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1.  I nt r o d u cti o n  

T h e C O VI D -1 9 p a n d e mi c c a us e d b y S A R S -C o V -2 vir us w as d e cl ar e d b y t h e W H O o n 1 1 M ar 2 0 2 0 ( W H O 

2 0 2 0). As of 1 9 J a n 2 0 2 2, m or e t h a n 3 3 2 milli o n c as es h a v e b e e n r e p ort e d w orl d wi d e, l e a di n g t o m or e t h a n 

5. 5 milli o n d e at hs ( W H O 2 0 2 2). T o d at e, t h er e ar e m ulti pl e  li c e ns e d or c o n diti o n all y a p pr o v e d v a c ci n es 

a v ail a bl e t h at r el y o n a v ari et y of v a c ci n e t e c h n ol o gi es. All c urr e ntl y a v ail a bl e v a c ci n es ar e b as e d o n a nti g e ns 

fr o m t h e ori gi n al W u h a n str ai n ( D 6 1 4; wil d-t y p e, h er e aft er r ef err e d t o as “ W T ”).  

T his i s a P h as e 1 F Ti H st u d y d esi g n e d t o e v al u at e t h e s af et y, r e a ct o g e ni cit y, a n d i m m u n o g e ni cit y of t h e G S K -

C ur e V a c C V 0 5 0 1 m o difi e d m R N A v a c ci n e e n c o di n g t h e O mi cr o n v ari a nt t o pr e v e nt C O VI D -1 9. T his st u d y 

will e v al u at e t h e C V 0 5 0 1 v a c ci n e as a b o ost er v a c ci n ati o n i n a h e a lt h y a d ult p o p ul ati o n of p arti ci p a nts w h o 

h a v e pr e vi o usl y r e c ei v e d at l e ast 2 d os es of a n m R N A C O VI D -1 9 v a c ci n e.  

G S K a n d C ur e V a c ar e c oll a b or ati n g t o d e v el o p C V 0 5 0 1, a m o difi e d -n u cl e oti d e m R N A v a c ci n e b as e d o n t h e 

s a m e L N P. pl atf or m as t h e C V n C o V v a c ci n e. T h e C V 0 5 0 1 m R N A e n c o d es S pr ot ei n fr o m t h e O mi cr o n 

v ari a nt a n d h as b e e n o pti mi z e d t o i m pr o v e i ntr a c ell ul ar m R N A st a bilit y a n d tr a nsl ati o n f or i n cr e as e d a n d 

e xt e n d e d pr ot ei n e x pr essi o n, r el ati v e t o u n m o difi e d S pr ot ei n m R N A  

T his st atisti c al a n al ysis pl a n ( S A P) w as d e v el o p e d t o pr o vi d e t h e d et ails of t h e pl a n n e d st ati sti c al 

m et h o d ol o g y f or t h e a n al ysis of b ot h i nt eri m a n al ys es a n d t h e pr e p ar ati o n of t h e fi n al cli ni c al st u d y r e p ort 

( C S R). 

T his S A P i s b as e d u p o n t h e f oll o wi n g st u d y d o c u m e nts:  

•  St u d y Pr ot o c ol C V 2  S A R S -C V 0 5 0 1 -0 1 2 B S T ( 2 1 8 5 9 5)  Pr ot o c ol A m e n d m e nt 2  (2 6  J ul 2 0 2 2 ) 

●  P arti ci p a nt C as e R e p ort F or m (2 5  J a n  2 0 2 3 ) 

T his S A P i s t o b e fi n ali z e d pri or t o first p arti ci p a nt first visit. M aj or c h a n g es i n t h e a n al ysis t h at ar e m a d e aft er 

d at a b as e l o c k will b e d o c u m e nt e d i n t h e C S R al o n g wit h t h e r ati o n al e a n d ot h er d et ails r e g ar di n g t h e c h a n g es.  
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2.   O bj e cti v es  

2. 1.  P ri m a r y O bj e cti v e a n d E n d p oi nts  

O bj e cti v es  E n d p oi nts  

P ri m a r y –  S af et y  

T o e v al u at e t h e s af et y a n d t ol er a bilit y of C V 0 5 0 1 
at e a c h d o s e l e v el  

•  P er c e nt a g e of p arti ci p a nts wit h e a c h s oli cit e d l o c al a n d 
s yst e mi c A Es d uri n g  7 d a ys aft er  v a c ci n ati o n ( i. e., t h e 
d a y of st u d y v a c ci n ati o n a n d 6  s u b s e q u e nt d a ys ( da y 1 
t hr o u g h 7)   

•  P er c e nt a g e of p arti ci p a nts wit h e a c h a b n or m al cli ni c al 
s af et y l a b or at or y fi n di n g f or 8  d a ys aft er st u d y 
v a c ci n ati o n  

•  P er c e nt a g e of p arti ci p a nts wit h u ns oli cit e d A E s f or 2 8 
d a ys aft er st u d y v a c ci n ati o n  

•  P er c e nt a g e of p arti ci p a nts wit h M A A Es, A E SI s a n d 
S A Es fr o m st u d y v a c ci n ati o n t hr o u g h t h e e n d of t h e 
st u d y (f or 1 8 0 d a ys aft er t h e st u d y v a c ci n e 
a d mi ni str ati o n), e a c h s u m m ari z e d s e p ar at el y  

2. 2.  S e c o n d a r y O bj e cti v es a n d E n d p oi nts  

O bj e cti v es  E n d p oi nts  

S e c o n d a r y –  I m m u n o g e ni cit y  

T o e v al u at e n e utr ali zi n g A b tit er s a g ai n st S A R S -
C o V -2 W T, O mi cr o n, a n d D elt a *  v ari a nts 
f oll o wi n g C V 0 5 0 1 b o o st er v a c ci n ati o n i n a d ult 
p arti ci p a nts  

•  G M T s of n e utr ali zi n g A b tit ers a g ai nst p s e u d o vir us 
b e ari n g S pr ot ei n fr o m S A R S -C o V -2 W T, O mi cr o n, 
a n d D elt a v ari a nts at e a c h c oll e cti o n ti m e p oi nt  

•  G MI fr o m b as eli n e of n e utr ali zi n g A b tit er s a g ai nst 
p s e u d o vir u s b e ari n g S pr ot ei n fr o m S A R S -C o V -2 W T, 
O mi cr o n, a n d D elt a v ari a nts at e a c h c oll e cti o n ti m e 
p oi nt  

T o d es cri b e s er or es p o ns e t o C V 0 5 0 1 b as e d o n 
n e utr ali zi n g A b tit ers a g ai n st p s e u d o vir u s es 
b e ari n g S pr ot ei n fr o m S A R S -C o V -2 W T, 
O mi cr o n,  a n d D elt a *  v ari a nt s  

•  S er or es p o ns e r at e 2 8 d a ys aft er t h e b o o st er d o s e (d a y 
2 9 ) b as e d o n n e utr ali zi n g A b tit ers a g ai nst 
p s e u d o vir u s es b e ari n g S pr ot ei n fr o m S A R S -C o V -2 
W T, O mi cr o n, a n d D elt a v ari a nts at e a c h c oll e cti o n 
ti m e p oi nt, wit h s er or es p o ns e d efi n e d as p o st b o o st 
tit ers ≥ 4 × pr e b o o st tit er s 
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3.  I n v esti g ati o n al Pl a n  

3. 1.  O v e r all St u d y D esi g n a n d Pl a n  

 
T hi s o p e n -l a b el, d os e es c al ati o n first-ti m e-i n h u m a n (F ti H) P h as e 1 st u d y will e v al u at e t h e s af et y (i n cl u di n g 

r e a ct o g e ni cit y) a n d i m m u n o g e ni cit y of a si n gl e b o ost er d os e of C V 0 5 0 1 v a c ci n e i n a d ult s w h o h a v e pr e vi o usl y r e c ei v e d 

at l e ast 2 d os es of a n m R N A C O VI D -1 9 v a c ci n e. A p pr o xi m at el y 1 8 0 p arti ci p a nt s will b e e nr oll e d. T h e st u d y will 

c o m pri s e t w o p art s ( P art A a n d P art B).  

P art A: P arti ci p a nt s i n C o h ort s 1 t o 5 will b e e nr oll e d i n a st a g g er e d m a n n er t o 1 of 5 c o h ort s wit h pl a n n e d d os e es c al ati o n 

of C V 0 5 0 1 fr o m 1 2 µ g u p t o 2 0 0 µ g. E a c h c o h ort of P art A will e v al u at e a si n gl e d os e l e v el of C V 0 5 0 1 v a c ci n e a n d will 

i n cl u d e 2 a g e gr o u ps ( y o u n g er a d ult s, ≥ 1 8 t o < 6 5 y e ar s ol d, a n d ol d er a d ults, ≥ 6 5 y e ar s ol d), as i n di c at e d i n T a bl e 3 -1. 

T h e d os e l e v el s f or t h e gr o u ps i n C o h orts 1 -3 ar e fi x e d. T h e d os e l e v els f or t h e C o h orts 4 a n d 5 will b e as r e c o m m e n d e d 

b y t h e S R T, b as e d o n t h eir r e vi e w of all a v ail a bl e s af et y d at a a n d d osi n g s c e n ari os.  
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P art B : D esi g n e d t o c o m pri s e 2 si n gl e a g e gr o u p c o h ort s ( ≥ 1 8 t o < 6 5 y e ar s o l d), will st art b as e d o n t h e fir st i nt eri m 

a n al ysis of s af et y a n d i m m u n o g e ni cit y, pr o vi d e d t h at t h e S R T as s es s es t h e 1 2 µ g d os e t o b e i m m u n o g e ni c a n d s af e. T h e 

S R T m a y r e c o m m e n d dr o p pi n g C o h orts 6 a n d 7 ( Gr o u ps 6 a a n d 7 a) b as e d o n i m m u n o g e ni cit y d at a fr o m t h e gr o u ps t h at 

r e c ei v e d t h e 1 2 µ g d os e l e v el. If t h e S R T d et er mi n es t h at e nr oll m e nt i n C o h ort s 6 a n d 7 m a y pr o c e e d, e nr oll m e nt m a y 

pr o c e e d i n p ar all el a c c or di n g t o T a bl e 3 -2 . 

T a bl e 3 1    St u d y C o h o rts, G r o u p s, a n d St u d y V a c ci n e A d mi n ist r ati o n ( P a rt A) 

C o h o r
t 

V a c ci n
e  D o s e L e v el  

G r o u p A  

Y o u n g e r A d ult s  

≥ 1 8 t o < 6 5 Y e a rs of 
A g e  

( n r a n g e) 

G r o u p B  

Ol d e r A d ult s  

≥ 6 5 Y e a rs of A g e  

( n r a n g e) 

T ot al C o h o rt 
S a m pl e Si z e  

1  

C V 0 5 0
1  

1 2  µ g  1 a ( mi n 1 0; m a x 2 0)  1 b ( mi n 1 0; m a x 2 0)  3 0  

2  2 5  µ g  2 a ( mi n  1 0; m a x 2 0)  2 b ( mi n 1 0; m a x 2 0)  3 0  

3  5 0  µ g  3 a ( mi n 1 0; m a x 2 0)  3 b ( mi n 1 0; m a x 2 0)  3 0  

4  7 5 or 1 0 0 *  µ g  4 a ( mi n 1 0; m a x 2 0)  4 b ( mi n 1 0; m a x 2 0)  3 0  

5  
1 0 0, 1 5 0, or 2 0 0 *  

µ g  
5 a ( mi n 1 0; m a x 2 0)  5 b ( mi n 1 0; m a x 2 0)  3 0  

* D e p e n di n g o n t h e r e a ct o g e ni cit y/ s af et y fi n di n gs fr o m gr o u p s i n C o h orts 1 -3, t h e S R T m a y r e c o m m e n d 1 of 3 pr es p e cifi e d d o si n g 

s c e n ari o s c o m prisi n g t h e s e d o s e l e v els f or gr o u p s i n C o h orts 4 a n d 5, as d es cri b e d i n S e cti o n 3. 1. 1 of pr ot o c ol. T h e d o s e l e v el 

r e c o m m e n d ati o ns will b e m a d e i n d e p e n d e ntl y f or Gr o u p s A ( y o u n g er p arti ci p a nts) a n d B ( ol d er p arti ci p a nts).  

T a bl e 3 2    St u d y C o h o rts, G r o u p s, a n d St u d y V a c ci n e A d mi nist r ati o n ( P a rt B)  

C o h o r
t V a c ci n e  

D o s e 
L e v el  

G r o u p A  

Y o u n g e r A d ult s  

≥ 1 8 t o < 6 5 Y e a rs of  
A g e  

( n r a n g e) 

T ot al C o h o rt S a m pl e 
Si z e  

6  
C V 0 5 0 1  

3  µ g  6 a  1 5  

7  6  µ g  7 a  1 5  
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Fi g u r e 3 -1    St u d y D esi g n P a rt A  

 

Fi g u r e 3 -2    St u d y D esi g n P a rt B  
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3. 2.  St u d y E n d p oi nts  

Pl e as e r ef er t o S e cti o n  2. 1  of t his S A P.  

3. 3.  T r e at m e nts  

I n v esti g ati o n al pr o d u ct (I P) i n t hi s P h as e 1 st u d y r ef ers t o t h e C V 0 5 0 1 v a c ci n e, w hi c h is a f or m ul ati o n of 

m o difi e d m R N A e n c o di n g O mi cr o n v ari a nt S pr ot ei n mi cr o e n c a ps ul at e d i n li pi d n a n o p arti cl es ( L N P) t h at will 

b e a d mi nist er e d d uri n g t h e st u d y.  

 

 

 T h e L N Ps ar e c o m p os e d of a 

.  

T h e f oll o wi n g I P will b e us e d i n t h e st u d y:  

I nt e r v e nti o n N a m e  C V 0 5 0 1  

T y p e  V a c ci n e  

D os e F or m ul ati o n  M o difi e d m R N A  

U nit D os e Str e n gt h(s)   μ g m R N A/ m L 

D os a g e L e v el(s)  3, 6, 1 2, 2 5, 5 0, 7 5, 1 0 0, 1 5 0, 2 0 0 μ g  

R o ut e of A d mi ni str ati o n  I ntr a m us c ul ar i nj e cti o n 

Dil u e nt  0. 9 % s o di u m c hl ori d e  

Us e  E x p eri m e nt al  

I M P or NI M P I M P 

S o ur ci n g  Pr o vi d e d c e ntr all y b y G S K Bi ol o gi c als S A or C ur e V a c G m b H  

P a c k a gi n g a n d L a b eli n g  I P will b e pr o vi d e d i n a gl ass vi al as a st eril e c oll oi d al 

dis p ersi o n i n a fr o z e n li q ui d f or m ul ati o n as o p e n -l a b el s u p pl y. 

E a c h vi al will b e l a b el e d as r e q uir e d p er c o u ntr y r e q uir e m e nt.  

 

3 1 J a n 2 0 2 3 St atisti c al A n al ysis Pl a n 3 | V V- T M F- 8 8 5 0 1 4 3 | 1. 0

A p
pr

o v
e d

D o w nl o a d e d b y B u a n g M otl o b a o n 1 1 J ul 2 0 2 4

C CI

C CI

C CI



Gl a x o S mit h Kli n e Bi ol o gi c als S A   St ati sti c al A n al ysi s Pl a n  
C V 2 S A R S -C V 0 5 0 1 -0 1 2 B S T ( 2 1 8 5 9 5)  D at e Iss u e d: 3 1 J A N2 0 2 3  

7  
   

3. 4.  D os e A dj ust m e nt/ M o difi c ati o n s  

A n o v er d os e is a n y d os e of st u d y v a c ci n e gi v e n t o a p arti ci p a nt t h at e x c e e d s t h e pl a n n e d d os e f or a n 

i n di vi d u al wit hi n a gi v e n d os e gr o u p.  

T h er e is n o s p e cifi c tr e at m e nt r e c o m m e n d e d f or a n o v er d os e. O v er d os e it s elf is n ot t o b e r e p ort e d a s a n 

a d v ers e e v e nt ( A E ). O v er d os 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 S et a n d e x cl u d e d fr o m P er pr ot o c ol 

I m m u n o g e ni cit y ( P PI) S et. 

4.  G e n e r al St atisti c al C o nsi d e r ati o ns  

P arti ci p a nts will b e i d e ntifi e d i n t h e li sti n gs b y t h e p arti ci p a nt  i d e ntifi c ati o n n u m b er c o n c at e n at e d wit h t h e sit e 

n u m b er. D at a will b e dis pl a y e d i n all listi n gs s ort e d b y  a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

C o nti n u o u s d at a  will b e d es cri b e d usi n g d es cri pti v e st atisti cs ( n, m e a n, st a n d ar d d e vi ati o n, m e di a n, 

mi ni m u m, a n d m a xi m u m).  

C at e g o ri c al d at a  will b e d es cri b e d usi n g t h e p arti ci p a nt c o u nt a n d p er c e nt a g e f or e a c h c at e g or y.  

