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St u d y I nt er v e nti o n A Z D 3 1 5 2

St u d y C o d e A Z -R U - 0 0 0 0 2

Ve rsi o n 3. 0

D at e 0 2 A u g 2 0 2 3

A P h as e II R a n d o mi z e d , D o u bl e-bli n d St u d y t o E v al u at e t h e S af et y , N e ut r ali zi n g 
A cti vit y a n d Effi c a c y of A Z D 3 1 5 2 f o r P re- e x p os u r e P r o p h yl a xis of C O VI D -1 9 i n 

P a rti ci p a nts h a vi n g a n I n c re as e d Ris k f o r In a d e q u at e R es p o ns e t o A cti v e I m m u ni z ati o n
(N O V E L L A)

S p o ns o r  N a m e: Ast r a Z e n e c a P h a r m a c e uti c als L L C

L e g al R e gist er e d A d dr ess: B uil di n g 1, 2 1, First Kr as n o g v ar d e ys ki y l a n e, fl o or 3 0, r o o ms 1 3 
a n d 1 4, M os c o w, R ussia n F e d er ati o n

T his C li ni c al St u d y  Pr ot o c ol h as b e e n s u bj e ct t o a p e er r e vi e w a c c or di n g t o Astr a Z e n e c a 
st a n d ar d pr o c e d ur es. T h e Cli ni c al St u d y  Pr ot o c ol is p u bli c l y r e gist er e d, a n d t he r es ults ar e 
di s clos e d a n d/ or p u blis h e d a c c or di n g t o t he Astr a Z e n e c a Gl o b al P oli c y o n Bi o e t hic s a n d i n 
c o m pli a n c e wi t h pr e v aili n g l a ws a n d r e g ul ati ons.

R e d a ct e d f or P u bli c 
Di s cl o s ur e



Cli ni c al St u d y Pr ot o c ol - 3. 0 Astr a Z e n e c a
A Z D 3 1 5 2 - A Z -R U - 0 0 0 0 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 2 of 9 4

P r ot o c ol N u m b e r: A Z -R U - 0 0 0 0 2

A m e n d m e nt N u m b er: 3. 0

St u d y  Int er v e nt i on: A Z D 3 1 5 2 , a n o v el m o n o cl o n al  ant i b o d y (m A b ) a g ai nst S A R S -C o V - 2 or 

p l a c e b o 

St u d y  P h as e: II

Titl e: A P h as e II R a n d o mi z e d, D o u bl e -bli n d St u d y  t o E v al u at e t he S af et y, N e utr ali zi n g A cti vit y 
a n d Ef fi c a c y of  A Z D 3 1 5 2 f or Pr e -e x p os ur e Pr o p h yl a xis of  CO VI D - 1 9 i n P arti ci p a nts h a vi n g 
a n I n cr e as e d Ris k f or I n a d e q u at e R es p o ns e t o A cti v e I m m u ni z at i on

A c r o n y m: N O V E L L A

St u d y P h ysi ci a n / C o o r di n ati n g I n v esti g at o r / P ri n ci p al I n v esti g at o rs N a m e a n d C o nt a ct 
I nf o r m ati o n will b e p ro vi d e d s e p a r at el y

C CI
R e d a ct e d f or P u bli c 
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S U M M A R Y O F C H A N G E S T A B L E

D O C U M E N T HI S T O R Y

D o c u m e nt D at e

C S P V ersi o n 3. 0 1 7- J ul - 2 0 2 3

C S P V ersi o n 2. 0 1 4- J u n - 2 0 2 3

O v e r all R ati o n al e f o r t h e M o difi c ati o n:

T h e pr ot o c ol  has b e e n a m e n d e d pri m aril y t o c h a n g e t he c o m p ar at or fr o m ( a cti v e) A Z D 7 4 4 2
( E V U S H E L D) t o pl a c e b o. T hi s c h a n g e w as i niti at e d t o b ri n g t he d esi g n of  th e l oc al st u d y in 
li n e wi t h th e r e c e nt c h a n g es i n t he M ai n C o h ort of  on g oi n g P h as e I/III gl o b al st u d y 
( S U P E R N O VA, N C T 0 5 6 4 8 1 1 0). C o m p ar ati v e e v al u at i on wi t h pla c e b o i s t h e m ost i nf or m at i v e 
a n d a p pr o pri at e o pti o n at t h e c urr e nt st a g e of c li ni cal  d e v elo p m e nt pr o gr a m .

A s u m m ar y o f c h a n g es is pr es e nt e d b el o w . W h er e a p pli c a bl e, t h e c h a n g es w er e als o a p pli e d t o 
t he s y n o psis.
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S e cti o n N u m b e r a n d N a m e D es c ri pti o n of C h a n g e B ri ef R ati o n al e

r a n d o mi z ati o n) s h o ul d b e r e p ort e d as a n 
A E

9. 4. 3 S af et y N ot e d t h at t h e m ost r e c e nt v ersi o n of 
M e d D R A will o nl y b e us e d w h er e p ossi bl e

C o nti n g e n c y, as i t m a y n ot al w a ys b e 
p ossi bl e t o us e t h e l at est v ersi o n
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S u m m a r y m e as u r e:  

 

