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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 8 A pr 2 0 2 4

Ori gi n al 
1 2 M ar 2 0 2 4

N/ A N/ A

2
1 2 J u n 2 0 2 4

1
2 6 A pr 2 0 2 4

 T o u p d at e t h e m o nit ori n g 
a n d c oll e cti o n p eri o d f or 
m y o c ar ditis a n d 
p eri c ar ditis p er pr ot o c ol 
a m e n d m e nt 1.

 T o u p d at e th e a n al ysis 
p o p ul ati o n f or  

for c o nsist e n c y wit h th e 
pr ot o c ol .

 T o m a k e u p d at es a n d 
cl arifi c ati o ns o n t h e 
r e a ct o g e ni cit y e v e nts 
c oll e ct e d i n t h e e- di ar y a n d 
C R F p er r e g ul at or y 
c o m m e nts .

 T o a d d a s e nsiti vit y 
a n al ysis f or t h e s u m m ar y 
of r e a ct o g e ni cit y e v e nt s b y  
m a x i m u m s e v erit y p er
r e g ul at or y c o m m e nts.

 S e cti o n 3. 1. 3 a n d S e cti o n 6. 3. 3 :
U p d at e d t h e m o nit ori n g a n d 
c oll e cti o n p eri o d f or m y o c ar ditis 
a n d p eri c ar ditis fr o m “ 1 4 d a ys aft er 
v a c ci n ati o n ” t o “ 2 8 d a ys aft er 
v a c ci n ati o n . ”

 S e cti o n 2. 2 , S e cti o n 2. 2. 3 , 
S e cti o n 4 , S e cti o n 5. 2 , 
S e cti o n 6. 4. 1. 1 , S e cti o n 6. 4. 2. 1 , 
a n d S e cti o n 6. 4. 3. 1 : U p d at e d t h e 
a n al ysis p o p ul ati o n f or  

 
f or c o nsist e n c y wit h th e 

pr ot o c ol.
 S e cti o n 2. 3 , S e cti o n 3. 1. 1 , 

S e cti o n 3. 1. 2 , S e cti o n 3. 5. 2 , 
S e cti o n 5. 3. 1. 1 , S e cti o n 6. 1. 1. 1 ,
a n d S e cti o n 6. 3. 1 : C l arifi e d t h e 
r e a ct o g e ni cit y d at a c oll e ct e d i n t h e 
e- di ar y a n d C R F a n d t h e a n al ysis 
of r e a ct o g e ni cit y e v e nts.

 S e cti o n 6. 1. 1. 2 : A d d e d a s e nsiti vit y 
a n al ysis f or t h e s u m m ar y of 
r e a ct o g e ni cit y e v e nts b y m a xi m u m 
s e v erit y.

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

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 S t u d y C 4 7 8 1 0 1 3 – S u bst u d y  A. 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 ns or t h eir a n al ys es 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. M o difi c ati o ns t o t h e A n al ysis Pl a n D es c ri b e d i n t h e P r ot o c ol

N ot a p pli c a bl e.
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2. 2. St u d y O bj e cti v es , E n d p oi nts, a n d Esti m a n ds

T y p e O bj e cti v e E n d p oi nt Esti m a n d

Pri m ar y s af et y T o d efi n e t h e s af et y a n d 
t ol er a bilit y pr ofil e of tI R Vs 
i n p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ars of a g e 

 L o c al r e a cti o ns ( p ai n at 
t h e i nj e cti o n sit e, r e d n ess, 
a n d s w elli n g)

 S y st e mi c e v e nts (f e v er, 
f ati g u e, h e a d a c h e, c hills, 
v o m iti n g, di arr h e a, n e w or 
w ors e n e d m us cl e p ai n, 
a n d n e w or w o rs e n e d j oi nt 
p ai n)

 A E s
 S A Es
 M A Es
 N D C M Cs

I n p arti ci p a nts r e c ei vi n g 
st u d y i nt er v e nti o n (s af et y 
p o p ul ati o n), t h e p er c e nt a g e 
of p arti ci p a nts r e p orti n g:

 L o c al r e a cti o ns f or u p 
t o 7 d a ys f oll o wi n g 
v a c ci n ati o n 

 S y st e mi c e v e nts f or u p 
t o 7 d a ys f oll o wi n g 
v a c ci n ati o n 

 A E s t hr o u g h 4 we e ks 
aft er v a c ci n ati o n

 M A Es t hr o u g h 
6 m o nt hs aft er 
v a c ci n ati o n 

 N D C M Cs t hr o u g h 
6 m o nt hs aft er 
v a c ci n ati o n

 S A Es t hr o u g h 
6 m o nt hs aft er 
v a c ci n ati o n

S e c o n d ar y 
i m m u n o g e ni cit y

T o d es cri b e t h e i m m u n e 
r es p o ns e eli cit e d b y tI R Vs 
i n p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ars of a g e

 H AI tit ers f or t h e 
2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al 
str ai ns r e c o m m e n d e d b y 
W H O f or  

i nfl u e n z a v a c ci n es

I n p arti ci p a nts c o m pl yi n g wit h 
t h e k e y pr ot o c ol crit eri a 
( e v al u a bl e i m m un o g e ni cit y 
p o p ul ati o n [ H AI  

]):

 H AI G M Ts at b as eli n e 
a n d 4 w e e ks aft er 
v a c ci n ati o n

 H AI G M F Rs fr o m b ef or e 
v a c ci n ati o n t o 4 w e e k s
aft er v a c ci n ati o n

 T h e pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
H AI s er o c o n v ersi o n a f or 
e a c h str ai n at 4 w e e k s
aft er v a c ci n ati o n 

 T h e pr o p orti o n of 
p arti ci p a nts wit h H AI 
tit ers ≥ 1: 4 0 f or e a c h str ai n 
at b as eli n e a n d 4 w e e ks 
aft er v a c ci n ati o n
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T y p e O bj e cti v e E n d p oi nt Esti m a n d
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T y p e O bj e cti v e E n d p oi nt Esti m a n d

a. S er o c o n v ersi o n is d efi n e d as a n H AI tit er < 1: 1 0 pri or t o v a c ci n ati o n a n d ≥ 1: 4 0 at t h e ti m e p oi nt of i nt er est, 
or a n H AI tit er ≥ 1: 1 0 pri or t o v a c ci n ati o n wit h at l e ast a 4 -f ol d ris e at t h e ti m e p oi nt of i nt er est.

2. 2. 1. P ri m a r y Esti m a n d (s)

T h e pri m ar y  esti m a n ds f or t h e pri m ar y o bj e cti v e (s af ety) will us e t h e tr e at m e nt p oli c y 
str at e g y a n d esti m at e t h e s af ety e v e nt r at e (r e a ct o g e ni cit y, A Es/ S A Es/ M A Es / N D C M Cs) 
r e g ar dl ess of w h et h er a n i nt er c urr e nt e v e nt o c c urs.

 T h e r e a ct o g e ni cit y esti m a n ds (l o c al r e a cti o ns a n d s y st e mi c e v e nts) h a v e t h e f oll o wi n g 
5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 3 diff er e nt f or m ul ati o ns of tIR V (tIR V 1, 
tIR V 2 , a n d t I RV 3 ), QI V 1 ( , a n d qI R V 1 as d efi n e d i n S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts 1 8 t hr o u g h 6 4 y e ars of a g e w h o r e c ei v e t h e st u d y 
i nt er v e nti o n.

o V a ri a bl es: L o c al r e a cti o ns a n d s y st e mi c e v e nts fr o m t h e e-di ar y  u p t o 7 d a y s 
f oll o wi n g v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei vi n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, missi n g e-di ar y  e ntri es o n c ert ai n d a ys, st u d y dis c o nti n u ati o n), 
if c oll e ct e d, will b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of r e p orti n g e a c h pr o m pt e d r e a ct o g e ni cit y  
it e m, a n d t h e ass o ci at e d 2- si d e d 9 5 % CIs , b y  st u d y i nt er v e nti o n gr o u p (i n t h e tIR V 1, 
tIR V 2 , tIR V 3, QI V 1 a n d qI R V 1 v a c ci n e gr o u p s, s e p ar at el y).

 T h e A E, S A E, M A E a n d N D C M C esti m a n ds h a v e t h e f oll o wi n g 5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 3 diff er e nt f or m ul ati o ns of tIR V (tIR V 1, 
tIR V 2 , a n d t I RV 3) , QI V 1 ( , a n d qI R V 1 as d efi n e d i n S e cti o n 2. 3 .

o P o p ul ati o n: P ar ti ci p a nts 1 8 t hr o u g h 6 4 y e ars of a g e w h o r e c ei v e t h e st u d y 
i nt er v e nti o n.
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o V a ri a bl es: 

 A Es r e p ort e d t hr o u g h 4 w e e ks aft er v a c ci n ati o n.

 S A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 M A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 N D C M Cs r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei vi n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, st u d y dis c o nti n u ati o n), if c oll e ct e d, wil l b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of A Es, S A Es, M A Es a n d N D C M Cs , a n d t h e 
ass o ci at e d 2 -si d e d 9 5 % CIs, b y  st u d y i nt er v e nti o n gr o u p (i n t h e tIR V 1, tI R V 2, tI R V 3, 
QI V 1 a n d qI R V 1 v a c ci n e gr o u p s, s e p ar at ely ).

2. 2. 2. S e c o n d a r y Esti m a n d (s)

T h e s e c o n d ar y  esti m a n ds f or t h e s e c o n d ar y o bj e cti v e (i m m u n o g e ni cit y) will us e t h e 
h y p ot h eti c al str at e g y  a n d esti m at e t h e v a c ci n e i m m u n e r es p o ns e w h e n a n i nt er c urr e nt e v e nt 
d o es n ot o c c ur. I n ot h er w or ds, t h e i m m u n e r es p o ns e is esti m at e d i n t h e h y p ot h eti c al s etti n g 
w h er e p arti ci p a nts f oll o w t h e st u d y  s c h e d ul e a n d pr ot o c ol r e q uir e m e nts as dir e ct e d. 
It i n cl u d es t h e f oll o wi n g 5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 3 diff er e nt f or m ul ati o ns of t I RV (tIR V 1, 
tIR V 2 , a n d t I RV 3) , QI V 1 ( ), a n d qI R V 1 as d efi n e d i n S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts 1 8 t hr o u g h 6 4 y e ars of a g e, as d efi n e d b y  t h e i n cl usi o n a n d 
e x cl usi o n crit eri a.

o V a ri a bl es: 

H AI

 H AI tit ers f or t h e 2 0 2 3- 2 0 2 4 n ort h er n h e mis p h er e s e as o n al str ai ns r e c o m m e n d e d 
b y  W H O f or  i nfl u e n z a v a c ci n es:

 H AI tit ers at b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n.

 H AI tit er f ol d ris e fr o m b ef or e v a c ci n ati o n t o 4 w e e ks aft er v a c ci n ati o n.

 Pr es e n c e of H AI s er o c o n v ersi o n f or e a c h str ai n at 4 w e e ks aft er v a c ci n ati o n.

 Pr es e n c e of H AI tit ers ≥ 1: 4 0 f or e a c h s tr ai n at b as eli n e a n d 4 w e e ks aft er 
v a c ci n ati o n.
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o I nt e r c u r r e nt e v e n ts: T h e f oll o wi n g i nt er c urr e nt e v e nts c o ul d i m p a ct t h e 
i nt er pr et ati o n or t h e m e as ur e m e nt of t h e i m m u n e r es p o ns e:

 N ot m e eti n g t h e st u d y i n cl usi o n crit eri a or m e eti n g t h e e x cl usi o n crit eri a.

 N ot r e c ei vi n g t h e st u d y i nt er v e nti o n as r a n d o mi z e d.

 Bl o o d f or ass a y t esti n g is t a k e n o utsi d e of t h e d efi n e d wi n d o w ( < 2 6 d a ys or 
> 3 5 d a y s aft er v a c ci n ati o n).

 H a vi n g m aj or pr ot o c ol d e vi ati o ns (r e c ei v e d pr o hi bit e d v a c ci n e or tr e at m e nt t h at 
m a y  alt er t h e i m m u n e r es p o ns e a n d s u bs e q u e ntly i m p a ct t h e v a c ci n e pr ot e cti o n).

All d at a aft er t h e a b o v e i nt er c urr e nt e v e nts, if c oll e ct e d, will b e e x cl u d e d fr o m 
a n al ys is.

o P o p ul ati o n -l e v el s u m m a r y: H AI G M Ts, a n d t h e ass o ci at e d 2 -si d e d 9 5 % CIs, at 
b as eli n e a n d 4 w e e k s aft er v a c ci n ati o n ; H AI G M F R s , a n d t h e ass o ci at e d 2 -si d e d 9 5 % 
CI s, fr o m b ef or e v a c ci n ati o n t o 4 w e e ks aft er v a c ci n ati o n ; t h e pr o p orti o n of 
p arti ci p a nts a c hi e vi n g H AI s er o c o n v ersi o n at 4 w e e ks aft er v a c ci n ati o n, a n d t h e 
ass o ci at e d 2 -si d e d 9 5 % CIs; a n d t h e pr o p orti o n of p arti ci p a nts wit h H AI tit ers ≥ 1: 4 0 
f or e a c h str ai n at b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n, a n d t h e ass o ci at e d 2 -si d e d 
9 5 % CI s, will b e s u m m ari z e d b y  st u d y i nt er v e nti o n.
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2. 3. St u d y D esi g n

T his is a P h as e 2, r a n d o mi z e d, o bs er v er- bli n d e d (s p o ns or -u n bli n d e d) s u b st u d y t o e v al u at e t h e 
s af et y, t ol er a bilit y, a n d i m m u n o g e ni cit y of 3 diff er e nt f or m ul ati o ns of tI R V (tI R V 1 t hr o u g h 
tIR V 3) e n c o di n g H A f or t h e t ar g et e d s e as o n al i nfl u e n z a str ai ns c o m p ar e d t o QI V 1 

) a n d qIR V 1 ( e n c o di n g H A f or 2 A a n d 2 B s e as o n al i nfl u e n z a str ai ns) i n h e alt hy 
a d ults 1 8 t hr o u g h 6 4 y e ars of a g e.

U p t o a p pr o xi m at el y  4 5 0 p arti ci p a nts 1 8 t hr o u g h 6 4 ye ars of a g e will b e e nr oll e d a n d 
r a n d o mi z e d t o r e c ei v e 1 d os e of st u d y i nt er v e nti o n as s h o w n i n T a bl e 2.

Bl o o d s a m pl es of a p pr o xi m at el y  3 0 m L will b e c oll e ct e d 
pri or t o v a c ci n ati o n a n d at 4 w e e ks a n d 6 m o nt hs aft er v a c ci n ati o n. 

L o c al r e a cti o n a n d s ys t e mi c e v e nt d at a will b e c oll e ct e d i n a n e -di ar y  d uri n g t h e 7-d a y  
f oll o w-u p p eri o d aft er v a c ci n ati o n. P arti ci p a nts ar e r e q uir e d t o c o m pl et e t h e e- di ar y  e v er y  
e v e ni n g (0 6: 0 0 P M t o 1 1: 5 9 P M ) f or t h e 7 d a y s f oll o wi n g v a c ci n ati o n (i n cl u di n g t h e d a y of 
v a c ci n ati o n) . If parti ci p a nts ar e u n a bl e t o c o m pl et e t h e e- di ar y  as e x p e ct e d o n a p arti c ul ar
d a y , t h e y ar e all o w e d t o r etr os p e cti v el y c o m pl et e t h e miss e d e ntr y  wit h i n u p t o 3 d a y s 
f oll o wi n g t h e d at e of t h e miss e d e ntr y  ( e xt e n de d 7 2 -h o ur e - di ar y r e p orti n g wi n d o w).

F or p arti c i p a nts wit h o n g oi n g s y m pt o ms aft er D a y 7 , s u bs e q u e nt e -di ar y  e ntri es will b e 
f oll o w e d o nl y t o m o nit or t h e d ur ati o n of sy m pt o ms u ntil r es ol uti o n. T h e e n d d at e f or t h e 
pr es p e cifi e d l o c al r e a cti o n a n d s y st e mi c e v e nt b e y o n d D a y 7 will als o b e r e c or d e d o n t h e 
S u m m ar y  of R e a ct o g e ni cit y C R F p a g e . 

All A Es will b e c oll e ct e d fr o m i nf or m e d c o ns e nt si g ni n g t hr o u g h 4 w e e ks f oll o wi n g 
v a c ci n ati o n. A s u bs et of A Es ( N D C M Cs, M A Es, a n d S A Es) will b e c oll e ct e d fr o m i nf or m e d 
c o ns e nt si g ni n g t hr o u g h 6 m o nt hs aft er v a c ci n ati o n. I n a d diti o n, A Es o c c urri n g u p t o 
4 8 h o urs aft er bl o o d dr a ws will b e c oll e ct e d .

T a bl e 2.  N u m b e r of P a rti ci p a nts t o B e E n r oll e d i n S u bst u d y A – P a rti ci p a nts 
1 8 T h r o u g h 6 4 Y e a rs of A g e

St u d y 
I nt e r v e nti o n

P r ef o r m ul at e d a I nfl u e n z a St r ai ns T ot al 
m o d R N A

D os e

N u m b e r of
P a rti ci p a nts

QI V 1 Y es 2 0 2 3 -2 0 2 4 n ort h er n h e mis p h er e
s e as o n al str ai ns r e c o m m e n d e d b y 

W H O f or  
i nfl u e n z a 

v a c ci n es

N/ A 9 0

tI R V 1 Y es A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a
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T a bl e 2 .  N u m b e r of P a rti ci p a nts t o B e E n r oll e d i n S u bst u d y A – P a rti ci p a nts 
1 8 T h r o u g h 6 4 Y e a rs of A g e

St u d y 
I nt e r v e nti o n

P r ef o r m ul at e d a I nfl u e n z a St r ai ns T ot al 
m o d R N A

D os e

N u m b e r of
P a rti ci p a nts

tI R V 2 N o A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 3 N o A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

qI R V 1 Y es A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

B/ Y a m a g at a

a. F or tI R V 2 a n d tI R V 3 ( whi c h ar e n ot pr ef or m ul at e d), mI R Vs e n c o di n g H A f or e a c h A a n d B str ai n will b e 
mi x e d at t h e sit e t o g e n er at e t h es e st u d y i nt er v e nti o ns at t h e d os e -l e v el c o m bi n ati o n s h o w n. Pl e as e s e e t h e 
I P M f or f urt h er d et ails.

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 TI O N S

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

 L o c al r e a cti o ns (p ai n at t h e i nj e cti o n sit e, r e d n ess , a n d s w elli n g ) t hr o u g h 7 d a ys 
f oll o wi n g v a c ci n ati o n.

 S y st e mi c e v e nts (f e v er, f ati g u e, h e a d a c h e, c hills, v o miti n g, di arr h e a, n e w or w ors e n e d 
m us cl e p ai n, a n d n e w or w ors e n e d j oi nt p ai n ) t hr o u g h 7 d a ys f oll o wi n g v a c ci n ati o n.

 A Es t hr o u g h 4 w e e ks aft er v a c ci n ati o n.

 S A Es t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 M A Es t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 N D C M Cs t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

3. 1. 1. L o c al R e a cti o ns

T h e l o c al r e a cti o ns r e p ort e d i n t h e e-di ar y  ar e p ai n at t h e i nj e cti o n sit e, r e d n ess, a n d s w elli n g, 
fr o m D a y 1 t hr o u g h D a y 7 aft er v a c ci n ati o n, w h er e D a y 1 is t h e d a y of v a c ci n ati o n.
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If a local reaction persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of 
Reactogenicity CRF page.

For missing records on local reactions during the 7-day e-diary collection period, the data 
may be retrieved by the investigator via participant report and collected in the CRF. The local 
reactions collected on the Participant Reported Reactogenicity CRF page will be combined 
with the 7-day e-diary data and included for the below analysis (presence, maximum 
severity, onset day, and duration). The main reason for missing e-diary entries (missing when 
all reactogenicity entries are considered, including any recalled e-diary entries and data 
entered on the Participant Reported Reactogenicity CRF page) will be collected by the 
investigator on the Summary of Reactogenicity CRF page.

This section describes derivations with details for the assessment of local reactions: any 
presence, maximum severity, duration, and onset day of local reactions, in addition to any 
presence of severe local reactions.

Presence or Absence 

For the data summary of the presence (yes or no) of a local reaction during the interval from 
Day 1 through Day 7 after vaccination, where Day 1 is the day of vaccination, the following 
variables are required in order to compute the proportions:

! Presence (yes or no) of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7).

! Presence (yes or no) of each local reaction by maximum severity on any day (Day 1 
through Day 7).

For each local reaction and any local reaction on any day, Table 3 and Table 4 details the 
algorithm to derive the presence of a reaction (yes or no) during the interval from Day 1 
through Day 7, where Day 1 is the day of vaccination.
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Table 3. Derived Variables for Presence of Each Local Reaction Within 7 Days 
After Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of each local 
reaction.

Participant reports the 
reaction as “yes” on any 
day (Day 1 through 
Day 7)

Participant reports the 
reaction as “no” or 
“I don’t recall” on all 
7 days (Day 1 through 
Day 7) or as a 
combination of “no,” 
“I don’t recall,” and 
missing on all 7 days 
(Day 1 through Day 7).

Participant does not report any 
data on all 7 days (Day 1 
through Day 7) for the 
reaction.

a. The variables will be derived for each of the local reactions (redness, swelling, and pain at the injection 
site) and for each of the severe local reactions within the interval from Day 1 through Day 7 after
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Table 4. Derived Variables for Presence of Any Local Reaction Within 7 Days After 
Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of any local 
reaction.

Participant reports any 
local reaction as “yes” on 
any day (Day 1 through 
Day 7).

For all 3 local reactions, 
participant reports “no” 
or “I don’t recall” on all 
7 days (Day 1 through 
Day 7) or as a 
combination of “no,” 
“I don’t recall,” and 
missing on all 7 days 
(Day 1 through Day 7).

Participant does not report any 
data for all 3 local reactions on 
all 7 days (Day 1 through 
Day 7).

a. The variables will be derived for any of the local reactions (redness, swelling, and pain at the injection 
site) and for any of the severe local reactions within the interval from Day 1 through Day 7 after
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Severity and Maximum Severity

Redness and swelling will be measured and recorded in measuring device units 
(range: 1 to 21) and then categorized during analysis as absent, mild, moderate, or severe 
based on the grading scale in Table 5. Measuring device units can be converted to 
centimeters according to the following formula: 1 measuring device unit = 0.5 cm. Pain at the 
injection site will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 5.
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Table 5. Local Reaction Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a) 
Pain at the injection 
site

Does not interfere 
with activity

Interferes with 
activity

Prevents daily 
activity 

Emergency room 
visit or 
hospitalization for 
severe pain

Redness >2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

>5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

>10 cm 
(≥21 measuring 
device units)

Necrosis or 
exfoliative 
dermatitis

Swelling >2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

>5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

>10 cm 
(≥21 measuring 
device units)

Necrosis

a. Only an investigator or qualified designee is able to classify a participant’s local reaction as Grade 4, after 
clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 reaction that 
meets the definition of an SAE will be collected on the AE CRF. 