F or t h e s u m m a r y st atisti cs  of all n u m eri c al v ari a bl es u nl ess ot h er wis e s p e cifi e d, m e a n, c o nfi d e n c e i nt er v al, 

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 will b e dis pl a y e d.  

A r o w d e n ot e d “ Mis si n g ” will b e i n cl u d e d i n c o u nt t a b ul ati o ns w h er e s p e cifi e d o n t h e s h ell s t o a c c o u nt f or 

dr o p o uts a n d missi n g v al u es.  

T h er e is n o f or m al h y p ot h esis t esti n g i n t his st u d y w h er e st atisti c al m et h o d s a r e a p pli e d, t h e e m p h asis will b e 

o n esti m ati o n wit h 2 -si d e d 9 5 % C o nfi d e n c e i nt er v als ( CI s ). 

T h e d e n o mi n at o r f o r all p e r c e nt a g es  will b e t h e n u m b er of p arti ci p a nts wit h n o n -mi ssi n g v al u es of 

c orr es p o n di n g p ar a m et er i n t h at tr e at m e nt wit hi n t h e a n al ysis p o p u l ati o n of i nt er est, u nl ess ot h er wis e 

s p e cifi e d.  

A t a bl e, fi g ur e, li sti n g ( T L F) is t o b e g e n er at e d f or a n y r e q uir e d it e m e v e n w h er e n o d at a is a v ail a bl e or 

r e p ort e d. I n s u c h c as es, t h e t a bl e, fi g ur e or listi n g will st at e: “N o D at a R e p o rt e d ”. T his will c o nf ir m t o t h e 

h e alt h a ut h oriti es t h at all d at a f or t h e t a bl es, fi g ur es, li sti n gs, a n d n arr ati v es ar e a c c o u nt e d f or.  

B as eli n e  will b e d efi n e d as t h e l ast n o n -mi ssi n g e v al u ati o n pri or t o st u d y v a c ci n e a d mi nistr ati o n, u nl ess 

ot h er wis e s p e cifi e d.  

St u d y d a y  will b e c al c ul at e d as f oll o ws:  

•  st u d y d a y pri or t o t h e i nj e cti o n will b e c al c ul at e d as: d at e of ass ess m e nt –  d at e of t h e i nj e cti o n  

•  st u d y d a y o n or aft er t h e d at e of t h e i nj e cti o n will b e c al c ul at e d as: d at e of ass ess m e nt –  d at e of t h e 

i nj e cti o n + 1 

F or S af et y ass ess m e nt  of A Es , t h e i nt er v als will b e c al c ul at e d as f oll o w  
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•  s oli cit e d A Es: t h e d a y of v a c ci n ati o n a n d 6 s u bs e q u e nt d a ys (d a y 1 t hr o u g h 7 ) 

•  u ns oli cit e d A Es : t h e d a y of v a c ci n ati o n a n d 2 8 s u bs e q u e nt d a ys (d a y 1 t hr o u g h 2 8)  

•  M e di c all y att e n d e d a d v er s e e v e nts  ( M A A Es), a d v ers e e v e nts of s p e ci al i nt er est  (A E SI ) a n d s eri o us 

a d v ers e e v e nts ( S A Es ): t h e d a y of v a c ci n ati o n a n d 1 8 0  s u bs e q u e nt d a ys  (d a y 1 t hr o u g h 1 8 0 ) 

F o r c al c ul ati o ns r e g a r di n g a nti b o d y l e v els/tit e r s , a nti b o d y r es ult s r el e as e d as b el o w a v al u e will b e 

r e pl a c e d b y 0. 5 × t h e v al u e. R es ult s  r el e as e d as a b o v e a v al u e will b e c o n v ert e d t o t h e v al u e . Mis si n g r es ult s 

will n ot b e i m p ut e d.  

T h e l o w er li mit of q u a ntifi c ati o n (L L O Q ) a n d u p p er li mit of q u a ntifi c ati o n ( U L O Q ) f or W T N A b ar e t h e 

f oll o wi n g: 

L L O Q  = T o b e d efi n e d b y l a b w h e n ass a y c ali br at e d.  

U L O Q = T o b e d efi n e d b y l a b w h e n ass a y c ali br at e d.   

c ali br ati n g c o n v ersi o n f a ct or t o W H O st a n d ar d is 1/ 1. 8 7 2.  

N A b R es ult (I U/ m L) = R es ult ( N T 5 0 tit er) x 1/ 1. 8 7 2.  

D et ails o n L L O Qs a n d U L O Qs f or I g G a n d c o n v ers i o n f a ct ors w h e n a v ail a bl e  ar e d es cri b e d i n S e cti o n 1 5. 2  

All s af et y d at a s u m m ari e s/ di s pl a ys will b e pr o vi d e d b y d os e gr o u p. D et ails will b e i n cl u d e d i n t h e T L F s h ell.  

All st ati sti c al a n al ys es will b e p erf or m e d usi n g S A S ®  s oft w ar e V ersi o n 9. 4 or l at e r. 

4. 1.  S a m pl e Si z e  

T h e s a m pl e si z e is b as e d o n cli ni c al c o nsi d er ati o ns t o i nf or m d os e r e gi m e n d e cisi o ns f or c o nti n u e d cli ni c al 

d e v el o p m e nt.  

A p pr o xi m at el y 1 8 0 p arti ci p a nts will b e e nr oll e d i n t hi s P h as e 1 st u d y, 5 d os e -l e v el c o h orts ( C o h orts 1 t o 5) e a c h 

c o m prisi n g 2 a g e gr o u ps. C o h orts 6 a n d 7 will c o m pris e 1 a g e gr o u p ( y o u n g er a d ult s). Wit h 3 0 p arti ci p a nts i n 

e a c h c o h ort, t h er e is a 7 8. 5 % pr o b a bilit y t o o bs er v e at l e ast 1 A E if t h e i n ci d e n c e r at e is 5 % a n d a 9 5. 8 % 

pr o b a bilit y t o o bs er v e at l e ast 1 A E if t h e i n ci d e n c e r at e is 1 0 %. Wit h 3 0 p arti ci p a nts i n e a c h c o h ort, a 1 0 % 

u n e v al u a bl e r at e f or i m m u n o g e ni cit y r es ult s, a n d a st a n d ar d d e vi ati o n of  0. 4 5 f or l o g 1 0 -tr a nsf or m e d i n cr e as e 

fr o m d a y 1, t h e r ati o of t h e u p p er li mit of a 2 -si d e d 9 5 % CI a n d t h e p oi nt e sti m at e of g e o m etri c m e a n i n cr e as e 

(G MI ) is 1. 5. T h e s a m pl e si z e i n C o h orts 6 a n d 7 is b as e d o n cli ni c al f e asi bilit y r at h er t h a n o n st atisti c al 

r ati o n al e. Wit h 1 5 p arti ci p a nts i n e a c h c o h ort, t h er e is a 7 9. 4 % pr o b a bilit y t o o bs er v e at l e ast o n e A E if t h e tr u e 

i n ci d e n c e r at e is 1 0 %. 

4. 2.  R a n d o mi z ati o n, St r atifi c ati o n, a n d Bli n di n g  

P arti ci p a nts i n P art A will b e assi g n e d s e q u e nti all y t o a d os e -l e v el c o h ort b y a g e gr o u p. P arti ci p a nts i n P art B 

will b e r a n d o ml y assi g n e d o n d a y 1 t o r e c ei v e st u d y v a c ci n e b y d os e -l e v el c o h ort. 

T h e st u d y will b e o p e n l a b el.  
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4. 3.  A n al ysis S et  

T h e f oll o wi n g a n a l ysis s ets h a v e b e e n d efi n e d: E nr oll e d S et, P er pr ot o c ol I m m u n o g e ni cit y S et, a n d S af et y 

S et.  

4. 3. 1.  E n r oll e d S et  

T h e E nr oll e d S et will i n cl u d e a ll eli gi bl e p arti ci p a nts w h o g a v e i nf or m e d c o ns e nt, r e g ar dl ess of t h e 

p arti ci p a nts’ tr e at m e nt st at us i n t h e st u d y.  

4. 3. 2.  P e r p r ot o c ol I m m u n o g e ni cit y ( P PI) S et  

T h e P PI S et i n cl u d es all eli gi bl e p arti ci p a nts w h o r e c ei v e d a d os e of st u d y I P p er pr ot o c ol a n d w h o h a v e 

v al u es f or pr e d os e a n d D a y 1 5 n e utr ali zi n g A b tit ers a g ai nst ps e u d o vir us b e ari n g S pr ot ei n fr o m t h e O mi cr o n  

B A 1  v ari a nt of S A R S -C o V -2. R es ult s fr o m a bl o o d s a m pl e d e vi ati n g fr o m t h e d osi n g or bl o o d s a m pli n g 

s c h e d ul e a n d r es ult s fr o m a bl o o d s a m pl e aft er i nt er c urr e nt c o n diti o ns t h at m a y i nt erf er e wit h i m m u n o g e ni cit y 

(e. g. , l a b or at or y-c o nfir m e d S A R S -C o V -2 i nf e cti o ns or i m m u n os u p pr essi v e or i m m u n o d efi ci e nt c o n diti o ns) or 

aft er a pr o hi bit e d c o n c o mit a nt m e di c ati o n/ v a c ci n ati o n ( C O VI D -1 9 v a c ci n ati o n) will b e e x cl u d e d fr o m t h e P PI 

S et. T h e d at a will b e a n al y z e d  a c c or di n g t o t h e d os e t h at p arti ci p a nts r e c ei v e d at Visit 1.  

T h e P PI S et will b e us e d f or t h e i m m u n o g e ni cit y a n al ys es.  

4. 3. 3.  S af et y S et  

All p arti ci p a nts w h o r e c ei v e 1 d os e of I P. T h e S af et y S et will b e us e d f or all a n al ys es of s af et y. D at a ar e 

a n al y z e d a c c or di n g t o tr e at m e nt r e c ei v e d.  

5.  P a rti ci p a nt Dis p ositi o n  

5. 1.  Dis p ositi o n  

P arti ci p a nt dis p ositi o n will b e s u m m ari z e d b y d os e gr o u p f or all p arti ci p a nts. 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 f or t h e f oll o wi n g c at e g ori es  will b e pr es e nt e d : p arti ci p a nts w h o w er e e nr oll e d, v a c ci n at e d, 

p arti ci p a nts w h o dis c o nti n u e d fr o m t h e st u d y  (i. e. di d n ot c o m pl et e t h e d a y 1 8 1  visit), p arti ci p a nts i n t h e 

E nr oll e d S et, P P I S et a n d S af et y S et.  

A p arti ci p a nt m a y wit h dr a w or b e wit h dr a w n fr o m t h e st u d y f or a n y of t h e f oll o wi n g r e as o ns:  

●  P arti ci p a nt r e q u est.  

●  I n v esti g at or r e q u est. 

●  T h e p arti ci p a nt is  n o n c o m pli a nt wit h t h e pr ot o c ol.  

●  T h e p arti ci p a nt h as a s eri o us or i nt ol er a bl e A E(s) t h at, i n t h e i n v esti g at or ’s o pi ni o n, r e q uir es 

wit h dr a w al fr o m t h e st u d y.  

●  T h e p arti ci p a nt is l ost t o f oll o w -u p.  

3 1 J a n 2 0 2 3 St atisti c al A n al ysis Pl a n 3 | V V- T M F- 8 8 5 0 1 4 3 | 1. 0

A p
pr

o v
e d

D o w nl o a d e d b y B u a n g M otl o b a o n 1 1 J ul 2 0 2 4



Gl a x o S mit h Kli n e Bi ol o gi c als S A   St ati sti c al A n al ysi s Pl a n  
C V 2 S A R S -C V 0 5 0 1 -0 1 2 B S T ( 2 1 8 5 9 5)  D at e Iss u e d: 3 1 J A N2 0 2 3  

1 0  
   

●  D e at h.  

●  T h e s p o ns or t er mi n at es t h e st u d y.  

●  T h e p arti ci p a nt h as s af et y l a b or at or y r es ult s t h at r e v e al cli ni c all y si g nifi c a nt h e m at ol o gi c al or 
bi o c h e mi c al c h a n g es fr o m t h e b as eli n e v al u es, p er i n v esti g at or j u d g m e nt  

●  T h e p arti ci p a nt h as s y m pt o m s or a n i nt er c urr e nt ill n ess n ot c o nsist e nt wit h t h e pr ot o c ol r e q uir e m e nts 
or t h at j ustif y wit h dr a w al  

●  Ot h er r e as o ns ( e. g., pr e g n a n c y, d e v el o p m e nt of c o ntr ai n di c ati o ns of us e of t h e I P)  

●  T h e p arti ci p a nt wit h dr a w s c o ns e nt, or t h e i n v esti g at or or s p o ns or d e ci d es t o dis c o nti n u e t h eir 
p arti ci p ati o n i n t h e st u d y wit h dr a w al of c o ns e nt b y p ar ti ci p a nt or t h e i n v esti g at or or s p o ns or d e ci d es t o 
dis c o nti n u e t h eir p arti ci p ati o n i n t h e st u d y  

P arti ci p a nt st at us s u m m ar y will als o b e pr o vi d e d w hi c h i n cl u d e p arti ci p a nts w h o c o m pl et e d e a c h vi sit, 

p arti ci p a nts v a c ci n at e d wit h st u d y v a c ci n e, p arti ci p a nts w h o h a d i m m u n o g e ni cit y r es ult s at a p pli c a bl e visit, 

a n d p arti ci p a nts w h o c o m pl et e d t h e st u d y. P arti ci p a nt st at us s u m m ar y will b e als o pr es e nt e d b y d os e  a n d a g e 

gr o u p.  

P arti ci p a nt dis p ositi o n a n d dis c o nti n u ati o n d at a will b e pr es e nt e d i n a li sti n g s ort e d b y  a g e, d os e gr o u p a n d 

p arti ci p a nt n u m b er.  

T h e n u m b er of p arti ci p a nts i n cl u d e d i n e a c h a n al ysis s et will b e s u m m ari z e d. A listi n g of p arti ci p a nt s i n e a c h 

a n al ysis s et will als o b e pr o vi d e d b y a g e, d os e gr o u p a n d p arti ci p a nt n u m b er. P arti ci p a nts e x cl u d e d fr o m  t h e 

a n al ysis s ets will b e list e d wit h r e as o n f or e x cl usi o n(s) a n d s ort e d b y a g e, d os e gr o u p a n d p arti ci p a nt n u m b er.  

T h e pri m ar y r e as o n f or st u d y dis c o nti n u ati o n i n cl u d es: Wit h dr a w al d u e t o A E , L ost T o F oll o w-u p, P h ysi ci a n 

D e cisi o n, Pr e g n a n c y, Sit e T er mi n a t e d b y S p o ns or, St u d y T er mi n at e d b y S p o ns or , Wit h dr a w al of C o ns e nt b y 

P arti ci p a nt, Pr ot o c ol D e vi ati o n, V a c ci n e N ot A d mi ni st er e d, D e at h,  Ot h er.  

5. 2.  P r ot o c ol D e vi ati o n s  

M aj or pr ot o c ol d e vi ati o n s ar e a s u bs et of pr ot o c ol d e vi ati o ns t h at m a y si g nifi c a ntl y i m p a ct t h e c o m pl et e n ess, 

a c c ur a c y, or r eli a bilit y of t h e st u d y d at a or t h at m a y si g nifi c a ntl y aff e ct a p arti ci p a nt’s ri g hts, s af et y, or w ell -

b ei n g. M aj or pr ot o c ol d e vi ati o ns r ul es will b e d e v el o p e d a n d fi n ali z e d b ef or e d at a b as e l o c k.  

M aj or pr ot o c ol d e vi ati o n s i n cl u d e, b ut ar e n ot li mit e d t o, t h e f oll o wi n g: 

●  St u d y v a c ci n e n ot a d mi nist er e d at all  

●  I n v ali d/ missi n g i nf or m e d c o ns e nt 

●  Fr a u d ul e nt d at a  

●  A d mi ni str ati o n of c o n c o mit a nt v a c ci n e(s) f or bi d d e n i n t h e pr ot o c ol  

●  P arti ci p a nts g ot v a c ci n at e d b ut n ot as p er pr ot o c ol  
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●  V a c ci n e st or a g e t e m p er at ur e d e vi ati o n w hi c h is n ot a c c e pt e d b y q u alit y  

●  E x pir e d v a c ci n e a d mi nist er e d  

●  I n eli gi bl e p arti ci p a nt 

●  A d mi ni str ati o n of a n y m e di c ati o n f or bi d d e n b y t h e pr ot o c ol  

●  P arti ci p a nts di d n ot c o m pl y wit h bl o o d s a m pl e s c h e d ul e  

●  S er ol o gi c al r es ult s  n ot a v ail a bl e pr e a n d p ost -v a c ci n ati o n ( d a y 1 5 a n d d a y 2 9) f or n e utr ali zi n g A bs 
a g ai nst ps e u d o vir us b e ari n g S pr ot ei n fr o m O mi cr o n  B A. 1  S A R S -C o V -2  

●  S er ol o gi c al r es ult s a v ail a bl e b ut r es ult s u nr eli a bl e ( e. g. wr o n g bl o o d s a m pl e m a n a g e m e nt)  

●  I nt er c urr e nt c o n diti o n i m p a cti n g i m m u n o g e nicit y  

T h e n u m b er of p arti ci p a nts wit h m aj or pr ot o c ol d e vi ati o ns will b e s u m m ari z e d b y d os e gr o u p. M aj or pr ot o c ol 

d e vi ati o ns will b e list e d wit h d at e of o c c urr e n c e, d e vi ati o n d es cri pti o n, a n d a n al ysis s et fr o m w hi c h 

p arti ci p a nt is e x cl u d e d. M aj or pr ot o c ol d e vi ati o n s u m m ar y will b e b as e d o n t h e E nr oll e d  S et.  

