w ei g hts will b e us e d i n t h e m ult i pl e i m p ut atio n or A N C O V A f or t his a n al ysis.

4. 5. 1 1. 2 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of m e a n r e d u cti o n i n F P G f r o m 
b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o 
n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

T h e A N C O V A m o d el us e d f or t h e pri m ar y a n al y si s ( S e ctio n  4. 5. 1 1 ) of  t h e m e a n r e d u cti o n i n 
F P G fr o m b as eli n e at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o 
n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2 will als o b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n 
a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wit h or wit h o ut i ns uli n). T h e s a m e m ult i pl e 
i m p ut atio n m et h o d us e d f or t h e pri m ar y  a n al ysis of t h e e n d p oi nt will b e us e d f or t his s u b gr o u p 
a n al ysis. T h e i n di c at or f or b a c k gr o u n d m e di c at i on us e d i n t h e m ult ipl e i m p ut ati o n st e p f or 
i ns uli n o nl y a n d i ns uli n with m etf or mi n will  b e gr o u p e d as d efi n e d i n S e cti on  4 . 1. 1 2. N o  
w ei g ht s will  be u s e d i n t h e m ul tipl e i m p ut ati o n or A N C O V A f or t his a n al ysis.
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4. 5. 1 2 C o m p a ris o n of t h e p e r c e nt a g e of s u bj e cts wit h b as eli n e H b A 1 c ≥ 7 % w h o 
a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 b et w e e n t h e hi g h -d os e a n d t h e l o w-
d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at W e e k 1 2

A n al ysis will b e b as e d o n t h e U p -titr atio n R a n d o mis e d S u bj e cts D at a S et , f urt h er r estri ct e d t o 
s u bj e cts o n d a p a glifl o zi n (or s a x a gli pti n) w h o h a d H b A 1 c ≥ 7 % at W e e k 1 2 a n d will i n cl u d e all 
d at a r e g ar dl ess of  res c u e m e d i c ati on i niti ati on or a d h er e n c e . Missi n g d at a i n v al u es of  Hb A 1 c 
at W e e k 2 6 will b e i m p ut e d usi n g t h e m ult i pl e i m p ut ati o n a p pr o a c h d es cri b e d i n S e cti o n 4. 1. 1 2 .
If t he MI -W O m et h o d i s u s e d, Pla c e b o s u bj e cts fr o m t he R a n d o mis e d s u bj e cts d at a s et will b e 
us e d i n t h e i m p ut ati o n m o d els t o i m p ut e missi n g v al u es f or a cti v e tr e at m e nt s u bj e cts i n t h e U p -
titr atio n r a n d o mis e d s u bj e cts d at a s et.

H b A 1 c r es p o ns e ( < 7 %) will b e d eri v e d fr o m di c h ot o mis i n g t he i m p ut e d c o nti n u o us v al u es of 
H b A 1 c. Esti m at es will b e d eri v e d fr o m l o gi st i c r e gr essi on or Fis h er's e x a ct t est ( as a p pr o pri at e) 
a n d c o m bi n e d as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . N o w ei g hts will b e us e d i n t he m u lti pl e 
i m p ut atio n or l ogi st i c r e gr essi o n f or t his a n al ysis.

4. 5. 1 2. 1 M etf o r mi n s u b g r o u p a n al ysis f o r c o m p a ris o n of t h e p e r c e nt a g e of s u bj e cts 
wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 
b et w e e n t h e hi g h -d os e a n d t h e l o w - d os e i n s u bj e cts w h o d o n ot a c hi e v e a n 
H b A 1 c < 7 % at W e e k 1 2

T h e l o gi st i c r e gr essi on m o d el  u s e d for t h e pri m ar y a n al ysis ( S e cti on  4. 5. 1 2 ) of  t h e p er c e nt a g e 
of  s u bj e ct s wit h b as eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a n H b A 1 c l e v el < 7 % at W e e k 2 6 
b et w e e n t h e hi g h -d os e a n d t h e l o w -d os e i n s u bj e cts w h o d o n ot a c hi e v e a n H b A 1 c < 7 % at 
W e e k 1 2 will als o b e r e p e at e d f or t h e s ub gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of 
m et f or mi n I R or X R ( wit h or wit h o ut i ns uli n). T h e s a m e m ul tipl e i m p ut ati o n m et h o d us e d f or 
t he pri m ar y  a nal ysis o f t he e n d p o i nt will b e us e d f or t his s u b gr o u p a n al ysis. T h e i n di c at or f or 
b a c k gr o u n d m e di c at i on us e d i n t h e m ult i pl e i m p ut ati o n st e p f or i ns uli n o nl y a n d i ns uli n wit h 
m et f or mi n will b e gr o u p e d as d efi n e d i n S e ct i on  4. 1. 1 2 . N o w ei g hts will b e us e d i n t h e 
m ult i pl e i m p ut ati o n or l ogisti c r e gr essi o n f or t his a n al ysis.

4. 6 E x pl o r at o r y e ffi c a c y a n al ys es

E x pl or at or y  en d p o i nts will n ot b e st atisti c all y test e d. As wi t h th e p ri m ar y a n d s e c o n d ar y 
effi c a c y  a n al y s e s, s e p ar at e mo d el s will be us e d f or d a p a glifl o zi n a n d s a x a gli pti n a n al ys es, a n d 
e a c h a n al ysis will i n cl u d e t h e ( c o m m o n) pl a c e b o gr o u p. E x pl or at or y  an al ys es will b e p erf or m e d 
f or o v er all d a p a glifl o zi n a n d o v er all s a x a glipt i n s e p ar at el y, b y c o m bi ni n g all tr e at m e nt gr o u p s
(lo w -d os e a n d hi g h -d os e) .

D et ails ar e pr o vi d e d b el o w.

4. 6. 1 E x pl o r at o r y effi c a c y e n d p oi nts f o r s h o rt -t e r m p e ri o d

T h es e a n al ys es will  be c o n d u ct e d o n t he R a n d o mis e d S u bj e cts D at a S et a n d t he c o m p ari s o n s 

will b e b et w e e n o v er all d a p a glifl o zi n ( or s a x a gli pt i n) a n d pl a c e b o.
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4. 6. 1. 1 A n al ysis of s u bj e cts r e q ui ri n g gl y c a e mi c r es c u e m e di c ati o n o r dis c o nti n ui n g 
st u d y m e di c ati o n d u e t o l a c k of effi c a c y

T h e pr o p orti o n of  su bj e ct s r e q uirin g gl y c a e mi c res c u e m e d i c atio n or dis c o nt i n ui n g st u d y 
m e di c at i on d u e t o l a c k of effi c a c y at or pri or t o W e e k 2 6 will b e a n al ys e d b et w e e n o v er all dr u g 
tr e at me nt (l o w -d os e a n d hi g h -d o s e) a n d pl a c e b o usi n g a l ogi st i c r e gr essi on . 

T his will b e a n al ys e d usi n g a l o gist i c r e gressi o n a n d s u m m aris e d as d es cri b e d i n S e ct i on  4. 1. 1 0 . 
N o w ei g hts will b e us e d i n t h e l o gist i c r e gr essi on f or t his a n al ysis.

I n a d diti on, t his a n al ysis will b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e 
of  met f or mi n I R or X R ( wit h or wit h o ut i ns uli n).

4. 6. 1. 2 Ti m e t o gl y c a e mi c r es c u e m e di c ati o n o r dis c o nti n u ati o n of st u d y m e di c ati o n d u e 
t o l a c k of effi c a c y

A tim e -t o-e v e nt a n al ysis ( w h er e e v e nt is first us e of  res c u e m e di c at i on or dis c o nti n u ati o n of  

st u d y me di c at i on d u e t o l ac k of  effi c a c y, w hi c h e v er is e arli er) d uri n g t he 2 6- w e e k tr e at me nt  

p eri o d will b e a n al ys e d usi n g a C o x pr o p orti o n al h a z ar ds m o d el as d es cri b e d i n S e cti o n  4. 1. 1 1 . 

Esti m at es of t h e h a z ar d r ati o a n d 9 5 % CI will b e pr o vi d e d.

I n a d di tio n, a n a n al ysis b as e d o n K a pl a n -M ei er esti m at es will b e c al c ul at e d a n d 9 5 % CIs a n d 

n o m i n al p- v al u e fr om a p ai r wi s e lo g r a n k t e st will b e pr es e nt e d.

R ul e s f or c e ns ori n g ar e d es cri b e d i n S e ct i on  4. 1. 1 1 .

I n a d diti on, b ot h a n al ys es will b e r e p e at e d f or t he s u b gr o u p of  s u bj e cts o n a st a bl e b as eli n e d os e 
of  metf or m i n I R or X R ( wi t h or wit ho ut i ns uli n). N o K a pl a n -M ei er pl ot wi ll b e pr e s e nt e d f or 
t he s u b gr o u p a n al ysis.

4. 6. 1. 3 P e r c e nt a g e of s u bj e cts w h o i niti at e gl y c a e mi c r es c u e m e di c ati o n

T h e n u m b er a n d p er c e nt a g e of  su bj e cts w h o r e q uir e gl y c a e mi c r es c u e m e di c at i on d uri n g t he 
2 6- w e e k tr e at m e nt p eri o d will b e pr o vi d e d.

I n a d diti on, t his a n al ysis will b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e 
of  met f or mi n I R or X R ( wit h or wit h o ut i ns uli n).

4. 6. 2 E x pl o r at o r y effi c a c y e n d p oi nts f o r s h o rt -t e r m a n d l o n g-t e r m p e ri o d

T h es e a n al ys es will  be c o n d u ct e d o n t he R a n d o mis e d S u bj e cts D at a S et a n d t he c o m p ari s o n s 

will b e b et w e e n o v er all d a p a glifl o zi n ( or s a x a gli pt i n) a nd pl a c e b o.

T h es e a n al ys es will first b e pr es e nt e d wi t ho ut c o nsi d eri n g t he t hir d r a n d o mis ati on , i.e. i n cl u di n g 

all s u bj e ct’s d at a u p t o W e e k 5 2 or l ast visit (if e arli er t h a n W e e k 5 2). T h e n, t o a c c o u nt f or t h e 

r a n d omis e d wi t hdr a w al of b a c k gr o u n d m etf or mi n a t W e e k 3 2 or W e e k 4 0, a d di tio n al a n al y s e s 

will b e p erf or m e d :

 A d di tio n al w ei g ht e d a n al ys es o f c h a n g e i n H b A 1 c, F P G, a n d t h e p er c e nt a g e of s u bj e cts 

wi t h H b A 1 c < 7 % will b e p erf or m e d e x cl u di n g s u bj e cts r a n d omis e d t o wit hdr a w fr om 
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m et f or mi n ( S e cti ons 4. 6. 2. 1 a n d 4. 6. 2. 2 ). F o r t he w ei g ht e d a n al ys es , d a p a glifl o zi n ( or 

s a x a gli pti n) s u bj e cts w h o w e nt t hr o u g h t he t hir d r a n d o mis ati on a n d wi t hdr e w m et f or mi n 

will b e assi g n e d a w ei g ht of  0, a n d t hos e r a n d o mis e d t o st a y o n m et f or mi n will  b e 

assi g n e d a w ei g ht of 2. All ot h er d a p a glifl o zi n ( or s a x a gli pti n) s u b j e cts will b e assi g n e d

a w ei g ht of 1. Pl a c e b o s u bj e cts r a n d omis e d t o wit h dr a w met f or mi n a n d s wit c h t o a cti v e 

tr e at me nt will b e assi g n e d a w ei g ht of  0 . Pl a c e b o s u bj e cts r a n d o mis e d t o st a y o n 

m et f or mi n will  b e a s si g n e d a w ei g ht of  3. All ot her pl a c e b o s u bj e c ts will b e assi g n e d a 

w ei g ht of  1. F or t his a n al ysis, s u bj e cts wit h a w ei g ht of  0 will b e e x cl u d e d fr om t he 

s u m m ar y st atist i cs, m ulti pl e i m p ut ati o n st e ps, a n d A N C O V A/l o gisti c r e gr essi on m o d el .

4. 6. 2. 1 A n al ysis of c h a n g e f r o m b as eli n e at W e e k 5 2 i n H b A 1 c a n d F P G

C h a n g e fr om b as eli n e at W e e k 5 2 i n H b A 1 c a n d, s e p ar at el y, F P G will  be a n al ys e d usi n g t he 
A N C O V A m o d el d es cri b e d i n S e ct i on 4. 1. 9 . T hi s a n al ysis i n cl u d e s all d at a r e g ar dl ess o f r es c u e
m e di c at i on i niti ati on or a d h er e n c e. T h e a n al ysis will b e e v al u at e d i n e a c h i m p ut e d d at a s et a n d 
t he r e s ul t s will be c o m bi n e d usi n g R u bi n’s r ul es as d es cri b e d i n S e ct i on 4. 1. 1 2. 4 . Mi s si n g d at a 
i n v al u es of  Hb A 1 c at W e e k 5 2 will b e i m p ut e d usi n g t he m ult i pl e i m p ut ati o n a p pr o a c h 
d es cri b e d i n S e ct i on 4. 1. 1 2 . P oi nt esti m at es a n d 2- sid e d 9 5 % CIs f or t he m e a n c h a n g e wi t hi n 
e a c h tr e at m e nt gr o u p, as w ell as t h e diff er e n c e i n m e a n c h a n g e b et w e e n e a c h dr u g a n d pl a c e b o  
will b e c al c ul at e d. N o mi n al p- v al u es will b e pr es e nt e d. N o w ei g hts will b e us e d i n t h e m ult i pl e 
i m p ut atio n or A N C O V A f or t his a n al ysis.

A d dit i on al a n al ys es f or c h a n g e fr o m b as eli n e i n H b A 1 c a n d F P G will b e p erf or m e d at W e e k 6, 
W e e k 1 2, W e e k 2 0, W e e k 2 6, W e e k 3 2 a n d W e e k 4 0. D at a will  be m u lti pl y im p ut e d b a s e d o n 
t he s a m e a p pr o a c h a s d e s cri b e d f or t h e i n S e cti o n  4. 5. 4 , a n d will i n cl u d e all d at a r e g ar dle s s of 
r es c u e m e di c ati o n i niti ati on or a d h er e n c e. A n al ys e s will b e b as e d o n t h e s a m e m ult i pl y i m p ut e d 
d at a s ets pr o d u c e d f or W e e k 5 2 ass ess m e nts. A n al ysis will  be p erf or m e d b y fitti n g t he s a m e
A N C O V A m o d el a s t h e o n e d e s cri b e d a b o v e a n d i n S e cti on 4. 1. 9 . T h e a n al ysis m o d el will b e 
e v al u at e d i n e a c h i m p ut e d d at a s et a n d t he r es ults will b e c o m bi n e d usi n g R u bi n's r ule s a s 
d es cri b e d i n S e cti o n 4. 1. 1 2. 4 f or e a c h visit.

I n a d diti on, a li n e pl ot of L S m e a n s ± 9 5 % c o nfi d e n c e i nt er v al ( CI) b y  vi sit u p t o W e e k 5 2 
will b e dis pl a y e d f or b ot h H b A 1 c a n d F P G.

4. 6. 2. 2 A n al ysis of t h e p e r c e nt a g e of s u bj e cts wit h b a s eli n e H b A 1 c ≥ 7 % w h o a c hi e v e a 
H b A 1 c l e v el < 7 % at W e e k 5 2

D at a will b e m ult i pl y i m p ut e d b as e d usi n g t he s a me a p pr o a c h a s d es cri b e d f or t he pri m ar y 
a n al ysis i n S e ct i on 4. 4. 1 , a n d will in cl u d e all  d at a r e g ar dle s s of  r es c u e m e d i c ati on i niti ati on or 
a d h er e n c e . H b A 1 c r es p o ns e ( < 7 %) will b e d eri v e d fr o m di c h ot o misi n g t he i m p ut e d c o nti n u o us 
v al u es of  Hb A 1 c a n d R u bi n’s rul es will  be us e d t o c o m bi n e a n al ys es a cr oss t he m ulti p l e 
i m p ut atio ns. T h e pr o p orti o n of r es p o n d ers (s u bj e cts a c hi e vi n g a n H b A 1 c < 7 % at W e e k 5 2 ) will 
b e a n al ys e d usi n g l o gist i c r e gr essi on a n d s u m m aris e d as d es cri b e d i n S e ct i on  4. 1. 1 0 . N o  wei g ht s 
will b e us e d i n t h e m ult i pl e i m p ut ati o n or l o gisti c r e gr essi on f or t his a n al ysis.
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4. 6. 2. 3 A n al ysis of s u bj e cts r e q ui ri n g gl y c a e mi c r es c u e m e di c ati o n o r dis c o nti n ui n g 
st u d y m e di c ati o n d u e t o l a c k of effi c a c y

T h e pr o p orti o n of  su bj e cts r e q uirin g gl y c a e mi c r es c u e m e d i c atio n or dis c o nt i n ui n g st u d y 
m e di c at i on d u e t o l a c k of effi c a c y at or pri or t o W e e k 5 2 will b e a n al ys e d b et w e e n o v er all dr u g 
tr e at me nt (l o w -d os e a n d hi g h -d os e) a n d pl a c e b o usi n g a l o gist i c r e gr essi on. 

T his will b e a n al ys e d usi n g a l o gist i c r e gr essi on a n d s u m m aris e d as d es cri b e d i n S e ct i on  4. 1. 1 0 . 
N o w ei g hts will b e us e d i n t h e l o gist i c r e gr essi on f or t his a n al ysis.

4. 6. 2. 4 Ti m e t o gl y c a e mi c r es c u e m e di c ati o n o r dis c o nti n u ati o n of st u d y m e di c ati o n d u e 
t o l a c k of effi c a c y

A tim e -t o-e v e nt a n al ysi s ( w h er e e v e nt is first us e of  res c u e m e di c at i on or dis c o nti n u ati o n of  

st u d y me di c at i on d u e t o l ac k of  effi c a c y, w hi c h e v er is e arli er) d uri n g t he 5 2- w e e k tr e at me nt  

p eri o d will b e a n al ys e d usi n g a C o x pr o p orti o n al h a z ar ds m o d el as d es cri b e d i n S e cti o n  4. 1. 1 1 . 

Esti m at es of t h e h a z ar d r ati o a n d 9 5 % CI will b e pr o vi d e d.

I n a d di tio n, a n a n al ysis b as e d o n K a pl a n -M ei er esti m at es will b e c al c ul at e d a n d 9 5 % CIs a n d 

n o mi n al p -v al u e fr om a p ai r wi s e lo g r a n k t e st will b e pr es e nt e d.

R ul e s f or c e ns ori n g ar e d es cri b e d i n S e ct i on  4. 1. 1 1 .

4. 6. 2. 5 P e r c e nt a g e of s u bj e cts w h o i niti at e gl y c a e mi c r es c u e m e di c ati o n

T h e n u m b er a n d p er c e nt a g e of  su bj e cts w h o r e q uir e gl y c a e mi c r es c u e m e di c at i on d uri n g t he 
5 2- w e e k tr e at m e nt p eri o d will b e pr o vi d e d.

I n a d diti on, t his a n al ysis will b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e 
of  met f or mi n I R or X R ( wit h or wit h o ut i ns uli n).

4. 6. 3 E x pl o r at o r y e ffi c a c y a n al ys es f o r m o n ot h e r a p y a ss ess m e nt d u ri n g t h e 
r a n d o mis e d wit h d r a w al p e ri o d

T h es e a n al ys es will b e c o n d u ct e d d uri n g t he r a n d omis e d wi t hdr a w al p eri o d usi n g t h e 

R a n d o mis e d Wit h dr a w al  S u bj e cts D at a S et.

T h e e n d p o i nts will b e s u m m aris e d wi t hi n e a c h tr e at m e nt gr o u p ( as d efi n e d i n S e cti o n 2. 1 ) fr om 

t he ori gi n al r a n d omis at i on as f o ll ows:

• F or s u bj e cts i niti all y r a n d o mis e d t he d a p a glifl o zi n ( or s a x a gli pt i n) gr o u p, t he s u bj e cts 

r e-r a n d o mis e d t o wit hdr a w m et f or mi n will  be c o m p ar e d t o th e s u bj e cts r e-r a n d o mis e d

t o st a y o n m et f or mi n. S e p ar at e a n al ys es will b e p erf or m e d f or s u bj e ct s r es p e cti v el y 

r a n d omis e d t o eit her d a p a glifl o zi n or s a x a gli pt i n gr o u p. 

• F or s u bj e cts i niti all y r a n d o mis e d t o t he pl a c e b o gr o u p, t he s u bj e cts w h o w er e r e-

r a n d omis e d t o s wit c h t o d a p a glifl o zi n ( or s a x a gli pti n) m o n ot h er a p y will b e c o m p ar e d t o 

t he s u bj e cts w h o w er e r e-r a n d o mis e d t o st a y on pl a c e b o wi t h ba c k gr o u n d m etf or mi n. 

S e p ar at e a n al ys es will b e p erf or m e d r es p e cti v el y f or s u bj e ct s r e-r a n d o mis e d t o 
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d a p a glifl o zi n a n d f or t h os e r e -r a n d o mis e d t o s a x a gli pti n, usi n g t h e t h os e r e-r a n d o mis e d

t o pla c e b o a s c o m p ar at or.

4. 6. 3. 1 O bs e r v e d a n d c h a n g e f r o m wit h d r a w al b as eli n e i n H b A 1 c a n d F P G

D es cri pt i v e s u m m ari es of  obs er v e d a n d c h a n g e fr om wi t hdr a w al b as eli n e i n H b A 1 c a n d, 
s e p ar at el y, FP G f or wi t hdr a w al  bas eli n e a n d p o st -wi t hdr a w al  b as eli n e visits will  be pr o vi d e d . 
T his a n al ysis will i n cl u d e all d at a r e g ar dless of  res c u e m e di c at i on i niti ati o n or a d h er e n c e. N o 
i m p ut atio n will b e p e rfor m e d.

4. 6. 3. 2 P e r c e nt a g e of s u bj e ct s w h o a c hi e v e o r m ai nt ai n a H b A 1 c l e v el < 7 % at t h e e n d 
of t h e wit h d r a w al p e ri o d

T h e n u m b er a n d p er c e nt a g e of s u bj e cts w h o a c hi e v e or m ai nt ai n a H b A 1 c l e v el < 7 % at t h e e n d 
of  th e w ith dr a w al p eri o d will b e pr o vi d e d. T his a n al ysis will i n cl u d e all  dat a r e g ar dless of  re s c u e 
m e di c at i on i niti ati on or a d h er e n c e. N o i m p ut ati o n will b e p erf or m e d.

4. 6. 3. 3 Ti m e t o gl y c a e mi c r es c u e m e di c ati o n o r dis c o nti n u ati o n of st u d y m e di c ati o n d u e 
t o l a c k of effi c a c y

A tim e -t o-e v e nt a n al ysis ( w h er e e v e nt is first us e of  res c u e m e di c at i on or dis c o nti n u ati o n of  

st u d y me di c at i on d u e t o l ac k of  effi c a c y, w hi c h e v er is e arli er) d uri n g t he 5 2- w e e k tr e at me nt  

p eri o d will b e a n al ys e d. D at e of  first d os e will b e d at e of  first d o s e i n th e r a n d o mis e d wi t hdr a w al 

p eri o d. K a pl a n -M ei er esti m at es will b e c al c ul at e d, a n d 9 5 % CIs will b e pr es e nt e d. N o  K a pl a n -

M ei er pl ot will b e pr es e nt e d f or t his a n al ysis.

R ul e s f or c e ns ori n g ar e d es cri b e d i n S e ct i on  4. 1. 1 1 .

4. 6. 3. 4 P e r c e nt a g e of s u bj e cts w h o i niti at e gl y c a e mi c r es c u e m e di c ati o n

T h e n u m b er a n d p er c e nt a g e of  su bj e cts w h o r e q uir e gl y c a e mi c r es c u e m e di c at i on d uri n g t he 

r a n d omis e d wi t hdr a w al  tr e at me nt p eri o d will b e pr o vi d e d. D at e of first d os e will b e d at e of first  

d os e i n t h e r a n d omis e d wi t hdr a w al  p erio d.

4. 7 S af et y

S af et y a n al ys es will  be c o n d u ct e d f or t he S T , S T + L T , a n d r a n d o mis e d wi t hdr a w al  (a s 
a p pli c a bl e) p eri o d s. A n a d di tio n al  saf et y a n al ysis will b e pr o vi d e d f or t he p o st -st u d y visit at 
W e e k 1 0 4, t o s u m m aris e ass ess m e nts of m e as ur es of gr o wt h a n d m at urit y b y tr e at m e nt gr o u p . 
S u m m ari es will b e b as e d o n t h e Tr e at e d S u bj e cts D at a S et u nl ess ot h er wis e st at e d.