A E = a d v ers e e v e nt; A E SI = a d v ers e e v e nt of s p e ci al i nt er est; CI = c o nfi d e n c e i nt er v al; G M F R = g e o m etri c m e a n 
f ol d ris e; G M T = g e o m etri c m e a n tit er; g S D = g e o m etri c st a n d ar d d e vi ati o n; I M P = i n v esti g ati o n al m e di ci n al 
pr o d u ct; M A A E = m e di c all y att e n d e d a d v ers e e v e nt; n A b = n e utr ali zi n g a nti b o d y; R T -P C R = r e v ers e tr a ns cri pti o n 
p ol y m er as e c h ai n r e a cti o n; S A E = s eri o us a d v ers e e v e nt; S A R S -C o V - 2 = s e v er e a c ut e r es pir at or y sy n dr o m e 
c or o n a vir us 2; W H O = W orl d H e alt h Or g a ni z ati o n
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C CI
C CI

C CI C CI

C CI

C CI
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O v e r all D esi g n

T his is a P h as e II st u d y t h at will b e c o n d u ct e d i n a p pr o xi m at el y 1 1 6 p art i ci p a nts t o e v al u at e t h e 

s af et y , n e utr ali zi n g a ct i vity a n d effi c a c y  of  A Z D 3 1 5 2 . 

P arti ci p a nt s will b e r a n d o mi z e d i n a 3 : 1 r atio t o r e c ei v e A Z D 3 1 5 2 ( 3 0 0 m g , 2 mL) or pl a c e b o 

( 2 m L) a d mi nist er e d I M i n t h e a nt er ol at er al t hi g h.

St u d y  i nt er v e nti on w ill b e h a n dl e d b y a n u n bli n d e d p h ar m a cist ( or d esi g n e e, i n a c c or d a n c e with 

i nstituti o n al  re g ul at i ons) at t he st u d y site w h o will b e i n d e p e n d e nt of  saf et y e v al u at i ons a n d 

ot h er tri al  e v alu ati o ns.

If, fol l owi n g st u d y  i nt er v e nti on a d mi nistr ati o n, a s u bj e ct d e v el o ps C O VI D -1 9, a c c or di n g t o t h e 

Pr o visi o n al r e c om m e n d at i ons o n t h e m et h o ds f or pr e v e nt i on, di a g n o si s a n d tr e at m e nt of  no v el 

c or o n a vir us i nf e cti o n ( C O VI D -1 9), iss u e d b y t h e Mi nistr y o f H e alth of t h e R ussi a n F e d er ati o n, 

v ersi o n 1 7 d at e d D e c e m b er 1 4 , 2 0 2 2 ( Pr o visio n al r e c o m m e n d atio n s 2 0 2 2) (s) h e m u st c all “ 1 2 2 ” 

t o b e visit e d b y a h e alt h c ar e pr of essi o n al w h o, a m o n g ot h er pr o c e d ur es, will p erf or m a C O VI D -

1 9 t est. O n c e a visit b y a h e alt h c ar e pr of essi o n al h as b e e n r e q u est e d, t h e s u bj e ct m u st n otif y t h e 

st u d y d o ct or of  th e d at e s y m pt o ms o c c urr e d a n d t he d at e a h e alt h c ar e p r ofe s si o n al visit h as b e e n 

r e q u est e d, as s o o n as p ossi bl e. Als o, o n c e a t e st r es ult is a v ail a bl e, t h e p arti ci p a nt m ust r e p ort 

wi t hi n 3 d a ys t he d at e of  t e st a nd its r e s ult t o t he I n v esti g at or. If t he t e st r es ult is p o si ti v e, t h e 

I n v esti g at or ( or his/ h er d e l e g at e, a c c or di n g t o t he l oc al r e g ulat i ons a n d i nstituti o n g ui d eli n e s) 

will m a k e t el e p h o n e c alls e v er y t hr e e d a ys t o c oll e ct s af ety d at a u ntil t h e s u bj e ct i nf or ms a b o ut 

his/ h er r e c o v er y .

Dis cl os u r e St at e m e nt :

T his is a p ar all el gr o u p, s af et y, n e utr ali zi n g a cti vit y a n d effi c a c y e v al u at i on st u d y.

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

I n t ot al, a p pr o xi m at el y 8 7 p arti ci p a nt s will b e e x p o s e d t o a si n gl e d o s e of  A Z D 3 1 5 2 ( 3 0 0 m g , 
2 m L) I M, a n d 2 9 p arti ci p a nts will b e e x p os e d t o a si n gl e d os e of pl a c e b o ( 2 m L) I M.

I nt e r v e nti o n G r o u ps a n d D u r ati o n :

Si n gl e d os e of A Z D 3 1 5 2 ( 3 0 0 m g , 2 m L) I M or pl a c e b o ( 2 m L) I M.

T h e d ur ati o n of  ea c h p arti ci p a nt ’s i n v ol v e m e nt i n t he st u d y will b e a p pr o xi m at el y  6 m o nt h s 
fr om w h e n t h e st u d y  int er v e nti o n is a d mi nist er e d.

St atisti c al M et h o ds

C at e g ori c al v ari a bl es will b e pr es e nt e d as fr e q u e n ci es a n d pr o p orti o ns i n p er c e nt v al u es.  

