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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
0 3 N o v 2 0 2 2

1
1 8 O ct 2 0 2 2

N/ A N/ A

2
1 9 J a n 2 0 2 3

2
0 9 D e c 2 0 2 2

U p d at e t o m at c h 
pr ot o c ol 
a m e n d m e nt 2

 U p d at e d t hr o u g h o ut t o r efl e ct t h e 
a d diti o n of a n e w a g e str at u m a n d t h e 
r e m o v al of 2 2/ 2 3 s p e cifi c H AI str ai ns

 U p d at e d T a bl e 3 a n d T a bl e 4 t o r efl e ct 
t h at r e d n ess/s w elli n g  2 c m is n ot 
c o nsi d er e d a r e a cti o n

 U p d at e d S e cti o n 4 t o s p e cif y h o w 
p arti ci p a nts e nr oll e d at m ulti pl e sit es will 
b e h a n dl e d i n t h e o ut p uts

 U p d at e d S e cti o n 6. 3. 2 wit h m or e d et ails 
a b o ut t h e C 4 5 9 1 0 4 4 d at a

 U p d at e d S e cti o n 6. 4 wit h d et ails a b o ut 
s u b gr o u p a n al ys es b y S A R S -C o V- 2 
st at us at b as eli n e

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

T his 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 5 2 6 1 0 0 1 – S u bst u d y  A.

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

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. 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 h e pri m ar y , s e c o n d ar y, a n d t erti ar y/ e x pl or at or y o bj e cti v es, ass o ci at e d e n d p oints, a n d 
ass o ci at e d esti m a n ds ar e d es cri b e d i n t h e f oll o wi n g t a bl e.
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O bj e cti v es Esti m a n ds E n d p oi nts

P ri m a r y S af et y: P ri m a r y S af et y: P ri m a r y S af et y:

T o d es cri b e t h e s af et y a n d 
t ol er a bilit y of
qI R V /bi v al e nt B N T 1 6 2 b 2 
( ori gi n al/ O mi B A. 4/ B A. 5) 
at v ari o us d os e -l e v el
c o m bi n ati o ns i n 
p arti ci p a nts ≥ 1 8 y e ars of 
a g e

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 a n d 
≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d , 
r e c ei vi n g at l e ast 1 d os e of st u d y i nt er v e nti 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 fr o m t h e first v a c ci n ati o n t hr o u g h
4 w e e ks aft er v a c ci n ati o n

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

 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 welli n g)

 S yst 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 o rs 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

T h e p er c e nt a g e of p arti ci p a nts 1 8 t hr o u g h 6 4 y e ars 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d 
c o m bi n e d wit h:

 A b n or m al tr o p o ni n I l a b or at or y v al u es 2 d a ys 
a n d 1 w e e k aft er v a c ci n ati o n

Tr o p o ni n I l a b or at or y
p ar a m et ers d et ail e d i n
S e cti o n 1 0. 2 of t h e pr ot o c ol

T h e p er c e nt a g e of p arti ci p a nts 1 8 t hr o u g h 6 4 y e ars 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d 
c o m bi n e d wit h:

 N e w  E C G a b n or m aliti es 2 d a ys a n d 1 w e e k
aft er v a c ci n ati o n

E C G a b n or m aliti es 
c o nsist e nt wit h pr o b a bl e or 
p ossi bl e m y o c ar ditis or 
p eri c ar ditis as d efi n e d i n
S e cti o n 1 0. 9. 8. 4. 1 of t h e
pr ot o c ol

S e c o n d a r y: S e c o n d a r y: S e c o n d a r y:

T o d es cri b e t h e i m m u n e 
r es p o ns es eli cit e d b y 
qI R V/ bi v al e nt B N T 1 6 2 b 2
( ori gi n al/ O mi B A. 4/ B A. 5) 
at v ari o us d os e -l e v el
c o m bi n ati o ns i n 
p arti ci p a nts ≥ 1 8 y e ars of 
a g e

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 a n d 
≥ 6 5 y e ars of a g e s e p ar at el y, 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 p arti ci p a nts):

 G M Ts b ef or e v a c ci n ati o n a n d at 1, 4, a n d
8 w e e ks aft er v a c ci n ati o n

 G M F R fr o m b ef or e v a c ci n ati o n t o 1, 4, a n d
8 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 a f or e a c h str ai n at 1, 4, a n d 
8 w e e ks aft er v a c ci n ati o n

 T h e p er c e nt a g e of p arti ci p a nts w it 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 
1, 4, a n d 8 w e e ks aft er v a c ci n ati o n

 T h e p er c e nt a g e 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 all str ai ns at 1, 4, a n d 
8 w e e ks aft er v a c ci n ati o n

 T h e p er c e nt a g e of p arti ci p a nts w it h H AI tit ers 
≥ 1: 4 0 f or all str ai ns at 1, 4, a n d 8 w e e ks aft er 
v a c ci n ati o n

H AI tit ers f or t h 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 
r e c o m bi n a nt or c ell-b as e d
i nfl u e n z a v a c ci n es
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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 a n d 
≥ 6 5 y e ars of a g e s e p ar at el y, h a vi n g r e c ei v e d 
qI R V / bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi
B A. 4/ B A. 5) , 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 p arti ci p a nts):

 G M Ts b ef or e v a c ci n ati o n a n d at 1, 4, a n d
8 w e e ks aft er v a c ci n ati o n f or e a c h str ai n

 G M F R fr o m b ef or e v a c ci n ati o n t o 1, 4, a n d 
8 w e e ks aft er v a c ci n ati o n f or e a c h str ai n

 P er c e nt a g es of p arti ci p a nts wit h s er or es p o ns e b

at 1, 4, a n d 8 w e e ks aft er v a c ci n ati o n f or e a c h 
str ai n

 S A R S -C o V -2 O mi cr o n
B A. 4/ B A. 5 -n e utr ali zi n g 
tit ers

 S A R S -C o V -2 
r ef er e n c e-str ai n–
n e utr ali zi n g tit ers

E x pl o r at o r y : E x pl o r at o r y : E x pl o r at o r y :

T o d e s cri b e t h e i m m u n e
r es p o ns e t o e mer gi n g 
V O Cs i n p arti ci p a nts 
≥ 1 8 y e ars of a g e

S A R S -C o V - 2 –n e utr ali zi n g 
tit ers f or V O Cs n ot alr e a d y 
s p e cifi e d

a. S er o c o n v ersi o n i s 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 of ≥ 1: 1 0 pri or t o v a c ci n ati o n wit h a 4- f ol d ris e at t h e ti m e p oi nt of i nt er est.

b. S er or es p o ns e is d efi n e d a s a c hi e vi n g a ≥ 4- f ol d ris e fr o m b as eli n e ( b ef or e t h e st u d y v a c ci n ati o n). If t h e
b as eli n e m e as ur e m e nt is b el o w t h e L L O Q, t h e p ost v a c ci n ati o n m e as ur e of ≥ 4 × L L O Q is c o n si d er e d
s er or es p o ns e.

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 s af et y o bj e cti v e 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 r at e (r e a ct o g e ni cit y, A E s a n d S A E s, tr o p o ni n I v al u es, a n d E C G s) 
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 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 ar s of a g e a n d ≥ 6 5 y e ars of a g e w h o h a v e 
r e c ei v ed at l e ast 1 d os e of st u d y i nt er v e nti o n.

o V a ri a bl es: E a c h pr o m pt e d it e m fr o m t h e e -di ar y  fr o m D a ys 1 t hr o u g h 7 f oll o wi n g 
v a c ci n ati o ns.

o T r e at m e nt c o n diti o n: µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5) ,  µ g qI R V µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi
B A. 4/ B A. 5),  µ g qI R V/  µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) , 

µ g qI R V, µ g qI R V, or µ g b i v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) 
a d mi nist er e d c o n c urr e ntl y i n t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n 
D a y 1.
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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, missi n g 
e- di ar y  e ntri es o n c ert ai n d a ys, dis c o nti n u ati o n fr o m t h e st u d y, et c.), 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 will b e esti m at e d b y st u d y i nt er v e nti o n f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of 
a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d.

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

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 ar s of a g e a n d ≥ 6 5 y e ars of a g e w h o h a v e 
r e c ei v ed at l e ast 1 d os e of 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.

o T r e at m e nt c o n diti o n:  µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5) , µ g qIR V µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi
B A. 4/ B A. 5), µ g qI R V µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5), 

µ g qI R V, µ g qI R V, or µ g b i v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5 ) 
a d mi nist er e d c o n c urr e ntl y i n t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n 
D a y 1.

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, missi n g 
e -di ar y  e ntri es o n c ert ai n d a ys, dis c o nti n u ati o n fr o m t h e st u d y, et c.), 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 A Es a n d S A Es f or e a c h st u d y 
i nt er v e nti o n f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e
s e p ar at el y a n d c o m bi n e d.

 T h e t r o p o ni n I esti m a n d h as t h e f oll o wi n g 5 attri b ut es:

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 a n d ≥ 6 5 y e ars of a g e w h o h a v e 
r e c ei v ed at l e ast 1 d os e of st u d y  i nt er v e nti o n.

o V a ri a bl es: Pr es e n c e of a b n or m al tr o p o ni n I v al u es 2 d a y s a n d 1 w e e k aft er 
v a c ci n ati o n.
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o T r e at m e nt c o n diti o n: µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5) , µ g qIR V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi
B A. 4/ B A. 5) ,  µ g qI R V  µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5), 

µ g qI R V, µ g qI R V, or  µ g b i v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) 
a d mi nist er e d c o n c urr e ntl y i n t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n 
D a y 1.

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 ( 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, dis c o nti n u ati o n fr o m t h e st u d y, et c .), 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 p er c e nt a g e of p arti ci p a nts r e p orti n g a b n or m al 
tr op o ni n I v al u es 2 d a y s a n d 1 w e e k aft er v a c ci n ati o n f or e a c h st u d y  i nt er v e nti o n
f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d 
c o m bi n e d .

 T h e E C G esti m a n d h a s t h e f oll o wi n g 5 attri b ut es:

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 a n d ≥ 6 5 y e ars of a g e w h o h a v e 
r e c ei v ed at l e ast 1 d os e of st u d y  i nt er v e nti o n.

o V a ri a bl es: Pr es e n c e of n e w E C G a b n or m aliti es ( c o nsist e nt wit h pr o b a bl e or p ossi bl e 
m y o c ar ditis or p eri c ar ditis) 2 a n d 7 d a y s aft er v a c ci n ati o n.

o T r e at m e nt c o n diti o n: µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5) ,  µ g qIR V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi
B A. 4/ B A. 5),  µ g qIR V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5), 

µ g qI R V, µ g qI R V, or µ g b i v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) 
a d mi nist er e d c o n c urr e ntl y i n t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n 
D a y 1.

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, missi n g 
e -di ar y  e ntri es o n c ert ai n d a ys, dis c o nti n u ati o n fr o m t h e st u d y, et c.), 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 p er c e nt a g e of p arti ci p a nts r e p orti n g n e w E C G 
a b n or m aliti es 2 a n d 7 d a ys aft er v a c ci n ati o n f or e a c h st u d y  i nt er v e nti o n f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d 
c o m bi n e d .

* Ori gi n al r ef ers t o t h e a n c estr al str ai n ( W u h a n -H u -1; U S A -W A 1/ 2 0 2 0), als o r ef err e d t o i n t he
pr ot o c ol as t h e r ef er e n c e str ai n.
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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  estim 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 a rti 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 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 a n d ≥ 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 tit ers f or e a c h str ai n , b y  st u d y i nt er v e nti o n gr o u p wit h qI R V , at e a c h ti m e 
p oi nt.

 H AI tit er f ol d ris e f or e a c h str ai n, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V , fr o m 
b ef or e v a c ci n ati o n t o e a c h ti m e p oi nt 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, b y st u d y i nt er v e nti o n gr o u p wit h 
qI R V , at e a c h ti m e p oi nt 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 str ai n, b y  st u d y i nt er v e nti o n gr o u p wit h 
qI R V , b ef or e v a c ci n ati o n a n d at e a c h ti m e p oi nt 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 all str ai ns, b y  st u d y i nt er v e nti o n gr o u p wit h 
qI R V , at e a c h ti m e p oi nt 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 all str ai ns, b y  st u d y i nt er v e nti o n gr o u p wit h 
qI R V , b ef or e v a c ci n ati o n a n d at e a c h ti m e p oi nt aft er v a c ci n ati o n.

 S A R S -C o V - 2 –n e utr ali zi n g tit er f or e a c h str ai n , b y  st u d y i nt er v e nti o n gr o u p wit h
a B N T 1 6 2 b 2 d os e .

 S A R S -C o V -2 – n e utr ali zi n g tit er f ol d ris e f or e a c h str ai n , b y  st u d y i nt er v e nti o n 
gr o u p wit h a B N T 1 6 2 b 2 d os e , fr o m b ef or e v a c ci n ati o n t o e a c h ti m e p oi nt aft er 
v a c ci n ati o n .

 Pr es e n c e of s er o r es p o ns e f or e a c h str ai n -s p e cifi c n e utr ali zi n g tit er , b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e .

o T r e at m e nt c o n diti o n: µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5), µg qI R V µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi 
B A. 4/ B A. 5),  µ g qI R V/  µg bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) , 

µ g qI R V, µ g qI R V, or  µg bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) 
a d mi nist er e d c o n c urr e ntl y i n t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n 
D a y 1.
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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 r e c ei vi n g t h e v a c ci n e as r a n d o mi z e d.

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

 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).

 U n d er g oi n g b l o o d c oll e cti o n o utsi d e of t h e d efi n e d wi n d o w ( 2 6 t o 3 5 d a y s, 
i n cl usi v e, aft er v a c ci n ati o n).

All d at a a ft er 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.

o P o p ul ati o n -l e v el s u m m ar y:

 H AI G M Ts at e a c h ti m e p oi nt a n d G M F Rs fr o m b ef or e v a c ci n ati o n t o e a c h ti m e 
p oi nt aft er v a c ci n ati o n , a n d 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 e a c h ti m e p oi nt 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 b ef or e v a c ci n ati o n a n d at e a c h ti m e p oi nt aft er v a c ci n ati o n , will b e 
esti m at e d f or e a c h str ai n, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V , f or p arti ci p a nts 
1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

 S A R S -C o V -2 G M T at e a c h ti m e p oi nt a n d G M F Rs fr o m b ef or e v a c ci n ati o n t o 
e a c h ti m e p oi nt aft er v a c ci n ati o n , a n d t h e pr o p orti o n of p arti ci p a nts wit h 
s er or es p o ns e at 1, 4, a n d 8 w e e ks aft er v a c ci n ati o n , will b e esti m at e d f or e a c h 
str ai n b y  st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , f or p arti ci p a nts 
1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

* Ori gi n al r ef ers t o t h e a n c estr al str ai n ( W u h a n -H u - 1; U S A -W A 1/ 2 0 2 0), als o r ef err e d t o i n
t he pr ot o c ol as t h e r ef er e n c e str ai n.

2. 2. 3. A d diti o n al Esti m a n ds

T h e a d diti o n al esti m a n ds f or t h e t erti ar y / e x pl or at or y o bj e cti v e will us e t h e h yp ot h eti c al 
str at e g y. It i n cl u d es t h e f oll o wi n g 5 attri b ut es :

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 a n d ≥ 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:

 S A R S -C o V -2 V O C – n e utr ali zi n g tit er f or V O Cs n ot alr e a d y s p e cifi e d , b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e .
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 S A R S -C o V -2 V O C – n e utr ali zi n g tit er f ol d ris e f or V O Cs n ot alr e a d y s p e cifi e d ,
b y  st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , fr o m b ef or e v a c ci n ati o n t o 
e a c h ti m e p oi nt aft er v a c ci n ati o n .

 Pr es e n c e of s er o r es p o ns e f or V O Cs n ot alr e a d y s p e cifi e d , b y  st u d y i nt er v e nti o n 
gr o u p wit h a B N T 1 6 2 b 2 d os e .

o T r e at m e nt c o n diti o n: µ g qI R V/  µg bi v al e nt B N T 1 6 2 b 2 
( ori gi n al */ O mi B A. 4/ B A. 5),  µg qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi 
B A. 4/ B A. 5),  µ g qI R V  µg bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) , or

µ g b i v al e nt B N T 1 6 2 b 2 ( ori gin al/ O mi B A. 4/ B A. 5) a d mi nist er e d c o n c urr e ntl y i n 
t h e o p p osit e ar m t o li c e ns e d QI V, a d mi nist er e d o n D a y 1.

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 r e c ei vi n g t h e v a c ci n e as r a n d o mi z e d.

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

 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).