T h e pri m ar y  an al ys es of  saf et y will i n cl ud e d at a r e g ar dl ess of  res c u e m e di c at i on i niti ati on , 
u nl ess ot h er wis e s p e cifi e d . A d diti on al s e nsit i vity a n al ys es o n d at a c oll e ct e d pri or t o r es c u e will 
b e p erf or m e d f or A Es a n d l a b or at or y  mar k e d a b n or m ali tie s. 

D a p a glifl o zi n a n d s a x a gli pt i n will b e s u m m aris e d s e p ar at el y. B ot h l ow- d os e a n d hi g h -d o s e 

d a p a glifl o zi n/ s a x a gli pt i n gr o u p s will b e c o m bi n e d f or d a p a glifl o zi n/s a x a gli pt i n t o pr o vid e t he 
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s af et y s u m m ar y for o v er all d a p a glifl o zi n/s a x a gli pti n c o m p ar e d t o pl a c e b o. A c o m m o n pl a c e b o 

gr o u p will b e i n cl u d e d i n e a c h s u m m ar y.

A d dit i on al a n al ys es will b e p erf or m e d d uri n g t h e S T + L T p eri o d t o a c c o u nt f or t h e r a n d omis e d

wi t hdr a w al  d e si g n:

 S af et y a n al ys es c o n d u ct e d d uri n g t he S T + L T p eri o d will als o b e c o n d u ct e d d uri n g t he 

tr e at me nt p eri o d u p t o W e e k 3 2.

 S af et y a n al ys es c o n d u ct e d d uri n g t h e S T + L T p eri o d will als o b e c o n d u ct e d b as e d o n t h e 

tr e at me nt r e c ei v e d at t he ti m e of  th e ass ess m e nt t o a c c o u n t f or c h a n g es i n tr e at me nt 

d uri n g t h e r a n d o mis e d wi t hdr a w al p eri o d (d a p a glifl o zi n/s a x a gli pt i n/ pl a c e b o).

 W ei g ht e d a n al ysis will  be c o n d u ct e d f or s ele ct s af et y p ar a m et ers i n cl u di n g a d v er s e 

e v e nts, m ar k e d a b n or m al l a bs a n d E C Gs usi n g t h e ori gi n al r a n d o mis e d gr o u ps t o ass ess 

t he eff e cts of  da p a glifl o zi n ( or s a x a gli pt i n) v ers us pl a c e b o o n s af et y e n d p o i nts f or 

s u bj e cts o n b a c k gr o u n d m e di c ati o n ( i.e. , e x cl u di n g s u bj e cts r e-r a n d o mis e d t o wit hdr a w 

fr om m etf or mi n).

T h e w ei g ht m at ri x d e n ot e d b y  � � is d efi n e d as f oll ow s:

� � = �� � �
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w h er e r is t he pr o p orti o n of  su bj e cts eli gi bl e f or t h e t hir d r a n d omis at i on a n d n is t he 
n u m b er of s u bj e cts wit hi n a n ar m.

� � : F or t he w ei g ht e d a n al ys es, d a p a glifl o zi n ( or s a x a gli pti n) s u bj e cts w h o w e nt t hr o u g h 

t he t hir d r a n d o mis ati on a n d wi t hdr e w m etf or mi n will b e assi g n e d a w ei g ht of z er o, a n d 

t hos e r a n d o mis e d t o st a y on m et f or mi n will b e assi g n e d a w ei g ht of  2. All ot h er 

d a p a glifl o zi n ( or s a x a gli pti n) s u bj e cts will b e assi g n e d a w ei g ht of  1. Pl a c e b o s u bj e cts 

r a n d omis e d t o wit h dr a w m et f or mi n a n d s wit c h t o a cti v e tr e at me nt will b e assi g n e d a 

w ei g ht of  0. Pl a c e b o s u bj e cts r a n d o mis e d t o st a y o n m et f or mi n will b e assi g n e d a w ei g ht 

of  3. All ot h er pla c e b o s u bj e cts will b e assi g n e d a w ei g ht of 1.

 S af et y a n al ys es will b e c o n d u ct e d d uri n g t he r a n d o mis e d wi t hdr a w al  peri o d usi n g t he 

R a n d o mis e d Wit h dr a w al  S u bj e cts D at a S et. 

F or s u bj e cts i nit i all y r a n d o mis e d t o t he d a p a glifl o zi n ( or s a x a gli pt i n) gr o u p, t he s u bj e cts 

r e-r a n d o mis e d t o wit hdr a w m et f or mi n wi ll b e c o m p ar e d t o t h e s u bj e cts r e-r a n d omis e d

t o st a y o n m etf or mi n. S e p ar at e a n al ys es will b e p erf or m e d f or s u bj e ct s r es p e cti v el y 

r a n d omis e d t o eit her d a p a glifl o zi n or s a x a gli pt i n gr o u p.
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F or s u bj e cts i niti all y r a n d o mis e d t o t he pl a c e b o gr o u p, t he s u bj e cts w h o w er e r e-

r a n d omis e d t o s wit c h t o d a p a glifl o zi n ( or s a x a gli pti n) m o n ot h er a p y will b e c o m p ar e d t o 

t he s u bj e cts w h o w er e r e-r a n d o mis e d t o st a y  on pl a c e b o wi t h ba c k gr o u n d m et f or mi n. 

S e p ar at e a n al ys es will b e p erf or m e d r es p e cti v el y f or s u bj e ct s r e-r a n d o mis e d t o 

d a p a glifl o zi n a n d f or t h os e r e -r a n d o mis e d t o s a x a gli pti n, usi n g t h e t h os e r e-r a n d o mis e d

t o pla c e b o a s c o m p ar at or.

A d dit i on al a n al ys es (for A Es , h y p o gl y c a e mi c e v e nts, a n d M A l abs o nl y) will als o b e 

p erf or m e d t o c o m p ar e all s u bj e cts t a ki n g d a p a glifl o zi n ( or s a x a gli pt i n) m o n ot h er a p y 

v ers us t hos e t a ki n g pl a c e b o wit h b a c k gr o u n d m et f or mi n d uri n g t he r a n d o mis e d

wi t hdr a w al p eri o d ( a d di n g pl a c e b o s u bj e cts r a n d o mis e d t o wit h dr a w m et f or mi n a n d 

s w itc h e d t o d a p a glifl o zi n [ or s a x a gli pti n]) m o n ot h er a p y t o d a p a glifl o zi n ( or s a x a gli pt i n) 

s u bj e cts r a n d o mis e d t o wit hdr a w m et f or mi n).

4. 7. 1 A d v e rs e e v e nts

4. 7. 1. 1 All a d v e rs e e v e nts

A d v ers e e v e nt s will b e s u m m aris e d a s n u m b er a n d p er c e nt a g e of  su bj e cts b y tr e at me nt gr o u p
e x p eri e n ci n g at l e ast o n e A E wi t hi n a c at e g or y . W h er e s p e cifi e d, t he n u m b er of  ev e nts a n d 
i n ci d e n c e r at e will al s o b e pr o vid e d. N o st ati st i cal  t e st will b e p erf or m e d t o c o m p ar e A E r at e s 
b et w e e n tr e at m e nt gr o u ps. 

O nl y tr e at m e nt e m er g e nt A Es wi t h ons et u p t o t h e c ut -off d at es d efi n e d i n T a bl e 8 will b e 
i n cl ud e d i n A E s u m m ari es. All A Es (in cl u di n g pr e -tr e at me nt e v e nts) will b e list e d. W h er e 
r ele v a nt, A E listi n gs will als o i n cl u d e t he m o st r e c e nt tr e at me nt d os e r e c ei v e d o n or pri or t o A E
o ns et .

T h e pri m ar y  an al ys es of  AEs will i n cl u d e d at a r e g ar dle s s of r es c u e m e d i c ati on i niti ati on . 
A d dit i on al s e n sitivit y a n al ys es f or A Es will b e r e strict e d t o d at a c o ll e ct e d pri or r es c u e 
m e di c at i on i niti ati on.

A n o v er all A E s u m m ar y will b e pr o vi d e d f or t he S T , S T + L T a n d r a n d omis e d wi t hdr a w al
p eri o d s, pr es e nt i n g th e n u m b er a n d p er c e nt a g e of  s u bj e cts b y tr e at m e nt gr o u p r e p ortin g at l e ast  
1 A E ( e x cl u di n g h y p o gl y c a e mi c a n d D K A e v e nt s t hat ar e n ot r e p ort e d as S A Es) f or t he 
c at e g ori e s pr es e nt e d b el o w. I n cid e n c e r at e s ( as d es cri b e d i n S e ct i on  3. 4. 1 ) a dj ust e d f or e x p os ur e 
ti m e f or S T + L T p eri o d mi g ht als o b e r e p ort e d ( as a p pr o pri at e). T h e s u m m ar y will b e pr ovi d e d 
f or b ot h pri m ar y a n d s e n sitivit y a n al ys es f or all tr e at e d s u bj e cts:

 At  l e ast o n e A E,

 At  l e ast o n e h y p o gl y c a e mi a e v e nt ,

 At  l e ast o n e A E or h y p o gl y c a e mi a e v e nt ,

 At  l e ast o n e S A E,

 At  l e ast o n e h y p o gl y c a e mi a S A E, 
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 At  l e ast o n e a dj u di c at e d D K A S A E,

 At  l e ast o n e A E l e a di n g t o dis c o nti n u ati on of st u d y m e di c at i on,

 At  l e ast o n e S A E l e a di n g t o dis c o nti n u ati on of st u d y m e di c at i on,

 At  l e ast o n e h yp o gl y c a e mi a S A E l e a di n g t o di s c o nti n u at i on of st u d y  me di c ati o n,

 At  l e ast o n e a dj u di c at e d D K A S A E l e a di n g t o dis c o nti n u at i on of st u d y  me di c ati o n,

 D e at hs ,

 At  l e ast o n e r el at ed A E ,

 At  l e ast o n e r el at e d S A E,

 At  l e ast o n e A E O SI.

T his a n al ysis will b e r e p e at e d f or t he c o m bi n e d S T + L T p eri o d u p t o W e e k 3 2 a n d als o b y 

tr e at me nt gr o u p r e c ei v e d at t h e ti m e of A E o ns et.

A w ei g ht e d a n al ysis f or t he o v er all A E s u m m ar y will als o b e pr o vi d e d b as e d o n t he S T + L T 

p eri o d , t o a c c o u nt for t h e r a n d o mis e d wi t hdr a w al d esi g n ( s e e S e ctio n 4. 7 f or d et ails), a n d will 

i n cl u d e all d at a r e g ar dl ess of r es c u e me di c ati o n i niti at i on.

I n a d di tio n, t he o v er all A E s u m m ar y will  be r e p e at e d f or s u b gr o u ps b as e d o n r a c e, et h ni cit y,  

s e x, a g e gr o u p ( usi n g r a n d o mis ati on str at a), r e gi o n, b as eli n e a nt i di a b eti c tr e at me nt, b as eli n e 

H b A 1 c a n d b as eli n e B MI, usi n g t he c at e g ori e s d efi n e d i n t he A p p e n di x (T a bl e 1 9 ). T hi s will 

b e pr o vi d e d b as e d o n t he S T + L T p eri o d a n d will i n cl u d e all d at a r e g ar dl ess of  r es c u e m e di c ati on 

i niti ati on a n d pri or t o r es c u e m e di c at i on i niti ati o n. T h e o v er all A E s u m m ar y will  als o b e 

pr es e nt e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d o s e of  metf or m i n I R or X R ( wi t h 

or wi t ho ut i ns uli n).

T h e n u m b er a n d p er c e nt a g e of s u bj e cts wi t h at le a st o n e A E will b e s u m m aris e d b y S O C, P T 
a n d tr e at me nt gr o u p . A Es will b e s ort e d b y d e cr e asi n g fr e q u e n c y wi t hi n e a c h S O C a n d P T 
a c c o r di n g t o t he o v er all a ct i v e tr e at me nt gr o u p , a n d , w h er e a p pli c a bl e , b y hi g h d os e a cti v e 
tr e at me nt or a cti v e tr e at m e nt wit h b a c k gr o u n d m e di c at i on . As a p pr o pri at e t h e n u m b er o f ev e nts 
will als o b e dis pl a y e d.

All a d v er s e e v e nt s will  be s u m m aris e d b y S O C a n d P T (i n cl u di n g i n ci d e n c e r at e pr es e nt e d f or 
P Ts f or t he S T + L T p eri o d ), r e g ar dl ess of  r es c u e m e di c at i on i niti ati o n u nl ess ot h er wi s e 
s p e cifi e d, f or :

 T h e S T p eri o d a n d t h e c o m bi n e d S T + L T p eri o d (i n cl u di n g i n ci d e n c e r at e).

 T h e S T p eri o d a n d t h e c o m bi n e d S T + L T p eri o d (i n cl u di n g i n ci d e n c e r at e), pri or t o r es c u e 
m e di c at i on i niti ati on.

 T h e c o m bi n e d S T + L T p eri o d, u p t o W e e k 3 2.
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 T h e c o m bi n e d S T + L T p eri o d, e x cl u di n g s u bj e cts r a n d o mis e d t o wit h dr a w al fro m  
m et f or mi n. A w ei g ht e d a n al ysis will  be c o n d u ct e d o n t he Tr e at e d S u bj e ct s D at a S et usi n g 
t he ori gi n al r a n d omis e d gr o u p a n d pr es e nti n g w ei g ht e d pr o p orti o ns.

 T h e c o m bi n e d S T + L T p eri o d . A Es will b e s u m m aris e d b y tr e at me nt gr o u p r e c ei v e d at t h e 
ti m e of  A E o ns et. F or pl a c e b o s u bj e cts r e-r a n d o mis e d t o s wit c h t o d a p a glifl o zi n ( or 
s a x a gli pti n), A Es will b e a n al ys e d i n t h e pl a c e b o gr o u p t o t h e b e gi n ni n g of t h e r a n d omis e d
wi t hdr a w al  peri o d a n d i n t he d a p a glifl o zi n ( or s a x a gli pt i n) gr o u p if t he e v e nt o n s et o c c ur s 
d uri n g t h e r a n d omis e d wi t hdr a w al p eri o d. A Es will b e pr es e nt e d as i n ci d e n c e r at e a dju st e d 
f or e x p os ur e, as d es cri b e d i n S e cti on  3. 4. 1 .

 T h e r a n d omis e d wi t hdr a w al  p erio d. A Es wit h a d at e of o ns et o c c urri n g aft er t h e wi t hdr a w al 
b as eli n e will b e s u m m aris e d usi n g t he R a n d o mis e d Wit h dr a w al S u bj e ct s D at a S et s e p ar at el y 
f or t h e t hr e e tr e at me nt c o m p aris o ns d es cri b e d i n S e cti o n  4. 1. 5 .

T h e f oll owi n g d es cri pt i v e s u m m ari es will als o b e pr o vi d e d f or t he S T, S T + L T a n d r a n d omis e d
wi t hdr a w al  p erio d , r e g ar dless of r es c u e m e di c ati on i nit i ati on , for :

 A n y A E b y S O C, P T a n d m a xi m u m i nt e nsit y ( mil d, m o d er at e, s e v er e).

 A n y A E r el at e d t o st u d y dr u g (n ot r el at e d, r el at e d [i n cl u di n g A Es wit h missi n g r el ati ons hi p
t o st u d y dr u g]) b y S O C a n d P T .

 A n y A E b y S O C a n d P T f or c o m m on P Ts (d efi n e d as P Ts r e p ort e d b y ≥ 5 % of t h e s u bj e cts
i n a n y tr e at me nt gr o u p wit hi n t he p eri o d). N u m b er of  ev e nts ( a n d i n ci d e n c e r at e f or t he 
S T + L T p eri o d) will als o b e pr es e nt e d.

 A n y n o n -s erio u s A E b y S O C a n d P T

S u m m ari es of A Es b y S O C a n d P T will b e pr o vi d e d b y tr e at m e nt gr o u p f or t h e S T, S T + L T a n d 
r a n d omis e d wi t hdr a w al  peri o d, r e g ar dl ess of  r es c u e m e d i c ati on i niti ati on , f or t he f oll owi n g 
s u b gr o u ps:

 A g e gr o u p usi n g t he r a n d omis ati o n str at a (≥ 1 0 a n d < 1 5 y e a r s, ≥ 1 5 a n d < 1 8 y e a rs)

 S e x ( mal e, f e m al e)

 R a c e ( w hit e, n o n -w hi t e)

 B as eli n e a nt i di a b eti c tr e at me nt ( met f or mi n o nl y , i ns uli n o nl y , c o m bi n at i on of  m etf or mi n 
a n d i ns uli n)

wi t h ag e, s e x a n d b as eli n e a nt i di a b eti c tr e at me nt c at e g or y  b ei n g d efi n e d b as e d o n r a n d omis ati o n
str at a.

T h e S T + L T p eri o d pr es e nt ati o ns f or A n y A E b y S O C a n d P T a n d A n y A E b y S O C a n d P T f or 
c o m m o n P Ts will als o b e pr es e nt e d f or t he s u b gr o u p of  su bj e ct s o n a st a ble b as eli n e d os e of  
m et f or mi n I R or X R ( wit h or wit h o ut i ns uli n).
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I n a d diti on, A Es n ot i n cl u d e d i n t h e S T + L T a n al ysis p eri o d p er  T a bl e 8 a n d t h os e A Es r e p ort e d 
q u art erl y  bet w e e n W e e k 5 6 a n d W e e k 1 0 4 will al s o b e s u m m aris e d f or t h e p o st -st u d y visit at 
W e e k 1 0 4.

N o f or mal c o m p ar is o ns ar e m a d e b et w e e n tr e at m e nts. N o f or mal st atist i c al t esti n g will b e 
p erf or m e d, o nl y s u m m ar y  st atist i cs ar e pr o vi d e d.

A listi n g of all r e p ort e d A Es f alli n g i nt o t h e S T + L T p eri o d will b e pr o d u c e d . A s e p ar at e list i n g 
will b e pr o vi d e d f or all A E s d uri n g t h e st u d y .

A d v e rs e e v e nts of s p e ci al i nt e r est

M e d D R A pr ef err e d t er ms a n d t h eir gr o u pi n gs will b e u s e d t o i d e ntif y  A E O SIs ( as s p e cifi e d i n 
S e cti o n 3. 4. 1 ) a n d will b e list e d a n d d o c u m e nt e d i n t he St u d y M a st er Fil e. T h e n u m b er a n d 
p er c e nt a g e of s u bj e ct s e x p erie n ci n g a n y  of t he s p e cifi e d A E O SIs a n d t h e i n di vi d u al t er ms t h at 
c o nstit ut e e a c h A E O SI gr o u pi n g will b e pr es e nt e d b y pr ef err e d t er m f or t he S T , S T + L T a n d 
r a n d omis e d wi t hdr a w al  p eri o d s. I n ci d e n c e rat e s of A E O SIs will als o b e pr es e nt e d f or P Ts f or 
t he S T + L T p eri o d. A gl o s s ar y  of t h e pr ef err e d t er ms us e d t o i d e ntif y A E O SIs will b e pr o vi d e d
b y A E O SI c at e g or y , al o n g wi t h a fl a g i d e ntif yi n g a n y  pr ef err e d t er m se ar c h e d f or b ut n ot pr es e nt 
i n t h e st u d y.

C O VI D -1 9 r el at e d a d v e rs e e v e nts

A gl o s s ar y  of pr ef err e d t er ms r el at e d t o C O VI D - 1 9 will b e pr o vi d e d , al o n g wi t h a fl a g 
i d e ntif yi n g a n y pr ef err e d t er m s e ar c h e d f or b ut n ot pr es e nt i n t h e st u d y.

4. 7. 1. 2 D e at hs

D e at hs will b e i d e ntifi e d fr om t he st at us p a g e, A E p a g e, or t h e S A E p a g e ( wit h a de at h d at e, 

c a us e o f d e at h, o ut c o m e or S A E c at e g oris at i on pr e s e nt) of  t h e C R F. A listi n g of all d e at h s t h at 

o c c ur will b e pr o d u c e d f or t h e S T + L T a n d W e e k 1 0 4 p eri o d s s e p ar at el y, a n d w ill pr e s e nt t he 

p eri o d of  oc c urr e n c e. A n y d e at hs t hat o c c ur d uri n g t he st u d y will b e d es cri b e d i n d e pt h a s 

n arr ati v es i n t h e C S R.

4. 7. 1. 3 S e ri o us a d v e rs e e v e nts

All S A Es (in cl u di n g h y p o gl y c a e mi c a n d t yp e 2 D K A e v e nt s cl assifi e d as S A Es ) will b e 
d es cri b e d i n n arr ati v es, r e g ar dl e s s of  in v est i g at or ass ess m e nt of c a us ality. S A E s wi t h a n o ns et  
fr om D a y  1 of t he S T p eri o d u p t o a n d i n cl u di n g 3 0 d a y s af t er t h e l ast d os e d at e i n p eri o d ( or 
u p t o a n d n ot i n cl u di n g t h e st art d at e of t h e L T p eri o d (if a p pli c a bl e), w hi c h e v er c o m es first, f or 
t he S T p eri o d) will b e c o nsi d er e d as o c c urri n g d uri n g S T p eri o d. F or s u bj e cts tr e at e d d uri n g t h e 
L T p eri o d, S A E s wi t h a n o ns et fr o m D a y 1 of t he S T p eri o d u p t o a n d i n cl u di n g 3 0 d a y s aft er 
t he l a st d o s e d at e will b e c o nsi d er e d as o c c urri n g d uri n g t h e c o m bi n e d S T + L T p eri o d. F or t h e 
r a n d omis e d wi t hdr a w al p eri o d, t his listi n g will i n cl u d e all d e at hs o n a n d af t er t he d at e of 
wi t hdr a w al  b as eli n e u ntil th e d at e of  W e e k 5 2 or d at e of  l ast visit + 3 0 d a ys (if e arli er t h an W e e k 
5 2). N u m b er of  ev e nts a n d i n ci d e n c e r at es a dj ust e d f or e x p os ur e ti m e , a s d e s cri b e d i n S e cti o n 
3. 4. 1 , will b e r e p ort e d.
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T h e f oll owi n g d es cri pti v e s u m m ari es will b e pr o vi d e d b y S O C, P T a n d tr e at me nt gr o u p
s e p ar at el y for t h e S T , S T + L T a n d r a n d o mis e d wi t h dr a w al p eri o d s:

 A n y S A E

 A n y S A E, u p t o W e e k 3 2 ( S T + L T p eri o d o nl y)

 A n y S A E e x cl u di n g A Es f o ll owi n g r es c u e m e di c ati o n us e (s e nsit i vity a n al ysis)

 A n y S A E r el at e d t o st u d y dr u g ( n ot r el at e d, r el at e d [i n cl u di n g S A Es wi t h mi s si n g 
r elat i ons hi p t o st u d y  dr u g])

 A n y S A E l e a di n g t o l e a di n g t o dis c o nt i n u ati on of st u d y  me di c ati o n

F or t h e c o m bi n e d S T + L T p eri o d, S A Es will als o b e s u m m aris e d b y tr e at m e nt gr o u p r e c ei v e d at 
t he ti m e of  SA E o ns et. F or pl a c e b o s u bj e cts r e-r a n d omis e d t o s wit c h t o d a p a glifl o zi n ( or 
s a x a gli pti n), S A Es will b e a n al ys e d i n t he pl a c e b o gr o u p t o t he b e gi n ni n g of  th e r a n d omis e d
wi t hdr a w al  peri o d a n d i n t he d a p a glifl o zi n ( or s a x a gli pt i n) gr o u p if t he e v e nt o ns et o c c urs 
d uri n g t he r a n d o mis e d wi t hdr a w al  peri o d. S A Es P Ts will b e pr es e nt e d as i n ci d e n c e r at e a dj ust e d 
f or e x p os ur e, as d es cri b e d i n S e cti on  3. 4. 1 . 

I n a d di tio n, all S A Es will als o b e s u m m aris e d f or t he p ost -st u d y vi si t at W e e k 1 0 4 f or t he 
Tr e at e d S u bj e cts D at a S et r e g ar dl ess of  r es c u e m e di c at i on i niti ati on. F or t he r a n d o mis e d
wi t hdr a w al  peri o d , s u bj e ct s g oi n g t hr o u g h t h e t hir d r a n d o mis ati o n will  be pr es e nt e d usi n g t he 
R a n d o mis e d Wit h dr a w al S u bj e cts D at a S et a n d will b e s u m m aris e d s e p ar at el y f or t he t hr e e 
tr e at me nt c o m p aris o ns d es cri b e d i n S e ct i on  4. 1. 5 .

L isti n gs of  all S A E s (in cl u di n g pr e -tr e at me nt e v e nts or p ost -tr e at me nt e v e nts ) b y s u bj e ct will 
b e pr o vi d e d f or t h e S T + L T p eri o d. A s e p ar at e list i n g will b e pr o vi d e d f or S A Es r e p ort e d at t h e 
p ost -st u d y visit at W e e k 1 0 4.