C o nti n u o us v ari a bl es will b e pr es e nt e d as m e a n s, g e o m etri c m e a ns ( w h er e a p pli c a bl e), st a n d ar d 

d e vi at i ons , g e o m etri c st a n d ar d d e vi at i ons ( w h er e a p pli c a bl e), m e di a n s, mi ni m u m a n d 

m a xi m u m, a n d q u artil es ( w h er e a p pli c a bl e), wit h n u m b er of  obs er v ati o ns.  

 All 

C CI
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t he v ari a bl es will b e d es cri pt i v el y c om p ar e d b et w e e n tr e at m e nt ar ms .

A n i nt eri m a n al ysis is pl a n n e d aft er 1 1 6 p arti ci p a nts h a v e c o m pl et e d visit 4 ( D a y 2 9 ) t o e v al u at e 

e arl y  s af et y a n d effi c a c y  d at a at  Da y 2 9 . 

T his i nteri m a n al ysis will i n cl u d e pri m ar y e n d p oi nt v ari a bl es: all A Es, S A Es, M A A Es, a n d 

A E SIs a n d s e c o n d ar y effi c a c y e n d p o i nts: n A b r es p o ns es t o t he S A R S -C o V -2 e m er gi n g 

d o mi n a nt v ari a nt(s) a n d i n ci d e n c e of  sy m pt o m ati c C O VI D -1 9 c as es ( o nl y if at le a st o n e c as e 

will b e r e p ort e d at tim e of  dat a c ut -off ). T hi s i nteri m a n al ysis will b e pr o vi d e d b y  u n bli n d e d

t e a m. All t he p ar a m et er s, al o n g wi t h ot her r e s ult s (di s p o sitio n , d e m o gr a p hi c d at a et c.) will b e 

pr o vi d e d b y  tr e at me nt ar ms. T h e c o m p ar is o ns b et w e e n tr e at me nt ar ms will b e p erf or m e d 

d e s cri pt i v el y.

T h e fi n al a n al ysis will b e p erf or m e d o n c e all  p art i ci p a nts c o m pl et e Vi sit 6 ( D a y 18 1) or e arl y 

wi t hdr a w al  fr o m t h e st u d y. 

 

I nt eri m a n d fi n al a n al ys es will b e d es cri b e d i n d et ail i n t h e St ati st i cal  A n al ysis Pl a n.

1. 2 S c h e m a

T h e st u d y  gr o u ps a n d o v er all st u d y d esi g n ar e d es cri b e d i n Fi g ur e 1.

Fi g u r e 1 St u d y D esi g n

N ot e: A n i nt eri m a n al ysis is pl a n n e d aft er 1 1 6 p arti ci p a nts h a v e c o m pl et e d Visit 4 ( D a y 2 9 ). A fi n al a n al ysi s will 
o c c ur aft er all p arti ci p a nts h a v e c o m pl et e d Visit 6 ( D a y 18 1) or h a v e wit h dr a w n fro m t h e st u d y. T h e st u d y will 
m ai nt ai n a d o u bl e -bli n d e d (i. e., bli n d f or p arti ci p a nts, I n v esti g at ors/sit e st aff, a n d Astr a Z e n e c a) u ntil t h e pri m ary 
a n al y sis

1. 3 S c h e d ul e of A cti viti es

T h e st u d y  will c o nsist of 2 p eri o ds: a s cr e e ni n g p eri o d of u p t o 7 d a ys ( D a y -7 t hr o u g h D a y  -1), 
a n d a tr e at me nt a n d f oll ow- u p p eri o d l asti n g 6 m o nt hs af t er t he a d mi ni str ati o n  of st u d y 

C CI
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i nter v e nt i on (T a bl e 1) .

F or p arti ci p a nts wit h q u alif yi n g s y m pt o ms of  CO VI D -1 9, a d dit i on al t ele p h o n e c o nt a ct s 
p erf or m e d e v er y  3 d a ys sh o ul d b e i n c or p or at e d i n t he s c h e d ul e .R e d a ct e d f or P u bli c 

Di s cl o s ur e
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1. 3. 1 S c r e e ni n g, T r e at m e n t a n d F oll o w-u p A cti viti es

T a bl e 1 S c h e d ul e of A cti viti es

P r o c e d u r e S c r e e ni n g T r e at m e nt a n d F oll o w -u p P e ri o d

Visit S c r e e ni n g 1 2 3 4 5 6 E D V

D a y -7 t o - 1 1 8 1 5 2 9 9 1 1 8 1 N A

Wi n d o w ( d a ys) N A N A ± 3 ± 3 + 3 ± 5 ± 1 4 N A

Writt e n i nf or m e d c o ns e nt X

V erif y eli gi bilit y crit eri a X X ( pr e d os e)

R a n d o mi z ati o n X ( pr e d os e)

M e di c al hist or y a n d 

d e m o gr a p hi cs (i n cl u di n g 

C O VI D - 1 9 v a c ci n e st at us 

a n d pr e vi o us C O VI D - 1 9 

i nf e cti o n)

X

F ull 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

X X

T ar g et e d p h ysi c al 

e x a mi n ati o n b as e d o n 

m e di c al hist or y

X ( pr e d os e)

Vit al si g ns X X a X X X

S er u m c h e mistr y, 

h e m at ol o g y, c o a g ul ati o n 

(l o c al l a b or at or y)