For each local reaction reported, the maximum severity grade will be derived for the e-diary 
collection period (Day 1 through Day 7, where Day 1 is the day of vaccination) as follows:

Maximum severity grade = highest grade (maximum severity) within 7 days after 
vaccination (Day 1 through Day 7) among severity grades where the answers are 
neither “no” nor missing for at least 1 day during the interval from Day 1 through 
Day 7.

Duration of Each Local Reaction (First to Last Day Reported)

For participants experiencing any local reaction (or those with a derived reaction as described 
in Table 3 and Table 4), the maximum duration (resolution date of reaction – start date of 
reaction + 1) will be derived for each study vaccination.

Resolution of the reaction is the last day on which the reaction is recorded in the e-diary or 
the date the reaction ends if it is unresolved during the participant e-diary recording period 
(end date collected in the CRF), unless chronicity is established. If there is no known end 
date, the duration will be considered unknown and set to “missing.” Participants with no 
reported reactions have no duration.

Onset Day of Each Local Reaction

The onset day of each local reaction will be derived. Onset day is defined as the first day of 
reporting any severity.

For the onset day of each local reaction, only the first day of reporting that specific local 
reaction will be counted, even if participants report a change in severity of the local reaction.
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In summary, the following variables will be derived for local reactions:

1. Presence or absence of each local reaction on each day (Day 1 through Day 7) after 
vaccination.

2. Presence or absence of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any local reaction on any day (Day 1 through Day 7) after 
vaccination.

6. Duration of each local reaction after vaccination.

7. Onset day of each local reaction after vaccination.

8. Onset day of any local reaction after vaccination.

3.1.2. Systemic Events
The systemic events assessed and recorded in the e-diary are fever, fatigue, headache, chills, 
vomiting, diarrhea, new or worsened muscle pain, and new or worsened joint pain from 
Day 1 through Day 7, where Day 1 is the day of vaccination.

If a systemic event persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of 
Reactogenicity CRF page.

The systemic events collected on the Participant Reported Reactogenicity CRF page will be 
combined with the 7-day e-diary data and included for the below analysis (presence, 
maximum severity, onset day, and duration).

The derivations for systemic events will be handled similarly to the way local reactions are 
handled for presence of the event, severity level, duration, and onset day.

The variables associated with the systemic events will be computed similarly to the way local 
reactions are computed (see Section 3.1.1).

1. Presence (yes or no) of each systemic event on each day (Day 1 through Day 7) after 
vaccination.
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2. Presence (yes or no) of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 systemic event on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any systemic event on any day (Day 1 through Day 7) after 
vaccination.

6. Duration of each systemic event after vaccination.

7. Onset day of each systemic event after vaccination.

8. Onset day of any systemic event after vaccination.

The symptoms will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 6.

Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)
Vomiting 1-2 times in 

24 hours
>2 times in 
24 hours

Requires IV 
hydration

Emergency room visit 
or hospitalization for 
hypotensive shock

Diarrhea 2 to 3 loose stools 
in 24 hours

4 to 5 loose stools 
in 24 hours

6 or more loose stools 
in 24 hours

Emergency room visit 
or hospitalization for 
severe diarrhea

Headache Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe headache

Fatigue/tiredness Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe fatigue

Chills Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe chills

New or worsened 
muscle pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
muscle pain
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Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)
New or worsened 
joint pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
joint pain

a. Only an investigator or qualified designee is able to classify a participant’s systemic event as Grade 4, 
after clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 event that 
meets the definition of an SAE will be collected on the AE CRF.

To record information on fever, a thermometer will be given to participants with instructions 
on how to measure oral temperature at home. Temperature will be collected in the 
reactogenicity e-diary each evening during the reactogenicity e-diary reporting period. It will 
also be collected at any time during the reactogenicity e-diary data collection period, or 
longer following vaccination, when fever is suspected. 

Fever is defined as an oral temperature ≥38.0°C (≥100.4°F). The highest temperature for 
each day will be recorded in the reactogenicity e-diary. Temperature will be measured and 
recorded to 1 decimal place. Temperatures recorded in degrees Fahrenheit will be 
programmatically converted to degrees Celsius and then categorized according to the scale 
shown in Table 7 during analysis.

Table 7. Scale for Fever
≥38.0-38.4°C (100.4-101.1°F)

>38.4-38.9°C (101.2-102.0°F)

>38.9-40.0°C (102.1-104.0°F)

>40.0°C (>104.0°F)

3.1.3. Adverse Events
The time period for actively eliciting and collecting AEs (“active collection period”) for each 
participant begins from the time the participant provides informed consent, which is obtained 
before the participant’s participation in the study (ie, before undergoing any study-related 
procedure and/or receiving study intervention), through and including Visit 102 in Substudy 
A (approximately 4 weeks after vaccination).

Additionally, MAEs, NDCMCs, and SAEs will be collected from the time the participant
provides informed consent to Visit 103 in Substudy A (approximately 6 months after 
vaccination). In addition, AEs occurring up to 48 hours after blood draws must be recorded 
on the CRF.

09
01

77
e1

a0
eb

a3
59

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 1

3-
Ju

n-
20

24
 1

4:
08

 (G
M

T)
 

Page 21



Pr ot o c ol C 4 7 8 1 0 1 3 – S u bst u d y A ( P F -0 7 2 5 2 2 2 0 ) St atisti c al A n al ysis Pl a n

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

D M B 0 2 -G S O P -R F 0 2 8. 0 St atisti c al A n al ysis Pl a n T e m pl at e
T M F D o c I D: 9 8. 0 3

P a g e 2 1 of 3 9

St a n d ar d al g orit h ms f or h a n dli n g missi n g A E d at e s a n d missi n g A E s e v erit y will b e a p pli e d 
as d es cri b e d i n t h e Pfi z er d at a st a n d ar d r ul es.

T h e f oll o wi n g d eri v ati o ns will b e i n cl u d e d f or e a c h p arti ci p a nt:

 A n y  A E r e p ort e d.

 A n y  r el at e d A E r e p ort e d.

 A n y  i m m e di at e A E ( ass ess a c ut e r e a cti o ns f or at l e ast 3 0 min ut es aft er st u d y i nt er v e nti o n 
a d mi nistr ati o n).

 A n y  S A E.

 A n y  M A E (a n M A E is d efi n e d as a n o ns eri o us A E t h at r es ults i n a n e v al u ati o n at a 
m e di c al f a cilit y ).

 A n y  N D C M C (a n N D C M C is d efi n e d as a dis e as e or m e di c al c o n diti o n, n ot pr e vi o usl y  
i d e ntifi e d, t h at is e x p e ct e d t o b e p ersist e nt or ot h er wis e l o n g-l asti n g i n its eff e cts 
[e g, ast h m a ]).

 A n y  s e v er e A E.

 A n y  lif e-t hr e at e ni n g A E.

 A n y  A E l e a di n g t o st u d y wit h dr a w al.

 A n y  A E le a di n g t o d e at h.

 A n y  A E SI.

o C o nfir m e d di a g n osis of i nfl u e n z a ( cli ni c al si g ns/s y m pt o ms a n d p ositi v e l a b or at or y  
t esti n g) aft er D a y 1 t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

o C o nfir m e d di a g n osis of m y o c ar ditis or p eri c ar ditis o c c urri n g wit hi n 2 8 d a ys aft er 
v a c ci n a ti o n.

3. 2. S e c o n d a r y E n d p oi nt(s)

 H AI tit ers f or t h e 2 0 2 3-2 0 2 4 n ort h er n h e mis p h er e s e as o n al str ai ns r e c o m m e n d e d b y  
W H O f or  i nfl u e n z a v a c ci n es at b as eli n e a n d 4 w e e ks 
aft er v a c ci n ati o n.
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P FI Z E R C O N FI D E N TI A L 

D M B 0 2 -G S O P -R F 0 2 8. 0 St atisti c al A n al ysis Pl a n T e m pl at e
T M F D o c I D: 9 8. 0 3

P a g e 2 2 of 3 9

3. 3. Ot h e r S af et y E n d p oi nt(s)

3. 3. 1. P h ysi c al E x a mi n ati o ns, Vit al Si g ns, a n d M e di c al Hist o r y

A p h y si c al e x a mi n ati o n m a y b e p erf or m e d at b as eli n e (Visit 1 0 1 i n S u bst u d y  A) pri or t o 
v a c ci n ati o n, if cli ni c all y  i n di c at e d. P h ysi c al e x a mi n ati o n fi n di n gs c oll e ct e d d uri n g t h e st u d y  
will b e c o nsi d er e d s o ur c e r e c or d a n d will n ot b e r e q uir e d t o b e r e p ort e d, u nl ess ot h er wis e 
n ot e d. A n y  u nt o w ar d p h ysi c al e x a mi n ati o n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e 
c oll e cti o n p eri o d a n d m e et t h e d efi niti o n of a n A E or S A E will b e r e c or d e d i n t h e C R F.

T h e p arti ci p a nt’s or al t e m p er at ur e will b e m e as ur e d pri or t o v a c ci n ati o n i n S u bst u d y  A. 
A n y u nt o w ar d vit al si g n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e c oll e cti o n p eri o d a n d 
m e et t h e d efi niti o n of a n A E or S A E will b e r e c or d e d i n t h e C R F.

M e di c al hi st or y will b e c at e g ori z e d a c c or di n g t o M e d D R A.

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

M e as ur e m e nts or s a m pl es c oll e ct e d pri or t o v a c ci n ati o n ar e c o nsi d er e d t h e b as eli n e d at a f or 
t h e ass ess m e nts. I n t his st u d y, D a y 1 is t h e b as eli n e visit; t h e d at a fr o m s cr e e ni n g visit m a y 
b e us e d as b as eli n e o nl y  if t h e d at a o n D a y 1 ar e missi n g.

3. 5. 1. D e m o g r a p hi cs

T h e d e m o gr a p hi c v ari a bl es ar e a g e at t h e first v a c ci n ati o n (i n y e ars), s e x ( m al e or f e m al e), 
r a c e ( Bl a c k/ Afri c a n A m eri c a n, A m eri c a n I n di a n or Al as k a N ati v e, Asi a n, N ati v e H a w aii a n 
or ot h er P a c ifi c Isl a n d er, W hit e, n ot r e p ort e d), a n d et h ni cit y ( His p a ni c/ L ati n o/ of S p a nis h 
ori gi n, n o n -His p a ni c/ n o n -L ati n o / n o n- of S p a nis h ori gi n , n ot r e p ort e d), a n d r a ci al d esi g n ati o n 
(J a pa n es e, o t h er). In c as es w h er e m or e t h a n 1 c at e g or y  is s el e ct e d f or r a c e, t h e p arti ci p a nt 
w o ul d b e c o u nt e d u n d er t h e c at e g or y  “ m ultir a ci al ” f or a n alys is.
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3.5.2. E-Diary Completion
An e-diary will be considered transmitted if any data for the 3 local reactions (redness, 
swelling, and pain at the injection site) and 8 systemic events (fever, vomiting, diarrhea, 
headache, fatigue, chills, new or worsened muscle pain, and new or worsened joint pain) are 
present on any day. If all data are missing for all items on the e-diary for all 7 days after 
vaccination, then the e-diary will be considered not transmitted.

An e-diary will be considered completed if all expected data for all 7 days are available 
(ie, not missing). Otherwise, the e-diary will be considered incomplete. For any given day, 
an e-diary will be considered complete if all expected data are available.

Note: Data entered as part of the 72-hour recall period will be counted for the e-diary 
completion/transmission.

The data from the Participant Reported Reactogenicity CRF page will not be included in the 
e-diary completion/transmission summary.

For transmitted e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “and “Day 7.”

For completed e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “Day 7,” and “Day 1-Day 7.”

“Day 1-Day 7” is the variable for participants who completed e-diaries on all 7 days.

For e-diaries that are incomplete, an indicator variable for the percentage of days without 
data will be derived as follows:

= 1, if data have been transmitted and are complete for 7 days (100%)

= 2, if data have been transmitted and are complete for 6 days (≥75% to <100%)

= 3, if data have been transmitted and are complete for 4 or 5 days (≥50% to <75%)

= 4, if data have been transmitted and are complete for 2 or 3 days (≥25% to <50%)

= 5, if data have been transmitted and are complete for 0 or 1 day (<25%)

3.5.3. Prior/Concomitant Vaccines and Concomitant Medications
The following concomitant medications and vaccinations will be recorded in the CRF:

! Any vaccinations received from 28 days prior to study enrollment until the last visit 
(Visit 103).

! Last dose of licensed influenza vaccine, if received.
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Pr ot o c ol C 4 7 8 1 0 1 3 – S u bst u d y A ( P F -0 7 2 5 2 2 2 0 ) St atisti c al A n al ysis Pl a n
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P a g e 2 4 of 3 9

 Pri or r e c ei pt of a n y m R N A v a c ci n e ( e g, m R N A -b as e d C O VI D -1 9 v a c ci n e).

 Pr o hi bit e d m e di c ati o ns list e d i n S e cti o n 1 0. 1 1. 6. 9. 1 of t h e pr ot o c ol , if t a k e n, will b e 
r e c or d e d a n d i n cl u d e st art a n d st o p d at es, n a m e of t h e m e di c ati o n, d os e, u nit, r o ut e, a n d 
fr e q u e n c y.

N o nst u d y  v a c ci n es a n d c o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g t h e W H O D D.

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 alys is 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

S cr e e n e d All p arti ci p a nts w h o si g n t h e I C D.

R a n d o mi z e d All p arti ci p a nts w h o ar e assi g n e d a r a n d o mi z ati o n n u m b er i n 
t h e IR T s ys t e m.

S af et y All p arti ci p a nts w h o r e c ei v e t h e st u d y  i nt er v e nti o n.
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Important protocol deviations will be determined by clinical review. An important protocol 
deviation is a protocol deviation that, in the opinion of the sponsor’s clinician, would 
materially affect assessment of immunogenicity, eg, participant receipt of a prohibited 
vaccine or medication/treatment that might affect immune response or a medication error 
with a suspected decrease in potency of the vaccine. The sponsor’s clinician will identify 
those participants with protocol deviations that result in exclusion from analysis populations 
before any unblinded analysis is carried out.

The APE field will be included in the PIPD list from the CORD system and is used to help 
identify protocol deviations that may exclude participants from a particular population. 
For each reporting event, the most current endorsed version of the PIPD list must be used to 
generate the protocol deviation data set for analysis and reporting.

The APE flags for this study are as follows:

! YES-POP1 (participants excluded from the safety population)

! YES-POP2 (participants excluded from the evaluable immunogenicity population)

! YES-POP3 (participants identified as multiple enrollers)

Participants enrolling at multiple sites (multiple enroller): Any participant enrolling at more 
than 1 site in the study will be removed from the evaluable, mITT, and safety populations. 
These participants will be followed for safety and reported separately from the other 
participants.

Vaccinated but not randomized: These participants will be included in the safety population 
for safety analysis and will be reported under the vaccine group based on the vaccine 
received but will be excluded from the evaluable immunogenicity analyses or mITT 
immunogenicity analyses.

Randomized but not vaccinated: These participants will be included in the randomized 
population and excluded from any safety analyses and evaluable immunogenicity or mITT 
immunogenicity analyses.

Randomized but received incorrect vaccine: These participants will be included in the mITT 
populations for immunogenicity analyses if data are available and will be reported under the 
vaccine group based on the randomized vaccine. These participants will also be included in 
the safety population for safety analysis and will be reported under the vaccine group based
on the vaccine received.

5. GENERAL METHODOLOGY AND CONVENTIONS

5.1. Hypotheses and Decision Rules
The study is descriptive in nature, no formal statistical hypothesis testing will be performed. 
No decision rules will be applied.
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5.2. General Methods
CIs for all endpoints in the statistical analysis will be presented as 2-sided at the 95% level 
unless specified otherwise.

The safety analyses are based on the safety population. Participants will be summarized by 
vaccine group according to the study interventions they actually received. Completely 
missing reactogenicity e-diary data will not be imputed; missing AE dates will be handled 
according to the Pfizer safety rules.

For the immunogenicity endpoints, the main analysis will be based on the evaluable 
immunogenicity population. Antibody titers below the LLOQ, denoted as BLQ, will be set to 
0.5 × LLOQ for GMT analysis. No other missing assay data will be imputed in the analyses. 
All immunogenicity analyses will be performed after the imputation of the antibody titers 
that are below the LLOQ.

An additional analysis may be performed based on the mITT immunogenicity populations if 
there is a large enough difference (>10%) in sample size between the mITT immunogenicity
population and the evaluable immunogenicity population. Participants will be summarized 
according to the vaccine group to which they were randomized. Missing serology data will 
not be imputed.

No formal multiplicity adjustments will be applied for the analyses in multiple endpoints or 
for multiple looks of the same endpoint due to the descriptive nature of this substudy.

5.2.1. Analyses for Binary Endpoints
Descriptive statistics for binary variables (eg, proportions) are the percentage (%), the 
numerator (n) and the denominator (N) used in the percentage calculation, and the 95% CIs 
where applicable.

The exact 95% CI for binary endpoints for each group will be computed using the 
F distribution (Clopper-Pearson)1 and implemented in SAS PROC FREQ.

5.2.2. Analyses for Continuous Endpoints
Unless otherwise stated, descriptive statistics for continuous variables are n, mean, median, 
standard deviation, minimum, and maximum.

5.2.2.1. Geometric Mean Titers
The GMTs will be calculated as the mean of the assay results after making the logarithm 
transformation and then exponentiating the mean to express results on the original scale. 
Two-sided 95% CIs will be obtained by taking log transforms of assay results, calculating the 
95% CI based on the Student t distribution, and then exponentiating the confidence limits.
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5.2.2.2. Geometric Mean Fold Rises
GMFRs are defined as the geometric mean of the fold rise in the assay results from before to 
a specified time point after vaccination. GMFRs are limited to participants with nonmissing 
values at both time points.

GMFRs will be calculated as the mean difference of logarithmically transformed assay 
results (later time point minus earlier time point) and exponentiating the mean difference. 
The associated 2-sided 95% CIs will be obtained by constructing CIs using the Student t 
distribution for the mean difference on the logarithm scale and exponentiating the confidence 
limits.

5.2.2.3. Geometric Mean Ratios
The GMR will be calculated as the mean of the difference of logarithmically transformed 
assay results and exponentiating the mean. Two-sided CIs will be obtained by calculating CIs 
using the Student t distribution for the mean difference of the logarithmically transformed 
assay results and exponentiating the confidence limits. 

5.2.2.4. Reverse Cumulative Distribution Curves
Empirical RCDCs will plot proportions of participants with values equal to or exceeding a 
specified assay value versus the indicated assay value, for all observed assay values. Data 
points will be joined by a step function with the line first going down and then to the right to 
the next assay value.

5.3. Methods to Manage Missing Data
5.3.1. Safety Data
Standard algorithms for handling missing AE dates, AE severity, laboratory test values, and 
ECG values will be applied according to the Pfizer safety rules. Missing data handling rules 
for safety data are described in detail in the corresponding endpoint sections.

5.3.1.1. Reactogenicity Data
Completely missing reactogenicity e-diary data (no data from both the 7-day e-diary and the 
Participant Reported Reactogenicity CRF page) will not be imputed. For derived variables 
based on reactogenicity data, if any day of the 7-day e-diary data are available, the “any day 
(Day 1 through Day 7)” data will be considered nonmissing.

The reactogenicity data are collected through the e-diary, which does not allow participants 
to skip the question. Therefore, for a specific day, as long as the e-diary data are transferred 
for that day, all of the reactogenicity data for the participant on that day are nonmissing. 

For the “I do not recall” data in the e-diary, it will be imputed as “no” as described in Table 3
and Table 4 in Section 3.1.1. No missing reactogenicity data will be imputed other than what 
is described in Section 3.1.1 and Section 3.1.2.
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In summary, for any participant with all 7 days of the e-diary missing (no data from both the 
7-day e-diary collection period and the Participant Reported Reactogenicity CRF page), this 
will not be included in the analysis (ie, assuming MCAR). If only 1 to 6 days of 
reactogenicity data are available, the reactogenicity data for the missing day(s) are 
considered as answering “no” for all reactions. This is based on the common assumption that 
no reports mean no events. See Table 3 and Table 4 for the derivation algorithms.

5.3.2. Immunogenicity Data
Any assay results above the LLOQ are considered accurate, and their quantitated values will 
be reported. Antibody titers below the LLOQ, denoted as BLQ, or below the LOD will be set 
to 0.5 × LLOQ for GMT analysis. No other missing assay data will be imputed in the 
analyses. All immunogenicity analyses will be performed after the imputation of the antibody 
concentrations or antibody titers that are below the LLOQ.

When calculating a fold rise, the assay results will be converted to 0.5 × LLOQ if assay 
results are < LLOQ, except when the prevaccination assay result is < LLOQ while the 
postvaccination result is ≥ LLOQ, in which case the prevaccination value will be set to 
LLOQ. If both the numerator and denominator are < LLOQ, then both will be converted in 
the same way.

If there are multiple batch assay results at baseline, the GMT will be calculated from the 
mean of the baseline assay results. GMFR and seroconversion will be calculated using paired 
baseline and postbaseline assay results from the same batch of assay data. If there is more 
than 1 assay value at baseline due to multiple assay result batches, the titer criterion ≥1:40 
will be met if any of the assay values are ≥1:40.

Values for sera that are insufficient (QNS), IND results, or values recorded as “not done” 
will be set to “missing.”  Additionally, any time point with no blood draws will not be 
included in the analysis. No imputation will be done for these missing values, as MCAR is 
assumed for immunogenicity data.

LLOQ results for each assay used in this study will be included in the analysis specification 
once they are available.

6. ANALYSES AND SUMMARIES
6.1. Primary Endpoint(s)

6.1.1. Local Reactions and Systemic Events 
6.1.1.1. Main Analysis

! Estimand strategy: Treatment policy (Section 2.2.1).

! Analysis set: Safety population (Section 4). 

! Analysis methodology: 95% CI of the proportion of participants reporting each event, 
using the Clopper-Pearson method (Section 5.2.1).
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! Analysis timing: Day 1 through Day 7 after vaccination.