T h e m aj or pr ot o c ol d e vi ati o ns will b e list e d b y a g e gr o u p, d os e gr o u p, p arti ci p a nt n u m b er a n d r e p ort e d i n t h e 

C S R.  

6.  D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs  

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

A s u m m ar y of d e m o gr a p hi cs a n d b as eli n e i nf or m ati o n will b e pr es e nt e d b y d os e gr o u p i n e a c h a g e gr o u p. T h e 

d e m o gr a p hi c c h ar a ct eristi cs c o nsist of a g e ( y e ars), g e n d er at birt h, et h ni cit y, a n d r a c e. T h e b as eli n e 

c h ar a ct eristi cs c o nsist of h ei g ht ( c m), w ei g ht ( k g), B MI ( k g/ m 2 ), N pr ot ei n , a n d  pri or C o vi d -1 9 i nf e cti o n, 

d efi n e d as eit h er s elf r e p ort e d C o vi d -1 9 i nf e cti o n or a p ositi v e N pr ot ei n r e s ult fr o m t h e l ast r es ult/t est pri or t o 

v a c ci n ati o n.  

D es cri pti v e st atisti cs ( m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m a n d m a xi m u m) f or a g e, h ei g ht, w ei g ht, 

a n d B MI will b e pr o vi d e d b y st u d y v a c ci n e i n e a c h a g e gr o u p a n d o v er all.  

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 will b e pr o vi d e d f or g e n d er at birt h, et h ni cit y, r a c e , pri or C o vi d -1 9 

i nf e cti o n a n d b as eli n e N pr ot ei n  st at us b y d os e gr o u p i n e a c h a g e gr o u p a n d o v er all.  

P er c e nt a g es will b e b as e d o n t h e t ot al n u m b er of p arti ci p a nts i n t h e a n al ysis set d efi n e d i n t h e o ut p ut .  

P arti ci p a nt d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs will b e s ort e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt 

n u m b er, i n cl u di n g c hil d -b e ari n g p ot e nti al ( a p pli c a bl e o nl y f or w o m e n).  

6. 2.  B as eli n e Dis e as e C h a r a ct e risti cs  

N ot a p pli c a bl e  
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6. 3.  M e di c al Hi st o r y  

6. 3. 1.  G e n e r al M e di c al Hi st o r y  

M e di c al hi st or y will b e c o d e d usi n g t h e l at est v ersi o n of M e di c al Di cti o n ar y f or R e g u l at or y A cti viti es 

( 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 y m e di c al hist or y, m e di c al hi st or y t h at e n d e d 

b ef or e Visit 1, a n d m e di c al hi st or y t h at is still o n g oi n g at Visit 1 ( at t h e ti m e of first v a c ci n ati o n) will b e 

s u m m ari z e d o v er all a n d f or e a c h s yst e m or g a n cl a ss ( S O C) a n d pr ef err e d t er m ( P T) b y d os e gr o u p. 

P er c e nt a g es will b e c al c ul at e d b as e d o n s af et y s et.  

P arti ci p a nt m e di c al hi st or y d at a i n cl u di n g s p e cifi c d et ails will b e pr es e nt e d i n a listi n g s ort e d b y a g e gr o u p, 

d os e gr o u p a n d p a rti ci p a nt n u m b er. 

6. 4.  I n cl u si o n a n d E x cl u si o n C rit e ri a  

E nr oll e d p arti ci p a nts w h o f ail e d a n y i n cl usi o n/ m et a n y e x cl usi o n crit eri a will b e cl ass e d as m aj or pr ot o c ol 

d e vi ati o ns.  

7.  T r e at m e nts a n d M e di c ati o ns  

7. 1.  P ri o r a n d C o n c o mit a nt M e di c ati o n s  

All m e di c ati o ns/ v a c ci n at i o n will b e c o d e d a c c or di n g t o t h e W orl d H e alt h Or g a ni z ati o n ( W H O) dr u g 

di cti o n ar y ( W H O Dr u g), w hi c h will b e u p d at e d w h e n e v er a v ail a bl e t hr o u g h o ut t h e st u d y.  

7. 1. 1.  P ri o r M e di c ati o ns  

A n y m e di c ati o ns (i n cl u di n g v a c ci n es) t h at w er e a d mi nist er e d t o t h e p arti ci p a nt wit hi n 6 m o nt hs of S cr e e ni n g 

will b e c o nsi d er e d as pri or m e di c ati o n f or t his st u d y.  

Pri or m e di c ati o n will b e li st e d s ort e d b y a g e gr o u p, d os e gr o u p, p arti ci p a nt n u m b er a n d s u m m ari z e d b y d os e 

gr o u ps usi n g t h e S af et y S et. T h e y will b e s u m m ari z e d b y t h e g e n er i c pr ef err e d n a m e a n d a n at o mi c al 

t h er a p e uti c c h e mi c al ( A T C) cl ass l e v el 4. M or e t h a n o n e A T C cl ass p er m e di c ati o n is p ossi bl e a n d t h e 

m e di c ati o n will b e r e p ort e d u n d er all a p pli c a bl e cl ass es. A p arti ci p a nt wit h m ulti pl e o c c urr e n c es wit hi n a n 

A T C is c o u nt e d  o nl y o n c e f or t h at A T C cl ass. Si mil arl y, a p arti ci p a nt wit h m ulti pl e o c c urr e n c es wit hi n a 

g e n eri c pr ef err e d n a m e is c o u nt e d o nl y o n c e.  

7. 1. 2.  C o n c o mit a nt M e di c ati o n s  

C o n c o mit a nt m e di c ati o ns ar e d efi n e d as a n y m e di c ati o ns a n d v a c ci n e ( ot h er t h a n st u d y v a c ci n es) t a k e n aft er 

t h e st u d y v a c ci n e  is a d mi nist er e d a n d: 
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•  W it hi n 6 m o nt hs of S cr e e ni n g or  

•  Wer e t a k e n f irst pri or t o t h e d osi n g a n d o n-g oi n g aft er st u d y v a c ci n e  d os e u p t o 6 m o nt hs  or  

•  W it hi n 2 w e e ks of st u d y v a c ci n ati o n f or h er b al pr o d u cts, vit a mi ns, mi n er als, a n d  o v er -t h e-c o u nt er 
m e di c ati o ns.  

C o n c o mit a nt m e di c ati o ns will b e list e d a n d s u m m ari z e d i n a si mil ar m a n n er t o t h at of pri or m e di c ati o ns.  

F or t h e p ur p os e of i n cl usi o n i n pri or a n d c o n c o mit a nt m e di c ati o ns t a bl es, i n c o m pl et e st art a n d st o p d at es will 

b e i m p ut e d a c c or di n g t o t h e b el o w r ul es ( w h er e U K, U K N, a n d U N K N i n di c at e u n k n o w n or missi n g d a y, 

m o nt h, a n d y e ar, r es p e cti v el y):  

Missi n g St a rt D at es  

If d a y is missi n g a n d m o nt h a n d y e ar ar e a v ail a bl e: 

●  U K -M M M -Y Y Y Y: Ass u m e 0 1 -M M M -Y Y Y Y (fir st d a y of t h e m o nt h),  b ut if m o nt h a n d y e ar ar e t h e 

s a m e as t h e first st u d y v a c ci n ati o n m o nt h a n d y e ar, t h e n ass u m e t h e d at e of first v a c ci n ati o n.  

If d a y a n d m o nt h ar e mi s si n g a n d y e ar is a v ail a bl e: 

●  U K -U K N -Y Y Y Y: Ass u m e 0 1 -J A N-Y Y Y Y (first d a y of t h e y e ar), b ut if y e ar is t h e s a m e as t h e first 

st u d y v a c ci n ati o n y e ar, t h e n ass u m e t h e d at e of first st u d y v a c ci n ati o n.  

If d a y, m o nt h a n d y e ar ( d at e) ar e mi ssi n g: 

●  U K -U K N -U N K N: Ass u m e d at e of first st u d y v a c ci n ati o n.  

Missi n g St o p D at es  

If d a y mi ssi n g a n d m o nt h a n d y e ar ar e a v ail a bl e:  

●  U K -M M M -Y Y Y Y: Ass u m e t h e l ast d a y of t h e m o nt h  

If d a y a n d m o nt h ar e mi s si n g a n d y e ar is a v ail a bl e: 

●  U K -U K N -Y Y Y Y: Ass u m e 3 1 -D E C -Y Y Y Y  

If d a y, m o nt h a n d y e ar ( d at e) ar e mi ssi n g:  

●  U K -U K N -U N K N: D o n ot i m p ut e a n d ass u m e o n g oi n g  

( N ot e - I n c as e of si n gl e d os e v a c ci n e or tr e at m e nt, st art d at e m a y b e s a m e as t h at of e n d d at e.)  

7. 2.  St u d y T r e at m e nts  

7. 2. 1.  E xt e nt of E x p os u r e a n d C o m pli a n c e  

A listi n g of v a c ci n e e x p os ur e will b e pr o vi d e d t o list p arti ci p a nts. T h e li sti n g will i n cl u d e assi g n e d st u d y 

v a c ci n e, a ct u al v a c ci n e r e c ei v e d, d at e a n d ti m e of t h e v a c ci n ati o n a n d s ort e d b y a g e gr o u p, d os e gr o u p a n d 

p arti ci p a nt n u m b er.  
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8.  A n al ysis of S af et y a n d I m m u n o g e ni cit y St u d y O bj e cti v es  

8. 1.  A n al ysis of P ri m a r y S af et y O bj e cti v e  

8. 1. 1.  A n al ysis of s oli cit e d l o c al a n d s yst e mi c A E u p t o 7 d a ys aft e r st u d y v a c ci n ati o n ( d a y 1-7) , 
u n s oli cit e d A E s u p t o 2 8 d a ys aft e r st u d y v a c ci n ati o n ( d a y 1 -2 8) , a b n o r m al cli ni c al s af et y 
l a b o r at o r y fi n di n g u p t o 8  d a ys aft e r st u d y v a c ci n ati o n  ( d a y 1-8 ) a n d n o n -s e ri o u s C o vi d -1 9 
a d v e rs e e v e nts ( D a y 1 –  st u d y e n d) 

T h e p er c e nt a g es of p arti ci p a nts wit h at l e ast o n e s oli cit e d l o c al or s yst e mi c A E f or 7 d a ys  f oll o wi n g 

v a c ci n ati o n  ( d a y 1-7) , p arti ci p a nts wit h u ns oli cit e d A Es u p t o 2 8 d a ys aft er st u d y v a c ci n ati o n  ( d a y 1-2 8) , 

p arti ci p a nts wit h a b n or m al cli ni c al s af et y l a b or at or y fi n di n gs u p t o 8  d a ys aft er st u d y v a c ci n ati o n ( d a y 1-8 )  

a n d n o n -s eri o us C o vi d -1 9 a d v ers e e v e nts ( d a y 1 –  st u d y e n d) will b e c o m p ut e d b y d os e  gr o u p . 

8. 1. 2.  A n al ysis of M e di c all y att e n d e d A d v e rs e E v e nts ( M A A Es), S e ri o u s A d v e rs e E v e nts ( S A Es), 
a n d A d v e rs e E v e nts of S p e ci al I nt e r est ( A E S Is) f r o m st u d y v a c ci n ati o n t h r o u g h t h e e n d of 
t h e st u d y 

P arti ci p a nts M A A Es  a n d  S A Es  fr o m st u d y v a c ci n ati o n t hr o u g h t h e e n d of t h e st u d y ( a p pr o xi m at el y 1 8 0 d a ys 

aft er t h e st u d y v a c ci n e a d mi nistr ati o n, d a y 1 -1 8 0 ) will b e pr es e nt e d as t h e p er c e nt a g e of p arti ci p a nts wit h  s u c h 

e v e nts t hr o u g h o ut t h e st u d y d ur ati o n b y d os e a n d a g e gr o u p . P arti ci p a nts A E SIs fr o m st u d y v a c ci n ati o n 

t hr o u g h t h e e n d of t h e st u d y ( d a y 1-1 8 0) will b e pr es e nt e d b y d os e gr o u p .  

8. 2.  A n al ysis of S e c o n d a r y I m m u n o g e ni cit y E n d p oi nts  

8. 2. 1.  G M Ts of n e ut r ali zi n g A b tit e r a g ai n st ps e u d o t y p e d b e a ri n g S p r ot ei n f r o m S A R S -C o V -2 
W T,  O mi c r o n  B A. 1 , B A. 2 a n d B A. 5  a n d G MI f r o m b as eli n e of n e ut r ali zi n g A b tit e rs 
a g ai n st ps e u d o t y p e d b e a ri n g S p r ot ei n f r o m S A R S -C o V -2 W T,  O mi c r o n  B A. 1 , B A. 2 a n d 
B A. 5  v a ri a nts at e a c h c oll e cti o n ti m e p oi nt  

F or c o nti n u o us v ari a bl es  a n d e a c h d os e gr o u p , s u m m ar y st atisti cs, g e o m etri c m e a n tit er ( G M T ) a n d ass o ci at e d 

9 5 % CIs, a n d i nt er q u artil e r a n g es will b e pr o vi d e d. Listi n gs will als o b e pr o vi d e d b y a g e gr o u p, d os e gr o u p, 

p arti ci p a nt n u m b er a n d gr a p hi c al pr es e nt ati o ns will b e c o nsi d er e d as n e e d e d.  

I m m u n o g e ni cit y of t h e st u d y v a c ci n e will b e ass es s e d t hr o u g h G M Ts at e a c h c oll e cti o n ti m e p oi nt ( d a y 1) 

b ef or e t h e b o ost er d os e a n d  aft er t h e b o ost er d os e  (d a ys 1 5, 2 9, 9 1, 1 8 1) . G M Ts a n d G MIs fr o m b as eli n e will 

b e s u m m ari z e d wit h d es cri pti v e st atisti cs i n cl u di n g a b ar c h art  ( o n l o g s c al e) f or e a c h a g e gr o u p v er s us ti m e.  

T h e G M T will b e c al c ul at e d usi n g t h e  f oll o wi n g f or m ul a: 

 
W h er e t1 , t2 , …., tn  ar e n  o bs er v e d i m m u n o g e ni cit y tit ers.  
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T h e G MI m e as ur es t h e c h a n g es i n i m m u n o g e ni cit y tit ers or l e v els wit hi n p arti ci p a nts ( c h a n g e fr o m b as eli n e 

i n l o g tit ers). T h e G MI will b e c al c ul at e d usi n g t h e f oll o wi n g f or m ul a: 

 

w h er e, f or n  p arti ci p a nts, v ij a n d v j k ar e o bs er v e d i m m u n o g e ni cit y tit ers f or p arti ci p a nt i at ti m e p oi nt s j a n d k , 

k = b as eli n e . 

A nti b o d y tit ers will b e s u m m ari z e d at b as eli n e a n d e a c h p ost v a c ci n ati o n vi sit (t h e n u m b er of p arti ci p a nts wit h 

n o n mi s si n g d at a, m e di a n, mi ni m u m, m a xi m u m, G M T, a n d 9 5 % CI). G e o m etri c m e a n i n cr e as e a n d t h e 

c orr es p o n di n g 9 5 % CI f or t h e G MI as w ell as t h e mi ni m u m a n d m a xi m u m f ol d -ris e v al u e will b e pr es e nt e d 

b y  a g e gr o u p or pri or C o vi d -1 9 i nf e cti o n, d os e  gr o u p  a n d visit. T h e  9 5 % CI will b e c al c ul at e d b as e d o n t h e t -

distri b uti o n of t h e l o g -tr a nsf or m e d f ol d-ris e v al u es f or G M Ts a n d G MIs, t h e n b a c k-tr a nsf or m e d t o t h e ori gi n al 

s c al e f or pr es e nt ati o n.  

S u p p orti n g d at a listi n gs will b e pr o vi d e d f or t h e All E nr oll e d S et b y a g e gr o u p , d os e gr o u p a n d  p arti ci p a nt 

n u m b er.  