4. 7. 1. 4 A d v e rs e e v e nt s le a di n g t o dis c o nti n u ati o n of s t u d y m e di c ati o n

A d v ers e e v e nts wi t h an o ns et d uri n g tr e at me nt f or w hi c h t he a cti o n t a k e n w as " dr u g 
p er m a n e nt l y dis c o nt i n u e d " will b e s u m m aris e d b y S O C, P T, a n d tr e at m e nt gr o u p f or b ot h t h e 
pri m ar y  (in cl u di n g d at a r e g ardl ess of  r es c u e m e di c at i on i niti ati on ) a n d s e nsit i vity s af et y 
a n al ys es ( e x cl u di n g d at a aft er r es c u e). T his s u m m ar y will i n cl u d e all h y p o gl y c a e mi a e v e nts a n d 
all D K A e v e nts t hat ar e r e p ort e d as S A Es a n d will b e pr es e nt e d f or t he S T , S T + L T a n d 
r a n d omis e d wi t hdr a w al  p eri o d s. N ot e t h at, w h e n s u m m arisi n g A Es l e a di n g t o dis c o nti n u ati on,  
n o u p p er c ut -off d a y wi n d o ws ( i.e. , 4 d a ys a n d 3 0 d a ys fr o m l ast d osi n g d at e f or A Es a n d S A Es 
r es p e cti v el y) will b e a p pli e d . F or S T p eri o d a n al ys es, t he o nl y u p p er c ut -off d at e will b e t h e 
st art d at e of t h e L T p eri o d.

A s u bj e ct listi n g of  dis c o nti n u ati on of  st u d y me di c ati o n d u e t o A Es will b e pr o vi d e d f or t he 
S T + L T p eri o d .
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4. 7. 2 Ot h e r s af et y a n al ys es

4. 7. 2. 1 A m p ut ati o n

All a m p ut ati o n e v e nts will b e s u m m aris e d f or t h e S T + L T p eri o d. T h e n u m b er a n d p r o p ortio n 

of s u bj e ct s wi t h am p ut ati o n, t yp e of  ev e nt (tr a u ma b y a c ci d e nt, s ur gi c al a m p ut ati o n, 

s p o nt a n e o us/ n o n-s ur gi c al a m p ut ati o n), a m p ut ati o n l ater al  si d e, l oc ati o n of  am p ut ati o n, 

c o n di tio n a n d u n d erl yi n g c o n di tio ns t hat trig g er e d a m p ut ati o n , a n d s mo k er st at us will b e 

pr es e nt e d.

A listi n g of all a m p ut ati o n e v e nts will b e pr o vi d e d f or t h e S T + L T p eri o d.

4. 7. 2. 2 A dj u di c at e d Di a b eti c k et o a ci d osis ( D K A)

All s us p e ct e d D K A e v e nt s s e nt f or a dj u di c at i on will b e i n cl u d e d i n s u m m ari es f or t he S T ,
S T + L T a n d r a n do mis e d wi t hdr a w al p eri o d s if t h eir o ns et f alls b et w e e n t h e st art of I P tr e at m e nt 
a n d t h e c ut -off d at es d efi n e d f or e a c h p eri o d i n T a bl e 8 . 

T h e pr o p orti o n of  su bj e cts wit h s us p e ct e d D K A e v e nts s e nt f or a dj u di c at i on , r e g ar dl ess of 

r es c u e m e d i c ati on i niti ati on, will b e t a b ul at e d b y tr e at me nt gr o u p p er a dj u di c at i on c at e g or y 

( d efi nit e D K A, pr o b a bl e D K A, p ossi bl e D K A, n ot D K A) f or t he S T, S T + L T a n d r a n d o mis e d

wi t hdr a w al  peri o d s. T h e pr o p orti o n of  su bj e cts wi t h s us p e ct e d D K A e v e nts s e nt f or a dj u di c ati o n 

l e a di n g t o dis c o nti n u ati o n p er a dj u di c at i on c at e g or y  will als o b e s u m m aris e d f or t he S T + L T 

p eri o d. W h e n s u m m arisi n g s us p e ct e d D K A e v e nts l e a di n g t o d is c o nti n u ati on of  st u d y 

m e di c at i on , n o u p p er c ut -off d a y  wi n d o ws ar e a p pli e d.

F urt h er m or e, s us p e ct e d D K A e v e nt s s e nt f or a dj u di c at i on will b e s u m m aris e d f or t he S T, 

S T + L T a n d r a n d omis e d wi t hdr a w al p eri o d s b y tr e at me nt gr o u p p er a dj u di c at i on c at e g or y  for

n u m b er of s u bj e ct s wit h e a c h si g n a n d s y m pt o m a n d s e p ar at el y, ri s k f a ct ors.

S us p e ct e d D K A e v e nts s e nt f or a dj u di c at i on will  als o b e pr es e nt e d S T, S T + L T a n d r a n d omis e d

wi t hdr a w al  peri o d s b y tr e at me nt gr o u p p er a dj u di c at i on c at e g or y  an d pr ef err e d t er m. T hi s

a n al ysis f or t h e S T + L T p eri o d will b e r e p e at e d f or t h e s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e 

d os e of m et f or mi n I R or X R ( wit h or wit h o ut i ns uli n).

A listi n g of  s us p e ct e d D K A e v e nts s e nt f or a dj u di c at i on will b e g e n er at e d f or a dj u di c ati o n 

r e s ult s, sig n s a n d s y m pt o ms, a n d ris k f a ct ors wit h a n o ns et d at e/ti m e fr om t he st art d at e/ti m e 

f or t he S T + L T p eri o d . F o r t he S T + L T + W e e k 1 0 4 p eri o d, t he listi n g will i n cl u d e all d at a 

c oll e ct e d u p t o W e e k 1 0 4.

4. 7. 2. 3 C a r di o v as c ul a r a n d h e p ati c a dj u di c at e d e v e nts

C ar di o v as c ul a r a n d h e p ati c e v e nts s e nt f or a dj u di c ati o n will b e list e d o nl y.

4. 7. 2. 4 H y p o gl y c a e mi a

H y p o gl y c a e mi c e v e nts will b e i n cl u d e d i n s u m m ari es f or t he S T , S T + L T a n d r a n d omis e d
wi t hdr a w al  p er i ods if t heir o ns et f alls b et w e e n t he st art of  IP tr e at me nt a n d t he c ut -off d at e s 
d efi n e d f or e a c h p eri o d i n T a bl e 8 . T h e pri m ar y a n al ysis will b e b as e d o n d at a i n cl u di n g 
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h y p o gl y c a e mi a e v e nts o c c urri n g pri or t o r es c u e m e di c at i on i niti ati on ; s e nsit i vity a n al y s e s will 
i n cl u d e d at a aft er r es c u e m e d i c ati on i niti ati on.

T h e n u m b er a n d pr o p orti o n of s u bj e cts wit h h y p o gl y c a e mi c e v e nts (in cl u di n g t h os e r e p ort e d as 
S A Es) will b e t ab ul at e d i n e a c h tr e at m e nt gr o u p b y A D A a n d I S P A D c at e g ori es (s e e S e ct i on 8. 9 )
f or:

 T h e S T p eri o d a n d t h e c o m bi n e d S T + L T p eri o d, pri or t o r es c u e m e di c ati on i nit i ati on
( as pri m ar y a n al ys es).

 T h e S T p eri o d a n d th e c o m bi n e d S T + L T p eri o d, r e g ar dl ess of  r es c u e m e d i c ati on 
i niti ati on ( as s e nsiti vity a n al ys es).

 T h e c o m bi n e d S T + L T p eri o d, u p t o W e e k 3 2 , pri or t o r es c u e m e d i c ati on i niti ati on
( as pri m ar y a n al ys es).

 T h e c o m bi n e d S T + L T p eri o d, u p t o W e e k 3 2, r e g ar dless of  r es c u e m e di c at i on 
i niti ati on ( as s e nsiti vity a n al ys es).

 T h e r a n d omis e d wi t hdr a w al p eri o d. T h e e v e nts, wi t h a dat e o ns et o c c urri n g o n or
af t er t he r a n d o mis e d wi t hdr a w al pri or t o r es c u e m e di c at i on i niti ati on , will b e 
s u m m aris e d s e p ar at el y f or t he t hr e e tr e atm e nt  c om p aris o ns d es cri b e d i n S e ct i on  4. 1. 5
usi n g t h e R a n d o mis e d Wit h dr a w al S u bj e cts D at a S et.

T h e S T + L T p eri o d pri or t o r es c u e m e di c at i on i niti atio n a n al ysis will als o b e r e p e at e d f or t h e 
s u b gr o u p of s u bj e cts o n a st a bl e b as eli n e d os e of m et f or mi n I R or X R ( wit h or wit h o ut 
i ns uli n).

H y p o gl y c a e mi c e v e nts t h at d o n ot f ulfil t h e A D A or I S P A D c at e g ori es will b e pr es e nt e d as ‘ N ot 

cl assifi e d’.

All i nf or mat i on (s y m pt o ms, ris k f a ct ors et c. ) c oll e ct e d i n t he s e p ar at e C R F p a g es f or 

h y p o gl y c a e mi c e v e nt s ( w h et h er or n ot t he y  fulfill e d S A E cri t eria) will b e s u m m aris e d b y 

tr e at me nt gr o u p a n d list e d f or t he S T + L T p eri o d . F or t h e S T + L T + W e e k 1 0 4 p eri o d, t he list i n g 

will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4.

H y p o gl y c a e mi c e v e nt s m e et i n g S A E crit eri a will als o b e pr es e nt e d i n t h e listi n g.

4. 7. 3 L a b o r at o r y e v al u ati o n s

S af et y l ab or at or y  ev al u at i ons p erf or m e d b y c e ntr al  la b or at ori e s will b e i n cl u d e d i n s u m m ar y 
t a ble s a n d b ot h c e ntr al  an d l oc al  la b or at or y  ev al u ati o ns will b e i n cl u d e d i n t he listi n gs. T h e 
l a b or at or y dat a will b e pr es e nt e d i n C o n v e nti o n al ( U S) U nits a n d a d di tio n al  pr e s e nt atio ns f or 
c h a n g es fr o m b as eli n e will b e r e p e at e d usi n g SI u nits.

S u m m ari e s of l ab or at or y  d at a will in cl u d e a s s e s s m e nt s u p t o t h e c ut - off d at es d efi n e d f or e a c h 
p eri o d a n d p ar a m et er i n T a bl e 8 . Visit wi n d o ws ar e pr o vi d e d i n S e ct i on 4. 1. 7. 1 i n or d er t o li n k 
e a c h l ab or at or y  test t o a s c h e d ul e d vi si t. All c o nti n u o us l ab or at or y  par a m et ers s p e cifi e d i n 
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S e cti o n 3. 4. 4 will b e s u m m aris e d at e a c h s c h e d ule d tim e p oi nt b y tr e at me nt gr o u p usi n g 
d es cri pt i v e st atisti cs (i n cl u di n g d at a r e g ar dl ess of r es c u e m e di c at i on init i ati on ) d uri n g:

• T h e c o m bi n e d S T + L T p eri o d. O bs er v e d a n d c h a n g e fr om b as eli n e v al u es will b e 
s u m m aris e d b y tr e at me nt gr o u p b as e d o n t he tr e at m e nt r e c ei v e d d uri n g t he S T p eri o d
( d a p a glifl ozi n/s a x a gli pt i n/ pl a c e b o) usi n g t h e Tr e at e d S u bj e cts D at a S et.

•  Th e c o m bi n e d S T + L T p eri o d, u p t o W e e k 3 2. O bs er v e d a n d c h a n g e fr o m b as eli n e v al u es 
will b e s u m m aris e d b y tr e at me nt gr o u p b as e d o n t h e tr e at me nt r e c ei v e d d uri n g t he S T 
p eri o d ( d a p a glifl o zi n/s a x a gli pt i n/ pl a c e b o) usi n g t h e Tr e at e d S u bj e cts D at a S et.

• T h e r a n do mis e d wi t hdr a w al  peri o d. O bs er v e d a n d c h a n g e fr om wi t hdr a w al  ba s eli n e 
v al u es will b e s u m m aris e d f or t h e fir st t w o tr e at me nt c o m p aris o ns d es cri b e d i n S e cti o n 
4. 1. 5 usi n g t h e R a n d o mis e d Wit h dr a w al S u bj e ct D at a S et.

A d dit i on all y , e G F R will als o b e d es cri b e d b y a g e gr o u p (usi n g t h e r a n d omis at i on str at a) f or t he 
S T + L T a n d r a n d o mis e d wi t hdr a w al  p erio d s usi n g SI u nits .

M ar k e d a b n or m ali t y la b or at or y  ass ess m e nt will b e s u m m aris e d usi n g c e ntr al  la b or at ori e s 
ass ess m e nts d uri n g t h e S T , t he c o m bi n e d S T + L T a n d r a n d omis e d wi t hdr a w al p eri o d s f or b ot h 
c o n v e nt i on al a n d SI u nits.

H a e m at ol o g y , c h e mi str y  an d ur i n al ysis l a b or at or y dat a f or t he S T + L T p eri o d will b e list e d u si n g 
b ot h c o n v e nti o n al a n d SI u nits w h er e a p pli c a bl e . F or t h e S T + L T + W e e k 1 0 4 p eri o d, t h e list i n g 
will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4. Fl a gs will b e a p pl i e d t o v al u es f alli n g o ut si d e 
r ef er e n c e r a n g es ( w hi c h will b e e x pli cit l y not e d o n t h es e listi n gs w h er e a p pli c a bl e). Tr e at m e nt  
at t h e ti m e of a l a b or at or y ass ess m e nt will b e i n cl u d e d i n t h e list i n gs a n d will c orr es p o n d t o t h e 
l ast d os e r e c ei v e d b y a s u bj e ct u p t o a n d i n cl u di n g t h e d at e/ti m e of t h e l a b or at or y ass ess m e nt.

L a b or at or y  d at a v al u e s of t he f or m of “< x ” (i.e. , b elo w t h e l ow er li mit of q u a ntifi c ati on) or > 
x (i.e. , a b o v e t he u p p er li mit of  qu a ntifi c at i on) will b e i m p ut e d as “ x ” i n t he c al c ul at i on of  
s u m m ar y st atisti cs b ut dis pl a y e d as “ < x ” or “ > x ” i n t h e list i n gs. F or d et er mi ni n g if t h e v al u es 
ar e o ut of  ra n g e or f alli n g wi t hi n t he M A l a b cri t eria, if a v al u e is r e p ort e d as “ < x ” or “ > x ” 
w h er e x is t h e l o w er or u p p er crit eri a r es p e cti v el y, t h e n t his will b e r e p ort e d as “l o w ” or “ hi g h ” 
r es p e cti v el y for t h e r ef er e n c e r a n g e i n di c at or a n d as m e et i n g t h e M A crit eri a.

N ot e t h at pri or t o d at a b as e l oc k a n d u n bli n di n g, a n al ysis d at a f or uri n ar y gl u c os e, a n d uri n ar y 
gl u c os e: cr e ati ni n e r ati o will b e b as e d o n d u m m y v al u es (t o pr es er v e t h e b li n d).

4. 7. 3. 1 S af et y l a b o r at o r y p a r a m et e rs o v e r t i m e

F or all c o nt i n u o us l a b or at or y par a m et ers list e d i n S e cti o n 3. 4. 4 , a bs o l ute v al u es a n d c h a n g e s 
fr om b as eli n e d uri n g t he S T + L T a n d r a n d o mis e d wi t hdr a w al p eri o d s will b e s u m m aris e d b y 
tr e at me nt gr o u p usi n g d e s cri pt i v e st atist i cs (in cl u di n g d at a r e g ar dl ess of  r es c u e m e di c at i on 
i niti ati on). Visit wi n d o ws ar e pr o vi d e d i n S e ct i on  4. 1. 7. 1 i n or d er t o li n k e a c h l a b or at or y t est t o 
a s c h e d ul e d visit.
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U nl e s s ot h er wi s e s p e cifi e d, l ab or at or y  d at a o bt ai n e d aft er t h e st art of st u d y me di c ati o n d o si n g 
u p t o a n d i n cl u di n g 4 d a ys ( 3 0 d a ys f or li v er f u n cti o n l a b or at or y t ests) aft er t h e l ast d osi n g d at e 
( or u p t o a n d n ot i n cl u di n g t h e st art of t h e L T tr e at me nt p eri o d, w hi c h e v er c o m e s first, for S T 
p eri o d) will b e c o nsi d er e d as o bt ai n e d r es p e cti v el y d uri n g S T a n d t he L T p eri o d. F o r t he 
r a n d omis e d wi t hdr a w al p eri o d, l ab or at or y  dat a c oll e ct e d o n a n d af t er t he wi t hdr a w al b as eli n e 
u p t o a n d i n cl u di n g 4 d a ys ( 3 0 d a ys f or li v er f u n ct i o n l a b or at or y t ests) aft er t h e l ast d osi n g d at e 
i n t h e r a n d o mis e d wi t hdr a w al  p erio d will b e c o nsi d er e d f or t h e r a n d omis e d wi t hdr a w al  p erio d. 
L a b or at or y  dat a o bt ai n e d fr o m t he d a y  after t he W e e k 5 6 visit u p t o t he l ast visit d at e of  th e 
f oll ow- u p p eri o d will b e c o nsi d er e d as o bt ai n e d d uri n g t h e f o ll ow- u p p eri o d.

S hift t a bl es (in SI u nits) of  su bj e cts wi t h val u es i n c at e g ori es of  lo w, n or m al, a n d hi g h ( b a s e d 
o n n or m al r a n g es pr o vi d e d b y t he c e ntr al l a b or at or y) will b e s u m m aris e d b y tr e at me nt gr o u p 
usi n g t he l ow e st v al u es (for p ar a m et ers wi t h a lo w er n or m al r a n g e d efi n e d) a n d t he hi g h est 
v al u es (f or p ar a m et ers wit h a n u p p er n or m al r a n g e d efi n e d) o bt ai n e d d uri n g t h e S T a n d S T + L T
p eri o d s. I n or d er t o i d e ntif y t he l ow est or hi g h est p o s t-b as eli n e v al u es i n a s u bj e ct all 
ass ess m e nts will b e c o n si d er e d, e v e n if t he y d o n ot c orr e s p o n d t o a visit -b as e d s u m m ar y. F or 
t he s hift t a bl es, t h e l ast o bs er v at i on, r e g ar dl ess of p ost -r a n d o mis ati on r e s c u e, prior t o W e e k 2 6
or W e e k 5 2 will b e us e d if n o W e e k 2 6 or W e e k 5 2 m e as ur e m e nt is a v ail a bl e, r es p e cti v el y.

A d dit i on al s hift t a bl e s u m m ari es f or e a c h p eri o d c o m p ar e d t o b as eli n e will b e pr o vi d e d f or t h e 
f oll owi n g:

 S u bj e cts wi t h el e ctr ol yt es (S o di u m , P ot a s si u m, C al ci u m, P h os p h at e, a n d M a g n esi u m )
c at e g or i es of  lo w, n or m al , a n d hi g h ( b as e d o n n or m al r a n g e of  ce ntr al  la b or at or y ) will b e 
s u m m aris e d b y tr e at me nt gr o u p usi n g t he hi g h est a n d l ow e st v al u es o bt ai n e d d uri n g t h e 
p eri o d .

 S u bj e cts wit h Uri n e Al b u mi n E x cr et i on C at e g ori es ( U A C R ) ass ess m e nts, will b e pr e s e n t e d 
f or t he v al u e s at W e e k 2 6 (f or S T p eri o d) or W e e k 5 2 (f or S T + L T p eri o d) v er s u s b a s eli n e, 
b as e d o n t he f oll owi n g uri n e al b u mi n t o cr e ati ni n e r atio s : 0 - < 3 0 m g/ g ( 3. 4 g/ m o l) 
[ n or mo al b u mi n uri a] , ≥ 3 0 m g/ g ( 3. 4 g/ m o l) - < 3 0 0 m g/ g ( 3 3. 9 g/ m ol) [ mi cr o al b u mi n uri a], 
≥ 3 0 0 m g/ g ( 3 3. 9 g/ m ol ) [ ma cr o al b u mi n uri a] . If th e v al u e at W e e k 2 6 or W e e k 5 2 is n ot 
a v ail a bl e , t he L O C F o bs er v at i on will b e us e d i nst e a d.

4. 7. 3. 2 El e v at e d li v e r f u n cti o n t ests

T h e f oll owi n g t hr e e cri t eria will b e s u m m aris e d b y tr e at me nt gr o u p f or t he S T, S T + L T a n d 
r a n d omis e d wi t hdr a w al  peri o d s i n e x a mi n at i on of  el ev at e d a mi n otr a nsf er as es (A T ) ( A L T 
a n d/ or A S T) a n d T B:

 ( A S T or A L T > 3 X u p p er li mit of n or m al [ U L N]) a n d ( bilir u bi n > 1. 5 X U L N wit hi n 1 4 d a ys 
o n or aft er A T el e v at i on)

 ( A S T or A L T > 3 X U L N) a n d ( bilir u bi n > 2 X U L N wit hi n 1 4 d a ys o n or aft er A T el e v at i on)

 ( A S T or A L T > 3 X U L N) a n d {( bilir u bi n > 2 X U L N a n d n o A L P ≥ 2 X U L N) wi t hi n 1 4 
d a ys o n or aft er A T el e v at i on) } .



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 1 0

T his a n al ysis will b e c o n d u ct e d r e g ar dl ess of r es c u e m e d i c atio n i ni tiat i on. T h e s u m m ari es will 
i n cl u d e all d at a c oll e ct e d u p t o t h e c ut-offs d efi n e d i n T a bl e 8 . N o  c o m p aris o n vs. b as eli n e will 
b e d o n e.

A listi n g of  all A S T, A L T a n d T B r e s ult s will b e pr o vi d e d f or s u bj e cts wi t h AS T or A L T ≥
3 × U L N a n d T B ≥ 1. 5 × U L N at a n y p o i nt d uri n g t h e st u d y. F or t h es e s u m m ari es, li v er t est d at a 
o bt ai n e d af t er t he st art of  st u d y me di c ati o n d osi n g u p t o a n d i n cl u di n g 3 0 d a ys af t er t he l ast 
bli n d d o si n g d at e ( or u p t o a n d n ot i n cl u di n g t h e st art of t h e L T p eri o d, w hi c h e v er c o m e s fir st, 
f or S T p erio d) will b e c o nsi d er e d as o bt ai n e d r es p e cti v el y d uri n g S T a n d t h e L T t h e p eri o d.

4. 7. 3. 3 El e v at e d li v e r t ests a n d/ o r r e p o rt e d h e p ati c a d v e rs e e v e nts

A s u m m ar y of s u bj e cts wit h el e v at e d li v er t e st s (as d efi n e d i n A p p e n di x S e cti o n 8. 7. 1 ) a n d/ or 
h e p at i c A Es will b e pr o vi d e d b y t r e at m e nt gr o u p f or t he S T, S T + L T a n d r a n d omis e d wi t hdr a w al 
p eri o d s. T h e s u m m ar y will  in cl u d e s u bj e cts wi t h AS T a n d/ or A L T el e v at i on, T B el e v ati o n, 
c o m bi n e d A T a n d T B el e v at i on, a n d A L P el e v at i o n. H e p ati c A Es ( d efi n e d pri or t o d at a b as e 
l oc k) will b e s u m m aris e d b y P T, i n d e cr e asi n g fr e q u e n c y of P T a c c or di n g t o t h e o v er all a ct i v e 
ar m . A listi n g of all H e p ati c A Es will b e pr es e nt e d f or t h e S T + L T p eri o d.

4. 7. 3. 4 M a r k e d l a b o r at o r y a b n o r m aliti es

L a b or at or y  ab n or m ali ties will b e e v al u at e d b as e d o n M A v al u es f or s ele ct e d p ar a m et er s (s e e
pr e -d efi n e d cri t eria d et ail e d i n A p p e n di x S e cti o n 8. 7. 1 t o i d e ntif y M As) . If b ot h t he b as eli n e 
a n d o n -tr e at me nt v al u es of  a par a m et er ar e b e y o n d t h e s a me M A li mit f or t h e p ar a m et er, t h e n 
t he o n -tr e at me nt v al u e will b e c o nsi d er e d a M A o nl y  if it is m o r e e xtr e m e (f art h er fr o m t he 
li mit, e. g. w o rs e ns) t ha n w as t he b as eli n e v al u e. If t he b as eli n e v al u e is b e y o n d t he l ow M A 
li mit, a n d t he p o st -b as eli n e v al u e is b e y o n d t he hi g h M A li mit ( or vi c e -v ers a), t he n t he p o st -
b as eli n e v al u e will b e c o nsi d er e d a M A. If b as eli n e v al u e is missi n g a n d t h e p ost-b as eli n e v al u e 
is b e y o n d t h e M A li mit , t he n t h e p ost -b as eli n e v al u e will b e c o nsi d er e d a M A.