! Intercurrent events and missing data: All data collected after the intercurrent events will 
be included (Section 2.2.1). The participants without any e-diary data or reactogenicity 
event data on the Participant Reported Reactogenicity CRF page throughout the 7 days 
after vaccination will be excluded from the analysis; intermediate missing values will not 
be imputed. Partially missing e-diary data are imputed as “no” (Section 3.1.1, 
Section 3.1.2, and Section 5.3.1.1); e-diary data that are confirmed as errors will not be 
used for analysis.

Reporting results:

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator (N) used in the proportion calculation, and the 95% CI for the percentage 
using the Clopper-Pearson method, will be presented for each study intervention group. 
The denominator will be the number of participants reporting at least 1 "yes" or "no"
response for the local reaction after vaccination.

! Bar charts with the proportions of participants for each and any local reaction and each 
and any systemic event through the 7 days following vaccination will be plotted for each 
study intervention group. The bars will be divided into severity categories to highlight the 
proportions of participants by maximum severity.

6.1.1.2. Sensitivity/Supplementary Analyses
A sensitivity analysis will be conducted for the above summary of reactogenicity events by 
maximum severity. A variable to indicate the time period from the planned e-diary day 
(11:59 PM on that calendar day) to the actual time of e-diary reporting will be derived based 
on FARFTDTC (reference time point, ie, the time of vaccination), FADTC (data collection 
time), and FATPT (time point of intended solicitation day) in the dataset. The period will be 
categorized in relation to the planned e-diary day, ie, within the planned day, 1 day out 
(1-24 hours), 2 days out (>24-48 hours), or 3 days out (>48-72 hours) from the planned 
e-diary day. The sensitivity analysis will exclude the participants with e-diary reports
collected outside the intended solicitation (calendar) day or with data collected from the 
Participant Reported Reactogenicity CRF page.

To support the assessment of reactogenicity, the endpoints below, as specified in 
Section 3.1.1 and Section 3.1.2, will be summarized with the same analysis time point and 
analysis population:

! Duration (days) of each local reaction and each systemic event after vaccination.

! Onset day of each local reaction and each systemic event after vaccination.

! Presence of each and any severe local reaction and each and any severe systemic event on 
each of the 7 days and for “any day (Day 1 through Day 7).”
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The presentation of the results will include a basic descriptive summary without 95% CIs 
(Section 5.2).

These continuous endpoints will be summarized by displaying the n, mean, median, standard 
deviation, minimum, and maximum for each study intervention group.

In addition, the proportions of participants reporting prompted local reactions, by maximum 
severity level, with any e-diary errors will be included as a supplemental summary.

6.1.2. AEs, SAEs, MAEs, and NDCMCs
6.1.2.1. Main Analysis

! Estimand strategy: Treatment policy (Section 2.2.1).

! Analysis set: Safety population (Section 4).

! Analysis methodology: 95% CI of the proportion of participants reporting such events, 
using the Clopper-Pearson method (Section 5.2.1).

! Analysis timing: Day 1 through 4 weeks after vaccination for AEs; Day 1 through 
6 months after vaccination for SAEs, MAEs, and NDCMCs.

! Intercurrent events and missing data: All data collected are included. Missing AE dates 
will be imputed as described in Pfizer’s Vaccine Statistics Rulebook.

Reporting results:

! The number of participants with AEs through 4 weeks after vaccination (n), the 
proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs will be presented 
for each study intervention group.

! The number of participants with SAEs, MAEs, and NDCMCs through 6 months after 
vaccination (n), the proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs 
will be presented for each study intervention group.

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator used in the proportion calculation, and the 95% CIs for the percentage using 
the Clopper-Pearson method, will be presented for each SOC and each PT within each 
SOC for each study intervention group.

6.1.2.2. Sensitivity/Supplementary Analyses
To support the assessment of AEs, the endpoints below as specified in Section 3.1.3 will be 
summarized with the same analysis population using the same presentation as specified in the 
main analysis:

! Immediate AEs
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 R el at e d A Es

 S e v er e A Es

 Lif e -t hr e at e ni n g A Es

 A Es l e a di n g t o st u d y  dis c o nti n u ati o n/ wit h dr a w al

 A Es l e a di n g t o d e at h

 A E SI s

All A Es/ S A Es o c c urri n g aft er i nf or m e d c o ns e nt a n d pri or t o v a c ci n ati o n will n ot b e i n cl u d e d 
i n t h e a n alys es b ut will b e list e d.

I n a d diti o n, a n y A Es o c c urri n g u p t o 4 8 h o urs aft er bl o o d dr a ws will b e list e d.

6. 2. S e c o n d a r y E n d p oi nt(s)

6. 2. 1. H AI Tit e rs f o r t h e 2 0 2 3- 2 0 2 4 N o rt h e r n H e mis p h e r e S e as o n al St r ai ns 
R e c o m m e n d e d b y W H O fo r I nfl u e n z a V a c ci n es

6. 2. 1. 1. M ai n A n al ysis

 Esti m a n d str at e g y : H yp ot h eti c al a p pr o a c h ( S e cti o n 2. 2. 2 ).

 A n al y sis s et: E v al u a bl e i m m u n o g e ni cit y p o p ul ati o n ( H AI ) 
(S e cti o n 4 ).

 A n al y sis m et h o d ol o g y: D es cri pti v e s u m m ar y st atisti cs (S e cti o n 5. 2. 1 a n d S e cti o n 5. 2. 2 ).

 A n al y sis ti mi n g: D a y 1 pri or t o st u d y i nt er v e nti o n a d mi nistr ati o n (H AI G M T s, H AI tit ers 
≥ 1: 4 0) a n d at 4 w e e ks aft er v a c ci n ati o n.

 I nt er c urr e nt e v e nts a n d missi n g d at a: All d at a c oll e ct e d aft er or at i nt er c urr e nt e v e nts will 
b e e x cl u d e d ( S e cti o n 2. 2. 2 ). A nti b o d y tit ers b el o w t h e L L O Q, d e n ot e d as B L Q, or b el o w 
t h e LO D will b e s et t o 0. 5 × L L O Q f or a n al ys is (S e cti o n 5. 3. 2 ). Missi n g d at a will n ot b e 
i m p ut e d. I mm u n o g e ni cit y  d at a t h at ar e c o nfir m e d as n ot v ali d will n ot b e us e d f or 
a n al ys is.

R e p o rti n g r es ults:

 D es cri pti v e st atisti cs, i n cl u di n g t h e s a m pl e si z e ( n), H AI G M Ts, H AI  G M F Rs, a n d 9 5 % 
CI s f or t h e H AI G M Ts a n d H AI G M F Rs, will b e pr es e nt e d f or e a c h str ai n a n d e a c h st u d y  
i nt er v e nti o n gr o u p (S e cti o n 5. 2. 2 ).
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 D es cri pti v e st atisti cs, i e, H AI G M Rs of e a c h tI R V (tI R V 1, tI R V 2 a n d tI R V 3) gr o u p 
c o m p ar e d wit h e a c h c o ntr ol gr o u p ( QI V 1, qI R V 1 ) at 4 w e e ks aft er v a c ci n ati o n, a n d t h e 
9 5 % CI s f or t h e H AI  G M R s , will b e pr es e nt e d f or e a c h str ai n ( S e cti o n 5. 2. 2 ).

 T h e pr o p orti o n of p arti ci p a nts a c hi e vi n g H AI s er o c o n v ersi o n f or e a c h str ai n at 4 w e e ks 
aft er v a c ci n ati o n, a n d t h e ass o ci at e d 2 -si d e d Cl o p p er - P e ars o n 9 5 % CIs, will b e pr o vi d e d 
b y  st u d y i nt er v e nti o n gr o u p.

 T h e pr o p orti o n of p arti ci p a nts wit h H AI tit ers ≥ 1: 4 0 f or e a c h str ai n b ef or e v a c ci n ati o n 
a n d at 4 w e e ks aft er v a c ci n ati o n, a n d t h e ass o ci at e d 2 -si d e d Cl o p p er-P e ars o n 9 5 % CI s, 
will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p.

 E m piri c al R C D Cs wi ll b e pl ott e d b y st u d y i nt er v e nti o n gr o u p.

 H AI G M Ts f or e a c h str ai n, a n d t h e ass o ci at e d 9 5 % CI s, will b e pl ott e d b y st u d y  
i nt er v e nti o n gr o u p.

 H AI s er o c o n v ersi o n r at e f or e a c h str ai n, al o n g wit h t h e ass o ci at e d 9 5 % CIs, m a y b e 
pl ott e d b y  st u d y i nt er v e nti o n gr o u p.

6. 2. 1. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

T o s u p p ort t h e ass ess m e nt of i m m u n o g e ni cit y, esti m a n ds as s p e cifi e d i n S e cti o n 2. 2. 2 usi n g 
t h e tr e at m e nt p oli c y str at e g y mi g ht b e s u m m ari z e d wit h t h e mIT T i m m u n o g e ni cit y  
p o p ul ati o n ( H AI  usi n g t h e s a m e pr es e nt ati o n as s p e cifi e d i n t h e 
m ai n a n al ys is.

6. 3. Ot h e r S af et y S u m m a r i es a n d A n al ys es E n d p oi nt(s)

6. 3. 1. D at a C oll e ct e d o n t h e S u m m a r y of R e a ct o g e ni cit y C R F P a g e

D at a c oll e ct e d a b o ut r e a ct o g e ni city e v e nt s o n t h e S u m m ar y  of R e a ct o g e ni cit y C R F p a g e will 
b e s u m m ari z e d or list e d. 

T h e m ai n r e as o ns f or n o n c o m pl eti o n of t h e 7 -d a y  r e a ct o g e ni cit y e v e nt r e p orti n g (i n cl udi n g 
e- di ar y  e ntri es a n d t h e d at a o n t h e P arti ci p a nt R e p ort e d R e a ct o g e ni cit y C R F p a g e) will b e 
list e d.

I m m e di at e r e a ct o g e ni city e v e nts m a y  b e s u m m ari z e d b y  st ud y  i nt er v e nti o n gr o u p. 
T h e m e di c all y att e n d e d r e a c to g e ni cit y e v e nts will b e list e d .

6. 3. 2. M e di c al Hist o r y

E a c h r e p ort e d m e di c al hist or y  t er m will b e m a p p e d t o an S O C a n d P T a c c or di n g t o 
M e d D R A. T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h a n assi g n e d v a c ci n e h a vi n g at 
l e ast 1 di a g n osis of m e di c al hist or y, o v er all a n d at e a c h S O C a n d P T l e v el, will b e 
s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p a n d f or all p arti ci p a nts i n t ot al b as e d o n t h e s af et y  
p o p ul ati o n.
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6. 3. 3. El e ct r o c a r di o g r a ms

T h e d at a c oll e ct e d f or st u d y  p arti ci p a nts w h o r e p ort a n y sy m pt o m(s) t h at mi g ht b e i n di c ati v e 
of m y o c ar ditis or p eri c ar ditis wit hi n 2 8 d a y s aft er a st u d y v a c ci n ati o n ( E C G, tr o p o ni n I l e v el, 
c ar di a c e c h o c ar di o gr a m, a n d/ or c ar di a c m a g n eti c r es o n a n c e st u d y ) will b e s u m m ari z e d a n d 
list e d b y v a c ci n e gr o u p.
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6. 5. S u bs et A n al ys es

S u bs et a n al y s es will b e p erf or m e d f or s af et y pri m ar y  e n d p oi nts a n d i m m u n o g e ni cit y 
s e c o n d ar y e n d p oi nt b y a g e s u b gr o u ps ( 1 8 - 4 9 y e ars ; 5 0- 6 4 y e ars ). T h e m ai n a n al ys is 
d es cri b e d f or t h es e e n d p oi nts i n S e cti o n 6. 1. 1. 1 , S e cti o n 6. 1. 2. 1 , a n d S e cti o n 6. 2. 1. 1 will b e 
p erf or m e d b y t h e a g e s u b gr o u ps .

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

D es cri pti v e s u m m ar y  st atisti cs f or d e m o gr a p hi c c h ar a ct eristi cs ( a g e at v a c ci n ati o n, s e x, r a c e, 
a n d et h ni cit y ) will b e g e n er at e d b y st u d y i nt er v e nti o n gr o u p a n d f or all p arti ci p a nts i n t ot al 
b as e d o n t h e s af et y p o p ul ati o n.

6. 6. 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

6. 6. 2. 1. P a rti ci p a nt Dis p ositi o n

All p arti ci p a nts i n t h e r a n d o mi z e d p o p ul ati o n will b e i n cl u d e d i n t h e dis p ositi o n s u m m ari es.  
S u m m ari es will b e dis pl a y e d b y  v a c ci n e gr o u p s e p ar at ely.

T h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts will b e i n cl u d e d i n t h e p arti ci p a nt 
dis p ositi o n s u m m ar y . In a d diti o n, t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o r e c ei v e d 
v a c ci n ati o ns, c o m pl et e d t h e f oll o w -u p visits, a n d wit h dr e w b ef or e t h e f oll o w-u p visit, al o n g 
wit h t h e r e as o ns f or wit h dr a w al, will b e t a b ul at e d b y  st u d y i nt er v e nti o n gr o u p a n d t h e t ot al 
s a m pl e. T h e r e as o ns f or wit h dr a w al will b e t h os e as s p e cifi e d i n t h e d at a b as e.

P arti ci p a nts e x cl u d e d fr o m e a c h a n al ys is p o p ul ati o n will als o b e s u m m ari z e d s e p ar at ely b y 
st u d y i nt er v e nti o n gr o u p, al o n g wit h t h e r e as o ns f or e x cl usi o n b y st u d y i nt er v e nti o n gr o u p.
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A listing of protocol deviations may also be provided.

6.6.2.2. Blood Samples for Assay
For each blood sampling time point, the number and percentage of randomized participants 
providing blood samples within the protocol-specified time frame, as well as before and after 
the protocol-specified time frame, will be tabulated separately by study intervention group.

6.6.2.3. E-Diaries
The participants who were vaccinated and who transmitted and completed e-diaries will be 
summarized according to the vaccine actually received. Besides the analysis described in
Section 6.1.1, the summary will also include the number and percentage of vaccinated 
participants not transmitting the e-diary, transmitting the e-diary, and completing the e-diary 
for any day (based on the e-diary completion category as defined in Section 3.5.2) in the 
required reporting period after vaccination by assigned study intervention.

The number and percentage of participants transmitting and completing the e-diary for each 
day in the required reporting period, and overall, will be tabulated for each study intervention 
group.

The safety population will be used.

6.6.3. Study Intervention Exposure
6.6.3.1. Vaccination Administration
The relation of the randomized study intervention to the actual study intervention received 
will be presented as a cross-tabulation of the actual study intervention received versus the 
randomized study intervention.

A listing of participants showing the randomized study intervention and the study 
intervention actually received will be presented.

6.6.4. Concomitant Medications and Nondrug Treatments
Each prior/concomitant vaccine will be summarized according to the Anatomic Therapeutic 
Chemical fourth-level classification/WHODD, as appropriate. The prior/concomitant 
vaccines and medications as described in Section 3.5.3 will be listed. The number and 
percentage of participants receiving each prior (before vaccination) and concomitant vaccine 
(on or after vaccination) will be tabulated according to the assigned study intervention. 
The safety population will be used. Concomitant medications will be summarized similarly
to concomitant vaccines.
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7. INTERIM ANALYSES
7.1. Introduction
As the study is sponsor-unblinded, the sponsor will conduct unblinded reviews of the data 
during the course of the study for the purpose of safety assessment, dose selection, and/or 
supporting clinical development.

7.2. Interim Analyses
Not applicable.

8. REFERENCES
1. Clopper CJ, Pearson ES. The use of confidence or fiducial limits illustrated in the case 

of the binomial. Biometrika. 1934;26(4):404-13.
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A p p e n di x 1. List of A b b r e vi ati o ns

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

A E a d v ers e e v e nt

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

A P E a n al ys is p o p ul ati o n e x cl usi o n

B L Q b el o w t h e li mit of q u a ntit ati o n

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

C O R D Cli ni c al O v ersi g ht R e vi e w D as h b o ar d

C O VI D -1 9 c or o n a vir us dis e as e 2 0 1 9

C R F c as e re p ort for m

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

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 er

H A h e m a g gl uti ni n

H AI h e m a g gl uti n ati o n i n hi biti o n ass a y

I C D i nf or m e d c o ns e nt d o c u m e nt

I ND i n d et er mi n at e

I P M i n v esti g ati o n al pr o d u ct m a n u al

I R T i nt er a cti v e r es p o ns e t e c h n ol o g y

I V i ntr a v e n o us(ly)

L L O Q l o w er li mit of q u a ntit ati o n

L O D li mit of d et e cti o n

M A E m e di c all y  att e n d e d a d v ers e e v e nt

M C A R missi n g c o m pl et el y 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 e g ul at or y A cti viti es

mI R V m o n o v al e nt i nfl u e n z a m o d R N A v a c ci n e

mI T T m o difi e d i nt e nt -t o-tr e at

m o d R N A n u cl e osi d e -m o difi e d m ess e n g er ri b o n u cl ei c a ci d

m R N A m ess e n g er ri b o n u cl ei c a ci d

N/ A n ot a p pli c a bl e

N D C M C n e wl y  di a g n os e d c hr o ni c m e di c al c o n diti o n

PI P D p ot e nti al i m p ort a nt pr ot o c ol d e vi ati o n

P T pr ef err e d t er m

qI R V q u a dri v al e nt i nfl u e n z a m o d R N A v a c ci n e

QI V q u a dri v al e nt i nfl u e n z a v a c ci n e

Q N S q u a ntit y  n ot s uffi ci e nt
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Abbreviation Term
RCDC reverse cumulative distribution curve
RNA ribonucleic acid
SAE serious adverse event
SAP statistical analysis plan
SOC system organ class
tIRV trivalent influenza modRNA vaccine
WHO World Health Organization
WHODD World Health Organization Drug Dictionary
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D o c u m e nt A p pr o v al R e c or d

D o c u m e nt N a m e:

D o c u m e nt Titl e:

Si g n e d B y: D at e( G M T) Si g ni n g C a p a cit y
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Protocol C4781013 – Substudy B

A STUDY TO EVALUATE THE SAFETY, TOLERABILITY, AND 
IMMUNOGENICITY OF MODIFIED RNA VACCINES AGAINST INFLUENZA IN

HEALTHY ADULTS

Statistical Analysis Plan 
(SAP)

Version: 2

Date: 12 Jun 2024
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T A B L E O F C O N T E N T S

LI S T O F T A B L E S ..................................................................................................................... 4

A P P E N DI C E S ........................................................................................................................... 5

1. V E R SI O N HI S T O R Y ............................................................................................................ 6

2. I N T R O D U C TI O N ................................................................................................................. 6

2. 1. M o difi c at i o ns t o t h e A n al ysis Pl a n D es cri b e d i n t h e Pr ot o c ol .................................. 6

2. 2. St u d y  O bj e cti v es, E n d p oi nts, a n d Esti m a n ds............................................................ 7

2. 2. 1. Pri m ar y  Esti m a n d(s) ..................................................................................... 9

2. 2. 2. S e c o n d ar y  Esti m a n d(s) ............................................................................... 1 0

............................................................................ 1 1

2. 3. St u d y  D esi g n ........................................................................................................... 1 4

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 F I NI TI O N S A N D 
C O N V E N TI O N S ................................................................................................................ 1 5

3. 1. Pri m ar y  E n d p oi nt(s) ................................................................................................ 1 5

3. 1. 1. L o c al R e a cti o ns ..........................................................................................1 6

3. 1. 2. S y st e mi c E v e nts .......................................................................................... 1 9

3. 1. 3. A d v ers e E v e nts ........................................................................................... 2 1

3. 2. S e c o n d ar y  E n d p oi nt(s) ............................................................................................ 2 2

3. 3. Ot h er S af et y E n d p oi nt(s) ......................................................................................... 2 3

3. 3. 1. P h y si c al E x a mi n ati o ns, Vit al Si g ns, a n d M e di c al Hist or y ......................... 2 3

........................................................................................... 2 3

3. 5. B as eli n e V ari a bl es ................................................................................................... 2 3

3. 5. 1. D e m o gr a p hi cs ............................................................................................. 2 3

3. 5. 2. E -Di ar y  C o m pl eti o n.................................................................................... 2 4

3. 5. 3. Pri or/ C o n c o mit a nt V a c ci n es a n d C o n c o mit a nt M e di c ati o ns ...................... 2 4

4. A N A L Y SI S S E T S ( P O P U L A T I O N S F O R A N A L Y SI S) ...................................................2 5

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 ....................................................2 6

5. 1. H y p ot h es es a n d D e cisi o n R ul es .............................................................................. 2 6

5. 2. G e n er al M et h o ds ..................................................................................................... 2 7

5. 2. 1. A n al y s es f or Bi n ar y E n d p oi nts...................................................................2 7

5. 2. 2. A n al y s es f or C o nti n u o us E n d p oi nts ........................................................... 2 7

5. 2. 2. 1. G e o m etri c M e a n Tit ers ..............................................................2 7
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5. 2. 2. 2. G e o m etri c M e a n F ol d Ris es................................ ......................2 8

5. 2. 2. 3. G e o m etri c M e a n R ati os .............................................................2 8

5. 2. 2. 4. R e v ers e C u m ul ati v e Distri b uti o n C ur v es .................................. 2 8

5. 3. M et h o ds t o M a n a g e Missi n g D at a .......................................................................... 2 8
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5. 3. 1. 1. R e a ct o g e ni cit y D at a .................................................................. 2 8
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6. 1. 2. 1. M ai n A n al ys is ........................................................................... 3 1

6. 1. 2. 2. S e nsiti vit y / S u p pl e m e nt ar y A n al ys e s ......................................... 3 1

6. 2. S e c o n d ar y  E n d p oi nt(s) ............................................................................................ 3 2

6. 2. 1. H AI Tit ers f or t h e 2 0 2 3 -2 0 2 4 N o rt h er n H e mis p h er e S e as o n al Str ai ns 
R e c o m m e n d e d b y W H O f or I nfl u e n z a V a c ci n es .......................... 3 2
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6. 3. 1. D at a C oll e ct e d o n t h e S u m m ar y  of R e a ct o g e ni cit y C R F P a g e .................. 3 3
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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 8 A pr 2 0 2 4

Ori gi n al 
1 2 M ar 2 0 2 4

N/ A N/ A

2
1 2 J u n 2 0 2 4

1
2 6 A pr 2 0 2 4

 T o u p d at e t h e m o nit ori n g 
a n d c oll e cti o n p eri o d f or 
m y o c ar ditis a n d 
p eri c ar ditis p er pr ot o c ol 
a m e n d m e nt 1.