X X X X

Tr o p o ni n , hi g h -s e nsiti vit y

t est (l o c al l a b or at or y)

Х b
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P r o c e d u r e S c r e e ni n g T r e at m e nt a n d F oll o w -u p P e ri o d

Visit S c r e e ni n g 1 2 3 4 5 6 E D V

D a y -7 t o - 1 1 8 1 5 2 9 9 1 1 8 1 N A

Wi n d o w ( d a ys) N A N A ± 3 ± 3 + 3 ± 5 ± 1 4 N A

F olli cl e sti m ul ati n g 

h or m o n e c

Х

HI V t est X

El e ctr o c ar di o gr a m 

(si n gl e, t o b e p erf or m e d 

l o c all y if f e asi bl e) d

X

Uri n e pr e g n a n c y t est or 

s er u m β- h C G ( W O C B P 

o nl y)

X X e

R a pi d a nti g e n t est f or 

S A R S -C o V -2 ( p erf or m e d 

l o c all y)

X f 

W e e kl y 

t el e p h o n e/ e m ail/t e xt 

c o nt a cts -m o nit ori n g f or 

s af et y a n d C O VI D- 1 9 

q u alif yi n g s y mpt o m

 − − − − − − − − − − − − − − − − X − − − − − − − − − − − − − − − − 

Ass ess m e nt of A Es X X

Ass ess m e nt of S A Es,

M A A E s, a n d A E SIs

X ( S A Es) X ( o n g oi n g o bs er v ati o n a n d q u esti o ni n g) X

C o n c o mit a nt m e di c ati o ns X X ( o n g oi n g o bs er v ati o n a n d q u esti o ni n g) X

 

X ( pr e d os e) X  X  X XC CI
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P r o c e d u r e S c r e e ni n g T r e at m e nt a n d F oll o w -u p P e ri o d

Visit S c r e e ni n g 1 2 3 4 5 6 E D V

D a y -7 t o - 1 1 8 1 5 2 9 9 1 1 8 1 N A

Wi n d o w ( d a ys) N A N A ± 3 ± 3 + 3 ± 5 ± 1 4 N A

S A R S -C o V -2 n A b s er u m 

s a mpl e h

X ( pr e d os e) X  X  X  X  X X

 X ( pr e d os e) X  X  X X

St u d y i nt er v e nti o n 

a d mi nistr ati o n

X

I nj e cti o n sit e r e a cti o n 

m o nit ori n g

X j X

I m m e di at e A Еs k X

a O n d osi n g d a y, vit al si g ns will b e p erf or m e d pr e d os e a n d a g ai n a p pr o xi m at el y 1 0 t o 1 5 mi n ut es aft er i nj e cti o n. A n y a b n or m al vit al si g ns m ust b e r e p e at e d aft er 
t h e p arti ci p a nt h as b e e n at r est f or at l e ast 5 mi n ut es.
b It is a c c e pt a bl e f or t his t o b e p erf or m e d o n D a y 1 ( pr e d os e) . T est r es ults m ust b e a v ail a bl e pr i or t o d osi n g.
c If a p pli c a bl e, f or fe m al e p arti ci p a nts a g e d < 5 0 y e ars a n d h a v e b e e n a m e n orr h o ei c f or 1 2 m o nt h s a n d c o nsi d er e d p ost m e n o p a us al f olli cl e sti m ul ati n g h or m o n e 
t est s h o ul d b e d o n e b ef or e d osi n g .
d - T h e I n v esti g at or m a y a d d e xtr a 1 2 l e a d r e sti n g E C G s af et y ass ess m e nts if t h er e ar e a n y  a b n or m al fi n di n g s or if t h e I n v esti g at or c o nsi d ers it is r e q uir e d f or a n y 
ot h er s af et y r e as o n.
e S a m pl e uri n e or  s er u m β- h C G pr e g n a n c y t est m ust r et ur n a n e g ati v e r es ult b ef or e d osi n g.
f Sit es will b e pr o vi d e d wit h r a pi d a nti g e n t ests t o b e d o n e i n p arti ci p a nts at sit es b ef or e st u d y i nt er v e nti o n a d mi nistr ati o n at Visit 1 . 
h I n e a c h ti m e p oi nt s h o ul d b e c oll e ct e d 2 ali q u ots e a c h 3 m L ( А a n d B), a c c or di n g t o I n v esti g ati o n al pr o d u ct h a n dli n g m a n u al.
i .
j P erf or m i m m e di at el y, 3 0 mi n ut es ( + 1 0 mi n ut es) a n d 1 h o ur aft er i nj e cti o n, a n d pri or t o p arti ci p a nt r el e as e.
k I m m e di at e A Es will b e c oll e ct e d f or a 1-h o ur o bs er v ati o n p eri o d aft er st u d y i nt er v e nti o n a d mi nistr ati o n. 

A E = a d v ers e e v e nt; A E SI = a d v ers e e v e nt of s p e ci al i nt er est; E D V = E arl y Dis c o nti n u ati o n Visit; M A A E = m e di c all y att e n d e d a d v ers e e v e nt; N A = n ot a p pli c a bl e; 
n A b = n e utr ali zi n g a nti b o d y; S A E = s er i o us a d v ers e e v e nt; S A R S-C o V -2 = s e v er e a c ut e r es pir at o r y s yn dr o m e c or o n a vir us 2; W O C B P = w o m e n of c hil d b e ari n g 
p ot e nti al ; β-h C G = b et a h u m a n c h ori o ni c g o n a d otr o pi n .