L a b or at or y  M As o c c urri n g d uri n g t h e S T , S T + L T , a n d S T + L T u p t o W e e k 3 2 p eri o ds b as e d o n 
Tr e at e d S u bj e cts D at a S et will b e s u m m aris e d b y tr e at m e nt gr o u p. I n a d dit i on, l a b or at or y  M A s 
will b e s u m m aris e d f or t he R a n d o mis e d Wit h dr a w al  p eri o d b as e d o n t he R a n d o mis e d
Wit h dr a w al S u bj e ct s D at a S et, s e p ar at el y f or t he t hr e e tr e at me nt c o m p ar is o ns d es cri b e d i n 
S e cti o n 4. 1. 5 . T h e s u m m ari es will b e pr es e nt e d f or b ot h t he pri m ar y a n d s e nsit i vity s af et y 
a n al ys es. T h e pri m ar y a n al ys es of  MAs will i n cl u d e d at a r e g ar dl ess of  r es c u e m e d i c ati on 
i niti ati on . A d dit i on al s e n sitivit y a n al ys es will b e pr o vi d e d f or M As o c c urri n g pri or t o r es c u e 
m e di c at i on i niti ati on.

F or t h e S T + L T a n al ysis, i n ci d e n c e r at es of m ar k e d a b n or m alit i es will als o b e pr es e nt e d.

I n a d di tio n, l a b or at or y MAs will b e s u m m aris e d usi n g i n ci d e n c e r at e s b y tr e at me nt gr o u p 
r e c ei v e d at t h e ti m e of M A o ns et f or t h e S T + L T p eri o d. F or pl a c e b o s u bj e cts r e-r a n d o mis e d t o 
s wit c h t o d a p a glifl o zi n ( or s a x a gli pt i n), M As will b e a n al ys e d i n t he pl a c e b o gr o u p t o t he 
b e gi n ni n g of t h e r a n d o mis e d wi t hdr a w al  p erio d a n d i n t h e d a p a glifl o zi n ( or s a x a gli pti n) gr o u p 
if t h e e v e nt o ns et o c c urs d uri n g t h e r a n d omis e d wit h dr a w al  p erio d.
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T h e di r e cti on of c h a n g e ( hi g h or l o w) i n M A will b e i n di c at e d i n t h e t a bl es.

I n a d di tio n, a w ei g ht e d a n al ysis f or t he l a b or at or y M As will als o b e pr o vi d e d b as e d o n t he 
S T + L T p eri o d, as d es cri b e d i n S e cti o n 4. 7 , t o a c c o u nt f or t h e r a n d o mis e d wi t hdr a w al d e si g n .

A d dit i on all y , for e a c h s u bj e ct wit h a p o st -b as eli n e M A f or a p ar a m et er, all t h e s u bj e ct’s v al u es 
of  t h at p ar a met er o v er t h e tr e at m e nt p eri o d a n d t h e f o ll ow- u p p eri o d, w h er e a p pli c a bl e, will b e 
list e d.

4. 7. 3. 5 F asti n g li pi d p a n el

S u m m ari es of  ch o l est er ol, trigl y c eri d es, hi g h d e nsit y li p o pr ot ei ns (H D L ) c h o l est er ol, a n d 
c al c ul at e d l ow d e nsit y li p o pr ot ei ns (L D L ) c h o l est er ol will b e pr o vi d e d b y tr e at me nt gr o u p f or 
b as eli n e, W e e k 2 6, a n d W e e k 5 2 ( S T + L T p eri o d a n al ysis ) wi t h corr es p o n di n g c h a n g es fr o m 
b as eli n e, r e g ar dl ess of r es c u e m e di c at i on i niti ati on. L i pi d p a n el a s s e s s m e nt s will als o b e list e d
f or t he S T + L T p eri o d . F o r t he S T + L T + W e e k 1 0 4 p eri o d, t he listi n g will i n cl u d e all d at a 
c oll e ct e d u p t o W e e k 1 0 4.

4. 7. 3. 6 P r e g n a n c y test r es ults

B y -s u bj e ct list i n gs of pr e g n a n c y t est r es ults will b e pr o vi d e d f or t h e S T + L T p eri o d usi n g H C G 
a n d s er u m pr e g n a n c y te st r es ults fr o m t he c e ntr al  l ab or at or y . F or t he S T + L T + W e e k 1 0 4 p eri o d, 
t he list i n g will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4.

4. 7. 4 Vit al si g ns

Vi t al sig n m e as ur e m e nts f or di ast oli c bl o o d pr ess ur e, s yst oli c bl o o d pr ess ur e a n d h e art r at e at  
b as eli n e, W e e k 6, W e e k 1 2, W e e k 1 4, W e e k 2 0, W e e k 2 6, W e e k 3 2, W e e k 4 0, W e e k 5 2 a n d 
c h a n g es fr o m b as eli n e at e a c h visit will b e s u m m aris e d b y tr e at m e nt gr o u p usi n g d es cri pt i v e 
st atist i cs (in cl u di n g d at a r e g ar dl ess of  r es c u e m e d i c ati on i niti ati on ) f or t he S T + L T p eri o d . I n 
a d di tio n, t his a n al ysis will als o b e p erf or m e d f or t h e r a n d omis e d wi t hdr a w al  peri o d usi n g t he 
R a n d o mis e d Wit h dr a w al S u bj e cts D at a S et f or th e first t w o tr e at m e nt c o m p aris o ns d es cri b e d i n 
S e cti o n 4. 1. 5 . S u m m ari es of  vital si g ns d at a will i n cl u d e ass ess m e nts u p t o t he c ut -off d at e s 
d efi n e d f or e a c h p eri o d i n T a bl e 8 . Vi sit wi n d o ws ar e pr o vi d e d i n S e cti o n 4. 1. 7. 1 i n or d er t o 
li n k e a c h vit al si g n m e asur e m e nt t o a s c h e d ul e d visit.

A listi n g of  vital si g ns will b e pr o vi d e d f or t he S T + L T p eri o d . F o r t he S T + L T + W e e k 1 0 4 
p eri o d, t h e list i n g will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4.

4. 7. 5 El e ct r o c a r di o g r a ms

T h e n or m ali t y/ a b n or mali t y (f urt h er cl assifi e d b y c li ni c al si g nifi c a n c e) of  th e o v er all E C G 
i nter pr et ati o n , as d et er mi ne d b y t h e i n v est i g at or, will b e s u m m aris e d b y tr e at m e nt gr o u p b as e d 
o n o bs er v e d d at a r e g ar dl ess of  res c u e m e di c at i on i niti ati on usi n g fr e q u e n c y t a bl es o n n u m b er 
of  s u bj e cts w h o h a v e a n or m al/ a b n or m al E C G tr a ci n g at e a c h s c h e d ul e d ti m e of ass ess m e nt f or 
t he a n al ysis p eri o d, o v er all a n d b y t he E C G tr a ci n g at b as eli n e. T h es e a n al ys es will  be 
p erf or m e d f or S T + L T tr e at m e nt p eri o d usi n g t he L O C F a p pr o a c h .
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I n a d diti on, a w ei g ht e d a n al ysis f or t h e n or m alit y/ a b n or m alit y o f th e o v er all E C G i nt er pr et ati o n 
will als o b e pr o vi d e d b as e d o n t h e S T + L T p eri o d, as d es cri b e d i n S e cti o n 4. 7 , t o a c c o u nt f or t h e 
r a n d omis e d wi t hdr a w al  d e si g n.

All E C G d at a will b e list e d f or t h e S T + L T p eri o d.

4. 7. 6 B o d y w ei g ht, h ei g ht a n d B MI

B o d y  w ei g ht ( k g), h eig ht ( c m ) a n d B MI ( k g/ m2 ) m e a s ur e m e nt s at b as eli n e, W e e k 6, W e e k 1 2, 

W e e k 2 0, W e e k 2 6, W e e k 3 2, W e e k 4 0, W e e k 5 2, W e e k 1 0 4 a n d c h a n g es fr o m b as eli n e at e a c h 

visit will b e s u m m aris e d usi n g d es cri pt i v e st atist i cs, r e g ar dle s s of  r e s c u e m e d i c ati on i niti ati on . 

S u m m ari es will  in cl u d e a s s e s s m e nt s p erf or m e d u p t o t h e c ut -off d a t e s d efi n e d f or e a c h p erio d 

i n T a bl e 8 . Vi si t wi n d o w s ar e pr o vid e d i n S e ct i on  4. 1. 7. 1 i n or d er t o li n k e a c h m e as ur e m e nt t o 

a s c h e d ul e d visit. I n a d ditio n, n or m alis e d h ei g ht, b o d y w ei g ht a n d B M I e x pr e s s e d a s a z -s c or e 

a dj ust e d f or a g e at  t h e ass ess m e nt a n d s e x usi n g C D C (s e e d et ails i n S e cti on 3. 4 . 8) will b e als o  

b e s u m m aris e d usi n g t h e s a m e a p pr o a c h.

I n a d di tio n, b o d y  wei g ht, h ei g ht , a n d B MI will als o b e s u m m aris e d d uri n g t he r a n d omis e d
wi t hdr a w al p eri o d usi n g t he R a n d o mis e d Wit h dr a w al  Su bj e cts D at a S et f or t he first t wo 
tr e at me nt c o m p ar is o ns d es cri b e d i n S e cti o n 4. 1. 5 , a n d f or p ost -st u d y vi si t at W e e k 1 0 4 u si n g 
t he Tr e at e d S u bj e cts D at a S et .

A listi n g of  bo d y  w eig ht, h ei g ht a n d B MI al o n g wit h z -s c or es b y s u bj e ct will be pr o vi d e d. F or 
t he S T + L T p eri o d t his list i n g will i n cl u d e all d at a c oll e ct e d u p t o t h e e n d of t he L T p eri o d. F or 
t he S T + L T + W e e k 1 0 4 p eri o d, t h e list i n g will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4.

4. 7. 7 M e as u r es of g r o wt h a n d m at u rit y

4. 7. 7. 1 T a n n e r st a g es

T a n n er st a g es will b e s u m m aris e d b as e d o n o bs er v e d d at a , r e g ar dl ess of  res c u e m e d i c ati on 
i niti ati on. S u m m ari es of  d es cri pti v e st atisti cs will b e pr o vi d e d f or b as eli n e , W e e k 2 6 , W e e k 5 2,
a n d f or t h e p ost-st u d y visit at W e e k 1 0 4 usi n g t h e L O C F a p pr o a c h i n t h e p eri o d. C h a n g es fr om 
b as eli n e at t hes e tim e p o i nts will b e pr o vi d e d usi n g s hift t a bl es a n d b y visit a c c or di n g t o b as eli n e 
st at us. Als o, c h a n g e fr o m W e e k 2 6 st at us t o W e e k 5 2 a n d c h a n g e fr o m W e e k 5 2 st at us t o W e e k 
1 0 4 a c c or di n g t o b as eli n e st at us will b e pr es e nt e d. A w ei g ht e d a n al ysis, as d es cri b e d i n S e ct i on 
4. 7 , t o a c c o u nt f or t h e r a n d o mis e d wi t hdr a w al  d e si g n m a y als o b e pr es e nt e d.

I n a d diti on, T a n n er st a gi n g will als o b e s u m m aris e d as a b o v e d uri n g t h e r a n d omis e d wi t hdr a w al 
p eri o d , usi n g t he R a n d o mis e d Wit h dr a w al S u bj e ct s D at a S et f or t he first t wo tr e at me nt 
c o m p aris o ns d es cri b e d i n S e ct i on  4. 1. 5 . S u m m ari es of  d es cri pti v e st atisti cs will b e pr o vi d e d f or 
wi t hdr a w al  bas eli n e, W e e k 5 2 a n d W e e k 1 0 4 usi n g t he L O C F a p pr o a c h . C h a n g es fr o m 
wi t hdr a w al b as eli n e at W e e k 5 2 a n d W e e k 1 0 4 will b e pr o vi d e d usi n g s hift t a bl es, f or W e e k 5 2 
a n d W e e k 1 0 4 a c c or di n g t o wit h dr a w al b as eli n e st at us a n d als o f or W e e k 1 0 4 a c c or di n g t o 
W e e k 5 2 st at us.
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4. 7. 7. 2 P u b e rt y st at us

P u b ert y st at u s (as d efi n e d i n A p p e n di x S e ct i on  8. 1 0. 3 ) will b e s u m m aris e d r e g ar dless of r es c u e 
m e di c at i on i niti ati on at W e e k 2 6 a n d W e e k 5 2 , w h er e t he h ei g ht v el o cit y is b as e d o n c h a n g e 
fr om b as eli n e , a n d W e e k 1 0 4, w h er e t h e h ei g ht v el o city is b as e d o n c h a n g e fr o m W e e k 5 2 .

4. 7. 7. 3 G r o wt h a n d m at u rit y m a r k e rs

S u m m ari es of g r o wt h a n d m at ur ati o n m ar k ers ( s e e S e ctio n  3. 4. 9 ) i n SI a n d c o n v e nti o n al u ni t s
w ill b e b as e d o n o bs er v e d d at a , r e g ar dl ess of r es c u e m e di c at i on i niti ati on . D es cri pt i v e 
s u m m ari es of  abs o l ute v al u es a n d c h a n g es fr o m b as eli n e ( w h er e a p pli c a bl e) will b e pr o vi d e d 
f or b as eli n e, W e e k 2 6, W e e k 5 2 , a n d f or t he p ost -st u d y visit at W e e k 1 0 4 usi n g t he L O C F 
a p pr o a c h . F or t h e W e e k 1 0 4 a n al ys es, c h a n g e fr o m W e e k 5 2 will als o b e pr es e nt e d.

I n a d di tio n, gr o wt h a n d m at ur ati o n m ar k ers will als o b e s u m m aris e d d uri n g t he r a n d o mis e d
wi t hdr a w al p eri o d usi n g t he R a n d o mis e d Wit h dr a w al  Su bj e cts D at a S et f or t he first t wo 
tr e at me nt c o m p aris o ns d es cri b e d i n S e ct i on 4. 1. 5 . D es cri pt i v e s u m m ari es of  ab s ol ut e v al u e s 
a n d c h a n g es fr om wi t hdr a w al b as eli n e ( w h er e a p pli c a bl e) will  be pr o vi d e d f or wi t hdr a w al 
b as eli n e, W e e k 5 2 a n d W e e k 1 0 4 usi n g t h e L O C F a p pr o a c h .

A c at e g ori c al  ch a n g e fr o m b as eli n e s u m m ar y will als o b e pr o d u c e d b y tr e at me nt gr o u p, a g e
c at e g or y  (≥ 1 0 a n d < 1 5 y e ars , ≥ 1 5 a n d < 1 8 y e ars) usi n g t h e r a n d omis at i on str at a , a n d p u b ert y 
st at us at W e e k 2 6, W e e k 5 2 a n d W e e k 1 0 4 ( as d efi n e d i n A p p e n di x S e cti o n 8. 1 0. 3 ) f or W e e k 
2 6, W e e k 5 2, a n d f or t h e p ost -st u d y visit at W e e k 1 0 4 usi n g t he L O C F a p pr o a c h . Si mil arl y, a 
c at e g ori c al c h a n g e fr om wi t hdr a w al b as eli n e s u m m ar y will als o b e pr o d u c e d f or t he 
R a n d o mis e d Wit h dr a w al S u bj e ct s D at a S et f or W e e k 5 2 a n d W e e k 1 0 4 usi n g t he L O C F 
a p pr o a c h .

A listi n g of t h e gr o wt h a n d m at ur ati o n m ar k er s al o n g wi t h t h e T a n n er st a g es b y s u bj e ct will b e 
pr o vi d e d . For t h e S T + L T p eri o d t hi s listi n g will i n clu d e all d at a c oll e ct e d u p t o t h e e n d of t he 
L T p eri o d. F or t h e S T + L T + W e e k 1 0 4 p eri o d, t h e listi n g will i n cl u d e all d at a c o ll e ct e d u p t o 
W e e k 1 0 4.

4. 7. 7. 4 B o n e bi o m a r k e rs

S u m m ari es of  b o n e bi o m ar k ers (s e e S e ct i on 3. 4. 9 ) i n SI a n d c o n v e nt i on al u ni t s will b e b a s e d 
o n o bs er v e d d at a, r e g ar dl ess o f r es c u e m e d i c atio n i ni tiat i on . D es cri pti v e s u m m ari es of a bs ol ut e 
v al u es a n d c h a n g es fr o m b as eli n e ( w h er e a p pli c a bl e) will b e pr o vi d e d f or b as eli n e, W e e k 2 6, 
W e e k 5 2, a n d f or t h e p ost -st u d y visit at W e e k 1 0 4 usi n g t h e L O C F a p pr o a c h . F or t h e W e e k 1 0 4 
a n al ys es, c h a n g e fr o m W e e k 5 2 will als o b e pr es e nt e d.

I n a d di tio n, b o n e bi o m ar k ers will als o b e s u m m aris e d as a b o v e f or s u bj e ct s g oi n g t hr o u g h t h e 
t hir d r a n d omis at i on usi n g t he R a n d o mis e d Wit h dr a w al  Su bj e cts D at a S et f or t he first t wo 
tr eat m e nt  c o m p aris o ns d es cri b e d i n S e cti on  4. 1. 5 .

A c at e g ori c al  ch a n g e fr o m b as eli n e s u m m ar y will als o b e pr o d u c e d b y tr e at me nt gr o u p, a g e 
c at e g or y  (≥ 1 0 a n d < 1 5 y e ars , ≥ 1 5 a n d < 1 8 y e ars) usi n g t h e r a n d omis at i on str at a , a n d p u b ert y 
st at us at  We e k 2 6, W e e k 5 2 , a n d W e e k 1 0 4 ( as d efi n e d i n A p p e n di x S e ct i on  8. 1 0. 3 ) f or W e e k 
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2 6, W e e k 5 2, a n d f or t h e p ost -st u d y visit at W e e k 1 0 4 usi n g t he L O C F a p pr o a c h . Si mil arl y, a 
c at e g ori c al c h a n g e fr om wi t hdr a w al b as eli n e s u m m ar y will als o b e pr o d u c e d f or t he 
R a n d o mis e d Wit h dr a w al S u bj e ct s D at a S et f or W e e k 5 2 a n d W e e k 1 0 4 usi n g t he L O C F 
a p pr o a c h .

A listi n g of  t he b o n e bi o m ar k ers al o n g wit h t h e T a n n er st a g es b y  s u bj e ct will b e pr o vi d e d. F or 
t he S T + L T p eri o d t his list i n g will i n cl u d e all d at a c oll e ct e d u p t o t h e e n d of th e L T p eri o d. F or 
t he S T + L T + W e e k 1 0 4 p eri o d, t h e list i n g will i n cl u d e all d at a c oll e ct e d u p t o W e e k 1 0 4.

4. 8 P h a r m a c o ki n eti c a n al ys es

P l as m a s a m pl es will b e a n al ys e d f or d a p a glifl o zi n, s a x a gli pt i n, a n d its m et a b olit e 
5- O H -s a x a gli pt i n b y v ali d at e d ass a ys. Pl as m a c o n c e ntr ati o n v al u es f or d a p a glifl o zi n, 
s a x a gli pti n a n d 5- O H -s a x a gli pt i n will b e s u m m aris e d f or t he S T p eri o d usi n g d es cri pt i v e 
st atist i cs b y vi si t a nd tim e p oi nt f or t h e P h ar m a c o ki n et i c A n al ysis D at a S et . F or e a c h a n al yt e, 
d es cri pt i v e s u m m ari es will i n cl u d e t he n, n u m b er of  su bj e cts h a vi n g a v al u e b el o w t he L o w er 
Li mit of q u a nt ifi c ati on ( L L O Q) [ n < L L O Q], arit h m et i c m e a n, S D, g e o m etri c m e a n, g e o m etri c 
S D , C V % , m e d i a n, mi ni m u m a n d m a xi m u m v al u es will b e pr es e nt e d . A listi n g of  pl as m a 
c o n c e ntr ati o n v al u es will b e pr es e nt e d f or t h e S T p eri o d.

T h e pl as m a c o n c e ntr ati o n v al u es m a y b e us e d i n p o p ul ati o n P K  an d/ or p o p ul at i on 
P K/ p h ar m a c o d y n a mi c a n al ys es t hat will b e r e p ort e d s e p ar at el y fr o m t he C S R.

4. 9 P h a r m a c o d y n a mi c a n al ys es

P h ar m a c o d y n a mi c a n al ys es will i n cl u d e b ut will n ot b e li mit e d t o a n al ysis of  DP P - 4 a cti vit y 
a n d F P G. T h e a n al ys es will b e r e p ort e d s e p ar at el y fr o m t he C S R.

4. 1 0 Sit e 4 9 1 0

D u e t o c o n c er ns wi t h th e d at a c oll e ct e d at sit e 4 9 1 0 a n d f oll o wi n g f urt h er i n v esti g ati on b y 

Astr a Z e n e c a it was d e ci d e d t hat all of  th e t a ble s, fi g ur es, a n d listi n gs o utli n e d a b o v e will b e 

pr o d u c e d e x cl u di n g t h e d at a fr o m sit e 4 9 1 0. 

I n a d diti on, t h e f o ll owi n g a n al ys e s will b e pr o d u c e d i n cl u di n g s u bj e ct s fr o m sit e 4 9 1 0:

 S u bj e ct dis p osit i on d uri n g t h e S T + L T p eri o d as o utli n e d i n S e ct i on  4. 2. 1

 D e m o gr a p hi cs a n d b as eli n e c h ar a ct eri st i cs as o utli n e d i n S e ct i on 4. 2. 3

 All s u m m ari es a n d a n al ys es a s s o ci at e d wit h t h e pri m ar y a n d s e c o n d ar y effi c a c y 
e n d p o i nts as o utli n e d i n S e ct i on s 4. 4. 1 , 4. 5. 2 , 4. 5. 3 , 4. 5. 4 , 4. 5. 5 , 4. 5. 6 , 4. 5. 7 , 4. 5. 8, 4. 5. 9 , 

4. 5. 1 0 , 4. 5. 1 1 , 4. 5. 1 2 ( n o s e nsiti vity a n al ys es will b e p erf or m e d)

 T h e o v er all s u m m ar y of  TE A Es d uri n g t he S T + L T p eri o d, r e g ar dl ess of  res c u e, a s 

o utli n e d i n S e ct i on 4. 7. 1. 1

 T E A Es b y S O C a n d P T d uri n g t he S T + L T p eri o d, r e g ar dl ess of  res c u e, as o utli n e d i n 

S e cti o n 4. 7. 1. 1
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 D e at hs d uri n g t h e S T + L T p eri o d as o utli n e d i n S e cti o n  4. 7. 1. 2

 S A Es d uri n g t h e S T + L T p eri o d, r e g ar dl ess o f r es c u e, as o utli n e d i n S e ct i on 4. 7. 1. 3

 M A l a bs d uri n g t h e S T + L T p eri o d, r e g ar dl ess of r es c u e, as o utli n e d i n S e ct i on  4. 7. 3. 4

 Pr e g n a n c y d uri n g t h e S T + L T p eri o d a s o u tli n e d i n S e cti o n 4. 7. 3. 6

 Vi t al si g ns d uri n g t h e S T + L T p eri o d, r e g ar dl ess of r es c u e, as o utli n e d i n S e ct i on s 4. 7. 4

a n d  4. 7. 6

5. I N T E R I M A N A L Y S E S ( N O T A P P L I C A B L E)

6. C H A N G E S O F A N A L Y S I S F R O M P R O T O C O L

T a bl e 1 2 C h a n g es of a n al ysis f r o m p r ot o c ol

S e cti o n of S A P Aff e ct e d (If 
a p pli c a bl e)

C h a n g e R ati o n al e

S e cti o n 2. 2. 7 A P K a n al ysis d at a s et w as 
d efi n e d i n t h e S A P, b ut t his 
is n’t m e nti o n e d i n t h e st u d y 
pr ot o c ol.

It is n e c ess ar y t o h a v e a n 
a n al ysis s et d efi n e d f or t h e P K 
d at a.

S e cti o n 4. 1. 1 T h e d efi niti o n of t h e 
wit h dr a w al b as eli n e diff ers 
b et w e e n t h e st u d y pr ot o c ol a n d 
t h e S A P.

T his c h a n g e w as m a d e t o ali g n 
t h e wit h dr a w al b as eli n e wit h 
h o w w e d efi n e d os e at o ns et 
a n d h o w t o h a n dl e s c e n ari o s 
w h er e t h e r a n d o mis ati o n w as 
d o n e o n a diff er e nt d at e t o t h e 
m a i n visit.

S e cti o n 4. 1. 1 0 Fis h er’s e x a ct t est is us e d 
i nst e a d of l o gisti c r e gr essi o n 
w h er e t h er e ar e < 5 r es p o n d ers 
p er tr e at m e nt gr o u p.