 T o u p d at e t h e a n al ysis 
p o p ul ati o n 

 
f or c o nsist e n c y wit h t h e 
pr ot o c ol.

 T o m a k e u p d at es a n d 
cl arifi c ati o ns o n t h e 
r e a ct o g e ni cit y e v e nts 
c oll e ct e d i n t h e e- di ar y a n d 
C R F p er r e g ul at or y 
c o m m e nts .

 T o a d d a s e nsiti vit y 
a n al ysis f or t h e s u m m ar y 
of r e a ct o g e ni cit y e v e nts b y 
m a xi m u m s e v erit y p er 
r e g ul at or y c o m m e nts.

 S e cti o n 3. 1. 3 a n d S e cti o n 6. 3. 3 :
U p d at e d t h e m o nit ori n g a n d 
c oll e cti o n p eri o d f or m y o c ar ditis 
a n d p eri c ar ditis fr o m “ 1 4 d a ys aft er 
v a c ci n ati o n ” t o “ 2 8 d a ys aft er 
v a c ci n ati o n . ”

 S e cti o n 2. 2 , S e cti o n 2. 2. 3 , 
S e cti o n 4 , S e cti o n 5. 2 , 
S e cti o n 6. 4. 1. 1 , S e cti o n 6. 4. 2. 1 , a n d 
S e cti o n 6. 4. 3. 1 : U p d at e d t h e 
a n al ysis p o p ul ati o n

 
 f or c o nsist e n c y wit h t h e 

pr ot o c ol.
 S e cti o n 2. 3 , S e cti o n 3. 1. 1 , 

S e cti o n 3. 1. 2 , S e cti o n 3. 5. 2 , 
S e cti o n 5. 3. 1. 1 , S e cti o n 6. 1. 1. 1 , a n d 
S e cti o n 6. 3. 1 : C l arifi e d t h e 
r e a ct o g e ni cit y d at a c oll e ct e d i n t h e 
e- di ar y a n d C R F a n d t h e a n al ysis of 
r e a ct o g e ni cit y e v e nts.

 S e cti o n 6. 1. 1. 2 : A d d e d a s e nsiti vit y 
a n al ysis f or t h e s u m m ar y of 
r e a ct o g e ni cit y e v e nts b y m a xi m u m 
s e v erit y.

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

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 S t u d y C 4 7 8 1 0 1 3 – S u bst u d y  B. 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 ns or t h eir a n alys es 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. M o difi c ati o ns t o t h e A n al ysis Pl a n D es c ri b e d i n th e P r ot o c ol

N ot a p pli c a bl e.
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2. 2. St u d y O bj e cti v es , E n d p oi nts, a n d Esti m a n ds

T y p e O bj e cti v e E n d p oi nt Esti m a n d

Pri m ar y s af et y T o d efi n e t h e s af et y a n d 
t ol er a bilit y pr ofil e of tI R Vs 
i n p arti ci p a nts ≥ 6 5 y e ars of 
a g e

 L o c al r e a cti o ns 
( p ai n at t h e i nj e cti o n 
sit e, r e d n ess, a n d 
s w elli n g)

 S y st e mi c e v e nts 
(f e v er, f ati g u e, 
h e a d a c h e, c hills, 
v o m iti n g, di arr h e a, 
n e w or w or s e n e d 
m us cl e p ai n, a n d n e w 
or w or s e n e d j oi nt 
p ai n)

 A E s
 S A Es
 M A Es
 N D C M Cs

I n p arti ci p a nts r e c ei vi n g st u d y 
i nt er v e nti o n (s af et y p o p ul ati o n), 
t h e p er c e nt a g e of p arti ci p a nts 
r e p orti n g:
 L o c al r e a cti o ns f or u p t o 

7 d a ys f oll o wi n g v a c ci n ati o n
 S y st e mi c e v e nts f or u p t o 

7 d a ys f oll o wi n g v a c ci n ati o n 
 A E s t hr o u g h 4 we e ks aft er 

v a c ci n ati o n
 M A Es t hr o u g h 6 m o nt hs aft er 

v a c ci n ati o n 
 N D C M Cs t hr o u g h 6 m o nt hs 

aft er v a c ci n at i o n
 S A Es t hr o u g h 6 m o nt hs aft er 

v a c ci n ati o n

S e c o n d ar y 
i m m u n o g e ni cit y

T o d es cri b e t h e i m m u n e 
r es p o ns e eli cit e d b y tI R Vs 
i n p arti ci p a nts ≥ 6 5 y e ars of 
a g e

 H AI tit ers f or t h e 
2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al 
str ai ns r e c o m m e n d e d 
b y W H O f or 

i nflu e n z a 
v a c ci n es

I n p arti ci p a nts c o m pl yi n g wit h t h e 
k e y pr ot o c ol crit eri a ( e v al u a bl e 
i m m u n o g e ni cit y p o p ul ati o n 
[ H AI ]):
 H AI G M Ts at b as eli n e a n d 

4 w e e ks aft er v a c ci n ati o n
 H AI G M F Rs fr o m b ef or e 

v a c ci n ati o n t o 4 w e e k s aft er 
v a c ci n ati o n

 T h e pr o p orti o n of p arti ci p a nts 
a c hi e vi n g H AI 
s er o c o n v ersi o n a f or e a c h str ai n 
at 4 w e e k s aft er v a c ci n ati o n 

 T h e pr o p orti o n of p arti ci p a nts 
wit h H AI tit ers ≥ 1: 4 0 f or e a c h 
str ai n at b as eli n e a n d 4 we e ks 
aft er v a c ci n ati o n
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T y p e O bj e cti v e E n d p oi nt Esti m a n d
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T y p e O bj e cti v e E n d p oi nt Esti m a n d

a. S er o c o n v ersi o n is d efi n e d as a n H AI tit er  1: 1 0 pri or t o v a c ci n ati o n a n d ≥ 1: 4 0 at t h e ti m e p oi nt of 
i nt er est, or a n H AI tit er ≥ 1: 1 0 pri or t o v a c ci n ati o n wit h at l e ast a 4 -f ol d ris e at t h e tim e p oi nt of i nt er est.

2. 2. 1. P ri m a r y Esti m a n d (s)

T h e pri m ar y  esti m a n ds f or t h e pri m ar y o bj e cti v e (s af ety) will us e t h e tr e at m e nt p oli c y 
str at e g y a n d esti m at e t h e s af ety e v e nt r at e (r e a ct o g e ni cit y, A Es/ S A Es/ M A Es / N D C M Cs) 
r e g ar dl ess of w h et h er a n i nt er c urr e nt e v e nt o c c urs.

 T h e r e a ct o g e ni cit y esti m a n ds (l o c al r e a cti o ns a n d s y st e mi c e v e nts) h a v e t h e f oll o wi n g 
5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 2 diff er e nt f or m ul ati o ns of tIR V (tIR V 2 a n d 
tIR V 3 ), QI V 2 ( ) , QI V 3 ( , a n d qI R V 2 as d efi n e d i n S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts ≥ 6 5 y e ars of a g e w h o r e c ei v e t h e st u d y i nt er v e nti o n.

o V a ri a bl es: L o c al r e a cti o ns a n d s y st e mi c e v e nts fr o m t h e e -di ar y  u p t o 7 d a y s 
f oll o wi n g v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei vi n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, missi n g e -di ar y  e ntri es o n c ert ai n d a ys, st u d y dis c o nti n u ati o n), if 
c oll e ct e d, will b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of r e p orti n g e a c h pr o m pt e d r e a ct o g e ni cit y  
it e m, a n d t h e ass o ci at e d 2- si d e d 9 5 % CIs , b y  st u d y i nt er v e nti o n gr o up (i n t h e tIR V 2 , 
tIR V 3, QI V 2, QI V 3 , a n d qI R V 2 v a c ci n e gr o u p s, s e p ar at el y).

 T h e A E, S A E, M A E a n d N D C M C esti m a n ds h a v e t h e f oll o wi n g 5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 2 diff er e nt f or m ul ati o ns of tIR V (tIR V 2 a n d 
tIR V 3), QI V 2 , QI V 3 , a n d qI R V 2 as d efi n e d i n S e cti o n 2. 3.

o P o p ul ati o n: P arti ci p a nts ≥ 6 5 y e ars of a g e w h o r e c ei v e t h e st u d y  i nt er v e nti o n.

o V a ri a bl es: 

 A Es r e p ort e d t hr o u g h 4 w e e ks aft er v a c ci n ati o n.
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 S A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 M A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 N D C M Cs r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei vi n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, st u d y dis c o nti n u ati o n), if c oll e ct e d, will b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of A Es, S A Es, M A Es a n d N D C M Cs , a n d t h e 
ass o ci at e d 2 -si d e d 9 5 % CIs, b y  st u d y i nt er v e nti o n gr o u p (i n t h e tIR V 2, tI R V 3, QI V 2, 
QI V 3 , a n d qI R V 2 v a c ci n e gr o u p s, s e p ar at ely ).

2. 2. 2. S e c o n d a r y Esti m a n d (s)

T h e s e c o n d ar y  esti m a n ds f or t h e s e c o n d ar y o bj e cti v e (i m m u n o g e ni cit y) will us e t h e 
h y p ot h eti c al str at e g y  a n d esti m at e t h e v a c ci n e i m m u n e r es p o ns e w h e n a n i nt er c urr e nt e v e nt 
d o es n ot o c c ur. I n ot her w or ds, t h e i m m u n e r es p o ns e is esti m at e d i n t h e h y p ot h eti c al s etti n g 
w h er e p arti ci p a nts f oll o w t h e st u d y  s c h e d ul e a n d pr ot o c ol r e q uir e m e nts as dir e ct e d. It 
i n cl u d es t h e f oll o wi n g 5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 2 diff er e nt f or m ul ati o n s of tIR V (tIR V 2 a n d 
tIR V 3), QI V 2 ( , QI V 3 ( , a n d qI R V 2 as d efi n e d i n S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts ≥ 6 5 y e ars of a g e , as d efi n e d b y t h e i n cl usi o n a n d e x cl usi o n 
crit eri a.

o V a ri a bl es: 

H AI :

 H AI tit ers f or t h e 2 0 2 3- 2 0 2 4 n ort h er n h e mis p h er e s e as o n al str ai ns r e c o m m e n d e d 
b y  W H O f or i nfl u e n z a v a c ci n es:

 H AI tit ers at b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n.

 H AI tit er f ol d ris e fr o m b ef or e v a c ci n ati o n t o 4 w e e ks aft er v a c ci n ati o n.

 Pr es e n c e of H AI s er o c o n v ersi o n f or e a c h str ai n at 4 w e e ks aft er v a c ci n ati o n.

 Pr es e n c e of H AI tit ers ≥ 1: 4 0 f or e a c h s tr ai n at b as eli n e a n d 4 w e e ks aft er 
v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: T h e f oll o wi n g i nt er c urr e nt e v e nts c o ul d i m p a ct t h e 
i nt er pr et ati o n or t h e m e as ur e m e nt of t h e i m m u n e r es p o ns e:

 N ot m e eti n g t h e st u d y i n cl usi o n crit eri a or m e eti n g t h e e x cl usi o n crit eri a.
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 N ot r e c ei vi n g t h e st u d y i nt er v e nti o n as r a n d o mi z e d.

 Bl o o d f or ass a y  t esti n g is t a k e n o utsi d e of t h e d efi n e d wi n d o w ( 2 6 d a y s or 
 3 5 d a y s aft er v a c ci n ati o n).

 H a vi n g m aj or pr ot o c ol d e vi ati o ns (r e c ei v e d pr o hi bit e d v a c ci n e or tr e at m e nt t h at 
m a y  alt er t h e i m m u n e r es p o ns e a n d s u bs e q u e ntly i m p a ct t h e v a c ci n e pr ot e cti o n).

All d at a aft er t h e a b o v e i nt er c urr e nt e v e nts, if c oll e ct e d, will b e e x cl u d e d fr o m 
a n al ys is.

o P o p ul ati o n -l e v el s u m m a r y: H AI G M Ts, a n d t h e ass o ci at e d 2 -si d e d 9 5 % CIs, at 
b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n ; H AI G M F R s , a n d t h e ass o ci at e d 
2- si d e d 9 5 % CIs , fr o m b ef or e v a c ci n ati o n t o 4 w e e ks aft er v a c ci n ati o n; t h e pr o p orti o n 
of p arti ci p a nts a c hi e vi n g H AI s er o c o n v ersi o n f or e a c h str ai n at 4 w e e ks aft er 
v a c ci n ati o n , a n d t h e ass o ci at e d 2- si d e d 9 5 % C Is; a n d t h e pr o p orti o n of p arti ci p a nts 
wit h H AI tit ers ≥ 1: 4 0 f or e a c h str ai n at b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n , a n d 
t h e ass o ci at e d 2 -si d e d 9 5 % CIs, will b e s u m m ari z e d b y  st u d y i nt er v e nti o n.
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2. 3. St u d y D esi g n

T his is a P h as e 2, r a n d o mi z e d, o bs er v er- bli n d e d (s p o ns or -u n bli n d e d) s u b st u d y  t o e v al u at e t h e 
s af et y, t ol er a bilit y, a n d i m m u n o g e ni cit y of 2 diff er e nt f or m ul ati o ns of tI R V (tI R V 2 a n d 
tIR V 3) e n c o di n g H A f or t h e t ar g et e d s e as o n al i nfl u e n z a str ai ns c o m p ar e d t o QI V 2

), QI V 3 ( ), a n d qI R V 2 ( e n c o di n g H A f or 2 A a n d 2 B s e as o n al i nfl u e n z a 
str ai ns) i n h e alt h y a d ults ≥ 6 5 y e ars of a g e.

U p t o a p pr o xi m at el y  4 5 0 p arti ci p a nts ≥ 6 5 y e ars of a g e will b e e nr oll e d a n d r a n d o mi z e d t o 
r e c ei v e 1 d os e of st u dy i nt er v e nti o n as s h o w n i n T a bl e 2 . 

Bl o o d s a m pl es of a p pr o xi m at el y  3 0 m L will b e c oll e ct e d  
pri or t o v a c ci n ati o n a n d at 4 w e e ks a n d 6 m o nt hs aft er v a c ci n ati o n.

L o c al r e a ct i o n a n d sys t e mi c e v e nt d at a will b e c oll e ct e d i n a n e-di ar y  d uri n g t h e 7-d a y  
f oll o w-u p p eri o d aft er v a c ci n ati o n. P arti ci p a nts ar e r e q uir e d t o c o m pl et e t h e e- di ar y  e v er y 
e v e ni n g ( 0 6: 0 0 P M t o 1 1: 5 9 P M) f or t h e 7 d a y s f oll o wi n g v a c ci n ati o n (i n cl u di n g t h e d a y of 
v a c ci n ati o n) . If p arti ci p a nts ar e u n a bl e t o c o m pl et e t h e e- di ar y  as e x p e ct e d o n a p arti c ul ar 
d a y , t h e y ar e all o w e d t o r etr os p e cti v ely c o m pl et e t h e miss e d e ntr y wit h i n u p t o 3 d a ys 
f oll o wi n g t h e d at e of t h e miss e d e ntr y  ( e xt e n d e d 7 2-h o ur e - di ar y r e p orti ng wi n d o w).

F or p arti ci p a nts wit h o n g oi n g s y m pt o ms aft er D a y 7 , s u bs e q u e nt e -di ar y  e ntri es will b e 
f oll o w e d o nl y t o m o nit or t h e d ur ati o n of sy m pt o ms u ntil r es ol uti o n. T h e e n d d at e f or t h e 
pr es p e cifi e d l o c al r e a cti o n a n d s y st e mi c e v e nt b e y o n d D a y 7 will als o b e r e c or d e d o n t h e 
S u m m ar y  of R e a ct o g e ni cit y C R F p a g e .

All A Es will b e c oll e ct e d fr o m i nf or m e d c o ns e nt si g ni n g t hr o u g h 4 w e e ks f oll o wi n g 
v a c ci n ati o n. A s u bs et of A Es ( N D C M Cs, M A Es, a n d S A Es) will b e c oll e ct e d fr o m i nf or m e d 
c o ns e nt si g ni n g t hr o u g h 6 m o nt hs aft er v a c ci n ati o n. I n a d diti o n, A Es o c c urri n g u p t o 
4 8 h o urs aft er bl o o d dr a ws will b e c oll e ct e d .
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Pr ot o c ol C 4 7 8 1 0 1 3 – S u bst u d y B ( P F -0 7 2 5 2 2 2 0 ) St atisti c al A n al ysis Pl a n

P FI Z E R C O N FI D E N TI A L 
D M B 0 2 -G S O P -R F 0 2 8. 0 St atisti c al A n al ysis Pl a n T e m pl at e

T M F D o c I D: 9 8. 0 3
P a g e 1 5 of 4 1

T a bl e 2 . N u m b e r of P a rti ci p a nts t o B e E n r oll e d i n S u bst u d y B – P a rti ci p a nts 
≥ 6 5 Y e a rs of A g e

St u d y 
I nt e r v e nti o n

P r ef o r m ul at e d a I nfl u e n z a St r ai ns T ot al 
m o d R N A 

D os e

N u m b e r of 
P a rti ci p a nts

QI V 2 Y es 2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al str ai ns 
r e c o m m e n d e d b y W H O f or 

 i nfl u e n z a 
v a c ci n es

N/ A 9 0

QI V 3 Y es 2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al str ai ns 
r e c o m m e n d e d b y W H O f or 

i nfl u e n z a 
v a c ci n es

N/ A 9 0

tI R V 2 N o A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 3 N o A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

qI R V 2 Y es A/ H 1 N 1 9 0

A/ H 3 N 2

B/ Vi ct ori a

B/ Y a m a g at a

a. F or tI R V 2 a n d tI R V 3 ( w hi c h ar e n ot pr ef or m ul at e d), mI R Vs e n c o di n g H A f or e a c h A a n d B str ai n will b e 
mi x e d at t h e sit e t o g e n er at e t h es e st u d y i nt er v e nti o ns at t h e d os e -l e v el c o m bi n ati o n s h o w n. Pl e as e s e e t h e 
I P M f or f urt h er d et ails.

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 TI O N S

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

 L o c al r e a cti o ns (p ai n at t h e i nj e cti o n sit e, r e d n ess a n d s w elli n g ) t hr o u g h 7 d a ys f oll o wi n g 
v a c ci n ati o n.

 S y st e mi c e v e nts (f e v er, f ati g u e, h e a d a c h e, c hills, v o miti n g, di arr h e a, n e w or w ors e n e d 
m us cl e p ai n, a n d n e w or w ors e n e d j oi nt p ai n ) t hr o u g h 7 d a ys f oll o wi n g v a c ci n ati o n.

 A Es t hr o u g h 4 w e e ks aft er v a c ci n ati o n.

 S A Es t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 M A Es t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 N D C M Cs t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.
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3.1.1. Local Reactions
The local reactions reported in the e-diary are pain at the injection site, redness, and swelling, 
from Day 1 through Day 7 after vaccination, where Day 1 is the day of vaccination.

If a local reaction persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of 
Reactogenicity CRF page.

For missing records on local reactions during the 7-day e-diary collection period, the data 
may be retrieved by the investigator via participant report and collected in the CRF. The local 
reactions collected on the Participant Reported Reactogenicity CRF page will be combined 
with the 7-day e-diary data and included for the below analysis (presence, maximum 
severity, onset day, and duration). The main reason for missing e-diary entries (missing when 
all reactogenicity entries are considered, including any recalled e-diary entries and data 
entered on the Participant Reported Reactogenicity CRF page) will be collected by the 
investigator on the Summary of Reactogenicity CRF page.

This section describes derivations with details for the assessment of local reactions: any 
presence, maximum severity, duration, and onset day of local reactions, in addition to any 
presence of severe local reactions.

Presence or Absence

For the data summary of the presence (yes or no) of a local reaction during the interval from 
Day 1 through Day 7 after vaccination, where Day 1 is the day of vaccination, the following 
variables are required in order to compute the proportions:

! Presence (yes or no) of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7).

! Presence (yes or no) of each local reaction by maximum severity on any day 
(Day 1 through Day 7).

For each local reaction and any local reaction on any day, Table 3 and Table 4 details the 
algorithm to derive the presence of a reaction (yes or no) during the interval from Day 1 
through Day 7, where Day 1 is the day of vaccination.
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Table 3. Derived Variables for Presence of Each Local Reaction Within 7 Days 
After Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of each 
local reaction.

Participant reports the 
reaction as “yes” on any day 
(Day 1 through Day 7)

Participant reports the reaction 
as “no” or “I don’t recall” 
on all 7 days (Day 1 through 
Day 7) or as a combination of 
“no,” “I don’t recall,” and 
missing on all 7 days 
(Day 1 through Day 7).

Participant does not report 
any data on all 7 days 
(Day 1 through Day 7) for 
the reaction.

a. The variables will be derived for each of the local reactions (redness, swelling, and pain at the injection 
site) and for each of the severe local reactions within the interval from Day 1 through Day 7 after
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Table 4. Derived Variables for Presence of Any Local Reaction Within 7 Days After 
Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of any 
local reaction.

Participant reports any local 
reaction as “yes” on any day 
(Day 1 through Day 7).

For all 3 local reactions, 
participant reports “no” or 
“I don’t recall” on all 7 days 
(Day 1 through Day 7) or as a 
combination of “no,” “I don’t 
recall,” and missing on all 7 days 
(Day 1 through Day 7).

Participant does not 
report any data for all 
3 local reactions on all 
7 days (Day 1 through 
Day 7).

a. The variables will be derived for any of the local reactions (redness, swelling, and pain at the injection 
site) and for any of the severe local reactions within the interval from Day 1 through Day 7 after 
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Severity and Maximum Severity

Redness and swelling will be measured and recorded in measuring device units 
(range: 1 to 21) and then categorized during analysis as absent, mild, moderate, or severe 
based on the grading scale in Table 5. Measuring device units can be converted to 
centimeters according to the following formula: 1 measuring device unit = 0.5 cm. Pain at the 
injection site will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 5.
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Table 5. Local Reaction Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a) 
Pain at the injection 
site

Does not interfere 
with activity

Interferes with 
activity

Prevents daily 
activity 

Emergency room 
visit or 
hospitalization for 
severe pain

Redness #2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

#5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

#10 cm 
(≥21 measuring 
device units)

Necrosis or 
exfoliative 
dermatitis

Swelling #2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

#5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

#10 cm 
(≥21 measuring 
device units)

Necrosis

a. Only an investigator or qualified designee is able to classify a participant’s local reaction as Grade 4, after
clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 reaction that 
meets the definition of an SAE will be collected on the AE CRF. 