C CI
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2. 2 B a c k g r o u n d

2. 2. 1 S e v e r e A c ut e R es pi r at o r y S y n d r o m e C o r o n a vi r us 2 I nf e cti o n a n d 
Dis e as e 

C or o n a vir us S A R S -C o V - 2 is t he c a us at i v e a g e nt of t he o n g oi n g C O VI D - 1 9 p a n d e mi c t hat, as 
of  M a y 3 1 , 2 0 2 3 , h as c a us e d o v er 7 6 7 milli o n c o nfi r me d c a s e s of  C O VI D-1 9, i n cl u di n g m o r e 
t ha n 6. 8 milli o n d e at hs, r e p ort e d t o t he W H O ( W H O 2 0 2 3 ). T h e m aj orit y o f c or o n avir us es c a u s e 
mil d di s e as e i n h u m a ns a n d a ni m als; h o w e v er, S A R S -C o V -2 c a n r e pli c at e i n t he l ow er 
r e s pir at or y tr a ct t o c a us e a c ut e r es pir at or y distr ess s y n dr om e a n d f at al p n e u m o ni a. 

I n D e c e m b er 2 0 2 0, a gl o b al v a c ci n at i on c a m p ai g n w as i niti at e d t o pr ot e ct a g ai nst s erio u s 
di s e as e a s s o ci at e d wit h C O VI D -1 9. D es pit e t he r oll o ut of  eff ecti v e v a c ci n es, w hi c h h a v e 
sig nifi c a nt l y r e d u c e d t h e m or bi dity a n d m ort alit y a s s o ci at e d wi t h S A R S-C o V -2 i nf e ct i on, t h er e 
still r e m ai ns a n u n m et m e d i c al ne e d f or t he a p pr o xi m at el y 2 % t o 3 % of  th e p o p ul ati o n w h o  
r e mai n at ris k of  se v er e a n d f at al CO VI D -1 9 d u e t o d e cr e as e d r es p o ns e t o c o m p l et e a cti v e 
i m m u ni z ati on b e c a us e o f c o n di tio ns/ c o m o r bi dities t h at i m p air t h e i m m u n e s yst e m, r es ult i n g i n 
r e d u c e d i m m u n e f u n cti on ( Al h u m ai d et al 2 0 2 1, H ar p a z et al 2 0 1 6, M alt e z o u et al 2 0 2 2, P ar k er 
et al 2 0 2 2) or f or w h o m v a c ci n at i on is n ot s uit a bl e . S A R S -C o V - 2 m ut at i ons m a y c a us e a 
r e d u ctio n i n ef fi c a c y of  curr e nt l y a v ail a bl e m o n o cl o n al  ant i b o di es ( mA bs), w hi c h is w h y  it is 
p arti c ul arl y r el e v a nt t o d e v el o p n e w m A bs f or C O VI D - 1 9 pr o p h yl a xis f or t he p o p ul at i on of  
hi g h -ris k dis e as e pr o gr essi o n t o s e v er e gr a d es, d u e t o t h e pr es e n c e of c o n dit i ons/ c o m o r bi ditie s 
r e s ultin g i n w e a k e n e d i m m u nit y.

N e utr ali zi n g m A bs w er e d e v el o p e d a n d d e pl o y e d t o pr ot e ct t h os e w h o h a v e a r e d u c e d i m m u n e 
r es p o ns e d u e t o c o n dit i ons / c o m or bi di ties af f e cti n g t he i m m u n e s y st e m an d t hos e at ris k of  
i n a d e q u at e i m m u n e r es p o ns e t o v a c ci n ati o n, wi t h de v el o p m e nt of  se v er e C O VI D -1 9. S u c h 
a nt i b o di es a ct b y i n hi biti n g t he a bili t y of S A R S -C o V - 2 t o e nt er h ost c ells. C or o n a vi r u s e ntr y 
i nto h o st c ells is m e di at e d b y t he S A R S -C o V -2 s pik e pr ot ei n, w hi c h f or ms h o m o tri m er s 
pr otr u di n g fr om t he vir al  surf a c e ( H off m a n n et al 2 0 2 0, Wa lls et al 2 0 1 7). T h e S A R S -C o V -2 
s pik e pr ot ei n c o m pr is es 2 f un ct i on al s u b u nits r es p o nsi bl e f or bi n di n g t o t he h o st c ell r e c e pt or 
( S 1 s u b u nit) a n d f usi on of t h e vir al a n d c ell ul ar m e m br a n es ( S 2 s u b u nit). T h e dist al S 1 s u b u nit  
c o m pris es t he R B D a n d c o ntri b ut es t o st a bili z at i o n of  th e pr ef usi o n st at e of  th e m e m br a n e 
a n c h or e d S 2 su b u nit, w hi c h c o nt ai ns t he f usi on m a c hi n er y ( B os c h et al  20 0 3, Li  20 1 6). T h e 
S A R S -C o V -2 s pi k e pr ot ei n is t h e s o l e vir al m e m br a n e pr ot ei n r es p o nsi bl e f or c ell e ntr y. It bi n ds 
t o t h e c ell ul ar r e c e pt or h u m a n a n gi ot e nsi n-c o n v erti n g e n z y m e 2 o n t h e t ar g et c ell a n d m e di at e s 
vir us -c ell  fu si o n , allo wi n g t h e vir al g e n o m e t o e nt er a n d r e pli c at e i n t he c ell. T h e S A R S -C o V -
2 s pik e pr ot ei n is s urf a c e-e x p os e d a n d n A bs a ct t hr o u g h di r e ct t ar g eti n g of  th e s pi k e pr ot ei n. 
Cli ni c al st u di e s h a v e s h o w n t h at m A b s t h at n e utr ali z e t he s pi k e pr ot ei n ar e effi c a ci o u s i n b ot h 
t he pr o p h yl a xis a n d tr e at me nt s etti n gs (s e e s e ct i o ns a b o v e f or m o r e d et ails) . S u c h cl ass of 
c o m p o u n d s m a y b e us e d as a s u p pl e m e nt t o v a c ci n ati o n or ot h er m et h o ds of pr o p h yl a xis.

