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1. VERSION HISTORY 

Table 1. Summary of Changes  

Version/ 
Date 

Associated 
Protocol 

Amendment 

Rationale Specific Changes 

1 
14 Sept 2023 

Original  
17 July 2023 

N/A N/A 

 

2. INTRODUCTION 
This statistical analysis plan (SAP) provides the detailed methodology for summary and 
statistical analyses of the data collected in Study C4001001. This document may modify the 
plans outlined in the protocol; however, any major modifications of the primary endpoint 
definition or its analysis will also be reflected in a protocol amendment.  

Text in italics is taken directly from the protocol. 

2.1. Modifications to the Analysis Plan Described in the Protocol 
No modifications. 

2.2. Study Objectives, Endpoints, and Estimands 

Type Objective Endpoint Estimand 
Primary: 
Safety 
(Section 
3.1) 

To evaluate the safety and 
tolerability of single oral doses of 
PF-06954522, administered to 
healthy adult participants. 

Assessment of AEs, safety 
laboratory tests, vital signs (blood 
pressure, pulse rate, respiratory 
rate and temperature), cardiac 
telemetry and standard 12-lead 
ECGs, and PE. 

N/A 

Secondary: 
PK 
(Section 
3.2) 

To characterize plasma PK of PF-
06954522 following single oral 
doses of PF-06954522 
administered to healthy adult 
participants. 

PF-06954522 PK parameters: 
AUClast, Cmax, Tmax, and if data 
permit, AUCinf and t½. 

N/A 

Tertiary/Exploratory: 
PK 
(Section 
3.3.1) 

To further characterize plasma PK 
of PF-06954522 following single 
oral doses of PF-06954522 
administered to healthy adult 
participants. 

Additional PF-06954522 PK 
parameters: AUClast(dn), Cmax(dn), 
and if data permit, AUCinf(dn), 
CL/F, and Vz/F. 

N/A 

PK 
(Section 
3.3.2) 

Optional: to characterize the effect 
of food (high-fat breakfast) on the 
plasma PK of PF-06954522 

PF-06954522 PK parameters after 
a high-fat meal: AUClast, Cmax, Tmax 

N/A 09
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f oll o wi n g si n gl e or al d os es of P F-
0 6 9 5 4 5 2 2 i n  h e alt h y a d ult 
p arti ci p a nts.  

a n d if d at a p er mit, A U C i nf, C L/ F, 
V z/ F a n d t½ . 

N /A  

S af et y a n d 
P K  
( S e cti o n 
3. 3. 4 ) 

O pti o n al: t o e x pl or e t h e s af et y, 
t ol er a bilit y, a n d pl as m a P K of P F -
0 6 9 5 4 5 2 2 i n h e alt h y a d ult 
J a p a n es e p arti ci p a nts. 

A ss es s m e nt of A E s, s af et y  
l a b or at or y t ests, vit al si g ns ( bl o o d 
pr es s ur e, p uls e r at e a n d 
t e m p er at ur e), st a n d ar d 1 2-l e a d 
E C Gs a n d t h e f oll o wi n g P F -
0 6 9 5 4 5 2 2 P K  p ar a m et ers i n 
J a p a n es e p arti ci p a nts: A U C l a st, 
C m a x , Tm a x , a n d if d at a p er mit, 
A U C i nf, C L/ F, Vz/ F a n d t½.  

N /A  

 

2. 3.  St u d y D esi g n  

T his st u d y is a r a n d o miz e d d o u bl e -bli n d e d (i n v esti g at or - a n d p arti ci p a nt -bli n d e d), s p o ns or -
o p e n,  first  i n  h u m a n  ( FI H),  si n gl e -as c e n di n g  or al  d os e,  5 -p eri o d  cr oss o v er,  pl a c e b o  
s u bstit uti o n d esi g n i n 1 c o h ort of h e alt h y a d ult p arti ci p a nts. A n a d diti o n al o pti o n al c o h ort, 
e nr olli n g h e alt h y a d ult p arti ci p a nts i n u p t o 4 cr oss o v e r p eri o ds, m a y b e i n cl u d e d t o p er mit 
ass e ss m e nt of a n y of t h e f oll o wi n g: r e p e at of a pr e vi o usl y a d mi nist er e d d o s e l e v el; st u d yi n g 
a d diti o n al d os e l e v els as di ct at e d b y t h e e v al u at e d s af et y, t ol er a bilit y or P K of e arli er d os e 
l e v els; or a n y ot h er ass ess m e nt n e e d e d t o m e et t h e o bj e cti v es of t his st u d y. A s e c o n d o pti o n al 
c o h ort e nr olli n g J a p a n es e p arti ci p a nts t o r e c ei v e P F - 0 6 9 5 4 5 2 2 or pl a c e b o i n u p t o 3 p eri o ds, 
m a y b e i n cl u d e d.  

A p pr o xi m at el y 2 4 h e alt h y a d ult p arti ci p a nts will b e e nr oll e d i n t h e st u d y. T his i n cl u d es u p t o 
a p pr o xi m at el y 1 0 h e alt h y p arti ci p a nts f or C o h o rt 1, u p t o  a p pr o xi m at el y 8 h e alt h y p arti ci p a nts 
f or o pti o n al C o h ort 2 a n d u p t o a p pr o xi m at el y 6 h e alt h y J a p a n es e p arti ci p a nts f or t h e o pti o n al 
C o h ort 3. T h e a ct u al n u m b er of J a p a n es e p arti ci p a nts 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 or o p er ati o n al f a ct ors  wit h a m a xi m u m s a m pl e siz e  of u p t o 8 p arti ci p a nts ( 6 r e c ei vi n g 
P F -0 6 9 5 4 5 2 2 a n d 2 r e c ei vi n g pl a c e b o i n e a c h p eri o d). 