For each local reaction reported, the maximum severity grade will be derived for the e-diary 
collection period (Day 1 through Day 7, where Day 1 is the day of vaccination) as follows:

Maximum severity grade = highest grade (maximum severity) within 7 days after 
vaccination (Day 1 through Day 7) among severity grades where the answers are 
neither “no” nor missing for at least 1 day during the interval from Day 1 through 
Day 7.

Duration of Each Local Reaction (First to Last Day Reported)

For participants experiencing any local reaction (or those with a derived reaction as described 
in Table 3 and Table 4), the maximum duration (resolution date of reaction – start date of 
reaction + 1) will be derived for each study vaccination.

Resolution of the reaction is the last day on which the reaction is recorded in the e-diary or 
the date the reaction ends if it is unresolved during the participant e-diary recording period 
(end date collected in the CRF), unless chronicity is established. If there is no known end 
date, the duration will be considered unknown and set to “missing.” Participants with no 
reported reactions have no duration.

Onset Day of Each Local Reaction

The onset day of each local reaction will be derived. Onset day is defined as the first day of 
reporting any severity.

For the onset day of each local reaction, only the first day of reporting that specific local 
reaction will be counted, even if participants report a change in severity of the local reaction.
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In summary, the following variables will be derived for local reactions:

1. Presence or absence of each local reaction on each day (Day 1 through Day 7) after 
vaccination.

2. Presence or absence of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any local reaction on any day (Day 1 through Day 7) after 
vaccination.

6. Duration of each local reaction after vaccination.

7. Onset day of each local reaction after vaccination.

8. Onset day of any local reaction after vaccination.

3.1.2. Systemic Events
The systemic events assessed and recorded in the e-diary are fever, fatigue, headache, chills, 
vomiting, diarrhea, new or worsened muscle pain, and new or worsened joint pain from 
Day 1 through Day 7, where Day 1 is the day of vaccination.

If a systemic event persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of 
Reactogenicity CRF page.

The systemic events collected on the Participant Reported Reactogenicity CRF page will be 
combined with the 7-day e-diary data and be included for the below analysis (presence, 
maximum severity, onset day, and duration).

The derivations for systemic events will be handled similarly to the way local reactions are 
handled for presence of the event, severity level, duration, and onset day.

The variables associated with the systemic events will be computed similarly to the way local 
reactions are computed (see Section 3.1.1).

1. Presence (yes or no) of each systemic event on each day (Day 1 through Day 7) after 
vaccination.
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2. Presence (yes or no) of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 systemic event on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any systemic event on any day (Day 1 through Day 7) after 
vaccination.

6. Duration of each systemic event after vaccination.

7. Onset day of each systemic event after vaccination.

8. Onset day of any systemic event after vaccination.

The symptoms will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 6.

Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)

Vomiting 1-2 times in 
24 hours

>2 times in 
24 hours

Requires IV 
hydration

Emergency room visit 
or hospitalization for 
hypotensive shock

Diarrhea 2 to 3 loose stools 
in 24 hours

4 to 5 loose stools 
in 24 hours

6 or more loose stools 
in 24 hours

Emergency room visit 
or hospitalization for 
severe diarrhea

Headache Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe headache

Fatigue/tiredness Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe fatigue

Chills Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe chills

New or worsened 
muscle pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
muscle pain
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Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)

New or worsened 
joint pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
joint pain

a. Only an investigator or qualified designee is able to classify a participant’s systemic event as Grade 4, 
after clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 event that 
meets the definition of an SAE will be collected on the AE CRF.

To record information on fever, a thermometer will be given to participants with instructions 
on how to measure oral temperature at home. Temperature will be collected in the 
reactogenicity e-diary each evening during the reactogenicity e-diary reporting period. It will 
also be collected at any time during the reactogenicity e-diary data collection period, or 
longer following vaccination, when fever is suspected. 

Fever is defined as an oral temperature ≥38.0°C (≥100.4°F). The highest temperature for 
each day will be recorded in the reactogenicity e-diary. Temperature will be measured and 
recorded to 1 decimal place. Temperatures recorded in degrees Fahrenheit will be 
programmatically converted to degrees Celsius and then categorized according to the scale 
shown in Table 7 during analysis.

Table 7. Scale for Fever
≥38.0-38.4°C (100.4-101.1°F)

#38.4-38.9°C (101.2-102.0°F)

#38.9-40.0°C (102.1-104.0°F)

#40.0°C (#104.0°F)

3.1.3. Adverse Events
The time period for actively eliciting and collecting AEs (“active collection period”) for each 
participant begins from the time the participant provides informed consent, which is obtained 
before the participant’s participation in the study (ie, before undergoing any study-related 
procedure and/or receiving study intervention), through and including Visit 202 in 
Substudy B (approximately 4 weeks after vaccination).
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A d diti o n all y , M A Es, N D C M Cs, a n d S A Es will b e c oll e ct e d fr o m t h e ti m e t h e p arti ci p a nt 
pr o vi d es i nf or m e d c o ns e nt t o Visit 2 0 3 i n S u bst u d y B ( a p pr o xi m at el y 6 m o nt hs aft er 
v a c ci n ati o n). I n a d diti o n, A Es o c c urri n g u p t o 4 8 h o urs aft er bl o o d dr a ws m ust b e r e c or d e d 
o n t h e C R F. 

St a n d ar d al g orit h ms f or h a n dli n g missi n g A E d at es a n d missi n g A E s e v erit y  will b e a p pli e d 
as d es cri b e d i n t h e Pfi z er d at a st a n d ar d r ul es.

T h e f oll o wi n g d eri v ati o ns will b e i n cl u d e d f or e a c h p arti ci p a nt:

 A n y A E r e p ort e d.

 A n y  r el at e d A E r e p ort e d.

 A n y  i m m e di at e A E ( ass ess a c ut e r e a cti o ns f or at l e ast 3 0 mi n ut es aft er st u d y i nt er v e nti o n 
a d mi nistr ati o n).

 A n y  S A E.

 A n y  M A E (a n M A E is d efi n e d as a n o ns eri o us A E t h at r es ults i n a n e v al u ati o n at a 
m e di c al f a cilit y ).

 A n y  N D C M C ( a n N D C M C is d efi n e d as a dis e as e or m e di c al c o n diti o n, n ot pr e vi o usl y  
i d e ntifi e d, t h at is e x p e ct e d t o b e p ersist e nt or ot h er wis e l o n g-l asti n g i n its eff e cts 
[e g, ast h m a ]).

 A n y  s e v er e A E.

 A n y  lif e-t hr e at e ni n g A E.

 A n y  A E l e a di n g t o st u d y wit h dr a w al.

 A n y  A E l e a di n g t o d e at h.

 A n y  A E SI.

o C o nfir m e d di a g n osis of i nfl u e n z a ( cli ni c al si g ns/s y m pt o ms a n d p ositi v e l a b or at or y  
t esti n g) aft er D a y 1 t hr o u g h 6 m o nt hs aft er v a c ci n ati o n 

o C o nfir m e d di a g n osis of m y o c ar ditis or p eri c ar ditis o c c urri n g wit hi n 2 8 d a ys aft er 
v a c ci n ati o n.

3. 2. S e c o n d a r y E n d p oi nt(s)

 H AI tit ers f or t h e 2 0 2 3-2 0 2 4 n ort h er n h e mis p h er e s e as o n al str ai ns r e c o m m e n d e d b y  
W H O f or i nfl u e n z a v a c ci n es at b as eli n e a n d 4 w e e ks aft er v a c ci n ati o n.
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3. 3. Ot h e r S af et y E n d p oi nt(s)

3. 3. 1. P h ysi c al E x a mi n ati o ns, Vit al Si g ns, a n d M e di c al Hist o r y

A p h y si c al e x a mi n ati o n m a y b e p erf or m e d at b as eli n e (Visit 2 0 1 i n S u bst u d y  B) pri or t o 
v a c ci n ati o n, if cli ni c all y  i n di c at e d. P h ysi c al e x a mi n ati o n fi n di n gs c oll e ct e d d uri n g t h e st u d y  
will b e c o nsi d er e d s o ur c e r e c or d a n d will n ot b e r e q uir e d t o b e r e p ort e d, u nl ess ot h er wis e 
n ot e d. A n y  u nt o w ar d p h ysi c al e x a mi n ati o n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e 
c oll e cti o n p eri o d a n d m e et t h e d efi niti o n of a n A E or S A E will b e r e c or d e d i n t h e C R F.

T h e p arti ci p a nt’s or al t e m p er at ur e will b e m e as ur e d pri or t o v a c ci n ati o n i n S u bst u d y  B. A n y 
u nt o w ar d vit al si g n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e c oll e cti o n p eri o d a n d m e et 
t h e d efi niti o n of a n A E or S A E will b e r e c or d e d i n t h e C R F.

M e di c al hist or y  will b e c at e g ori z e d a c c or di n g t o M e d D R A.

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

M e as ur e m e nts or s a m pl es c oll e ct e d pri or t o v a c ci n ati o n ar e c o nsi d er e d t h e b as eli n e d at a f or 
t h e ass ess m e nts. I n t his st u d y, D a y 1 is t h e b as eli n e visit; t h e d at a fr o m s cr e e ni n g visit m a y 
b e us e d as b as eli n e o nl y  if t h e d at a o n D a y 1 ar e missi n g.

3. 5. 1. D e m o g r a p hi cs

T h e d e m o gr a p hi c v ari a bl es ar e a g e at t h e first v a c ci n ati o n (i n y e ars), s e x ( m al e or f e m al e), 
r a c e ( Bl a c k/ Afri c a n A m eri c a n, A m eri c a n I n di a n or Al as k a N ati v e, 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, W hit e, n ot r e p ort e d), a n d et h ni cit y ( His p a ni c/ L ati n o/ of S p a nis h 
ori gi n, n o n -His p a ni c/ n o n -L ati n o / n o n-of S p a nis h ori gi n , n ot r e p ort e d), a n d r a ci al d esi gn ati o n 
(J a p a n es e, ot h er). I n c as es w h er e m or e t h a n 1 c at e g or y is s el e ct e d f or r a c e, t h e p arti ci p a nt 
w o ul d b e c o u nt e d u n d er t h e c at e g or y  “ m ultir a ci al ” f or a n alys is.
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3.5.2. E-Diary Completion
An e-diary will be considered transmitted if any data for the 3 local reactions (redness, 
swelling, and pain at the injection site) and 8 systemic events (fever, vomiting, diarrhea, 
headache, fatigue, chills, new or worsened muscle pain, and new or worsened joint pain) are 
present on any day. If all data are missing for all items on the e-diary for all 7 days after 
vaccination, then the e-diary will be considered not transmitted.

An e-diary will be considered completed if all expected data for all 7 days are available 
(ie, not missing). Otherwise, the e-diary will be considered incomplete. For any given day, an 
e-diary will be considered complete if all expected data are available.

Note: Data entered as part of the 72-hour recall period will be counted for the e-diary 
completion/transmission.

The data from the Participant Reported Reactogenicity CRF page will not be included in the 
e-diary completion summary.

For transmitted e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “and “Day 7.”

For completed e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “Day 7,” and “Day 1-Day 7.”

“Day 1-Day 7” is the variable for participants who completed e-diaries on all 7 days.

For e-diaries that are incomplete, an indicator variable for the percentage of days without 
data will be derived as follows:

= 1, if data have been transmitted and are complete for 7 days (100%)

= 2, if data have been transmitted and are complete for 6 days (≥75% to ∀100%)

= 3, if data have been transmitted and are complete for 4 or 5 days (≥50% to ∀75%)

= 4, if data have been transmitted and are complete for 2 or 3 days (≥25% to ∀50%)

= 5, if data have been transmitted and are complete for 0 or 1 day (∀25%)

3.5.3. Prior/Concomitant Vaccines and Concomitant Medications
The following concomitant medications and vaccinations will be recorded in the CRF:

! Any vaccinations received from 28 days prior to study enrollment until the last visit 
(Visit 203).

! Last dose of licensed influenza vaccine, if received.
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 Pri or r e c ei pt of a n y m R N A v a c ci n e ( e g, m R N A -b as e d C O VI D -1 9 v a c ci n e).

 Pr o hi bit e d m e di c ati o ns list e d i n S e cti o n 1 0. 1 2. 6. 9. 1 of t h e pr ot o c ol , if t a k e n, will b e 
r e c or d e d a n d i n cl u d e st art a n d st o p d at es, n a m e of t h e m e di c ati o n, d os e, u nit, r o ut e, a n d 
fr e q u e n c y.

N o nst u d y  v a c ci n es a n d c o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g t h e W H O D D.

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 ch a n al ys is 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

S cr e e n e d All p arti ci p a nts w h o si g n t h e I C D.

R a n d o mi z e d All p arti ci p a nts w h o ar e assi g n e d a r a n d o mi z ati o n n u m b er i n t h e I R T 
s yst e m.

S af et y All p arti ci p a nts w h o r e c ei v e t h e st u d y i nt er v e nti o n.
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Important protocol deviations will be determined by clinical review. An important protocol 
deviation is a protocol deviation that, in the opinion of the sponsor’s clinician, would 
materially affect assessment of immunogenicity, eg, participant receipt of a prohibited 
vaccine or medication/treatment that might affect immune response or a medication error 
with a suspected decrease in potency of the vaccine. The sponsor’s clinician will identify 
those participants with protocol deviations that result in exclusion from analysis populations 
before any unblinded analysis is carried out.

The APE field will be included in the PIPD list from the CORD system and is used to help 
identify protocol deviations that may exclude participants from a particular population. For 
each reporting event, the most current endorsed version of the PIPD list must be used to 
generate the protocol deviation data set for analysis and reporting.

The APE flags for this study are as follows:

! YES-POP1 (participants excluded from the safety population)

! YES-POP2 (participants excluded from the evaluable immunogenicity population)

! YES-POP3 (participants identified as multiple enrollers)

Participants enrolling at multiple sites (multiple enroller): Any participant enrolling at more 
than 1 site in the study will be removed from the evaluable immunogenicity, 
mITT immunogenicity, and safety populations. These participants will be followed for safety 
and reported separately from the other participants.

Vaccinated but not randomized: These participants will be included in the safety population 
for safety analysis and will be reported under the vaccine group based on the vaccine 
received but will be excluded from the evaluable immunogenicity analyses or 
mITT immunogenicity analyses.

Randomized but not vaccinated: These participants will be included in the randomized 
population and excluded from any safety analyses and evaluable immunogenicity or 
mITT immunogenicity analyses.

Randomized but received incorrect vaccine: These participants will be included in the 
mITT populations for immunogenicity analyses if data are available and will be reported 
under the vaccine group based on the randomized vaccine. These participants will also be 
included in the safety population for safety analysis and will be reported under the vaccine 
group based on the vaccine received.

5. GENERAL METHODOLOGY AND CONVENTIONS

5.1. Hypotheses and Decision Rules
The study is descriptive in nature, no formal statistical hypothesis testing will be performed. 
No decision rules will be applied.
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5.2. General Methods
CIs for all endpoints in the statistical analysis will be presented as 2-sided at the 95% level 
unless specified otherwise.

The safety analyses are based on the safety population. Participants will be summarized by 
vaccine group according to the study interventions they actually received. Completely 
missing reactogenicity e-diary data will not be imputed; missing AE dates will be handled 
according to the Pfizer safety rules.

For the immunogenicity endpoints, the main analysis will be based on the evaluable 
immunogenicity population. Antibody titers below the LLOQ, denoted as BLQ, will be set to 
0.5 × LLOQ for GMT analysis. No other missing assay data will be imputed in the analyses. 
All immunogenicity analyses will be performed after the imputation of the antibody titers 
that are below the LLOQ.

An additional analysis may be performed based on the mITT immunogenicity populations if 
there is a large enough difference (#10%) in sample size between the mITT immunogenicity
population and the evaluable immunogenicity population. Participants will be summarized 
according to the vaccine group to which they were randomized. Missing serology data will 
not be imputed.

No formal multiplicity adjustments will be applied for the analyses in multiple endpoints or 
for multiple looks of the same endpoint due to the descriptive nature of this substudy.

5.2.1. Analyses for Binary Endpoints
Descriptive statistics for binary variables (eg, proportions) are the percentage (%), the 
numerator (n) and the denominator (N) used in the percentage calculation, and the 95% CIs 
where applicable.

The exact 95% CI for binary endpoints for each group will be computed using the 
F distribution (Clopper-Pearson)1 and implemented in SAS PROC FREQ.

5.2.2. Analyses for Continuous Endpoints
Unless otherwise stated, descriptive statistics for continuous variables are n, mean, median, 
standard deviation, minimum, and maximum.

5.2.2.1. Geometric Mean Titers
The GMTs will be calculated as the mean of the assay results after making the logarithm 
transformation and then exponentiating the mean to express results on the original scale. 
Two-sided 95% CIs will be obtained by taking log transforms of assay results, calculating the 
95% CI based on the Student t distribution, and then exponentiating the confidence limits.
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5.2.2.2. Geometric Mean Fold Rises
GMFRs are defined as the geometric mean of the fold rise in the assay results from before to 
a specified time point after vaccination. GMFRs are limited to participants with nonmissing 
values at both time points.

GMFRs will be calculated as the mean difference of logarithmically transformed assay 
results (later time point minus earlier time point) and exponentiating the mean difference. 
The associated 2-sided 95% CIs will be obtained by constructing CIs using the Student t 
distribution for the mean difference on the logarithm scale and exponentiating the confidence 
limits.

5.2.2.3. Geometric Mean Ratios
The GMR will be calculated as the mean of the difference of logarithmically transformed 
assay results and exponentiating the mean. Two-sided CIs will be obtained by calculating CIs 
using the Student t distribution for the mean difference of the logarithmically transformed 
assay results and exponentiating the confidence limits.

5.2.2.4. Reverse Cumulative Distribution Curves
Empirical RCDCs will plot proportions of participants with values equal to or exceeding a
specified assay value versus the indicated assay value, for all observed assay values. Data 
points will be joined by a step function with the line first going down and then to the right to 
the next assay value.

5.3. Methods to Manage Missing Data
5.3.1. Safety Data
Standard algorithms for handling missing AE dates, AE severity, laboratory test values, and 
ECG values will be applied according to the Pfizer safety rules. Missing data handling rules 
for safety data are described in detail in the corresponding endpoint sections.

5.3.1.1. Reactogenicity Data
Completely missing reactogenicity e-diary data (no data from both the 7-day e-diary and the 
Participant Reported Reactogenicity CRF page) will not be imputed. For derived variables 
based on reactogenicity data, if any day of the 7-day e-diary data are available, the “any day 
(Day 1 through Day 7)” data will be considered nonmissing.

The reactogenicity data are collected through the e-diary, which does not allow participants 
to skip the question. Therefore, for a specific day, as long as the e-diary data are transferred 
for that day, all of the reactogenicity data for the participant on that day are nonmissing. For 
the “I do not recall” data in the e-diary, it will be imputed as “no” as described in Table 3 and 
Table 4 in Section 3.1.1. No missing reactogenicity data will be imputed other than what is 
described in Section 3.1.1 and Section 3.1.2.
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In summary, for any participant with all 7 days of the e-diary missing (no data from both the 
7-day e-diary collection period and the Participant Reported Reactogenicity CRF page), this 
will not be included in the analysis (ie, assuming MCAR). If only 1 to 6 days of 
reactogenicity data are available, the reactogenicity data for the missing day(s) are 
considered as answering “no” for all reactions. This is based on the common assumption that 
no reports mean no events. See Table 3 and Table 4 for the derivation algorithms.

5.3.2. Immunogenicity Data
Any assay results above the LLOQ are considered accurate, and their quantitated values will 
be reported. Antibody titers below the LLOQ, denoted as BLQ, or below the LOD will be set 
to 0.5 × LLOQ for GMT analysis. No other missing assay data will be imputed in the 
analyses. All immunogenicity analyses will be performed after the imputation of the antibody 
concentrations or antibody titers that are below the LLOQ.

When calculating a fold rise, the assay results will be converted to 0.5 × LLOQ if assay 
results are ∀ LLOQ, except when the prevaccination assay result is ∀ LLOQ while the 
postvaccination result is ≥ LLOQ, in which case the prevaccination value will be set to 
LLOQ. If both the numerator and denominator are ∀ LLOQ, then both will be converted in 
the same way.

If there are multiple batch assay results at baseline, the GMT will be calculated from the 
mean of the baseline assay results. GMFR and seroconversion will be calculated using paired 
baseline and postbaseline assay results from the same batch of assay data. If there is more 
than 1 assay value at baseline due to multiple assay result batches, the titer criterion ≥1:40 
will be met if any of the assay values are ≥1:40.

Values for sera that are insufficient (QNS), IND results, or values recorded as “not done” 
will be set to “missing.” Additionally, any time point with no blood draws will not be 
included in the analysis. No imputation will be done for these missing values, as MCAR is 
assumed for immunogenicity data.

LLOQ results for each assay used in this study will be included in the analysis specification 
once they are available.

6. ANALYSES AND SUMMARIES
6.1. Primary Endpoint(s)

6.1.1. Local Reactions and Systemic Events 
6.1.1.1. Main Analysis

! Estimand strategy: Treatment policy (Section 2.2.1).

! Analysis set: Safety population (Section 4). 

! Analysis methodology: 95% CI of the proportion of participants reporting each event, 
using the Clopper-Pearson method (Section 5.2.1).
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! Analysis timing: Day 1 through Day 7 after vaccination.

! Intercurrent events and missing data: All data collected after the intercurrent events will 
be included (Section 2.2.1). The participants without any e-diary data or reactogenicity 
event data on the Participant Reported Reactogenicity CRF page throughout the 7 days 
after vaccination will be excluded from the analysis; intermediate missing values will not 
be imputed. Partially missing e-diary data are imputed as “no” (Section 3.1.1,
Section 3.1.2, and Section 5.3.1.1); e-diary data that are confirmed as errors will not be 
used for analysis.

Reporting results:

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator (N) used in the proportion calculation, and the 95% CI for the percentage 
using the Clopper-Pearson method, will be presented for each study intervention group. 
The denominator will be the number of participants reporting at least 1 "yes" or "no"
response for the local reaction after vaccination.

! Bar charts with the proportions of participants for each and any local reaction and each 
and any systemic event through the 7 days following vaccination will be plotted for each 
study intervention group. The bars will be divided into severity categories to highlight the 
proportions of participants by maximum severity.