 U n d er g oi n g b l o o d c oll e cti o n o utsi d e of t h e d efi n e d wi n d o w ( 2 6 t o 3 5 d a y s, 
i n cl usi v e, aft er v a c ci n ati 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.

o P o p ul ati o n -l e v el s u m m a r y: G M Ts a n d G M F Rs of S A R S - C o V-2 V O C – n e utr ali zi n g 
tit ers f or V O Cs not alr e a d y  s p e cifi e d, a n d ass o ci at e d 2 -si d e d 9 5 % CIs, will b e 
esti m at e d b y st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e f or p arti ci p a nts 
1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

* Ori gi n al r ef ers t o t h e a n c estr al str ai n ( W u h a n -H u -1; U S A -W A 1/ 2 0 2 0), als o r ef err e d t o i n 
t he pr ot o c ol as t h e r ef er e n c e str ai n.

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 p e n -l a b el s u bst u d y t o d es cri b e t h e s af ety a n d i m m u n o g e ni cit y 
of u p t o 3 d os e- l e v el c o m bi n ati o ns of qIR V/ bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A . 5).  
A p pr o xi m at el y  3 6 0 p arti ci p a nts will b e e nr oll e d a cr oss 2 a g e str at a: a p pr o xi m at el y  
1 8 0 p arti ci p a nts 1 8 t hr o u g h 6 4 y e ars of a g e a n d a p pr o xi m at el y  1 8 0 p arti ci p a nts ≥ 6 5 y e ars of 
a g e.  T h e p arti ci p a nts will b e r a n d o mi z e d e q u all y ( 3 0 p arti ci p a nts p er gr o u p) t o r e c ei v e a 
d os e of eit h er:

 qI R V/ bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5), at 1 of t h e 3 d os e -l e v el
c o m bi n ati o ns s h o w n i n T a bl e 2 .
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  µ g qI R V,

  µ g qI R V, or

  µg Bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) a d mi nist er e d c o n c urr e ntl y i n t h e
o p p osit e ar m t o li c e ns e d QI V.

* Ori gi n al r ef ers t o t h e a n c estr al str ai n ( W u h a n -H u -1; U S A -W A 1/ 2 0 2 0), als o r ef err e d t o i n 
t he pr ot o c ol as t h e r ef er e n c e str ai n.

T a bl e 2. St u d y I nt e r v e nti o ns a n d qI R V/ Bi v al e nt B N T 1 6 2 b 2 ( O ri gi n al/ O mi 
B A. 4/ B A. 5) D os e -L e v el C o m bi n ati o ns

G r o u p
N u m b e r

D os e -L e v el
C o m bi n ati o n

qI R V D os e Bi v al e nt B N T 1 6 2 b 2 ( O ri gi n al/ O mi
B A. 4/ B A. 5) D os e

T ot al
m o d R N A D os e

1 1 µ g , i e, µ g , i e,
 µ g of ori gi n al B N T 1 6 2 b 2 a n d
 µ g of B N T 1 6 2 b 2 O mi cr o n

( B. 1. 1. 5 2 9 s u bli n e a g e B A. 4/ B A. 5)

µ g

2 2 µ g , i e, µ g , i e,
 µ g of ori gi n al B N T 1 6 2 b 2 a n d
 µ g of B N T 1 6 2 b 2 O mi cr o n

( B. 1. 1. 5 2 9 s u bli n e a g e B A. 4/ B A. 5)

µ g

3 3 µ g , i e, µ g , i e,
 µ g of ori gi n al B N T 1 6 2 b 2 a n d

 µ g of B N T 1 6 2 b 2 O mi cr o n
( B. 1. 1. 5 2 9 s u bli n e a g e B A. 4/ B A. 5)

µ g

4 N/ A µ g , i e, N/ A µ g

5 N/ A µ g , i e, N/ A µ g

6 N/ A  N/ A µ g of bi v al e nt B N T 1 6 2 b 2
(ori gi n al/ O mi B A . 4/ B A. 5),
a d mi nist er e d c o n c urr e ntl y i n t h e
o p p o sit e ar m t o li c e n s e d QI V

µ g

As d et er mi n e d b as e d o n e m er g e nt d at a fr o m o n g oi n g cli ni c al st u di es wit h B N T 1 6 2 b 2, 
d os e -l e v el c o m bi n ati o ns 1 a n d/ or 3 m a y b e o mitt e d fr o m t his st u d y . S af et y a n d
i m m u n o g e ni city d at a fr o m st u di es pr e vi o usl y c o n d u ct e d i n p arti ci p a nts of a si mil ar a g e 
r a n g e h a vi n g r e c ei v e d 1 d os e of B N T 1 6 2 b 2 at a d os e l e v el of µ g or µ g m a y  b e us e d 
as a c o ntr ol d uri n g a n al ysis.
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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 nts

 L o c al r e a cti o ns 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.

 S y st e mi c e v e nts 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.

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

 A b n or m al tr o p o ni n I l a b or at or y v al u es 2 d a y s a n d 1 w e e k aft er v a c ci n ati o n.

 N e w E C G a b n or m aliti es 2 d a y s a n d 7 d a ys 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 r e d n ess, s w elli n g, a n d p ai n at t h e i nj e cti o n sit e, 
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. T his 
s e cti o n d es cri b es d eri v ati o ns wit h d et ails f or t h e ass ess m e nt of l o c al r e a cti o ns: a n y  pr es e n c e, 
m a xi m u m s e v erit y , d ur ati o n, a n d o ns et d a y of l o c al r e a cti o ns, i n a d diti o n t o t h e pr es e n c e of 
s e v er e l o c al r e a cti o ns o n e a c h d a y .

Pr es e n c e or A bs e n c e

F or t h e d at a s u m m ar y  of t h e pr es e n c e ( yes or n o) of a l o c al r e a cti o n d uri n g t h e i nt er v al fr o m 
D a y  1 t hr o u g h D a y 7 aft er e a c h 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, t h e 
f oll o wi n g v ari a bl es ar e r e q uir e d t o c o m p ut e t h e pr o p orti o ns:

 Pr es e n c e ( y es or n o) of e a c h s e v er e/ Gr a d e 4 l o c al r e a cti o n o n e a c h d a y  a n d a n y d a y 
( D a y 1 t hr o u g h D a y  7).

 Pr es e n c e ( y es or n o) of e a c h l o c al r e a cti o n , b y  m a xi m u m s e v erit y, o n a n y d a y 
( D a y 1 t hr o u g h D a y  7).

F or e a c h l o c al r e a cti o n a n d a n y  l o c al r e a cti o n o n a n y d a y, T a bl e 3. e x pl ai ns t h e al g orit h m t o 
d eri v e t h e pr es e n c e of a r e a cti o n ( y es or n o) d uri n g t h e i nt er v al fr o m D a y  1 t hr o u g h D a y 7, 
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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T a bl e 3.  D e ri v e d V a ri a bl es f o r P r es e n c e of E a c h L o c al R e a cti o n Wit hi n 7 D a ys 
Aft e r V a c ci n ati o n

V a ri a bl e a Y es ( 1) N o ( 0) Missi n g (.)

Pr es e n c e of e a c h 
l o c al r e a cti o n.

T h e r e a cti o n is r e p ort e d 
as “ y es ” wit h a di a m et er 
of  2. 0 c m f or 
r e d n ess/s w elli n g or “ y es ” 
f or p ai n a n y d a y fr o m 
D a y 1 t hr o u g h D a y 7.

T h e r e a cti o n is r e p ort e d as 
“ n o ” ( or “ y es ” wit h a di a m et er 
≤ 2. 0 c m f or r e d n ess/s w elli n g) 
o n all 7 d a ys or as a 
c o m bi n ati o n of “ n o ” a n d 
missi n g o n all 7 d a ys.

P arti ci p a nt d o es n ot r e p ort 
a n y d at a o n all 7 d a y s 
( D a y 1 t hr o u g h D a y 7 ) f or 
t h e r e a cti o n.

a. T h e v ari a bl es w ill b e d eri v e d f or e a c h of t h e l o c al r e a cti o ns (r e d n e ss, s w elli n g, a n d p ai n at t h e i nj e cti o n 
sit e) a n d f or e a c h of t h e s e v er e l o c al r e a cti o ns wit hi n t h e i nt er v al 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.

T a bl e 4 . D e ri v e d V a ri a bl es f o r P r es e n c e of A n y L o c al R e a cti o n Wit hi n 7 D a ys Aft e r 
V a c ci n ati o n

V a ri a bl e a Y es ( 1) N o ( 0) Missi n g (.)

Pr es e n c e of a n y l o c al 
r e a cti o n.

T h e r e a cti o n is r e p ort e d 
as “ y es ” wit h a di a m et er 
of  2. 0 c m f or 
r e d n ess/s w elli n g or “ y es ” 
f or p ai n a n y d a y fr o m 
D a y 1 t hr o u g h D a y 7.

F or all 3 l o c al r e a cti o ns, 
p arti ci p a nt r e p orts “ n o ” ( or 
“ y es ” wit h a di a m et er ≤ 2. 0 c m 
f or r e d n ess/s w elli n g) o n all 
7 d a ys ( D a y 1 t hr o u g h D a y 7 ) 
or as a c o m bi n ati o n of “ n o ”
( or “ y es ” wit h a di a m et er 
≤ 2. 0 c m f or r e d n ess/s w elli n g) 
a n d missi n g o n all 7 d a ys .
( D a y 1 t hr o u g h D a y 7 ).

P arti ci p a nt d o es n ot r e p ort 
a n y d at a f or all 3 l o c al 
r e a cti o ns o n all 7 d a y s 
( D a y 1 t hr o u g h D a y 7 ).

a. T h e v ari a bl es w ill b e d eri v e d f or a n y of t h e l o c al r e a cti o ns (r e d n ess, s w elli n g, a n d p ai n at t h e i nj e cti o n 
sit e) a n d f or a n y of t h e s e v er e l o c al r e a cti o ns wit hi n t h e i nt er v al 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.

S e v erit y a n d M a xi m u m S e v erit y

R e d n ess a n d s w elli n g will b e m e as ur e d a n d r e c or d e d i n m e as uri n g d e vi c e u nits 
(r a n g e: 1 t o 2 1) a n d t h e n c at e g ori z e d d uri n g a n alysis as a bs e nt, mil d, m o d er at e, s e v er e , or 
p ot e nti all y  lif e-t hr e at e ni n g b as e d o n t h e gr a di n g s c al e i n T a bl e 5 . M e as uri n g d e vi c e u nits 
c a n b e c o n v ert e d t o c e nti m et ers a c c or di n g t o t h e f oll o wi n g f or m ul a: 1 m e as uri n g d e vi c e 
u nit = 0. 5 c m. P ai n at t h e i nj e cti o n sit e will b e ass ess e d b y t h e p arti ci p a nt as a bs e nt, mil d, 
m o d er at e, or s e v er e a c c or di n g t o t h e gr a di n g s c al e i n T a bl e 5 .

0
9
0
1
7
7
e
1
9c

6
8
d
3c

a\
A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
9-

J
a
n-

2
0
2
3 

1
5:

5
2 

(
G

M
T)



D M B 0 2 -G S O P -R F 0 2 7. 0 St atisti c al A n al ysis Pl a n T e m pl at e 3 1 -J a n-2 0 2 2
P FI Z E R C O N FI D E N TI A L

T M F D o c I D: 9 8. 0 3
P a g e 1 7 of 4 0

Pr ot o c ol C 5 2 6 1 0 0 1 ( P F -0 7 9 2 6 3 0 7 [ C o m bi n ati o n C O VI D -1 9 a n d I nfl u e n z a m R N A V a c ci n e]) – S u bst u d y A
St atisti c al A n al ysis Pl a n

T a bl e 5. L o c al R e a cti o n G r a di n g S c al e

Mil d
( G r a d e 1)

M o d e r at e
( G r a d e 2)

S e v e r e
( G r a d e 3)

P ot e nti all y
Lif e -T h r e at e ni n g 

( G r a d e 4)

P ai n at t h e 
i nj e cti o n sit e

D o es n ot i nt erf er e 
wit h a cti vit y.

I nt erf er es wit h 
a cti vit y.

Pr e v e nts d ail y 
a cti vit y.

E m er g e n c y r o o m 
visit or 
h os pit ali z ati o n f or 
s e v er e p ai n.

R e d n ess  2. 0 c m t o 5. 0 c m
( 5 t o 1 0 m e as uri n g 
d e vi c e u nits).

 5. 0 c m t o 1 0. 0 c m
( 1 1 t o 2 0 m e as uri n g 
d e vi c e u nits).

 1 0 c m
( ≥2 1 m e as uri n g 
d e vi c e u nits).

N e cr osis or 
e xf oli ati v e 
d er m atitis.

S w elli n g  2. 0 c m t o 5. 0 c m
( 5 t o 1 0 m e as uri n g 
d e vi c e u nits).

 5. 0 c m t o 1 0. 0 c m
( 1 1 t o 2 0 m e as uri n g 
d e vi c e u nits).

 1 0 c m
( ≥2 1 m e as uri n g 
d e vi c e u nits).

N e cr osis.

F or e a c h l o c al r e a cti o n, t h e m a xi m u m s e v erit y  gr a d e will b e d eri v e d f or t h e e-di ar y  c oll e cti o n 
p eri o d ( D a y  1 t hr o u g h D a y 7, w h er e D a y  1 is t h e d a y of e a c h v a c ci n ati o n) as f oll o ws:

m a xi m u m s e v erit y  gr a d e = hi g h est gr a d e ( m a xi m u m s e v erit y) wit hi n 7 d a y s aft er v a c ci n ati o n 
( D a y 1 t hr o u g h D a y 7) a m o n g s e v erit y gr a d es w h er e t h e a ns w ers ar e n eit h er “ n o ” n or 
missi n g f or at l e ast 1 d a y d uri n g t h e i nt er v al fr o m D a y  1 t hr o u g h D a y 7.

D ur ati o n of E a c h L o c al R e a cti o n ( First t o L ast D a y R e p ort e d)

F or p arti ci p a nts e x p eri e n ci n g a n y l o c al r e a cti o ns ( or t h os e wit h a d eri v e d r e a cti o n as 
d es cri b e d i n T a bl e 4 ), t h e m a xi m u m d ur ati o n (r es ol uti o n d at e of r e a cti o n - st art d at e of 
r e a cti o n + 1) will b e d eri v e d .

R es ol uti o n of t h e r e a cti o n is t h e l ast d a y  o n w hi c h t h e r e a cti o n is r e c or d e d i n t h e e-di ar y or 
t h e d at e t h e r e a cti o n e n ds if it is u nr es ol v e d d uri n g t h e p arti ci p a nt e-di ar y  r e c or di n g p eri o d 
( e n d d at e c oll e ct e d o n t h e C R F), u nl ess c hr o ni cit y is est a blis h e d. If t h er e is n o k n o w n e n d 
d at e, t h e d ur ati o n will b e c o nsi d er e d u n k n o w n a n d s et t o “ missi n g. ”  P arti ci p a nts wit h n o 
r e p ort e d r e a cti o ns h a v e n o d ur ati o n.

O ns et D a y of E a c h L o c al R e a cti o n

T h e o ns et d a y  of e a c h l o c al r e a cti o n will b e d eri v e d. O ns et d a y  is d efi n e d as t h e first d a y of 
r e p orti n g a ny s e v erit y.

 F or t h e o ns et d a y  of e a c h l o c al r e a cti o n, if p arti ci p a nts r e p ort a c h a n g e i n s e v erit y of t h e 
l o c al r e a cti o n, o nl y t h e first d a y of r e p orti n g t h at s p e cifi c l o c al r e a cti o n will b e c o u nt e d.
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3. 1. 2. S yst e mi c E v e nts 

T h e s y st e mi c e v e nts ass ess e d a n d r e c or d e d i n t h e e -di ar y  ar e f e v er, v o miti n g, di arr h e a, 
h e a d a c h e, f ati g u e, c hills, 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 ,
fr o m D a y 1 t hr o u g h D a y 7, w h er e D a y 1 is t h e d a y of v a c ci n ati o n.

T h e d eri v ati o ns f or s ys t e mi c e v e nts will b e h a n dl e d i n a w a y si mil ar t o t h e w a y l o c al 
r e a cti o ns ar e h a n dl e d f or pr es e n c e of e v e nt, s e v erit y l e v el, d ur ati o n, a n d o ns et d a y.

T h e v ari a bl es ass o ci at e d wit h t h e s y st e mi c e v e nts will b e c o m p ut e d i n a w a y  si mil ar t o t h e 
w a y  l o c al r e a cti o ns ar e c o m p ut e d (s e e S e cti o n 3. 1. 1 ).