A s a m pl e st u d y d esi g n s c h e m ati c is pr es e nt e d i n Fi g ur e 1 . It s h o ul d b e n ot e d t h at t his is f or 
ill ustr ati v e p ur p os e s, o nl y.  
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3.1.1. Adverse Events 
An AE is considered a TEAE if the event started during the effective duration of treatment. All 
events that start on or after the first dose of study intervention, but before the end of the study 
will be flagged as TEAEs. The algorithm will not consider any events that started prior to the 
first dose date. 

Events that occur in a non-treatment period (eg, washout or follow-up) will be counted as 
treatment emergent and attributed to the most recent treatment taken. 

A 3-tier approach for summarizing AEs will not be used due to the low number of participants 
planned to be recruited.  

3.1.2. Clinical Safety Laboratory Data 

Safety laboratory tests will be performed as described in the protocol. 

The investigator must review the laboratory report, document this review, and record any 
clinically significant changes occurring during the study in the AE section of the CRF. 
Clinically significant abnormal laboratory test findings are those that are not associated with 
the underlying disease, unless judged by the investigator to be more severe than expected for 
the participant’s condition. 

Baseline will be the last pre-dose measurement in each study period.  

To determine if there are any clinically significant laboratory abnormalities, the hematological, 
clinical chemistry (serum) and urinalysis safety tests will be assessed against the criteria 
specified in the sponsor reporting standards. The assessment will take into account whether 
each participant’s baseline test result is within or outside the laboratory reference range for the 
particular laboratory parameter. 

3.1.3. Vital Signs 
Single supine blood pressure and pulse rate measurements will be taken at screening, follow-
up visit and at early termination (if applicable). Triplicate supine measurements will be taken 
at all other times as detailed in the Schedule of Activities (SoA) in the protocol. The average 
of the triplicate measurements will be calculated prior to analyzing the data. Respiratory rate 
and temperature will be measured at each timepoint specified in the protocol. 

Baseline for these measures will be defined as the average of the triplicates (if applicable) at 
last nominal pre-dose measurement time in each study period.  

The following endpoints will be determined: 
 Change from baseline (CFB) in systolic and diastolic BP, pulse rate, respiratory rate 

and temperature. 
 The minimum and maximum post-dose systolic and diastolic BP, pulse rate, respiratory 

rate and temperature. 09
01
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 The maximum increase and decrease from baseline over all measurements taken post-
dose for systolic and diastolic BP, pulse rate, respiratory rate and temperature values 

 
The maximum increase from baseline will be calculated by selecting the maximum change 
from baseline over the respective period, except in the case where a participant does not show 
an increase. In such an instance, the minimum decrease should be taken. Similarly, the 
maximum decrease from baseline will be determined by selecting the minimum value of the 
change from baseline. In cases where a participant does not show a decrease, the minimum 
increase should be taken. 

3.1.4. Continuous Cardiac Monitoring 

Continuous cardiac monitoring will be performed using telemetry as outlined in the protocol. 

All abnormal rhythms will be recorded and reviewed by the study physician for the presence 
of rhythms of potential clinical concern. The time, duration, and description of the clinically 
significant event will be recorded in the CRF. 

Events deemed of clinical concern will be recorded as AEs and will be summarized as part of 
the standard AE outputs. 

3.1.5. Electrocardiograms 
A single 12-lead ECG will be obtained on all participants at screening, follow-up visit and at 
early termination (if applicable). 12-lead ECGs will be recorded in triplicate at all other times 
as detailed in the SoA in the protocol. The average of the triplicate readings collected at each 
assessment time will be calculated for each ECG parameter. If one or two of the triplicates are 
missing, the non-missing values will be used for the average, and missing values will not be 
imputed. 

If any of the 3 individual ECG tracings has a QTcF value >500 msec, but the mean of the 
triplicates is not >500 msec, the data from the participant’s individual tracing will be 

 msec value in appropriate 
clinical context. However, values from individual tracings within triplicate measurements that 
are >500 msec will not be included in the categorical analysis unless the average from the 
triplicate measurements is also >500 msec. 

The average of the triplicate ECG measurements over the 3 pre-dose measurement times (-1H, 
-0.5H, and pre-dose 0H; total of 9 ECG measurements) collected before morning dose 
administration on Day 1 will serve as each participant’s baseline value in each study period.  

ECG endpoints include heart rate, QT interval, PR interval and QTcF and QRS complex. If 
not supplied QTcF will be derived using Fridericia’s heart rate correction formula [1]: 
 
 QTcF (msec) = QT (msec) / (RR)1/3 where RR (sec) = 60/HR (if RR not provided). 
 
The following endpoints will be determined: 

 Change from baseline in QT, QTcF, PR, QRS interval and heart rate 
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 The maximum post-dose QTcF, heart rate, PR and QRS interval 
 The maximum increase from baseline over all measurements taken post-dose for QTcF, 

heart rate, PR and QRS values  
 
The maximum increase from baseline will be calculated by selecting the maximum change 
from baseline over the respective period, except in the case where a participant does not show 
an increase.  In such an instance, the minimum decrease should be taken. 

3.1.6. Physical Examinations 
Complete physical examinations will be conducted at screening or upon admission for a 
participant’s first period in the study. At all other timepoints, a brief physical exam may be 
performed for the findings during a previous exam or new/open AEs at the investigators 
discretion. Height and weight will only be measured at the screening visit. 

