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1.  V E R SI O N HI S T O R Y 

T a bl e 1.  S u m m a r y of C h a n g es   

V e rsi o n/ 
D at e 

Ass o ci at e d P r ot o c ol / 
A m e n d m e nt 

R ati o n al e  S p e cifi c C h a n g es 

1 
1 0-J ul- 2 0 2 0 

Ori gi n al  
1 6-J a n- 2 0 2 0 

N/ A  N/ A 

 

2.  I N T R O D U C TI O N 

T h e p ur p os e of t his st u d y is t o e v al u at e t h e s af et y, t ol er a bilit y, a n d p h ar m a c o ki n eti cs ( P K) of 
m ulti pl e or al d os es of P F- 0 7 0 8 1 5 3 2 i n p arti ci p a nts wit h i n a d e q u at el y c o ntr oll e d T 2 D M o n 
m etf or mi n a n d o pti o n all y i n n o n- di a b eti c o b es e p arti ci p a nts.   

 

T his st atisti c al a n al ysis pl a n ( S A P) pr o vi d es t h e  d et ail e d m et h o d ol o g y f or s u m m ar y a n d 
st atisti c al a n al ys es of t h e d at a c oll e ct e d i n St u d y C 3 9 9 1 0 0 2  T his d o c u m e nt  m a y m o dif y t h e 
pl a ns o utli n e d i n t h e pr ot o c ol; h o w e v er, a n y m aj or m o difi c ati o ns of t h e pri m ar y e n d p oi nt 
d efi niti o n or its a n al ysis will als o b e r efl e ct e d i n a pr ot o c ol a m e n d m e nt. 

2. 1.  St u d y O bj e cti v es, E n d p oi nts, a n d Esti m a n ds 

Pri m ar y O bj e cti v e:  Pri m ar y E n d p oi nts:  

•  T o e v al u at e t h e s af et y a n d t ol er a bilit y of 
es c al ati n g, m ulti pl e d os es of 
P F- 0 7 0 8 1 5 3 2, or all y a d mi nist er e d t o 
a d ult p arti ci p a nts wit h T 2 D M 
i n a d e q u at el y c o ntr oll e d b y m etf or mi n 
a n d, if c o n d u ct e d, t o n o n- di a b eti c o b es e 
p arti ci p a nts. 

•  Ass ess m e nt of A Es, s af et y l a b or at or y 
t ests, vit al si g ns a n d 1 2-l e a d E C Gs. 

S e c o n d ar y O bj e cti v es:  S e c o n d ar y E n d p oi nts:  

•  T o c h ar a ct eriz e pl as m a P K of 
P F- 0 7 0 8 1 5 3 2 f oll o wi n g m ulti pl e d os es 
a d mi nist er e d or all y t o a d ult p arti ci p a nts 
wit h T 2 D M i n a d e q u at el y c o ntr oll e d o n 
m etf or mi n a n d, if c o n d u ct e d, t o 
n o n- di a b eti c o b es e p arti ci p a nts. 

•  P F- 0 7 0 8 1 5 3 2 pl as m a P K p ar a m et ers 
A U C 2 4 , Cm a x , Tm a x , t½  o n D a y 1 a n d 
f oll o wi n g m ulti pl e, or al d os e 
a d mi nistr ati o n, as d at a p er mit. 

•  T o c h ar a ct eriz e t h e uri n e P K of 
P F- 0 7 0 8 1 5 3 2 f oll o wi n g m ulti pl e d os es 
a d mi nist er e d or all y t o a d ult p arti ci p a nts 
wit h T 2 D M i n a d e q u at el y c o ntr oll e d o n 
m etf or mi n. 

•  Uri n e P K p ar a m et ers f or 
P F- 0 7 0 8 1 5 3 2, as d at a p er mit: A e 2 4 , 
A e 2 4 %, a n d C Lr f oll o wi n g m ulti pl e, 
or al d os e a d mi nistr ati o n, as d at a 
p er mit.  
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This is a randomized, double-blind (investigator- and participant-blind), sponsor-open, 
placebo-controlled, multiple oral dose-escalating study of PF-07081532.  

There may be 2 participant populations enrolled in this study: participants enrolling with 
T2DM and non-diabetic obese participants.  The study will be conducted in up to 3 parts, 
portions of which may be conducted concurrently.  

Part A: adult participants with T2DM inadequately controlled on metformin who will receive 
PF-07081532 or placebo daily for 28 days.  Up to 5 such cohorts will be enrolled, with 
approximately 10 participants (8 PF-07081532: 2 placebo) per cohort.  For individual 
participants in Part A, the duration of the study from the Screening visit to the on-site 
follow-up visit will be approximately 10 weeks of which approximately 33 days will be 
inpatient at the CRU. 
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P art B ( o pti o n al) : o b es e ( n o n di a b eti c) a d ult p arti ci p a nts w h o will r e c ei v e P F- 0 7 0 8 1 5 3 2 or 
pl a c e b o d ail y f or 4 2 d a ys.  T his is a n o pti o n al  st u d y p art f or w hi c h u p t o 2 c o h orts m a y b e 
e nr oll e d wit h a p pr o xi m at el y 1 5 o b es e p arti ci p a n ts ( 1 2 P F- 0 7 0 8 1 5 3 2: 3 pl a c e b o) p er c o h ort.  

 
 

  F or i n di vid u al p arti ci p a nts i n P art B, t h e d ur ati o n of t h e st u d y fr o m t h e 
S cr e e ni n g visit t o t h e o n-sit e  f oll o w- u p visit will b e a p pro xi m at el y 1 2 w e e ks of w hi c h 
a p pr o xi m at el y 4 8 d a ys will b e i n p ati e nt at t h e C R U. 

P art C ( o pti o n al) : a d ult p arti ci p a nts wit h T 2 D M i n a d e q u atel y c o ntr oll e d o n m etf or mi n w h o 
will r e c ei v e P F- 0 7 0 8 1 5 3 2 or pl a c e b o d ail y f or 4 2 d a ys.  U p t o 2 c o h orts of 1 0 p arti ci p a nts 
( 8 P F- 0 7 0 8 1 5 3 2: 2 pl a c e b o p er c o h ort) m a y b e e nr oll e d if j u d g e d n e c es s ar y t o m e et t h e 
st u d y o bj e cti v es.  F or i n di vi d u al p arti ci p a nts i n P art C, t h e d ur ati o n of t h e st u d y fr o m t h e 
S cr e e ni n g visit t o t h e o n-sit e  f oll o w- u p visit will b e a p pro xi m at el y 1 2 w e e ks of w hi c h 
a p pr o xi m at el y 4 7 d a ys will b e i n p ati e nt at t h e C R U. 