1. Pr es e n c e ( y es or n o) of e a c h s ys t e mi c e v e nt o n a n y d a y ( D a y 1 t hr o u g h D a y 7 ).

2. M a xi m u m s e v erit y  of e a c h s yst e mi c e v e nt o n a n y d a y ( D a y 1 t hr o u g h D a y 7).

3. D ur ati o n of e a c h s ys t e mi c e v e nt.

4. O ns et d a y  of e a c h sys t e mi c e v e nt.

5. Pr es e n c e ( y es or n o) of e a c h s e v er e s ys t e mi c e v e nt o n e a c h a n d a n y of t h e 7 d a y s.

T h e s y m pt o ms will b e ass ess e d b y  t h e p arti ci p a nt as a bs e nt, mil d, m o d er at e, or s e v er e 
a c c or di n g t o t h e gr a di n g s c al e i n T a bl e 6.

T a bl e 6. S yst e mi c E v e nt G r a di n g S c al e

Mil d
( G r a d e 1)

M o d e r at e
( G r a d e 2)

S e v e r e
( G r a d e 3)

P ot e nti all y 
Lif e -T h r e at e ni n g 

( G r a d e 4)

V o m iti n g 1- 2 ti m es i n
2 4 h o urs.

 2 ti m es i n
2 4 h o urs.

R e q uir es I V 
h y dr ati o n.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or 
h y p ot e nsi v e s h o c k.

Di a r r h e a 2 t o 3 l o os e st o ols
i n 2 4 h o urs.

4 t o 5 l o os e st o ols
i n 2 4 h o urs.

6 or m or e l o os e 
st o ols i n 2 4 h o urs.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or
s e v er e di arr h e a.

H e a d a c h e D o es n ot i nt erf er e 
wit h a cti vit y.

S o m e i nt erf er e n c e 
wit h a cti vit y.

Pr e v e nts d ail y 
r o uti n e a cti vit y.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or
s e v er e h e a d a c h e.

F ati g u e/ti r e d n ess D o es n ot i nt erf er e 
wit h a cti vit y.

S o m e i nt erf er e n c e 
wit h a cti vit y.

Pr e v e nts d ail y 
r o uti n e a cti vit y.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or
s e v er e f ati g u e.

C hills D o es n ot i nt erf er e 
wit h a cti vit y.

S o m e i nt erf er e n c e 
wit h a cti vit y.

Pr e v e nts d ail y 
r o uti n e a cti vit y.

E m er g e n c y r o o m visit 
or h o s pit ali z ati o n f or
s e v er e c hills.

N e w o r w o rs e n e d 
m us cl e p ai n

D o es n ot i nt erf er e 
wit h a cti vit y.

S o m e i nt erf er e n c e 
wit h a cti vit y.

Pr e v e nts d ail y 
r o uti n e a cti vit y.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or
s e v er e n e w or w or s e n e d 
m us cl e p ai n.
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T a bl e 6. S yst e mi c E v e nt G r a di n g S c al e

Mil d
( G r a d e 1)

M o d e r at e
( G r a d e 2)

S e v e r e
( G r a d e 3)

P ot e nti all y 
Lif e -T h r e at e ni n g 

( G r a d e 4)

N e w o r w o rs e n e d 
j oi nt p ai n

D o es n ot i nt erf er e 
wit h a cti vit y.

S o m e i nt erf er e n c e 
wit h a cti vit y.

Pr e v e nts d ail y 
r o uti n e a cti vit y.

E m er g e n c y r o o m visit 
or h os pit ali z ati o n f or
s e v er e n e w or w or s e n e d 
j oi nt p ai n.

Or al t e m p er at ur e will b e c oll e ct e d i n t h e e v e ni n g, d ail y , f or 7 d a y s f oll o wi n g v a c ci n ati o n 
( D a y 1 t hr o u g h D a y  7, w h er e D a y 1 is t h e d a y of v a c ci n ati o n) a n d at a ny ti m e d uri n g t h e 
7 d a y s t h at f e v er is s us p e ct e d. F e v er is d efi n e d as a n or al t e m p er at ur e of ≥ 3 8. 0 ° C 
(≥ 1 0 0. 4 ° F). T h e hi g h est t e m p er at ur e f or e a c h d a y  will b e r e c or d e d i n t h e e-di ar y .

T e m p er at ur e will b e m e as ur e d a n d r e c or d e d t o 1 d e ci m al pl a c e.  T e m p er at ur es r e c or d e d i n 
d e gr e es F a hr e n h eit will b e pr o gr a m m ati c all y  c o n v ert e d t o d e gr e es C elsi us f or re p orti n g.

M a xi m u m t e m p er at ur e r a n g e o v er t h e p eri o d fr o m D a y  1 t hr o u g h D a y 7 will b e m a p p e d i nt o 
t h e r a n g es d es cri b e d i n T a bl e 7 f or s u m m ar y of m a xi m u m t e m p er at ur e. F e v er will b e 
gr o u p e d i nt o r a n g es f or t h e a n al ys is a c c or di n g t o T a bl e 7.

T a bl e 7. S c al e f o r F e v e r

≥ 3 8. 0 ° C t o 3 8. 4 ° C ( 1 0 0. 4 ° F t o 1 0 1. 1 ° F)

 3 8. 4 ° C t o 3 8. 9 ° C ( 1 0 1. 2 ° F t o 1 0 2. 0 ° F)

 3 8. 9 ° C t o 4 0. 0 ° C ( 1 0 2. 1 ° F t o 1 0 4. 0 ° F)

 4 0. 0 ° C (  1 0 4. 0 ° F)

N ot e: F e v er is d efi n e d as a n or al t e m p er at ur e of ≥ 3 8. 0 ° C ( ≥ 1 0 0. 4 ° F).

T e m p er at ur es  3 5. 0 ° C a n d  4 2. 0 ° C will b e e x cl u d e d fr o m t h e a n al ys is.  If a p arti ci p a nt 
r e p orts a f e v er ( or s e v erit y of f e v er) b y a c ci d e nt, t h e c orr e ct t e m p er at ur e will b e tr ans cri b e d 
i n a d at a h a n dli n g m e m o t o b e i n cl u d e d i n t h e a n al ysis, a n d t h e t e m p er at ur e t h at is c o nfir m e d 
as i n c orr e ct will n ot b e i n cl u d e d i n t h e a n al ys is.

3. 1. 3. Us e of A nti p y r eti c M e di c ati o n

T h e us e of a nti p yr eti c m e di c ati o n is als o r e c or d e d i n t h e e -di ar y  fr o m D a y  1 t hr o u g h D a y 7, 
w h er e D a y  1 is t h e d a y of v a c ci n ati o n.  F or t h e us e of a nti p yr eti c m e di c ati o n 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, t h e f oll o wi n g e n d p oi nts a n d v ari a bl es will b e d eri v e d f or 
a n al ys is f oll o wi n g t h e s a m e r ul es as f or l o c al r e a cti o ns (s e e S e cti o n 3. 1. 1 ), w h er e a p pli c a bl e.

 Pr es e n c e ( y es or n o) of us e of a nti p y r eti c m e di c ati o n o n e a c h d a y ( D a y 1 t hr o u g h D a y 7 ).

 Pr es e n c e ( y es or n o) of us e of a nti p y r eti c m e di c ati o n o n a n y d a y ( D a y 1 t hr o u g h D a y 7 ).
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 D ur ati o n (first t o l ast d a y r e p ort e d) of us e of a nti p yr eti c m e di c ati o n.

 O ns et d a y  of us e of a nti p yr eti c m e di c ati o n.

T h e us e of a nti p yr eti c m e di c ati o n will b e s u m m ari z e d a n d i n cl u d e d i n t h e s yst e mi c e v e nt 
s u m m ar y t a bl es b ut will n ot b e c o nsi d er e d a sys t e mi c e v e nt.

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

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 V a c ci n e d at a st a n d ar d r ul es . A Es wil l 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 ( Visit 4).

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 ( a c ut e r e a cti o ns w er e ass ess e d 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 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 A c o nfir m e d di a g n osis of i nfl u e n z a .

o A 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 4 w e e ks aft er 
v a c ci n ati o n .

o C o nfir m e d C O VI D -1 9 di a g n osis t hr o u g h t h e e n d of t h e st u d y  ( cli ni c al 
si g ns/s y m pt o ms a n d p ositi v e S A R S -C o V - 2 N A A T or r a pi d a nti g e n t est r es ult).

3. 1. 5. S e ri o us A d v e rs e E v e nts

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 hr o u g h
a p pr o xi m at el y  6 m o nt hs aft er v a c ci n ati o n ( Visit 6).

3. 1. 6. L a b o r at o r y D at a

 A b n or m al tr o p o ni n I l a b or at or y v al u es 2 d a y s a n d 1 w e e k aft er v a c ci n ati o n.
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T h e f oll o wi n g s af et y l a b or at or y t ests will b e p erf or m e d at t h e ti m es d efi n e d i n t h e s c h e d ul e 
of a cti viti es s e cti o n of t h e pr ot o c ol.  A d diti o n al l a b or at or y  r es ults m a y b e r e p ort e d o n t h es e 
s a m pl es as a r es ult of t h e m et h o d of a n al ys is or t h e t yp e of a n al y z e r us e d b y t h e cli ni c al 
l a b or at or y, or as d eri v e d fr o m c al c ul at e d v al u es.  T h es e a d diti o n al t ests w o ul d n ot r e q uir e 
a d diti o n al c oll e cti o n of bl o o d.  U ns c h e d ul e d cli ni c al l a b or at or y  m e as ur e m e nts m a y b e 
o bt ai n e d at a n y ti m e d uri n g t h e st u d y t o ass ess a n y p er c ei v e d s af et y  iss u es.

H e m at ol o g y C h e mist r y

N/ A C ar di a c tr o p o ni n I

Cli ni c all y  si g nifi c a nt a b n or m al l a b or at or y fi n di n gs s h o ul d b e r e c or d e d i n t h e A E C R F.  
A d diti o n all y , t h e pri m ar y crit eri o n f or a b n or m ality will f oll o w t h e Pfi z er s af et y r ul e b o o k.

3. 1. 7. El e ct r o c a r di o g r a ms

A n E C G a b n or m alit y  is d efi n e d as a n y n e w a b n or m alit y t h at, as j u d g e d by a c ar di ol o gist, is 
c o nsist e nt wit h pr o b a bl e or p ossi bl e m y o c ar ditis or p eri c ar ditis, i n cl u di n g:

 S ust ai n e d atri al or v e ntri c ul ar arr h yt h mi as.

 S e c o n d -d e gr e e M o bit z t y p e II or w ors e A V bl o c k or n e w b u n dl e br a n c h bl o c k.

 Diff us e S T -s e g m e nt el e v ati o n or P R -s e g m e nt i n v ersi o n, c o m p ati bl e wit h p eri c ar ditis.

E C G d at a will b e s u b mitt e d t o a c e ntr al l a b or at or y f or m e as ur e m e nt. T h e fi n al E C G r e p ort 
fr o m t h e c e ntr al l a b or at or y s h oul d b e m ai nt ai n e d i n t h e p arti ci p a nt’s s o ur c e d o c u m e nt ati o n 
a n d b e t h e fi n al i nt er pr et ati o n of t h e E C G r e c or di n g. A n y cli ni c all y  si g nifi c a nt c h a n g es fr o m 
t h e b as eli n e/ D a y 1 E C G m a y p ot e nti ally b e A Es a n d s h o ul d b e e v al u at e d f urt h er, as 
cli ni c all y  w arr a nt ed.

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

 H AI tit ers f or e a c h str ai n , b y  st u d y i nt er v e nti o n gr o u p wit h qI R V .

 H AI tit er f ol d ris e f or e a c h str ai n, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V .

 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, b y st u d y i nt er v e nti o n gr o u p wit h qI R V .

 Pr es e n c e of H AI tit ers ≥ 1: 4 0 f or e a c h str ai n, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V .

 Pr es e n c e of H AI s er o c o n v ersi o n f or all str ai ns, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V .

 Pr es e n c e of H AI tit ers ≥ 1: 4 0 f or all str ai ns, b y  st u d y i nt er v e nti o n gr o u p wit h qI R V .

 S A R S -C o V - 2 –n e utr ali zi n g tit er f or e a c h str ai n , b y  st u d y i nt er v e nti o n gr o u p wit h a 
B N T 1 6 2 b 2 d os e .
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 S A R S -C o V - 2 –n e utr ali zi n g tit er f ol d ris e f or e a c h str ai n , b y  st u d y i nt er v e nti o n gr o u p wit h 
a B N T 1 6 2 b 2 d os e .

 Pr es e n c e of s er o r es p o ns e f or e a c h str ai n -s p e cifi c ne utr ali zi n g tit er , b y  st u d y i nt er v e nti o n 
gr o u p wit h a B N T 1 6 2 b 2 d os e .

3. 3. Ot h e r E n d p oi nt s

 S A R S -C o V -2 V O C – n e utr ali zi n g tit er f or V O Cs n ot alr e a d y s p e cifi e d , b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e .

 S A R S -C o V -2 V O C – n e utr ali zi n g tit er f ol d ris e f or V O Cs n ot alr e a d y s p e cifi e d , b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e .

 Pr es e n c e of s er o r es p o ns e f or V O Cs n ot alr e a d y s p e cifi e d , b y  st u d y i nt er v e nti o n gr o u p 
wit h a B N T 1 6 2 b 2 d os e.

3. 4. 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.

3. 4. 1. D e m o g r a p hi cs a n d M e di c al Hist o r y

T h e d e m o gr a p hi c v ari a bl es ar e a g e at 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 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), 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 ot r e p ort e d), a n d r a ci al d esi g n 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. B MI will als o b e i n cl u d e d i n t h e d e m o gr a p hi c v ari a bl es.

A g e at t h e ti m e of v a c ci n ati o n (i n y e ars) will b e d eri v e d b as e d o n t h e p arti ci p a nt’s birt h d a y . 
F or e x a m pl e, if t h e v a c ci n ati o n d a y  is 1 da y  b ef or e t h e p arti ci p a nt’s 1 9t h birt h d a y, t h e 
p arti ci p a nt is 1 8 y e ars ol d.  F or p arti ci p a nts w h o w er e r a n d o mi z e d b ut n ot v a c ci n at e d, t h e 
r a n d o mi z ati o n d at e will b e us e d i n pl a c e of t h e d at e of v a c ci n ati o n f or t h e a g e c al c ul ati o n.  
If t h e r a n d o mi z ati o n d at e is als o missi n g, t h e n t h e i nf or m e d c o ns e nt d at e will b e us e d f or t h e 
a g e c al c ul ati o n.

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. 4. 2. E- Di a r y C o m pl eti o n

A n e -di ar y  will b e c o nsi d er e d tr a ns mitt e d if a n y d at a f or t h e 3 l o c al r e a cti o ns (r e d n ess, 
s welli n g, a n d p ai n at t h e i nj e cti o n sit e), 7 s y st e mi c e v e nts ( v o miti n g, di arr h e a, h e a d a c h e, 
f ati g u e, c hills, n e w or w ors e ni n g m us cl e p ai n, a n d n e w or w ors e ni n g j oi nt p ai n) a n d f e v er , or 
us e of a nti p yr eti c/ p ai n m e di c ati o n t o tr e at s y m pt o ms ar e pr es e nt o n a n y d a y . If all d at a ar e 
missi n g f or all it e ms o n t h e e -di ar y  f or all 7 d a y s aft er v a c ci n ati o n, t h e n t h e e -di ar y  will b e 
c o nsi d er e d n ot tr a ns mitt e d.
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A n e -di ar y  will b e c o nsi d er e d c o m pl et e d if all e x p e ct e d d at a f or all 7 d a y s ar e a v ail a bl e 
(i e, n ot missi n g).  Ot h er wis e, t h e e -di ar y  will b e c o nsi d er e d i n c o m pl et e.  F or a n y gi v e n d a y, 
a n e -di ar y  will b e c o nsi d er e d c o m pl et e if all e x p e ct e d d at a ar e a v ail a bl e.

F or tr a ns mitt e d e -di ari es, t h e f oll o wi n g v ari a bl es will b e d efi n e d: “ D a y  1, ” “ D a y 2, ” “ D a y 3, ” 
“ D a y  4, ” “ D ay 5, ” “ D a y  6, ” a n d “ D a y  7 ”.

F or c o m pl et e d e -di ari es, t h e f oll o wi n g v ari a bl es will b e d efi n e d: “ D a y  1, ” “ D a y 2, ” “ D a y 3, ” 
“ D a y  4, ” “ D a y 5, ” “ D a y 6, ” “ D a y 7, ” a n d “ D a y 1 t hr o u g h D a y  7 ”.

“ D a y 1 t hr o u g h D a y  7 ” is t h e v ari a bl e f or p arti ci p a nts w h o c o m pl et e d e-di ari es o n all 7 d a y s.