E v e n wi t h curr e nt l y a v ail a bl e m A bs, t her e is a c o nt i n u e d n e e d f or a d di tio n al t o ols t o c o m b at  
C O VI D -1 9 d u e t o t h e e m er g e n c e of n e w S A R S -C o V -2 v ari a nts wit h s pi k e pr ot ei ns c o nt ai ni n g 
a mi n o a ci d s u bst ituti o ns t hat h a v e r e d u c e d t he n e utr ali zi n g p ot e n c y  of t he m A bs. T his h as 
n e c essit at e d c o nti n u e d d e v el o p m e nt of  no v el  ant i b o di es t hat r et ai n n e utr ali zi n g f u n cti on alit y 
a g ai nst V O Cs.
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c o n c er n.

A Z D 3 1 5 2 ef fi c a c y f or pr e -e x p os ur e pr o p h yl a xis of C O VI D - 1 9 is s u p p ort e d b y t he f oll owi n g 
e vi d e n c e :

 T h e m e c h a nis m of  act i on a n d P K  of A Z D 3 1 5 2 ar e si mil ar t o t hos e of  AZ D 7 4 4 2

(E V U S H E L D ).  

 

 

 

R e p ort o n A Z D 3 1 5 2 p h ar m a c o ki n et i cs i n tr a ns g e ni c mi c e e x pr essi n g 

h F c R n a s of J u n e 1 4, 2 0 2 2). B ot h a g e nt s bi n d t o t h e e pi t o p e s of R B D o n t h e s pik e 

pr ot ei n, bl o c ki n g its att a c h m e nt t o t he h u m a n A C E 2 r e c e pt or a n d pr e v e nt i n g S A R S-

C o V -2 e ntr y, r es ult i n g i n its eff e ct i v e n e utr ali z ati on. 

 T h e n o n cli ni c al vir al n e utr ali z at i on d at a a g ai nst O mi cr o n v ari a nts B A. 1, B A. 1. 1, 

B A. 4/ 5 , B Q. 1, B Q. 1. 1, B F. 7, X B B, a n d X B B. 1 f or A Z D3 1 5 2 ar e s u p eri or t o t h o s e 

of  E V U S H E L D (s e e T a bl e 2). C urr e ntl y t he X B B. 1 S A R S -C o V - 2 v ari a nt i s 

pr e d o mi n a nt i n t h e R ussi a n F e d er at i on.

 E V U S H E L D h as d e m o n str at e d effi c a c y i n r e d u ci n g t he i n ci d e n c e of s y m pt o mat i c 

C O VI D - 1 9 c o m p ar e d wi t h pl a c e b o i n t he P R O V E N T 

( D 8 8 5 0 C 0 0 0 0 2/ N C T 0 4 6 2 5 7 2 5) st u d y (L e vi n et al  20 2 2) , wit h r elat i v e ris k 

r e d u ctio n of  7 6. 7 3, 9 5 % CI 4 6. 0 5, 8 9. 9 6, р < 0. 0 0 1, a n d is a p pr o v e d a s E V U S H E L D 

f or t h e pr e-e x p os ur e pr o p h yl a xis o f C O VI D -1 9, a n d f or tr e at m e nt of C O VI D -1 9 i n 

t he R ussi a n F e d er ati o n, t h e E U a n d J a p a n. 

C CI
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T a bl e 2  A ss ess m e nt of a nti vi r al a cti vit y of cil g a vi m a b, ti x a g e vi m a b, A Z D 3 1 5 2, 
A Z D 5 1 5 6 a n d E V U S H E L D i n a ps e u d o vi r us n e ut r ali z ati o n ass a y

  

   

    

    

     

    

    

    

    

    

    

    

    

     

    

    

    

    

    

    

    

N ot es : I C5 0 v al u es w er e c al c ul at e d b as e d o n m e a n r es ults i n at l e ast t w o i n d e p e n d e nt e x p eri m e nts, e a c h of w hi c h 

w as c o n d u ct e d i n t hr e e r e p etiti v e r u ns .