B ar  c h art s (i n cl u di n g 9 5 % CIs) of G M T f or s er u m I g G a n d N A b a nti b o d y l e v els b y d os e , a g e gr o u p , pri or 

C o vi d -1 9  i nf e cti o n a n d visit will b e pr o vi d e d i n a d diti o n t o s u m m ar y t a bl e s.  

T h e G M T at e a c h p ost v a c ci n ati o n ti m e p oi nt, t h e G MI fr o m b as eli n e, a n d t h e 9 5 % CIs i n all c o h orts will b e 

a n al y z e d usi n g a n A N C O V A m o d el o n l o g 1 0 tr a nsf or m e d tit ers wit h d os e gr o u p a n d a g e gr o u p as fi x e d i n t h e 

m o d el a n d  pri or C o vi d -1 9 i nf e cti o n a n d pr e v a c ci n ati o n b as eli n e v al u e as c o v ari a bl e s . 

8. 2. 2.   S e r o r es p o n s e r at e 2 8 d a ys aft e r t h e b o ost e r d o s e ( d a y 2 9), b as e d o n n e ut r ali zi n g A b tit e rs 
a g ai n st ps e u d o vi r us es b e a ri n g S p r ot ei n f r o m S A R S -C o V -2 W T,  O mi c r o n  B A. 1 , B A. 2 a n d 
B A. 5  v a ri a nts at e a c h c oll e cti o n ti m e p oi n t, wit h s e r o r es p o n s e d efi n e d as p ost b o ost tit e rs ≥ 
4 × p r e b o ost tit e rs.   

Pr o p orti o n of p arti ci p a nt s wit h n e utr ali zi n g s er or e s p o ns e of s er u m S A R S -C o V -2 W T , O mi cr o n  B A. 1 , B A. 2  

a n d B A. 5  v ari a nts  s p e cifi c A b fr o m b as eli n e at d a y 2 9  b y  d os e  gr o u p a n d pri or C o vi d -1 9  i nf e cti o n will b e 

t a b ul at e d wit h 2-si d e d 9 5 % Cl o p p er P e ars o n CIs.  T h e s a m e s u m m ari es will b e g e n er at e d f or s er or es p o ns e r at e 

1 4 d a ys aft er b o ost er d os e ( D a y 1 5) as s u p p orti v e a n al ys e s. 
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9  S af et y A n al ysi s  

S af et y, t ol er a bilit y, a n d r e a ct o g e ni cit y will b e ass ess e d b y cli ni c al r e vi e w of all r el e v a nt p ar a m et ers i n cl u di n g 

s oli cit e d a n d u ns oli cit e d A Es, S A Es, A E SIs, M A A Es, A Es l e a di n g t o wit h dr a w al fr o m st u d y p arti ci p ati o n, 

s af et y l a b or at or y t est r es ult s, vit al s i g ns, a n d p h ysi c al e x a mi n ati o n fi n di n gs.  

All s af et y a n al ys es will b e b as e d o n S af et y S et. All s af et y a n al ys es will b e pr o vi d e d b y d os e gr o u p a n d a g e 

gr o u p u nl ess ot h er wis e s p e cifi e d.  

9. 1  A d v e rs e E v e nts  

A n A E is a n y u nt o w ar d m e di c al o c c urr e n c e i n a p arti ci p a nt  e nr oll e d i nt o t his st u d y r e g ar dl ess of its c a us al 

r el ati o ns hi p t o t h e I P. T his d efi niti o n i n cl u d es e x a c er b ati o ns of pr e-e xisti n g c o n diti o ns. St a bl e pr e -e xisti n g 

c o n diti o ns w hi c h d o n ot c h a n g e i n n at ur e or s e v erit y d uri n g t h e st u d y ar e n ot c o nsi d er e d A Es; h o w e v er, t h es e 

s h o ul d b e r e p ort e d as p art of t h e m e di c al hi st or y at s cr e e ni n g.  

S O C will b e dis pl a y e d i n al p h a b eti c al or d er. P T will als o b e dis pl a y e d al p h a b eti c all y wit hi n S O C. P er c e nt a g es 

will b e b as e d u p o n t h e n u m b er of p arti ci p a nts i n t h e S af et y S et wit hi n e a c h d os e gr o u p.  

I n c o m pl et e A E o ns et d at e/ti m e a n d e n d d at e will b e i m p ut e d f oll o wi n g t h e r ul es b el o w.  

Missi n g St a rt D at es  

If d a y is missi n g a n d m o nt h a n d y e ar ar e a v ail a bl e: 

●  U K -M M M -Y Y Y Y: Ass u m e 0 1 -M M M -Y Y Y Y (fir st d a y of t h e m o nt h), b ut if m o nt h a n d y e ar ar e t h e 

s a m e as t h e first st u d y v a c ci n ati o n m o nt h a n d y e ar, t h e n ass u m e t h e d at e of first v a c ci n ati o n.  

If d a y a n d m o nt h ar e mi s si n g a n d y e ar is a v ail a bl e: 

●  U K -U K N -Y Y Y Y: Ass u m e 0 1 -J A N-Y Y Y Y (first d a y of t h e y e ar), b ut if y e ar is t h e s a m e as t h e first 

st u d y v a c ci n ati o n y e ar, t h e n ass u m e t h e d at e of first st u d y v a c ci n ati o n.  

If d a y, m o nt h a n d y e ar ( d at e) ar e mi ssi n g: 

●  U K -U K N -U N K N: Ass u m e d at e of first st u d y v a c ci n ati o n.  

Missi n g St o p D at es  

If d a y mi ssi n g a n d m o nt h a n d y e ar ar e a v ail a bl e:  

●  U K -M M M -Y Y Y Y: Ass u m e t h e l ast d a y of t h e m o nt h 

If d a y a n d m o nt h ar e mi s si n g a n d y e ar is a v ail a bl e: 

●  U K -U K N -Y Y Y Y: Ass u m e 3 1 -D E C -Y Y Y Y  

If d a y, m o nt h a n d y e ar ( d at e) ar e mi ssi n g:  

●  U K -U K N -U N K N: D o n ot i m p ut e a n d ass u m e o n g oi n g  

All a d v ers e e v e nts will b e cl assifi e d b y S O C a n d P T a c c or di n g t o t h e M e d D R A.  
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U nl ess ot h er wis e s p e cifi e d, A Es will b e s u m m ari z e d b y d os e gr o u p b as e d o n S af et y S et. A li sti n g of A Es will 

b e pr o vi d e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

All e v e nts fr o m s cr e e ni n g u ntil v a c ci n ati o n will b e c o nsi d er e d  as m e di c al hi st or y.  

9. 1. 1  R el ati o n s hi p of A d v e rs e E v e nts t o St u d y D r u g  

I n v esti g at ors will n ot b e r e q uir e d t o ass ess t h e c a u s alit y of s oli cit e d A Es if t h e o ns et i s d uri n g t h e s oli cit ati o n 

p eri o d.  

T h e i n v esti g at or will d et er mi n e t h e c a us al r el ati o ns hi p b et w e e n t h e st u d y v a c ci n e a n d t h e A E f or all 

u ns oli cit e d A Es , S A E, M A A E a n d A E SIs. T h e r el ati o ns hi p of u ns oli cit e d A Es t o t h e st u d y v a c ci n e ( Y es, N o) 

will b e c a pt ur e d o n t h e e C R F.  

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 al o n g wit h t h e fr e q u e n c y of A E s ( u ns oli cit e d  A Es a n d S A Es) b y 

S O C, P T, a n d r el ati o ns hi p will b e pr o d u c e d.  

A p arti ci p a nt wit h 2 or m or e A Es wit hi n t h e s a m e S O C or P T l e v el b ut diff er e nt r el ati o ns hi p will b e c o u nt e d 

o nl y o n c e i n t h e l e v el usi n g t h e r el at e d i n ci d e nt. If t h e c a us alit y is missi n g, t h e n a “ mi ssi n g ” c at e g or y will b e 

i n cl u d e d i n t h e s u m m ar y. 

9. 1. 2  S e v e rit y of A d v e rs e E v e nt  

T h e s e v erit y of A Es ( mil d, m o d er at e, s e v er e) will b e c a pt ur e d o n t h e e C R F. A d v ers e e v e nts ( u ns oli cit e d A Es, 

s oli cit e d A Es, a n d S A Es) will b e s u m m ari z e d i n cl u di n g t h e n u m b er of p arti ci p a nts a n d p er c e nt a g es b y d os e 

gr o u p, st u d y v a c ci n e, as w ell as b y S O C, P T, a n d s e v erit y. If t h e s e v erit y is mi ssi n g, t h e n a “ mi ssi n g ” s e v erit y 

c at e g or y will b e i n cl u d e d i n t h e s u m m ar y. A p arti ci p a nt wit h 2 or m or e A Es wit hi n t h e s a m e S O C or P T l e v el  

b ut diff er e nt s e v erit y will b e c o u nt e d o nl y o n c e at t h e m ost s e v er e l e v el.  

9. 1. 3  O ut c o m e of A d v e rs e E v e nt  

T h e o ut c o m e of a n A E will b e ass ess e d as at t h e ti m e of l ast o bs er v ati o n p er t h e f oll o wi n g c at e g ori e s:  

●  F at al  

●  N ot R e c o v er e d/ N ot R es ol v e d  

●  R e c o v er e d/ R es ol v e d  

●  R e c o v er e d/ R es ol v e d wit h s e q u el a e  

●  R e c o v eri n g/ R es ol vi n g  

●  U n k n o w 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 al o n g wit h t h e fr e q u e n c y of a d v ers e e v e nts ( u ns oli cit e d, A E SIs, 

M A A Es a n d S A Es) will b e s u m m ari z e d b y S O C, P T, a n d o ut c o m e.  
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A p arti ci p a nt wit h 2 or m or e A Es wit hi n t h e s a m e S O C or P T l e v el b ut diff er e nt o ut c o m e will b e c o u nt e d o nl y 

o n c e wit h hi g h er o ut c o m e gr a di n g.  

9. 1. 4  S oli cit e d A d v e rs e E v e nt  

S oli cit e d A Es ar e pr es p e cifi e d l o c al a n d s yst e mi c. S oli cit e d A Es will b e c oll e ct e d  fr o m d a y 1  t hr o u g h 7 d a ys 

f oll o wi n g t h e v a c ci n ati o n (d a y 1 -7)  usi n g e Di ar y. S oli cit e d A Es wit h o ns et d uri n g t h e 7 -d a y s oli cit ati o n 

p eri o d t h at c o nti n u e b e y o n d t h e 7 -d a y p eri o d will b e r e p ort e d as u ns oli cit e d A Es.  

T h e f oll o wi n g s p e cifi c s oli cit e d a d v ers e e v e nts wil l b e us e d t o ass ess r e a ct o g e ni cit y. 

L o c al r e a cti o ns at i nj e cti o n sit e:  

●  I nj e cti o n Sit e P ai n 

●  R e d n ess  

●  S w elli n g  

●  L y m p h a d e n o p at h y (l o c ali z e d a xill ar y, c er vi c al or s u pr a cl a vi c ul ar s w elli n g or t e n d er n ess i psil at er al t o 
t h e v a c ci n ati o n ar m) 

S yst e mi c r e a cti o ns:  

●  F e v er  

●  H e a d a c h e  

●  F ati g u e  

●  M y al gi a  

●  Art hr al gi a  

●  C hills  

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 y l o c al s oli cit e d A Es, a n d s yst e mi c s oli cit e d A Es will b e 

pr es e nt e d f or e a c h a g e gr o u p  a n d d os e gr o u p a m o n g p arti ci p a nts wit h e D i ar y i nf or m ati o n a v ail a bl e.  

All s oli cit e d A Es l o c al a n d s yst e mi c will b e list e d b y a g e a n d p arti ci p a nt n u m b er. S oli cit e d a d v ers e e v e nts 

r e p ort e d u ntil 7 d a ys ( d a y 1 t hr o u g h d a y 7) p ost v a c ci n ati o n will b e s u m m ari z e d b y m a xi m u m s e v erit y a n d b y 

d os e gr o u p.  

Pr ol o n g e d S oli cit e d A Es t h at c o nti n u e b e y o n d d a y 7  will b e r e p ort e d o n t h e e C R F as U ns oli cit e d A E s a n d 

will b e li st e d as s u c h.  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 pr ol o n g e d s oli cit e d A E will b e 

pr es e nt e d f or e a c h a g e gr o u p ( a n y, a n y l o c al, a n y s yst e mi c, e a c h s oli cit e d A E).  

I n a d diti o n, t h e d ur ati o n (i n d a ys) of s oli cit e d A Es w hi c h st art e d wit hi n d a y 1 -7  will b e s u m m ari z e d b y d os e 

gr o u p f or e a c h a g e gr o u p. T h e d ur ati o n f or a n y s e v erit y will b e c al c ul at e d as St o p d at e –  St art d at e + 1,  w h er e  

st art  d at e  is t h e first d a y wit h A E w hil e st o p is t h e l ast d a y wit h t h e A E  i n or b e y o n d t h e s oli cit e d p eri o d. T h e 
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d ur ati o n of s oli cit e d A E wit h s p e cifi c s e v eriti es ( mil d/ m o d er at e/s e v er e, m o d er at e/s e v er e, s e v er e) will b e t h e 

n u m b er of d a ys wit h t h e s e v erit y.  

C urr e ntl y o n t h e e C R F t h e i n v esti g at or c a n o v er writ e t h e s e v erit y of A Es o n t h e e Di ar y, if h e b eli e v e s t h e 

e v e nt gr a di n g h as n ot b e e n r e c or d e d, h as b e e n u n d er esti m at e d or o v er esti m at e d, a n d pr o vi d e his ass ess m e nt. 

W h e n a v ail a bl e t h e s e v erit y pr o vi d e d b y t h e i n v esti g at or will b e us e d  i nst e a d of t h e e Di ar y gr a di n g t o 

g e n er at e t h e s u m m ari es of s oli cit e d e v e nts.  

T h e p er c e nt a g e of  e Di ar y d a ys c o m pl et e d will b e  s u m m ari z e d b y d os e a n d a g e gr o u p.  A d a y is c o nsi d er e d 

c o m pl et e d i n t h e e Di ar y if it w as e nt er e d b y t h e p arti ci p a nt or t h e i n v esti g at or . Th e p er c e nt a g e of c o m pl et e d 

d a ys will b e c al c ul at e d as f oll o ws:  

S u m S y m p/( 7 * N u m S y m p * E x p S u bj)  

S u m S y m p  is t h e s u m of t h e t ot al n u m b er of d a ys c o m pl et e d f or a s p e cifi c s y m pt o m a cr oss all s y m pt o ms a n d 

e x p os e d s u bj e cts . N u m S y m p  is t h e n u m b er of s y m pt o ms  a n d E x p S u bj  is t h e n u m b er of e x p os e d s u bj e cts.  

9. 1. 5  U ns oli cit e d A d v e rs e E v e nt  

U ns oli cit e d A Es ar e d efi n e d as a n y A Es r e p ort e d s p o nt a n e o usl y b y t h e p arti ci p a nt, o bs er v e d b y t h e st u d y st aff 

d uri n g st u d y visits or t h os e i d e ntifi e d d uri n g r e vi e w of m e di c al r e c or ds  or s o ur c e d o c u m e nts. S oli cit e d A Es 

wit h a n o ns et aft er t h e 7 -d a y s oli cit ati o n p eri o d (d a y 1 -7) will b e c o nsi d er e d u ns oli cit e d A Es. A n u ns oli cit e d 

A E is d efi n e d as a n y A E t h at is v ol u nt e er e d fr o m t h e p arti ci p a nt a n d o c c urs wit hi n 2 8 d a ys aft er v a c ci n ati o n  

(d a y 1 -2 8) . 

T h e p er c e nt a g e of p arti ci p a nts wit h u ns oli cit e d A Es o ns et d at e wit hi n d a y 1 -2 8 will b e pr o vi d e d b y a g e gr o u p, 

d os e  gr o u p, b y gr a d e, o ut c o m e a n d c a us alit y  ( a n y, f at al, c a us all y r el at e d, f at al/ c a us all y r el at e d). 

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  u ns oli cit e d A Es o ns et d at e wit hi n d a y 1 -2 8 will b e pr o vi d e d  

b y S O C a n d P T f or e a c h d os e  gr o u p ( a n y gr a d e, gr a d e 3, r el at e d) . 

U ns oli cit e d A Es will b e  s u m m ari z e d a n d li st e d  u p t o d a y 2 8 aft er st u d y v a c ci n ati o n  (d a y 1 -2 8) .  

A d at a listi n g f or all  U ns oli cit e d A Es will b e pr o vi d e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

9. 1. 6  A d v e rs e E v e nts of S p e ci al I nt e r est  

A n A E SI (s eri o us or n o n s eri o us) is d efi n e d as a n A E or S A E of s ci e ntifi c a n d m e di c al c o n c er n s p e cifi c t o t h e 

s p o ns or’s pr o d u ct or pr o gr a m,  f or w hi c h o n g oi n g m o nit ori n g a n d r a pi d c o m m u ni c ati o n b y t h e i n v e sti g at or t o 

t h e s p o ns or c o ul d b e a p pr o pri at e (I C H E 2 F; CI O M S VI). 