T his a n al ysis w as n ot 
m e nti o n e d i n t h e pr ot o c ol.

S e cti o n 4. 1. 1 2 T h e “ w as h -o ut ” i m p ut ati o n 
m et h o d is us e d w h er e t h er e is 
i ns uffi ci e nt d at a fr o m 
“r e tri e v e d dr o p-o uts ”.

T his a n al ysis w as n ot 
m e nti o n e d i n t h e pr ot o c ol.
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S e cti o n of S A P Aff e ct e d (If 
a p pli c a bl e)

C h a n g e R ati o n al e

S e cti o ns 4. 4 a n d 4. 5 T h e pri m ar y effi c a c y e n d p oi nt 
w as u p d at e d t o us e o v er all 
tr e at m e nt a n d t h e s e c o n d ar y 
effi c a c y e n d p oi nts w er e 
u p d at e d t o f oll o w t h e 
or d er/ hi er ar c h y of o v er all, 
f oll o w e d b y l o w-
d os e/ hi g h -d os e r e gi m e n 
t esti n g, f oll o w e d b y l o w-d os e 
r e gi m e n.

T his w as d u e t o pr ot o c ol 
a m e n d m e nt # 6.

S e cti o n 4. 7. 1. 1 T h e pr ot o c ol st at es t h at 
a d diti o n al s af et y a n al ys es will 
b e p erf or m e d o n t h e Tr e at e d 
S u bj e cts D at a S ets o n all D K A 
e v e nts b ut i n t h e S A P, w e o nl y 
pr es e nt t h e a n al ysis f or 
a dj u di c at e d D K A S A Es.

A d diti o n al a n al ys es w er e o nl y 
d o n e o n c o nfir m e d D K As. 

S e cti o n 4. 1 0 It w as d e ci d e d t h at all t h e T F Ls 
will b e pr o d u c e d e x cl u di n g 
d at a c oll e ct e d fr o m Sit e 4 9 1 0. 
I n a d diti o n, a f e w a n al ys es will 
b e pr o d u c e d i n cl u di n g s u bj e cts 
fr o m Sit e 4 9 1 0.

T his w as d u e t o l oss of a c c ess 
t o t h e s o ur c e d at a of s u bj e cts at 
Sit e 4 9 1 0. T his d e cisi o n w as 
m a d e f oll o wi n g i n v esti g ati o n 
b y Astr a Z e n e c a.

A p p e n di x 8. 1 3 T h e pr ot o c ol st at es t h at 
“s e p ar at e a n al ys es will b e 
p erf or m e d f or s u bj e cts 
r es p e cti v el y r a n d o mi z e d t o t h e 
d a p a glifl o zi n or s a x a gli pti n 
gr o u p ” w hil e i n t h e S A P, w e 
c o m bi n e t h e r a n d o mis e d 
wit h dr a w al tr e at m e nt i nt o o n e 
a n al ysis t a bl e.

Pr es e nti n g t h e d at a t his w a y 
w as m or e i nf or m ati v e. 

7. R E F E R E N C E S

1. S e a q uist E R, A n d ers o n J, C hil ds B, Cr y er P, D a g o g o -J a c k S, Fis h L, H ell er S R, 
R o dri g u e z H, R os e n z w ei g J, Vi g ers k y R. H y p o gl y c a e mi a a n d di a b et es: a r e p ort of a 
w or k gr o u p of t h e A m eri c a n Di a b et es Ass o ci at i on a n d T h e E n d o cri n e S o ci et y.  
Di a b et es C ar e. 2 0 1 3 M a y; 3 6( 5): 1 3 8 4 - 9 5

2. Cl ar k e W, J o n es T, R e w ers A, D u n g er D, Kli n g e ns mit h G. I S P A D Cli ni c al Pr a ct i c e 
C o ns e ns us G ui d eli n es 2 0 0 9 C o m p e n di u m Ass ess m e nt a n d m a n a g e m e nt of 
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h y p o gl y c a e mi a i n c hil dr e n a n d a d ol es c e nts wit h di a b et es. P a e di atri c Di a b et es 2 0 0 9; 
1 0: 1 3 4 - 1 4 5.

3. A S A S Pr o gr a m f or t h e 2 0 0 0 C D C Gr o wt h C h arts ( a g es 0 t o < 2 0 y e ars) , a v ail a bl e at:
htt ps:// w w w. c d c. g o v/ n c c d p h p/ d n p a o/ gr o wt h c h arts/r es o ur c es/s as. ht m

4. R ati t c h B, Li p k o vi c h I, O' K ell y M. C o m bi ni n g A n al ysis R es ults fr o m M ultipl y  
I mp ut e d C at e g ori c al D at a. P h ar m a S U G 2 0 1 3 - P a p er S P 0 3, a v ail a bl e at: 
ht t ps:// p h ar mas u g. or g/ pr o c e e di n gs/ 2 0 1 3/ S P/ P h ar m a S U G - 2 0 1 3-S P 0 3. p df

5. D a n n e T, P hil ot h e o u A, G ol d m a n D, et al. A r a n d o mis e d tri al c o mp ari n g t h e r at e of
h y p o gl y c a e mi a – ass ess e d usi n g c o nti n u o us gl u c os e m o nit ori n g – i n 1 2 5 pr es c h o ol 
c hil dr e n wit h t yp e 1 di a b et es tr e at e d wi t h ins uli n gl ar gi n e or N P H i ns uli n. P a e di atri c
Di a b et es 2 0 1 3: 1 4: 5 9 3 – 6 0 1.

6. J o n es K L, Arsl a ni a n S, P et er o k o v a V A, P ar k J -S, T o mli ns o n MJ. Eff e ct of M etf or mi n 
i n P a e di atri c P at i ent s wit h T yp e 2 Di a b et e s. Di a b et es C ar e 2 5: 8 9 - 9 4, 2 0 0 2.
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8. A P P E N D I X

8. 1 Fl o w c h a rt/ti m e a n d e v e nts s c h e d ul e

T a bl e 1 3 S c r e e ni n g p r o c e d u r al o utli n e ( C V 1 8 1 3 7 5 [ D 1 6 8 0 C 0 0 0 1 9])

P r o c e d u r e

S c r e e ni n g
M a xi m u m 6 

m o nt hs
a

L e a d -i n

W k – 2
b

N ot es

Eli gi bilit y Ass ess m e nts

I nf or m e d C o ns e nt X

O bt ai n writt e n Ass e nt (If a p pli c a bl e) X

I n cl usi o n/ E x cl usi o n Crit eri a X

M e di c al Hist or y X

R e vi e w C o n c o mit a nt M e di c ati o n X X

E C G X

S af et y Ass ess m e nts

P h y si c al E x a mi n ati o n X

T ar g et e d P h ysi c al E x a mi n ati o n X

T a n n er St a gi n g (I n v esti g at or 
d et er mi n e d/ S elf -r e p ort e d)

X S e e A p p e n di x S e cti o n 8. 1 0. 1

Vit al Si g ns X X

H ei g ht X

B o d y W ei g ht X

B MI X

S eri o us A d v ers e E v e nts Ass ess m e nt X X

A d v ers e E v e nts Ass ess m e nt X
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P r o c e d u r e

S c r e e ni n g
M a xi m u m 6 

m o nt hs
a

L e a d -i n

W k – 2
b

N ot es

L a b o r at o r y T ests

St a n d ar d S af et y L a b or at or y P a n el ( Bl o o d/ Uri n e) X S e e A p p e n di x S e cti o n  8. 7

G A D/I A 2 A ut o a nti b o di es X

C- p e pti d e X
C- p e pti d e will o nl y b e p erf or m e d i n ot h er wis e eli gi bl e G A D a n d I A 2 
a nti b o d y -p ositi v e s u bj e cts

H b A 1 c X

Pr e g n a n c y T est ( W O C B P o nl y) X F or W O C B P o nl y uri n e t est wit h r efl e x s er u m t est, if p ositi v e. 

T S H X
A n a b n or m al T S H v al u e at e nr ol m e nt will b e f urt h er e v al u at e d b y 
fr e e T 4

H e p atitis S cr e e ni n g P a n el X
I n cl u d es H e p atitis S cr e e n P a n el ( a nti-H A V [I g M], H Bs A g, a n d 
a nti -H C V)

St u d y D r u g / I X R S

C o nt a ct I X R S X X

G e n e r al

Pr o vi d e Di et ar y a n d E x er cis e C o u ns elli n g X

Pr o vi d e gl u c os e m et er a n d s u p pli es / i nstr u cti o ns X

Pr o vi d e l o gs / i nstr u cti o ns X

Ass ess m e nt of si g ns a n d s y m pt o ms of 
h y p o gl y c a e mi a e pis o d es

X

a T h e s cr e e ni n g p eri o d l asts a m a xi m u m of 6 m o nt hs. A n y s cr e e ni n g pr o c e d ur es a n d ass ess m e nts c a n b e r et est e d as d et er mi n e d b y t h e I n v esti g at ors d uri n g t h e 
6- m o nt h s cr e e ni n g p eri o d if s u bj e cts f ail t o m e et t h e eli gi bilit y crit eri a at t h e first att e m pt a n d t h e I n v esti g at ors b eli e v e t h at s u bj e cts m a y m e et t h e eli gi bilit y 
crit eri a wit hi n 6 m o nt hs. A n y a d diti o n al t ests s h o ul d b e r e c or d e d as u ns c h e d ul e d ass ess m e nts i n t h e E D C s yst e m.

b T h e le a d -i n p eri o d s h o ul d st art wit hi n 6 w e e ks aft er c o m pl eti o n of t h e s cr e e ni n g visit, a n d m a y st art as e arl y as 2 w e e ks aft er c o m pl eti o n of t h e s cr e e ni n g 
visit if all l a b or at or y r es ults h a v e b e e n r e c ei v e d.
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T a bl e 1 4 S h o rt -t e r m p r o c e d u r al o utli n e ( C V 1 8 1 3 7 5 [ D 1 6 8 0 C 0 0 0 1 9])

P r o c e d u r e
D a y 

1
a

W k 

2
a ,b

W k 

6
a

W k 

1 2
a

W k 

1 4
a , c

W k 

2 0
a

W k 2 6 / E T D 
( e a rl y 

dis c o nti n u ati o n of 

I P)/ R es c u e
a , c

N ot es

Eli gi bilit y Ass ess m e nts

I n cl usi o n/ E x cl usi o n Crit eri a X

R e vi e w c o n c o mit a nt m e di c ati o ns / 
pr o c e d ur es

X X * X  X  X  X X * Ass ess e d b y p h o n e

S af et y Ass ess m e nts

P h y si c al E x a mi n ati o n X

T ar g et e d P h ysi c al E x a mi n ati o n X X  X X

T a n n er St a gi n g (I n v esti g at or 
d et er mi n e d/ S elf -r e p ort e d)

X S e e A p p e n di x S e cti o n 8. 1 0. 1

Vit al Si g ns X X  X  X  X X

H ei g ht X X  X X X

B o d y W ei g ht X X  X X X

E C G X

Ass ess m e nt of si g ns a n d s y m pt o ms of 
h y p o gl y c a e mi a e pis o d es

X X * X  X  X  X X * Ass ess e d b y P h o n e

S eri o us A d v ers e E v e nt Ass ess m e nt X X * X  X  X  X X * Ass ess e d b y P h o n e 

A d v ers e E v e nts Ass ess m e nt X X * X  X  X  X X * Ass ess e d b y P h o n e

L a b o r at o r y T ests

St a n d ar d S af et y L a b or at or y P a n el 
( Bl o o d/ Uri n e)

X X  X X X S e e A p p e n di x S e cti o n  8. 7

F asti n g Li pi d p a n el X X T ot al c h ol est er ol, tri gl y c eri d es, H D L, a n d L D L



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 1

P r o c e d u r e
D a y 

1
a

W k 

2
a ,b

W k 

6
a

W k 

1 2
a

W k 

1 4
a , c

W k 

2 0
a

W k 2 6 / E T D 
( e a rl y 

dis c o nti n u ati o n of 

I P)/ R es c u e
a , c

N ot es

F asti n g Pl as m a Gl u c os e ( F P G)
d X X  X X X

O n D a y  1, t h e F P G s a m pl e will b e c oll e ct e d 
pr e -d os e o nl y. 

At t h e W k 6, 1 2, 2 0 a n d 2 6 visits F P G s a m pl es 
will b e c oll e ct e d pr e -d os e a n d a p pr o xi m at el y 
2 h o urs p ost -d os e (  1 h o ur)

All s a m pl es will b e dr a w n i n t h e f asti n g 
c o n diti o n.

H b A 1 c X X  X X X
R es ults m as k e d f oll o wi n g I P a d mi nistr ati o n o n 
D a y  1 u ntil aft er st u d y c o m pl eti o n

Pr e g n a n c y T est ( W O C B P o nl y) X X  X  X  X X

W O C B P m ust h a v e a n e g ati v e s er u m or uri n e 
pr e g n a n c y t est wit hi n 2 4 h o urs pri or t o t h e st art 
of st u d y dr u g.
H o m e pr e g n a n c y kits will b e pr o vi d e d.

S p ot Uri n e Gl u c os e X X  X X X

R es ults bli n d e d t o t h e S p o ns or, I n v esti g at or,

sit e, a n d s u bj e ct f or t h e d ur ati o n of t h e st u d y

f oll o wi n g I P a d mi nistr ati o n o n D a y 1 u ntil 
aft er st u d y c o m pl eti o n

Gr o wt h, b o n e a n d m at u r ati o n m ar k ers X X

T h y r oi d-sti m ul ati n g h or m o n e ( T S H), fr e e
t h yr oxi n e, l ut ei ni zi n g h or m o n e ( L H),
f olli cl e-sti m ul ati n g h or m o n e ( F S H), o estr a di ol,
t ot al t est ost er o n e, i ns uli n-li k e gr o wt h f a ct or- 1
(I G F-1), i ns uli n -li k e gr o wt h f a ct or bi n di n g
pr ot ei n -3 (I G F B P -3), c al cit o ni n, 2 5 -h y dr o x y
vit a mi n D, b o n e al k ali n e  p h os p h at as e,
ost e o c al ci n, p ar at h yr oi d h or m o n e ( P T H) a n d
c ar b o x yt er mi n al cr oss -li n k e d t el o p e pti d e of

T y p e 1 c oll a g e n ( C T X- 1)

Pl as m a s a m pl es f or a n al ysis of 
d a p a glifl o zi n, s a x a gli pti n a n d its 

m et a b olit e 5 -O H -s a x a gli pti n
d

X  X X X #

S a m pl es will b e c oll e ct e d pr e -d os e a n d 
a p pr o xi m at el y 2 h o urs p ost -d os e (  1 h o ur)

S a m pl es will b e dr a w n i n t h e f asti n g c o n diti o n. 



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 2

P r o c e d u r e
D a y 

1
a

W k 

2
a ,b

W k 

6
a

W k 

1 2
a

W k 

1 4
a , c

W k 

2 0
a

W k 2 6 / E T D 
( e a rl y 

dis c o nti n u ati o n of 

I P)/ R es c u e
a , c

N ot es

# N o s a m pl es will b e dr a w n at W e e k 2 6 visit 
f oll o wi n g E arl y Tr e at m e nt Dis c o nti n u ati o n 
Visit

Pl as m a s a m pl es f or D P P -4 a cti vit y
d X X  X X X

O n D a y  1 pl as m a s a m pl es f or D P P-4 a cti vit y 
will b e dr a w n pr e- d os e o nl y .

At t h e W e e ks 6, 1 2, 2 0 a n d 2 6 visits, pl as m a 
s a m pl es f or D P P -4 a cti vit y will b e dr a w n at 
2 h o urs (  1 h o ur) p ost -d os e o nl y.

S a m pl es will b e dr a w n i n t h e f asti n g c o n diti o n.

St u d y D r u g / I X R S

C o nt a ct I X R S X X X  X X

First r a n d o mis ati o n X

S e c o n d r a n d o mis ati o n X

Dis p e ns e St u d y Dr u g X X X  X X *

* N o st u d y dr u g dis p e ns e d d uri n g E T D or 
R es c u e visit .

R es c u e d s u bj e cts will c o nti n u e wit h t h eir 
c urr e nt assi g n e d I P r e gi m e n.

St u d y Dr u g C o m pli a n c e R e vi e w X X  X X

G e n e r al

Pr o vi d e di et a n d e x er cis e c o u ns elli n g X X * X  X  X  X X * Ass ess e d b y P h o n e

Dis p e ns e m et er s u p pli es X X  X X X

R e vi e w d ail y di ar y of fi n g er -sti c k 
gl u c os e v al u es X X * X  X  X  X X * Ass ess e d b y P h o n e

Pr o vi d e l o gs / i nstr u cti o ns X X  X X X

Ass ess R es c u e X  X  X  X X



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 3

a Visits m a y  b e s c h e d ul e d  7 d a y s ( of ori gi n al s c h e d ul e) t o all o w fl e xi bilit y of s c h e d uli n g. W e e k 1 2 a n d W e e k 1 4 visits s h o ul d b e s c h e d ul e d at l e ast 7 d a ys 
a p art. T h e visit wi n d o w f or t h e r es c u e visit ass ess m e nts st arts at t h e sit e’s r e c ei pt of t h e H b A 1 c al ert or F P G c o nfir m ati o n.

b
P h o n e ass ess m e nts .

c
I n c as e t h e W e e k 1 4 vi sit i s d el a y e d, s u bs e q u e nt visits s h o ul d b e d el a y e d t o m ai nt ai n a n i nt er v al of at l e ast 1 2 w e e ks b et w e e n t h e W e e k 1 4 a n d W e e k 2 6 
visits. S h ort - a n d l o n g -t er m p eri o d st u d y visits c a n b e d el a y e d b y a m a xi m u m of 1 1 m o nt hs i n t ot al.. If t h e d ur ati o n of I P a d mi nistr ati o n is l on g er t h a n 5 2 ( + 1) 
w e e ks, t h e s af et y f oll o w -u p p eri o d s h o ul d b e s h ort e n e d s u c h t h at t h e c o m pl et e st u d y d ur ati o n d o es n ot e x c e e d 1 0 4 w e e ks ( + 7 d a ys).

d
S a m pl es will b e dr a w n at t h e ti m es s h o w n i n  T a bl e 1 7 S a m pli n g S c h e d ul e .



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 4

T a bl e 1 5 L o n g -t e r m p r o c e d u r al o utli n e ( C V 1 8 1 3 7 5 [ D 1 6 8 0 C 0 0 0 1 9])

P r o c e d u r e

W k 

3 2
a,

c

W k 
3 6 
a, b

W k 

4 0
a ,

c

W k 

4 6
a, b

W k 5 2 /
e a rl y 

dis c o nti n u ati o n 

of I P / R es c u e
a

W k 

5 6
a , c

Q u a rt e rl y 
b et w e e n 

W k 5 6 a n d 
W k 1 0 4

W k 1 0 4 

P ost -st u d y 

visit
d

N ot es

Eli gi bilit y Ass ess m e nts

R e vi e w c o n c o mit a nt 
m e di c ati o ns/ pr o c e d ur es

X X * X X * X * Ass ess e d b y P h o n e

S af et y Ass ess m e nts

P h y si c al E x a mi n ati o n X

T ar g et e d P h ysi c al E x a mi n ati o n X X

T a n n er St a gi n g (I n v esti g at or 
d et er mi n e d/ S elf -r e p ort e d)

X X S e e A p p e n di x S e cti o n 8. 1 0. 1

Vit al Si g ns X X X

H ei g ht X X X X

B o d y W ei g ht X X X X

E C G X

Ass ess m e nt of si g ns a n d 
s ym pt o ms of h y p o gl y c a e mi a
e pis o d es

X X * X X * X * Ass ess e d b y P h o n e

S eri o us A d v ers e E v e nt 
Ass ess m e nt

X X * X X * X X *  X * X * Ass ess e d b y P h o n e

A d v ers e E v e nts Ass ess m e nt X X * X X * X X *  X * X * Ass ess e d b y P h o n e

L a b o r at o r y T ests

St a n d ar d S af et y L a b or at or y P a n el 
( Bl o o d/ Uri n e)

X X X S e e A p p e n di x S e cti o n  8. 7

F asti n g Li pi d p a n el X
T ot al c h ol est er ol, 
tri gl y c eri d es, H D L, a n d L D L



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 5

P r o c e d u r e

W k 

3 2
a,

c

W k 
3 6 
a, b

W k 

4 0
a ,

c

W k 

4 6
a, b

W k 5 2 /
e a rl y 

dis c o nti n u ati o n 

of I P / R es c u e
a

W k 

5 6
a , c

Q u a rt e rl y 
b et w e e n 

W k 5 6 a n d 
W k 1 0 4

W k 1 0 4 

P ost -st u d y 

visit
d

N ot es

F asti n g Pl as m a Gl u c os e ( F P G) X X X

H b A 1 c X X X

R es ults m as k e d f oll o wi n g I P
a d mi nistr ati o n o n D a y 1 u ntil

aft er st u d y c o m pl eti o n

Pr e g n a n c y T est ( W O C B P o nl y) X X * X X * X

* P ar e nt will pr o vi d e r es ult 
o v er t h e p h o n e.
H o m e pr e g n a n c y kits will b e 
pr o vi d e d. 

Gr o wt h, b o n e a n d m at ur ati o n 
m ar k ers

X X

T h y r oi d-sti m ul ati n g 
h or m o n e ( T S H), fr e e 
t h yr oxi n e, l ut ei ni zi n g 
h or m o n e ( L H), f olli cl e-
sti m ul ati n g h or m o n e ( F S H), 
o estr a di ol, t ot al t est ost er o n e, 
i ns uli n-li k e gr o wt h f a ct or - 1 
(I G F-1), i ns uli n-li k e gr o wt h 
f a ct or bi n di n g pr ot ei n -3 
(I G F B P-3), c al cit o ni n, 2 5 -
h y dr o x y vit a mi n D, b o n e 
al k ali n e p h os p h at as e, 
ost e o c al ci n, p ar at h yr oi d 
h or m o n e ( P T H) a n d 
c ar b o x yt er mi n al cr oss -li n k e d
t el o p e pti d e of T y p e 1
c oll a g e n ( C T X - 1)

St u d y D r u g / I X R S

C o nt a ct I X R S X X X



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 6

P r o c e d u r e

W k 

3 2
a,

c

W k 
3 6 
a, b

W k 

4 0
a ,

c

W k 

4 6
a, b

W k 5 2 /
e a rl y 

dis c o nti n u ati o n 

of I P / R es c u e
a

W k 

5 6
a , c

Q u a rt e rl y 
b et w e e n 

W k 5 6 a n d 
W k 1 0 4

W k 1 0 4 

P ost -st u d y 

visit
d

N ot es

T hir d r a n d o mis ati o n X X *

T h e t hir d r a n d o mis ati o n will
a p pl y  o nl y t o s u bj e cts w h o 
ar e eli gi bl e f or r a n d o mis e d
wit h dr a w al of b a c k gr o u n d
m e di c ati o n (i. e., s u bj e cts 
w h o h a v e b a c k gr o u n d 
m e di c ati o n wit h m etf or mi n 
o nl y  a n d H b A 1 c < 7. 5 % at 
W e e k 2 6 or W e e k 3 2
* R a n d o mis ati o n at W e e k 
4 0 o nl y f o r eli gi bl e s u bj e cts 
n ot r a n d o mis e d at W e e k 3 2

I nstr u cti on r e g ar di n g m etf or mi n

wit h dr a w al
X X *

S u bj e cts wit h dr a w n fr o m
b a c k gr o u n d m e di c ati o n wit h
m etf or mi n f oll o wi n g t h e 
t hir d r a n d o mis ati o n will b e
r e mi n d e d t o st o p t a ki n g
m etf or mi n.
* O nl y s u bj e cts r a n d o mis e d

at W e e k 4 0

Dis p e ns e St u d y Dr u g X X

N o dr u g dis p e ns e d d uri n g 
E T D or R es c u e visit.
R es c u e d s u bj e cts will 
c o nti n u e wit h t h eir c urr e nt 
assi g n e d I P r e gi m e n.