I n all st u d y p arts, p arti ci p a nts will i niti all y r et ur n t o t h e cli ni c al r es e ar c h u nit ( C R U) 7 t o 
1 4 d a ys aft er t h e l ast a d mi nistr ati o n of I P f or a n  o n-sit e f oll o w- u p visit.  A f urt h er f oll o w- u p 
c o nt a ct wit h p arti ci p a nts will b e c o n d u ct e d at  l e ast 2 8 d a ys a n d u p t o 3 5 d a ys aft er t h e l ast 
a d mi nistr ati o n of I P; t his c o nt a ct m a y b e d o n e vi a a p h o n e c all. 

T h e st u d y will b e c o n d u ct e d i n t h e U S.  W h er e m or e t h a n 1 sit e p arti ci p at es i n a gi v e n 
c o h ort, a n att e m pt will b e m a d e t o h a v e at l e ast 1 p arti ci p a nt r a n d o miz e d t o pl a c e b o p er 
p arti ci p ati n g sit e, w hi c h will b e f a cilit at e d t h r o u g h bl o c k r a n d o miz ati o n.  P arti ci p a nts w h o 
dis c o nti n u e pri or t o c o m pl eti o n of t h e st u d y m a y b e r e pl a c e d, at t h e dis cr eti o n of t h e 
pri n ci p al i n v esti g at or ( PI) a n d s p o ns or. 
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Fi g u r e 1.  S a m pl e St u d y D esi g n 

 

T his s c h e m a is f o r ill ustr ati v e p ur p o s es o nl y . D os e l e v els r e pr es e nt P F- 0 7 0 8 1 5 3 2 or m at c hi n g pl a c e b o.  D os e 
l e v els pr o vi d e d h er e m a y b e a dj ust e d b as e d o n e m er gi n g d at a. D os es f or P arts B a n d C, if c o n d u ct e d, will b e 
d et er mi n e d b a s e d o n e m er gi n g d at a. 

S o m e c o h orts m a y h a v e titr ati o n s c h e d ul es of l ess t h a n, o r m o r e  

. 

 

3.  E N D P OI N T S A N D B A S E LI N E V A RI A B L E S:  D E FI NI TI O N S A N D 
C O N V E N T I O N S 

3. 1.  P ri m a r y E n d p oi nt(s) 

T h e s af et y e n d p oi nts w hi c h will b e m e as ur e d d uri n g t h e st u d y c o nstit ut e t h e pri m ar y 
e n d p oi nts.  W h er e a p pli c a bl e, d et ails of t h e e n d p oi nts t o b e d eri v e d a n d d efi niti o n of b as eli n e 
ar e als o pr o vi d e d. 

T h e f oll o wi n g d at a ar e c o nsi d er e d i n st a n d ar d s af et y s u m m ari es (s e e pr ot o c ol f or c oll e cti o n 
d a ys a n d list of p ar a m et er s) f or P arts A, B a n d C: 

•  A d v ers e e v e nts; 

•  L a b or at or y d at a; 
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• Vital signs data; 

• ECG results. 

•

•

•

•
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T a bl e 2.  P F- 0 7 0 8 1 5 3 2 P K P a r a m et e rs 

P a r a m et e r A n al ysis S c al e P F- 0 7 0 8 1 5 3 2 

A U C 2 4  l n D
  

C m a x  l n D
  

T m a x  R  D
t1/ 2

*  R  D
  
  
  
  

  
  
  

A e 2 4  l n D
A e 2 4 % l n D
C L r l n D

K e y: D = dis pl a y e d wit h d es cri pti v e st atisti cs, l n = n at ur al-l o g tr a nsf or m e d, R =r a w ( u ntr a nsf or m e d), * =if d at a 
p er mits. 
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  D  D 

 
 

 

 

  
 

  

 
 

 

 

3. 4.  B as eli n e V a ri a bl es  

B as eli n e f or all p ar a m et ers dis c uss e d i n s e cti o n 5 a n d 6 will b e d efi n e d as t h e v al u es  a ss ess e d 
o n D a y - 1 or D a y 1 0 H (i e pr e- d os e). 

W h e n t hr e e ass ess e m e nts ar e p erf o r m e d at b as eli n e, t h e b as eli n e will b e t h e a v er a g e of t h e 
t hr e e v al u es  

3. 5.  S af et y E n d p oi nts 

S e e s e cti o n 3. 1.  

4.  A N A L Y SI S S E T S ( P O P U L A TI O N S F O R A N A L Y SI S) 

D at a f or all p arti ci p a nts will  b e ass ess e d t o d et er mi n e if p arti ci p a nts m e et t h e crit eri a f or 
i n cl usi o n i n e a c h a n al ysis p o p ul ati o n pri or t o u n bli n di n g a n d rel e asi n g t h e d at a b as e a n d 
cl assifi c ati o ns will b e d o c u m e n t e d p er st a n d ar d o p er ati n g pr o c ed ur es. 

All a n al ys es will b e p erf or m e d o n a n “ as-tr e at e d ” b asis a n d wil l n ot i n cl u d e d at a fr o m 
p arti ci p a nts w h o ar e r a n d o mi z e d b ut n ot tr e at e d. If a p arti ci p a nt t a k es a tr e at m e nt t h at is n ot 
c o nsist e nt wit h t h e tr e at m e nt t h e y ar e r a n d o mi z e d t o, f or e x a m pl e t a k es a tr e at m e nt o ut of 
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s e q u e n c e or t a k es t h e s a m e tr e at m e nt t wi c e, t h e n t h e y will b e r e p ort e d u n d er t h e tr e at m e nt 
t h at t h e y a ct u all y r e c ei v e f or all s af et y, P K   a n al ys es, w h er e a p pli c a bl e. 

P arti ci p a nts w h o e x p eri e n c e e v e nts  t h at m a y aff e ct t h eir P K pr ofil e ( e g v o miti n g) m a y b e 
e x cl u d e d fr o m t h e P K a n al ysis. A t t h e dis cr etio n of t h e p h ar m a c o ki n eti cist a c o n c e ntr ati o n 
v al u e m a y als o b e e x cl u d e d if t h e  d e vi ati o n i n s a m pli n g ti m e is of s uffi ci e nt c o n c er n or if t h e 
c o n c e ntr ati o n is a n o m al o u s f or a n y ot h er r e as o n.  

A f ull list of pr ot o c ol d e vi ati o ns  ( e g m e di c ati o n err ors) will b e c o m pil e d a n d r e vi e w e d t o 
i d e ntif y m aj or a n d mi n or d e vi atio ns pri or t o d at a b as e cl os ur e. 

P o p ul ati o n D es c ri pti o n 

E nr oll e d  All p arti ci p a nt s w h o si g n t h e I C D. 

R a n d o ml y assi g n e d t o 
i n v esti g ati o n al pr o d u ct 

All p arti ci p a nts r a n d o ml y a ssi g n e d t o i n v esti g ati o n al 
pr o d u ct r e g ar dl ess of w h et h er or n ot t h e i n v esti g ati o n al 
pr o d u ct w as a d mi nist er e d. 