A d v ers e e v e nts of s p e ci al i nt er est will i n cl u d e t h e f oll o wi n g e v e nts:  

●  Vir ol o gi c all y c o nfir m e d  C o vi d -1 9  (s e e pr ot o c ol s e cti o n 6. 4  f or d efi niti o ns) 

3 1 J a n 2 0 2 3 St atisti c al A n al ysis Pl a n 3 | V V- T M F- 8 8 5 0 1 4 3 | 1. 0

A p
pr

o v
e d

D o w nl o a d e d b y B u a n g M otl o b a o n 1 1 J ul 2 0 2 4



Gl a x o S mit h Kli n e Bi ol o gi c als S A   St ati sti c al A n al ysi s Pl a n  
C V 2 S A R S -C V 0 5 0 1 -0 1 2 B S T ( 2 1 8 5 9 5)  D at e Iss u e d: 3 1 J A N2 0 2 3  

2 3  
   

●  P ot e nti al i m m u n e -m e di at e d dis or d ers  (s e e pr ot o c ol s e cti o n 1 3. 4  f or d efi niti o ns) 

●  A n a p h yl a xis or s e v er e h y p ers e nsiti vit y wit hi n 2 4 h o urs aft er st u d y v a c ci n e a d mi nistr ati o n  

●  M y o c ar ditis  

●  P eri c ar ditis  

A E SIs will b e i d e ntifi e d usi n g M e d D R A q u eri es a n d I n v esti g at or i d e ntifi c ati o n as p er e C R F. R ef er t o 
a p p e n di x 1 5. 3.  M e d D R A q u eri es f or i d e ntif yi n g A E SIs  f or d et ail s o n t h es e q u eri es. 

T h e p er c e nt a g e of p arti ci p a nts wit h A E SIs  wit h o ns et d at e wit hi n d a y 1 -2 8 a n d wit hi n d a y 1 -1 8 0,  i d e ntifi e d 

b y eit h er t h e i n v esti g at or or b y M e d D R A q u eri es , will b e pr o vi d e d b y S O C a n d P T  f or e a c h d os e gr o u p.  

Si mil arl y, A E SIs t h at ar e r el at e d t o C O VI D -1 9 will b e pr es e nt e d i n a s e p ar at e listi n g b y a g e gr o u p, d os e gr o u p 

a n d p arti ci p a nt n u m b er . 

A E SIs will b e r e p ort e d u ntil e xit fr o m st u d y ( u p t o d a y 1 8 0 aft er t h e st u d y v a c ci n e  a d mi nistr ati o n , d a y 1 -1 8 0 ). 

9. 1. 7  S e ri o u s A d v e rs e E v e nts  

A n S A E is d efi n e d as a n y e v e nt t h at:  

●  R es ult s i n d e at h  

●  Is i m m e di at el y lif e-t hr e at e ni n g 

●  R e q uir es i n p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xisti n g h os pit ali z ati o n  

●  R es ult s i n p ersist e nt or si g nifi c a nt di s a bilit y/i n c a p a cit y  

●  Is a c o n g e nit al a n o m al y/ birt h d ef e ct 

●  Is a n i m p ort ant m e di c al e v e nt t h at m a y n ot r es ult i n d e at h, b e lif e -t hr e at e ni n g, or r e q uir e 

h os pit ali z ati o n b ut, b as e d u p o n a p pr o pri at e m e di c al j u d g m e nt, j e o p ar di z es t h e p arti ci p a nt or m a y 

r e q uir e m e di c al or s ur gi c al i nt er v e nti o n t o pr e v e nt o n e of t h e ot h er o ut c o m es li st e d i n t his d efi niti o n. 

E x a m pl es of s u c h m e di c al e v e nts i n cl u d e all er gi c br o n c h os p as m r e q uiri n g i nt e nsi v e tr e at m e nt i n a n 

e m er g e n c y r o o m or at h o m e, bl o o d d ys cr asi as or c o n v ulsi o ns t h at d o n ot r es ult i n i n p ati e nt 

h os pit ali z ati o n, or t h e d e v el o p m e nt of dr u g d e p e n d e n c y or dr u g a b us e.  All e v e nts of m y o c ar ditis a n d  

p eri c ar ditis will b e c o nsi d er e d i m p ort a nt m e di c al e v e nts a n d S A Es (s e e pr ot o c ol s e cti o n 6. 1. 3).  

T h e p er c e nt a g e of p arti ci p a nts wit h S A Es o ns et d at e wit hi n d a y 1 -1 8 0  will b e pr o vi d e d b y d os e  gr o u p, b y 

gr a d e, o ut c o m e a n d c a us alit y . 

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 S A E  o ns et d at e wit hi n d a y 1 -2 8 a n d wit hi n d a y 1 -1 8 0 will b e 

s u m m ari z e d  b y S O C, P T a n d c as u alit y f or e a c h d os e gr o u p ( a n y, f at al, c a u s all y r el at e d, f at al/ c a us all y r el at ed) . 

S A Es will b e  s u m m ari z e d a n d li st e d  fr o m t h e ti m e p arti ci p a nt si g ns t h e I C F u ntil e xit fr o m st u d y ( u p t o d a y 

1 8 0 aft er t h e st u d y v a c ci n e a d mi nistr ati o n , d a y 1 -1 8 0 ). 
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A d at a listi n g f or all S A Es will b e pr o vi d e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

9. 1. 8  M e di c all y Att e n d e d A d v e rs e E v e nts  

M e di c all y att e n d e d a d v er s e e v e nts ( M A A Es) is d efi n e d as a n A E t h at r es ult s i n a visit t o a m e di c al 

pr of essi o n al  ( e g, t el e p h o n e c all, p h ysi ci a n’s offi c e visit, ur g e nt c ar e visit, e m er g e n c y r o o m visit  or  

h os pit ali z at i o n). S c h e d ul e d st u d y visits will n ot b e c o nsi d er e d m e di c all y att e n d e d visits. M e di c all y att e n d e d 

a d v ers e e v e nts r el at e d t o st u d y v a c ci n ati o n ar e t o b e r e p ort e d fr o m t h e ti m e of first st u d y v a c ci n ati o n u ntil 

c o m pl eti o n of t h e p arti ci p a nt’s l ast st u d y -r el ate d pr o c e d ur e, w hi c h m a y i n cl u d e c o nt a ct f or s af et y f oll o w -u p.  

T h e p er c e nt a g e of p arti ci p a nts wit h M A A E  o ns et d at e wit hi n d a y 1 -1 8 0  will b e pr o vi d e d b y d os e  gr o u p  a n d  

b y gr a d e.  

All M A A Es a n d tr e at m e nt -r el at e d M A A Es wit h o ns et d at e wit hi n d a y 1 -2 8 a n d wit hi n  d a y 1 -1 8 0 will b e 

pr es e nt e d i n s e p ar at e s u m m ar y t a bl es f or e a c h d o s e a n d a g e gr o u p a n d t ot al b y S O C a n d P T. All M A A Es will 

b e pr es e nt e d i n a d at a listi n g b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

M A A Es will b e r e p ort e d i n b ot h li sti n gs a n d s u m m ari es fr o m t h e ti m e p arti ci p a nt si g ns t h e I C F u ntil e xit fr o m 

st u d y ( u p t o d a y 1 8 0 aft er t h e st u d y v a c ci n e a d mi nistr ati o n , d a y 1 -1 8 0 ). 

9. 1. 9  A d v e rs e E v e nts L e a di n g t o T r e at m e nt Dis c o nti n u ati o n  

N ot a p pli c a bl e.  

9. 1. 1 0  A d v e rs e E v e nts L e a di n g t o St u d y Dis c o nti n u ati o n  

A d v ers e e v e nts l e a di n g t o st u d y dis c o nti n u ati o n ar e i d e ntifi e d o n t h e st u d y dis p ositi o n p a g e of t h e e C R F b y 

t h e A E n u m b er. 

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 E l e a di n g t o di s c o nti n u ati o n wit h o ns et d at e wit hi n d a y 1 -2 8 

will b e s u m m ari z e d b y S O C  a n d P T  f or e a c h d os e gr o u p. 

A Es l e a di n g t o st u d y dis c o nti n u ati o n will b e pr es e nt e d a n d a d at a li sti n g will b e pr o vi d e d b y a g e gr o u p, d os e 

gr o u p a n d p arti ci p a nt n u m b er.  

9. 1. 1 1  D e at h  

T h e s u m m ar y of A Es wit h a n o ut c o m e of “ F at al ”  wit h  o ns et d at e wit hi n d a y 1 -1 8 0  will als o  b e pr es e nt e d b y 

S O C. T h e S O Cs will pr es e nt e d al p h a b eti c all y. Wit hi n e a c h S O C, t h e P Ts will b e pr es e nt e d i n al p h a b eti c al 

or d er.  

All p arti ci p a nts w h o h a v e a n A E wit h a n o ut c o m e of “ D e at h ” will b e pr es e nt e d i n a li sti n g b y a g e gr o u p, d os e 

gr o u p a n d p arti ci p a nt n u m b er.  

D e at hs will b e r e p ort e d f or b ot h s u m m ari es a n d li sti n gs fr o m t h e ti m e p arti ci p a nt si g ns t h e I C F u ntil e xit fr o m 

st u d y ( u p t o d a y 1 8 0 aft er t h e st u d y v a c ci n e a d mi nistr ati o n , d a y 1 -1 8 0 ). 
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9. 2  Cli ni c al L a b o r at o r y E v al u ati o ns  

T h e f oll o wi n g l a b or at or y ass ess m e nts will b e p erf or m e d:  

H e m at ol o g y:  B as o p hils, e osi n o p hil s, er yt hr o c yt es (r e d bl o o d c ell s), h e m o gl o bi n, 

l e u k o c yt es ( w hit e bl o o d c ell s), l y m p h o c yt es, m o n o c yt es, n e utr o p hils, 

a n d pl at el ets  

C h e mi str y:  Al a ni n e  a mi n otr a nsf er as e,  al k ali n e  p h os p h at as e, as p art at e 

a mi n otr a nsf er as e, t ot al a n d dir e ct bilir u bi n, bl o o d ur e a nitr o g e n, a n d 

cr e ati ni n e  

S A R S -C o V -2:  •  S A R S -C o V -2 s er ol o g y ( a nti b o d y) will i n cl u d e N pr ot ei n f or 

pr e v a c ci n ati o n a n d p ost v a c ci n ati o n ti m e p oi nt s.  

•  S A R S -C o V -2 R T -P C R ( n as o p h ar y n g e al or mi d -t ur bi n at e s w a b) 

HI V/ H B V/ H C V  •  H e p atiti s B s urf a c e a nti g e n t est  

•  HI V 4t h g e n er ati o n a nti g e n/ A b t est  

•  A nti -H C V A b t est ( a n d R N A t est if a nti -H C V A b p ositi v e)  

Ot h er a n al ys es:  F e m al e p arti ci p a nts of c hil d b e ari n g p ot e nti al:  

•  β -h u m a n c h ori o ni c g o n a d otr o pi n (s er u m t est at s cr e e ni n g; uri n e 

t est at a d diti o n al ti m e p oi nt s)  

•  S er u m F S H, t o c o nfir m p ost m e n o p a us al st at us  

I n di vi d u al s af et y l a b or at or y m e as ur e m e nts f or h e m at ol o g y, c h e mi str y a n d c o a g ul ati o n l a b or at or y p a n el will 

b e pr o vi d e d. All listi n gs will i n cl u d e t h e c o h ort, st u d y v a c ci n e, p arti ci p a nts I D, l a b or at or y t est n a m e r es ult, 

d at e a n d ti m e of m e as ur e m e nts, r ef er e n c e r a n g e, a n d fl a g f or m e as ur e m e nts t h at ar e o utsi d e t h e r ef er e n c e 

r a n g e a n d s ort e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

L a b or at or y a b n or m aliti es will b e gr a d e d f or s e v erit y usi n g t h e F D A t o xi cit y  gr a di n g t a bl e ( D H H S 2 0 0 7). 

Cli ni c all y r el e v a nt l a b or at or y a b n or m aliti es will b e  r e p ort e d as A Es usi n g t h e A E gr a di n g . 

A s u m m ar y of p ati e nts wit h a n a b n or m al l a b or at or y v al u e aft er st u d y v a c ati o n ( u p t o D a y 8) will b e pr es e nt e d.  

A n a b n or m al l a b or at or y i s d efi n e d as a n y v al u e o utsi d e of t h e n or m al r a n g e.  

A b y -p arti ci p a nt li sti n g will b e pr o vi d e d f or pr e g n a n c y t est b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

9. 3  Vit al Si g n M e as u r e m e nts  

Vit al si g n m e as ur e m e nts will i n cl u d e s yst oli c a n d di ast oli c bl o o d pr ess ur e, p uls e r at e, r es pir at or y r at e, a n d 

b o d y t e m p er at ur e. O bs er v e d v al u es a n d c h a n g es fr o m b as eli n e will b e s u m m ari z e d f or e a c h vit al si g n 

p ar a m et er b y ti m e p oi nt, a n d d os e gr o u p . 
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A s u p p orti n g b y -p arti ci p a nt listi n g of vit al si g n p ar a m et ers al o n g wit h t h e i n v esti g at or ass ess m e nt will b e 

pr o vi d e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

9. 4  P h ysi c al E x a mi n ati o n  

A c o m pl et e p h ysi c al e x a mi n ati o n i n cl u di n g h ei g ht a n d w ei g ht will b e p erf or m e d at S cr e e ni n g. S y m pt o m -

dir e ct e d p h ysi c al e x a mi n ati o ns will b e p erf or m e d as cli ni c all y i n di c at e d at s u bs e q u e nt vi sit s. T h e r es ult s of t h e 

p h ysi c al e x a mi n ati o n fi n di n gs will b e li st e d b y p arti ci p a nts a n d d os e gr o u p , a n d s ort e d b y a g e gr o u p, d os e 

gr o u p a n d p arti ci p a nt n u m b er.  

9. 5  El e ct r o c a r di o g r a m  

At s cr e e ni n g a n d at t h e D a y 8 visit, all p arti ci p a nts will b e ass ess e d b y 1 2-l e a d EC G f or e vi d e n c e of  

as y m pt o m ati c m y o c ar ditis or p eri c ar ditis . T h e r es ult s of t h e el e ctr o c ar di o gr a m fi n di n gs will b e li st e d b y 

p arti ci p a nts a n d d os e gr o u p, a n d s ort e d b y a g e gr o u p, d os e gr o u p a n d p arti ci p a nt n u m b er.  

1 0  P h a r m a c o ki n eti cs  

N ot a p pli c a bl e.  

1 1  P h a r m a c o d y n a mi cs  

N ot a p pli c a bl e.  

1 2  I nt e ri m A n al ysis  

T h er e ar e 2 pl a n n e d i nt eri m a n al ys es of s af et y a n d i m m u n o g e ni cit y d at a f or at l e ast n e utr ali zi n g A b tit ers 

a g ai nst S A R S -C o V -2 W T, O mi cr o n  B A. 1  or  B A. 5  v ari a nt ps e u d o vir us es. A first i nt eri m a n al ysis of s af e t y 

a n d i m m u n o g e ni cit y d at a c o v eri n g at l e ast n e utr ali zi n g A b tit ers a g ai nst ps e u d o vir us b e ari n g S pr ot ei n fr o m 

W T, O mi cr o n  B A. 1  or B A. 5  S A R S -C o V -2 u p t o 1 4 d a ys aft er st u d y v a c ci n e a d mi nistr ati o n i n p arti ci p a nts 

e nr oll e d i n C o h orts 1, 2, a n d 3 will b e p erf or m e d  i n cl u di n g at l e ast d a y 1 a n d d a y 1 5 d at a. A s e c o n d i nt eri m 

a n al ysis of s af et y a n d i m m u n o g e ni cit y d at a c o v eri n g at l e ast n e utr ali zi n g A b tit ers a g ai nst ps e u d o vir us 

b e ari n g S pr ot ei n fr o m W T, O mi cr o n  B A. 1 , or B A. 5 S A R S -C o V -2 will b e p erf or m e d 1 4 d a ys aft er 

p arti ci p a nts i n C o h orts 4 a n d 5 h a v e r e c ei v e d st u d y v a c ci n e  i n cl u di n g at l e a st d a y 1 a n d d a y 1 5 d at a i n 

C o h orts 4 a n d 5 a n d d a y 2 9 d at a i n a d diti o n i n C o h orts 1, 2 a n d 3 .  