St u d y Dr u g C o m pli a n c e R e vi e w X X X

G e n e r al

Pr o vi d e di et a n d e x er cis e 
c o u ns elli n g X X * X X * * Ass ess e d b y P h o n e

Dis p e ns e M et er S u p pli es X X



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 7

P r o c e d u r e

W k 

3 2
a,

c

W k 
3 6 
a, b

W k 

4 0
a ,

c

W k 

4 6
a, b

W k 5 2 /
e a rl y 

dis c o nti n u ati o n 

of I P / R es c u e
a

W k 

5 6
a , c

Q u a rt e rl y 
b et w e e n 

W k 5 6 a n d 
W k 1 0 4

W k 1 0 4 

P ost -st u d y 

visit
d

N ot es

R e vi e w d ail y di ar y of fi n g er -sti c k 
gl u c os e v al u es X X * X X * X * Ass ess e d b y P h o n e

Pr o vi d e l o gs / i nstr u cti o ns X X

Ass ess R es c u e X X * X X * * Ass ess e d b y P h o n e

T el e p h o n e c o nt a ct wit h 
s u bj e ct/ p ar e nt (f oll o w- u p 
r e mi n d er c alls)

X

a Visits m a y  b e s c h e d ul e d  7 d a ys ( of ori gi n al s c h e d ul e) t o all o w fl e xi bilit y of s c h e d uli n g. T h e visit wi n d o w f or t h e r es c u e visit ass ess m e nts st arts at t h e 
sit e’s r e c ei pt of t h e H b A 1 c al ert or F P G c o nfir m ati o n.

b P h o n e ass ess m e nts .
c I n c as e t h e t hir d r a n d o mi z ati o n v isit ( at W e e k 3 2 or W e e k 4 0) is d el a y e d, s u bs e q u e nt visits s h o ul d b e d el a y e d t o m ai nt ai n a n i nt er v al of at l e ast 1 2 w e e ks 

b et w e e n t his visit a n d t h e W e e k 5 2 visit. S h ort - a n d l o n g -t er m st u d y p eri o d visits c a n b e d el a y e d b y a m a xi m u m of 1 1 m o nt hs i n t ot al. If t h e d ur ati o n o f I P 
a d mi nistr ati o n is l o n g er t h a n 5 2 ( + 1) w e e ks, t h e s af et y f oll o w-u p p eri o d s h o ul d b e s h ort e n e d s u c h t h at t h e c o m pl et e st u d y d ur ati o n d o es n ot e x c e e d 1 0 4 w e e ks 
( + 7 d a ys).

d Visit m a y b e s c h e d ul e d at a n y ti m e b et w e e n D a y -2 8 t o + 7 d a ys of t h e ori gi n al s c h e d ul e d d at e t o all o w fl e xi bilit y of s c h e d uli n g .



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 8

T a bl e 1 6 E a rl y t r e at m e nt dis c o nti n u ati o n ( E T D) f oll o w -u p n o n -t r e at m e nt p h as e

P r o c e d u r e

N o n -
t r e at m e nt
F oll o w -
u p , u p t o

a n d
i n cl u di n g
W k- 2 6
Offi c e 

Visit
a, b

N o n -
t r e at m e nt 
F oll o w -

u p ,

p ast W k 
2 6

a n d
i n cl u di n g
W k- 5 2
Offi c e 

Visit
a, b

N o n -
t r e at m e nt 
F oll o w -u p 

P h o n e 
Ass ess m e nt
( D a y 1 u p

t o a n d

i n cl u di n g

W k 5 6)
b, c

Q u a rt e rl
y 

b et w e e n 
W k 5 6 
a n d 

W k 1 0 4

W k 1 0 4
P ost -st u d y 

Visit
c

N ot es

S af et y Ass ess m e nts 

T ar g et e d p h ysi c al 
e x a mi n ati o n

X  X

Vit al si g ns X  X

B o d y w ei g ht & h ei g ht X  X X

R e vi e w c o n c o mit a nt 
m e di c ati o ns

X  X X

S eri o us A d v ers e E v e nts 
Ass ess m e nt

X  X X X  X

A d v ers e E v e nts Ass ess m e nt X  X X X  X

St a n d ar d s af et y l a b or at or y 
p a n el ( Bl o o d)

X  X S e e A p p e n di x S e cti o n  8. 7

F asti n g Pl as m a Gl u c os e 
( F P G)

X  X

H b A 1 c X  X

T el e p h o n e r e mi n d er c alls X



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 2 9

P r o c e d u r e

N o n -
t r e at m e nt
F oll o w -
u p , u p t o

a n d
i n cl u di n g
W k- 2 6
Offi c e 

Visit
a, b

N o n -
t r e at m e nt 
F oll o w -

u p ,

p ast W k 
2 6

a n d
i n cl u di n g
W k- 5 2
Offi c e 

Visit
a, b

N o n -
t r e at m e nt 
F oll o w -u p 

P h o n e 
Ass ess m e nt
( D a y 1 u p

t o a n d

i n cl u di n g

W k 5 6)
b, c

Q u a rt e rl
y 

b et w e e n 
W k 5 6 
a n d 

W k 1 0 4

W k 1 0 4
P ost -st u d y 

Visit
c

N ot es

S af et y Ass ess m e nts 

T a n n er St a gi n g X *  X * X
S e e A p p e n di x S e cti o n  8. 1 0. 1 ; * onl y  at ti m e p oi nts 
c orr es p o n di n g t o ori gi n all y s c h e d ul e d W e e k 2 6 
a n d W e e k 5 2 visits

Gr o wt h, b o n e a n d m at ur ati o n 
m ar k ers

X  X X

T h y r oi d-sti m ul ati n g h or m o n e ( T S H), fr e e 
t h yr oxi n e, l ut ei ni zi n g h or m o n e ( L H), f olli cl e -
sti m ul ati n g h or m o n e ( F S H), o estr a di ol, t ot al 
t est ost er o n e, i ns uli n-li k e gr o wt h f a ct or-1 (I G F -1), 
i ns uli n-li k e gr o wt h f a ct or bi n di n g pr ot ei n-3 
(I G F B P-3), c al cit o ni n, 2 5- h y dr o x y  vit a mi n D, 
b o n e al k ali n e p h os p h at as e, ost e o c al ci n, 
p ar at h y r oi d h or m o n e ( P T H) a n d c ar b o x yt er mi n al 
cr oss -li n k e d t el o p e pti d e of T y p e 1 c oll a g e n 
( C T X- 1)

a I n-offi c e ass ess m e nts t o o c c ur at ti m e p oi nts c orr es p o n di n g t o ori gi n all y s c h e d ul e d D a y  1 t o W e e k 2 6 ( S h ort -t er m) a n d p ast W e e k 2 6 t o W e e k 5 2 ( L o n g-
t er m) visits.

b P h o n e ass ess m e nts o nl y t o o c c ur at ti m e p oi nts c orr es p o n di n g t o ori gi n all y s c h e d ul e d t h at is n ot i d e ntifi e d a b o v e as a n i n -offi c e visit.
c Visit m a y b e s c h e d ul e d at a n y ti m e b et w e e n D a y -2 8 t o + 7 d a ys of t h e ori gi n al s c h e d ul e d d at e t o all o w fl e xi bilit y of s c h e d uli n g . S h or t- a n d l o n g -t er m p eri o d 

st u d y visits c a n b e d el a y e d b y a m a xi m u m of 1 1 m o nt hs i n t ot al. If t h e d ur ati o n of I P a d mi nistr ati o n is l o n g er t h a n 5 2 ( + 1) w e e ks, t h e s af et y f oll o w-u p p eri o d 

s h o ul d b e s h ort e n e d s u c h t h at t h e c o m pl et e st u d y d ur ati o n d o es n ot e x c e e d 1 0 4 w e e ks ( + 7 d a ys). 
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T a bl e 1 7 P h a r m a c o ki n eti c/ P h a r m a c o d y n a mi c s a m pli n g s c h e d ul e

St u d y D a y

Ti m e ( R el ati v e 
t o D osi n g)

H o u r a

P K

Bl o o d S a m pl e b Pl as m a Gl u c os e b Pl as m a D P P - 4b

D a y 1 Pr e -d os e X X

W e e k 6 0 ( Pr e -d os e) X X

W e e k 6 2 (  1 hr) X X X

W e e k 1 2 0 ( Pr e -d os e) X X

W e e k 1 2 2 (  1 hr) X X X

W e e k 2 0 0 ( Pr e -d os e) X X

W e e k 2 0 2 (  1 hr) X X X

W e e k 2 6 0 ( Pr e -d os e) X X

W e e k 2 6 2 (  1 hr) X c X X

a Pr e- d os e s a m pl es m a y b e c oll e ct e d u p t o 1 h o ur pr e -d os e
b All s a m pl es will b e c oll e ct e d i n a f asti n g c o n diti o n
c P K s a m pl es will n ot b e c oll e ct e d at t h e W e e k 2 6 Visit f oll o wi n g t h e E arl y Tr e at m e nt Dis c o nti n u ati o n Visit
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8. 2 H a n dli n g mi s si n g o r p a rti al e v e nt d at e s

F or d at a s u m m ari es, i n c as e of  missi n g or p arti al d at es a n d/ or ti m es i m p ut ati o n r ule s will b e 

a p pli e d i n or d er t o cl assif y A Es, h y p o gl y c a e mi c e v e nts, a n d D K A as o n tr e at m e nt-e m er g e nt

a n d t o sl ot t h e e v e nt t o a n a p pr o pri at e a n al ysis p eri o d . 

P a rti al d at es

 F or p arti al  o n s et d at e s: 

- C al c ul at e a s urr o g at e d at e as t h e first n o n -missi n g v ali d d at e fr o m t h e f o ll owi n g list  
(in or d er of pr e c e d e n c e):

 Fi r st a cti v e st u d y me di c at i on d at e

 I nf or me d c o n s e nt d at e

 If a v ali d n o n- missi n g d at e is n ot a v ail a bl e f or a n y of  th es e d at es, t he 
s urr o g at e d at e will b e s et t o missi n g.

– B as e d o n t h e i nf or m at i on pr o vi d e d, s et t h e d eri v e d d at e t o t h e e arli est p ossi bl e 

d at e. If o nl y t h e ye ar i s pr o vi d e d, i m p ut e o ns et d at e as 1 st J a n u ar y of t h at ye ar. If 
t he y e ar a n d m o nt h ar e pr o vi d e d, i m p ut e o ns et d at e as 1 st d a y  of t h at mo nt h a n d 
y e ar. 

– If t h e s urr o g at e d at e is n o n-missi n g t h e n:

i. If t he d eri v e d d at e is o n or aft er t he s urr o g at e d at e , us e t he d eri v e d d at e a s 
c al c ul at e d

ii. If t he d eri v e d d at e is pri or t o t he s urr o g at e d at e a n d t he s urr o g at e d at e is 
c o nsist e nt wit h t h e p arti al d at a pr o vi d e d f or t h e o ns et d at e, us e t h e s urr o g at e 
d at e as t h e d eri v e d d at e

iii. If t h e d eri v e d d at e is prior t o t h e s urr o g at e d at e a n d t h e s urr o g at e d at e is n ot 
c o nsist e nt wit h t he p arti al d at a pr o vi d e d f or t he o ns et d at e , t he n s et t he 
d eri v e d o ns et d at e t o b e t he l ate st p ossi bl e d at e b as e d o n t he p arti al o ns et  
d at e i nf or m at i on pr o vi d e d. If o nl y a y e ar is pr o vi d e d, s et t h e d eri v e d d at e t o 
D e c e m b er 3 1st of t hat y e ar. If  a ye ar a n d m o nt h i s pr o vid e d, s et t h e d eri v e d 
d at e t o t h e l ast d a y  of t h at mo nt h.

– If all t hr e e d at es us e d t o d et er mi n e t h e s urr o g at e d at e ar e missi n g, t h e n b as e d o n t h e 
i nf or mat i on pr o vi d e d, s et t h e d eri v e d d at e t o t h e e arli est p ossi bl e d at e. If o nl y a y e ar 
is pr o vi d e d, s et t h e d eri v e d d at e t o J a n u ar y  first of t h at ye ar. If  a ye ar a n d m o nt h is 
pr o vi d e d, s et t h e d eri v e d d at e t o t h e first d a y  of t h at mo nt h.

 F or p arti al  st o p d at e s: 

– If o nl y t h e y e ar i s pr o vid e d, i m p ut e st o p d at e as 3 1 st D e c e m b er of  t h at ye ar, or e n d 
of  st u d y d at e f or t h at s u bj e ct or d e at h d at e, w hi c h e v er is e arli er. 

– If t h e y e ar a n d m o nt h ar e pr o vi d e d, i m p ut e st o p d at e as t h e l ast d a y of t hat m o nt h 

a n d y e ar, or e n d of st u d y d at e f or t h at s u bj e ct or d e at h d at e, w hi c h e v er is e arli e r. 
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If t h e a b o v e r ul es r es ult i n ill o gi c al d at es, t h e i m p ut ati o n s h o ul d b e u p d at e d a c c or di n gl y, als o 
c o nsi d eri n g w hi c h of t h e t w o d at es ( o ns et or st o p) is m or e c o m pl et e. F or e x a m pl e, if t h e 
i m p ut e d st art d at e is l at er t h a n t h e i m p ut e d st o p d at e, a n d t h e sto p d at e is m or e c o m pl et e, t h e n 
t he st art d at e s h o ul d b e i m p ut e d t o b e t h e s a m e as t h e st o p d at e. T his d eri v e d d at e will n ot b e 
r e p ort e d i n s u m m ar y t a bl es or listi n gs.

Missi n g d at es

 T h e d eri v e d o ns et d at e will b e c al c ul at e d as t h e first n o n -missi n g v ali d d at e fr o m  
t he f o ll owi n g list (i n or d er of pr e c e d e n c e):

o Fi r st a cti v e st u d y me di c at i on d at e

o I nf or me d c o n s e nt d at e

o If a v ali d n o n- missi n g d at e is n ot a v ail a bl e f or a n y of  th es e d at es, t he d eri v e d 
o ns et d at e will b e s et t o missi n g.

 E v e nt s wi t h missi n g o ns et a nd st o p d at es will b e c o nsi d er e d o n -tr e at me nt.

 F or e v e nts wit h missi n g o ns et a n d n o n -missi n g st o p d at es (i m p ut e d if p arti al as 
d es cri b e d a b o v e), if t h e st o p d at e is e arli er t h a n t h e tr e at m e nt st art d at e ( D a y  1) t h e 
e v e nt will b e c o nsi d er e d as h a vi n g st art e d pri or t o tr e at m e nt; ot h er wi s e t h e e v e nt 
will b e c o nsi d er e d o n -tr e at m e nt.

8. 3 H a n dli n g mi s si n g o r p a rti al m e di c ati o n d at es ( e x cl u di n g r es c u e 
i ns uli n)

I n or d er t o cl assif y m e di c at i ons as pri or or c o n c o mit a nt a n d t o sl o t t he m e d i c ati on t o a n 

a p pr o pri at e a n al ysis p eri o d , p arti al missi n g or i n v ali d st art a n d st o p d at es will b e i m p ut e d w h er e 

p ossi bl e as f o ll ows:

 If t he r e p ort e d st art d at e is missi n g or i n v ali d a n d t he i nf or m e d c o n s e nt d at e is n ot 
missi n g or i n v ali d, t he n t he i m p ut e d st art d at e is s et e q u al t o t he i nf or m e d c o ns e nt 
d at e. If t he i nf or m e d c o ns e nt d at e is missi n g or i n v ali d a n d t he birt h d at e is n ot 
missi n g or i n v ali d, t h e n t h e i m p ut e d st art d at e is s et e q u al t o t h e birt h d at e. If t h e st art 
d at e, t h e inf or m e d c o ns e nt d at e a n d t h e birt h d at e ar e all i n v ali d or missi n g, t h e n t h e 
i m p ut e d st art d at e is s et e q u al t o missi n g.

 If t h e r e p ort e d st art d at e is p arti all y e nt er e d, t h e n t h e i m p ut e d st art d at e is s et e q u al t o 
t he e arli est p ossi bl e r e p ort e d st art d at e b as e d o n t h e p arti al e nt er e d r e p ort e d st art d at e.

 If t h e r e p ort e d e n d d at e is missi n g, c o nt i n ui n g, u n k n o w n or i n v ali d, t h e n t h e i m p ut e d 
e n d d at e i s s et e q u al  t o t h e l ast p o s si bl e r e p ort e d e n d d at e b a s e d o n t h e r e p ort e d e n d 
d at e s .

 If t he r e p ort e d e n d d at e o f t he m e di c at i on is p arti al , t he n t h e i m p ut e d e n d d at e is s et  
e q u al  t o t h e la st p o s si bl e r e p ort e d e n d d at e b a s e d o n t h e p arti al e nt er e d r e p ort e d e n d 
d at e.
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I mp ut e d d at es will n ot a p p e ar o n t h e list i n gs of n o n-st u d y me di c at i on.

8. 4 H a n dli n g mi s si n g o r p a rti al m e di c ati o n d at es ( r es c u e i ns uli n o nl y)

I n or d er t o s el e ct t h e d at e of r es c u e m e di c ati on i niti ati on a n d t o d eri v e t h e t ot al d ail y d os e of 
r es c u e i ns uli n, p arti al st art a n d st o p d at es will b e i m p ut e d as f oll ow s:

 F or p arti al  st art d at e s:

o C al c ul at e a s urr o g at e d at e as t he first r es c u e vi si t st art d at e. If t her e is n o 
a v ail a bl e r es c u e visit st art d at e, t h e s urr o g at e d at e will b e s et t o missi n g.

o B as e d o n t h e i nf or m at i on pr o vi d e d, s et t h e d eri v e d d at e t o t h e e arli est p ossi bl e 
d at e. If o nl y t h e y e ar i s pr o vi d e d, i m p ut e o ns et d at e as 1 st J a n u ar y of t h at ye ar. 
If t h e y e ar a n d m o nt h ar e pr o vi d e d, i m p ut e o ns et d at e as 1 st d a y  of t h at mo nt h 
a n d y e ar. 

o If t h e s urr o g at e d at e is n o n-missi n g t h e n:

i. If t he d eri v e d d at e is o n or aft er t he s urr o g at e d at e, us e t he d eri v e d d at e a s 
c al c ul at e d

ii. If t he d eri v e d d at e is pri or t o t h e s urr o g at e d at e , t he n us e t he s urr o g at e d at e 
as t h e d eri v e d d at e.

o If t h e s urr o g at e d at e is missi n g, t h e n us e t h e d eri v e d d at e.

 F or p arti al  st o p d at e s:

o If o nl y t h e y e ar i s pr o vid e d, i m p ut e st o p d at e as 3 1 st D e c e m b er of t h at y e ar, or 
e n d of st u d y d at e f or t h at s u bj e ct or d e at h d at e, w hi c h e v er is e arli er. 

o If t h e y e ar a n d m o nt h ar e pr o vi d e d, i m p ut e st o p d at e as t h e l ast d a y of t hat 
m o nt h a n d y e ar, or e n d of st u d y d at e f or t h at s u bj e ct or d e at h d at e, w hi c h e v er is 
e arli er. 

I mp ut e d d at es will n ot a p p e ar o n t h e list i n gs of n o n-st u d y me di c at i on.

8. 5 H a n dli n g mi s si n g o r p a rti al T 2 D M di a g n osis d at es

If t h e T 2 D M di a g n osis d at e is p art i all y missi n g, t h e f o ll owi n g r ul es will t a k e eff e ct:

 Missi n g d a y , b ut mo nt h a n d y e ar ar e pr es e nt: t h e d a y  will b e i m p ut e d as t h e 1 5t h d a y 
of  t h e mo nt h, or d at e of i nf or m e d c o ns e nt, w hi c h e v er is e arli er .

 Missi n g d a y a n d m o nt h, b ut y e ar is pr es e nt: t h e d a y a n d m o nt h will b e i m p ut e d as 3 0 
J u n e of t he y e ar, or d at e of i nf or m e d c o ns e nt , w hi c h e v er is e arli er.

 Missi n g y e ar, b ut d a y a n d m o nt h ar e pr es e nt: N o i m p ut ati o ns will o c c ur, a n d t he 
s u bj e ct will b e e x cl u d e d fr o m all  s u m m ari e s r elat e d t o d ur ati o n of  T 2 D M.
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 Missi n g d a y, m o nt h a n d y e ar: N o i m p ut ati o ns will  oc c ur, a n d t he s u bj e ct will b e 
e x cl u d e d fr o m all  s u m m ari e s r elat e d t o d ur ati o n of T 2 D M.

If a n y s u c h i m p ut e d d at e f alls af t er t he i nf or m e d c o n s e nt d at e, t h e n t he di a g n o si s d at e will b e 
t a k e n as e q u al t o t h e i nf or me d c o ns e nt d at e.

8. 6 D e ri vi n g a g e at e a c h v isit

8. 6. 1 A g e us e d t o d e ri v e n o r m alis e d h ei g ht, b o d y w ei g ht a n d B MI e x p r ess e d as z -
s c o r e

F or b as eli n e ass ess m e nt , a g e at t he ti m e of  th e a s s e s s m e nt us e d f or b as eli n e will  be us e d. At  

W e e k 6, W e e k 1 2, W e e k 2 0, W e e k 2 6, W e e k 3 2, W e e k 4 0, W e e k 5 2, pr e m at ur e e n d of  tr e at m e nt 

visit, n o n -tr e at me nt f ol l ow- u p visit , a n d W e e k 1 0 4 t he a g e ( mo nt h s) will b e d eri v e d as:

( Visit d at e – birt h d at e + 1) / 3 0. 5;

If o nl y ye ar p art of d at e of birt h is a v ail a bl e, t his will be i m p ut e d t o 3 0 t h of  J u n e. If i m p ut e d 
d at e of birt h r es ults i n t h e d eri v e d a g e b ei n g l ess t h a n t h e I W R S a g e at s cr e e ni n g, t h e n us e 
I W R S a g e.
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8. 7 C li ni c al l a b o r at o r y v a ri a bl es

8. 7. 1 M a r k e d a b n o r m alit y c rit e ri a f o r s af et y l a b o r at o r y v a ri a bl es

Cli ni c al l a b or at or y vari a bl es will b e s u m m aris e d a n d list e d usi n g t he u nits list e d h er e. T h e 
cri t eri a f or m ar k e d a b n or m ali t y for e a c h v ari a bl e ar e list e d i n t he f oll owi n g t a ble. N ot e t hat a 
p ost -b as eli n e l ab or at or y  val u e will  be c o n si d er e d a M A o nl y  if it s ati sfi e s t h e s p e cifi e d crit eri a
as d e s cri b e d i n S e ct i on 4. 7. 3. 4 .