E v al u a bl e All p arti ci p a nts r a n d o ml y  assi g n e d t o i n v esti g ati o n al 
pr o d u ct a n d w h o t a k e at l e ast 1 d os e of i n v esti g ati o n al 
pr o d u ct.  P arti ci p a nts will b e  a n al yz e d a c c or di n g t o t h e 
pr o d u ct t h e y a ct u all y r e c ei v e d. 

S af et y All p arti ci p a nts r a n d o ml y a ssi g n e d t o i n v esti g ati o n al 
pr o d u ct a n d w h o t a k e at l e ast 1 d os e of i n v esti g ati o n al 
pr o d u ct. P arti ci p a nts will b e a n al yz e d a c c or di n g t o t h e 
pr o d u ct t h e y a ct u all y r e c ei v e d. 

P F- 0 7 0 8 1 5 3 2 P K 
C o n c e ntr ati o n S et 

T h e P F- 0 7 0 8 1 5 3 2 P K c o n c e ntr ati o n p o p ul ati o n is d efi n e d as 
all r a n d o miz e d p arti ci p a nts w h o r e c ei v e d at l e ast 1 d os e of 
P F- 0 7 0 8 1 5 3 2 a n d i n w h o m at l e ast 1 pl as m a c o n c e ntr ati o n 
v al u e is r e p ort e d. 

P F- 0 7 0 8 1 5 3 2 P K P ar a m et er 
S et 

T h e P F- 0 7 0 8 1 5 3 2 P K p ar a m et er p o p ul ati o n is d efi n e d as all 
r a n d o miz e d p arti ci p a nts w h o r e c e i v e d at l e ast 1 d os e of P F-
0 7 0 8 1 5 3 2 a n d i n w h o m at l e ast 1 p ar a m et er v al u e is 
r e p ort e d. 
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P o p ul ati o n D es c ri pti o n 

 
 

 
 

 

 

5.  G E N E R A L M E T H O D O L O G Y A N D C O N V E N TI O N S 

5. 1.  H y p ot h es es a n d D e cisi o n R ul es 

N ot a p pli c a bl e 

5. 2.  G e n e r al M et h o ds 

5. 2. 1.  A n al ys es f o r Bi n a r y E n d p oi nts 

N ot a p pli c a bl e 

5. 2. 2.  A n al ys es f o r C o nti n u o us E n d p oi nts 

C o nti n u o us e n d p oi nts a n d r el e v a nt s af et y e n d p oi nts will b e pr es e nt e d usi n g s u m m ar y 
st atisti cs: n u m b er of o bs er v ati o ns, arit h m eti c m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m 
a n d m a xi m u m v al u es. 

5. 2. 3.  A n al ys es f o r C at e g o ri c al E n d p oi nts 

C at e g ori c al e n d p oi nts a n d r el e v a nt s af et y e n d p oi nts will b e pr e s e nt e d usi n g s u m m ar y st atisti cs: 
n u m b er of o bs er v ati o ns, c o u nts a n d p er c e nt a g es.  

5. 2. 4.  L o n git u di n al A n al ysis usi n g Mi x e d M o d el R e p e at e d M e as u r es ( M M R M ) m o d el 

M M R M m o d els will i n cl u d e t h e c h a n g e fr o m b as eli n e of t h e r el e v a nt e n d p oi nts as s p e cifi e d 
i n S e cti o n 6  as t h e d e p e n d e nt v ari a bl e a n d wil l i n cl u d e tr e at m e nt, b as eli n e, d a y, 
b as eli n e * d a y i nt er a cti o n a n d t h e  d a y *tr e at m e nt i nt er a cti o n, with d a y fitt e d as a r e p e at e d 
eff e ct, a n d p arti ci p a nt  as a r a n d o m eff e ct. 

A n u nstr u ct ur e d c o v ari a n c e m atri x will b e us e d t o esti m at e t h e v ari a n c es a n d c o v ari a n c e 
wit hi n p arti ci p a nt a cr oss ti m e  p oi nts.  If c o n v er g e n c e is n ot obt ai n e d or m o d el fit is n ot 
a d e q u at e t h e n ot h er c o v ari a n c e str u ct ur es will b e i n v esti g at e d as n e c ess ar y.  T h e K e n w ar d-
R o g er a p pr o xi m ati o n will b e us e d f or esti m ati n g d e gr e es of fr e e d o m f or t h e m o d el 
p ar a m et ers.  Missi n g v al u es will b e i m p ut e d as p art of t h e M M R M  m o d el ass u m pti o ns. 

T h e L e ast S q u ar es M e a ns ( L S M e a ns) t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d 
err ors will b e o bt ai n e d f or e a c h t r e at m e nt a n d d a y.  Diff er e n c es i n L S M e a ns b et w e e n e a c h 
tr e at m e nt a n d pl a c e b o, t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d err ors, will als o 
b e o bt ai n e d. 

St a n d ar d S A S o ut p ut will b e pr o v i d e d t o s u p p ort t h e m ai n st atisti c al s u m m ar y t a bl e f or t h e 
m o d els. 
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5. 2. 5.  B a y esi a n E m a x M o d el 

A B a y esi a n d os e-r es p o ns e E m a x m o d el will b e  a n d a p pli e d t o 
t h e c h a n g e fr o m b as eli n e ( C F B) t o D a y 2 8 ( P art A) a n d ( as s e nsiti vit y a n al ysis) D a y 4 2 ( P art 
C)   A f o ur- p ar a m et er E m a x m o d el will i n cl u d e s ust ain e d d os e f or at l e ast 5 d a ys 
(i e aft er c o m pl eti n g titr ati o n p h as e) as a c o nti n u o us v ari a bl e a n d b as eli n e   as a 
c o v ari at e.  T h e c h a n g e fr o m b as eli n e will b e ass u m e d t o b e n or m all y distri b ut e d wit h m e a n 
of ‘ Pr e d ’ a n d st a n d ar d d e vi ati o n of ‘Si g m a ’ as d efi n e d b el o w: 

C F B = N or m al( Pr e d , Si g m a ) 

W h er e: 

𝑃 𝑟 𝑒 𝑑  =  𝐸 +
×

+ 𝛽 × 𝐵 𝑎 𝑠 𝑒              

 𝜏 =  

I nf or m ati v e a n d v a g u e pri ors will b e i n cl u d e d as s p e cifi e d i n T a bl e 4.   

D et ails ar o u n d t h e d eri v ati o n of t h es e pri ors ar e pr o vi d e d i n A p p e n di x 2. 2. 1.  T h e s el e cti o ns 
of t h e i nf or m ati v e pri ors ( Pr i or List 1) w er e b as e d o n hist ori cal d at a a n d/ or cr e di bl e r a n g es 
f or t h e p ar a m et ers a n d ar e pri maril y us e d t o ai d m o d el c o n v er g e n c e.  T h e v a g u e pri ors ( Pri or 
List 2) ar e l ess i nf or m ati v e a n d as s u c h pr o vi d e a s e nsiti vit y a n al ysis t o t h e i nf or m ati v e 
pri ors. 