F or e -di ari es t h at ar e i n c o m pl et e, a n i n di c at or v ari a bl e f or t h e p er c e nt a g e of d a y s wit h o ut 
d at a will b e d eri v e d as f oll o ws:

= 1, 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 7 d a y s ( 1 0 0 %)

= 2, 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 6 d a y s (≥ 7 5 % t o  1 0 0 %)

= 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  ( ≥0 % t o  2 5 %)

3. 4. 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 n a m e a n d d at e of a d mi nistr ati o n f or a n y  c o n c o mit a nt m e di c ati o ns a n d n o nst u d y 
v a c ci n ati o ns r e c ei v e d fr o m 2 8 d a y s pri or t o st u d y e nr oll m e nt u ntil t h e l ast visit ( Visit 6 ) 
will b e c oll e ct e d a n d r e c or d e d i n t h e C R F.

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:

 Pri or r e c ei pt of a n y C O VI D -1 9 v a c ci n e.

 Pri or r e c ei pt of a n y p n e u m o c o c c al v a c ci n e.

 Li c e ns e d i nfl u e n z a v a c ci n e, if r e c ei v e d d uri n g t h e pri or c al e n d ar y e ar .

 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 6).

 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. 9. 6. 7. 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 n st 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.
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3. 5. S af et y E n d p oi nts

L o c al r e a cti o n, s ys t e mi c e v e nt, A E, a n d S A E ass ess m e nts a n d ass ess m e nts of E C G 
a b n or m aliti es a n d a b n or m al tr o p o ni n I  l a b or at or y v al u es ar e d es cri b e d a b o v e i n t h e pri m ar y  
s af et y e n d p oi nts .

3. 5. 1. A d v e rs e E v e nts

As t his is a P h as e 1 st u d y, wit h li mit e d s a m pl e si z e i n cl u d e d i n e a c h st u d y  i nt er v e nti o n 
gr o u p, t h e v al u e of a p pl yi n g t h e 3 -ti er a p pr o a c h is li mit e d. T h er ef or e, s af et y ass ess m e nt m a y  
b e b est c arri e d o ut usi n g d es cri pti v e st atisti cs o nl y.

3. 5. 2. P h ysi c al E x a mi n ati o ns, I n cl u di n g Vit al Si g ns

A p h y si c al e x a mi n ati o n will b e p erf or m e d at t h e s cr e e ni n g visit a n d, if cli ni c all y  i n di c at e d, 
pri or t o t h e p arti ci p a nt’s first v a c ci n ati o n.

P h y si 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 d at a a n d 
will n ot b e r e q uir e d t o b e r e p ort 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 duri 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, p uls e r at e, a n d s e at e d bl o o d pr ess ur e will b e m e as ur e d at 
s cr e e ni n g, pri or t o v a c ci n ati o n at Visit 1, at Visit 2 , a n d at Visit 3.  W ei g ht a n d h ei g ht will 
als o b e m e as ur e d at s cr e e ni n g .  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 .

3. 5. 3. L a b o r at o r y D at a

T h e cli ni c al s af et y l a b or at or y ass ess m e nts (tr o p o ni n I) ar e d es cri b e d a b o v e i n t h e pri m ar y  
s af et y e n d p oi nts .

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

D at a f or all p arti ci p a nts will b e ass ess e d t o d et er mi n e if p arti ci p a nts m e et t h e crit eri a f or 
i n cl usi o n i n e a c h a n al ysis p o p ul ati o n pri or t o u n bli n di n g a n d 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 IW R s y st e m.
E v al u a bl e i m m u n o g e ni cit y All p arti ci p a nts w h o ar e eli gi bl e, r e c ei v e t h e st u d y 

i nt er v e nti o n t o w hi c h t h e y w er e r a n d o mi z e d, h a v e bl o o d 
dr a w n f or ass a y  t esti n g wit hi n t h e s p e cifi e d ti m e fr a m e 
( 2 6-3 5 d a y s aft er v a c ci n ati o n), h a v e at l e ast 1 v ali d a n d 
d et er mi n at e ass a y  r es ult at t h e 4-w e e k p ost v a c ci n ati o n visit, 
a n d h a v e n o m aj or pr ot o c ol vi ol ati o ns.
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P o p ul ati o n D es c ri pti o n
mI T T All r a n d o mi z e d 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 a n d h a v e at l e ast 1 v ali d a n d d et er mi n at e ass a y 
r es ult aft er v a c ci n ati 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.

M aj or 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.  A m aj or 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 nio n of t h e s p o ns or’s st u d y  m e di c al m o nit or, 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 city or effi c a c 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 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 m e di c al 
m o nit or will i d e ntif y  t h os e p arti ci p a nts wit h pr ot o c ol d e vi ati o ns b ef or e a n y a n alys is is c arri e d 
o ut.

T h e A P E fi el d will b e i n cl u d e d i n t h e PI P D f or m fr o m t h e C O R D s y st e m a n d is us e d t o h el p 
i d e ntify p r ot o c ol d e vi ati o ns t h at m a y e x cl u d e p arti ci p a nts fr o m a p arti c ul ar p o p ul ati o n. F or 
e a c h r e p orti n g e v e nt, t h e m ost c urr e nt e n d ors e d v ersi o n of t h e PI P D list m ust b e us e d t o 
g e n er at e t h e pr ot o c ol d e vi ati o n d at a s et f or a n al ys is a n d r e p orti n g.

T h e A P E fl a gs f or t his st u d y ar e as f oll o ws:

Y E S -P O P 1 ( p arti ci p a nts e x cl u d e d fr o m t h e s af et y p o p ul ati o n)
Y E S -P O P 2 (p arti ci p a nts e x cl u d e d fr o m t h e 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)
Y E S -P O P 4 ( p arti ci p a nts i d e ntifi e d as h a vi n g m ulti pl e e nr oll m e nts at diff er e nt sit es)

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  
st u d y i nt er v e nti o n gr o u p a c c or di n g t o t h e st u dy i nt er v e nti o ns t h e y  a ct u all y 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 AE 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.

F or all t h e i m m u n o g e ni cit y  e n d p oi nts, t h e a n al ysis will b e b as e d o n t h e e v al u a bl e 
i m m u n o g e ni city p o p ul ati o n.

A n a d diti o n al a n al ys is m a y b e p erf or m e d b as e d o n t h e mIT T p o p ul ati o n if t h er e is a l a r g e 
e n o u g h diff er e n c e (  1 0 %) i n s a m pl e si z e b et w e e n t h e mI T T p o p ul ati o n a n d t h e e v al u a bl e 
i m m u n o g e ni city p o p ul ati o n.  P arti ci p a nts will b e s u m m ari z e d a c c or di n g t o t h e st u d y  
i nt er v e nti o n gr o u p t o w hi c h t h e y w er e r a n d o mi z e d.

V a c ci n at e d b ut n ot r a n d o mi z e d: T h es e p arti ci p a nts will b e i n cl u d e d i n t h e s af et y p o p ul ati o n 
f or s af et y a n alys is a n d will b e r e p ort e d u n d er t h e st u d y i nt er v e nti o n b as e d o n t h e v a c ci n e 
r e c ei v e d b ut will b e e x cl u d e d fr o m i m m u n o g e ni cit y  a n al ys e s.

R a n d o mi z e d b ut n ot v a c ci n at e d: T h es e p arti ci p a nts will b e i n cl u d e d i n t h e r a n d o m i z e d
p o p ul ati o n b ut will b e e x cl u d e d fr o m s af et y a n al ys es.
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R a n d o mi z e d b ut r e c ei v e d i n c orr e ct v a c ci n e: T h es e p arti ci p a nts will b e e x cl u d e d fr o m t h e 
e v al u a bl e p o p ul ati o n f or i m m u n o g e ni cit y b ut will b e i n cl u d e d i n t h e mI T T p o p ul ati o n f or 
i m m u n o g e ni city a n al ys e s if d at a ar e a v ail a bl e a n d will b e r e p ort e d u n d er t h e st u d y 
i nt er v e nti o n b as e d o n t h e r a n d o mi z e d v a c ci n e.  T h es e p arti ci p a nts will als o b e i n cl u d e d i n t h e 
s af et y p o p ul ati o n f or s af et y a n al ysis a n d will b e r e p ort e d u n d er t h e st u d y i nt er v e nti o n b as e d 
o n t h e v a c ci n e r e c ei v e d .

F or p arti ci p a nts e nr olli n g at m ulti pl e sit es: A n y  p arti ci p a nts e nr olli n g at m or e t h a n 1 sit e i n 
t h e st u d y will b e r e m o v e d fr o m all p o p ul ati o ns. T h es e p arti ci p a nts will b e f oll o w e d f or 
s af et y a n d r e p ort e d s e p ar at el y fr o m t h e ot h er p arti ci p a nts.

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

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

T h er e ar e n o h y p ot h es es a n d d e cisi o n r ul es d efi n e d f or t h e st u d y. A d es cri pti v e esti m ati o n 
a p pr o a c h will b e us e d t o ass ess all st u d y  o bj e ctiv es i n t h e st u d y .

P oi nt esti m at es a n d n o mi n al 9 5 % CI s will b e pr o vi d e d f or all s af et y a n d i m m u n o g e ni cit y 
e n d p oi nts at e a c h pl a n n e d a n al ys is.

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 d u e t o m ulti pl e e n d p oi nts or m ulti pl e 
l o o ks f or t h e s a m e e n d p oi nt.

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

CI s f or all e n d p oi nts i n t h e st atisti c al a n al ys is will b e pr es e nt e d as 2-si d e d at t h e 9 5 % l e v el 
u nl ess s p e cifi e d ot h er wis e.

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.

T h e 9 5 % CI f or t h e b et w e e n -gr o u p diff er e n c e f or bi n ar y  e n d p oi nts will b e c al c ul at e d usi n g 
t h e Mi etti n e n a n d N ur mi n e n 2 m et h o d.

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

5. 2. 2. 1. G e o m et ri c M e a n Tit e rs

T h e G M Ts will b e c al c ul at e d as t h e m e a n of t h e ass a y r es ults aft er m a ki n g t h e l o g arit h m 
tr a nsf or m ati o n a n d t h e n e x p o n e nti ati n g t h e m e a n t o e x pr ess r es ults o n t h e ori gi n al s c al e.  
T w o -si d e d 9 5 % CIs will b e o bt ai n e d b y t a ki n g l o g tr a nsf or ms of ass a y r es ults, c al c ul ati n g t h e 
9 5 % CI  wit h r ef er e n c e t o t h e St u d e nt t distri b uti o n, a n d t h e n e x p o n e nti ati n g t h e c o nfi d e n c e 
li mits.
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5. 2. 2. 2. G e o m et ri c M e a n F ol d Ris es

G M F Rs ar e d efi n e d as r ati os of t h e r es ults aft er v a c ci n ati o n t o t h e r es ults b ef or e v a c ci n ati o n.  
G M F Rs ar e li mit e d t o p arti ci p a nts wit h n o n missi n g v al u es at b ot h ti m e p oi nts.

G M F Rs will b e c al c ul at e d as t h e m e a n of t h e diff er e n c e of l o g arit h mi c all y t r a nsf or m e d 
a s s a y r es ults (l at er ti m e p oi nt mi n us e arli er ti m e p oi nt) a n d e x p o n e nti ati n g t h e m e a n.  
T h e ass o ci at e d 2 -si d e d 9 5 % CIs will b e o bt ai n e d b y c o nstr u cti n g CIs usi n g t h e St u d e nt 
t distri b uti o n f or t h e m e a n diff er e n c e o n t h e l o g arit h m s c al e a n d e x p o n e nti ati n g t h e 
c o nfi d e n c e li mits.

5. 2. 2. 3. G e o m et ri c M e a n R ati os

T h e G M R will b e c al c ul at e d as t h e m e a n of t h e diff er e n c e of l o g arit h mi c all y tr a nsf or m e d
a s s a y r es ults a n d e x p o n e nti ati n g t h e m e a n. T w o -si d e d CI s will b e o bt ai n e d b y c al c ul ati n g
CIs usi n g t h e St u d e nt t distri b uti o n f or t h e m e a n diff er e n c e of t h e l o g arit h mi c all y tr a nsf or m e d
a s s a y r es ults a n d e x p o n e nti ati n g t h e c o nfi d e n c e li mits.

5. 2. 2. 4. R e v e rs e C u m ul ati v e Dist ri b uti o n C u r v es

E m piri c al R C D Cs will pl ot pr o p orti o ns of p arti ci p a nts wit h v al u es e q u al t o or e x c e e di n g a 
s p e cifi e d ass a y v al u e v ers us t h e i n di c at e d ass a y v al u e, f or all o bs er v e d ass a y v al u es.  D at a 
p oi nts will b e j oi n e d b y  a st e p f u n cti o n wit h t h e li n e first g oi n g d o w n a n d t h e n t o t h e ri g ht t o 
t h e n e xt ass a y v al u e.

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, missi n g A E s e v erit y , missi n g l a b or at or y 
t est v al u es, a n d missi n g 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 ety r ul es. 
Missi n g d at a h a n dli n g r ul es o n t h e 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 re a ct o g e ni cit y  e- d i ar y dat a will n ot b e im 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  is 
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 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 r e a ct o g e ni cit y 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, if 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 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.  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.
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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  missi n g, t his will n ot b e 
i n cl u d e d i n t h e a n alys is (i e, ass u mi n g M C A R). If o nl y 1 t o 6 d a y s of e -di ar y  d at a ar e 
tr a nsf err e d, 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.

5. 3. 2. I m m u n o g e ni cit y D at a

A n y  a s s a y r es ults a b o v e t he L L O Q ar e c o nsi d er e d a c c ur at e, a n d t h eir q u a ntit at e d v al u es will 
b e r e p ort e d.  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 L O D will b e 
s et t o 0. 5 × L L O Q f or G M T a n al ys is.  N o ot h er missi n g ass a y d at a will b e i m p ut e d i n t h e 
a n al ys es.  All i m m u n o g e ni cit y a n al ys es will b e p erf or m e d aft er t h e i m p ut ati o n of t h e 
a nti b o d y  c o n c e ntr ati o ns or a nti b o d y tit ers t h at ar e b el o w t h e L L O Q.

W h e n c al c ul ati n g a f ol d ris e, t h e ass a y  r es ults will b e c o n v ert e d t o 0. 5 × L L O Q if ass a y 
r es ults ar e  L L O Q, e x c e pt w h e n t h e pr e v a c ci n ati o n ass a y  r es ult is  L L O Q w hil e t h e 
p ost v a c ci n ati o n r es ult is ≥ L L O Q, i n w hi c h c as e t h e pr e v a c ci n ati o n v al u e will b e s et t o 
L L O Q. If b ot h t h e n u m er at or a n d d e n o mi n at or ar e  L L O Q, t h e n b ot h will b e c o n v ert e d i n 
t h e s a m e w a y.

V al u es f or s er a t h at ar e i ns uffi ci e nt ( Q N S), i n d et er mi n at e r es ults or v al u es r e c or d e d as “ n ot 
d o n e ” will b e s et t o “ missi n g. ” A d diti o n all y, a n y t i m e p oi nt wit h n o bl o o d dr a ws will n ot b e 
i n cl u d e d i n t h e a n alys is.  N o i m p ut ati o n will b e d o n e f or t h es e missin g v al u es, as M C A R is 
ass u m e d f or i m m u n o g e ni cit y  d at a.

L L O Q r es ults f or e a c h ass a y  us e d i n t his st u d y will b e i n cl u d e d i n s er ol o g y d at a tr a nsf er o n c e 
t h e y ar e a v ail a bl e.

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 nts

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 ).

 A n al y sis m et h o d ol o g y: 9 5 % CI of t h e pr o p orti o n of p arti ci p a nts r e p orti n g e a c h e v e nt, 
usi n g t h e Cl o p p er -P e ars o n m et h o d (S e cti o n 5. 2. 1 ).

 I nt er c urr e nt e v e nts a n d missi n g d at a: T h e p arti ci p a nts with o ut a n y  e- di ar y d at a 
t hr o u g h o ut t h e 7 d a y s aft er v a c ci n ati o n will b e e x cl u d e d fr o m t h e a n al ys is at t h at 
v a c ci n ati o n; f or p arti ci p a nts w h o dis c o nti n u e, all c oll e ct e d d at a will b e i n cl u d e d; 
i nt er m e di at e missi n g v al u es will n ot b e i m p ut e d. P arti all y  missi n g e- di ar y  d at a ar e 
i m p ut e d as “ n o ” (S e cti o n 5. 3. 1. 1 ); e-di ar y  d at a t h at ar e c o nfir m e d as err ors will n ot b e 
us e d f or a n al y sis.
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 A n al y sis ti mi n g: D a y 1 t hr o u g h D a y 7 aft er v a c ci n ati o n.