A Z D 1 0 6 1 ( cil g a vi m a b , E V U S H E L D c o m p o n e nt wit h a hi g h er n e utr ali zi n g a cti vit y a g ai nst O mi cr o n c o m p ar e d t o 

ti x a g e vi m a b)

I C 5 0, H alf m a xi m al i n hi bit or y c o n c e ntr ati o n ; m A b, m o n o cl o n al a nti b o d y .

S o u r c e : St u d y E VI 5 1 5 6- 0 0 0 5.

S u bj e cts b el o n gi n g t o pri ori tiz e d p o p ul at i ons (s e e Pr o vi sio n al  re c o m m e n d at i ons 2 0 2 2), wit h 
hi g h ris k of  se v er e C O VI D - 1 9 ( e g, i n di vi d u als wit h i m m u n o c o m pr omisi n g c o n di tio n s or 
c o m or bi di tie s, i n cl u di n g t hos e t a ki n g i m m u n os u p pr essi v e m e di c at i ons) or f or w h o m 
v a c ci n ati o n is n ot s uit a bl e, will b e n efit m o st fr o m A Z D 3 1 5 2 a d mi ni str ati o n f or C O VI D - 1 9 
pr o p h yl a xis . It is n ot e w ort h y  th at c urr e ntl y X B B. 1 is t he pr e d o mi n a nt v ari a nt i n t he R ussi a n 
F e d er at i on, a n d t he i n v esti g ati on al pr o d u ct h as hi g h er n e utr ali zi n g p ot e nti al a g ai nst it, as 
c o m p ar e d t o E V U S H E L D (s e e T a bl e 2 ).

T h e A Z D 3 1 5 2 cli ni c al tri al pr o gr a m is pr es e nt e d b el o w .
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T a bl e 3 List of c o m pl et e d, o n g oi n g a n d pl a n n e d cli ni c al t ri als 

P r ot o c ol St at us B e gi n ni n g E n d P h as e E x p e ct e d 
n u m b e r of 
s u bj e ct s

C o n d u ct e d 
i n t h e 

R ussi a n 
F e d e r ati o n 

S U P E R N O V A 
D 7 0 0 0 C 0 0 0 0 1

O n g oi n g D e c e m b er 
2 0 2 2

F e br u ar y  
2 0 2 5

I/III 3 2 5 6 n o

Littl e Di p p er 
D 7 0 0 0 C 0 0 0 0 4

Pl a n n e d A pril 
2 0 2 3

J a n u ar y
2 0 2 5

I 4 8 n o

D 7 0 0 0 C 0 0 0 0 7 Pl a n n e d A pril 
2 0 2 3

A u g ust
2 0 2 5

I 4 0 n o

N O V E L L A 

A Z -R U - 0 0 0 0 2

Pl a n n e d J u n e 2 0 2 3 A pril 2 0 2 4 II 1 1 6 y es

N o w S U P E R N O V A ( N C T 0 5 6 4 8 11 0) P h a s e I/III gl o b al  st u d y is o n g oi n g t o e v alu at e t h e s af et y 
a n d n e utr ali zi n g a ct i vity of  AZ D 3 1 5 2 i n c o m p ari s o n wi t h pl a c e b o a n d E V U S H E L D f or 
pr e‑ e x p os ur e pr o p h yl a xis of  CO VI D - 1 9 i n a d ul t s a n d a d ol es c e nts 1 2 y e ars of  ag e or ol d er 
w ei g hi n g at l e ast 4 0 k g. P arti ci p a nts of  th e S U P E R N O V A st u d y re c ei v e I M i nj e cti ons of  
A Z D 5 1 5 6 ( c o m bi n ati on of  A Z D 1 0 6 1 [ cil g a vi m a b] a n d A Z D 3 1 5 2 ) or pl a c e b o i n t he S e nt i n el 
S af et y C o h ort s, A Z D 3 1 5 2 or pl a c e b o i n t he M ai n C o h ort, a n d A Z D 3 1 5 2 or E V U S H E L D 
(A Z D 7 4 4 2 ) i n t h e S u b-st u d y ( will b e c o nsi d er e d as p h as e II ). At t h e b e gi n ni n g o f A ug ust, 2 0 2 3, 
1 0 5 4 s u bj e ct s h a v e b e e n e nr o ll e d, i.e. e nr ol m e nt i nto t he s e nti n el s af et y c o h ort ( h e alt h y 
v o l unt e ers, N = 5 7) is c o m pl et e a n d e nr ol m e nt i nt o t he m a i n c o h ort (i m m u n o c o m pr omis e d 
p ati e nt s) i s o n g oi n g.

. N o s af et y c o n c er ns w er e n ot e d b as e d o n r e vi e w of  th e s af et y d at a fr o m th e S e nt i n el S af et y
C o h ort ( D a y 2 9) aft er st u d y i nt er v e nt i on d os e. O v er all, t his s af et y a n al ys is of d at a fr o m h e alth y
p arti ci p a nts i n t he S e nti n el S af et y  Co h ort s u p p orts m o vi n g f or w ar d i nt o t he M ai n C o h ort of
i m m u n o c o mpr o mis e d p arti ci p a nts i n t he S U P E R N O V A st u d y.I n t he l oc al  st u d y, A Z D 3 1 5 2 is 
b ei n g e v al u at e d f or t h e pr e -e x p os ur e pr o p h yl a xis of C O VI D -1 9 i n a d ults wit h i n cr e as e d ris k of 
i n a d e q u at e i m m u n e r es p o ns e af t er v a c ci n at i on ( d u e t o i m m u n o c o m pr omisi n g c o n di tio n s 
i n cl u di n g c om o r bidi tie s t h at m a y  c o ntri b ute t o w e a k e n e d i m m u nit y) , r e s ultin g i n a hi g h ris k of 
s e v er e C O VI D -1 9. 