  

 
 

  

  

 

   

 

T his a n al ysis will b e c o n d u c t e d b y t h e st u d y st atisti ci a n i n O p e n B U G S or Cli n D R.  Q C of 
t h e a n al ysis will b e c o n d u ct e d b y an i n d e p e n d e nt st atisti ci a n u si n g t h e s a m e a n d diff er e nt 
st arti n g v al u es t o t es t c o n v er g e n c e of t h e c h ai ns, a n d t h e .t xt o ut p uts will b e pr o vi d e d t o t h e 
pr o gr a m mi n g t e a m f or i n cl usi o n i n t h e fi n al C S R t a bl e f or m ats.   

M ar k o v c h ai n M o nt e C arl o ( M C M C) m et h o ds will b e us e d as a m e a ns  of s a m pli n g fr o m t h e 
p ost eri or distri b uti o n of i nt er est fr o m t h e E m a x m o d el.  M C M C a l g orit h ms, usi n g Gi b bs 
s a m pli n g, will e n a bl e c al c ul ati o n of t h e p ost eri or distri b uti o n  of t h e tr e at m e nt diff er e n c es t o 
pl a c e b o wit h i n c or p or ati o n of t h e pri ors a b o v e.  
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T hr e e c h ai ns will b e r u n, wit h t hr e e di v ers e s ets of i niti al v a l u es.  5 2 5, 0 0 0 s a m pl es will b e 
g e n er at e d f or t h e i nf or m a ti v e pri ors a n d 1, 0 2 5, 0 0 0 f or v a g u e pri ors a n d t h e first 2 5, 0 0 0 will 
b e dis c ar d e d t o all o w f or b ur n-i n.  A t hi n of 1 0 will als o b e o ri gi n all y us e d f or t h e 
i nf or m ati v e pri ors a n d a t hi n of 2 0 f or t h e v a g u e pri ors, r es ulti n g i n 5 0, 0 0 0 s a m pl es f or 
s u m m ari zi n g t h e p ost eri or n o d es of i nt er est.  

If t h er e is e vi d e n c e t h at t h e c h ai n h as n ot c o n v er g e d b y t h e e n d of t h e first 2 5, 0 0 0 s a m pl es, 
t h e b ur n-i n s h o ul d b e i n cr e as e d u ntil t h e c h ai ns ar e c o nsist e nt wit h c o n v er g e n c e.  If t h e 
M C M C err or of a n y of t h e n o d es of d ir e ct i nt er est (i e, Pr e d M e a ns, Diff, Pr o b. C 1, Pr o b. C 2) is 
gr e at er t h a n 5 % of t h e p ost eri or  st a n d ar d d e vi ati o n of t h at n o de t h e n, ass u mi n g c o n v er g e n c e 
h as o c c urr e d, t h e n u m b er of s a m pl es p ost b ur n-i n m a y b e i n cr e as e d s o t h at t his M C M C Err or 
crit eri o n is m et.  All ot h er n o d es m o nit or e d s h o ul d b e a n e q ui v al e nt r ul e, b ut  wit h a 1 0 % 
m ar gi n. 

M o d el di a g n osti cs will b e e x a mi n e d, i n cl u di n g tr a c e pl ots, Br o o ks- G el m a n- R u bi n di a g n osti c 
pl ot a n d a ut o c orr el ati o n pl ots .  If t h es e r es ult i n c o n c er ns o ver m o d el c o n v er g e n c e, t h e m o d el 
m a y b e r e-r u n wit h s m all c h a n g es s u c h as diff er e n t i niti al v al u es or a n i n cr e as e d n u m b er of 
s a m pl es/t hi n ni n g.  T h e fi n al tr a c e pl ots, Br o o ks- G el m a n- R u bi n di a g n osti c pl ot a n d 
a ut o c orr el ati o n pl ots will n ot b e o ut p ut f or i n cl usi o n i n t h e s t u d y r e p ort. 

T h e p ost eri or m e a ns, st a n d ar d d e vi ati o ns, a n d 9 0 % cr e di bl e i nt e r v als ( 5t h a n d 9 5t h p er c e ntil es 
of t h e r el e v a nt p ost eri or distr i b uti o n) will b e d eri v e d f or e a ch st e a d y-st at e d os e a n d f or e a c h 
st e a d y-st at e d os e c o ntr ast  r el ati v e t o pl a c e b o. 

St atisti c al M o d el Di a g n osti cs 

T h e pr es e n c e of o utli ers will b e i n v esti g at e d f or t his a n al ysis .  A n o utli er will b e d efi n e d as 
a n y r es p o ns e d at a v al u e wit h a st u d e nti z e d ( c o n diti o n al) r esi d u al gr e at er t h a n 3, or l ess t h a n  
- 3.  A listi n g will b e pr es e nt e d of a n y p arti ci p a nts m e eti n g t hes e crit eri a.  T h e ass u m pti o ns of 
n or m alit y will b e v erifi e d gr a p hi c all y usi n g r esi d u al pl ots.  F or e a c h fitt e d m o d el, a s et of 
c o n diti o n al st u d e nti z e d r esi d u al pl ots will b e pr o d u c e d, i n cl u d i n g r esi d u al pl ot, hist o gr a m of 
n or m alit y, Q Q pl ot a n d s u m m ar y of f it st atisti cs.  T h e r esi d u al pl ots will n ot 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. 

If t h er e ar e o utli ers or m aj or d evi ati o ns fr o m n or m alit y t h e n t h e eff e ct of t h es e o n t h e 
c o n cl usi o ns will b e i n v esti g at e d t hr o u g h alt er n ati v e tr a nsf or m a ti o ns a n d/ or a n al ys es 
e x cl u di n g o utli ers.  J us tifi c ati o n f or a n y alt er n ati v e t o t h e pl a n n e d a n al ysis will b e gi v e n i n 
t h e r e p ort of t h e st u d y. 

E x a m pl e O p e n B U G S c o d e t o fit t h is m o d el, e xtr a ct r esi d u als a n d t h e pr o c ess f or t his a n al ysis 
is pr o vi d e d i n A p p e n di x 3. 1. 