 R e p orti n g r es ults:

o D es cri pti v e st atisti cs, i n cl u di n g t h e pr o p orti o n ( %), 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 pr o p orti o n c al c ul ati o n, a n d t h e 9 5 % CI f or p er c e nt a g e 
usi n g t h e Cl o p p er -P e ars o n m et h o d, will b e pr es e nt e d f or e a c h st u d y  i nt er v e nti o n 
gr o u p a n d o v er all , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e 
s e p ar at el y a n d c o m bi n e d.

o B ar c h arts wit h t h e pr o p orti o ns of p arti ci p a nts f or e a c h a n d a n y l o c al r e a cti o n , a n d 
e a c h a n d a n y s ys t e mi c e v e nt, t hr o u g h t h e 7 d a ys f oll o wi n g v a c ci n ati o n will b e pl ott e d 
f or e a c h st u d y  i nt er v e nti o n gr o u p a n d o v er all .  T h e b ars will b e di vi d e d i nt o s e v erity 
c at e g ori es t o hi g hli g ht t h e pr o p orti o ns of p arti ci p a nts b y  m a xi m u m s e v erit y, f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d 
c o m bi n e d .

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

T o s u p p ort t h e ass ess m e nt of r e a ct o g e ni cit y, t h e e n d p oi nts b el o w, as s p e cifi e d i n 
S e cti o n 3. 1. 1 a n d S e cti o n 3. 1. 2 , will b e s u m m ari z e d wit h t h e s a m e a n al ys is ti m e p oi nt a n d 
a n al ys is p o p ul ati o n:

 D ur ati o n ( d a y s) of e a c h l o c al r e a cti o n a n d e a c h s yst e mi c e v e nt aft er v a c ci n ati o n.

 O ns et d a y  of e a c h l o c al r e acti o n a n d e a c h s ys t e mi c e v e nt aft er v a c ci n ati o n.

 Pr es e n c e of e a c h a n d a n y s e v er e l o c al r e a cti o n a n d e a c h a n d a n y s e v er e s ys t e mi c e v e nt, 
o n e a c h of t h e 7 d a y s a n d f or “ a n y d a y  ( D a y 1 t hr o u g h D a y 7). ”

T h e pr es e nt ati o n of t h e r es ults will i n cl u d e a b asi c d es c ri pti v e s u m m ar y wit h o ut 9 5 % CIs 
(S e cti o n 5. 2. 1 ).

T h es e c o nti n u o us e n d p oi nts will b e s u m m ari z e d b y dis pl a y i n g t h 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 f or e a c h st u d y i nt er v e nti o n gr o u p a n d o v er all , f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d c o m bi n e d.

I n a d diti o n, t h e pr o p orti o ns of p arti ci p a nts r e p orti n g pr o m pt e d l o c al r e a cti o ns a n d s y st e mi c 
e v e nt s, b y  m a xi m u m s e v erit y l e v el, wit h a n y e -di ar y  err ors will b e i n cl u d e d as a 
s u p pl e m e nt al s u m m ar y f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e 
s e p ar at el y a n d c o m bi n e d.

6. 1. 2. A Es a n d S A Es

6. 1. 2. 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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 A n al y sis m et h o d ol o g y: 9 5 % CI of t h e pr o p orti o n of p arti ci p a nts r e p orti n g t h os e ev e nts, 
usi n g t h e Cl o p p er -P e ars o n m et h o d ( S e cti o n 5. 2. 1 ).

 A n al y sis ti mi n g: D a y 1 t hr o u g h 4 w e e ks aft er v a c ci n ati o n f or A Es; 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 f or S A Es.

 I nt er c urr e nt e v e nts a n d missi n g d at a: All dat a c oll e ct e d ar e i n cl u d e d. Missi n g A E d at es 
will b e i m p ut e d as d es cri b e d i n Pfi z er’s V a c ci n e St atisti cs R ul e b o o k.

 R e p orti n g r es ults:

o T h e n u m b er of p arti ci p a nts wit h A Es t h o u g h 4 w e e ks aft er v a c ci n ati o n ( n), pr o p orti o n 
( %), a n d ass o ci at e d 2-si d e d Cl o p p er-P e ars o n 9 5 % CI  will b e pr es e nt e d f or e a c h st u d y 
i nt er v e nti o n gr o u p a n d o v er all , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d 
≥ 6 5 y e ars of a g e s e p ar at el y  a n d c o m bi n e d.

o T h e n u m b er of p arti ci p a nts wit h S A Es t h o u g h 6 m o nt hs aft er v a c ci n ati o n ( n), 
pr o p orti o n ( %), a n d ass o ci at e d 2 -si d e d Cl o p p er- P e ars o n 9 5 % CI will b e pr es e nt e d f or
e a c h st u d y i nt er v e nti o n gr o u p a n d o v er all , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e 
a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .

o D es cri pti v e st atisti cs, i n cl u di n g t h e pr o p orti o n ( %), t h e n u m er at or ( n) a n d t h e 
d e n o mi n at or us e d i n t h e pr o p orti o n c al c ul ati o n, a n d t h e 9 5 % CI f or p er c e nt a g e usi n g 
t h e Cl o p p er-P e ars o n m et h o d, will b e pr es e nt e d f or e a c h S O C a n d e a c h P T wit hi n 
e a c h S O C f or e a c h st u d y  i nt er v e nti o n gr o u p a n d o v er all , f or p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d c o m bi n e d.

6. 1. 2. 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 A Es, t h e e n d p oi nts b el o w as s p e cifi e d i n S e cti o n 3. 1. 4 a n d
S e cti o n 3. 1. 5 will b e s u m m ari z e d wit h t h e s a m e a n al y sis p o p ul ati o n 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:

 I m m e di at e A Es

 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 wit h dr a w al

 A Es l e a di n g t o d e at h

 A E SI s
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All A Es/ S A Es aft er i nf or m e d c o ns e nt si g ni n g 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 at Visit 4 a n d Visit 5 will b e 
list e d.

6. 1. 3. L a b o r at o r y P a r a m et e rs

6. 1. 3. 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 ).

 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 al y sis ti mi n g: Wit hi n 2 t o 4 a n d wit hi n 6 t o 8 d a y s 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 ar e i n cl u d e d. Missi n g 
d at es/l a b or at or y  v al u es will b e i m p ut e d as d es cri b e d i n Pfi z er’s V a c ci n e St atisti cs 
R ul e b o o k.

 R e p orti n g r es ults: T h e n u m b er of p arti ci p a nts wit h a b n or m al tr o p o ni n I l a b or at or y v al u es 
wit hi n t h e visit wi n d o w at V isits 2 a n d 3 aft er v a c ci n ati o n ( n), pr o p orti o n, a n d ass o ci at e d 
2-si d e d Cl o p p er- P e ars o n 9 5 % CI  will b e pr es e nt e d b y  st u d y i nt er v e nti o n gr o u p, f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d c o m bi n e d.

6. 1. 4. El e ct r o c a r di o g r a ms

6. 1. 4. 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 ).

 A n al y sis ti mi n g: U p t o V isits 2 a n d 3 aft er v a c ci n ati o n.

 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 ).

 S u p p orti n g o bj e cti v e: Pri m ar y  s af ety o bj e cti v e.

 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 ar e i n cl u d e d. Missi n g E C G 
v al u es will b e h a n dl e d a c c or di n g t o Pfi z er s af et y r ul es.

 R e p orti n g r es ults: T h e n u m b er of p arti ci p a nts wit h n e w E C G a b n or m aliti es u p t o V isits 2
a n d 3 aft er v a c ci n ati o n ( n), pr o p orti o n, a n d ass o ci at e d 2 -si d e d Cl o p p er-P e ars o n 9 5 % CI  
will b e pr es e nt e d f or e a c h st u d y  i nt er v e nti o n gr o u p, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .
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6. 2. S e c o n d a r y E n d p oi nts

6. 2. 1. I m m u n o g e ni cit y E n d p oi nts

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 ci t y p o p ul ati o n (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. 2 ).

 A n al y sis ti mi n g: 1, 4, a n d 8 W e e ks aft er st u d y i nt er v e nti o n a d mi nistr 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. A n ti b o d y tit ers b el o w t h e L L O Q will b e tr e at e d as s p e cifi e d i n 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.

 R e p orti n g r es ults:

o T h e S A R S -C o V -2 G M T at e a c h ti m e p oi nt a n d G M F Rs fr o m b ef or e v a c ci n ati o n t o 
e a c h ti m e p oi nt aft er v a c ci n ati o n , a n d t h e pr o p ortio n of p arti ci p a nts wit h s er or es p o ns e 
at 1, 4 , a n d 8 w e e ks aft er v a c ci n ati o n , will b e esti m at e d f or e a c h str ai n, b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , a n d s e p ar at el y b y a g e gr o u p .

o 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), G M Ts, G M F Rs, a n d 9 5 % CI f or
t h e G M Ts a n d G M F Rs, will b e pr es e nt e d f or e a c h str ai n b y st u d y i nt er v e nti o n gr o u p
wit h qI R V (S e cti o n 5. 2. 2 ), f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars 
of a g e s e p ar at el y .

o 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 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 f or e a c h str ai n b y  st u d y 
i nt er v e nti o n gr o u p wit h qI R V , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d 
≥ 6 5 y e ars of a g e s e p ar at el y .

o 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 b ef or e v a c ci n ati o n a n d at e a c h
ti m e p oi nt 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 f or e a c h str ai n b y  st u d y i nt er v e nti o n gr o u p wit h qI R V , f or p arti ci p a nts 
1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o 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 % CIs 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 wit h qI R V , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d 
≥ 6 5 y e ars of a g e s e p ar at el y .

o H AI s er o c o n v er si 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 , will b e 
pr es e nt e d b y st u d y i nt er v e nti o n gr o u p wit h qI R V , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .
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o S A R S -C o V -2 G M T at e a c h ti m e p oi nt a n d G M F Rs fr o m b ef or e v a c ci n ati o n t o e a c h 
ti m e p oi nt aft er v a c ci n ati o n, a n d t h e pr o p orti o n of p arti ci p a nts wit h s er or es p o ns e at 
1, 4, a n d 8 w e e ks aft er v a c ci n ati o n , will b e pr o vi d e d f or e a c h str ai n b y  st u d y 
i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , a n d s e p ar at el y b y a g e gr o u p.

o S A R S -C o V -2 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 % CIs 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 wit h a B N T 1 6 2 b 2 d os e, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o S A R S -C o V -2 s er o r es p o ns e r at e f or e a c h str ai n, al o n g wi t h t h e ass o ci at e d 9 5 % CIs,
will b e pr es e nt e d b y st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e, f or p arti ci p a nts 
1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o E m piri c al R C D Cs wit h H AI tit ers a n d S A R S -C o V -2 n e utr ali zi n g tit ers will b e pl ott e d 
se p ar at el y  f or e a c h str ai n b y  st u d y i nt er v e nti o n gr o u p, f or p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o B ar c h arts wit h t h e n u m b ers, pr o p orti o ns 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 n d ass o ci at e d 9 5 % C Is at 4 w e e ks aft er st u d y i nt er v e nti o n
a d mi nistr ati o n will b e pr o vi d e d f or e a c h str ai n b y  st u d y i nt er v e nti o n gr o u p wit h qI R V , 
f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o B ar c h arts wit h t h e n u m b ers, S A R S -C o V -2 s er o r es p o ns e r at e, a n d ass o ci at e d 9 5 % CI at 
4 w e e ks aft er st u d y i nt er v e nti o n a d mi nistr ati o n will b e pr o vi d e d f or e a c h str ai n b y  
st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

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 ma y b e s u m m ari z e d wit h t h e mI T T p o p ul ati o n 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 / E x pl o r at o r y E n d p oi nts

6. 3. 1. I m m u n o g e ni cit y f o r E m e r gi n g V O Cs

6. 3. 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. 3 ).

 A n al y sis s et: E v al u a bl e i m m u n o g e ni city p o p ul ati o n (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. 2 ).

 A n al y sis ti mi n g: 1, 2, a n d 4 W e e ks aft er st u d y i nt er v e nti o n a d mi nistr ati o n .

 I nt er c urre 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 
n ot b e i n cl u d e d; missi n g d at a will n ot b e i m p ut e d.
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 R e p orti n g r es ults:

o S A R S -C o V - 2 V O C G M Ts a n d ass o ci at e d 9 5 % CIs will b e pr o vi d e d f or V O Cs n ot 
alr e a d y s p e cifi e d , b y  st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

o S A R S -C o V -2 V O C G M F Rs fr o m b ef or e v a c ci n ati o n t o e a c h ti m e p oi nt aft er 
v a c ci n ati o n a n d ass o ci at e d 9 5 % CI s will b e pr o vi d e d f or V O Cs n ot alr e a d y s p e cifi e d ,
b y  st u d y i nt er v e nti o n gr o u p wit h a B N T 1 6 2 b 2 d os e , f or p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y .

6. 3. 2. I m m u n o g e ni cit y C o m p a ris o ns B et w e e n S t u d y Int e r v e nti o ns

T h e G M R s a n d diff er e n c es f or 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
b et w e e n t h e f oll o wi n g st u d y i nt er v e nti o ns, wit h ass o ci at e d 9 5 % CIs, will b e pr o vi d e d f or 
e a c h str ai n , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y :

 µ g qI R V µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O m i B A. 4/ B A. 5)
vs  µg qI R V

 µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5)
vs µ g qI R V

 µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) 
vs µ g qI R V

T h e S A R S -C o V -2 G M Rs a n d diff er e n c es f or s er or es p o ns e r at e b et w e e n t h e f oll o wi n g st u dy 
i nt er v e nti o ns, wit h ass o ci at e d 9 5 % CIs, will b e pr o vi d e d f or e a c h V O C/str ai n, f or 
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y :

  µg qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) vs µ g bi v al e nt 
B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5)

 µ g qI R V/  µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) vs µ g bi v al e nt 
B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5)

 µ g qI R V/ µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al */ O mi B A. 4/ B A. 5) vs µ g bi v al e nt 
B N T 1 6 2 b 2 ( ori gi n al/ O m i B A. 4/ B A. 5)

T h e i m m u n o g e ni cit y d at a f or µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) a n d
µ g bi v al e nt B N T 1 6 2 b 2 ( ori gi n al/ O mi B A. 4/ B A. 5) fr o m St u d y  C 4 5 9 1 0 4 4 will b e us e d 

f or t h es e G M R s a n d c o m p ari s o ns of s er or es p o ns e s . T h e i m m u n o g e ni cit y d at a of p arti ci p a nts
fr o m S t u d y C 4 5 9 1 0 4 4 wit h s e as o n al a n d p a n d e mi c i nfl u e n z a v a c ci n e gi v e n at l e ast 1 4 d a ys 
aft er, or at l e ast 1 4 d a y s pri or t o, t h e a d mi nistr ati o n of B N T 1 6 2 b 2 will b e e x cl u d e d fr o m t h e 
a b o v e a n al y s e s. I n a d diti o n, t h e a b o v e a n al ys es mi g ht b e p er f or m e d by b as eli n e 
S A R S -C o V -2 i nf e cti o n st at us (b as e d o n N -bi n di n g a nti b o d y  r es ults at Visit 1 b ef or e 
v a c ci n ati o n a n d m e di c al hist or y  of S A R S-C o V - 2).
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6. 4. S u bs et A n al ys es

S u b gr o u p a n al ys es , b as e d o n b as eli n e S A R S-C o v -2 i nf e cti o n st at us (b as e d o n N -bi n di n g 
a nti b o d y  r es ults at Visit 1 b ef or e v a c ci n ati o n a n d m e di c al hist or y of S A R S-C o V - 2), will 
b e p erf or m e d o n s e c o n d ar y  i m m u n o g e ni city e n d p oi nts b y  st u d y i nt er v e nti o n gr o u p wit h 
a B N T 1 6 2 b 2 d os e, as s u p pl e m e nt al a n al ys es.

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

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

6. 5. 1. 1. D e m o g r a p hi c C h a r a ct e risti cs a n d M e di c al Hist o r y

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, 
et h ni cit y , a n d r a ci al d esi g n ati o n) a n d b as eli n e S A R S -C o V -2 i nf e cti o n st at us ( b as e d o n 
N- bi n di n g a nti b o d y  r es ults at Visit 1 b ef or e v a c ci n ati o n a n d m e di c al hist or y of 
S A R S -C o V - 2) 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, 
f or p arti ci p a nts 1 8 t hr o u g h 6 4 ye ars of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y  a n d c o m bi n e d,
b as e d o n t h e s af et y p o p ul ati o n.