Physical examination findings collected during the study will be considered source record and 
will not be required to be reported, unless otherwise noted.  

Any untoward physical examination findings that are identified during the active collection 
period will be captured as AEs or SAEs, if those findings meet the definition of an AE or SAE, 
and will be summarized as part of the standard AE outputs. 

3.2. Secondary Endpoint(s) 
Blood samples for PK analysis of PF-06954522 will be taken according to the SoA in the 
protocol. 
 
The plasma PK parameters for PF-06954522, following oral dose administration, will be 
derived from the plasma concentration-time profiles using standard noncompartmental 
methods as detailed in Table 2, as data permit. Table 2 shows the analysis scale and method 
for each parameter. 

In all cases, actual PK sampling times will be used in the derivation of PK parameters. If actual 
PK sampling times are not available, nominal PK sampling times will be used in the derivation 
of PK parameters. 
 
The following plasma PK parameters as described in Table 2 will be determined: 
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Table 2. Summary of PF-06954522 plasma PK parameters to be calculated. 

Parameter Definition Method of 
Determination Analysis Scale Analysis Method 

AUCinf* Area under the 
plasma concentration-
time profile from time 
0 extrapolated to 
infinite time 

AUClast + (Clast*/kel), 
where Clast* is the 
predicted plasma 
concentration at the 
last quantifiable 
timepoint estimated 
from the log-linear 
regression analysis 

ln A, D 

AUClast Area under the 
plasma concentration-
time profile from time 
0 to the time of the 
last quantifiable 
concentration (Clast) 

Linear/Log 
trapezoidal method 

ln A, D 

Cmax  Maximum plasma 
concentration 

Observed directly 
from data 

ln A, D 

Tmax  Time for Cmax Observed directly 
from data as time of 
first occurrence 

R D 

t½* Terminal elimination 
half-life 

Loge(2)/kel, where kel 
is the terminal phase 
rate constant 
calculated by a linear 
regression of the log-
linear concentration-
time curve. Only 
those data points 
judged to describe the 
terminal log-linear 
decline will be used 
in the regression. 

R D 

*=if data permits.  
Abbreviations: A=analyzed using a statistical model (if applicable); D=displayed with descriptive statistics as 
outlined in Table 5 in Section 6.2; ln=natural-log transformed; R = raw (untransformed). 

3.3. Other Endpoint(s) 

3.3.1. Additional Plasma PF-06954522 PK Parameters 
Additional plasma PF-06954522 PK parameters, as described in Table 3, will be determined: 
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T a bl e 3. A d diti o n al P F - 0 6 9 5 4 5 2 2 Pl as m a P K P a r a m et e rs  

P a r a m et e r  D efi niti o n  
M et h o d of 

D et e r mi n ati o n  
A n al ysis S c al e  A n al ysis M et h o d  

A U C i nf ( d n) * D os e -n or m ali z e d 
A U C i nf 

A U C i nf/ D os e l n D  

A U C l a st ( d n) D os e -n or m ali z e d 
A U C l a st 

A U C l a st/ D os e l n D  

C m a x  ( d n) D os e -n or m ali z e d 
C m a x  

C m a x / D os e l n D  

C L/ F *  A p p ar e nt cl e ar a n c e  D os e/ A U C i nf l n D  

V z / F*  A p p ar e nt v ol u m e of 
distri b uti o n  

D os e/( A U C i nf x 
k el ) 

l n D  

* =if d at a p er mit s.  
A b br e vi ati o ns: D = di s pl a y e d wit h d e s cri pti v e st ati sti c s a s o utli n e d i n  T a bl e 6  i n S e cti o n  6. 3. 1 ; d n = n or m ali z e d 
t o a 1 m g P F- 0 6 9 5 4 5 2 2 d os e; 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). 

3. 3. 2.  Pl as m a P F - 0 6 9 5 4 5 2 2 P K P a r a m et e rs D u ri n g F o o d Eff e ct P e ri o d (if c o n d u ct e d)  

If c o n d u ct e d, th e pl as m a P F - 0 6 9 5 4 5 2 2 P K p ar a m et er s d es cri b e d i n T a bl e 2  a n d T a bl e 3  will 
als o b e d et er mi n e d d uri n g t h e f e d p eri o d.  

3. 3. 4.  S a f et y S u m m a ri es a n d P K P a r a m et e rs D u ri n g J a p a n es e C o h o rt (if c o n d u ct e d)  

If  c o n d u ct e d,  t h e  s afet y  s u m m ari es  as  d es cri b e d  i n  S e cti o n  3. 1  a n d  t h e  P K  p ar a m et er s  as  
d es cri b e d i n S e cti o ns 3. 2  a n d 3. 3. 1  will als o b e d et er mi n e d f or t h e J a p a n es e c o h ort.  

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

N ot a p pli c a bl e.  

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

S e e  S e cti o n  3. 1  f or d et ails. 
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4.  A N A L Y S I S S E T S ( P O P U L A TI O N S F O R A N A L Y S I S ) 

D at a  f or  all  p arti ci p a nts  will  b e  ass es s 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 ysi s  p o p ul ati o n  pri or  t o  u n bli n di n g  a n d  r el 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 nt e d  p er st a n d ar d o p er ati n g pr o c e d ur es.  

P o p ul ati o n  D es c ri pti o n  A p pli c a b l e A n al ysis (f o r 
a d diti o n al i nf o r m ati o n  

r ef e r t o  se cti o n 6)  

E nr oll e d  “ E nr oll e d ” m e a ns a p arti ci p a nt’ s, or t h eir 
l e g all y a ut h oriz e d r e pr e s e nt ati v es, 
a gr e e m e nt t o p arti ci p at e i n a cli ni c al st u d y 
f oll o wi n g c o m pl eti o n of t h e i nf or m e d 
c o ns e nt pr o c es s a n d r a n d o miz ati o n t o st u d y 
i nt er v e nti o n.  