F urt h er t o t h e a b o v e t h e first i nt eri m will b e b as e d o n t h e P N A d at a. A v ail a bl e bi n di n g I g G d at a at t h e ti m e of 

t h e first i nt eri m will b e i n cl u d e d, b ut it i s n ot r e q u est e d t o h a v e 1 0 0 % of t h es e d at a at t h e ti m e of t h e first 

i nt eri m a n al ysis. F or P N A, B A. 1, B A. 5 a n d W u h a n ( a n c estr al str ai n, c o m p ar at or wit h C V 2 C o V) will b e 

pri oriti z e d ( pri orit y # 1). B A. 2 c a n b e d o n e as pri orit y # 2.  R e g ar di n g c o h ort 6 a n d 7 (l o w est d os es), it is 

u ns ur e at t his st a g e w h et h er t h es e c o h orts will b e e nr oll e d as it will d e p e n d o n t h e d at a g e n er at e d at 1 2 m c g.    

T h e s af et y s et  will b e us e d f or t h e i nt eri m i m m u n o g e ni cit y a n al ys es. 
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1 3  C h a n g es i n t h e Pl a n n e d A n al ysis  

B e c a us e t h e ass a ys ar e n ot f ull y v ali d at e d v al u es b el o w L L O Q or a b o v e U L O Q t h e y will b e us e d as r el e as e d.  

R es ult s r el e as e d as b el o w a v al u e will b e assi g n e d 0. 5 *t h e v al u e. R es ult s r el e as e d as a b o v e a v al u e will b e 

assi g n e d t h e v al u e.  

1 4  R ef e r e n c es  

D e p art m e nt of H e alt h a n d H u m a n S er vi c es ( D H H S), F o o d a n d Dr u g A d mi ni str ati o n, C e nt er f or Bi ol o gi cs 

E v al u ati o n a n d R es e ar c h ( U S). G ui d a n c e f or i n d ustr y. T o xi cit y gr a di n g s c al e f or h e alt h y a d ult a n d a d ol es c e nt 

v ol u nt e ers e nr oll e d i n pr e v e nt ati v e v a c ci n e cli n i c al tri als. S e pt e m b er 2 0 0 7 [ cit e d 2 0 2 1 J ul 0 9]. A v ail a bl e 

fr o m: htt ps:// w w w.f d a. g o v/ m e di a/ 7 3 6 7 9/ d o w nl o a d  

W orl d H e alt h Or g a ni z ati o n ( W H O). W H O c or o n a vir us ( C O VI D -1 9) d as h b o ar d [I nt er n et] . 2 0 2 1 [ cit e d 2 0 2 1 

J ul 0 7]. A v ail a bl e fr o m: htt ps:// c o vi d 1 9. w h o.i nt/
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1 5  A p p e n di c es  

1 5. 1  S c h e d ul e of E v e nts  

 S c r e e ni n g a  D 1  D 4  D 8  D 1 5  D 2 9  D 9 1  D 1 8 1 
( E O S) 

 

E T  
Visit  

U ns c h e d ul e d 
Visit f o r 

S us p e ct e d 
C O VI D 1 9  

U ns c h e d ul e d 
C O VI D -1 9 

C o n v al es c e nt 
Visit  

Wi n d o w  D – 1 4  t o – 1  0  ± 1  ± 1  ± 3  ± 3  ± 5  ± 7  N A  N A  N A  
Visit  1  2  P h o n e  3  4  5  6  7  N A  N A  N A  
I nf or m e d c o n s e nt  X            
I n cl u si o n/ e x cl usi o n X            
R e a ss e ss st u d y v a c ci n e eli gi bilit y b   X           
D e m o gr a p hi cs  X            
M e di c al hist or y (i n cl u di n g v a c ci n ati o n 
hist or y)  

X            

Pr e g n a n c y t est c  X  X           

P h ysi c al e x a mi n ati o n f X  X   X  X  X  X  X  X  X  X  
Vit al si g n m e a s ur e m e nts g  X  X   X  X  X  X  X  X  X  X  
Vir al s cr e e ni n g a ss a ys h  X            
H e m at ol o g y a n d s er u m c h e mi str y h  X  X d   X         

Gr o u p assi g n m e nt f or P art A/ 
R a n d o mi z ati o n f or P art B  

 X           

I niti at e e Di ar y f or s oli cit e d A E s i  X           
1 2 -l e a d E C G e x a mi n ati o n  X    X         
Sit e st aff r e vi e w of e Di ar y   X  X         

C O VI D -1 9 ass es s m e nt k           X k  X k  
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N ot e: D u e t o t h e o n g oi n g p a n d e mi c, f oll o w -u p visit s m a y b e c o m pl et e d vi a t el e p h o n e c alls, c o nsist e nt wit h l o c al r e g ul ati o ns.  

a.  If t h e i n v e sti g at or b eli e v es t h er e is a r e a s o n a bl e j ustifi c ati o n t o d o s o, all s cr e e ni n g pr o c e d ur es m a y b e r e p e at e d ( m a xi m u m 1 r es cr e e ni n g p er p arti ci p a nt is all o w e d). O nl y 
r es ult s fr o m t h e r es cr e e ni n g vi sit, if it o c c ur s, will b e t a k e n i nt o c o nsi d er ati o n a n d r e c or d e d i n t h e e C R F. T h e p arti ci p a nt c a n o nl y b e v a c ci n at e d o n c e t h e i n v esti g at or 
r e c ei v es t h e r es ults a n d c o nfir ms t h e eli gi bilit y crit eri a.    

b.  Pri or  t o st u d y v a c ci n e a d mi ni str ati o n, p arti ci p a nts will b e r e a ss es s e d f or d e v el o p m e nt of a n y n e w c o n diti o n t h at w o ul d b e c o nsi d er e d e x cl u si o n ar y i n cl u di n g a c ut e ill n es s or 
pr e g n a n c y. As s es s m e nt will b e b as e d o n pr e g n a n c y t est r es ults, p arti ci p a nt -r e p ort e d s y m pt o m ol o g y, vit al si g n m e a s ur e m e nts, a n d p h ysi c al e x a mi n ati o n fi n di n g s.  

c.  A s er u m pr e g n a n c y t est will b e p erf or m e d at s cr e e ni n g i n W O C B P. A uri n e pr e g n a n c y t est b y di p sti c k will b e p erf or m e d pri or t o  st u d y v a c ci n ati o n. N e g ati v e c o nfir m ati o n 
is r e q uir e d pri or t o st u d y v a c ci n e a d mi nistr ati o n. Pr e g n a n c y t est m a y b e r e p e at e d at a n u n s c h e d ul e d vi sit p er i n v esti g at or’ s dis cr eti o n.  

d.  O n d a y 1, t h e bl o o d s a m pl e s h o ul d b e c oll e ct e d b ef o r e  st u d y v a c ci n e a d mi nistr ati o n.  

e.  

f. A c o m pl et e p h ysi c al e x a mi n ati o n i n cl u di n g h ei g ht a n d w ei g ht will b e p erf or m e d at s cr e e ni n g. S y m pt o m -dir e ct e d p h ysi c al e x a mi n ati o ns will b e p erf or m e d as cli ni c all y 
i n dic at e d at s u b s e q u e nt vi sits.  

g.  Vit al si g n m e a s ur e m e nts (t e m p er at ur e, p uls e r at e, o x y g e n s at ur ati o n b y p uls e o xi m etr y, r es pir ati o n r at e, a n d bl o o d pr ess ur e) s h o ul d b e c oll e ct e d b ef or e a n d aft er st u d y 
v a c ci n ati o n o n D 1. Vit al si g n m e a s ur e m e nt s s h o ul d b e p erf or m e d b ef or e a n y s c h e d ul e d bl o o d c oll e cti o n. P arti ci p a nts w h o ar e f e bril e (t e m p er at ur e ≥ 3 8. 0 ° C or ≥ 1 0 0. 4 ° F) 
b ef or e st u d y v a c ci n ati o n o n D 1 s h o ul d b e r es c h e d ul e d f or st u d y v a c ci n ati o n wit hi n t h e r el e v a nt wi n d o w p eri o d.  

h.  Cli ni c al s af et y l a b or at or y t esti n g will i n cl u d e h e m at ol o g y a n d s er u m  c h e mistr y. S cr e e ni n g l a b or at or y t ests m a y b e r e p e at e d o n c e f or e nr oll m e nt r e q uir e m e nts. At 
u n s c h e d ul e d vi sits, cli ni c al s af et y l a b or at or y t e sti n g m a y b e p erf or m e d p er i n v esti g at or’ s dis cr eti o n. Vir al s cr e e ni n g as s a ys  i n cl u d e HI V 1/ 2 A nti g e n/ A b, h e p atitis B s urf a c e 
a nti g e n ( H B s A g) a n d h e p atitis C vir us a nti b o di es ( H C V A b s). T esti n g f or H C V R N A will b e p erf or m e d i n p arti ci p a nt s w h o t est p o siti v e f or H C V A b.  

i. A n e Di ar y will b e i niti at e d f or d ail y r e c or di n g b y t h e p arti ci p a nt of s oli cit e d l o c al a n d s yst e mi c a d v e r s e e v e nts. 

j. S oli cit e d l o c al a n d s yst e mi c A E s will b e c oll e ct e d d uri n g  t h e 7 d a ys aft er st u d y v a c ci n ati o n vi a e Di ari es. U ns oli cit e d A Es will b e c oll e ct e d f or 2 8 d a ys aft er st u d y 
v a c ci n ati o n. S A E s, M A A Es, a n d A E SIs will b e c oll e ct e d f or t h e d ur ati o n of t h e s t u d y.  

k.  All s u s p e ct e d c a s es of C O VI D -1 9 i n st u d y p arti ci p a nt s will b e di a g n o s e d a n d cli ni c all y e v al u at e d a c c or di n g t o t h e d efi niti o ns pr o vi d e d i n S e cti o n  6. 1. 2. S u c h p arti ci p a nts 
m a y h a v e  u ns c h e d ul e d st u d y sit e visits a n d n as o p h ar y n g e al R T -P C R t esti n g f or S A R S -C o V -2. A n u n s c h e d ul e d vi sit m a y  b e p erf or m e d f or p arti ci p a nts r e p orti n g s y m pt o ms 
c o nsist e nt wit h C O VI D -1 9. A n i niti al visit s h o ul d b e s c h e d ul e d u p o n r e p ort of s y m pt o m o ns et, pr ef er a bl y wit hi n 3 d a ys of s y m pt o m o ns et. Alt er n ati v el y, a n i n v e sti g at or 
m a y utili z e p arti ci p a nt m e di c al r e c or d s fr o m n o n -st u d y c ar e pr o vi d er s t o v erif y w h et h er a p arti ci p a nt w a s i nf e ct e d wit h S A R S -C o V -2. A n a d diti o n al u ns c h e d ul e d,  C O VI D -
1 9 c o n v al es c e nt vi sit will b e pr ef er a bl y c o n d u ct e d wit hi n t h e m o nt h aft er t h e p arti ci p a nt i s c o nfir m e d wit h C O VI D -1 9. At t h e c o n v al es c e nt visit, t h e i n v esti g at or will s e e k 
m e di c al r e c or d s d o c u m e nti n g a n y tr e at m e nts a n d h o s pit ali z ati o ns r el at e d t o C O VI D -1 9.  
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1 5. 3.  M e d D R A q u e ri es f o r i d e ntif yi n g A E S Is  

 

T h e t a bl es b el o w ar e M e d D R A v ersi o n s p e cifi c a n d m a y b e r e vis e d wit h a n e w M e d D R A v ersi o n : 

T a bl e 1 5 1  P r ef e r r e d t e r ms f o r A E S Is w hi c h a r e n ot pI M Ds  

M y o c ar ditis  

A ut oi m m u n e m y o c ar ditis  
E o si n o p hili c m y o c ar diti s  
Gi a nt c ell m y o c ar diti s;  

H y p er s e n siti vit y m y o c ar ditis  
I m m u n e-m e di at e d m y o c ar diti s  

M y o c ar ditis  

P eri c ar ditis  

A ut oi m m u n e p eri c ar ditis  
P eri c ar ditis  

P eri c ar ditis a d h esi v e  
P eri c ar ditis c o nstri cti v e  

Pl e ur o p eri c ar ditis  
S e v er e H y p er s e nsiti vit y  Gr a d e 3 u ns oli cit e d A Es u n d er M e d D R A S M Q 

h y p er s e nsiti vit y, n arr o w s e ar c h (i n cl u d es a n a p h yl a xi s), wit h a n 
o ns et wit hi n 2 4 h o ur s aft er v a c ci n ati o n  

C O VI D 1 9 i nf e cti o n will b e b as e d o n P C R t est (t h er e is n o M E D R A q u er y)  
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T a bl e 1 5 2   P r ef e r r e d t e r ms f o r A E S Is w hi c h a r e p I M Ds  

E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  

M e d D R A P T  P T C o d e  

N e ur oi nfl a m m at or y 
dis or d er s  

Cr a ni al n er v e dis or d er s 
a n d i nfl a m m ati o n s  
 

A n o s mi a  1 0 0 0 2 6 5 3  
IIIr d n er v e p ar al ysi s 1 0 0 2 1 2 8 3  
IIIr d n er v e p ar esis 1 0 0 5 4 2 0 2  
I Vt h n er v e p ar al ysi s 1 0 0 2 3 1 1 0  
I Vt h n er v e p ar esis 1 0 0 5 4 2 0 1  
Tri g e mi n al p als y  1 0 0 4 9 7 8 8  
Tri g e mi n al n er v e p ar esis  1 0 0 6 8 0 0 8  
VIt h n er v e p ar al ysi s  1 0 0 4 7 6 4 1  
VIt h n er v e p ar esis  1 0 0 7 1 0 4 4  
F a ci al p ar al ysi s  1 0 0 1 6 0 6 2  
F a ci al p ar esis  1 0 0 5 1 2 6 7  
A c o usti c n e uritis  1 0 0 6 3 1 6 2  
Gl o ss o p h ar y n g e al n er v e p ar al ysi s  1 0 0 5 1 2 7 0  
T o n g u e p ar al ysi s  1 0 0 4 3 9 7 2  
V a g us n er v e p ar al ysis  1 0 0 6 4 6 6 1  
V o c al c or d p ar al ysis  1 0 0 4 7 6 7 4  
V o c al c or d p ar esis  1 0 0 4 9 2 3 4  
XIt h n er v e p ar al ysi s  1 0 0 4 8 8 4 2  
H y p o gl o s s al n er v e p ar al ysi s  1 0 0 6 9 4 5 0  
H y p o gl o s s al n er v e p ar esis  1 0 0 6 7 1 2 9  
B ul b ar p als y  1 0 0 0 6 5 4 2  
O c ul of a ci al p ar al ysi s  1 0 0 3 0 0 6 9  
N e uritis cr a ni al  1 0 0 2 9 2 4 4  
Cr a ni al n er v e dis or d er  1 0 0 6 1 0 9 3  
P ar esis cr a ni al n er v e  1 0 0 6 1 9 1 1  
Cr a ni al n er v e p ar al ysis  1 0 0 6 1 9 0 8  
Cr a ni al n er v e p alsi e s m ulti pl e  1 0 0 1 1 3 1 4  
O pti c n e uritis  1 0 0 3 0 9 4 2  

M ulti pl e s cl er o si s  M ulti pl e s cl er o si s  1 0 0 2 8 2 4 5  
R a di ol o gi c all y is ol at e d s y n dr o m e  1 0 0 7 9 2 9 2  
Pri m ar y pr o gr es si v e m ulti pl e s cl er o sis  1 0 0 6 3 4 0 1  
Pr o gr essi v e m ulti pl e s cl er o sis  1 0 0 5 3 3 9 5  
M ar b ur g's v ari a nt m ulti pl e s cl er o sis  1 0 0 6 7 0 6 7  
S e c o n d ar y pr o gr essi v e m ulti pl e s cl er o sis  1 0 0 6 3 4 0 0  
M ulti pl e s cl er o si s r el a p s e  1 0 0 4 8 3 9 3  
R el a p si n g m ulti pl e s cl er o si s  1 0 0 8 0 7 0 0  
M ulti pl e s cl er o si s r el a p s e pr o p h yl a xis  1 0 0 7 0 4 9 5  
Pr o gr essi v e r el a p si n g m ulti pl e s cl er o sis  1 0 0 6 7 0 6 3  
R el a p si n g -r e mitti n g m ulti pl e s cl er o sis  1 0 0 6 3 3 9 9  
T u m ef a cti v e m ulti pl e s cl er o si s  1 0 0 7 8 5 5 6  
E x p a n d e d dis a bilit y st at us s c al e s c or e d e cr e a s e d  1 0 0 7 1 3 8 5  
E x p a n d e d dis a bilit y st at us s c al e s c or e i n cr e a s e d  1 0 0 7 1 3 8 4  

M y eliti s / Tr a ns v er s e 
m y eliti s  

M y eliti s tr a n s v er s e  1 0 0 2 8 5 2 7  
M y eliti s  1 0 0 2 8 5 2 4  
A c ut e fl a c ci d m y eliti s  1 0 0 8 2 0 9 7  
N o ni nf e cti o us m y eliti s  1 0 0 7 1 7 6 4  

G uill ai n -B arr é s y n dr o m e  G uill ai n -B arr é s y n dr o m e  1 0 0 1 8 7 6 7  
Mill er Fis h er s y n dr o m e  1 0 0 4 9 5 6 7  