T a bl e 1 8 M a r k e d l a b o r at o r y a b n o r m aliti es

C o n v e nti o n al ( U S) U nits:

M a r k e d A b n o r m alit y C rit e ri a
Cli ni c al L a b o r at o r y v a ri a bl es U nits L o w Hi g h

H e m at ol o g y
H a e m at o crit % < 2 0. 0 % > 5 5. 0 %
H a e m at o crit % > 6 0. 0 %
H a e m o gl o bi n g/ d L < 6 g/ d L > 1 8 g/ d L
H a e m o gl o bi n g/ d L > 2 0 g/ d L

Bl o o d C h e mist r y
P r ot ei n, t ot al g/ d L > 1 0 g/ d L
A L P U/ L > 3 X U L N
A L T U/ L > 3 X U L N
A S T U/ L > 3 X U L N
A L T U/ L > 5 X U L N
A S T U/ L > 5 X U L N
A L T U/ L > 1 0 X U L N
A S T U/ L > 1 0 X U L N
A L T U/ L > 2 0 X U L N
A S T U/ L > 2 0 X U L N
Bilir u bi n , t ot al m g/ d L > 1. 5 X U L N if Pr e T x 

U L N
Bilir u bi n , t ot al m g/ d L > 2 X U L N if Pr e T x > U L N
Gl u c os e, Pl as m a U ns p e cifi e d m g/ d L < 5 4 m g/ d L > 3 5 0 m g/ d L
N a ( S o di u m) m E q/ L < 1 3 0 m E q/ L > 1 5 0 m E q/ L
N a ( S o di u m) m E q/ L < 1 2 0 m E q/ L
K ( P ot assi u m) m E q/ L  2. 5 m E q/ L  6. 0 m E q/ L
Cr e ati ni n e m g/ d L  1. 5 X Pr e T x C R E A T
Cr e ati ni n e m g/ d L  2. 5 m g/ d L
C al ci u m m g/ d L < 7. 5 m g/ d L  1 m g/ d L fr o m U L N a n d 

0. 5 m g/ d L fr o m Pr e T x C A
M a g n esi u m m E q/ L < 1 m E q/ L > 4 m E q/ L
P O 4 ( P h os p h at e) m g/ d L A g e 1 7 -6 5:  1. 8 m g/ d L A g e 1 7 -6 5:  5. 6 m g/ d L

U ri n e
U A C R ( Uri n ar y Al b u mi n t o 
Cr e ati ni n e R ati o)

m g/ g > 1 8 0 0 m g/ g
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St a n d a r d I nt e r n ati o n al U nits

M a r k e d A b n o r m alit y C rit e ri a

Cli ni c al L a b o r at o r y v a ri a bl es U nits L o w Hi g h

H e m at ol o g y
H a e m at o crit r ati o < 0. 2 0 > 0. 5 5
H a e m at o crit r ati o > 0. 6 0
H a e m o gl o bi n g/ L < 6 0 g/ L > 1 8 0 g/ L
H a e m o gl o bi n g/ L > 2 0 0 g/ L

Bl o o d C h e mist r y
P r ot ei n, t ot al g/ L > 1 0 0 g/ L
A L P u k at/ L > 3 X U L N
A L T u k at/ L > 3 X U L N
A S T u k at/ L > 3 X U L N
A L T u k at/ L > 5 X U L N
A S T u k at/ L > 5 X U L N
A L T u k at/ L > 1 0 X U L N
A S T u k at/ L > 1 0 X U L N
A L T u k at/ L > 2 0 X U L N
A S T u k at/ L > 2 0 X U L N
Bilir u bi n , t ot al μ m ol/ L > 1. 5 X U L N if Pr e T x 

U L N
Bilir u bi n , t ot al μ m ol/ L > 2 X U L N if Pr e T x > 

U L N
Gl u c os e, Pl as m a U ns p e cifi e d m m ol/ L < 3 m m ol/ L > 1 9. 4 m m ol/ L
N a ( S o di u m) m m ol/ L < 1 3 0 m m ol/ L > 1 5 0 m m ol/ L
N a ( S o di u m) m m ol/ L < 1 2 0 m m ol/ L
K ( P ot assi u m) m m ol/ L  2. 5 m m ol/ L  6. 0 m m ol/ L
Cr e ati ni n e μ m ol/ L  1. 5 X Pr e T x C R E A T
Cr e ati ni n e μ m ol/ L  2 2 1 µ m ol/ L
C al ci u m m m ol/ L < 1. 8 8 m m ol/ L  0. 2 5 m m ol/ L fr o m 

U L N a n d  0. 1 3 
m m ol/ L f r om Pr e T x 

C A
M a g n esi u m m m ol/ L < 0. 5 m m ol/ L > 2 m m ol/ L
P O 4 ( P h os p h at e) m m ol/ L A g e 1 7 -6 5:  0. 5 8 

m m ol/ L
A g e 1 7 -6 5:  1. 8 1 

m m ol/ L

U ri n e
U A C R ( Uri n ar y Al b u mi n t o 
Cr e ati ni n e R ati o)

g/ m ol > 2 0 3. 6 2 g/ m ol

El e v at e d A T ( A L T a n d/ o r A S T) a n d t ot al Bili r u bi n

T h e f oll owi n g t hr e e cri t eria will b e s u m m aris e d i n e x a mi n ati o n of  el e v at e d A T ( A L T a n d/ or 
A S T) a n d t ot al bilir u bi n :

 ( A S T or A L T > 3 X U L N) a n d ( Bilir u bi n > 1. 5 X U L N wit hi n 1 4 d a ys o n or aft er A T el e v ati o n),
 ( A S T or A L T > 3 X U L N) a n d ( Bilir u bi n > 2 X U L N wit hi n 1 4 d a ys o n or aft er A T el e v ati o n),
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8. 1 0 P u b e rt y st at u s a n d h ei g ht v el o cit y u s e d t o c at e g o ri s e g r o wt h a n d 
m at u r ati o n m a r k e r s as w ell as b o n e bi o m a r k e rs

8. 1 0. 1 T a n n e r st a gi n g

T a bl e 2 1 T a n n e r st a gi n g c rit e ri a

Cl assifi c ati o n of S e x M at u rit y St a g es i n Gi rls

St a g e P u bi c H ai r B r e asts

1 Pr e a d ol es c e nt Pr e a d ol es c e nt

2 S p ars e gr o wt h of l o n g, sli g htl y 
pi g m e nt e d d o w n y h air, str ai g ht or o nl y 
sli g htl y c url e d; a p p e ars c hi efl y al o n g 
t h e l a bi a

Br e ast b u d st a g e; el e v ati o n of br e ast a n d 
p a pill a as a s m all m o u n d; e nl ar g e m e nt of 
ar e ol a di a m et er

3 D ar k er, b e gi n ni n g t o c url, i n cr e as e d 
a m o u nt

F urt h er e nl ar g e m e nt of br e ast a n d ar e ol a 
wit h n o s e p ar ati o n of t h eir c o nt o urs

4 R es e m bl es a d ult t y p e b ut t h e ar e a 
c o v er e d is still c o nsi d er a bl y s m all er 
t h a n i n m ost a d ults; n o s pr e a d t o t h e 
m e di a l s urf a c e of t h e t hi g hs

Pr oj e cti o n of ar e ol a a n d p a pill a f or m a 
s e c o n d ar y m o u n d a b o v e t h e l e v el of t h e 
br e ast

5 A d ult i n q u a ntit y a n d t y p e, s pr e a d t o 
m e di a l s urf a c e of t hi g hs

M at ur e; pr oj e cti o n of p a pill a o nl y d u e t o 
r ec essi o n of t h e ar e ol a t o t h e g e n er al 
c o nt o ur of t h e br e ast

Cl assifi c ati o n of S e x M at u rit y St a g es i n B o ys

St a g e P u bi c H ai r G e nit ali a

1 N o n e Pr e a d ol es c e nt

2 S p ars e gr o wt h of l o n g, sli g htl y 
pi g m e nt e d d o w n y h air, str ai g ht or o nl y 
sli g htl y c url e d; a p p e ars c hi efl y at t h e 
b as e of t h e p e nis

S cr ot u m a n d t est es h a v e e nl ar g e d; c h a n g e 
i n t e xt ur e of t h e s cr ot al s ki n wit h s o m e 
r e d d e ni n g

3 D ar k er, c o ars er, a n d m or e c url e d; 
s pr e a ds s p ars el y o v er t h e j u n cti o n of t h e 
p u b es

Gr o wt h of t h e p e nis, m ai nl y i n l e n gt h b ut 
wit h s o m e i n cr e as e i n br e a dt h; f urt h er 
gr o wt h of t est es a n d s cr ot u m

4 R es e m bl es a d ult t y p e b ut t h e ar e a 
c o v er e d is still c o nsi d er a bl y s m all er 
t h a n i n m ost a d ults; n o s pr e a d t o t h e 
m e di a l s urf a c e of t h e t hi g hs

P e nis f urt h er e nl ar g e d i n l e n gt h a n d 
br e a dt h wit h d e v el o p m e nt of gl a ns. T est es 
a n d s cr ot u m f urt h er e nl ar g e d wit h f urt h er 
d ar k e ni n g of t h e s cr ot al s ki n

5 A d ult i n q u a ntit y a n d t y p e, s pr e a d t o 
m e di a l s urf a c e of t hi g hs

A d ult si z e a n d s h a p e. N o f urt h er 
e nl ar g e m e nt of t est es a n d s cr ot u m
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8. 1 0. 2 H ei g ht v el o cit y

T h e h ei g ht v el o cit y is d efi n e d a s t he c h a n g e fr o m b as eli n e , or t he pr e vi o us m e as ur e m e nt, t o 

W e e k t i n h ei g ht ( c m) st a n d ar dis e d t o 2 6 w e e ks ( 1 8 3 d a y s) or 5 2 w e e ks ( 3 6 5 d a ys) . F or e x a m pl e, 

c h a n g e fr o m W e e k 5 2 t o W e e k 1 0 4 . 

T h e n u m b er of a ct u al d a ys b et w e e n b as eli n e, or t h e pr e vi o us m e as ur e m e nt, a n d W e e k t will b e 

us e d t o d eri v e h ei g ht v el o cit y.

I n c as e of missi n g W e e k t ( W e e k 2 6, 5 2, or 1 0 4) h ei g ht , a n a v er a g e c h a n g e i n h ei g ht ( i n d a y s) 

will b e d eri v e d b as e d o n t he a ct u al d a y of  th e t w o cl o s est n o n- missi n g o bs er v at i ons ( W e e k a

a n d W e e k b, w h er e W e e k a is t he e arli er of  th e t w o visit s) t o t he pl a n n e d visit . F or missi n g 

W e e k 1 0 4, t hi s will b e t he pr e vi o us t wo o b s er v at i o ns c oll e ct e d. T h e a v er a g e c h a n g e i n h ei g ht 

p er d a y will b e m ult i pli e d b y t he n u m b er of  da ys b et w e e n t he d a y of  th e W e e k a a n d W e e k t 

t ar g et d at e, a n d a d d e d t o t h e h ei g ht v al u e of W e e k a t o d eri ve a n i m p ut e d W e e k t v al u e .

8. 1 0. 3 P u b e rt y st at us

P u b ert y st at u s will b e d efi n e d, b y visit, usi n g t he T a n n er st a g e at t hat visit al o n g wi t h hei g ht 

v el o cit y ( as d efi n e d S e ct i on 8. 1 0. 1 ) as f oll ow:

 E arl y/ m i d p u b ert y: T a n n er st a g e 1 or T a n n er st a g e 2 or T a n n er st a g e 3 , or T a n n er st a g e 
4 wi t h hei g ht v el o ci t y ≥ 1. 5 c m / 2 6 w e e ks = ≥ 3 c m/ 5 2 w e e ks ,

 L at e p u b ert y a n d y o u n g a d ult: T a n n er st a g e 4 wi t h h ei g ht v el o city < 1. 5 c m / 2 6 w e e ks = 
< 3 c m/ 5 2 w e e ks, or T a n n er st a g e 5.
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8. 1 1 G e o g r a p hi c al r e gi o ns

T a bl e 2 2 G e o g r a p hi c R e gi o ns

G e o g r a p hi c R e gi o n C o u nt ri es

N ort h A m eri c a C a n a d a

U nit e d St at es

L ati n A m eri c a Ar g e nti n a, C ol o m bi a

Br a zil, M e xi c o

C hil e

E ur o p e U kr ai n e, R ussi a

P ol a n d, It al y

U nit e d Ki n g d o m

Fi nl a n d, R o m a ni a 

Isr a el, T ur k e y

As i a/ P a cifi c A ustr ali a , T ai w a n,

P hili p pi n es , S o ut h K or e a

I n di a, T h ail a n d

M al a ysi a, N e w Z e al a n d 

8. 1 2 R e p o rti n g c o n v e nti o ns

R e p orti n g c o n v e nt i ons will f o ll ow A Z's st yl e g ui d e, w h er e v er a p pli c a bl e.

F or s u m m ar y st atist i cs, t h e me a n a n d m e di a n will b e dis pl a y e d t o o n e d e ci m al pl a c e gr e at er 
t ha n t h e ori gi n al  val u e a n d t h e m e a s ur e of v ari a bilit y  (e. g. S D, st a n d ar d err or [ S E]) will b e 
di s pl a y e d t o t w o d e ci m al pl a c es gr e at er t h a n t h e ori gi n al  v alu e. Mi ni m u m  a n d m a xi m u m will 
b e r e p ort e d t o t h e s a m e d e ci m al pl a c es as t h e ori gi n al v al u e. L e ast -s q u ar e me a n est i m at es will 
b e r o u n d e d t o t w o d e ci m al pl a c es gr e at er t h a n t h e ori gi n al v al u e. O d ds r ati os will b e r o u n d e d 
t o o n e d e ci m al pl a c e. 

All v al u es will b e pr es e nt e d t o a m a xi m u m 4 d e ci m al pl a c es.

P- v al u es ≥ 0. 0 0 1 will b e r e p ort e d t o t hr e e d e ci m al pl a c es; p -v al u es l ess t h a n 0. 0 0 1 will b e 
r e p ort e d as < 0. 0 0 1. F or fr e q u e n c y t a b ul ati ons, p er c e nt a g es will b e pr es e nt e d wit h o n e d e ci m al 
pl a c e. P er c e nt a g es l ess t h a n 0. 1 % will b e pr es e nt e d as ‘ < 0. 1 %’. If t h e fr e q u e n c y a n d 
p er c e nt a g e ar e z er o t h e y will b e pr es e nt e d as ' 0' (i nst e a d of 0 ( 0. 0)). N o n -esti m a bl e S Ds or 
S Es will b e r e pl a c e d wit h a d as h ('- '). C o nfi d e n c e i nt er v als will b e r e p ort e d t o t h e s a m e 
n u m b er of d e ci m al pl a c es as t h e ass o ci at e d esti m at e. T h e n o mi n al al p h a d efi n e d f or t h e st u d y  
is 0. 0 5 (t w o-si d e d). 
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8. 1 3 T r e at m e nt p r e s e nt ati o n f o r t a bl es a n d fi g u r es

T r e at m e nt l a b el E x pl a n ati o n A n al ysis p u r p os e

Fi rst r a n d o mis e d / a ct u al t r e at m e nt ( D a y 1) Di s p o sitio n , D e mo gr a p hi cs, 
S af et y , E x p o s ur e

T ot al  D a p a glifl o zi n All s u bj e cts 1 st r a n d omis e d 
t o / a ct u al tr e at m e nt t o 
d a p a glifl o zi n 5 m g

T ot al  S a x a gli pti n All s u bj e cts 1 st r a n d omis e d 
t o / a ct u al tr e at m e nt 
s a x a gli pti n 2. 5 m g

Pl a c e b o All s u bj e cts 1 st r a n d omis e d 
t o / a ct u al tr e at m e nt pl a c e b o

T r e at m e nt r e gi m e n B y  r e gi m e n o ut p uts:
Di s p o sitio n , Effi c a c y

D a p a glifl o zi n 5 m g/ 1 0 m g L o w/ hi g h d os e r e gi m e n 
d a p a glifl o zi n

D a p a glifl o zi n 5 m g L o w d os e r e gi m e n 
d a p a glifl o zi n

S a x a gli pt i n
2. 5 m g/ 5 m g

L o w/ hi g h d os e r e gi m e n 
s a x a gli pti n

S a x a gli pt i n 2. 5 m g L o w d os e r e gi m e n 
s a x a gli pti n

Pl a c e b o All s u bj e cts 1 st r a n d omis e d 
t o pla c e b o

S e c o n d r a n d o mis ati o n ( W e e k 1 4) U p -titr atio n s u bj e cts a n al ysis 
s et o ut p uts: Dis p osit i on, 
D e m o gr a p hi cs, Effi c a c y

D a p a glifl o zi n 5 m g All s u bj e cts r a n d o mis e d at 
W e e k 1 4 t o r e m ai n o n 
d a p a glifl o zi n 5 m g

D a p a glifl o zi n 1 0 m g All s u bj e cts r a n d o mis e d at 
W e e k 1 4 t o u p -titr at e t o 
d a p a glifl o zi n 1 0 m g

S a x a gli pt i n 2. 5 m g All s u bj e cts r a n d o mis e d at 
W e e k 1 4 t o r e m ai n o n 
s a x a gli pti n 2. 5 m g

S a x a gli pt i n 5 m g All s u bj e cts r a n d o mis e d at 
W e e k 1 4 t o u p -titr at e t o 
s a x a gli pti n 5 m g

T hi r d r a n d o mis ati o n ( W e e k 3 2 o r 4 0) R a n d o mis e d wit h dr a w al
s u bj e cts a n al ysis s et o ut p uts: 
Di s p o sitio n , D e mo gr a p hi cs, 
Effi c a c y, S af et y
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T r e at m e nt l a b el E x pl a n ati o n A n al ysis p u r p os e
D a p a glifl o zi n 1 0 m g 
m o n ot h er a p y

All s u bj e cts r a n d o mis e d at 
W e e k 3 2/ 4 0 t o wit h dr a w 
b a c k gr o u n d m etf or mi n a n d 
ei t her u p -titr at e t o 
d a p a glifl o zi n 1 0 m g (if 
pr e vi o usl y r a n d o mis e d t o 
d a p a glifl o zi n 5 m g) or t o st a y  
o n d a p a glifl o zi n 1 0 m g (if 
pr e vi o usl y u p -titr atio n 
r a n d omis e d t o hi g h -d o s e) or 
s witc h f r o m pl a c e b o t o 
d a p a glifl o zi n 1 0 m g

D a p a glifl o zi n 5 m g or 1 0 m g 
+ M etf or mi n

All 1 st r a n d omis at i on 
d a p a glifl o zi n s u bj e cts 
r a n d omis e d at W e e k 3 2/ 4 0 
t o r e mai n o n b a c k gr o u n d 
m et f or mi n

S a x a gli pt i n 5 m g 
m o n ot h er a p y

All s u bj e cts r a n d o mis e d at 
W e e k 3 2/ 4 0 t o wit h dr a w 
b a c k gr o u n d m etf or mi n a n d 
ei t her u p -titr at e t o 
s a x a gli pti n 5 m g (if 
pr e vi o usl y r a n d o mis e d t o 
s a x a gli pti n 2. 5 m g) or t o st a y  
o n s a x a gli pt i n 5 m g (if 
pr e vi o usl y u p -titr atio n 
r a n d omis e d t o hi g h -d o s e) or 
s wit c h fr o m pl a c e b o t o 
s a x a gli pti n 5 m g

S a x a gli pt i n
2 . 5 mg or 5 m g + M etf or mi n

All 1 st r a n d omis at i on 
s a x a gli pti n s u bj e cts 
r a n d omis e d at W e e k 3 2/ 4 0 
t o r e mai n o n b a c k gr o u n d 
m et f or mi n

Pl a c e b o + M etf or mi n All 1 st r a n d omis at i on 
pl a c e b o s u bj e cts r a n d o mis e d 
at W e e k 3 2/ 4 0 t o r e m ai n o n 
b a c k gr o u n d m etf or mi n

L ast r a n d o mis e d/ a ct u al t r e at m e nt Di s p o sitio n , D e mo gr a p hi cs, 
S af et y

D a p a glifl o zi n 1 0 m g 
m o n ot h er a p y

All s u bj e cts w h os e l ast 
r a n d omis e d/ a ct u al tr e at m e nt 
w as d a p a glifl o zi n a n d t h e 
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T r e at m e nt l a b el E x pl a n ati o n A n al ysis p u r p os e
s u bj e ct w as r a n d o mis e d t o 
wi t hdr a w b a c k gr o u n d 
m et f or mi n

D a p a glifl o zi n 5 m g or 1 0 m g All s u bj e cts w h os e l ast 
r a n d omis e d/ a ct u al tr e at m e nt 
w as d a p a glifl o zi n a n d t h e 
s u bj e ct r e m ai n e d o n 
b a c k gr o u n d m etf or mi n (if 
eli gi bl e f or t hir d 
r a n d omis at i on)

S a x a gli pt i n 5 m g 
m o n ot h er a p y

All s u bj e cts w h os e l ast 
r a n d omis e d/ a ct u al tr e at m e nt 
w as s a x a gli pt i n a n d t h e 
s u bj e ct w as r a n d o mis e d t o 
wi t hdr a w b a c k gr o u n d 
m et f or mi n

S a x a gli pt i n 2. 5 m g or 5 m g All s u bj e cts w h os e l ast 
r a n d omis e d/ a ct u al tr e at m e nt 
w as s a x a gli pt i n a n d t h e 
s u bj e ct r e m ai n e d o n 
b a c k gr o u n d m etf or mi n (if 
eli gi bl e f or t hir d 
r a n d omis at i on)

Pl a c e b o All s u bj e cts w h os e l ast 
r a n d omis e d/ a ct u al tr e at m e nt 
w a s pl a c e b o a n d t h e s u bj e ct 
r e mai n e d o n b a c k gr o u n d 
m et f or mi n (if eli gi bl e f or 
t hir d r a n d o mis ati on)

D os e at o ns et / a ct u al d os e a n d t r e at m e nt t a k e n D os e at o ns et o ut p uts: S af et y 
( e x p os ur e, A Es, l a bs)

D a p a glifl o zi n 5 m g All s u bj e cts o n d a p a glifl o zi n 
5 m g p er tr e at m e nt 
assi g n m e nts i n S e cti o n  4. 1. 6

D a p a glifl o zi n 1 0 m g All s u bj e cts o n d a p a glifl o zi n 
1 0 m g p er tr e at m e nt 
assi g n m e nts i n S e cti o n  4. 1. 6

T ot al  D a p a glifl o zi n All s u bj e cts w h o t o o k 
D a p a glifl o zi n b as e d o n all 
t hr e e r a n d o mis ati o ns

S a x a gli pt i n 2. 5 m g All s u bj e cts o n s a x a gli pt i n 
2. 5 m g p er tr e at m e nt 
assi g n m e nts i n S e cti o n  4. 1. 6
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T r e at m e nt l a b el E x pl a n ati o n A n al ysis p u r p os e
S a x a gli pt i n 5 m g All s u bj e cts o n s a x a gli pt i n 

5 m g p er tr e at m e nt 
assi g n m e nts i n S e cti o n  4. 1. 6

T ot al  S a x a gli pti n All s u bj e cts w h o t o o k 
S a x a gli pt i n b as e d o n all 
t hr e e r a n d o mis ati o ns

Pl a c e b o All s u bj e cts o n pl a c e b o p er 
tr e at me nt a s si g n m e nts i n 
S e cti o n  4. 1. 6

Hi g h est d os e t a k e n i n S T p e ri o d P K o ut p uts
D a p a glifl o zi n 5 m g All s u bj e cts w h o s e hi g h est 

a ct u al d os e i n t h e S T p eri o d 
w as d a p a glifl o zi n 5 m g

D a p a glifl o zi n 1 0 m g All s u bj e cts w h o s e hi g h est 
a ct u al d os e i n t h e S T p eri o d 
w as d a p a glifl o zi n 1 0 m g 

S a x a gli pt i n 2. 5 m g All s u bj e cts w h o s e hi g h est 
a ct u al d os e i n t h e S T p eri o d 
w as s a x a gli pt i n 2. 5 m g

S a x a gli pt i n 5 m g All s u bj e cts w h o s e hi g h est 
a ct u al d os e i n t h e S T p eri o d 
w as s a x a gli pt i n 5 m g

8. 1 4 O v e r vi e w of p ri m a r y a n d s e n siti vit y effi c a c y a n al ys es

T a bl e 2 3 O v e r vi e w of p ri m a r y a n d s e nsiti vit y effi c a c y a n al ys es

S u b gr o u p i n cl u d es r a c e, et h ni city, s e x, a g e gr o u p usi n g t h e r a n d omis ati o n str at a , g e o gr a p hi c al 
r e gio n, b as eli n e a nt i di a b eti c tr e at m e nt, b as eli n e H b A 1 c, b as eli n e B MI.