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 a 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, 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 , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ars of a g e a n d 
≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d , b as e d o n t h e s af et y p o p ul ati o n.

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

6. 5. 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 mI T T 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  st u d y i nt er v e nti o n, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of 
a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .

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 . I n 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 e a c h f oll o w-u p visit p h as e , 
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 f or 
t h e t ot al s a m pl e f or e a c h a g e gr o u p s e p ar at el y a n d c o m bi n e d. 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 a n d a g e gr o u p s e p ar at el y a n d c o m bi n e d , al o n g wit h t h e r e as o ns f or 
e x cl usi o n.

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.
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6. 5. 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 
a n d f or t h e t ot al p o p ul ati o n, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e 
s e p ar at el y.

6. 5. 2. 3. E- Di a ri es

T h e p arti ci p a nts w h o w er e v a c ci n at e d a n d w h o tr a ns mitt e d a n d c o m pl et e d e -di ari es will b e 
s u m m ari z e d a c c or di n g t o t h e v a c ci n e a ct u all y r e c ei v e d, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s 
of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .  B esi d es t h e a n alys is d es cri b e d i n 
S e cti o n 3. 4. 2 , t h e s u m m ar y will als o i n cl u d e t h e n u m b er a n d p er c e nt a g e of v a c ci n at e d 
p arti ci p a nts n ot tr a ns mitti n g t h e e -di ar y , tr a ns mitti n g t h e e-di ar y , a n d c o m pl eti n g t h e e-di ar y  
f or a ny d a y i n t h e r e q uir e d r e p orti n g p eri o d , b y  assi g n e d st u dy i nt er v e nti o n a n d a g e gr o u p .

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 tr a ns mitti n g a n d c o m pl eti n g t h e e -di ar y  f or e a c h 
d a y  i n t h e r e q uir e d r e p orti n g p eri o d, a n d o v er all, will b e t a b ul at e d f or e a c h st u d y i nt er v e nti o n 
gr o u p a n d f or t h e t ot al s a m pl e, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of 
a g e s e p ar at el y a n d c o m bi n e d .

T h e s af et y p o p ul ati o n will b e us e d.

6. 5. 3. St u d y I nt e r v e nti o n E x p os u r e

6. 5. 3. 1. V a c ci n ati o n Ti mi n g a n d A d mi nist r ati 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 r a n d o mi z e d a n d r e c ei vi n g e a c h st u d y  i nt er v e nti o n 
will b e t a b ul at e d f or e a c h st u d y  i nt er v e nti o n gr o u p a n d o v er all, for all r a n d o mi z e d
p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d . T h e 
d e n o mi n at or f or t h e p er c e nt a g es is t h e t ot al n u m b er of p arti ci p a nts i n t h e gi v e n st u d y  
i nt er v e nti o n gr o u p or o v er all, f or e a c h a g e gr o u p. I n a d diti o n, t h e r el ati o n of t h e r a n d o mi z e d 
st u d y i nt er v e nti o n t o t h e a ct u al st u d y i nt er v e nti o n r e c ei v e d will b e pr es e nt e d as a 
cr oss -t a b ul ati o n of t h e a ct u al st u d y i nt er v e nti o n r e c ei v e d v ers us t h e r a n d o mi z e d st u d y 
i nt er v e nti o n, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e a rs of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d 
c o m bi n e d .

A listi n g of p arti ci p a nts s h o wi n g t h e r a n d o mi z e d st u d y  i nt er v e nti o n a n d t h e st u d y 
i nt er v e nti o n a ct u ally r e c ei v e d will b e pr es e nt e d.

6. 5. 4. C o n c o mit a nt M e di c ati o ns a n d N o n d r u g T r e at m e nts

E a c h pri or/ c o n c o mit a n t v a c ci n e will b e s u m m ari z e d a c c or di n g t o t h e A T C f o urt h-l e v el 
cl assifi c ati o n. T h e pri or/ c o n c o mit a nt v a c ci n e r e c ei v e d b ef or e v a c ci n ati o n will b e list e d. 
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 r e c ei vi n g e a c h v a c ci n e aft er st u d y  
i nt er v e nti o n a d mi nistr ati o n will b e t a b ul at e d a c c or di n g t o t h e assi g n e d st u d y  i nt er v e nti o n, 
f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .
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6. 6. S af et y S u m m a ri es a n d A n al ys es

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

L o c al r e a cti o n, s ys t e mi c e v e nt, A E, a n d SA E s u m m ari es, cli ni c al s af et y l a b or at or y 
ass ess m e nts (tr o p o ni n I), a n d E C G s u m m ari es a n d a n alys es ar e d es cri b e d u n d er Pri m ar y
E n d p oi nts ( S e cti o n 6. 1 ).

A listi n g will b e g e n er at e d f or all of t h e p arti ci p a nts wit h u ns c h e d ul e d/ u n pl a n n e d visits 
b e c a us e of s e v er e ( Gr a d e 3) a n d Gr a d e 4 r e a cti o ns.

D es cri pti v e s u m m ari es a n d listi n gs of p arti ci p a nts r e p orti n g i m m e di at e A Es d uri n g t h e 
pr ot o c ol -s p e cifi e d ≥ 3 0- mi n ut e o bs er v ati o n p eri o d f or a n y  a c ut e r e a cti o ns will b e pr es e nt e d 
b y  st u d y i nt er v e nti o n gr o u p, f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e 
s e p ar at el y a n d c o m bi n e d .

I n a d diti o n, 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 
4 w e e ks aft er a st u d y v a c ci n ati o n ( E C G, tr o p o ni n 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 list e d a n d/ or 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 , f or p arti ci p a nts 1 8 t hr o u g h 6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d 
c o m bi n e d .

6. 6. 2. L a b o r at o r y D at a

C li ni c al s af et y l a b or at or y ass ess m e nt (tr o p o ni n I) i s d es cri b e d u n d er Pri m ar y E n d p oi nts .

6. 6. 3. Vit al Si g ns

A d es cri pti v e s u m m ar y  b as e d o n t h e s af ety p o p ul ati o n will b e pr o vi d e d i n a c c or d a n c e wit h 
t h e Pfi z er r e p orti n g st a n d ar ds, a n d listi n gs m a y b e g e n er at e d, f or p arti ci p a nts 1 8 t hr o u g h 
6 4 y e ar s of a g e a n d ≥ 6 5 y e ars of a g e s e p ar at el y a n d c o m bi n e d .

6. 6. 4. El e ct r o c a r di o g r a m s

T h e E C G s u m m ari es a n d a n al ys es ar e d es cri b e d u n d er Pri m ar y E n d p oi nts .

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

7. 1. I nt r o d u cti o n

T his st u d y  will us e a n I R C, a n i nt er n al Pfi z er c o m mitt e e t h at will r e vi e w d at a t o all o w d os e 
es c al ati o n or c h a n g es t o c o nti n u ati o n of s p e cifi c gr o u ps. T h e I R C is i n d e p e n d e nt of t h e st u d y 
t e a m a n d i n cl u d es o nly i nt er n al m e m b ers. T h e I R C c h art er d es cri b es t h e r ol e of t h e I R C i n 
m or e d et ail.

7. 2. I nt e ri m A n al ys es a n d S u m m a ri es

N o f or m al i nt eri m a n al ys is will b e c o n d u ct e d f or t his st u d y. As t h e st u d y  i s o p e n l a b el t o t h e 
s p o ns or, t h e s p o ns or will c o n d u ct u n bli n d e d r e vi e ws of t h e d at a d uri n g t h e c o urs e of t h e 
st u d y f or t h e p ur p os e of s af et y ass ess m e nt, d os e s el e cti o n, a n d/ or s u p p orti n g cli ni c al 
d e v el o p m e nt.

0
9
0
1
7
7
e
1
9c

6
8
d
3c

a\
A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
1
9-

J
a
n-

2
0
2
3 

1
5:

5
2 

(
G

M
T)



D M B 0 2 -G S O P -R F 0 2 7. 0 St atisti c al A n al ysis Pl a n T e m pl at e 3 1 -J a n-2 0 2 2
P FI Z E R C O N FI D E N TI A L

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

Pr ot o c ol C 5 2 6 1 0 0 1 ( P F -0 7 9 2 6 3 0 7 [ C o m bi n ati o n C O VI D -1 9 a n d I nfl u e n z a m R N A V a c ci n e]) – S u bst u d y A
St atisti c al A n al ysis Pl a n

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

1. Cl o p p er CJ, P e ars o n E S. T h e us e of c o nfi d e n c e or fi d u ci al li mits ill ustr at e d i n t h e c as e 
of t h e bi n o mi al. Bi o m etri k a. 1 9 3 4; 2 6( 4): 4 0 4- 1 3.

2. Mi etti n e n O, N ur mi n e n M. C o m p ar ati v e a n al ys is of t w o r at es. St at M e d. 1 9 8 5; 4( 2): 2 1 3 -
2 6.
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9. A P P E N DI C E S

A p p e n di x 1. List o f 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
A T C A n at o mi c T h er a p e uti c C h e mi c al
A V atri o v e ntri c ul ar
B L Q b el o w t h e li mit of q u a ntit ati o n
B MI b o d y  m ass i n d e x
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 R F c as e r e p ort f or m
E C G el e ctr o c ar di o gr a m
e -di ar y el e ctr o ni c di ar y
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 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 V i ntr a v e n o us
I W R i nt er a cti v e W e b-b as e d r es p o ns e
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 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 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 A A T n u cl ei c a ci d a m plifi c ati o n t est
N -bi n di n g S A R S -C o V -2 n u cl e o pr ot ei n – bi n di n g
O mi O mi cr o n
PI P D p ot e nti all y  i m p ort a nt pr ot o c ol d e vi ati o ns
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
S A P st atisti c al a n al ysis pl a n
S A R S -C o V -2 se v er e a c ut e r es pir at or y  s yn dr o m e c or o n a vir us 2
S O C s yst e m or g a n cl ass
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A b b r e vi ati o n T e r m
V O C v ari a nt of c o n c er n
W H O W orl d H e alt h Or g a ni z ati o n
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1. VERSION HISTORY

Table 1. Summary of Changes

Version/
Date

Associated 
Protocol 

Amendment

Rationale Specific Changes

2
22 Feb 2024

Amendment 6
09 Feb 2024

To match protocol 
amendment 6.

To respond to 
regulatory feedback.

To reflect updates in the
team decision.

Updated various sections to remove 
references to objectives/endpoints/analyses 
related to participants 65+ years of age,
removed references to initial enrollment 
groups and expanded enrollment groups 
throughout, and made the study design 
section (including the number of 
participants) consistent with the protocol
amendment.

Added an additional exploratory objective 
related to troponin and ECG abnormalities.

Excluded the endpoint of achieving 
HAI seroconversion for all strains and 
HAI titers ≥1:40 for all strains.

Removed references to “first vaccination,”
“first dose,” and “each dose,” since only 
1 visit in protocol amendment 6 includes 
vaccination.

Removed the 6-month serology secondary 
endpoint to be consistent with the protocol 
amendment and made the endpoint wording 
more consistent with protocol amendment.

Provided adjustment on the reporting of 
reactogenicity, taking into account the 
occurrence of AEs corresponding to 
reactogenicity terms within the 7-day 
reporting period after vaccination.

Added GMR and the difference in 
seroconversion/seroresponse as 
supplementary analyses.

Added an analysis of seroconversion by 
baseline status.

1
27 Jun 2023

Amendment 4 
16 Apr 2023

N/A N/A
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2. INTRODUCTION

This SAP provides the detailed methodology for summary and statistical analyses of the data 
collected in C5261001 – Substudy B. This document may modify the plans outlined in the 
protocol; however, any major modifications of the primary endpoint definition or its analysis 
will also be reflected in a protocol amendment.

2.1. Modifications to the Analysis Plan Described in the Protocol

Not applicable.

2.2. Study Objectives, Estimands, and Endpoints

The primary, secondary, and tertiary/exploratory objectives, associated estimands, and 
associated endpoints are described in the following table:

Substudy B (Phase 1/2)

Type Objectives Estimands Endpoints

Primary Safety Primary Safety Primary Safety

Safety To describe the safety and 
tolerability of each study 
intervention in participants 
18 through 64 years of age.

In participants 18 through 64 years of 
age receiving at least 1 dose of study 
intervention, the percentage of 
participants with:
 Abnormal troponin I laboratory 

values 2 days and 1 week after 
vaccination.

 Troponin I laboratory 
parameters detailed 
in Section 3.1.3.

In participants 18 through 64 years of 
age receiving at least 1 dose of study 
intervention, the percentage of 
participants with:
 New ECG abnormalities 2 days 

and 1 week after vaccination.

 ECG abnormalities 
consistent with 
probable or possible 
myocarditis or 
pericarditis, as 
defined in the 
protocol.

In participants 18 through 64 years of 
age receiving at least 1 dose of study 
intervention, the percentage of 
participants reporting:
 Local reactions for up to 7 days 

following vaccination in the right 
arm only.

 Systemic events for up to 7 days 
following vaccination.

 AEs from vaccination through 
4 weeks after vaccination.

 SAEs from vaccination through 
6 months after vaccination.

 Local reactions 
(pain at the injection 
site, redness, and 
swelling) in the 
right arm only.

 Systemic events 
(fever, fatigue, 
headache, chills, 
vomiting, diarrhea, 
new or worsened 
muscle pain, and 
new or worsened 
joint pain).

 AEs.
 SAEs.
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Substudy B (Phase 1/2)

Type Objectives Estimands Endpoints

Immunogenicity Secondary 
Immunogenicitya

Secondary 
Immunogenicity

Secondary 
Immunogenicity

To describe the immune 
responses to SARS-CoV-2 
and influenza elicited by 
each study intervention.

In participants 18 through 64 years of 
age complying with the key protocol 
criteria (evaluable participants):
 GMTs before vaccination and at 

each blood sampling time point 
after influenza vaccination.

 GMFR from before vaccination 
to each blood sampling time point 
after influenza vaccination.

 The proportion of participants 
achieving HAI seroconversionb

for each strain at each blood 
sampling time point after 
influenza vaccination.

 The percentage of participants 
with HAI titers ≥1:40 for each 
strain before vaccination and at 
each blood sampling time point 
after influenza vaccination.

 HAI titers for the 
matched seasonal 
strains recommended 
by WHO.

In participants 18 through 64 years of 
age complying with key protocol 
criteria (evaluable participants):
 GMTs before vaccination and at 

each blood sampling time point 
after vaccination for each strain.

 GMFR from before SARS-CoV-2 
vaccination to each blood 
sampling time point after 
vaccination for each strain.

 Percentages of participants with 
seroresponsec at each blood 
sampling time point after 
SARS-CoV-2 vaccination for 
each strain.

 SARS-CoV-2–
neutralizing titers by 
strain.

Tertiary/Exploratory Tertiary/Exploratory Tertiary/Exploratory

To describe the 
immune response to 
emergent variants 
(under monitoring, of 
interest, and/or of concern) 
in participants 18 through 
64 years of age.

As detailed in the SAP (Section 3).  SARS-CoV-2–
neutralizing titers for 
variants 
(under monitoring, 
of interest, and/or 
of concern).
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Substudy B (Phase 1/2)

Type Objectives Estimands Endpoints

To describe the troponin 
and ECG abnormalities 
detected in participants 
who are evaluated for 
possible cardiac 
symptoms.

As detailed in the SAP (Section 3).  Troponin I laboratory 
parameters as 
detailed in the 
protocol.

 ECG abnormalities 
consistent with 
probable or possible 
myocarditis or 
pericarditis as 
defined in the 
protocol.

a. There are no primary immunogenicity objectives in this study.
b. Seroconversion is defined as an HAI titer <1:10 prior to vaccination and ≥1:40 at the time point of interest, 

or an HAI titer of ≥1:10 prior to vaccination with at least a 4-fold rise at the time point of interest.
c. Seroresponse is defined as achieving a ≥4-fold rise from baseline (before the study vaccination). If the 

baseline measurement is below the LLOQ, the postvaccination measure of ≥4 × LLOQ is considered 
seroresponse.

The estimands to evaluate the safety objective are based on the safety population.  These 
estimands estimate vaccine safety after administration of study intervention.  Completely 
missing e-diary data will not be imputed; missing AE dates will be handled according to 
Pfizer safety rules.

The estimands to evaluate the immunogenicity objectives are based on the evaluable 
immunogenicity population. These estimands estimate the immune response after study 
intervention administration in the hypothetical setting where participants follow the study 
schedules and protocol requirements as directed. Missing immunogenicity results will not be 
imputed, as MCAR is assumed.

Immunogenicity results that are below the LLOQ will be set to 0.5 × LLOQ in the 
GMT analyses.