A c ut e dis s e mi n at e d 
e n c e p h al o m y elitis a n d 

D e m y eli n ati o n  1 0 0 1 2 3 0 5  
I ntr a m y eli ni c o e d e m a 1 0 0 8 3 0 3 8  
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E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  

M e d D R A P T  P T C o d e  

d e m y eli n ati o n (i n cl u di n g 
sit e s p e cifi c v ari a nts)  

A ut oi m m u n e d e m y eli n ati n g di s e a s e  1 0 0 7 5 6 8 8  
Cli ni c all y is ol at e d s y n dr o m e  1 0 0 7 1 0 6 8  
L e u k o e n c e p h al o m y elitis  1 0 0 4 8 9 9 9  
L e u k o e n c e p h al o p at h y  1 0 0 2 4 3 8 2  
A c ut e dis s e mi n at e d e n c e p h al o m y eliti s  1 0 0 0 0 7 0 9  
A c ut e h a e m orr h a gi c l e u k o e n c e p h alitis  1 0 0 5 8 9 9 4  
C o n c e ntri c s cl er o sis  1 0 0 1 0 2 5 2  
E n c e p h alitis p eri a xi ali s diff us a  1 0 0 4 9 0 2 0  
Li m bi c e n c e p h aliti s  1 0 0 7 8 0 1 2  
N e ur o m y eliti s o pti c a s p e ctr u m dis or d er  1 0 0 7 7 8 7 5  
N e ur o m y eliti s o pti c a p s e u d o r el a p s e  1 0 0 8 0 3 5 3  
A ut oi m m u n e e n c e p h al o p at h y  1 0 0 7 5 6 9 1  
Bi c k er st aff's e n c e p h aliti s   1 0 0 7 6 9 8 5  
N o ni nf e cti v e e n c e p h aliti s  1 0 0 7 4 7 1 2  
E n c e p h alitis a ut oi m m u n e  1 0 0 7 2 3 7 8  
I m m u n e-m e di at e d e n c e p h aliti s  1 0 0 8 3 0 7 4  
R as m u ss e n e n c e p h aliti s  1 0 0 7 1 1 4 1  
E n c e p h alitis all er gi c  1 0 0 5 6 3 8 7  
E n c e p h alitis br ai n st e m  1 0 0 4 8 9 9 7  
E n c e p h alitis h a e m orr h a gi c  1 0 0 1 4 5 8 9  
E n c e p h al o m y elitis  1 0 0 1 4 6 1 9  
N o ni nf e cti v e e n c e p h al o m y elitis  1 0 0 7 4 7 1 3  
E n c e p h alitis p o st i m m u nis ati o n  1 0 0 1 4 6 0 2  
P a n e n c e p h alitis  1 0 0 5 6 3 3 2  
E n c e p h alitis t o xi c  1 0 0 1 4 6 0 7  
C hr o ni c l y m p h o c yti c i nfl a m m ati o n wit h p o nti n e 
p eri v as c ul ar e n h a n c e m e nt r es p o nsi v e t o st er oi d s  

1 0 0 7 5 1 9 7  

M y ast h e ni a gr a vis  M y ast h e ni a gr a vis  1 0 0 2 8 4 1 7  
M y ast h e ni a gr a vis crisis  1 0 0 6 2 7 5 8  
O c ul ar m y ast h e ni a  1 0 0 4 9 1 6 8  
M y ast h e ni c S y n dr o m e  1 0 0 2 8 4 2 4  

A ut oi m m u n e / I m m u n e -
m e di at e d p eri p h er al 
n e ur o p at hi e s a n d 
pl e x o p at hi es  

A ut oi m m u n e n e ur o p at h y  1 0 0 7 0 4 3 9  
I m m u n e-m e di at e d n e ur o p at h y  1 0 0 7 8 9 6 3  
N e uritis  1 0 0 2 9 2 4 0  
A nti -m y eli n -a ss o ci at e d gl y c o pr ot ei n ass o ci at e d 
p ol y n e ur o p at h y  

1 0 0 7 8 3 2 4  

S u b a c ut e i nfl a m m at or y d e m y eli n ati n g p ol y n e ur o p at h y  1 0 0 8 1 7 2 6  
C hr o ni c i nfl a m m at or y d e m y eli n ati n g 
p ol yr a di c ul o n e ur o p at h y  

1 0 0 5 7 6 4 5  

L e wi s -S u m n er s y n dr o m e  1 0 0 6 5 5 8 0  
D e m y eli n ati n g p ol y n e ur o p at h y  1 0 0 6 1 8 1 1  
P ol y n e ur o p at h y i di o p at hi c pr o gr essi v e 1 0 0 3 6 1 1 1  
M ultif o c al m ot or n e ur o p at h y  1 0 0 6 5 5 7 9  
A c ut e m ot or -s e ns or y a x o n al n e ur o p at h y  1 0 0 7 6 6 5 7  
A c ut e m ot or a x o n al n e ur o p at h y  1 0 0 7 6 6 5 8  
C er vi c al n e uritis  1 0 0 0 8 2 9 3  
M o n o n e uritis  1 0 0 2 7 9 1 0  
M o n o n e ur o p at h y m ulti pl e x  1 0 0 2 7 9 1 8  
Br a c hi al pl e x o p at h y  1 0 0 6 5 4 1 7  
R a di c ulitis br a c hi al   1 0 0 3 7 7 7 8  
N e ur al gi c a m y otr o p h y  1 0 0 2 9 2 2 9  

N ar c ol e p s y  N ar c ol e p s y  1 0 0 2 8 7 1 3  
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E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  

M e d D R A P T  P T C o d e  

M us c ul o s k el et al 
dis or d er s  

S yst e mi c l u p us 
er yt h e m at o s us  

S yst e mi c l u p us er yt h e m at o s us  1 0 0 4 2 9 4 5  
S L E art hritis  1 0 0 4 0 9 6 8  
C ut a n e o u s l u p us er yt h e m at o s u s  1 0 0 5 6 5 0 9  
A c ut e c ut a n e o us l u p us er yt h e m at o s us  1 0 0 5 7 9 2 8  
C hr o ni c c ut a n e o u s l u p us er yt h e m at o s us  1 0 0 5 7 9 2 9  
S u b a c ut e c ut a n e o u s l u p us er yt h e m at o s u s  1 0 0 5 7 9 0 3  
L u p us c ystitis  1 0 0 7 4 7 1 4  
L u p us e n c e p h alitis  1 0 0 2 5 1 3 0  
L u p us e n d o c ar ditis  1 0 0 5 8 2 2 5  
L u p us e nt eriti s  1 0 0 6 7 7 3 8  
L u p us h e p atiti s  1 0 0 6 7 7 3 7  
L u p us m y o c ar diti s  1 0 0 6 6 3 9 1  
L u p us m y o siti s  1 0 0 7 9 6 4 2  
L u p us n e p hriti s  1 0 0 2 5 1 4 0  
L u p us p a n cr e atitis  1 0 0 6 7 7 5 0  
L u p us pl e uris y  1 0 0 7 3 6 9 4  
L u p us p n e u m o nitis  1 0 0 5 7 4 8 1  
L u p us -li k e s y n dr o m e 1 0 0 5 0 5 5 1  
N e ur o p s y c hi atri c l u p us  1 0 0 6 3 6 6 3  
C e ntr al n er v o us s yst e m l u p u s  1 0 0 7 6 3 2 8  
P eri c ar ditis l u p us  1 0 0 5 8 1 4 9  
P erit o nitis l u p us  1 0 0 6 2 8 9 8  
S yst e mi c l u p us er yt h e m at o s us r as h  1 0 0 4 2 9 4 6  
S yst e mi c l u p us er yt h e m at o s us dis e a s e a cti vit y i n d e x 
a b n or m al  

1 0 0 6 7 6 5 9  

S yst e mi c l u p us er yt h e m at o s us dis e a s e a cti vit y i n d e x 
d e cr e a s e d  

1 0 0 6 7 6 5 8  

S yst e mi c l u p us er yt h e m at o s us dis e a s e a cti vit y i n d e x 
i n cr e a s e d 

1 0 0 6 7 6 5 7  

S yst e mi c S cl er o d er m a  
( S yst e mi c s cl er o sis) 

S cl er o d er m a  1 0 0 3 9 7 1 0  
S cl er o d er m a r e n al crisis  1 0 0 6 2 5 5 3  
S cl er o d er m a as s o ci at e d di git al ul c er  1 0 0 7 3 2 2 9  
R e y n ol d’ s s y n dr o m e  1 0 0 7 0 9 5 3  
S yst e mi c s cl er o sis p ul m o n ar y  1 0 0 4 2 9 5 4  
S yst e mi c s cl er o d er m a  1 0 0 7 8 6 3 8  
A nti -R N A p ol y m er as e III a nti b o d y i n cr e a s e d  1 0 0 8 2 2 8 0  
A nti -R N A p ol y m er as e III a nti b o d y p o siti v e  1 0 0 8 2 2 8 3  
C R E S T s y n dr o m e  1 0 0 1 1 3 8 0  

M us c ul ar A ut oi m m u n e /  
I m m u n e-m e di at e d 
dis or d er s  

P ol y m y al gi a r h e u m ati c a  1 0 0 3 6 0 9 9  
D er m at o m y o sitis  1 0 0 1 2 5 0 3  
P ol y m y o sitis  1 0 0 3 6 1 0 2  
A ut oi m m u n e m y o sitis  1 0 0 8 2 4 1 8  
I m m u n e-m e di at e d m y o sitis  1 0 0 8 3 0 7 3  
J u v e nil e p ol y m y o sitis  1 0 0 7 6 6 7 3  
A nti s y nt h et as e s y n dr o m e  1 0 0 6 8 8 0 1  

R h e u m at oi d art hritis a n d 
ass o ci at e d c o n diti o n s   

R h e u m at oi d art hritis  1 0 0 3 9 0 7 3  
A ut oi m m u n e art hriti s  1 0 0 7 1 1 5 5  
I m m u n e-m e di at e d art hritis  1 0 0 8 3 1 5 5  
L ar y n g e al r h e u m at oi d art hritis 1 0 0 5 9 6 6 9  
R h e u m at oi d l u n g  1 0 0 3 9 0 8 1  
R h e u m at oi d s cl eritis  1 0 0 6 7 4 2 7  
R h e u m ati c br ai n dis e a s e  1 0 0 7 9 4 1 1  
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E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  

M e d D R A P T  P T C o d e  

R h e u m at oi d n e utr o p hili c d er m at o sis  1 0 0 7 2 3 6 2  
R h e u m at oi d n o d ul e  1 0 0 4 8 6 9 4  
J u v e nil e i di o p at hi c art hriti s  1 0 0 5 9 1 7 6  
C o g a n's  s y n dr o m e  1 0 0 5 6 6 6 7  
P ali n dr o mi c r h e u m ati s m  1 0 0 3 3 5 3 4  
Still's di s e a s e  1 0 0 4 2 0 6 1  

S p o n d yl o art hr o p at hi e s  Art hritis r e a cti v e  1 0 0 0 3 2 6 7  
R eit er's s y n dr o m e  1 0 0 3 8 2 9 4  
A n k yl o si n g s p o n d yliti s  1 0 0 0 2 5 5 6  
S p o n d yliti s   1 0 0 6 1 3 7 1  
S p o n d yl o art hr o p at h y  1 0 0 5 1 2 6 5  
J u v e nil e s p o n d yl o art hritis  1 0 0 7 6 6 7 5  
E nt er o p at hi c s p o n d ylitis  1 0 0 7 6 5 4 9  
P s ori ati c art hr o p at h y  1 0 0 3 7 1 6 2  
J u v e nil e p s ori ati c art hriti s  1 0 0 7 6 6 7 4  

R el a p si n g p ol y c h o n driti s  P ol y c h o n dritis  1 0 0 6 5 1 5 9  
Mi x e d c o n n e cti v e tiss u e 
dis e a s e  

O v erl a p s y n dr o m e  1 0 0 6 8 7 8 6  
Mi x e d c o n n e cti v e tiss u e dis e a s e  1 0 0 2 7 7 5 4  

G o ut  G o ut  1 0 0 1 8 6 2 7  
G o ut y art hritis  1 0 0 1 8 6 3 4  
G o ut y t o p h us  1 0 0 1 8 6 4 1  

G astr oi nt e sti n al 
dis or d er s  

I nfl a m m at or y B o w el 
dis e a s e  

Cr o h n's dis e a s e  1 0 0 1 1 4 0 1  
C olitis ul c er ati v e  1 0 0 0 9 9 0 0  
C olitis mi cr o s c o pi c  1 0 0 5 6 9 7 9  
A ut oi m m u n e c olitis  1 0 0 7 5 7 6 1  
I m m u n e-m e di at e d e nt er o c olitis  1 0 0 7 8 9 6 1  
I nfl a m m at or y b o w el dis e a s e 1 0 0 2 1 9 7 2  
Art hritis e nt er o p at hi c  1 0 0 0 3 2 5 3  
Pr o ctitis ul c er ati v e  1 0 0 3 6 7 8 3  
A ut oi m m u n e e nt er o p at h y  1 0 0 8 1 4 5 6  

A ut oi m m u n e / I m m u n e-
m e di at e d p a n cr e atitis  

A ut oi m m u n e p a n cr e atiti s  1 0 0 6 9 0 0 2  
I m m u n e-m e di at e d p a n cr e atiti s  1 0 0 8 3 0 7 2  

C eli a c dis e a s e  C o eli a c dis e a s e  1 0 0 0 9 8 3 9  
Li v er dis or d er s  A ut oi m m u n e / I m m u n e -

m e di at e d h e p at o bili ar y 
dis e a s es  

A ut oi m m u n e h e p atitis  1 0 0 0 3 8 2 7  
I m m u n e-m e di at e d h e p atitis  1 0 0 7 8 9 6 2  
Bili ar y cirr h o sis pri m ar y  1 0 0 0 4 6 6 1  
Pri m ar y bili ar y c h ol a n gitis  1 0 0 8 0 4 2 9  
C h ol a n gitis s cl er o si n g  1 0 0 0 8 6 0 9  

E n d o cri n e a n d 
M et a b oli c dis or d er s  

A ut oi m m u n e / i m m u n e -
m e di at e d t h yr oi d dis e a s es  

A ut oi m m u n e h y p ot h yr oi dis m  1 0 0 7 6 6 4 4  
I m m u n e-m e di at e d h y p ot h yr oi dis m  1 0 0 8 3 0 7 5  
Atr o p hi c t h yr oi diti s  1 0 0 7 7 1 7 2  
A ut oi m m u n e t h yr oi ditis  1 0 0 4 9 0 4 6  
I m m u n e-m e di at e d t h yr oi ditis  1 0 0 8 3 0 7 1  
Sil e nt t h yr oi ditis  1 0 0 7 9 0 1 2  
H as hi m ot o's e n c e p h al o p at h y  1 0 0 6 9 4 3 2  
H as hit o xi c o si s  1 0 0 6 7 8 7 3  
B as e d o w's dis e a s e  1 0 0 0 4 1 6 1  
M ari n e L e n h art s y n dr o m e  1 0 0 6 8 8 2 8  
A ut oi m m u n e t h yr oi d dis or d er  1 0 0 7 9 1 6 5  

A ut oi m m u n e / I m m u n e -
m e di at e d e n d o cri n o p at h y  
( N O S) 

A ut oi m m u n e e n d o cri n e dis or d er  1 0 0 7 8 9 5 3  
I m m u n e-m e di at e d e n d o cri n o p at h y  1 0 0 7 8 9 6 4  
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E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  

M e d D R A P T  P T C o d e  

Di a b et es m ellit us t y p e I  T y p e 1 di a b et es m ellit us  1 0 0 6 7 5 8 4  
F ul mi n a nt t y p e 1 di a b et es m ellit us  1 0 0 7 2 6 2 8  

P ol y gl a n d ul ar a ut oi m m u n e 
s y n dr o m e  

P ol y gl a n d ul ar a ut oi m m u n e s y n dr o m e t y p e I  1 0 0 3 6 0 7 2  
P ol y gl a n d ul ar a ut oi m m u n e s y n dr o m e t y p e II  1 0 0 3 6 0 7 3  
P ol y gl a n d ul ar a ut oi m m u n e s y n dr o m e t y p e III  1 0 0 6 4 1 1 5  

A ut oi m m u n e h y p o p h ysiti s  L y m p h o c yti c h y p o p h ysitis  1 0 0 6 3 6 8 5  
A d dis o n's dis e a s e  A d dis o n's dis e a s e  1 0 0 0 1 1 3 0  

S ki n dis or d er s  P s ori asis  P s ori asis  1 0 0 3 7 1 5 3  
Vitili g o  Vitili g o  1 0 0 4 7 6 4 2  
Er yt h e m a n o d o s u m  Er yt h e m a n o d o s u m  1 0 0 1 5 2 2 6  
Al o p e ci a ar e at a  Al o p e ci a ar e at a  1 0 0 0 1 7 6 1  
Li c h e n pl a n u s  Li c h e n pl a n o pil aris  1 0 0 8 1 1 4 2  