6.1.1.2. Sensitivity/Supplementary Analyses
A sensitivity analysis will be conducted for the above summary of reactogenicity events by 
maximum severity. A variable to indicate the time period from the planned e-diary day 
(11:59 PM on that calendar day) to the actual time of e-diary reporting will be derived based 
on FARFTDTC (reference time point, ie, the time of vaccination), FADTC (data collection 
time), and FATPT (time point of intended solicitation day) in the dataset. The period will be 
categorized in relation to the planned e-diary day, ie, within the planned day, 1 day out 
(1-24 hours), 2 days out (#24-48 hours), or 3 days out (#48-72 hours) from the planned 
e-diary day. The sensitivity analysis will exclude the participants with e-diary reports 
collected outside the intended solicitation (calendar) day or with data collected from the 
Participant Reported Reactogenicity CRF page.

To support the assessment of reactogenicity, the endpoints below, as specified in 
Section 3.1.1 and Section 3.1.2, will be summarized with the same analysis time point and 
analysis population:

! Duration (days) of each local reaction and each systemic event after vaccination.

! Onset day of each local reaction and each systemic event after vaccination.

! Presence of each and any severe local reaction and each and any severe systemic event on 
each of the 7 days and for “any day (Day 1 through Day 7).”
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The presentation of the results will include a basic descriptive summary without 95% CIs 
(Section 5.2).

These continuous endpoints will be summarized by displaying the n, mean, median, standard 
deviation, minimum, and maximum for each study intervention group.

In addition, the proportions of participants reporting prompted local reactions, by maximum 
severity level, with any e-diary errors will be included as a supplemental summary.

6.1.2. AEs, SAEs, MAEs, and NDCMCs
6.1.2.1. Main Analysis

! Estimand strategy: Treatment policy (Section 2.2.1).

! Analysis set: Safety population (Section 4).

! Analysis methodology: 95% CI of the proportion of participants reporting such events, 
using the Clopper-Pearson method (Section 5.2.1).

! Analysis timing: Day 1 through 4 weeks after vaccination for AEs; Day 1 through 
6 months after vaccination for SAEs, MAEs, and NDCMCs.

! Intercurrent events and missing data: All data collected are included. Missing AE dates 
will be imputed as described in Pfizer’s Vaccine Statistics Rulebook.

Reporting results:

! The number of participants with AEs through 4 weeks after vaccination (n), the 
proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs will be presented 
for each study intervention group.

! The number of participants with SAEs, MAEs, and NDCMCs through 6 months after 
vaccination (n), the proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs 
will be presented for each study intervention group.

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator used in the proportion calculation, and the 95% CIs for the percentage using 
the Clopper-Pearson method, will be presented for each SOC and each PT within each 
SOC for each study intervention group.

6.1.2.2. Sensitivity/Supplementary Analyses
To support the assessment of AEs, the endpoints below as specified in Section 3.1.3 will be 
summarized with the same analysis population using the same presentation as specified in the 
main analysis:

! Immediate AEs
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 R el at e d A Es

 S e v er e A Es

 L if e-t hr e at e ni n g A Es

 A Es l e a di n g t o st u d y  dis c o nti n u ati o n/ wit h dr a w al

 A Es l e a di n g t o d e at h

 A E SI s

All A Es/ S A Es o c c urri n g aft er i nf or m e d c o ns e nt a n d pri or t o v a c ci n ati o n will n ot b e i n cl u d e d 
i n t h e a n alys es b ut will b e list e d.

I n a d diti o n, a n y A Es o c c urri n g u p t o 4 8 h o urs aft er bl o o d dr a ws will b e list e d.

6. 2. S e c o n d a r y E n d p oi nt(s)

6. 2. 1. H AI Tit e rs f o r t h e 2 0 2 3- 2 0 2 4 N o rt h e r n H e mis p h e r e S e as o n al St r ai ns 
R e c o m m e n d e d b y W H O f o r I nfl u e n z a V a c ci n es

6. 2. 1. 1. M ai n A n al ysis

 Esti m a n d str at e g y : H yp ot h eti c al a p pr o a c h ( S e cti o n 2. 2. 2 ).

 A n al y sis s et: E v al u a bl e i m m u n o g e ni cit y p o p ul ati o n ( H AI ) 
(S e cti o n 4 ).

 A n al y sis m et h o d ol o g y: D es cri pti v e s u m m ar y st atisti cs (S e cti o n 5. 2. 1 a n d S e cti o n 5. 2. 2 ).

 A n al y sis ti mi n g: D a y 1 pri or t o st u d y  i nt er v e nti o n a d mi nistr ati o n (H AI G M T s , H AI tit ers 
≥ 1: 4 0) a n d at 4 w e e ks aft er v a c ci n ati o n.

 I nt er c urr e nt e v e nts a n d missi n g d at a: All d at a c oll e ct e d aft er or at i nt er c urr e nt e v e nts will 
b e e x cl u d e d ( S e cti o n 2. 2. 2 ). A nti b o d y tit ers b el o w t h e L L O Q, d e n ot e d as B L Q, or b el o w 
t h e LO D will b e s et t o 0. 5 × L L O Q f or a n al ys is (S e cti o n 5. 3. 2 ). Missi n g d at a will n ot b e 
i m p ut e d. I mm u n o g e ni cit y  d at a t h at ar e c o nfir m e d as n ot v ali d will n ot b e us e d f or 
a n al ys is.

R e p o rti n g r es ults:

 D es cri pti v e st atisti cs, i n cl u di n g t h e s a m pl e si z e ( n), H AI G M Ts, H AI  G M F Rs, a n d 
9 5 % CI s f or t h e H AI  G M Ts a n d H AI G M F Rs, will b e pr es e nt e d f or e a c h str ai n a n d e a c h 
st u d y i nt er v e nti o n gr o u p (S e cti o n 5. 2. 2 ).
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 D es cri pti v e st atisti cs, i e, H AI G M Rs of e a c h tI R V (tI R V 2 a n d tI R V 3) gr o u p c o m p ar e d
wit h e a c h c o ntr ol gr o u p ( QI V 2, QI V 3 , a n d qI R V 2 ) at 4 w e e ks aft er v a c ci n ati o n, a n d t h e 
9 5 % CI s f or t h e H AI  G M R s , will b e pr es e nt e d f or e a c h str ai n ( S e cti o n 5. 2. 2 ).

 T h e pr o p orti o n of p arti ci p a nts a c hi e vi n g H AI s er o c o n v ersi o n f or e a c h str ai n at 4 w e e ks 
aft er v a c ci n ati o n , a n d t h e ass o ci at e d 2 -si d e d Cl o p p er - P e ars o n 9 5 % CIs, will b e pr o vi d e d 
b y  st u d y i nt er v e nti o n gr o u p.

 T h e pr o p orti o n of p arti ci p a nts wit h H AI tit ers ≥ 1: 4 0 f or e a c h str ai n b ef or e v a c ci n ati o n 
a n d at 4 w e e ks aft er v a c ci n ati o n, a n d t h e ass o ci at e d 2 -si d e d Cl o p p er-P e ars o n 9 5 % CI s, 
will b e pr o vi d e d b y st u d y i nt er v e nti o n gr o u p.

 E m piri c al R C D Cs will b e pl ott e d b y  st u d y i nt er v e nti o n gr o u p.

 H AI G M Ts f or e a c h str ai n, a n d t h e ass o ci at e d 9 5 % CI s, will b e pl ott e d b y st u d y  
i nt er v e nti o n gr o u p.

 H AI s er o c o n v ersi o n r at e f or e a c h str ai n , al o n g wit h t h e ass o ci at e d 9 5 % CIs, m a y b e 
pl ott e d b y  st u d y i nt er v e nti o n gr o u p.

6. 2. 1. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

T o s u p p ort t h e ass ess m e nt o f i m m u n o g e ni cit y, esti m a n ds as s p e cifi e d i n S e cti o n 2. 2. 2 usi n g 
t h e tr e at m e nt p oli c y str at e g y mi g ht b e s u m m ari z e d wit h t h e mIT T i m m u n o g e ni cit y  
p o p ul ati o n ( H AI ) usi n g t h e s a m e pr es e nt ati o n as s p e cifi e d i n t h e 
m ai n a n al ys is.

6. 3. Ot h e r S af et y S u m m a ri es a n d A n al ys es E n d p oi nt(s)

6. 3. 1. D at a C oll e ct e d o n t h e S u m m a r y of R e a ct o g e ni cit y C R F P a g e

D at a c oll e ct e d a b o ut r e a ct o g e ni city e v e nt s o n t h e S u m m ar y  of R e a ct o g e ni cit y C R F p a g e will 
b e s u m m ari z e d or list e d. 

T h e m ai n r e as o ns f or n o n c o m pl eti o n of t h e 7- d a y  r e a ct o g e ni cit y e v e nt r e p orti n g 
(i n cl u di n g e-di ar y  e ntri es a n d t h e d at a o n t h e P arti ci p a nt R e p ort e d R e a ct o ge ni cit y  C R F p a g e) 
will b e list e d.

I m m e di at e r e a ct o g e ni city e v e nts m a y  b e s u m m ari z e d b y  st u d y i nt er v e nti o n gr o u p. T h e 
m e di c all y  att e n d e d r e a ct o g e ni cit y e v e nts will b e list e d.

6. 3. 2. M e di c al Hist o r y

E a c h r e p ort e d m e di c al hist or y  t er m will b e m a p p e d t o an S O C a n d P T a c c or di n g t o 
M e d D R A. T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h a n assi g n e d v a c ci n e h a vi n g at 
l e ast 1 di a g n osis of m e di c al hist or y, o v er all a n d at e a c h S O C a n d P T l e v el, will b e 
s u m m ari z e d b y st u d y i nt er v e nti o n gr o u p a n d f or all p arti ci p a nts i n t ot al b as e d o n t h e s af et y  
p o p ul ati o n.
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6. 3. 3. El e ct r o c a r di o g r a ms

T h e d at a c oll e ct e d f or st u d y  p arti ci p a nts w h o r e p ort a n y sy m pt o m(s) t h at mi g ht b e i n di c ati v e 
of m y o c ar ditis or p eri c ar ditis wit hi n 2 8 d a y s aft er a st u d y v a c ci n ati o n ( E C G, tr o p o ni n I l e v el, 
c ar di a c e c h o c ar di o gr a m, a n d/ or c ar di a c m a g n eti c r es o n a n c e st u d y)  will b e s u m m ari z e d a n d 
list e d b y v a c ci n e gr o u p.
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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

D es cri pti v e s u m m ar y  st atisti cs f or d e m o gr a p hi c c h ar a ct eristi cs ( a g e at v a c ci n ati o n, s e x, r a c e, 
a n d et h ni cit y ) will b e g e n er at e d b y st u d y i nt er v e nti o n gr o u p a n d f or all p arti ci p a nts i n t ot al 
b as e d o n t h e s af et y p o p ul ati o n.

6. 6. 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

6. 6. 2. 1. P a rti ci p a nt Dis p ositi o n

All p arti ci p a nts i n t h e r a n d o mi z e d p o p ul ati o n will b e i n cl u d e d i n t h e dis p ositi o n s u m m ari es. 
S u m m ari es will b e dis pl a y e d b y  v a c ci n e gr o u p s e p ar at ely.

T h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts will b e i n cl u d e d i n t h e p arti ci p a nt 
dis p ositi o n s u m m ar y . In a d diti o n, t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o r e c ei v e d 
v a c ci n ati o ns, c o m pl et e d t h e f oll o w -u p visits, a n d wit h dr e w b ef or e t h e f oll o w-u p visit, al o n g 
wit h t h e r e as o ns f or wit h dr a w al, will b e t a b ul at e d b y  st u d y i nt er v e nti o n gr o u p a n d t h e t ot al 
s a m pl e. T h e r e as o ns f or wit h dr a w al will b e t h os e as s p e cifi e d i n t h e d at a b as e.

P arti ci p a nts e x cl u d e d fr o m e a c h a n al ys is p o p ul ati o n will als o b e s u m m ari z e d s e p ar at ely b y 
st u d y i nt er v e nti o n gr o u p, al o n g wit h t h e r e as o ns f or e x cl usi o n b y st u d y i nt er v e nti o n gr o u p.

A listi n g of pr ot o c ol d e vi ati o ns m a y  als o b e pr o vi d e d.

6. 6. 2. 2. Bl o o d S a m pl es f o r Ass a y

F or e a c h bl o o d s a m pli n g ti m e p oi nt, t h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d p arti ci p a nts 
pr o vi di n g bl o o d s a m pl es wit hi n t h e pr ot o c ol- s p e cifi e d ti m e fr a m e, as w ell as b ef or e a n d aft er 
t h e pr ot o c ol-s p e cifi e d ti m e fr a m e, will b e t a b ul at e d s e p ar at el y b y st u d y i nt er v e nti o n gr o u p.
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6.6.2.3. E-Diaries
The participants who were vaccinated and who transmitted and completed e-diaries will be 
summarized according to the vaccine actually received. Besides the analysis described in
Section 6.1.1, the summary will also include the number and percentage of vaccinated 
participants not transmitting the e-diary, transmitting the e-diary, and completing the e-diary 
for any day (based on the e-diary completion category as defined in Section 3.5.2) in the 
required reporting period after vaccination by assigned study intervention.

The number and percentage of participants transmitting and completing the e-diary for each 
day in the required reporting period, and overall, will be tabulated for each study intervention 
group.

The safety population will be used.

6.6.3. Study Intervention Exposure
6.6.3.1. Vaccination Administration
The relation of the randomized study intervention to the actual study intervention received 
will be presented as a cross-tabulation of the actual study intervention received versus the 
randomized study intervention.

A listing of participants showing the randomized study intervention and the study 
intervention actually received will be presented.

6.6.4. Concomitant Medications and Nondrug Treatments
Each prior/concomitant vaccine will be summarized according to the Anatomic Therapeutic 
Chemical fourth-level classification/WHODD, as appropriate. The prior/concomitant 
vaccines and medications as described in Section 3.5.3 will be listed. The number and 
percentage of participants receiving each prior (before vaccination) and concomitant vaccine 
(on or after vaccination) will be tabulated according to the assigned study intervention. The 
safety population will be used. Concomitant medications will be summarized similarly to
concomitant vaccines.

7. INTERIM ANALYSES
7.1. Introduction

As the study is sponsor-unblinded, the sponsor will conduct unblinded reviews of the data 
during the course of the study for the purpose of safety assessment, dose selection, and/or 
supporting clinical development.

7.2. Interim Analyses and Summaries
Not applicable.
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A p p e n di x 1. List of A b b r e vi ati o ns

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

A E a d v ers e e v e nt

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

A P E a n al ysis p o p ul ati o n e x cl usi o n

B L Q b el o w  t h e li mit of q u a ntit ati o n

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

C O R D Cli ni c al O v ersi g ht R e vi e w D as h b o ar d

C O VI D -1 9 c or o n a vir us dis e as e 2 0 1 9

C R F c as e r e p ort for m

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

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 er

H A h e m a g gl uti ni n

H AI h e m a g gl uti n ati o n i n hi biti o n ass a y

I C D i nf or m e d c o ns e nt d o c u m e nt

I N D i n d et er mi n at e

I P M i n v esti g ati o n al pr o d u ct m a n u al

I R T i nt er a cti v e r es p o ns e t e c h n ol o g y

I V i ntr a v e n o us(l y)

L L O Q l o wer li mit of q u a ntit ati o n

L O D li mit of d et e cti o n

M A E m e di c all y att e n d e d a d v ers e e v e nt

M C A R missi n g c o m pl et el y 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 e g ul at or y A cti viti es

mI R V m o n o v al e nt i nfl u e n z a m o d R N A v a c ci n e

mI T T m o difi e d i nt e nt -t o-tr e at

m o d R N A n u cl e osi d e -m o difi e d m ess e n g er ri b o n u cl ei c a ci d

m R N A m ess e n g er ri b o n u cl ei c a ci d

N/ A n ot a p pli c a bl e

N D C M C n e wl y di a g n os e d c hr o ni c m e di c al c o n diti o n

PI P D p ot e nti al i m p ort a nt pr ot o c ol d e vi ati o n

P T pr ef err e d t er m

qI R V q u a dri v al e nt i nfl u e n z a m o d R N A v a c ci n e

QI V q u a dri v al e nt i nfl u e n z a v a c ci n e

Q N S q u a ntit y n ot s uffi ci e nt

R C D C r e v ers e c u m ul ati v e distri b uti o n c ur v e

R N A ri b o n u cl ei c a ci d

S A E s eri o us a d v ers e e v e nt
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Abbreviation Term
SAP statistical analysis plan
SOC system organ class
tIRV trivalent influenza modRNA vaccine
WHO World Health Organization
WHODD World Health Organization Drug Dictionary

09
01

77
e1

a0
eb

a0
23

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 1

3-
Ju

n-
20

24
 1

4:
09

 (G
M

T)
 

Page 82



D o c u m e nt A p pr o v al R e c or d
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Protocol C4781013 – Substudy C

A STUDY TO EVALUATE THE SAFETY, TOLERABILITY, AND 
IMMUNOGENICITY OF MODIFIED RNA VACCINES AGAINST INFLUENZA IN

HEALTHY ADULTS 

Statistical Analysis Plan 
(SAP)

Version: 2

Date: 12 Jun 2024
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T A B L E O F C O N T E N T S

LI S T O F T A B L E S ..................................................................................................................... 4

A P P E N DI C E S ........................................................................................................................... 5

1. V E R SI O N HI S T O R Y ............................................................................................................ 6

2. I N T R O D U C TI O N ................................................................................................................. 6
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2. 2. St u d y  O bj e cti v es, E n d p oi nts, a n d Esti m a n ds............................................................ 7

2. 2. 1. Pri m ar y  Esti m a n d(s) ..................................................................................... 9

............................................. 1 0

............................................. 1 0

............................................. 1 3

2. 3. St u d y  D esi g n ........................................................................................................... 1 3
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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 8 A pr 2 0 2 4

Ori gi n al 
1 2 M ar 2 0 2 4

N/ A N/ A

2
1 2 J u n 2 0 2 4

1
2 6 A pr 2 0 2 4

 T o u p d at e t h e m o nit ori n g a n d 
c oll e cti o n p eri o d f or 
m y o c ar ditis a n d p eri c ar ditis 
p er pr ot o c ol a m e n d m e nt 1 .

 T o u p d at e t h e a n al ysis 
p o p ul ati o n  

 
f or c o nsist e n c y wit h 

t h e pr ot o c ol.
 T o m a k e u p d at es a n d 

cl arifi c ati o ns o n t h e 
r e a ct o g e ni cit y e v e nts coll e ct e d 
i n t h e e- di ar y a n d C R F p er 
r e g ul at or y c o m m e nt s .

 T o a d d a s e nsiti vit y a n al ysis 
f or t h e s u m m ar y of 
r e a ct o g e ni cit y e v e nts b y 
m a xi m u m s e v erit y p er 
r e g ul at or y c o m m e nts.

 T o d el et e t h e a n al ysis f or   

 S e cti o n 3. 1. 3 , S e cti o n 3. 3. 2 , a n d 
S e cti o n 6. 3. 3 : U p d at e d t h e 
m o nit ori n g a n d c oll e cti o n p eri o d 
f or m y o c ar ditis a n d p eri c ar ditis 
fr o m “ 1 4 d a ys aft er v a c ci n ati o n ” 
t o “ 2 8 d a ys aft er v a c ci n ati o n. ”

 S e cti o n 2. 2 , S e cti o n 2. 2. 2 , 
S e cti o n 4 , S e cti o n 5. 2 , 
S e cti o n 6. 4. 3. 1 , S e cti o n 6. 4. 4. 1 , 
a n d S e cti o n 6. 4. 5. 1 : U p d at e d t h e 
a n al ysis p o p ul ati o n

 
 f or c o nsist e n c y wit h t h e 

pr ot o c ol.
 S e cti o n 2. 3 , S e cti o n 3. 1. 1 , 

S e cti o n 3. 1. 2 , S e cti o n 3. 5. 2 , 
S e cti o n 5. 3. 1. 1 , S e cti o n 6. 1. 1. 1 ,
a n d S e cti o n 6. 3. 1 : C l arifi e d t h e 
r e a ct o g e ni cit y d at a c oll e ct e d i n 
t h e e- di ar y a n d C R F a n d t h e 
a n al ysis of r e a ct o g e ni cit y e v e nts.

 S e cti o n 6. 1. 1. 2 : A d d e d a 
s e nsiti vit y a n al ysis f or t h e 
s u m m ar y of r e a ct o g e ni cit y e v e nts 
b y m a xi m u m s e v erit y.

 S e cti o n 6. 4. 2 : D el et e d t h e 
a n al ysis f or

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

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 4 7 8 1 0 1 3 – S u bst u d y  C. 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 ns or t h eir a n alys es 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. M o difi c ati o ns t o t h e A n al ysis Pl a n D es c ri b e d i n t h e P r ot o c ol

N ot a p pli c a bl e.
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2. 2. St u d y O bj e cti v es, E n d p oi nts, a n d Esti m a n ds

T y p e O bj e cti v e E n d p oi nt Esti m a n d

Pri m ar y s af et y T o d efi n e t h e s af et y 
a n d t ol er a bilit y 
pr ofil e of tI R Vs a n d 
qI R V i n p arti ci p a nts 
≥ 6 5 y e ars of a g e 

 L o c al r e a cti o ns ( p ai n at 
t h e i nj e cti o n sit e, 
r e d n ess, a n d s w elli n g)

 S y st e mi c e v e nts (f e v er, 
f ati g u e, h e a d a c h e, c hills, 
v o m iti n g, di arr h e a, n e w 
or w ors e n e d m us cl e 
p ai n, a n d n e w or 
w ors e n e d j oi nt p ai n)

 A E s
 S A Es
 M A Es
 N D C M Cs

I n p arti ci p a nts r e c ei vi n g 
st u d y i nt er v e nti o n 
(s af et y p o p ul ati o n), t h e 
p er c e nt a g e of p arti ci p a nts 
r e p orti n g:

 L o c al r e a cti o ns f or u p 
t o 7 d a ys f oll o wi n g 
v a c ci n ati o n 

 S y st e mi c e v e nts f or u p 
t o 7 d a ys f oll o wi n g 
v a c ci n ati o n 

 A E s t hr o u g h 4 we e ks 
aft er v a c ci n ati o n

 M A Es t hr o u g h 
6 m o nt hs aft er 
v a c ci n ati o n 

 N D C M Cs t hr o u g h 
6 m o nt hs aft er 
v a c ci n ati o n

 S A Es t hr o u g h 6 m o nt hs 
aft er v a c ci n ati o n

0
9
0
1
7
7
e
1
a
0
e
b
a
4
9
9\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

J
u
n-

2
0
2
4 

1
4:

0
7 

(
G

M
T)

 

P a g e 9 0

C CI



Pr ot o c ol C 4 7 8 1 0 1 3 – S u bst u d y C ( P F -0 7 2 5 2 2 2 0 ) St atisti c al A n al ysis Pl a n

P FI Z E R C O N FI D E N TI A L 
D M B 0 2 -G S O P -R F 0 2 8. 0 St atisti c al A n al ysis Pl a n T e m pl at e

T M F D o c I D: 9 8. 0 3
P a g e 8 of 4 4

T y p e O bj e cti v e E n d p oi nt Esti m a n d
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T y p e O bj e cti v e E n d p oi nt Esti m a n d

2. 2. 1. P ri m a r y Esti m a n d(s)

T h e pri m ar y  esti m a n ds f or t h e pri m ar y o bj e cti v e (s af ety) will us e t h e tr e at m e nt p oli c y 
str at e g y a n d esti m at e t h e s af et y e v e nt r at e (r e a ct o g e ni cit y, A Es/ S A Es/ M A Es/ N D C M Cs) 
r e g ar dl ess of w h et h er a n i nt er c urr e nt e v e nt o c c urs.