2.3. Study Design

This is a Phase 1/2 substudy to describe the safety, tolerability, and immunogenicity of 
IRV (qIRV, tIRV, or bIRV) when administered in combination with bivalent BNT162b2 
(original/Omi BA.4/BA.5). Bivalent BNT162b2 (original/Omi BA.4/BA.5) will be used 
during the substudy, as detailed in Table 7. Substudy B will be single-blind (sponsor 
unblinded). In Substudy B, up to approximately 630 participants 18 through 64 years of age 
will be enrolled. 

Randomization will be conducted across 3 enrollment cohorts independently due to licensed 
QIV availability, with enrollment in these cohorts being conducted either concurrently or at 
different times as required based on operational considerations as shown in Table 2.
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Table 2. Substudy B: Enrollment Cohorts 

Enrollment 
Cohort

Total 
Number of 

Participants

Number of 
Participants 
per Vaccine 

Group

Vaccine 
Group 

Number

Vaccine Group Descriptions

1 60 30 1 Licensed QIV (Flucelvax) administered 
concurrently in the opposite arm to µg bivalent 
BNT162b2 (original*/Omi BA.4/BA.5)

2 Licensed QIV (Flucelvax) administered 
concurrently in the opposite arm to bIRV/bivalent 
BNT162b2 (original/Omi BA.4/BA.5)

2 360 Up to 120 3 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 1a

4 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 2a

5 qIRV/bivalent BNT162b2
(original/Omi BA.4/BA.5) at dose-level 
combination 3a

3 210 30 6 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 4a

7 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 5a

8 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 6a

9 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 7a

10 qIRV/bivalent BNT162b2 (original/
Omi BA.4/BA.5) at dose-level combination 8a

11 tIRV/bivalent BNT162b2
(original/Omi BA.4/BA.5)

12 qIRV

a. Note: Combinations as shown in Table 7.
Note: * Original refers to the ancestral strain (Wuhan-Hu-1; USA-WA1/2020), also referred to in the protocol 
as the reference strain.

All participants will be asked to complete a reactogenicity e-diary for 7 days following 
vaccination.

Blood samples will be collected for immunogenicity assessments prior to vaccination and at 
4 weeks after vaccination in Substudy B.

Following vaccination, AEs will be collected from informed consent signing through 
4 weeks following vaccination, and SAEs will be collected from informed consent signing 
through 6 months after vaccination.  In addition, AEs will be collected that occur up to 
48 hours after blood draws.
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3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND
CONVENTIONS

3.1. Primary Endpoints

 Abnormal troponin I laboratory values 2 days and 1 week after vaccination.

 New ECG abnormalities 2 days and 1 week after vaccination.

 Local reactions for up to 7 days following vaccination.

 Systemic events for up to 7 days following vaccination.

 AEs from vaccination through 4 weeks after vaccination.

 SAEs from vaccination through 6 months after vaccination.

3.1.1. Local Reactions and Systemic Events

Local reactions will be assessed at the injection site on the right arm only. Endpoints include 
both each reaction or event and any reaction or event.

The local reactions, including redness, swelling, and pain at the injection site, and the 
systemic events, including fever, fatigue (tiredness), headache, muscle pain, vomiting, 
diarrhea, chills, and joint pain, are reported in the e-diary from Day 1 through Day 7 after 
vaccination, where Day 1 is the day of vaccination.  The e-diary entries from the participant 
will be the primary data source for these events. However, any related events that are 
considered local reactions or systemic events starting within 7 days after vaccination, that are 
recorded in the unplanned CRF or AE CRF, will be consolidated with e-diary data and the 
data included in the reactogenicity summaries if the participant has any e-diary data recorded.

This section describes derivations with details for the assessment of the reactogenicity data: 
severity level, duration, and onset day.

Severity and Maximum Severity

The definitions for reactogenicity severity collected from the e-diary and from AEs are 
described in Appendix 2.

For each local reaction or systemic event after vaccination, the maximum severity will be 
derived for the collection period (Day 1 through Day 7, where Day 1 is the day of 
vaccination) as follows:

maximum severity = highest grade (maximum severity) within 7 days after 
vaccination (Day 1 through Day 7) among severity grades reported for that local 
reaction or systemic event
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Duration (First to Last Day Reported)

The duration (days) of each local reaction or systemic event will be calculated as the number 
of days from the start of the first reported reaction or event to the resolution of the last 
reported reaction or event, inclusive.  For reactions or events collected in the e-diary, 
resolution is defined as the last day on which the reaction or event is recorded in the e-diary 
if the reaction or event lasted 7 days or less, or it is defined as the day on which the reaction 
or event ended beyond Day 7 (the latter will be collected on the CRF). For reactions and 
events collected in the AE CRF, the AE end date will be considered the resolution date.  For 
a reaction or event collected in multiple sources, the latest date will be used in calculating the 
duration.  If there is no known resolution/end date, the duration will be reported as unknown 
or missing.

Onset Day

The onset day of each local reaction or systemic event will be derived.  Onset day is defined 
as the first day of reporting the reaction or event with any severity after study intervention 
administration. For a reaction or event collected in multiple sources, the earliest reported 
date of the reaction will be used in calculating the onset day.

Presence will be derived for each day and any day.

Use of Antipyretic/Pain Medication

The use of antipyretic/pain medication is also recorded in the e-diary from Day 1 through 
Day 7, where Day 1 is the day of vaccination.  For the use of antipyretic/pain medication 
from Day 1 through Day 7, the following endpoint and variable will be derived:

 Presence (yes or no) of use of antipyretic/pain medication after vaccination (on any day 
and for each day).

3.1.2. Adverse Events

Standard algorithms for handling missing AE dates will be applied (see Section 5.3).  AEs 
will be categorized according to MedDRA terms. The time period for actively eliciting and 
collecting AEs and SAEs (“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 through the 4-week follow-up visit.  Additionally, any AEs 
occurring up to 48 hours after the blood draws at Visit 204 (4-week follow-up visit) must be 
recorded on the CRF.

SAEs will be collected from the time the participant provides informed consent to 
approximately 6 months after the participant’s study vaccination.

Events occurring prior to vaccination will be excluded from the AE analyses but may be 
listed out.
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3.1.3. Laboratory Data

The following safety laboratory test will be performed at the times defined in the schedule of 
activities of the protocol.

Substudy B Enrollment

Hematology Chemistry

N/A Cardiac troponin I

Clinically significant abnormal laboratory findings should be recorded in the AE CRF.  Any
troponin I value ≥0.30 ng/mL is considered abnormal.

3.1.4. ECG Data

ECGs will be collected at the times specified for the substudy.

ECG data will be submitted to a central laboratory for evaluation.

ECG abnormalities consistent with probable or possible myocarditis or pericarditis are those 
judged as such by a cardiologist.

3.2. Secondary Endpoints

Blood samples will be collected for immunogenicity assessments prior to vaccination and at 
4 weeks after vaccination.

Influenza

 HAI titers for each strain before vaccination and at each time point after vaccination.

 HAI titer fold rises for each strain from before vaccination to each time point after 
vaccination.

 HAI seroconversion for each strain at each time point after vaccination.

 HAI titers ≥1:40 for each strain before vaccination and at each time point after 
vaccination.

Seroconversion is defined as an HAI titer <1:10 prior to vaccination and ≥1:40 at the time 
point of interest or an HAI titer of ≥1:10 prior to vaccination with at least a 4-fold rise at the 
time point of interest.

Fold rises are defined as ratios of the results after vaccination to the results before 
vaccination.  The calculations of fold rises are limited to participants with nonmissing values 
at both time points.
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The strains mentioned above for qIRV- or QIV-related study interventions refer to the 
matched seasonal strains (  and (  recommended by WHO, and the 
strains mentioned above for tIRV-related study interventions refer to the matched seasonal 
strains (  recommended by WHO.

SARS-CoV-2

 SARS-CoV-2–neutralizing titers for each strain before vaccination and at each time point 
after vaccination.

 SARS-CoV-2–neutralizing titer fold rise for each strain from before vaccination to each 
time point after vaccination.

 SARS-CoV-2 seroresponse for each strain at each time point after vaccination.

Seroresponse is defined as achieving a ≥4-fold rise from baseline (before the study 
vaccination).  If the baseline measurement is below the LLOQ, the postvaccination measure 
of ≥4 × LLOQ is considered seroresponse.

The strain mentioned above refers to SARS-CoV-2 (Omi BA.4/BA.5) or the SARS-CoV-2
reference strain (original).

Fold rises are defined as ratios of the results after vaccination to the results before 
vaccination.  The calculations of fold rises are limited to participants with nonmissing values 
at both time points.

3.3. Other Endpoints

 SARS-CoV-2–neutralizing titers for each strain of emergent variants at each time point.

 SARS-CoV-2–neutralizing titer fold rise for each strain of emergent variants from before 
vaccination to each time point after vaccination.

 SARS-CoV-2 seroresponse for each strain of emergent variants at each time point after 
vaccination.

3.4. Baseline Variables

Age at the time of vaccination (in years) will be derived based on the participant’s birthday. 
For example, if the vaccination day is 1 day before the participant’s 19th birthday, the 
participant is 18 years old.

For reporting of race, where more than 1 category is selected for race, the participant would 
be counted under the category “multiracial” for analysis.

Medical history will be categorized according to MedDRA.
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The name and date of administration for any concomitant medications and nonstudy 
vaccinations received will be collected.

3.4.1. 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), 8 systemic events (fever, vomiting, 
diarrhea, headache, fatigue, chills, new or worsening muscle pain, and new or worsening 
joint pain), or use of antipyretic/pain medication to treat symptoms, are present on any day.
If all data are missing for all items on the e-diary, for all days following vaccination, the 
e-diary will be considered not transmitted.

An e-diary will be considered completed if all expected data for all days are available 
(ie, not missing) and data are valid.  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.

The following e-diary compliance variables will be provided:

 Compliance per day: The numerator is the number of participants who completed 
(transmitted) the e-diary on a given day (Day 1 through Day 7, where Day 1 is the day of 
vaccination) and the denominator is the total number of participants who received the 
vaccination.

 At least X days: The numerator is the number of participants who completed 
(transmitted) the e-diary on X days and the denominator is the total number of 
participants who received a vaccination (X = Day 1 through Day 7; compliance will be 
computed for each value of X).

 All 7 days: The numerator is the number of participants who completed (transmitted) the 
e-diary on all 7 days and the denominator is the total number of participants who received 
a vaccination.

3.5. Safety Endpoints

Refer to Section 3.1.

4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)

Data for all participants will be assessed to determine if participants meet the criteria for 
inclusion in each analysis population prior to unblinding and releasing the database and 
classifications will be documented per standard operating procedures.

Population Description

Screened All participants who sign the ICD.

Randomized All participants who are assigned a randomization number in the IRT system.
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Population Description

Evaluable immunogenicity All participants who are eligible, receive the study intervention to which they 
were randomized, have blood drawn for assay testing within the specified 
time frame after vaccination (26-35 days after vaccination), have at least 
1 valid and determinate assay result at the 4-week postvaccination visit, and 
have no major protocol violations.

mITT immunogenicity All randomized participants who receive the study intervention and have at 
least 1 valid and determinate assay result after vaccination.

Safety All participants who receive the study intervention.

For determination of the evaluable immunogenicity population(s), the last criteria of 
exclusions due to major protocol violations will be determined via clinical review. The 
remainder of the criteria will be determined programmatically.

A major protocol violation is a protocol violation that, in the opinion of the sponsor’s global 
medical monitor, would materially affect assessment of immunogenicity, eg, participant
receipt of a prohibited vaccine, medication that might affect immune response, or a 
medication error with suspected decrease in potency of the vaccine. The global medical 
monitor from the sponsor will identify those participants with a protocol violation prior to
any immunogenicity analysis in the study.

For safety, reporting will be as administered and, for immunogenicity, reporting will be as
randomized.

For all the immunogenicity endpoints, the analysis will be based on the evaluable
immunogenicity population.

An additional analysis may be performed based on the mITT population if there is a large
enough difference (>10%) in sample size between the mITT population and the evaluable
immunogenicity population.

5. GENERAL METHODOLOGY AND CONVENTIONS

5.1. Hypotheses and Decision Rules

There are no hypotheses and decision rules defined for the study. A descriptive estimation 
approach will be used to assess all study objectives in the study. Point estimates and 
nominal 95% CIs will be provided for all safety and immunogenicity endpoints at each 
planned analysis. No formal multiplicity adjustments will be applied due to multiple 
endpoints or multiple evaluations for the same endpoint.

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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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 Clopper-Pearson method.1

For the between-group difference, the 2-sided 95% CI will be calculated using the Miettinen 
and Nurminen method.

5.2.2. Analyses for Continuous Endpoints

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 with reference to the Student t distribution, and then exponentiating the confidence 
limits.

5.2.2.2. Geometric Mean Ratio

Unadjusted GMR

The GMR will be calculated as the difference in the means of logarithmically transformed 
assay results between 2 vaccine groups and exponentiating the difference. The 2-sided 
95% CI will be obtained by exponentiating the limits of the CI for the mean difference of the 
logarithmically transformed assay results based on the Student t distribution.

Model-Based GMR

A linear regression model, including the log baseline titer as a covariate, will be used to 
analyze the titers after log transformation. The GMR and the 2-sided 95% CI will be 
calculated by exponentiating the difference in LS means and corresponding CI estimated 
from the regression model.

5.2.2.3. Geometric Mean Fold Rises

The GMFR for each vaccine group is defined as the geometric mean of the fold rises in the 
assay results from the specified time points. Only data from participants with nonmissing 
assay results at both time points will be included in the GMFR calculation.

GMFRs will be calculated as the mean of the difference of logarithmically transformed 
assay results (later time point minus earlier time point) and exponentiating the mean.  
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.
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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

Standard algorithms on handling missing AE dates will be applied according to Pfizer safety 
rules. A completely missing start date for an AE is not allowed in data collection. For 
derived variables based on reactogenicity data, if any day of the 7-day e-diary is available, 
the “any day (Day 1 through Day 7)” data will be considered nonmissing. It is expected that 
these reactogenicity events would be queried by the investigator for the missing e-diary days 
and would be entered in the AE CRF if any reactogenicity was not reported in the e-diary due 
to missed days. Therefore, the primary analysis will use the reactogenicity recorded in the 
AE CRF to impute the partially missing e-diary data to estimate the reactogenicity rate 
during the e-diary collection period. The AE CRF is designed as a log page, which means 
only events that occurred will be recorded and events that did not occur will not be recorded. 
Therefore, all remaining missing days are considered as having answered “no.” This 
imputation can reasonably estimate the reactogenicity event rates during the e-diary 
collection period.

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.

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.

Values for sera that are insufficient, indeterminate results, or values recorded as “not done” 
will be set to “missing.”

LLOQs for each assay used in this study will be included in serology data transfer once they 
are available.

6. ANALYSES AND SUMMARIES

6.1. Primary Endpoints

6.1.1. Local Reactions and Systemic Events

6.1.1.1. Main Analysis

 Estimand: The proportion of participants reporting local reactions and systemic events 
within 7 days after vaccination (Section 2.2).
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 Analysis set: Safety population (Section 4) for participants with any e-diary data through 
7 days.

 Analysis time point: Within 7 days after vaccination (Section 3.1).

 Analysis methodology: 95% CI of the proportion of participants reporting each reaction 
or event using the Clopper-Pearson method (Section 5.2.1).

 Intercurrent events and missing data: Missing values will not be imputed.

 Reporting results: Descriptive statistics including counts, point estimates, and the 
associated exact 2-sided 95% CIs using the Clopper-Pearson method for the proportion of 
participants 18 through 64 years of age reporting each (and any) reaction or event for 
each vaccine group. The denominator used in the proportion calculation will be the 
number of participants with any reactogenicity data reported after vaccination.

6.1.1.2. Sensitivity/Supplementary Analyses

To support the assessment of reactogenicity, the endpoints will be summarized with the same 
analysis time points 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 local reaction and each systemic event, for “any day (Day 1 through
Day 7).” Any severe local reactions or any severe systemic events for “any day (Day 1 
through Day 7).”

 The proportion of participants reporting local reactions and systemic events within 7 days
after vaccination based only on e-diary data. These continuous endpoints will be 
summarized by displaying the n, mean, median, standard deviation, minimum, and 
maximum for each study intervention group for participants 18 through 64 years of age.

Summaries of the proportion of participants with each local reaction and systemic event 
occurring within 7 days of vaccination (by maximum severity) will also be created using bar 
charts.

6.1.2. AEs and SAEs

6.1.2.1. Main Analysis

 Estimand: The proportion of participants reporting AEs from vaccination through 
4 weeks after vaccination and SAEs from vaccination through 6 months after vaccination
(Section 2.2).

 Analysis set: Safety population (Section 4).