5. 2. 6.  E m a x M o d el wit h b as eli n e i nt e r a cti o n 

A 3- p ar a m et er d os e-r es p o ns e E m a x  m o d el wit h a b as eli n e i nt er a cti o n will b e   
 a n d a p pli e d t o th e c h a n g e fr o m b as eli n e ( C F B) t o D a y 2 8 ( P art A) a n d ( as 

s e nsiti vit y a n al ysis) D a y 4 2 ( P art  C)   T h e E m a x m o del will i n cl u d e st e a d y-st at e 
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d os e as a c o nti n u o us v ari a bl e a n d b as eli n e   as a n i nt er a cti o n wit h E m a x.  T h e c h a n g e 
fr o m b as eli n e will b e ass u m e d to b e n or m all y dist ri b ut e d wit h me a n of ‘ Pr e d ’ a n d st a n d ar d 
d e vi ati o n of ‘ Si g m a ’ as d efi n e d b el o w: 

C F B = N or m al( Pr e d , Si g m a ) 

W h er e: 

𝑃 𝑟 𝑒 𝑑  =  𝐸 + ×
×

            

B is t h e m e a n o v er all b as eli n e of  p arti ci p a nts i n cl u d e d i n t h e .  Missi n g v al u es 
will n ot b e i m p ut e d. 

T h e L e ast S q u ar es M e a ns ( L S M e a ns) t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d 
err ors will b e o bt ai n e d f or e a c h st e a d y-st at e d os e a n d d a y.  Di ff er e n c es i n L S M e a ns b et w e e n 
e a c h st e a d y-st at e d os e a n d pl a c e b o, t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d 
err ors, will als o b e o bt ai n e d. 

St a n d ar d S A S o ut p ut will b e pr o v i d e d t o s u p p ort t h e m ai n st atisti c al s u m m ar y t a bl e f or t h e 
m o d els. 

E x a m pl e S A S c o d e is pr o vi d e d i n A p p e n di x 3. 2. 

5. 2. 7.  A n al ysis of C o v a ri a n c e ( R a w S c al e) 

T h e A N C O V A m o d el will i n cl u d e t h e c h a n g e fr o m b as eli n e of t h e r el e v a nt e n d p oi nt as 
s p e cifi e d i n S e cti o n 6  as t h e d e p e n d e nt v ari a bl e a n d will i n cl u d e tr e at m e nt as a fi x e d  eff e ct 
a n d b as eli n e as a c o v ari at e. 

Missi n g v al u es will n ot b e i m p ut e d. 

T h e L e ast S q u ar es M e a ns ( L S M e a ns) t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d 
err ors will b e o bt ai n e d f or e a c h t r e at m e nt.  Diff er e n c es i n L S Me a ns b et w e e n e a c h tr e at m e nt 
a n d pl a c e b o, t o g et h er wit h 9 0 % c o nfi d e n c e i nt er v als a n d st a n d ar d err ors, will als o b e 
o bt ai n e d. 

St a n d ar d S A S o ut p ut will b e pr o v i d e d t o s u p p ort t h e m ai n st atisti c al s u m m ar y t a bl e f or t h e 
m o d els. 

E x a m pl e S A S c o d e is pr o vi d e d i n A p p e n di x 3. 2. 

5. 2. 8.  A n al ysis of C o v a ri a n c e ( L o g S c al e) 

T h e A N C O V A m o d el will i n cl u d e t h e n at ur al l o g arit h mi c tr a nsf or m e d of r el ati v e c h a n g e 
fr o m b as eli n e of t h e r el e v a nt e n d p oi nt as s p e cifi e d i n  S e cti o n 6  as t h e d e p e n d e nt v ari a bl e 
a n d will i n cl u d e tr e at m e nt as a fi x e d eff e ct a n d b as eli n e as a c o v ari at e. 
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If a n i n di vi d u al p arti ci p a nt h as a k n o w n bi as e d esti m at e of a PK p ar a m et er ( d u e f or e x a m pl e 
t o a n u n e x p e ct e d e v e nt s u c h as v o miti n g b ef or e all t h e c o m p o u n d is a d e q u at el y a bs or b e d i n 
t h e b o d y), t his will b e f o ot n ot e d i n s u m m ar y t a bl es a n d will n ot b e i n cl u d e d i n t h e c al c ul ati o n 
of s u m m ar y st atisti cs or st atisti c al a n al ys es. 

 

 
 

  

 
 
 

  

 
 

 
 

   

 

6.  A N A L Y S E S A N D S U M M A RI E S 

6. 1. 1.  S af et y A n al ysis 

•  Esti m a n d str at e g y:  N ot a p pli c a bl e 

•  A n al ysis s et:  S af et y s et   

A s et of s u m m ar y t a bl es s plit  b y tr e at m e nt will b e pr o d u c e d t o e v al u at e a n y p ot e nti al ris k 
ass o ci at e d wit h t h e s af et y a n d t ol er ati o n of a d mi nist eri n g P F- 0 7 0 8 1 5 3 2.  

N o f or m al a n al ys es ar e pl a n n e d f or s af et y d at a.  T h e s af et y a n d  ot h er e n d p oi nts d et ail e d i n 
S e cti o n 3. 1 will b e list e d a n d s u m m ari z e d i n a c c or d a n c e wit h s p o ns or r e p ort i n g st a n d ar ds, 
Di d y o u h a v e b y a n y c h a n c e r e vi e w t h e  PI P D i n C O R D - > I c a n e n dors e it Tr e at m e nt a n d 
Dis p ositi o n of S u bj e cts 

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y. 

S u bj e ct e v al u ati o n gr o u ps will s h o w e n d of st u d y s u bj e ct dis p os iti o n.  Fr e q u e n c y c o u nts will 
b e s u p pli e d f or s u bj e ct dis c o nti n u ati o n(s) b y tr e at m e nt. 

D at a will b e r e p ort e d i n a c c or d a n c e wit h t h e s p o ns or r e p orti n g st a n d ar ds. 
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6. 1. 1. 1.  D e m o g r a p hi c a n d P h ysi c al E x a mi n ati o n D at a 

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y. 

A br e a k d o w n of d e m o gr a p hi c d at a will b e pr o vi d e d f or a g e, g e n d e r, r a c e, a n d et h ni cit y.  T h e 
p h ysi c al m e as ur e m e nt ( w ei g ht, b o d y m ass i n d e x a n d h ei g ht) at b a s eli n e will als o b e 
s u m m ari z e d.  E a c h will b e s u m m ari z e d b y tr e at m e nt a n d ‘ All S u bj e cts’ i n a c c or d a n c e wit h 
t h e s p o ns or r e p orti n g st a n d ar ds. 

A n a d diti o n al t a bl e s u m m ari zi n g t h e s cr e e ni n g d at a of  
 a n d H b A 1 c will b e pr o d u c e d as a b o v e. 

Fi n all y, d at a c oll e ct e d at s cr e e n i n g t h at ar e us e d f or i n cl usi on/ e x cl usi o n crit eri a, s u c h as 
l a b or at or y d at a ( u nl ess n ot e d ab o v e), d ur ati o n of di a b et es will  b e r e p ort e d f or r a n d o mi z e d 
p arti ci p a nts.  

6. 1. 1. 2.  Dis c o nti n u ati o n(s) 

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y. 

S u bj e ct dis c o nti n u ati o ns, t e m p o r ar y dis c o nti n u ati o ns or d os e r ed u cti o ns d u e t o a d v ers e 
e v e nts will b e d et ail e d a n d s u m m ari z e d b y tr e at m e nt. 