 T h e r e a ct o g e ni cit y esti m a n ds (l o c al r e a cti o ns a n d s y st e mi c e v e nts) h a v e t h e f oll o wi n g 
5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 6 diff er e nt f or m ul ati o ns of tIR V
(tIR V 3 t hr o u g h t I RV 8) , QI V 2 ), QI V 3 ( , a n d qI R V 3 as d efi n e d i n
S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts ≥ 6 5 y e ars of a g e w h o r e c ei v e t h e st u d y i nt er v e nti o n.

o V a ri a bl es: L o c al r e a cti o ns a n d s y st e mi c e v e nts fr o m t h e e-di ar y  u p t o 7 d a y s 
f oll o wi n g v a c ci n ati o n.
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o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei vi n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, missi n g e-di ar y  e ntri es o n c ert ai n d a ys, st u d y dis c o nti n u ati o n), if 
c oll e ct e d , will b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of r e p orti n g e a c h pr o m pt e d r e a ct o g e ni cit y  
it e m, a n d t h e ass o ci at e d 2- si d e d 9 5 % CIs , b y  st u d y i nt er v e nti o n gr o u p (i n t h e tIR V 3 
t hr o u g h tI R V 8, QI V 2, QI V 3, a n d qI R V 3 v a c ci n e gr o u ps, s e p ar at ely) .

 T h e A E, S A E, M A E , a n d N D C M C esti m a n ds h a v e t h e f oll o wi n g 5 attri b ut es:

o T r e at m e nt c o n diti o n: V a c ci n ati o n wit h 6 diff er e nt f or m ul ati o ns of tIR V
(tIR V 3 t hr o u g h t I RV 8) , QI V 2 ( ), QI V 3 ( , a n d qI R V 3 as d efi n e d i n
S e cti o n 2. 3 .

o P o p ul ati o n: P arti ci p a nts ≥ 6 5 y e ars of a g e w h o r e c ei v e t h e st u d y i nt er v e nti o n.

o V a ri a bl es: 

 A Es r e p ort e d t hr o u g h 4 w e e ks aft er v a c ci n ati o n.

 S A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 M A Es r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

 N D C M Cs r e p ort e d t hr o u g h 6 m o nt hs aft er v a c ci n ati o n.

o I nt e r c u r r e nt e v e nts: All d at a aft er a n i nt er c urr e nt e v e nt (r e c ei vi n g pr o hi bit e d 
v a c ci n e or c o n c o mit a nt t h er a p y, r e c ei v i n g t h e v a c ci n e n ot as r a n d o mi z e d, us e of 
r es c u e m e di c ati o n, st u d y dis c o nti n u ati o n), if c oll e ct e d, will b e i n cl u d e d.

o P o p ul ati o n -l e v el s u m m a r y: T h e r at es of A Es, S A Es, M A Es, a n d N D C M Cs , a n d t h e 
ass o ci at e d 2 -si d e d 9 5 % C Is, b y  st u d y i nt er v e nti o n gr o u p (i n t h e tIR V 3 t hr o u g h 
tIR V 8, QI V 2, QI V 3, a n d qI R V 3 v a c ci n e gr o u ps, s e p ar at el y ).
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2. 3. St u d y D esi g n

T his is a P h as e 1, r a n d o mi z e d, o bs er v er- bli n d e d (s p o ns or -u n bli n d e d) s u bst u d y  t o e v al u at e t h e 
s af et y, t ol er a bilit y, of v ari o us f or m ul ati o ns of tI R V ( e n c o di n g H A 

 f or t h e t ar g et e d s e as o n al str ai ns [tIR V 3 t hr o u g h tI R V 8]) a n d 
qI R V 3 (  c o m p ar e d t o QI Vs (  i n 
h e alt h y  a d ults ≥ 6 5 y e ars of a g e.

U p t o a p pr o xi m at el y  2 7 0 p arti ci p a nts ≥ 6 5 y e ars of a g e will b e e nr oll e d a n d r a n d o mi z e d t o 
r e c ei v e 1 d os e of st u dy i nt er v e nti o n as s h o w n i n T a bl e 2 .

Bl o o d s a m pl es of a p pr o xi m at el y  3 0 m L will b e c oll e ct e d
pri or t o v a c ci n ati o n a n d at 4 w e e ks a n d 6 m o nt hs aft er v a c ci n ati o n. A d diti o n al bl o o d s a m pl es 
will b e c oll e ct e d as s u m m ari z e d b el o w:
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 A p pr o xi m at el y    m L of bl o o d will b e c oll e ct e d fr o m p arti ci p a nts ( a p pr o xi m at el y 
2 0 p arti ci p a nts p er gr o u p) w h o c o ns e nt t o t his at t h e ti m e p oi nts s p e cifi e d i n t h e S c h e d ul e  
of A cti viti es f or S u bst u d y C ( S e cti o n 1 0. 1 3. 1 of t h e pr ot o c ol)  

 A p pr o xi m at el y  2. 5 m L of bl o o d will b e c oll e ct e d fr o m all p arti ci p a nts at s cr e e ni n g f or 
ass ess m e nt of tr o p o ni n I. 

L o c al r e a cti o n a n d s ys t e mi c e v e nt d at a will b e c oll e ct e d i n a n e-di ar y  d uri n g t h e 7-d a y  
f oll o w-u p p eri o d aft er v a c c i n ati o n. P arti ci p a nts ar e r e q uir e d t o c o m pl et e t h e e- di ar y  e v er y 
e v e ni n g ( 0 6: 0 0 P M t o 1 1: 5 9 P M) f or t h e 7 d a y s f oll o wi n g v a c ci n ati o n (i n cl u di n g t h e d a y of 
v a c ci n ati o n) . If p arti ci p a nts ar e u n a bl e t o c o m pl et e t h e e-di ar y  as e x p e ct e d o n a p arti c ul ar 
d a y , t h e y ar e all o w e d t o r etr os p e cti v ely c o m pl et e t h e miss e d e ntr y wit h i n u p t o 3 d a ys 
f oll o wi n g t h e d at e of t h e miss e d e ntr y  ( e xt e n d e d 7 2-h o ur e - di ar y r e p orti n g wi n d o w).

F or p arti ci p a nts wit h o n g oi n g s y m pt o ms aft er D a y 7 , s u bs e q u e nt e -di ar y  e ntri es will b e 
f oll o w e d o nl y t o m o nit or t h e d ur ati o n of sy m pt o ms u ntil r es ol uti o n. T h e e n d d at e f or t h e 
pr es p e cifi e d l o c al r e a cti o n a n d s y st e mi c e v e nt b e y o n d D a y 7 will als o b e r e c or d e d o n t h e 
S u m m ar y  of R e a ct o g e ni cit y C R F p a g e.

All A Es will b e c oll e ct e d fr o m i nf or m e d c o ns e nt si g ni n g t hr o u g h 4 w e e ks f oll o wi n g 
v a c ci n ati o n. A s u bs et of A Es ( N D C M Cs, M A Es, a n d S A Es) will b e c oll e ct e d fr o m i nf or m e d 
c o ns e nt si g ni n g t hr o u g h 6 m o nt hs aft er v a c ci n ati o n. I n a d diti o n, A Es o c c urri n g u p t o 
4 8 h o urs aft er bl o o d dr a ws wi ll b e c oll e ct e d.

T a bl e 2.  N u m b e r of P a rti ci p a nts t o B e E n r oll e d i n S u bst u d y C – P a rti ci p a nts 
≥ 6 5 Y e a rs of A g e

St u d y
I nt e r v e nti o n

P r ef o r m ul at e d I nfl u e n z a St r ai ns T ot al 
m o d R N A

D os e

N u m b e r of
P a rti ci p a nts

QI V 2 Y es 2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al 

str ai ns
R e c o m m e n d e d b y 

W H O f or
i nfl u e n z a v a c ci n es

N/ A 3 0

QI V 3 Y es 2 0 2 3 -2 0 2 4 n ort h er n 
h e mis p h er e s e as o n al 

str ai ns
R e c o m m e n d e d b y 

W H O f or
i nfl u e n z a v a c ci n es

N/ A 3 0
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T a bl e 2.  N u m b e r of P a rti ci p a nts t o B e E n r oll e d i n S u bst u d y C – P a rti ci p a nts 
≥ 6 5 Y e a rs of A g e

St u d y
I nt e r v e nti o n

P r ef o r m ul at e d I nfl u e n z a St r ai ns T ot al 
m o d R N A

D os e

N u m b e r of
P a rti ci p a nts

tI R V 3 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 4 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

qI R V 3 N o 3 0

tI R V 5 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 6 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 7 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

tI R V 8 N o A/ H 1 N 1 3 0

A/ H 3 N 2

B/ Vi ct ori a

a.

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 TI O N S

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

 L o c al r e a cti o ns ( p ai n at t h e i nj e cti o n sit e, r e d n ess a n d s w elli n g) t hr o u g h 7 d a ys f oll o wi n g 
v a c ci n ati o n.

 S y st e mi c e v e nts (f e v er, f ati g u e, h e a d a c h e, c hills, v o miti n g, di arr h e a, n e w or w ors e n e d 
m us cl e p ai n, a n d n e w or w ors e n e d j oi nt p ai n) t hr o u g h 7 d a y s f oll o wi n g v a c ci n ati o n.

 A Es t hr o u g h 4 w e e ks aft er v a c ci n ati o n.
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! SAEs through 6 months after vaccination.

! MAEs through 6 months after vaccination.

! NDCMCs through 6 months after vaccination.

3.1.1. Local Reactions
The local reactions reported in the e-diary are pain at the injection site, redness, and swelling, 
from Day 1 through Day 7 after vaccination, where Day 1 is the day of vaccination.

If a local reaction persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of
Reactogenicity CRF page.

For missing records on the local reactions during the 7-day e-diary collection period, the data 
may be retrieved by the investigator via participant report and collected in the CRF. The local 
reactions collected on the Participant Reported Reactogenicity CRF page will be combined 
with the 7-day e-diary data and be included for the below analysis (presence, maximum 
severity, onset day, and duration). The main reason for missing e-diary entries (missing when 
all reactogenicity entries are considered, including any recalled e-diary entries and data 
entered on the Participant Reported Reactogenicity CRF page) will be collected by the 
investigator on the Summary of Reactogenicity CRF page.

This section describes derivations with details for the assessment of local reactions: any 
presence, maximum severity, duration, and onset day of local reactions, in addition to any 
presence of severe local reactions on each day.

Presence or Absence 

For the data summary of the presence (yes or no) of a local reaction during the interval from 
Day 1 through Day 7 after vaccination, where Day 1 is the day of vaccination, the following 
variables are required in order to compute the proportions:

! Presence (yes or no) of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7).

! Presence (yes or no) of each local reaction by maximum severity on any day 
(Day 1 through Day 7).

For each local reaction and any local reaction on any day, Table 3 and Table 4 details the 
algorithm to derive the presence of a reaction (yes or no) during the interval from Day 1 
through Day 7, where Day 1 is the day of vaccination.
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Table 3. Derived Variables for Presence of Each Local Reaction Within 7 Days 
After Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of each 
local reaction.

Participant reports the 
reaction as “yes” on any 
day (Day 1 through 
Day 7)

Participant reports the reaction 
as “no” or “I don’t recall” on all 
7 days (Day 1 through Day 7) 
or as a combination of “no,” 
“I don’t recall,” and missing on 
all 7 days (Day 1 through 
Day 7).

Participant does not 
report any data on all 
7 days (Day 1 through 
Day 7) for the reaction.

a. The variables will be derived for each of the local reactions (redness, swelling, and pain at the injection 
site) and for each of the severe local reactions within the interval from Day 1 through Day 7 after 
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Table 4. Derived Variables for Presence of Any Local Reaction Within 7 Days After 
Vaccination

Variablea Yes (1) No (0) Missing (.)b

Presence of any local 
reaction.

Participant reports any 
local reaction as “yes” on 
any day (Day 1 through 
Day 7).

For all 3 local reactions, 
participant reports “no” 
or “I don’t recall” on all 
7 days (Day 1 through 
Day 7) or as a 
combination of “no,” 
“I don’t recall,” and 
missing on all 7 days 
(Day 1 through Day 7).

Participant does not report any 
data for all 3 local reactions on 
all 7 days (Day 1 through 
Day 7).

a. The variables will be derived for any of the local reactions (redness, swelling, and pain at the injection 
site) and for any of the severe local reactions within the interval from Day 1 through Day 7 after
vaccination.

b. "Missing" means missing from both the e-diary and the Participant Reported Reactogenicity CRF page.

Severity and Maximum Severity

Redness and swelling will be measured and recorded in measuring device units 
(range: 1 to 21) and then categorized during analysis as absent, mild, moderate, or severe 
based on the grading scale in Table 5. Measuring device units can be converted to 
centimeters according to the following formula: 1 measuring device unit = 0.5 cm. Pain at the 
injection site will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 5.
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Table 5. Local Reaction Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a) 
Pain at the injection 
site

Does not interfere 
with activity

Interferes with 
activity

Prevents daily 
activity 

Emergency room 
visit or 
hospitalization for 
severe pain

Redness #2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

#5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

#10 cm 
(≥21 measuring 
device units)

Necrosis or 
exfoliative 
dermatitis

Swelling #2.0 cm to 5.0 cm 
(5 to 10 measuring 
device units)

#5.0 cm to 10.0 cm 
(11 to 20 measuring 
device units)

#10 cm 
(≥21 measuring 
device units)

Necrosis

a. Only an investigator or qualified designee is able to classify a participant’s local reaction as Grade 4, after 
clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 reaction that 
meets the definition of an SAE will be collected on the AE CRF. 

For each local reaction reported, the maximum severity grade will be derived for the e-diary 
collection period (Day 1 through Day 7, where Day 1 is the day of vaccination) as follows:

Maximum severity grade = highest grade (maximum severity) within 7 days after 
vaccination (Day 1 through Day 7) among severity grades where the answers are 
neither “no” nor missing for at least 1 day during the interval from Day 1 through 
Day 7.

Duration of Each Local Reaction (First to Last Day Reported)

For participants experiencing any local reaction (or those with a derived reaction as described 
in Table 3 and Table 4), the maximum duration (resolution date of reaction – start date of 
reaction + 1) will be derived for each study vaccination.

Resolution of the reaction is the last day on which the reaction is recorded in the e-diary or 
the date the reaction ends if it is unresolved during the participant e-diary recording period 
(end date collected in the CRF), unless chronicity is established. If there is no known end 
date, the duration will be considered unknown and set to “missing.” Participants with no 
reported reactions have no duration.

Onset Day of Each Local Reaction

The onset day of each local reaction will be derived. Onset day is defined as the first day of 
reporting any severity.

For the onset day of each local reaction, only the first day of reporting that specific local 
reaction will be counted, even if participants report a change in severity pf the local reaction.
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In summary, the following variables will be derived for local reactions:

1. Presence or absence of each local reaction on each day (Day 1 through Day 7) after 
vaccination.

2. Presence or absence of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 local reaction on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each local reaction on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any local reaction on any day (Day 1 through Day 7) after 
vaccination.

6. Duration of each local reaction after vaccination.

7. Onset day of each local reaction after vaccination.

8. Onset day of any local reaction after vaccination.

3.1.2. Systemic Events
The systemic events assessed and recorded in the e-diary are fever, fatigue, headache, chills, 
vomiting, diarrhea, new or worsened muscle pain, and new or worsened joint pain from 
Day 1 through Day 7, where Day 1 is the day of vaccination.

If a systemic event persists beyond the end of the 7-day e-diary collection period following 
vaccination, the participant will be requested to report that information and the corresponding 
resolution date. The investigator will enter this resolution date on the Summary of 
Reactogenicity CRF page.

The systemic events collected on the Participant Reported Reactogenicity CRF page will be 
combined with the 7-day e-diary data and be included for the below analysis (presence, 
maximum severity, onset day, and duration).

The derivations for systemic events will be handled similarly to the way local reactions are 
handled for presence of the event, severity level, duration, and onset day.

The variables associated with the systemic events will be computed similarly to the way local 
reactions are computed (see Section 3.1.1).

1. Presence (yes or no) of each systemic event on each day (Day 1 through Day 7) after 
vaccination.
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2. Presence (yes or no) of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

3. Presence or absence of each severe/Grade 4 systemic event on each day and any day 
(Day 1 through Day 7) after vaccination.

4. Maximum severity of each systemic event on any day (Day 1 through Day 7) after 
vaccination.

5. Presence or absence of any systemic event on any day (Day 1-7) after vaccination.

6. Duration of each systemic event after vaccination.

7. Onset day of each systemic event after vaccination.

8. Onset day of any systemic event after vaccination.

The symptoms will be assessed by the participant as absent, mild, moderate, or severe 
according to the grading scale in Table 6.

Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)
Vomiting 1-2 times in 

24 hours
#2 times in 
24 hours

Requires IV 
hydration

Emergency room visit 
or hospitalization for 
hypotensive shock

Diarrhea 2 to 3 loose stools 
in 24 hours

4 to 5 loose stools 
in 24 hours

6 or more loose stools 
in 24 hours

Emergency room visit 
or hospitalization for 
severe diarrhea

Headache Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe headache

Fatigue/tiredness Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe fatigue

Chills Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe chills

New or worsened 
muscle pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
muscle pain

09
01

77
e1

a0
eb

a4
99

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 1

3-
Ju

n-
20

24
 1

4:
07

 (G
M

T)
 

Page 103



Protocol C4781013 – Substudy C (PF-07252220) Statistical Analysis Plan

PFIZER CONFIDENTIAL 
DMB02-GSOP-RF02 8.0 Statistical Analysis Plan Template

TMF Doc ID: 98.03
Page 21 of 44

Table 6. Systemic Event Grading Scale
Mild

(Grade 1)
Moderate
(Grade 2)

Severe
(Grade 3)

Potentially 
Life-Threatening

(Grade 4a)
New or worsened 
joint pain

Does not interfere 
with activity

Some interference 
with activity

Prevents daily routine 
activity

Emergency room visit 
or hospitalization for 
severe new or worsened 
joint pain

a. Only an investigator or qualified designee is able to classify a participant’s systemic event as Grade 4, 
after clinical evaluation of the participant or documentation from another medically qualified source 
(eg, emergency room or hospital record) or telephone contact with the participant. A Grade 4 event that 
meets the definition of an SAE will be collected on the AE CRF.

To record information on fever, a thermometer will be given to participants with instructions 
on how to measure oral temperature at home. Temperature will be collected in the 
reactogenicity e-diary each evening during the reactogenicity e-diary reporting period. It will 
also be collected at any time during the reactogenicity e-diary data collection period, or 
longer following vaccination, when fever is suspected. 

Fever is defined as an oral temperature ≥38.0°C (≥100.4°F). The highest temperature for 
each day will be recorded in the reactogenicity e-diary. Temperature will be measured and 
recorded to 1 decimal place. Temperatures recorded in degrees Fahrenheit will be 
programmatically converted to degrees Celsius and then categorized according to the scale 
shown in Table 7 during analysis.

Table 7. Scale for Fever
≥38.0-38.4°C (100.4-101.1°F)

#38.4-38.9°C (101.2-102.0°F)

#38.9-40.0°C (102.1-104.0°F)

#40.0°C (#104.0°F)

3.1.3. Adverse Events
The time period for actively eliciting and collecting AEs (“active collection period”) for each 
participant begins from the time the participant provides informed consent, which is obtained 
before the participant’s participation in the study (ie, before undergoing any study-related 
procedure and/or receiving study intervention), through and including Visit 303 in 
Substudy C (approximately 4 weeks after vaccination).  

Additionally, MAEs, NDCMCs, and SAEs will be collected from the time the participant
provides informed consent to Visit 304 in Substudy C (approximately 6 months after 
vaccination). In addition, AEs occurring up to 48 hours after blood draws must be recorded 
on the CRF.
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Standard algorithms for handling missing AE dates and missing AE severity will be applied 
as described in the Pfizer data standard rules.

The following derivations will be included for each participant:

! Any AE reported.

! Any related AE reported.

! Any immediate AE (assess acute reactions for at least 30 minutes after study intervention 
administration).

! Any SAE.

! Any MAE (an MAE is defined as a nonserious AE that results in an evaluation at a 
medical facility).

! Any NDCMC (an NDCMC is defined as a disease or medical condition, not previously 
identified, that is expected to be persistent or otherwise long-lasting in its effects 
[eg, asthma])

! Any severe AE.

! Any life-threatening AE.

! Any AE leading to study withdrawal.

! Any AE leading to death.

! Any AESI.

o Confirmed diagnosis of influenza (clinical signs/symptoms and positive laboratory 
testing) after Day 1 through 6 months after vaccination.

o Confirmed diagnosis of myocarditis or pericarditis occurring within 28 days after 
vaccination.

3.2. Secondary Endpoint(s)
Not applicable.

3.3. Other Safety Endpoint(s)
3.3.1. Physical Examinations, Vital Signs, and Medical History

A physical examination will be performed at screening in Substudy C. 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 
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i d e ntifi e d d uri n g t h e a cti v e c oll e cti o n p eri o d a n d m e et t h e d efi niti o n of a n A E or S A E will b e 
r e c or d e d i n t h e C R F.

I n S u bst u dy C, t h e p arti ci p a nt’s b o d y t e m p er at ur e wi ll b e m e as ur e d at s cr e e ni n g a n d pri or t o 
v a c ci n ati o n at Visit 3 0 1. A d diti o n all y , w ei g ht a n d h ei g ht ( at s cr e e ni n g), p uls e r at e, a n d 
s e at e d B P will b e m e as ur e d pri or t o t h e p arti ci p a nts' first v a c ci n ati o n i n S u bst u d y C.