 

S af et y A n al ysis 
S et  

All p arti ci p a nt s r a n d o ml y assi g n e d t o st u d y 
i nt er v e nti o n a n d w h o t a k e at l e ast 1 d os e of 
st u d y i nt er v e nti o n. 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 e cti o n 6. 1  Pri m ar y 
E n d p oi nt( s) , S e cti o n 6. 3. 4  
S af et y S u m m ari es a n d P K 
P ar a m et er s D uri n g 
J a p a n es e C o h ort, 6. 5. 1  
B as eli n e S u m m ari es  

P K 
C o n c e ntr ati o n 
S et  

All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y 
i nt er v e nti o n a n d w h o r e c ei v e at l e ast 1 d os e 
of st u d y i nt er v e nti o n a n d i n w h o m at l e ast 1 
pl as m a / uri n e c o n c e ntr ati o n v al u e is 
r e p ort e d.  

S e cti o n 6. 2  S e c o n d ar y 
E n d p oi nt( s), 6. 3. 4  S af et y 
S u m m ari es a n d P K 
P ar a m et er s D uri n g 
J a p a n es e C o h ort  

P K P ar a m et er 
S et  

All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y 
i nt er v e nti o n a n d w h o r e c ei v e at l e ast 1 d os e 
of st u d y i nt er v e nti o n a n d h a v e at l e ast 1 of 
t h e P K p ar a m et ers of i nt er est c al c ul at e d. 

S e cti o n 6. 2  S e c o n d ar y 
E n d p oi nt( s), S e cti o n 6. 3. 1  
A d diti o n al Pl as m a P F -
0 6 9 5 4 5 2 2 P K P ar a m et er s, 
S e cti o n 6. 3. 2  Pl as m a P F -
0 6 9 5 4 5 2 2 P K P ar a m et er s 
D uri n g F o o d Eff e ct P eri o d , 
S e cti o n 6. 3. 4  S af et y 
S u m m ari es a n d P K 
P ar a m et er s D uri n g 
J a p a n es e C o h ort  
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P o p ul ati o n  D es c ri pti o n  A p pli c a b l e A n al ysis (f o r 
a d diti o n al i nf o r m ati o n  

r ef e r t o  se cti o n 6)  

 

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  

T h er e is n o st atisti c al h y p ot h esis t esti n g pl a n n e d f or t his st u d y, a n d n o st atisti c al d e cisi o n r ul es 
will b e a p pli e d.  

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

U nl ess ot h er wis e st at e d, all s u m m ari es a n d pl ots will b e pr es e nt e d b y d os e l e v el, wit h d at a 
fr o m  diff er e nt  p o p ul ati o ns  ( e. g.  n o n-J a p a n es e  a n d  J a p a n es e  p arti ci p a nts),  if  a p pr o pri at e,  
r e p ort e d s e p ar at el y. E a c h di et ar y all o c ati o n (i. e., st a n d ar d a n d hi g h f at br e a kf ast)  will als o b e 
r e p ort e d s e p ar at el y. 

If a d os e l e v el is r e p e at e d a cr oss 2 or m or e c o h orts ( wit hi n a di et ar y all o c ati o n ), t h e d at a will 
b e c o m bi n e d.  

U nl ess ot h er wis e  st at e d  t h e  s u m m ar y  t a bl es a n d/ or  st atisti c al  a n al ys es m a y o nl y  i n cl u d e  a 
si n gl e p o ol e d pl a c e b o gr o u p a cr oss all i n cl u d e d c o h orts. Pl a c e b o will b e p o ol e d fr o m all d os e 
es c al ati o n p eri o ds b ut n ot t h e f e d p eri o d  or t h e J a p a n es e c o h ort.  

5. 2. 1.  A n al ys es f o r C o nti n u o u s E n d p oi nt s  

U nl ess  ot h er wis e  st at e d,  c o nti n u o us  v ari a bl es  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.   

L o g tr a nsf or m e d c o nti n u o us v ari a bl es 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,  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 %. 

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

C at e g ori c al v ari a bl es 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 a n d 
p er c e nt a g es.   

5. 2. 3.  Mi x e d Eff e ct s M o d el  

A mi x e d eff e cts m o d el wit h tr e at m e nt as a fi x 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 will 
b e us e d . 
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E sti m at es of t h e a dj ust e d (l e ast s q u ar es) m e a n diff er e n c es ( T est - Ref er e n c e) a n d c orr es p o n di n g 
9 0 % c o nfi d e n c e i nt er v als will b e o bt ai n e d fr o m t h e m o d el. T h e a dj ust e d m e a n  diff er e n c es a n d 
9 0 % c o nfi d e n c e i nt er v als f or t h e diff er e n c es will b e e x p o n e nti at e d t o pr o vi d e esti m at es of t h e 
r ati o of a dj ust e d g e o m etri c m e a ns ( T est/ R ef er e n c e) a n d 9 0 % c o nfi d e n c e i nt er v als f or t h e r ati os. 

T h e mi x e d eff e cts m o d el will b e i m pl e m e nt e d usi n g S A S Pr o c Mi x e d, wit h R E M L esti m ati o n 
m et h o d a n d t h e K e n w ar d-R o g er d e gr e es of fr e e d o m al g orit h m .  
 