D at a will b e r e p ort e d i n a c c or d a n c e wit h t h e s p o ns or r e p orti n g st a n d ar ds. 

6. 1. 1. 3.  A d v e rs e E v e nts 

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y: 

A d v ers e e v e nts will b e r e p ort e d i n a c c or d a n c e wit h t h e s p o ns or r e p orti n g st a n d ar ds. 

I n ci d e n c e a n d s e v erit y of tr e at m ent e m er g e nt a d v ers e e v e nt ( T E A E) t a bl es will a d diti o n all y 
b e pr o d u c e d (‘ All c a us alit y’ a n d ‘ Tr e at m e nt r el at e d’, s e p ar at el y) t o s u m m aris e  t h e t ot al 
n u m b er of a d v ers e e v e nts b y pr ef e rr e d t er m, w hi c h will b e r e p ort e d b y tr e at m e nt gr o u p a n d 
o v er all. 

6. 1. 1. 4.  H y p o gl y c e mi a  

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y. 

A n y h y p o gl y c e mi c A Es will b e list e d i n a s e p ar at e t a bl e a n d s u m m ari z e d c at e g ori c all y b y 
tr e at m e nt as p er S e cti o n 5. 2. 3 . 
 

6. 1. 1. 5.  L a b o r at o r y D at a 

A p pli c a bl e t o P arts A, B a n d C – A n al ys es r e p ort e d f or e a c h p ar t s e p ar at el y: 

L a b or at or y d at a will b e list e d a n d s u m m ari z e d b y tr e at m e nt i n a c c or d a n c e wit h t h e s p o ns or 
r e p orti n g st a n d ar ds.  B as eli n e is as d efi n e d i n S e cti o n 3. 4 . 
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T o ass ess t h e p h ar m a c o ki n eti cs  of P F- 0 7 0 8 1 5 3 2, t h e P K p ar a m et ers d et ail e d i n  S e cti o n 3. 2 
will b e list e d a n d s u m m ari z e d f or p arti ci p a nts i n t h e P K a n al ys is s et ( as d efi n e d i n S e cti o n 4 ).  
Missi n g v al u es will b e h a n dl e d as d et ail e d i n S e cti o n 5. 3 al o n g wit h h a n dli n g of v al u es 
w h er e p arti ci p a nts r e c ei v e d a d os e t h at w as n ot assi g n e d b as e d o n t h e titr ati o n s c h e m e). E a c h 
P K p ar a m et er will b e s u m m ari z e d b y, m atri x, tr e at m e nt ( e g diff e r e nti ati n g diff er e nt d os es 
a n d d osi n g fr e q u e n ci es as r e q uir e d), a n d St u d y D a y ( D a y 1, 1 4, 2 1, 2 8, or 4 2, as a p pli c a bl e).  

T h e p ar a m et ers will i n cl u d e t h e s et of s u m m ar y st atisti cs as s p e cifi e d i n t h e t a bl e b el o w: 

T a bl e 6.  P F- 0 7 0 8 1 5 3 2 P K P a r a m et e rs t o b e S u m m a ri z e d D es c ri pti v e l y 

P a r a m et e r M at ri x S u m m a r y St atisti cs 
A U C 2 4 ,  Cm a x , 

  
  

Pl as m a  N , arit h m eti c m e a n, m e di a n, c v %, 
st a n d ar d d e vi ati o n, mi ni m u m, 
m a xi m u m, g e o m etri c m e a n a n d 
g e o m etri c c v %. 

T m a x
 
 Pl a s m a N, m e di a n, mi ni m u m, m a xi m u m.

t1/ 2 Pl as m a  N, arit h m eti c m e a n, m e di a n, c v %, 
st a n d ar d d e vi ati o n, mi ni m u m, 
m a xi m u m.

A e 2 4 , A e2 4 %, C L r Uri n e N, arit h m eti c m e a n, m e di a n, c v %, 
st a n d ar d d e vi ati o n, mi ni m u m, 
m a xi m u m, g e o m etri c m e a n a n d 
g e o m etri c c v %.  

 

T h er e will b e o n e s u m m ar y t a bl e f or e a c h m atri x pr es e nti n g all P K p ar a m et ers. T h e tr e at m e nt 
s u b h e a di n g will i n cl u d e t h e a n al yt e, m atri x, d os e i nf or m ati o n a n d d a y ( D a y 1, D a y 1 4 or D a y 
2 1, D a y 2 8 or D a y 4 2).  As p er S e cti o n 5. 3. 3 , d at a c oll e ct e d o n d a ys t h at p arti ci p a nts 
r e c ei v e d a n yt hi n g ot h er t h a n th e assi g n e d d os e b as e d o n t h e titr ati o n s c h e m e will o nl y b e 
list e d a n d n ot s u m m ari z e d as p art of t h e s u m m ar y t a bl e. 

T o ass ess t h e r el ati o ns hi p b et w e e n t h e P K p ar a m et ers a n d d os e f or P F- 0 7 0 8 1 5 3 2, d os e 
n or m ali z e d A U C 2 4  a n d Cm a x  will b e pl ott e d a g ai nst tr e at m e nt ( usi n g a l o g arit h mi c s c al e) f or 
D a y 1, D a y 2 8 ( P arts A, B a n d C), a n d D a y 4 2 (f or P arts B a n d C  o nl y) s e p ar at el y a n d will 
i n cl u d e i n di vi d u al p arti ci p a nt v al u es a n d t h e g e o m etri c m e a ns for e a c h d os e.  G e o m etri c 
m e a ns will h a v e a diff er e nt s y m b ol t h a n t h e i n di vi d u al v al u es.  T h e v al u es will b e d os e 
n or m ali z e d (t o a 1 m g d os e) b y di vi di n g t h e i n di vi d u al v al u es a n d r a w g e o m etri c m e a ns b y 
d os e. A f o ot n ot e will b e a d d e d t o t h e pl ots t o i n di c at e t h at g e o m etri c m e a ns ar e pr es e nt e d. 

T h e o bs er v e d a c c u m ul ati o n r ati o f or A U C 2 4  a n d Cm a x  will b e a n al y z e d aft er n at ur al l o g 
tr a nsf or m ati o n usi n g a o n e- w a y a n al ysis of v ari a n c e wit h a si n gl e t er m f or d os e.  T h e m e a ns 
a n d 9 0 % c o nfi d e n c e i nt er v als ( CIs ) o bt ai n e d fr o m t h e m o d el will b e b a c k-tr a nsf or m e d t o 
pr o vi d e m e a ns a n d 9 0 % CIs f or t h e a c c u m ul ati o n f or e a c h d os e.  