A n y  u nt o w ar d vit al si g n fi n di n gs t h at ar e i d e ntifi e d d uri n g t h e a cti v e c oll e cti o n p eri o d a n d 
m e et t h e d efi niti o n of a n A E or S A E will b e r e c or d e d i n t h e C R F.

M e di c al hist or y  will b e c at e g ori z e d a c c or di n g t o M e d D R A.

3. 3. 2. L a b o r at o r y T r o p o ni n I a n d E C G

L a b or at or y  tr o p o ni n I l e v el s a n d E C G s will b e c ol l e ct e d at s cr e e ni n g i n S u bst u d y C. 

A n d f or p arti ci p a nts w h o r e p ort a n y s y m pt o m(s) t h at mi g ht b e i n di c ati v e of m y o c ar ditis or 
p eri c ar ditis wit hi n 2 8 d a ys aft er a st u d y v a c ci n ati o n, E C G a n d tr o p o ni n I t esti n g will b e 
p erf or m e d vi a c e ntr al l a b or at or y . If my o c ar ditis or p eri c ar ditis is s us p e ct e d b as e d u p o n t h e 
i niti al e v al u ati o n, c ar di a c e c h o c ar di o gr a m, a n d/ or c ar di a c m a g n eti c r es o n a n c e st u d y will als o 
b e p erf or m e d.
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3.5. Baseline Variables
Measurements or samples collected prior to vaccination are considered the baseline data for 
the assessments. In this study, Day 1 is the baseline visit; the data from screening visit may 
be used as baseline only if the data on Day 1 are missing.

3.5.1. Demographics
The demographic variables are age at the first vaccination (in years), sex (male or female), 
race (Black/African American, American Indian or Alaska Native, Asian, Native Hawaiian 
or other Pacific Islander, White, not reported), and ethnicity (Hispanic/Latino/of Spanish 
origin, non-Hispanic/non-Latino/non-of Spanish origin, not reported), and racial designation 
(Japanese, other). In cases where more than 1 category is selected for race, the participant 
would be counted under the category “multiracial” for analysis.

3.5.2. E-Diary Completion
An e-diary will be considered transmitted if any data for the 3 local reactions (redness, 
swelling, and pain at the injection site) and 8 systemic events (fever, vomiting, diarrhea, 
headache, fatigue, chills, new or worsened muscle pain, and new or worsened joint pain) are 
present on any day. If all data are missing for all items on the e-diary for all 7 days after 
vaccination, then the e-diary will be considered not transmitted.

An e-diary will be considered completed if all expected data for all 7 days are available 
(ie, not missing). Otherwise, the e-diary will be considered incomplete. For any given day, an 
e-diary will be considered complete if all expected data are available.

Note: Data entered as part of the 72-hour recall period will be counted for the e-diary 
completion/transmission.

The data from the Participant Reported Reactogenicity CRF page will not be included in the 
e-diary completion/transmission summary.

For transmitted e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “and “Day 7.”

For completed e-diaries, the following variables will be defined: “Day 1,” “Day 2,” “Day 3,” 
“Day 4,” “Day 5,” “Day 6,” “Day 7,” and “Day 1-Day 7.”

“Day 1-Day 7” is the variable for participants who completed e-diaries on all 7 days.

For e-diaries that are incomplete, an indicator variable for the percentage of days without 
data will be derived as follows:

= 1, if data have been transmitted and are complete for 7 days (100%)

= 2, if data have been transmitted and are complete for 6 days (≥75% to ∀100%)
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= 3, if d at a h a v e b e e n tr a ns mitt e d a n d ar e c o m pl et e f or 4 or 5 d a y s (≥ 5 0 % t o  7 5 %)

= 4, if d at a h a v e b e e n tr a ns mitt e d a n d ar e c o m pl et e f or 2 or 3 d a y s (≥ 2 5 % t o  5 0 %)

= 5, if d at a h a v e b e e n tr a ns mitt e d a n d ar e c o m pl et e f or 0 or 1 d a y  ( 2 5 %)

3. 5. 3. P ri o r/ C o n c o mit a nt V a c ci n es a n d C o n c o mit a nt M e di c ati o ns

T h e f oll o wi n g c o n c o mit a nt m e di c ati o ns a n d v a c ci n ati o ns will b e r e c or d e d i n t h e C R F:

 A n y  v a c ci n ati o ns r e c ei v e d fr o m 2 8 d a ys pri or t o st u d y e nr oll m e nt u ntil t h e l ast visit 
(Visit 3 0 4 ).

 L ast d os e of li c e ns e d i nfl u e n z a v a c ci n e.

 Pri or r e c ei pt of a n y m R N A v a c ci n e ( e g, m R N A -b as e d C O VI D -1 9 v a c ci n e).

 Pr o hi bit e d m e di c ati o ns list e d i n S e cti o n 1 0. 1 3. 6. 9. 1 of t h e pr ot o c ol , if t a k e n, will b e 
r e c or d e d a n d i n cl u d e st art a n d st o p d at es, n a m e of t h e m e di c ati o n, d os e, u nit, r o ut e, a n d 
fr e q u e n c y.

N o nst u d y  v a c ci n es a n d c o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g t h e W H O D D.

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 ys is 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
S cr e e n e d All p arti ci p a nts w h o si g n t h e I C D.
R a n d o mi z e d All p arti ci p a nts w h o ar e assi g n e d a r a n d o mi z ati o n n u m b er i n 

t h e IR T s ys t e m.
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P o p ul ati o n D es c ri pti o n

S af et y All p arti ci p a nts w h o r e c ei v e t h e st u d y  i nt er v e nti o n.

I m p ort a nt pr ot o c ol d e vi ati o ns will b e d et er mi n e d b y  cli ni c al r e vi e w. An i m p ort a nt pr ot o c ol 
d e vi ati o n is a pr ot o c ol d e vi ati o n t h at, i n t h e o pi ni o n of t h e s p o ns or’s cli ni ci a n, w o ul d 
m at eri all y aff e ct ass ess m e nt of i m m u n o g e ni cit y, e g, p arti ci p a nt r e c ei pt of a pr o hi bit e d 
v a c ci n e or m e di c ati o n/tr e at m e nt t h at mi g ht aff e ct i m m u n e r es p o ns e or a m e di c ati o n err or 
wit h a s us p e ct e d d e cr e as e i n p ot e n c y of t h e v a c ci n e. T h e s p o ns or’s cli ni ci a n will i d e ntif y 

0
9
0
1
7
7
e
1
a
0
e
b
a
4
9
9\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
3-

J
u
n-

2
0
2
4 

1
4:

0
7 

(
G

M
T)

 

P a g e 1 0 9

C CI



Protocol C4781013 – Substudy C (PF-07252220) Statistical Analysis Plan

PFIZER CONFIDENTIAL 
DMB02-GSOP-RF02 8.0 Statistical Analysis Plan Template

TMF Doc ID: 98.03
Page 27 of 44

those participants with protocol deviations that result in exclusion from analysis populations 
before any unblinded analysis is carried out.

The APE field will be included in the PIPD list from the CORD system and is used to help 
identify protocol deviations that may exclude participants from a particular population. For 
each reporting event, the most current endorsed version of the PIPD list must be used to 
generate the protocol deviation data set for analysis and reporting.

The APE flags for this study are as follows:

! YES-POP1 (participants excluded from the safety population)

! YES-POP2 (participants excluded from the evaluable immunogenicity population)

! YES-POP3 (participants identified as multiple enrollers)

Participants enrolling at multiple sites (multiple enroller): Any participant enrolling at more 
than 1 site in the study will be removed from the evaluable, mITT, and safety populations. 
These participants will be followed for safety and reported separately from the other 
participants.

Vaccinated but not randomized: These participants will be included in the safety population 
for safety analysis and will be reported under the vaccine group based on the vaccine 
received but will be excluded from the evaluable immunogenicity analyses or mITT 
immunogenicity analyses.

Randomized but not vaccinated: These participants will be included in the randomized 
population and excluded from any safety analyses and evaluable immunogenicity or mITT 
immunogenicity analyses.

Randomized but received incorrect vaccine: These participants will be included in the mITT 
populations for immunogenicity analyses if data are available and will be reported under the 
vaccine group based on the randomized vaccine. These participants will also be included in 
the safety population for safety analysis and will be reported under the vaccine group based 
on the vaccine received.

5. GENERAL METHODOLOGY AND CONVENTIONS
5.1. Hypotheses and Decision Rules
The study is descriptive in nature, no formal statistical hypothesis testing will be performed. 
No decision rules will be applied.

5.2. General Methods
CIs for all endpoints in the statistical analysis will be presented as 2-sided at the 95% level 
unless specified otherwise.
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T h e s af et y a n al ys es ar e b as e d o n t h e s af et y p o p ul ati o n. P arti ci p a nts will b e s u m m ari z e d b y  
v a c ci n e gr o u p a c c or di n g t o t h e st u d y  i nt er v e nti o ns t h e y a ct u ally r e c ei v e d. C o m pl et el y 
missi n g r e a ct o g e ni cit y e -di ar y  d at a will n ot b e i m p ut e d; missi n g A E d at es will b e h a n dl e d 
a c c or di n g t o t h e Pfi z er s af et y  r ul es.

N o f or m al m ulti pli cit y a dj ust m e nts will b e a p pli e d f or t h e a n al ys es i n m ulti pl e e n d p oi nts or 
f or m ulti pl e l o o ks of t h e s a m e e n d p oi nt d u e t o t h e d es cri pti v e n at ur e of t his s u bst u d y.

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

D es cri pti v e st atisti cs f or bi n ar y  v ari a bl es ( e g, pr o p orti o ns) ar e t h e p er c e nt a g e ( %), t h e 
n u m er at or ( n) a n d t h e d e n o mi n at or ( N) us e d i n t h e p er c e nt a g e c al c ul ati o n, a n d t h e 9 5 % CIs 
w h er e a p pli c a bl e.

T h e e x a ct 9 5 % CI f or bi n ar y e n d p oi nts f or e a c h gr o u p will b e c o m p ut e d usi n g t h e 
F distri b uti o n ( Cl o p p er -P e ars o n) 1 a n d i m pl e m e nt e d i n S A S P R O C F R E Q.

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

U nl ess ot h er wis e st at e d, d es cri pti v e st atisti cs f or c o nti n u o us v ari a bl es ar e n, m e a n, m e di a n, 
st a n d ar d d e vi ati o n, mi ni m u m, a n d m a xi m u m.
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5. 3. M et h o ds t o M a n a g e Missi n g D at a

5. 3. 1. S af et y D at a

St a n d ar d al g orit h ms f or h a n dli n g missi n g A E d at es, A E s e v erit y , l a b or at or y t est v al u es, a n d 
E C G v al u es will b e a p pli e d a c c or di n g t o t h e Pfi z er s af et y r ul es. Mis si n g d at a h a n dli n g r ul es 
f or s af et y d at a ar e d es cri b e d i n d et ail i n t h e c orr es p o n di n g e n d p oi nt s e cti o ns.

5. 3. 1. 1. R e a ct o g e ni cit y D at a

C o m pl et el y  missi n g r e a ct o g e ni cit y e-di ar y  d at a (n o d at a fr o m b ot h t h e 7 -d a y  e-di ar y a n d t h e 
P arti ci p a nt R e p ort e d R e a ct o g e ni cit y  C R F p a g e) will n ot b e i m p ut e d. F or d eri v e d v ari a bl es 
b as e d o n r e a ct o g e ni cit y  d at a, if a n y d a y of t h e 7-d a y  e-di ar y  d at a ar e a v ail a bl e, t h e “ a n y d a y  
( D a y 1 t hr o u g h D a y  7) ” d at a will b e c o nsi d er e d n o n missi n g.

T h e r e a ct o g e ni cit y d at a ar e c oll e ct e d t hr o u g h t h e e -di ar y , w hi c h d o es n ot all o w p arti ci p a nts 
t o s ki p t h e q u esti o n. T h er ef or e, f or a s p e cifi c d a y, as l o n g as t h e e-di ar y  d at a ar e tr a nsf err e d 
f or t h at d a y, all of t h e r e a ct o g e ni cit y d at a f or t h e p arti ci p a nt o n t h at d a y ar e n o n missi n g. 
F or t h e “I d o n ot r e c all ” d at a i n t h e e-di ar y , it will b e i m p ut e d as “ no ” as d es cri b e d i n T a bl e 3
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a n d T a bl e 4 i n S e cti o n 3. 1. 1 . N o missi n g r e a ct o g e ni cit y  d at a will b e i m p ut e d ot h er t h a n w h at 
is d es cri b e d i n S e cti o n 3. 1. 1 a n d S e cti o n 3. 1. 2 .

I n s u m m ar y, f or a n y p arti ci p a nt wit h all 7 d a y s of t h e e-di ar y  mi s si n g (n o d at a fr o m b ot h t h e 
7- d a y  e-di ar y c oll e cti o n p eri o d a n d t h e P arti ci p a nt R e p ort e d R e a ct o g e ni cit y  C R F p a g e), t his 
will n ot b e i n cl u d e d i n t h e a n al ys is (i e, ass u mi n g M C A R). If o nly 1 t o 6 d a ys of
r e a ct o g e ni cit y d at a ar e a v ail a bl e , t h e r e a ct o g e ni cit y d at a f or t h e missi n g d a y(s) ar e 
c o nsi d er e d as a ns w eri n g “ n o ” f or all r e a cti o ns. T his is b as e d o n t h e c o m m o n ass u m pti o n t h at 
n o r e p orts m e a n n o e v e nts. S e e T a bl e 3 a n d T a bl e 4 f or t h e d eri v ati o n al g orit h ms.

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

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

6. 1. 1. L o c al R e a cti o ns a n d S yst e mi c E v e nts 

6. 1. 1. 1. M ai n A n al ysis

 Esti m a n d str at e g y : Tr e at m e nt p oli c y (S e cti o n 2. 2. 1 ).

 A n al y sis s et: S af et y p o p ul ati o n (S e cti o n 4 ). 
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! Analysis methodology: 95% CI of the proportion of participants reporting each event, 
using the Clopper-Pearson method (Section 5.2.1).

! Analysis timing: Day 1 through Day 7 after vaccination.

! Intercurrent events and missing data: All data collected after the intercurrent events will 
be included (Section 2.2.1). The participants without any e-diary data or reactogenicity 
event data on the Participant Reported Reactogenicity CRF page throughout the 7 days 
after vaccination will be excluded from the analysis; intermediate missing values will not 
be imputed. Partially missing e-diary data are imputed as “no” (Section 3.1.1,
Section 3.1.2, and Section 5.3.1.1); e-diary data that are confirmed as errors will not be 
used for analysis.

Reporting results:

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator (N) used in the proportion calculation, and the 95% CI for the percentage 
using the Clopper-Pearson method, will be presented for each study intervention group. 
The denominator will be the number of participants reporting at least 1 "yes" or "no"
response for the local reaction after vaccination.

! Bar charts with the proportions of participants for each and any local reaction and each 
and any systemic event through the 7 days following vaccination will be plotted for each 
study intervention group. The bars will be divided into severity categories to highlight the 
proportions of participants by maximum severity.

6.1.1.2. Sensitivity/Supplementary Analyses
A sensitivity analysis will be conducted for the above summary of reactogenicity events by 
maximum severity. A variable to indicate the time period from the planned e-diary day 
(11:59 PM on that calendar day) to the actual time of e-diary reporting will be derived based 
on FARFTDTC (reference time point, ie, the time of vaccination), FADTC (data collection 
time), and FATPT (time point of intended solicitation day) in the dataset. The period will be 
categorized in relation to the planned e-diary day, ie, within the planned day, 1 day out 
(1-24 hours), 2 days out (>24-48 hours), or 3 days out (>48-72 hours) from the planned 
e-diary day. The sensitivity analysis will exclude the participants with e-diary reports 
collected outside the intended solicitation (calendar) day or with data collected from the 
Participant Reported Reactogenicity CRF page.

To support the assessment of reactogenicity, the endpoints below, as specified in 
Section 3.1.1 and Section 3.1.2, will be summarized with the same analysis time point and 
analysis population:

! Duration (days) of each local reaction and each systemic event after vaccination.

! Onset day of each local reaction and each systemic event after vaccination.
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! Presence of each and any severe local reaction and each and any severe systemic event on 
each of the 7 days and for “any day (Day 1 through Day 7).”

The presentation of the results will include a basic descriptive summary without 95% CIs 
(Section 5.2).

These continuous endpoints will be summarized by displaying the n, mean, median, standard 
deviation, minimum, and maximum for each study intervention group.

In addition, the proportions of participants reporting prompted local reactions, by maximum 
severity level, with any e-diary errors will be included as a supplemental summary.

6.1.2. AEs, SAEs, MAEs, and NDCMCs
6.1.2.1. Main Analysis

! Estimand strategy: Treatment policy (Section 2.2.1).

! Analysis set: Safety population (Section 4).

! Analysis methodology: 95% CI of the proportion of participants reporting those events, 
using the Clopper-Pearson method (Section 5.2.1).

! Analysis timing: Day 1 through 4 weeks after vaccination for AEs; Day 1 through 
6 months after vaccination for SAEs, MAEs, and NDCMCs.

! Intercurrent events and missing data: All data collected are included. Missing AE dates 
will be imputed as described in Pfizer’s Vaccine Statistics Rulebook.

Reporting results:

! The number of participants with AEs through 4 weeks after vaccination (n), the 
proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs will be presented 
for each study intervention group.

! The number of participants with SAEs, MAEs, and NDCMCs through 6 months after 
vaccination (n), the proportion (%), and the associated 2-sided Clopper-Pearson 95% CIs 
will be presented for each study intervention group.

! Descriptive statistics, including the proportion (%), the numerator (n) and the 
denominator used in the proportion calculation, and the 95% CIs for the percentage using 
the Clopper-Pearson method, will be presented for each SOC and each PT within each 
SOC for each study intervention group.
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6.1.2.2. Sensitivity/Supplementary Analyses
To support the assessment of AEs, the endpoints below as specified in Section 3.1.3 will be 
summarized with the same analysis population using the same presentation as specified in the 
main analysis:

! Immediate AEs

! Related AEs

! Severe AEs

! Life-threatening AEs

! AEs leading to study discontinuation/withdrawal

! AEs leading to death

! AESIs

All AEs/SAEs occurring after informed consent and prior to vaccination will not be included 
in the analyses but will be listed.

In addition, any AEs occurring up to 48 hours after blood draws will be listed.

6.2. Secondary Endpoint(s)
Not applicable.

6.3. Other Safety Summaries and Analyses Endpoint(s) 
6.3.1. Data Collected on the Summary of Reactogenicity CRF Page
Data collected about reactogenicity events on the Summary of Reactogenicity CRF page will 
be summarized or listed. 

The main reasons for noncompletion of the 7-day reactogenicity event reporting (including 
e-diary entries and the data on the Participant Reported Reactogenicity CRF page) will be 
listed.

Immediate reactogenicity events may be summarized by study intervention. The medically 
attended reactogenicity events will be listed.

6.3.2. Medical History

Each reported medical history term will be mapped to an SOC and PT according to 
MedDRA. The number and percentage of participants with an assigned vaccine having at 
least 1 diagnosis of medical history, overall and at each SOC and PT level, will be 
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p o p ul ati o n.

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

T h e d at a c oll e ct e d f or st u d y  p arti ci p a nts w h o r e p ort a n y sy m pt o m(s) t h at mi g ht b e i n di c ati v e 
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6.6. Baseline and Other Summaries and Analyses
6.6.1. Baseline Summaries
Descriptive summary statistics for demographic characteristics (age at vaccination, sex, race, 
ethnicity, and BMI) will be generated by study intervention group and for all participants in 
total based on the safety population.

6.6.2. Study Conduct and Participant Disposition
6.6.2.1. Participant Disposition
All participants in the randomized population will be included in the disposition summaries. 
Summaries will be displayed by vaccine group separately.

The number and percentage of randomized participants will be included in the participant 
disposition summary. In addition, the number and percentage of participants who received 
vaccinations, completed the follow-up visits, and withdrew before the follow-up visit, along 
with the reasons for withdrawal, will be tabulated by study intervention group and the total 
sample. The reasons for withdrawal will be those as specified in the database.

Participants excluded from each analysis population will also be summarized separately by 
study intervention group, along with the reasons for exclusion by study intervention group.

A listing of protocol deviations may also be provided.

6.6.2.2. Blood Samples for Assay
For each blood sampling time point, the number and percentage of randomized participants 
providing blood samples within the protocol-specified time frame, as well as before and after 
the protocol-specified time frame, will be tabulated separately by study intervention group.

6.6.2.3. E-Diaries
The participants who were vaccinated and who transmitted and completed e-diaries will be 
summarized according to the vaccine actually received.  Besides the analysis described in 
Section 6.1.1, the summary will also include the number and percentage of vaccinated 
participants not transmitting the e-diary, transmitting the e-diary, and completing the e-diary 
for any day (based on the e-diary completion category as defined in Section 3.5.2) in the 
required reporting period after vaccination by assigned study intervention.

The number and percentage of participants transmitting and completing the e-diary for each 
day in the required reporting period, and overall, will be tabulated for each study intervention 
group. 

The safety population will be used.
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6.6.3. Study Intervention Exposure
6.6.3.1. Vaccination Administration
The relation of the randomized study intervention to the actual study intervention received 
will be presented as a cross-tabulation of the actual study intervention received versus the 
randomized study intervention.

A listing of participants showing the randomized study intervention and the study 
intervention actually received will be presented.

6.6.4. Concomitant Medications and Nondrug Treatments
Each prior/concomitant vaccine will be summarized according to the Anatomic Therapeutic 
Chemical fourth-level classification/WHODD, as appropriate. The prior/concomitant 
vaccines and medications as described in Section 3.5.3 will be listed. The number and 
percentage of participants receiving each prior (before vaccination) and concomitant vaccine 
(on or after vaccination) will be tabulated according to the assigned study intervention. The 
safety population will be used. Concomitant medications will be summarized similarly to
concomitant vaccines.

7. INTERIM ANALYSES
7.1. Introduction
As the study is sponsor-unblinded, the sponsor will conduct unblinded reviews of the data 
during the course of the study for the purpose of safety assessment, dose selection, and/or 
supporting clinical development.

7.2. Interim Analyses and Summaries
Not applicable.

8. REFERENCES
1. Clopper CJ, Pearson ES. The use of confidence or fiducial limits illustrated in the case 

of the binomial. Biometrika. 1934;26(4):404-13.
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Abbreviation Term
SAP statistical analysis plan
SOC system organ class
tIRV trivalent influenza modRNA vaccine
WHO World Health Organization
WHODD World Health Organization Drug Dictionary
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