R esi d u als fr o m t h e m o d els will b e e x a mi n e d f or n or m alit y a n d t h e pr es e n c e of o utli er s vi a 
vis u al  i ns p e cti o n  of  pl ots of  r esi d u als  vs pr e di ct e d  v al u es  a n d  n or m al  pr o b a bilit y  pl ots  of  
r esi d u als, b ut t h es e 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 m aj or d e vi ati o ns 
fr o m n or m alit y or o utli er s ( w h er e st u d e nti z e d [ c o n diti o n al] r esi d u als ar e gr e at er t h a n 3 or l ess 
t h a n -3), 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 m a y 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 ati o ns  a n d/ or  a n al ys es  e x cl u di n g  o utli er s.  J ustifi 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 if a p pli c a bl e.  

E x a m pl e c o d e is s h o w n i n  A p p e n di x 1 . 

5. 3.  M et h o d s t o M a n a g e Missi n g D at a  

F or t h e a n al ysis of s af et y e n d p oi nts, t h e s p o ns or d at a st a n d ar d r ul es f or i m p ut ati o n will b e 
a p pli e d.   

5. 3. 1.  C o n c e nt r ati o n s B el o w t h e Li mit of Q u a ntifi c ati o n  

I n all P K d at a pr es e nt ati o ns ( e x c e pt listi n gs), c o n c e ntr ati o ns b el o w t h e li mit of q u a ntifi c ati o n 
( B L Q) will b e s et t o z er o. I n listi n gs B L Q v al u es will b e r e p ort e d as “ < L L O Q ”, w h er e L L O Q 
will b e r e pl a c e d wit h t h e v al u e f or t h e L L O Q.   

I n all e x pl or at or y bi o m ar k er ( ) d at a pr es e nt ati o ns ( e x c e pt listi n gs), c o n c e ntr ati o ns 
b el o w t h e li mit of q u a ntifi c ati o n ( B L Q) will b e s et t o t h e l o w er li mit of q u a ntifi c ati o n ( L L O Q).  

5. 3. 2.  D e vi ati o n s, Missi n g C o n c e nt r ati o n s a n d A n o m al o u s V al u es  

I n P K a n d e x pl or at or y bi o m ar k er  s u m m ar y t a bl es a n d pl ots of m e di a n pr ofil es, st atisti cs will 
b e c al c ul at e d h a vi n g s et c o n c e ntr ati o ns t o missi n g if o n e of t h e f oll o wi n g c as es is tr u e:   

1.  A c o n c e ntr ati o n h as b e e n c oll e ct e d as N D (i e, n ot d o n e) or N S (i e, n o s a m pl e),   
2.  A  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  a  c o n c e ntr ati o n  h as  b e e n  
fl a g g e d a n o m al o us b y t h e p h ar m a c o ki n eti cist/st atisti ci a n.  

N ot e t h at s u m m ar y st atisti cs will n ot b e pr es e nt e d at a p arti c ul ar ti m e p oi nt if m or e t h a n 5 0 % 
of t h e d at a ar e missi n g.  

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., l a c k of c o m pli a n c e 
wit h  d osi n g  or  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.  At t h e  dis cr eti o 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 suffi 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 us f or a n y ot h er r e as o n.  
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A full list of protocol deviations will be compiled and reviewed to identify major and minor 
deviations prior to database closure. 

5.3.3. Plasma Pharmacokinetic Parameters 
Actual PK sampling times will be used in the derivation of plasma PK parameters. 

If a PK parameter cannot be derived from a participant’s concentration data, the parameter will 
be coded as NC (i.e., not calculated). (Note that NC values will not be generated beyond the 
day that a participant discontinues.) 

In summary tables, statistics will be calculated by setting NC values to missing; and statistics 

statistical analyses (i.e., mixed effects model), PK parameters coded as NC will also be set to 
missing; and analyses will not be performed for a particular parameter if more than 50% of the 
data are NC. 

If an individual participant has a known biased estimate of a plasma PK parameter (due, for 
example, to an unexpected event such as vomiting before all the compound is adequately 
absorbed in the body), this will be footnoted in summary tables and may not be included in the 
calculation of summary statistics or statistical analyses. 

6. ANALYSES AND SUMMARIES 
For all presentations, study day will refer to the day within a particular treatment period, unless 
otherwise specified. 

NOTE: For all analyses presented below ‘by treatment’ refers to by dose, population (if 
applicable) and dietary allocation (if applicable), as described in Section 5.2,  unless 
otherwise stated. Overall by population refers to reporting Japanese and Non-Japanese 
populations separately (i.e. Cohort 1 and Cohort 2 together, and Cohort 3 separately). 

6.1. Primary Endpoint(s) 

6.1.1. Adverse Events  
AEs will be listed and summarized by treatment and overall by population and in accordance 
with sponsor reporting standards using the safety population defined in Section 4.   

Incidence and severity of TEAE tables will additionally be produced (‘All causality’ and 
‘Treatment related,’ separately) to summarize the total number of adverse events by preferred 
term, which will be reported by treatment and overall by population, in accordance with 
sponsor reporting standards using the safety analysis set defined in Section 4.   

The AEs will be presented sorted in descending frequency based on the overall number of AEs 
(by preferred term or system order class as appropriate) across doses. 
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6.1.2. Clinical Safety Laboratory Data   
Safety laboratory data will be listed and summarized by treatment and overall by population, 
in accordance with the sponsor reporting standards using the safety analysis set defined in 
Section 4. Baseline is as defined in Section 3.1.2. 

Data collected at screening that are used for inclusion/exclusion criteria, will be considered 
source data, and will not be required to be reported, unless otherwise noted. 