Li c h e n pl a n u s  1 0 0 2 4 4 2 9  
S w e et’s s y n dr o m e  A c ut e f e bril e n e utr o p hili c d er m at o si s  1 0 0 0 0 7 4 8  
A ut oi m m u n e / I m m u n e -
m e di at e d b ull o u s s ki n 
dis e a s es  

P e m p hi g us  1 0 0 3 4 2 8 0  
P e m p hi g oi d  1 0 0 3 4 2 7 7  
D er m atiti s h er p etif or mi s  1 0 0 1 2 4 6 8  
A ut oi m m u n e d er m atiti s  1 0 0 7 5 6 8 9  
I m m u n e-m e di at e d d er m atitis  1 0 0 8 3 1 5 6  

L o c alis e d S cl er o d er m a  M or p h o e a  1 0 0 2 7 9 8 2  
V as c uliti d es  V as c ulitis a n d v as c uliti d es  A c ut e h a e m orr h a gi c o e d e m a of i nf a n c y 1 0 0 7 0 5 9 9  

A d mi nistr ati o n sit e v as c uliti s  1 0 0 7 5 9 6 9  
A nti -n e utr o p hil c yt o pl as mi c a nti b o d y p o siti v e v as c ulitis  1 0 0 5 0 8 9 4  
A ortiti s  1 0 0 0 2 9 2 1  
A p pli c ati o n sit e v as c uliti s  1 0 0 7 6 0 2 7  
Art eriti s  1 0 0 0 3 2 3 0  
Art eriti s c or o n ar y  1 0 0 0 3 2 3 2  
B e h c et's s y n dr o m e  1 0 0 0 4 2 1 3  
C a pill aritis  1 0 0 6 8 4 0 6  
C e ntr al n er v o us s yst e m v as c ulitis  1 0 0 8 1 7 7 8  
C er e br al art eritis  1 0 0 0 8 0 8 7  
C hr o ni c pi g m e nt e d p ur p ur a  1 0 0 7 2 7 2 6  
C ut a n e o u s v a s c ulitis  1 0 0 1 1 6 8 6  
Diff us e v a s c uliti s  1 0 0 1 2 9 7 8  
E o si n o p hili c gr a n ul o m at o sis wit h p ol y a n giiti s  1 0 0 7 8 1 1 7  
Er yt h e m a i n d ur at u m  1 0 0 1 5 2 1 3  
Gr a n ul o m at o si s wit h p ol y a n giitis  1 0 0 7 2 5 7 9  
H a e m orr h a gi c v a s c ulitis  1 0 0 7 1 2 5 2  
H e n o c h -S c h o nl ei n p ur p ur a  1 0 0 1 9 6 1 7  
H e n o c h -S c h o nl ei n p ur p ur a n e p hritis  1 0 0 6 9 4 4 0  
H y p er s e n siti vit y v a s c uliti s  1 0 0 2 0 7 6 4  
I nj e cti o n sit e v a s c ulitis 1 0 0 6 7 9 9 5  
K a w a s a ki's dis e a s e  1 0 0 2 3 3 2 0  
L a n g er h a n s' c ell histi o c yt o sis  1 0 0 6 9 6 9 8  
L u p us v as c ulitis  1 0 0 5 8 1 4 3  
M A GI C s y n dr o m e  1 0 0 7 8 1 3 2  
Mi cr o s c o pi c p ol y a n giitis  1 0 0 6 3 3 4 4  
N o d ul ar v as c uliti s  1 0 0 2 9 4 9 1  
O c ul ar v a s c ulitis  1 0 0 6 6 9 2 6  
O pti c is c h a e mi c n e ur o p at h y  1 0 0 3 0 9 2 4  
O pti c n e ur o p at h y  1 0 0 6 1 3 2 3  
P ol y art eritis n o d o s a  1 0 0 3 6 0 2 4  
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E v e nt C at e g o r y  
I m m u n e -M e di at e d 
Dis o r d e r  
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P ul m o n ar y v a s c ulitis  1 0 0 3 7 4 5 7  
R e n al art eriti s  1 0 0 3 8 3 7 3  
R e n al v as c ulitis  1 0 0 3 8 5 4 6  
R eti n al v a s c ulitis  1 0 0 3 8 9 0 5  
R h e u m at oi d v as c ulitis  1 0 0 4 8 6 2 8  
S e g m e nt e d h y ali nisi n g v as c ulitis  1 0 0 6 7 5 2 7  
T a k a y a s u's art eritis  1 0 0 4 3 0 9 7  
T e m p or al art eritis  1 0 0 4 3 2 0 7  
T hr o m b o a n giiti s o blit er a ns  1 0 0 4 3 5 4 0  
Urti c ari al v as c uliti s  1 0 0 4 8 8 2 0  
V a c ci n ati o n sit e v as c uliti s  1 0 0 7 6 1 9 1  
V as c ul ar p ur p ur a  1 0 0 4 7 0 9 7  
V as c uliti c r as h  1 0 0 4 7 1 1 1  
V as c uliti c ul c er  1 0 0 7 5 7 1 4  
V as c ulitis  1 0 0 4 7 1 1 5  
V as c ulitis g astr oi nt esti n al  1 0 0 4 8 3 1 9  
V as c ulitis n e cr otisi n g  1 0 0 4 7 1 2 4  

Ot h er  St e v e ns -J o h n s o n s y n dr o m e  St e v e ns -J o h n s o n s y n dr o m e  1 0 0 4 2 0 3 3  
Er yt h e m a m ultif or m e  1 0 0 1 5 2 1 8  
T o xi c e pi d er m al n e cr ol ysis  1 0 0 4 4 2 2 3  
SJ S -T E N o v erl a p  1 0 0 8 3 1 6 4  

Bl o o d a ut oi m m u n e / 
i m m u n e-m e di at e d dis o d er s  

A ut oi m m u n e a n a e mi a  1 0 0 8 0 2 4 3  
A ut oi m m u n e h a e m ol yti c a n a e mi a  1 0 0 7 3 7 8 5  
W ar m t y p e h a e m ol yti c a n a e mi a  1 0 0 4 7 8 2 2  
C ol d t y p e  h a e m ol yti c a n a e mi a  1 0 0 0 9 8 6 8  
C o o m b s p o siti v e h a e m ol yti c a n a e mi a  1 0 0 1 0 9 4 1  
E v a n s s y n dr o m e  1 0 0 5 3 8 7 3  
I m m u n e t hr o m b o c yt o p e ni c p ur p ur a  1 0 0 7 4 6 6 7  
T hr o m b o c yt o p e ni c p ur p ur a  1 0 0 4 3 5 6 1  
T hr o m b oti c t hr o m b o c yt o p e ni c p ur p ur a  1 0 0 4 3 6 4 8  
A ut oi m m u n e a pl asti c a n a e mi a  1 0 0 7 1 5 7 6  
A ut oi m m u n e n e utr o p e ni a  1 0 0 5 5 1 2 8  
A ut oi m m u n e p a n c yt o p e ni a  1 0 0 6 9 5 0 9  
I m m u n e-m e di at e d p a n c yt o p e ni a  1 0 0 8 3 0 0 4  
A nti p h o s p h oli pi d s y n dr o m e  1 0 0 0 2 8 1 7  
P er ni ci o us a n a e mi a  1 0 0 3 4 6 9 5  

A ut oi m m u n e / i m m u n e -
m e di at e d 
gl o m er ul o n e p hritis  

Gl o m er ul o n e p hriti s r a pi dl y pr o gr essi v e  1 0 0 1 8 3 7 8  
I g A n e p hr o p at h y 1 0 0 2 1 2 6 3  
I g M n e p hr o p at h y 1 0 0 7 7 2 0 9  
C 1 q n e p hr o p at h y  1 0 0 8 1 4 6 1  
Gl o m er ul o n e p hriti s m e m br a n o us  1 0 0 1 8 3 7 2  
Gl o m er ul o n e p hriti s m e m br a n o pr olif er ati v e  1 0 0 1 8 3 7 0  
M e m br a n o u s -li k e gl o m er ul o p at h y wit h m a s k e d I g G -
k a p p a d e p o sits  

1 0 0 8 3 0 9 8  

M e s a n gi o pr olif er ati v e gl o m er ul o n e p hritis  1 0 0 6 6 4 5 3  
A nti -gl o m er ul ar b as e m e nt m e m br a n e dis e a s e  1 0 0 8 1 9 8 1  
A ut oi m m u n e n e p hritis  1 0 0 7 7 0 8 7  
I m m u n e-m e di at e d n e p hritis  1 0 0 8 3 0 7 0  
C hr o ni c a ut oi m m u n e gl o m er ul o n e p hritis  1 0 0 7 3 0 1 6  
T u b ul oi nt er stiti al n e p hritis a n d u v eiti s s y n dr o m e  1 0 0 6 9 0 3 4  

O c ul ar a ut oi m m u n e / 
i m m u n e-m e di at e d dis e a s es  

U v eiti s  1 0 0 4 6 8 5 1  
V o gt -K o y a n a gi -H ar a d a dis e a s e  1 0 0 8 2 0 0 1  
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I m m u n e -M e di at e d 
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O c ul ar p e m p hi g oi d  1 0 0 6 7 7 7 6  
A ut oi m m u n e r eti n o p at h y  1 0 0 7 1 5 7 8  
A c ut e m a c ul ar o ut er r eti n o p at h y  1 0 0 7 9 3 6 7  
A ut oi m m u n e u v eiti s  1 0 0 7 5 6 9 0  
I m m u n e-m e di at e d u v eitis  1 0 0 8 3 0 6 9  
A ut oi m m u n e e y e dis or d er  1 0 0 8 1 1 2 3  

A ut oi m m u n e / i m m u n e -
m e di at e d h e art dis e a s e  

A ut oi m m u n e m y o c ar ditis  1 0 0 6 4 5 3 9  
I m m u n e-m e di at e d m y o c ar diti s  1 0 0 8 2 6 0 6  
A ut oi m m u n e p eri c ar ditis  1 0 0 7 9 0 5 8  

S ar c oi d o sis  S ar c oi d o sis  1 0 0 3 9 4 8 6  
P ul m o n ar y s ar c oi d o sis  1 0 0 3 7 4 3 0  
N e ur o s ar c oi d o sis  1 0 0 7 8 0 1 1  
C ut a n e o u s s ar c oi d o sis  1 0 0 1 1 6 7 4  
Li v er s ar c oi d o sis  1 0 0 6 8 6 6 4  
M us c ul ar s ar c oi d o sis  1 0 0 2 8 3 6 5  
O c ul ar s ar c oi d o sis  1 0 0 6 5 7 0 0  

Sj ö gr e n’s s y n dr o m e  Sj o gr e n's s y n dr o m e  1 0 0 4 0 7 6 7  
A ut oi m m u n e l u n g dis e a s e  I di o p at hi c p ul m o n ar y fi br o sis 1 0 0 2 1 2 4 0  

I di o p at hi c i nt er stiti al p n e u m o ni a 1 0 0 7 8 2 6 8  
I nt er stiti al l u n g dis e a s e 1 0 0 2 2 6 1 1  
P ul m o n ar y fi br o si s  1 0 0 3 7 3 8 3  
A ut oi m m u n e l u n g dis e a s e  1 0 0 8 0 7 0 1  
I m m u n e-m e di at e d p n e u m o niti s  1 0 0 8 2 4 5 2  

G o o d p ast ur e’s s y n dr o m e  G o o d p ast ur e’s s y n dr o m e  1 0 0 1 8 6 2 0  
R a y n a u d's p h e n o m e n o n  R a y n a u d's p h e n o m e n o n  1 0 0 3 7 9 1 2  

 
 

3 1 J a n 2 0 2 3 St atisti c al A n al ysis Pl a n 3 | V V- T M F- 8 8 5 0 1 4 3 | 1. 0

A p
pr

o v
e d

D o w nl o a d e d b y B u a n g M otl o b a o n 1 1 J ul 2 0 2 4


	List of Abbreviations
	1. Introduction
	2. Objectives
	2.1. Primary Objective and Endpoints
	2.2. Secondary Objectives and Endpoints
	2.3. Tertiary Objectives and Endpoints

	3. Investigational Plan
	3.1. Overall Study Design and Plan
	3.2. Study Endpoints
	3.3. Treatments
	3.4. Dose Adjustment/Modifications

	4. General Statistical Considerations
	4.1. Sample Size
	4.2. Randomization, Stratification, and Blinding
	4.3. Analysis Set
	4.3.1. Enrolled Set
	4.3.2. Per protocol Immunogenicity (PPI) Set
	4.3.3. Safety Set


	5. Participant Disposition
	5.1. Disposition
	5.2. Protocol Deviations

	6. Demographics and Baseline Characteristics
	6.1. Demographics
	6.2. Baseline Disease Characteristics
	6.3. Medical History
	6.3.1. General Medical History

	6.4. Inclusion and Exclusion Criteria

	7. Treatments and Medications
	7.1. Prior and Concomitant Medications
	7.1.1. Prior Medications
	7.1.2. Concomitant Medications

	7.2. Study Treatments
	7.2.1. Extent of Exposure and Compliance


	8. Analysis of Safety and Immunogenicity Study Objectives
	8.1. Analysis of Primary Safety Objective
	8.1.1. Analysis of solicited local and systemic AE up to 7 days after study vaccination (day 1-7), unsolicited AEs up to 28 days after study vaccination (day 1-28), abnormal clinical safety laboratory finding up to 8 days after study vaccination (day 1-8) and non-serious Covid-19 adverse events (Day 1 – study end)
	8.1.2. Analysis of Medically attended Adverse Events (MAAEs), Serious Adverse Events (SAEs), and Adverse Events of Special Interest (AESIs) from study vaccination through the end of the study

	8.2. Analysis of Secondary Immunogenicity Endpoints
	8.2.1. GMTs of neutralizing Ab titer against pseudotyped bearing S protein from SARS-CoV-2 WT, Omicron BA.1, BA.2 and BA.5 and GMI from baseline of neutralizing Ab titers against pseudotyped bearing S protein from SARS-CoV-2 WT, Omicron BA.1, BA.2 and BA.5 variants at each collection time point
	8.2.2. Seroresponse rate 28 days after the booster dose (day 29), based on neutralizing Ab titers against pseudoviruses bearing S protein from SARS-CoV-2 WT, Omicron BA.1, BA.2 and BA.5 variants at each collection timepoint, with seroresponse defined as postboost titers ≥ 4× preboost titers.

	8.3 Analysis of Tertiary Immunogenicity Endpoints
	8.3.1 GMTs of binding IgG Ab against SARS-CoV-2 WT, Omicron (BA.1, BA.1 sublineages, BA.2, BA.3), B640.2, alpha, beta and Delta variant S protein at each collection timepoint and GMI from baseline of binding IgG Ab against SARSCoV-2 WT, Omicron (BA.1, BA.1 sublineages, BA.2, BA.3), B640.2, alpha, beta and Delta variant S protein at each collection timepoint
	8.3.2 Seroresponse rates 28 days after the booster dose (day 29), based on binding IgG Ab titers against SARS-CoV-2 WT, Omicron (BA.1, BA.1 sublineages, BA.2, BA.3), B640.2, alpha, beta and Delta variant S protein, with seroresponse defined as postboost titers ≥ 4× preboost titers.
	8.3.3 Incidence of confirmed asymptomatic SARS-CoV-2 infection
	8.3.4  Genetic sequence of SARS-CoV-2 variant S protein in confirmed (RT-PCR) SARS-CoV-2 positive participants and Identification of SARS-CoV-2 variants

	8.4 Analysis of Exploratory Immunogenicity Endpoints
	8.4.1 Cell Immune response (CMI)
	8.4.2 GMTs and GMI of neutralizing and binding IgG Ab against other SARS-CoV-2 variants


	9 Safety Analysis
	9.1 Adverse Events
	9.1.1 Relationship of Adverse Events to Study Drug
	9.1.2 Severity of Adverse Event
	9.1.3 Outcome of Adverse Event
	9.1.4 Solicited Adverse Event
	9.1.5 Unsolicited Adverse Event
	9.1.6 Adverse Events of Special Interest
	9.1.7 Serious Adverse Events
	9.1.8 Medically Attended Adverse Events
	9.1.9 Adverse Events Leading to Treatment Discontinuation
	9.1.10 Adverse Events Leading to Study Discontinuation
	9.1.11 Death

	9.2 Clinical Laboratory Evaluations
	9.3 Vital Sign Measurements
	9.4 Physical Examination
	9.5 Electrocardiogram

	10 Pharmacokinetics
	11 Pharmacodynamics
	12 Interim Analysis
	13 Changes in the Planned Analysis
	14 References
	15 Appendices
	15.1 Schedule of Events
	15.2 Known LLOQs and ULOQs for different assays
	15.3. MedDRA queries for identifying AESIs