S u p p orti n g d at a fr o m t h e esti m ati o n of t ½ wil l b e list e d w h er e a p pli c a bl e:  t er mi n al p h as e 
r at e c o nst a nt ( kel ); g o o d n ess of fit st atisti c fr o m t h e l o g-li n e ar r e gr essi o n (r2 ); a n d t h e first, 
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l ast, a n d n u m b er of ti m e p oi nts us e d i n t h e esti m ati o n of kel .  T his d at a m a y 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. 

Pr es e nt ati o ns f or P F- 0 7 0 8 1 5 3 2 c o n c e ntr ati o ns will i n cl u d e: 

•  a listi n g of all c o n c e n tr ati o ns s ort e d b y p arti ci p a nt I D, tr e atm e nt, a n d m atri x a n d 
n o mi n al ti m e p ost d os e.  T h e c o n c e ntr ati o n listi n g will als o i n cl u d e t h e a ct u al ti m es.  
D e vi ati o ns fr o m t h e n o mi n al ti m e will b e gi v e n i n a s e p ar at e li sti n g. 

•  a s u m m ar y of c o n c e ntr ati o ns b y t r e at m e nt, a n d n o mi n al ti m e p ostd os e, w h er e t h e s et 
of st atisti cs will i n cl u d e n, m e a n, m e di a n, st a n d ar d d e vi ati o n,  c o effi ci e nt of v ari ati o n 
( c v), mi ni m u m, m a xi m u m a n d t h e nu m b er of c o n c e ntr ati o ns a b o v e t h e l o w er li mit of 
q u a ntifi c ati o n. 

•  m e di a n c o n c e ntr ati o ns ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al 
ti m e p ost d os e b y ( all tr e at m e nts o n t h e s a m e pl ot p er s c al e, b as e d o n t h e s u m m ar y of 
c o n c e ntr ati o ns b y tr e at m e nt a n d ti m e p ost d os e), f or D a y 1, D a y 2 8 a n d D a y 4 2 (f or 
P arts B & C o nl y).  

•  m e a n c o n c e ntr ati o ns ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al 
ti m e p ost d os e b y ( all tr e at m e nts o n t h e s a m e pl ot p er s c al e, b as e d o n t h e s u m m ar y of 
c o n c e ntr ati o ns b y tr e at m e nt a n d ti m e p ost d os e), f or D a y 1, D a y 2 8 a n d D a y 4 2 (f or 
P arts B & C o nl y). 

•  i n di vi d u al c o n c e ntr ati o n ti m e pl ots b y tr e at m e nt a n d ( o n b ot h li n e ar a n d s e mi-l o g 
s c al es) a g ai nst a ct u al ti m e p ost d os e (t h er e will b e s e p ar at e s p a g h etti pl ots f or e a c h 
tr e at m e nt p er s c al e), p a g e d b y d a y. 

•  i n di vi d u al c o n c e ntr ati o n ti m e pl ots b y c o h ort ( o n b ot h li n e ar an d s e mi-l o g s c al es) 
a g ai nst a ct u al ti m e p ost d os e (t h er e will b e s e p ar at e s p a g h etti pl ots f or e a c h c o h ort p er 
s c al e), p a g e d b y d a y a n d c ol o ur e d b y tr e at m e nt. 

T h e l e n gt h of ti m e us e d f or t h e x- a x es of t h es e pl ots will b e d e ci d e d o n r e vi e w of t h e d at a, 
a n d will d e p e n d o n h o w l o n g P F- 0 7 0 8 1 5 3 2 c o n c e ntr ati o n is q u a nti fi a bl e i n t h e m atri x. 

F or s u m m ar y st atisti cs, m e di a n a n d m e a n pl ots b y s a m pli n g ti m e, t h e n o mi n al P K s a m pli n g 
ti m e will b e us e d; f or i n di vi d u al p arti ci p a nt pl ots b y ti m e, t he a ct u al P K s a m pli n g ti m e will 
b e us e d. 
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P a rt C: T h e c h a n g e fr o m b as eli n e o v er t i m e will b e i n cl u d e d i n a n M M R M m o d el as 
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6. 5.  S u bs et A n al ys es 

N ot a p pli c a bl e.  

6. 6.  B as eli n e a n d Ot h e r S u m m a ri es a n d A n al ys es 

6. 6. 1.  B as eli n e S u m m a ri es 

F or e a c h p art of t h e st u d y, a n d f or e a c h e n d p oi nt d efi n e d i n t h is st atisti c al a n al ysis, b as eli n e 
ass ess m e nt will b e s u m m a ri z e d b y tr e at m e nt as p er S e cti o n 5. 2. 2 a n d S e cti o n 5. 2. 3. 

 
 

. 

6. 6. 2.  St u d y T r e at m e nt E x p os u r e 

F or e a c h p art of t h e st u d y, p arti c i p a nt tr e at m e nt e x p os ur e gr o ups will b e r e p ort e d. Fr e q u e n c y 
c o u nts will b e s u p pli e d f or p arti ci p a nt dis c o nti n u ati o n(s) b y t r eat m e nt. 

D at a will b e r e p ort e d i n a c c or d a n c e wit h t h e s p o ns or r e p orti n g st a n d ar ds. 

6. 6. 3.  C o n c o mit a nt M e di c ati o ns a n d N o n d r u g T r e at m e nts 

F or e a c h p art of t h e st u d y, all c o n c o mit a nt m e di c ati o n(s) as w e ll as n o n- dr u g tr e at m e nt(s) 
will b e pr o vi d e d i n t h e listi n gs.   

A s e p ar at e listi n g r estri ct e d t o m etf or mi n wil l als o b e pr o d u c ed f or P arts A a n d C. 
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6. 6. 4.  S c r e e ni n g a n d Ot h e r S p e ci al P u r p os e D at a 

F or e a c h p art of t h e st u d y, pri o r m e di c ati o n(s) a n d n o n- dr u g tre at m e nt(s), s er u m F S H 
c o n c e ntr ati o ns, uri n e dr u g s cr e e n, will b e o bt ai n e d at S cr e e ni n g. 

T h es e d at a will b e list e d. 

 

 

 

7.  I N T E RI M A N A L Y S E S 

N ot a p pli c a bl e b e c a us e, as t his is a s p o ns or- o p e n st u d y, t h e s p o ns or will c o n d u ct u n bli n d e d 
r e vi e ws of t h e d at a d uri n g t h e c o urs e of t h e st u d y f or t h e p ur p os e of s af et y ass ess m e nt a n d 
f a cilit ati n g d os e- es c al ati o n d e cisi o ns.  I n a d diti o n, t h es e r e vi e ws m a y f a cilit at e P K  
m o d eli n g a n d/ or s u p p orti n g cli ni c al d e v el o p m e nt. 

8.  R E F E R E N C E S 

1.  R o cί o Ll e d ό- G ar cί a, N or m a n M a z er , M ats K arlss o n ( 2 0 1 3) A s e mi- me c h a nisti c m o d el 
of t h e r el ati o ns hi p b et w e e n a v er a g e gl u c os e a n d H b A 1 c i n h e alt h y a n d di a b eti c s u bj e cts, 
J P h ar m a c o ki n et P h ar m a c o d y n, 4 0: 1 2 9- 1 4 2. 