In summary and listing tables, laboratory abnormalities occurring pre-dose on Day -1 for each 
period starting with Period 2 (or a participant’s individual second dosing Period, for any 
participant that starts the study after Period 1), will be attributed to the dose from the previous 
period (e.g., for Cohort 1, an occurrence pre-dose at Period 2 Day -1 will be attributed to the 
Period 1 dose). Any abnormality pre-dose in Period 1 or pre-dose at a participant’s first dosing 
period would be reported as that participant’s baseline measure for the period. Unplanned 
assessments will be included in summary abnormality tables and listings. 

6.1.3. Vital Signs  
Absolute values and changes from baseline (as defined in Section 3.1.3) in supine systolic and 
diastolic blood pressure, respiratory rate, temperature, and pulse rate will be listed, and 
summarized by treatment and timepoint, according to sponsor reporting standards using the 
safety population defined in Section 4. 

Mean absolute values and mean changes from baseline for systolic and diastolic blood 
pressure, respiratory rate, temperature, and pulse rate will be plotted against time point. On 
each plot, there will be 1 line for each treatment with all doses on the same plot. Corresponding 
individual plots of changes from baseline will also be produced for each treatment. 

Maximum and minimum absolute values and changes from baseline (as defined in Section 3.1) 
for supine vital signs will also be summarized descriptively by treatment using categories as 
defined in Appendix 2.  

Numbers and percentages of participants meeting the categorical criteria will be provided. All 
planned and unplanned post dose time points will be counted in these categorical summaries. 
All values meeting the criteria of potential clinical concern will be listed.  

Values meeting the categorical criteria occurring pre-dose on Day 1 for each period starting 
with Period 2, will be attributed to the dose from the previous period (e.g., for cohort 1, an 
occurrence pre-dose at Period 2 Day 1 will be attributed to the Period 1 dose). For any 
participant who starts the study after Period 1, the same considerations as described in Section 
6.1.2 apply. 

Data collected at screening that are used for inclusion/exclusion criteria, will be considered 
source data, and will not be required to be reported, unless otherwise noted. Unplanned 
assessment will be listed but will be excluded from safety summary except for categorical 
summaries. 09

01
77

e1
9e

a4
8c

d2
\F

in
al

\F
in

al
 O

n:
 2

0-
Se

p-
20

23
 2

2:
12

 (G
M

T)



Protocol C4001001 (PF-06954522) Statistical Analysis Plan 
 
 

DMB02-GSOP-RF02 7.0 Statistical Analysis Plan Template 31-Jan-2022 
PFIZER  CONFIDENTIAL  

TMF Doc ID: 98.03 
Page 18 of 27 

6.1.4. Continuous Cardiac Monitoring 
Continuous cardiac monitoring will be performed using telemetry as outlined in the protocol. 
Data will be reviewed and summarized on an ongoing basis during the study to evaluate the 
safety of participants. 

All abnormal rhythms will be recorded and reviewed by the investigator for the presence of 
rhythms of potential clinical concern.  The time, duration, and description of the clinically 
significant event will be recorded in the CRF.  Events deemed of clinical concern will be 
recorded as AEs and will be summarized as part of the standard AE outputs. 

6.1.5. Electrocardiograms 
Absolute values and changes from baseline in QT, heart rate, QTcF, PR and QRS will be 
summarized by treatment and timepoint using sponsor reporting standards, using the safety 
analysis set defined in Section 4. Baseline is as defined in Section 3.1.5. 

Mean changes from baseline in QT, heart rate and QTcF will be plotted against time post-dose. 
On each plot there will be one line for each treatment. Corresponding individual plots of 
changes from baseline will also be produced for each treatment. 

Changes from baseline in QTcF will also be plotted separately against drug concentrations of 
PF-06954522. This will be a scatter plot for all observations where QTcF and drug 
concentration are recorded. Placebo data will also be included (with drug concentration set to 
zero). Different symbols will be used for each treatment. 

Maximum increase from baseline for QTcF, heart rate, PR and QRS values will be summarized 
by treatment according to sponsor reporting standards.  

ECG endpoints and changes from baseline (QTcF [1], PR and QRS) will also be summarized 
descriptively by treatment (if applicable) using categories as defined in Appendix 2 . Numbers 
and percentages of participants meeting the categorical criteria will be provided. All planned 
and unplanned postdose time points will be counted in these categorical summaries.   

Values meeting the categorical criteria occurring pre-dose on Day 1 for each period starting 
with Period 2, will be attributed to the treatment from the previous period (e.g., for cohort 1, 
an occurrence pre-dose at Period 2 Day 1 will be attributed to the Period 1 dose). For any 
participant who starts the study after Period 1, the same considerations as described in Section 
6.1.2 apply. 

Listings of participants with any single post-dose value >500msec will also be produced for 
QTcF. 

Data collected at screening that are used for inclusion/exclusion criteria, will be considered 
source data, and will not be required to be reported, unless otherwise noted. Unplanned 
assessment will be listed but will be excluded from safety summary except for categorical 
summaries. 09
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In addition, an attempt will be made to explore and characterize the relationship between 
plasma concentration and QT interval length using a PK/PD modeling approach. If a PK/PD 
relationship is found, the impact of participant factors (covariates) on the relationship will be 
examined. The results of such analyses may not be included in the CSR. 

6.1.6. Physical Examinations 
Physical examinations will be performed as described in the protocol.   

Medical history and physical examination as applicable, collected during the course of the 
study will be considered source data and will not be required to be reported, unless otherwise 
noted. However, any untoward findings identified on physical examinations conducted during 
the active collection period will be captured as AEs, if those findings meet the definition of an 
AE, and will be summarized as part of the standard AE outputs. 