09
01

77
e1

a0
00

9a
de

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 2

2-
Fe

b-
20

24
 1

6:
44

 (G
M

T)



Protocol C5261001 Substudy B (PF-07926307) Statistical Analysis Plan – Substudy B

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

TMF Doc ID: 98.03
Page 19 of 29

 Analysis time point: From vaccination through 4 weeks after vaccination for AEs and
from vaccination through 6 months after vaccination for SAEs (Section 3.1).

 Analysis methodology: 95% CI of the proportion of participants reporting each AE/SAE
using the Clopper-Pearson method (Section 5.2.1).

 Intercurrent events and missing data: Missing values will not be imputed except for 
partially missing dates (Section 5.3).

 Reporting results: Descriptive statistics, including counts, point estimates, and the 
associated exact 2-sided 95% CIs using the Clopper-Pearson method, for the proportion 
of participants reporting AEs from vaccination through 4 weeks after vaccination for each 
vaccine group, for participants 18 through 64 years of age.

 Reporting results: Descriptive statistics, including counts, point estimates, and the 
associated exact 2-sided 95% CIs using the Clopper-Pearson method, for the proportion 
of participants reporting SAEs from vaccination through 6 months after vaccination for 
each vaccine group, for participants 18 through 64 years of age.

6.1.2.2. Sensitivity/Supplementary Analysis

The proportion of participants reporting AEs (which includes reactogenicity events collected 
in the AE CRF during the e-diary collection period) from vaccination through 4 weeks after 
vaccination will be provided as a sensitivity analysis.

Additional analyses will include summaries of AE/SAEs by SOC and PT. Furthermore, 
descriptive summaries may be done for different types of AEs (eg, related AEs, severe AEs, 
immediate AEs, AEs leading to discontinuations, etc). Additionally, any AEs occurring up 
to 48 hours after the blood draws at the 4-week follow-up visit will be summarized 
descriptively or included in the listing.

6.1.3. Laboratory Data

6.1.3.1. Main Analysis

 Estimand: The proportion of participants reporting abnormal troponin I laboratory 
values for each study intervention group at 2 days and 1 week after vaccination 
(Section 2.2).

 Analysis set: Safety population (Section 4).

 Analysis time point: At 2 days (visit window 2 to 4 days) and 1 week (visit window 6 to 
8 days) after vaccination (Section 3.1).

 Analysis methodology: 95% CI of the proportion of participants reporting abnormal 
troponin I laboratory values using the Clopper-Pearson method (Section 5.2.1).
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 Intercurrent events and missing data: Missing values will not be imputed.

 Reporting results: Descriptive statistics, including counts, point estimates, and the 
associated exact 2-sided 95% CIs using the Clopper-Pearson method, for the proportion 
of participants reporting abnormal troponin I laboratory values for each vaccine group at 
2 days and 1 week after vaccination (within windows), for participants 18 through 64 
years of age.

6.1.3.2. Sensitivity/Supplementary Analysis

Not applicable.

6.1.4. ECG Data

6.1.4.1. Main Analysis

 Estimand: The proportion of participants reporting new ECG abnormalities for each 
study intervention group at 2 days and 1 week after vaccination (Section 2.2).

 Analysis set: Safety population (Section 4).

 Analysis time point: At 2 days (visit window 2 to 4 days) and 1 week (visit window 6 to 
8 days) after vaccination (Section 3.1).

 Analysis methodology: 95% CI of the proportion of participants reporting new 
ECG abnormalities using the Clopper-Pearson method (Section 5.2.1).

 Intercurrent events and missing data: Missing values will not be imputed.

 Reporting results: Descriptive statistics, including counts, point estimates, and the 
associated exact 2-sided 95% CIs using the Clopper-Pearson method, for the proportion 
of participants reporting new ECG abnormalities for each vaccine group at 2 days and 
1 week after vaccination (within windows), for participants 18 through 64 years of age.

6.1.4.2. Sensitivity/Supplementary Analysis

Not applicable.

6.2. Secondary Endpoints

6.2.1. Immunogenicity Endpoints 

6.2.1.1. Main Analysis

 Estimands: All immunogenicity estimands (including seroconversion/seropositive 
percentages, GMTs, and GMFRs) for secondary endpoints (Section 2.2).

 Analysis set: Evaluable immunogenicity population (Section 4).
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 Analysis time point: At each blood sampling time point (at baseline, 4 weeks after 
vaccination). GMFRs, seroconversion percentages, and seroresponse percentages can 
only be reported out for postvaccination time points (Section 3.2).

 Analysis methodology: Descriptive statistics including 95% CIs as per Section 5.2.

 Intercurrent events and missing data: Antibody titers below the LLOQ will be treated as 
specified in Section 5.3. Missing data will not be imputed.

 Reporting results:

Influenza:

 Descriptive statistics, including the sample size (n), HAI GMTs, GMFRs, and 
95% CI for the HAI GMTs and GMFRs, will be presented for each strain by study 
intervention group.

 The proportion of participants achieving HAI seroconversion and the associated 
2-sided Clopper-Pearson 95% CIs will be provided for each strain by study 
intervention group.

 The proportion of participants with HAI titers ≥1:40 and the associated 
2-sided Clopper-Pearson 95% CIs will be provided for each strain by study 
intervention group.

 Seroconversion proportions, GMTs, and GMFRs may be plotted by study 
intervention group.

SARS-CoV-2:

 The SARS-CoV-2 GMT, GMFRs, and the proportion of participants with 
seroresponse will be estimated for each strain by study intervention group.

 Seroresponse proportions, GMTs, and GMFRs may be plotted by study intervention 
group.

6.2.1.2. Sensitivity/Supplementary Analysis

 Empirical RCDCs with HAI titers and SARS-CoV-2–neutralizing titers will be plotted 
separately for each strain by study intervention group.

 Additional analyses may be performed based on the mITT population if there is a large 
enough difference (>10%) in sample size between the mITT population and the evaluable 
immunogenicity population.
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 The difference in the proportion of participants achieving HAI seroconversion between 
each study intervention group and comparator group (Group 1 and Group 12) at 4 weeks 
after vaccination will be provided for each strain.

 The difference in the proportion of participants achieving SARS-CoV-2 seroresponse 
between each study intervention group and the comparator group (Group 1) at 4 weeks 
after vaccination will be provided for each strain.

 The unadjusted and baseline titer–adjusted GMR of strain-specific HAI titers between 
each study intervention group and comparator group (Group 1 and Group 12) at 4 weeks
after vaccination will be provided for each strain.

 The unadjusted and baseline titers–adjusted GMR of SARS-CoV-2–neutralizing titers 
between each study intervention group and the comparator group (Group 1) at 4 weeks 
after vaccination will be provided for each strain. 

6.3. Subset Analyses

Subgroup analyses based on baseline SARS-CoV-2 infection status will be performed for the 
secondary SARS-CoV-2 immunogenicity endpoints, by study intervention group. Subgroup 
analyses based on baseline HAI titer value will be performed for the HAI seroconversion
endpoint. No subset analyses are planned by sex, race, or ethnicity.

6.4. Baseline and Other Summaries and Analyses

6.4.1. Tertiary/Exploratory Endpoints

The exploratory endpoints in Section 3.3 may be summarized using the same populations and 
methods as for the secondary endpoints:

 SARS-CoV-2 VOC GMTs and the associated 95% CIs will be provided for VOCs not 
already specified, by study intervention group, for participants 18 through 64 years of 
age.

 SARS-CoV-2 VOC GMFRs from before vaccination to each time point after vaccination,
and the associated 95% CIs, will be provided for VOCs not already specified, by study 
intervention group, for participants 18 through 64 years of age.

 SARS-CoV-2 VOC seroresponses at each time point after vaccination, and the associated 
95% CIs, will be provided for VOCs not already specified, by study intervention group,
for participants 18 through 64 years of age.

In addition, the participants who reported at least 1 symptom indicative of myocarditis or 
pericarditis within 4 weeks after vaccination will be summarized descriptively. 
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6.4.2. Baseline Summaries

Descriptive summary statistics for demographic characteristics and medical history of 
SARS-CoV-2 will be generated by study intervention group, for participants 18 through 
64 years of age, based on the safety population.

Each reported medical history term will be mapped to a SOC and PT according to MedDRA.

6.4.3. Study Conduct and Participant Disposition

6.4.3.1. Participant Disposition

All randomized participants will be included in the disposition summaries. Summaries will 
be displayed by study intervention group for participants 18 through 64 years of age.

The number 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 from the study, along with the reasons for 
withdrawal, will be tabulated by study intervention group.

Participants excluded from each analysis population will also be summarized by study 
intervention group and age stratum separately along with the reasons for exclusion
(eg, for the evaluable immunogenicity population).

6.4.3.2. 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 by study intervention group for 
participants 18 through 64 years of age.

6.4.3.3. E-Diaries

E-diary compliance as defined in Section 3.4.1 will be summarized using descriptive 
statistics.  The safety population will be used to generate the summary reports.  The 
denominator for the e-diary compliance rates will be the total number of participants who 
received the specific vaccination.

6.4.4. Study Intervention Exposure

The number and percentage of participants randomized and receiving each study intervention 
will be tabulated by study intervention group for all randomized participants
18 through 64 years of age.  In addition, 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 for participants 
18 through 64 years of age.
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6.5. Safety Summaries and Analyses

The data collected for study participants who report any symptom(s) that might be indicative 
of myocarditis or pericarditis within 4 weeks after a study vaccination (ECG, troponin level, 
cardiac echocardiogram, and/or cardiac magnetic resonance study) will be summarized and 
listed by study intervention.

6.5.1. Adverse Events

The planned analyses for AEs and SAEs are outlined in Section 6.1.2.

6.5.2. Laboratory Data

The planned analyses for laboratory data are outlined in Section 6.1.3.

6.5.3. Electrocardiograms

The planned analyses for ECGs are outlined in Section 6.1.4.

7. INTERIM ANALYSES

7.1. Introduction

This study will use an IRC, an internal Pfizer committee that will review data. The IRC is 
independent of the study team and includes only internal members. The IRC charter 
describes the role of the IRC in more detail.

Statistical analyses will be carried out when the final data for specified objectives are 
available while the study is ongoing. The timing of these planned analysis and reporting 
events is described in Section 7.1.1 below.

7.1.1. Analysis Timings

Analyses (immunogenicity or safety) may be performed at any time (eg, safety data through 
approximately 1 week after vaccination) for participants 18 through 64 years of age.

Complete safety and immunogenicity analyses will be performed at the end of this substudy.

7.2. Interim Analyses and Summaries

No formal interim analysis will be conducted for this study.

8. REFERENCE

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.

09
01

77
e1

a0
00

9a
de

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 2

2-
Fe

b-
20

24
 1

6:
44

 (G
M

T)



Protocol C5261001 Substudy B (PF-07926307) Statistical Analysis Plan – Substudy B

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

TMF Doc ID: 98.03
Page 25 of 29

9. APPENDICES

Appendix 1. List of Abbreviations

Abbreviation Term

AE adverse event

bIRV bivalent influenza modRNA vaccine

BLQ below the limit of quantitation

BNT162b2 Pfizer-BioNTech COVID-19 vaccine

CI confidence interval

COVID-19 coronavirus disease 2019

CRF case report form

ECG electrocardiogram

e-diary electronic diary

GMFR geometric mean fold rise

GMR geometric mean ratio

GMT geometric mean titer

HAI hemagglutination inhibition assay

ICD informed consent document

IPM investigational product manual

IRC internal review committee

IRT interactive response technology

IRV influenza modRNA vaccine

IV intravenous

LLOQ lower limit of quantitation

LOD limit of detection

LS least square

MCAR missing completely at random

MedDRA Medical Dictionary for Regulatory Activities

mITT modified intent-to-treat

modRNA nucleoside-modified messenger ribonucleic acid

N/A not applicable

Omi Omicron

PT preferred term

qIRV quadrivalent influenza modRNA vaccine 

QIV quadrivalent influenza vaccine

RCDC reverse cumulative distribution curve

SAE serious adverse event

SAP statistical analysis plan

SARS-CoV-2 severe acute respiratory syndrome coronavirus 2

SOC system organ class

tIRV trivalent influenza modRNA vaccine

VOC variant of concern

WHO World Health Organization
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Appendix 2. Reactogenicity Data Consolidation

For reactogenicity collected in the e-diary, redness and swelling will be measured and 
recorded in measuring device (caliper) units, and then categorized during analysis as mild, 
moderate, or severe based on the grading scale in Table 3.  Measuring device units can be 
converted to centimeters according to the following scale: 1 measuring device unit = 0.5 cm.  
Pain at the injection site will be assessed by the participant as mild, moderate, or severe 
according to the grading scale in Table 3.  The systemic events of fatigue (tiredness), 
headache, muscle pain, vomiting, diarrhea, chills, and joint pain will be assessed 
by participants as mild, moderate, or severe according to the grading scale in Table 4.  
Grade 4 reactions and events, which can only be classified by an investigator or medically 
qualified person, will be collected as AEs on the CRF.  For reactogenicity collected in the 
AE CRF, the grading scales will be based on the AE intensity scale in Table 5.  If a local 
reaction or systemic event is captured in more than 1 data source, eg, the e-diary, unplanned 
assessments, and/or AE CRF, the highest grade will be used in the safety summary analysis.

Table 3. Local Reaction Grading Scale

Mild 
(Grade 1)

Moderate 
(Grade 2)

Severe 
(Grade 3)

Potentially 
Life-Threatening 

(Grade 4)
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

Table 4. Systemic Event Grading Scale

Mild 
(Grade 1)

Moderate 
(Grade 2)

Severe 
(Grade 3)

Potentially Life-
Threatening 

(Grade 4)
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
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Table 4. Systemic Event Grading Scale

Mild 
(Grade 1)

Moderate 
(Grade 2)

Severe 
(Grade 3)

Potentially Life-
Threatening 

(Grade 4)
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

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

Table 5. Assessment of AE Intensity Grade

GRADE If required on the AE page of the CRF, the investigator will use the adjectives MILD, 
MODERATE, SEVERE, or LIFE-THREATENING to describe the maximum intensity 
of the AE.  For purposes of consistency, these intensity grades are defined as follows:

1 MILD Does not interfere with participant’s usual function.

2 MODERATE Interferes to some extent with participant’s usual function.

3 SEVERE Interferes significantly with participant’s usual function.

4 LIFE-THREATENING Life-threatening consequences; urgent intervention indicated.

Temperatures recorded in degrees Fahrenheit will be programmatically converted to degrees 
Celsius first for reporting.  Fever will be grouped into ranges for the analysis according to 
Table 6.  Maximum temperature range over the period from Day 1 through Day 7 will be 
mapped into the ranges described in Table 6 for summary of maximum temperature.

Table 6. 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)
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Appendix 3. Dose-Level Combinations for Substudy B

Table 7. Substudy B: qIRV Bivalent BNT162b2 (Original/Omi BA.4/BA.5) 
Dose-Level Combination

Dose-Level 
Combination

qIRV Dose and Strain
Combination

Bivalent BNT162b2 
(Original*/Omi BA.4/BA.5) 

Dosea

Total modRNA 
Dose

1b µg qIRV containing
 

 
 

 
 

 µg µg

2d µg qIRV containing
 

 
 

 
 

 µg µg

3b µg qIRV containing
 

 
 

 
 

 µg µg

4b µg qIRV containing
 

 
 

 
 

 µg µg

5b µg, qIRV containing
 

 
 

 
 

 

 µg µg
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Table 7. Substudy B: qIRV Bivalent BNT162b2 (Original/Omi BA.4/BA.5) 
Dose-Level Combination

Dose-Level 
Combination

qIRV Dose and Strain
Combination

Bivalent BNT162b2 
(Original*/Omi BA.4/BA.5) 

Dosea

Total modRNA 
Dose

6b µg qIRV containing
 

 
 

 
 

 

µg µg

7b µg qIRV containing
 

 
 

 
 

 

µg µg

8b µg qIRV containing
 
 

 
 

µg µg

a. For bivalent BNT162b2 formulations: µg total dose includes µg of Omi BA.4/BA.5 and µg of 
the ancestral SARS-CoV-2 strain; µg total dose includes µg of Omi BA.4/BA.5 and µg of the 
ancestral SARS-CoV-2 strain.

b. mIRVs encoding HA for each A and B strain will be to generate qIRV at the dose-level 
combination shown; the resultant qIRV will then be  with bivalent BNT162b2 
(original/Omi BA.4/BA.5) prior to administration.  Please see the IPM for further details.

c. This A strain will be updated to based on the 2023-2024 northern hemisphere 
seasonal influenza strain selection.

d. product.

Note: * Original refers to the ancestral strain (Wuhan-Hu-1; USA-WA1/2020), also referred to in the protocol 
as the reference strain.
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