2.  Pfi z er G ui d a n c e f or E v al u ati o n of Q T/ Q T c I nt er v al Pr ol o n g ati o n a n d Pr o arr h yt h mi c 
P ot e nti al f or N o n- a nti arr h yt h mi c  Dr u gs; M e m b ers of t h e C ar di o v as c ul ar S af et y & 
A d vis or y C o u n cil ( C V S A C); J a n u ar y 2 6, 2 0 1 8. 

3.  N e al T h o m as, K e vi n S w e e n e y & V e e n a S o m a y aji ( 2 0 1 4) M et a- A n al ysi s of Cli ni c al 
D os e – R es p o ns e i n a L ar g e Dr u g D e v el o p m e nt P ortf oli o, St atisti cs  i n Bi o p h ar m a c e uti c al 
R es e ar c h, 6: 4, 3 0 2- 1 7. 

4.  P hil W o o d w ar d ( 2 0 1 1) B a y esi a n A n al y sis M a d e Si m pl e: A n E x c el G U I f or Wi n B U G S. 
C h a p m a n & H all/ C R C Bi ost atisti cs S eri es. 
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A p p e n di x 1.  S u m m a r y of Effi c a c y A n al ys es 

N ot A p pli c a bl e f o t his st u d y 

A p p e n di x 2.  D at a D e ri v ati o n D et ails 

A p p e n di x 2. 1.  D efi niti o n a n d Us e of Vis it Wi n d o ws i n R e p o rti n g 

N ot A p pli c a bl e f o t his st u d y.   

A p p e n di x 2. 2.  E n d p oi nt D e ri v ati o ns 

A p p e n di x 2. 2. 1.  D et ails of D e ri vi n g P ri o rs  
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s u bji d[]   C F B[]  B as e[]  D os e[] 

 1 0  1 0 0  0 

 1 - 2  1 2 5  1 5 

 1 3  3 0 0  1 5 0 

 1 - 1 3  2 0 0  1 5 

 1 - 6 7  1 2 3  3 0 0 

. . .  .  . 

. . .  .  . 
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A p p e n di x 3 . 2. E x a m pl e S A S C o d e f o r St atisti c al A n al ys es 

A p p e n di x 3. 2. 1.  M M R M f o r P K a n al ysis: 

    pr o c mi x e d d at a = i n p ut_ d at as et m et h o d = r e ml; 
cl ass p arti ci p a nt d os e d a y; 
m o d el p k _ v ar = d os e d a y d os e * d a y / d df m = kr r esi d u al; 
r e p e at e d d a y/ p arti ci p a nt = p arti ci p a nt t y p e = u n; 

    r u n; 
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A p p e n di x 3. 2. 3.  C o d e f o r t h e c al c ul ati o n of t h e p ost e ri o r p r o b a biliti es (if r e q ui r e d): 

 
 

 
 

 
 

 
 

 
 

 

A p p e n di x 3. 2. 4.  T r a diti o n al E m a x M o d el wit h b as eli n e i nt e r a cti o n  M o d el: 

 
  
  

0
9
0
1
7
7
e
1
9
9
5f

4
7
6c

\
0.

1\
Dr

af
t\

V
er

si
o
n
e
d 

O
n:

1
6-

F
e
b-

2
0
2
2 

0
6:

3
9 

(
G

M
T)

C CI

C CI

C CI



Pr ot o c ol C 3 9 9 1 0 0 2 ( P F- 0 7 0 8 1 5 3 2)  St atisti c al A n al y sis Pl a n 
 

 

 
P FI Z E R C O N FI D E N TI A L  

P a g e 4 7 
 

  
  
 
 
  

 
 

 
  
  
r u n; 
B = a v er a g e b as eli n e of all p art i ci p a nts i n t h e . 
 
A p p e n di x 3. 2. 5.  A N C O V A f o r S af et y a n al ysi s : 

    pr o c mi x e d d at a = d at as et m et h o d = ml; 
cl ass tr e at m e nt; 
m o d el cf b = tr e at m e nt b as e /r esi d u al; 
ls m e a ns tr e at m e nt / diff cl al p h a = 0. 1; 

    r u n; 

A p p e n di x 3. 2. 6.  A n al ysis f o r D DI i nt e r a cti o n ( P a rt B): 

/ * T o c o m p ar e T est P K P ar a m et er to t h e R ef er e n c e P K P ar a m et er w h er e l & v ar = l o g( & v ar) */ 
pr o c mi x e d d at a =t a b. p k; 
    cl ass D a y P arti ci p a nt; 
    m o d el l & v ar = D a y / d df m = K R; 
    r a n d o m p arti ci p a nt; 
    ls m e a ns D a y; 
    esti m at e ' T est vs R ef er e nc e' D a y - 1 1 / cl al p h a = 0. 1; 
    o ds ' Esti m at es' o ut = est & v ar; 
    o ds 'ls m e a ns' o ut =ls & v ar; 
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A b b r e vi ati o n T e r m 
F A S f ull a n aly sis s et
F D A F o o d a n d Dr u g  A d mi nistr ati o n ( U nit e d St at es)
G C P G o o d Cli ni c al Pr a cti c e
G LI M MI X g e n er ali z e d li n e ar mi x e d - eff e cts m o d el wit h r e p e at ed  m e as ur es
G M C g e o m etri c m e a n c o n c e ntr ati o n
G M F R   g e o m etri c m e a n f ol d ris e
G M R  g e o m etri c m e a n r ati o
G M T g e o m etri c m e a n tit e r
I C D i nf or m e d c o ns e nt d o c u m e nt
I C H I nt er n ati o n al Co u n cil f or H ar m o nis ati o n
I R C i nt er n al r e vi e w c o m mitt e e
I S T i n d e p e n d e nt st atisti c al t e a m
I T T i nt e nt-t o-tr e at
L L O Q l o w er li mit of q u a ntit ati o n
L O C F l ast o bs er v ati o n c arri e d f or w ard
L O D li mit of d et e cti on
L S l e ast-s q u ar es
L S M l e ast-s q u ar es m e an
M A R  missi n g  at r a n d o m
M e d D R A M e di c al Di cti o n ar y  f or R eg ul at or y  A cti viti es
mI T T m o difi e d i nt e nt-t o-tr e at
M M R M mi x e d - eff e cts m o d el wit h r e p e at e d m e as ur es

 
M N A R  missi n g  n ot at r a n d o m
N/ A n ot a p pli c a bl e
N N B n u m b er n e e d e d t o b e n efit
N N H n u m b er n e e d e d t o h ar m
N N T n u m b er n e e d e d t o tr e at
N O A E L n o- o bs er v e d - a d v ers e- eff e ct l e v el
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A b b r e vi ati o n T e r m 
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