Data collected at screening that are used for inclusion/exclusion criteria, will be considered 
source data, and will not be required to be reported, unless otherwise noted.  

6.2. Secondary Endpoint(s) 
Plasma PK parameters for PF-06954522, as described in Section 3.2, will be listed and 
summarized descriptively by treatment and day, as applicable, for participants in the PK 
Parameter Set (as defined in Section 4). Missing values will be handled as detailed in Section 
5.3.  

Each PK parameter will be summarized by treatment and day (as appropriate) using the 
summary statistics as specified in the table below: 

Table 5. Summary Statistics for PF-06954522 Plasma PK Parameters  

Parameter Summary Statistics 
AUClast, AUCinf*, and Cmax  N, arithmetic mean, median, CV%, standard deviation, 

minimum, maximum, geometric mean and geometric 
CV%. 

Tmax N, median, minimum, maximum.  
t½.* N, arithmetic mean, CV%, standard deviation, median, 

minimum, maximum.  
*: if data permit 

Supporting data from the estimation of AUCinf and t1/2 will be listed by dose: terminal phase 
rate constant (kel); goodness of fit statistic from the log-linear regression (r2); the percent of 
AUCinf based on extrapolation (AUCextrap%); and the first, last, and number of time points used 
in the estimation of kel. This data may be included in the clinical study report. 

The following plots will be presented using the PK Parameter Set (as defined in Section 4): 

 Box and whisker plots for dose-normalized PK parameters [AUCinf (dn), AUClast (dn) 
and Cmax(dn)] will be presented in logarithmic scale by treatment and overlaid with 
observed values of individual participants and geometric means. Geometric means will 
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have a different symbol than the individual values. Individual values from different 
cohorts will also have a different symbol. A footnote will be added to the plots to 
indicate that geometric means are presented and that data from all cohorts are presented 
on the plot. 

The following will additionally be presented for the plasma concentration data using the PK 
Concentration Set (as defined in Section 4):  

- a listing of all concentrations sorted by participant ID and nominal time post-dose for 
each treatment separately. The concentration listing will also include the actual times. 
Deviations from the nominal time will be given in a separate listing.  

- a summary of concentrations by each nominal time post-dose (produced separately for 
each treatment), where the set of statistics will include n, mean, median, standard 
deviation, coefficient of variation (CV), minimum, maximum and the number of 
concentrations above the lower limit of quantification.  

- mean and median concentration time plots (on both linear and semi-log scales) against 
nominal time post-dose by treatment. One plot for each scale will be presented, which 
will include all doses in the same plot coloured by treatment. 

- individual concentration time plots by treatment (on both linear and semi-log scales) 
against actual time post-dose (there will be separate spaghetti plots for each treatment, 
with a line for each participant per scale). 

- individual concentration time plots by participant (on both linear and semi-log scales) 
against actual time post-dose.  

The scale used for the x-axis (time) of these plots will be decided on review of the data, and 
will depend on how long PF-06954522 concentration is quantifiable in the matrix. 

The nominal PK sampling time will be used for summary statistics and relevant median plots, 
whereas for individual participant plots by time, the actual PK sampling time will be used. 

6.3. Other Endpoint(s) 

6.3.1. Additional Plasma PF-06954522 PK Parameters 
Additional plasma PK parameters for PF-06954522, as described in Section 3.3.1, will be listed 
and summarized descriptively, by treatment and day, as applicable, as described in Table 6 for 
participants in the PK Parameter Set (as defined in Section 4).  

Missing values will be handled as detailed in Section 5.3.  

Each PK parameter will be summarized by treatment as applicable as required in the table 
below: 
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6. 3. 4.  S af et y S u m m a ri es a n d P K  P a r a m et e rs D u ri n g J a p a n es e C o h o rt (if c o n d u ct e d)  

If c o n d u ct e d, P K p ar a m et er s as d es cri b e d i n S e cti o ns 3. 2  a n d 3. 3. 1  a n d s af et y s u m m ari es as 
d es cri b e d i n S e cti o n 3. 1  will b e r e p ort e d s e p ar at el y f or t his c o h ort. 

6. 3. 5.  B a n k e d Bi os p e ci m e n s  

B a n k e d bi os p e ci m e n s will b e c oll e ct e d a n d r et ai n e d f or f ut ur e a n al ys es b ut will n ot b e a n al ys e d 
s p e cifi c all y f or t his st u d y a n d will n ot b e i n cl u d e d i n t h e C S R.  

6. 4.  S u b s et A n al ys es  

N o s u bs et a n al ys es will b e p erf or m e d.  

6. 5.  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. 5. 1.  B as eli n e S u m m a ri es  

D e m o gr a p hi cs d at a ( a g e, bi ol o gi c al s e x, r a c e, et h ni cit y, b o d y w ei g ht, b o d y m ass i n d e x a n d 
h ei g ht)  will  b e  s u m m ari z e d  a cr oss  all  p arti ci p a nts  i n  t h e  s af et y  p o p ul ati o n  ( as  d efi n e d  i n  
S e cti o n 4 ), b y c o h ort a n d o v er all b y p o p ul ati o n  as d es cri b e d i n  S e cti o n  5. 2. 1  or S e cti o n  5. 2. 2   
( as a p pr o pri at e). 