S h o rt t e r m p e ri o d
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P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

H b A 1 c C h a n g e 
fr om 
b as eli n e t o 
W e e k 2 6

P 1, p ri m a r y

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 1, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 2, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 9, p ri m a r y

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et

P 1, 
s u p p o rti v e

Fi g ur e L S 
m e a ns b y 
visit u p t o 
W e e k 2 6

MI f o ll ow e d 
b y A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 1, 
s u p p o rti v e

Fi g ur e L S 
m e a ns b y 
visit u p t o 
W e e k 2 6

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 2, S A 1

Pri or r e s c u e 
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 9, S A 1

Pri or r e s c u e 
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
A N C O V A

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et

P 1, S A 1

Pri or r e s c u e 
or 

S 1, S A 1

Pri or r e s c u e 
or 

S 2, 
s u b p o p ul ati o
n

S 9, 
s u b p o p ul ati o
n



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 4 7

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

di s c o nti n u at i
o n

MI ( M A R) 
f oll ow e d b y 
A N C O V A

R a n d o mis e d 
S u bj e cts 
D at as et

di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R 

U p -titr atio n 
R a n d o mis e d 
S u bj e cts 
D at as et

P 1, S A 2

Pri or r e s c u e 
or 
di s c o nti n u at i
o n or R P D 
o ns et

MI ( M A R) 
f oll ow e d b y 
A N C O V A

E v al u a bl e 
S u bj e cts 
D at as et

S 1, 
s u b g r o u p 
a n al ysis

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R 

R a n d o mis e d 
S u bj e cts 
D at as et

P 1, S A 3

Ti p pi n g p oi nt 
a n al ysis

S 1, 
s u b p o p ul ati o
n



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 4 8

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

MI f o ll ow e d 
b y A N C O V A 
( s a me a s P 1)

R a n d o mis e d
S u bj e cts 
D at as et

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R 

R a n d o mis e d 
S u bj e cts 
D at as et

P 1, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

P 1, 
s u b g r o u p 
a n al ysis

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 4 9

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

R a n d o mis e d
S u bj e cts 
D at as et

P r o p ortio n
of  s u bj e cts 
wi t h 
b as eli n e 
H b A 1 c ≥ 
7 % w h o 
a c hi e v e a n 
H b A 1 c 
l e v el < 7 % 
at W e e k 2 6

S 6, p ri m a r y

MI f o ll ow e d 
b y L o gi st i c 
r e gr essi o n

I T T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 7, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

I T T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 8, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

I T T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 1 1, 
p ri m a r y

MI f o ll ow e d 
b y l ogist i c 
r e gr essi o n

I T T esti m a n d 
M N A R

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et

S 6, S A 1

R e g ar dl ess of 
b as eli n e 
v al u e

MI f o ll ow e d 
b y L o gi st i c 
r e gr essi o n

I T T esti m a n d

S 7, S A 1

R e g ar dl ess of 
b as eli n e 
v al u e

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

I T T esti m a n d

S 8, S A 1

R e g ar dl ess of 
b as eli n e 
v al u e

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

I T T esti m a n d



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 0

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

R a n d o mis e d
S u bj e cts 
D at as et

R a n d o mis e d
S u bj e cts 
D at as et

R a n d o mis e d
S u bj e cts 
D at as et

S 6, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y L o gi st i c 
r e gr essi o n

I T T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 7, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

I T T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 8, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y w ei g ht e d 
L o gist i c 
r e gr essi o n

IT T esti m a n d

R a n d o mis e d
S u bj e cts 
D at as et

S 1 1, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y l ogist i c 
r e gr essi o n

I T T esti m a n d 
M N A R

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et

F P G C h a n g e 
fr om 
b as eli n e t o 
W e e k 2 6

S 3, p ri m a r y

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 4, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 5, p ri m a r y

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mis e d
S u bj e cts 
D at as et

S 1 0, 
p ri m a r y

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

U p -titr atio n 
R a n d o mis e d



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 1

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

S u bj e cts 
D at as et

S 3, 
s u p p o rti v e

Fi g ur e L S 
m e a ns b y 
visit u p t o 
W e e k 2 6

MI f o ll ow e d 
b y A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 4, 
s u p p o rti v e

Fi g ur e L S 
m e a ns b y 
visit u p t o 
W e e k 2 6

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 5, S A 1

Pri or r e s c u e 
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 1 0, S A 1

Pri or r e s c u e 
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
A N C O V A

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et

S 3, S A 1

Pri or r e s c u e
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 4, S A 1

Pri or r e s c u e 
or 
di s c o nti n u at i
o n

MI ( M A R)
f oll ow e d b y 
w ei g ht e d 
A N C O V A

R a n d o mis e d
S u bj e cts 
D at as et

S 5, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y w ei g ht e d 
A N C O V A

I T T esti m a n d 
M N A R

R a n d o mi s e d
S u bj e cts 
D at as et

S 1 0, 
s u b p o p ul ati o
n

MI f o ll ow e d 
b y A N C O V A

I T T esti m a n d 
M N A R

U p -titr atio n 
R a n d o mis e d
S u bj e cts 
D at as et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 2

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

Gl y c a e mi c 
r es c u e 
m e di c ati o n 
o r 
dis c o nti n ui
n g st u d y 
m e di c ati o n 
d u e t o l a c k 
of effi c a c y

Pr o p orti o n 
of  s u bj e cts

E 1

L o gist i c 
r e gr essi o n

R a n d o mis e d 
S u bj e cts 
D at as et

E 1, 
s u b p o p ul ati o
n

L o gist i c 
r e gr essi o n

R a n d o mis e d 
S u bj e cts 
D at as et

Ti m e t o 
Gl y c a e mi c 
r es c u e 
m e di c at i on 
or 
di s c o nti n ui
n g st u d y  
m e di c at i on 

E 2

C o x 
pr o p orti o n al 
h a z ar ds

R a n d o mis e d 
S u bj e cts 
D at as et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 3

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

d u e t o l a c k 
of  effi c a c y

E 2

K a pl a n -
M ei er

R a n d o mis e d 
S u bj e cts 
D at as et

E 2, 
s u b p o p ul ati o
n

C o x 
pr o p orti o n al 
h a z ar ds

R a n d o mis e d 
S u bj e cts 
D at as et

E 2, 
s u b p o p ul ati o
n

K a pl a n -
M ei er

R a n d o mis e d 
S u bj e cts 
D at as et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 4

P a r a m et e r Ass ess m e nt O v e r all d r u g 
t r e at m e nt 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -
d os e / Hi g h-
d os e
r e gi m e n 
d a p a glifl o zi n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e 
r e gi m e n 
d a p a glifl o z i n 
( o r 
s a x a gli pti n) 
vs pl a c e b o

L o w -d os e vs 
hi g h -d os e 
d a p a glifl o zi n 
( o r 
s a x a gli pti n)

P er c e nt a g e 
of  s u bj e cts 
w h o i nit i at e
r es c u e 
m e di c at i on

E 2, 
s u p p o rti v e

D es cri pt i v e 
st atist i cs

R a n d o mis e d 
S u bj e cts 
D at as et

E 2, 
s u b p o p ul ati o
n

D es cri pt i v e 
st atist i cs

R a n d o mis e d 
S u bj e cts 
D at as et

P = Pri m ar y. S = S e c o n d ar y . S A = S e n sitivit y A n al ysis. E = E x pl or at or y .

S u b p o p ul at i on: s u b gr o u p of s u bj e cts o n b a c k gr o u n d m e di c at i on m et f or mi n +/- i ns uli n.



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 5

S h o rt t e r m + l o n g t e r m p e ri o d

P a r a m et e r Ass ess m e nt O v e r all d r u g t r e at m e nt [ d a p a glifl o zi n o r s a x a gli pti n] vs 
pl a c e b o

Wit h o ut c o nsi d e ri n g t h e 
t hi r d r a n d o mis ati o n ( u p 
t o W e e k 5 2)

E x cl u di n g s u bj e cts 
r a n d o mis e d t o wit h d r a w al

( u p t o W e e k 5 2)

H b A 1 c M e a n c h a n g e 
fr om 
b as eli n e t o 
W e e k 5 2

E 3

MI M A R f o ll ow e d b y 
A N C O V A

R a n d o mis e d S u bj e cts 
D at as et

E 3, s u p p o rti v e

MI M A R f o ll ow e d b y 
w ei g ht e d A N C O V A

R a n d o mis e d S u bj e cts D at as et 
e x cl u di n g s u bj e cts 
r a n d omis e d t o wit hdr a w al

E 3, s u p p o rti v e

Li n e pl ot b y  vi sit

MI M A R f o ll ow e d b y 
A N C O V A

R a n d o mis e d S u bj e cts 
D at as et

Pr o p orti o n of  
s u bj e cts w h o 
h a d b as eli n e 
≥ 7 % w h o 
a c hi e v e a n 
H b A 1 c l e v el 
< 7 % at 
W e e k 5 2

E 4

MI M A R f oll ow e d b y 
l ogist i c r e gr essi on

R a n d o mis e d S u bj e cts 
D at as et

E 4, s u p p o rti v e

MI M A R f o ll ow e d b y 
l ogist i c r e gr essi on

R a n d o mis e d S u bj e cts D at as et 
e x cl u di n g s u bj e cts 
r a n d omis e d t o wit hdr a w al

F P G M e a n c h a n g e 
fr om 

E 3 E 3, s u p p o rti v e



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 6

P a r a m et e r Ass ess m e nt O v e r all d r u g t r e at m e nt [ d a p a glifl o zi n o r s a x a gli pti n] vs 
pl a c e b o

Wit h o ut c o nsi d e ri n g t h e 
t hi r d r a n d o mis ati o n ( u p 
t o W e e k 5 2)

E x cl u di n g s u bj e cts 
r a n d o mis e d t o wit h d r a w al

( u p t o W e e k 5 2)

b as eli n e at 
W e e k 5 2

MI M A R f o ll ow e d b y 
A N C O V A b y visit

R a n d o mis e d S u bj e cts 
D at as et

MI M A R f o ll ow e d b y 
w ei g ht e d A N C O V A

R a n d o mis e d S u bj e cts D at as et 
e x cl u di n g s u bj e cts 
r a n d omis e d t o wit hdr a w al

E 3, s u p p o rti v e

Li n e pl ot b y  vi sit

MI M A R f o ll ow e d b y 
A N C O V A

R a n d o mis e d S u bj e cts 
D at as et

Gl y c a e mi c
r es c u e 
m e di c ati o n 
o r 
dis c o nti n ui n g 
st u d y 
m e di c ati o n 
d u e t o l a c k of 
effi c a c y

Pr o p orti o n of  
s u bj e cts at 
W e e k 5 2

E 1

L o gist i c r e gr essi on

R a n d o mis e d S u bj e cts 
D at as et

Ti m e t o 
Gl y c a e mi c
r es c u e 
m e di c at i on 
or 

E 2

C o x pr o p orti o n al h a z ar ds



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 7

P a r a m et e r Ass ess m e nt O v e r all d r u g t r e at m e nt [ d a p a glifl o zi n o r s a x a gli pti n] vs 
pl a c e b o

Wit h o ut c o nsi d e ri n g t h e 
t hi r d r a n d o mis ati o n ( u p 
t o W e e k 5 2)

E x cl u di n g s u bj e cts 
r a n d o mis e d t o wit h d r a w al

( u p t o W e e k 5 2)

di s c o nti n ui n g 
st u d y 
m e di c at i on 
d u e t o l a c k 
of  effi c a c y

R a n d o mis e d S u bj e cts 
D at as et

E 2

K a pl a n -M ei er

R a n d o mis e d S u bj e cts 
D at as et

P er c e nt a g e 
of  s u bj e cts 
w h o i nit i at e 
r es c u e 
m e di c at i on at 
W e e k 5 2

E 2, s u p p o rti v e

D es cri pt i v e st atisti cs

R a n d o mis e d S u bj e cts 
D at as et

E 2, s u b p o p ul ati o n

D es cri pt i v e st atisti cs

R a n d o mis e d S u bj e cts 
D at as et

E = E x pl or at or y .

S u b p o p ul at i on: s u b gr o u p of s u bj e cts o n b a c k gr o u n d m e di c at i on m et f or mi n +/- i ns uli n.



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 8

R a n d o mis e d w it h d r a w al p e ri o d

P a r a m et e r Ass ess m e nt F o r s u bj e cts i niti all y 
r a n d o mis e d t h e 
d a p a glifl o zi n ( o r 
s a x a gli pti n) g r o u p:

D a p a glifl o zi n ( o r 
s a x a gli pti n) vs 
D a p a glifl o zi n ( o r 
s a x a gli pti n) + M etf o r mi n

F o r s u bj e cts i niti all y 
r a n d o mis e d t o t h e pl a c e b o 
g r o u p: 

Hi g h -d os e d a p a glifl o zi n 
( o r s a x a gli pti n) vs Pl a c e b o 
+ M etf o r mi n

H b A 1 c M e a n c h a n g e 
fr om 
wi t hdr a w al  
b as eli n e t o 
W e e k 5 2

E 5

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E 5

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

P er c e nt a g e 
of  s u bj e cts 
w h o a c hi e v e 
a n H b A 1 c 
l e v el < 7 % at 
W e e k 5 2

E 5, s u p p o rti v e

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E 5, s u p p o rti v e

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

F P G M e a n c h a n g e 
fr om 
wi t hdr a w al  
b as eli n e t o 
W e e k 5 2

E 5

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E 5

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 5 9

P a r a m et e r Ass ess m e nt F o r s u bj e cts i niti all y 
r a n d o mis e d t h e 
d a p a glifl o zi n ( o r 
s a x a gli pti n) g r o u p:

D a p a glifl o zi n ( o r 
s a x a gli pti n) vs 
D a p a glifl o zi n ( o r 
s a x a gli pti n) + M etf o r mi n

F o r s u bj e cts i niti all y 
r a n d o mis e d t o t h e pl a c e b o 
g r o u p: 

Hi g h -d os e d a p a glifl o zi n 
( o r s a x a gli pti n) vs Pl a c e b o 
+ M etf o r mi n

Gl y c a e mi c
r es c u e 
m e di c ati o n 
o r 
dis c o nti n ui n g 
st u d y 
m e di c ati o n 
d u e t o l a c k of 
effi c a c y

Ti m e t o 
Gl y c a e mi c
r es c u e 
m e di c at i on 
or 
di s c o nti n ui n g 
st u d y 
m e di c at i on 
d u e t o l a c k 
of  effi c a c y

E 5, s u p p o rti v e

K a pl a n -M ei er

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E 5, s u p p o rti v e

K a pl a n -M ei er

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

P er c e nt a g e 
of  s u bj e cts 
w h o i nit i at e 
r es c u e 
m e di c at i on at 
W e e k 5 2

E 5, s u p p o rti v e

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E 5, s u p p o rti v e

D es cri pt i v e st atisti cs

N o i m p ut ati o n

R a n d o mis e d Wit h dr a w al  
S u bj e cts D at as et

E = E x pl or at or y .



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 0

8. 1 5 O v e r vi e w of p ri m a r y a n d s e n siti vit y s af et y a n al ys es

T a bl e 2 4 O v e r vi e w of p ri m a r y a n d s e nsiti vit y s af et y a n al ys es



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 1

S u b gr o u p i n cl u d es r a c e, et h ni city, s e x, a g e gr o u p usi n g t h e r a n d omis ati o n str at a , r e gi o n, b as eli n e a nti di a b eti c tr e at m e nt, b as eli n e 
H b A 1 c, b as eli n e B MI.

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

A Es O v er all A Es D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs + i n ci d e n c e 

r at es

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

S e nsiti vit y

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

S e nsiti vit y

D es cri pti v e st atisti cs + i n ci d e n c e 

r at es

Pri o r t o r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

U p t o W e e k 3 2

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

R e g ar dl ess of r es c u e



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 2

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

Tr e at e d S u bj e cts D at a 

S et

E x cl u di n g s u bj e cts 

r a n d o mis e d t o 

wit h d r a w al

W ei g ht e d a n al ysis

Tr e at e d S u bj e cts D at a 

S et

S u b g r o u p

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

S u b g r o u p -

S e nsiti vit y

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 3

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

S u b p o p ul ati o n

D es cri pti v e st atisti cs + 

i n ci d e n c e r at es

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

B y t r e at m e nt at o ns et 

of A E

I n ci d e n c e r at es

R e g ar dl ess of r es c u e

B as e d o n tr e at m e nt 

r e c ei v e d at o ns et of A E

Tr e at e d S u bj e cts D at a 

S et

A n y  A E b y 

S O C + P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 4

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs 

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

U p t o W e e k 3 2

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

E x cl u di n g s u bj e cts 

r a n d o mis e d t o 

wit h d r a w al

D es cri pti v e st atisti cs 

w ei g ht e d a n al ysis

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

S u b g r o u p [ O nl y f o r s u b g r o u ps: a g e 

g r o u p, s e x , r a c e, b as eli n e a nti di a b eti c 

t r e at m e nt]

S u b g r o u p [ O nl y f o r 

s u b g r o u ps: a g e g r o u p, s e x , r a c e, 

b as eli n e a nti di a b eti c t r e at m e nt]

S u b g r o u p [ O nl y f o r s u b g r o u ps: ag e g r o u p, s e x , 

r a c e, b as eli n e a nti di a b eti c t r e at m e nt]

D es cri pti v e st atisti cs



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 5

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

S u b p o p ul ati o n

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

S u b p o p ul ati o n

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

S u b p o p ul ati o n

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

B y t r e at m e nt at o ns et 

of A E

I n ci d e n c e r at es

R e g ar dl ess of r es c u e

B as e d o n tr e at m e nt 

r e c ei v e d at o ns et of A E

Tr e at e d S u bj e cts D at a 

S et

A n y  A E b y 

S O C, P T a n d 

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 6

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

m a xi m u m 

i nt e nsit y

Tr e at e d S u bj e cts D at a S et Tr e at e d S u bj e cts D at a 

S et

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

A n y  A E r el at e d 

t o st u d y dr u g b y 

S O C a n d P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

A n y  A E b y 

S O C a n d P T f or 

c o m m o n P Ts 

> 5 %

D es cri pti v e st atisti cs + 

n u m b er of e v e nts

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs + 

n u m b er of e v e nts

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs + n u m b er of 

e v e nts

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

S u b p o p ul ati o n

D es cri pti v e st atisti cs + 

n u m b er of e v e nts

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 7

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

A n y  n o n-s er i o us 

A E b y  S O C a n d 

P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

L e a di n g t o 

dis c o nti n u ati o n 

of st u d y 

m e di c ati o n

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

A E O SI b y P T D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 8

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

S A Es A n y  S A E b y 

S O C a n d P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

U p t o W e e k 3 2

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

B y t r e at m e nt at o ns et 

of A E

D es cri pti v e st atisti cs



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 6 9

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

R e g ar dl ess of r es c u e

B as e d o n tr e at m e nt 

r e c ei v e d at o ns et of A E

Tr e at e d S u bj e cts D at a 

S et

A n y  S A E 

r el at e d t o st u d y 

dr u g b y S O C 

a n d P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

A n y  S A E

l e a di n g t o 

dis c o nti n u ati o n 

of st u d y 

m e di c ati o n b y 

S O C a n d P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1, 2 a n d 3

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et

A m p ut ati o n A n y  

a m p ut ati o n s

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 0

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

Tr e at e d S u bj e cts D at a 

S et

A dj u di c at e d D K A A n y  a dj u di c at e d 

D K A e v e nts b y 

a dj u di c ati o n 

c at e g or y

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

A n y  a dj u di c at e d 

D K A e v e nts, 

si g ns, s ym pt o ms 

a n d ris k f a ct ors 

b y a dj u di c ati o n 

c at e g or y

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

A n y  a dj u di c at e d 

D K A e v e nts 

l e a di n g t o 

dis c o nti n u ati o n 

b y a dj u di c ati o n 

c at e g or y 

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 1

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

A n y  s eri o us 

a dj u di c at e d 

D K A e v e nts b y 

a dj u di c ati o n 

c at e g or y a n d P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

H y p o gl y c a e mi a A n y  

h y p o gl y c a e mi c

e v e nts

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

F or tr e at m e nt r e gi m e n s 1, 2, a n d 3

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

U p t o W e e k 3 2

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 2

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

U p t o W e e k 3 2, 

S e nsiti vit y

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

L a bs L a b t ests o v er 

ti m e

O bs er v e d a n d c h a n g e 

fr o m b as eli n e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

O bs er v e d a n d c h a n g e fr o m b as eli n e

R e g ar dl ess of r es c u e

R a n d o mis e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

U p t o W e e k 3 2

D es cri pti v e st atisti cs

O bs er v e d a n d c h a n g e 

fr o m b as eli n e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

S hift t a bl e

B as e d o n L O C F v al u es

S hift t a bl e

B as e d o n L O C F v al u es



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 3

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

Tr e at e d S u bj e cts D at a S et Tr e at e d S u bj e cts D at a 

S et

e G F R o v er ti m e 

b y a g e gr o u p

O bs er v e d a n d c h a n g e 

fr o m b as eli n e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

O bs er v e d a n d c h a n g e fr o m b as eli n e

R e g ar dl ess of r es c u e

R a n d o mis e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

El e v at e d li v er 

f u n cti o n t ests

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

H e p ati c A E s b y  

P T

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e ns 1 a n d 2

M A l a bs D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

I n ci d e n c e r at e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e n 1, 2 a n d 3

S e nsiti vit y S e nsiti vit y S e nsiti vit y



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 4

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

D es cri pti v e st atisti cs

I n ci d e n c e r at e

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

Pri o r t o r es c u e

Tr e at e d S u bj e cts D at a S et

F or tr e at m e nt r e gi m e n 1, 2 a n d 3

U p t o W e e k 3 2

D es cri pti v e st atisti cs

Tr e at e d S u bj e cts D at a 

S et

E x cl u di n g s u bj e cts 

r a n d o mis e d t o 

wit h d r a w al

W ei g ht e d a n al ysis

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

B y t r e at m e nt at o ns et 

of M A

I n ci d e n c e r at es

R e g ar dl ess of r es c u e



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 5

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

B as e d o n tr e at m e nt 

r e c ei v e d at o ns et of 

M A

Tr e at e d S u bj e cts D at a 

S et

F asti n g li pi d 

p a n el

O bs er v e d a n d c h a n g e 

fr o m b as eli n e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

Vit al si g ns Vit al si g ns o v er 

ti m e

O bs er v e d a n d c h a n g e 

fr o m b as eli n e

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

O bs er v e d a n d c h a n g e fr o m b as eli n e

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

E C G E C Gs 

i nt er pr et ati o n 

o v er ti m e

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

B as e d o n L O C F v al u es



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 6

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

Tr e at e d S u bj e cts D at a 

S et

E x cl u di n g s u bj e cts 

r a n d o mis e d t o 

wit h d r a w al

D es cri pti v e st atisti cs

W ei g ht e d a n al ysis

R e g ar dl ess of r es c u e

B as e d o n L O C F v al u es

Tr e at e d S u bj e cts D at a 

S et

B o d y w ei g ht, 

h ei g ht a n d B MI

B o d y w ei g ht, 

h ei g ht a n d B MI 

(i n cl u di n g 

n or m alis e d

v al u es) o v er 

ti m e

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 7

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

M e as u r es of 

g r o wt h a n d 

m at u rit y

T a n n er st a g es D es cri pti v e st atisti cs

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

B as e d o n L O C F v al u es 

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

D es cri pti v e 

st atisti cs

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

B as e d o n L O C F

v al u es R e g ar dl ess 

of r es c u e

Tr e at e d S u bj e cts 

D at a S et

S hift t a bl e fr o m b as eli n e t o 

W e e k 2 6

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a S et

S hift t a bl e fr o m 

b as eli n e t o W e e k 5 2

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

S hift t a bl e fr o m wit h dr a w al 

b as eli n e t o W e e k 5 2

B as e d o n L O C F v al u es R e g ar dl ess 

of r es c u e

Tr e at e d S u bj e cts D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

S hift t a bl e fr o m 

b as eli n e t o W e e k 

1 0 4

B as e d o n L O C F

v al u es R e g ar dl ess 

of r es c u e

Tr e at e d S u bj e cts 

D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 8

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

C at e g ori c al c h a n g e 

fr o m W e e k 2 6 t o W e e k 

5 2 b y  b as eli n e st at us

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

C at e g ori c al c h a n g e fr o m 

wit h dr a w al b as eli n e t o W e e k 5 2 b y 

b as eli n e st at us

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

C at e g ori c al c h a n g e 

fr o m W e e k 5 2 t o 

W e e k 1 0 4 b y 

b as eli n e st at us

B as e d o n L O C F

v al u es 

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et

E x cl u di n g s u bj e cts 

r a n d o mis e d t o 

wit h d r a w al

D es cri pti v e st atisti cs

W ei g ht e d a n al ysis

B as e d o n L O C F v al u es

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et 



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 7 9

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

Gr o wt h a n d 

m at urit y 

m ar k ers

D es cri pti v e st atisti cs

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

B as e d o n L O C F v al u es

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

B as e d o n L O C F

v al u es

Tr e at e d S u bj e cts 

D at a S et

C at e g ori c al c h a n g e fr o m 

wit h dr a w al b as eli n e b y a g e a n d 

p u b ert y st at us

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

C at e g ori c al c h a n g e 

fr o m b as eli n e b y 

a g e a n d p u b ert y 

st at u s

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 8 0

P a r a m et e r Ass ess m e nt S h o rt t e r m p e ri o d S h o rt t e r m + L o n g 

t e r m p e ri o d

Wit h d r a w al p e ri o d:
1) F o r s u bj e ct s i niti all y r a n d o mi s e d

t h e d a p a glifl o zi n ( o r s a x a gli pti n) 
g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Hi g h-d o s e 
d a p a glifl o zi n ( o r s a x a gli pti n) + 
M etf o r mi n

2) F o r s u bj e ct s i niti all y r a n d o mi s e d t o 
t h e pl a c e b o g r o u p:
Hi g h -d o s e d a p a glifl o zi n ( o r 
s a x a gli pti n) v s Pl a c e b o + M etf o r mi n

3) B a s e d o n t hi r d r a n d o mi s ati o n
( r e g a r dl e s s of p ri o r t r e at m e nt s)

P ost -st u d y visit 

W e e k 1 0 4

B o n e 

bi o m ar k ers

D es cri pti v e st atisti cs

B as e d o n L O C F v al u es 

R e g ar dl ess of r es c u e

Tr e at e d S u bj e cts D at a 

S et

D es cri pti v e st atisti cs

R e g ar dl ess of r es c u e

B as e d o n L O C F v al u es

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

D es cri pti v e 

st atisti cs

R e g ar dl ess of 

r es c u e

B as e d o n L O C F

v al u es

Tr e at e d S u bj e cts 

D at a S et

C at e g ori c al c h a n g e fr o m 

wit h dr a w al b as eli n e b y a g e a n d 

p u b ert y st at us

R e g ar dl ess of r es c u e

R a n d o mis e d Wit h dr a w al S u bj e cts 

D at a S et

Tr e at m e nt r e gi m e ns 1 a n d 2

S h o rt t e r m + L o n g 

t e r m + W e e k 1 0 4: 

C at e g ori c al c h a n g e 

fr o m b as eli n e b y 

a g e a n d p u b ert y 

st at u s

R e g ar dl ess of 

r es c u e

Tr e at e d S u bj e cts 

D at a S et



St atisti c al A n al ysis Pl a n 
St u d y C o d e C V 1 8 1 3 7 5/ D 1 6 8 0 C 0 0 0 1 9
E diti o n N u m b er 5. 0
D at e 0 7 D E C 2 0 2 2

1 8 1

S u b p o p ul at i on: s u b gr o u p of s u bj e cts o n b a c k gr o u n d m e di c at i on m et f or mi n +/- i ns uli n.