6. 5. 2.  St u d y C o n d u ct a n d P a rti ci p a nt  Dis p ositi o n  

P arti ci p a nt e v al u ati o n gr o u ps will s h o w e n d of st u d y p arti ci p a nt dis p ositi o n b y tr e at m e nt a n d 
o v er all b y p o p ul ati o n a n d will s h o w w hi c h p arti ci p a nts w er e a n al y z e d f or P K, bi o m ar k er s  a n d 
s af et y, w hi c h m a y n ot b e pr o d u c e d i n o n e t a bl e. Fr e q u e n c y c o u nts a n d p er c e nt a g es 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 tr e at m e nt.   

6. 5. 3.  St u d y T r e at m e nt E x p os u r e 

N ot a p pli c a bl e.  0
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6.5.4. Concomitant Medications and Nondrug Treatments 
All prior and concomitant medication(s) as well as non-drug treatment(s) will be provided in 
listings.   

6.6. Safety Summaries and Analyses 

See Section 6.1. 

7. INTERIM ANALYSES 

7.1. Introduction 
No formal interim analysis will be conducted for this study. 

7.2. Interim Analyses and Summaries 
Not applicable. 

8. REFERENCES 
1. FDA. Guidance for Industry E14 Clinical Evaluation of QT/QTc Interval Prolongation and 
Proarrhythmic Potential for Non-Antiarrhythmic Drugs. Updated 24-AUG-2018. Accessed 
29-AUG-2023. https://www.fda.gov/regulatory-information/search-fda-guidance-
documents/e14-clinical-evaluation-qtqtc-interval-prolongation-and-proarrhythmic-potential-
non-antiarrhythmic-0 
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APPENDICES 
Appendix 1. PK Analyses – Example of SAS Code for mixed effects model 

An example of the PROC MIXED code:  
 
proc mixed data=tab.pk;   
 class trt subject;   
 model &var = trt / residual ddfm=KR;   
 random subject /subject=subject;   
 lsmeans trt/ diff cl alpha=0.1;   
run; 
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Appendix 2. Categorical Classes for ECG and Vital Signs of Potential Clinical Concern 

Categories for QTcF  
 

Absolute value of QTcF 
(msec)  

450 and 480  >480 and 500  >500  

Increase from baseline in 
QTcF (msec)  

30 and 60  >60    

  
Categories for PR and QRS  
 

PR (msec)  300    
PR (msec) increase 
from baseline  

Baseline >200 and 
    

QRS (msec)      
QRS (msec) increase 
from baseline  

50% increase    

  
Categories for Vital Signs  
 

Systolic BP (mmHg)  min. <90    
Systolic BP (mmHg) change from baseline      
Diastolic BP (mmHg)  min. <50    
Diastolic BP (mmHg) change from baseline      
Supine pulse rate (bpm)  min. <40  max. >120  

  
Measurements that fulfill these criteria are to be listed in the report.  
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A p p e n di x  3.  List o f A b b r e vi ati o n s 

A b b r e vi ati o n  T e r m  

A E  A d v er s e E v e nt  
A N O V A  A n al ysis of v ari a n c e  
A U C  Ar e a U n d er t h e C ur v e  
A U C i nf  Ar e a U n d er t h e C o n c e ntr ati o n-Ti m e C ur v e fr o m ti m e z er o 

e xtr a p ol at e d t o i nfi nit y  
A U C i nf ( d n) D os e N or m ali z e d A r e a U n d er t h e C o n c e ntr ati o n-Ti m e C ur v e fr o m 

ti m e z er o e xtr a p ol at e d t o i nfi nit y  
A U C l a st  Ar e a U n d er t h e C o n c e ntr ati o n-Ti m e C ur v e fr o m ti m e z er o t o t h e l ast 

m e as ur a bl e c o n c e ntr ati o n  
A U C l a st ( d n) D os e N or m ali z e d A r e a U n d er t h e C o n c e ntr ati o n-Ti m e C ur v e fr o m 

ti m e z er o t o t h e l ast m e as ur a bl e c o n c e ntr ati o n 
B L Q  B e l o w t h e Li mit of Q u a ntit ati o n 
B P  Bl o o d Pr ess ur e  
C F B  C h a n g e fr o m B as eli n e  
C L  Cl e ar a n c e  
C L/ F  A p p ar e nt T ot al B o d y C l e ar a n c e 
C m a x   M a xi m u m O bs er v e d C o n c e ntr ati o n  
C m a x ( d n) D os e N or m ali z e d M a xi m u m O bs er v e d C o n c e ntr ati o n  

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 V  C o effi ci e nt of V ari ati o n  
D E R  D os e E s c al ati o n R e vi e w  
E C G  El e ctr o c ar di o gr a m  
FI H  Fir st i n H u m a n  
H  H o ur  
H R  H e art r at e  
I D I d e ntifi c ati o n 
L L O Q  L o w er Li mit of Q u a ntit ati o n  
l n N at ur al l o g  
m g  M illi gr a m 
m m H g  Milli m et er of m er c ur y  
ms e c  Millis e c o n d  
N  N u m b er of p arti ci p a nts  
N/ A  N ot A p pli c a bl e  
N C  N ot C al c ul at e d  
N D  N ot D o n e  
N S  N o S a m pl e  

P D  P h ar m a c o d y n a mi c  
P E  P h ysi c al E x a mi n ati o n  
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Abbreviation Term 
PK Pharmacokinetic(s) 
QTcF corrected QT (Fridericia method) 
REML Restricted Maximum Likelihood 
SAP Statistical Analysis Plan 
sec Second 
SoA Schedule of Activities 
TBD To Be Determined 
TEAE Treatment Emergent Adverse Event 
Tmax  Time to maximum observed concentration 
t½  Half life 
Vz/F  Apparent volume of distribution 
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