T h e r e s ult s of  this st u d y will pr o vi d e cli ni c al d at a o n s af et y a n d n e utr ali zi n g a ct i vity of  an 
i n n ov at i on dr u g i n t h e n e w r e gi o n (t he R ussi a n F e d er ati o n) will b e c o m e a n a d dit i on al  s o ur ce of 
e vi d e n c e s u p p orti n g A Z D 3 1 5 2 m ar k et i n g a ut h ori z ati o n i n t he R ussi a n F e d er at i on a n d will 
e x p a n d str at e gi es f or C O VI D -1 9 pr o p h yl a xis i n a s etti n g of c o nti n u o us vir us e v o l uti on.

A m o r e d et ail e d d es cri pt i on of  th e c h e mistr y, p h ar m a c o l og y , a n d n o n cli ni c al st u di es of  
A Z D 5 1 5 6 a n d A Z D 3 1 5 2 is pr o vi d e d i n t he I n v esti g at or’s Br o c h ur e f or A Z D 5 1 5 6 a n d 
A Z D 3 1 5 2.
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O bj e cti v es Esti m a n d D es c ri pti o ns/ E n d p oi nts

   

 

 

 

 

 

 

A E = a d v ers e e v e nt; A E SI = a d v ers e e v e nt of s p e ci al i nt er est; CI = c o nfi d e n c e i nt er v al; G M F R = g e o m etri c m e a n 
f ol d ris e; G M T = g e o m etri c m e a n tit er; g S D = g e o m etri c st a n d ar d d e vi ati o n; I M P = i n v esti g ati o n al m e di ci n al 
pr o d u ct; M A A E = m e di c all y att e n d e d a d v ers e e v e nt; n A b = n e utr ali zi n g a nti b o d y; R T -P C R = r e v ers e tr a ns cri pti o n 
p ol y m er as e c h ai n r e a cti o n; S A E = s eri o us a d v ers e e v e nt; S A R S -C o V - 2 = s e v er e a c ut e r es pir at or y sy n dr o m e 
c or o n a vir us 2; W H O = W orl d H e alt h Or g a ni z ati o n
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4 S T U D Y D E S I G N

4. 1 O v e r all D e si g n

T his is a P h as e II st u d y t hat will b e c o n d u ct e d t o e v al u at e t he s af et y, n e utr ali zi n g a ct i vity a n d 
ef fi c a c y of  AZ D 3 1 5 2. T h e st u d y will e nr ol a p pr o xi m at el y  1 1 6 a d ul t s w h o h a v e a r e d u c e d 
i m m u n e r es p o ns e d u e t o a di s e a s e/ c o n ditio n aff e cti n g t he i m m u n e s y st e m an d w h o ar e at ris k 
of  d e v el o pi n g a n u n d er d e v el o p e d i m m u n e r es p o ns e t o v a c ci n ati on a n d d e v el o pi n g s e v er e f or ms 
of  C O VI D- 1 9.

P arti ci p a nt s will b e r a n d omi z e d 3: 1 t o r e c ei v e A Z D 3 1 5 2 ( 3 0 0 m g , 2 m L) or pl a c e b o ( 2 m L)
a d mi nist er e d I M i n t h e a nt er ol at er al t hi g h o n D a y 1. A pr er e q ui sit e for i n cl u si o n  i n t his st u d y is 
t hat p arti ci p a nts h a v e i m m u n o c o m pr omis e d c o n di tio ns, i n cl u di n g c o m or bi di ties t hat m a y 
c o ntri b ut e t o r e du c e d i m m u nity,  whi c h i n t ur n i n cr e as es t heir ris k of  pr o gr e s sio n  to s e v er e 
di s e as e. 

A Z D 3 1 5 2 or pl a c e b o will b e a d mi nist er e d as a si n gle I M i nj e cti on i n t h e a nt er ol at er al t hi g h.

S t u d y i nt er v e nti on w ill b e h a n dl e d b y a n u n bli n d e d p h ar m a cist ( or d esi g n e e, in a c c or d a n c e wit h 
l oc al a n d i nstit uti o n al r e g ulat i ons) at t he st u d y sit e w h o will b e i n d e p e n d e nt of  saf et y 
e v al u at i ons a n d ot h er tri al e v al u ati o ns.

T h e st u d y  will b e c o n d u ct e d at a p pr o xi m at el y 1 0 sit es i n t h e R ussi a n F e d er ati o n.

A d v er s e e v e nt s , S A Es, M A A Es , a n d A E SIs will b e c oll e ct e d t hr o u g h o ut t h e st u d y. I m m e di at e 
A Es will  be c o ll e ct e d f or a n 1 -h o ur o b s er v ati o n p eri o d af t er st u d y int er v e nt i on a d mi ni str ati o n. 
T h e d ur ati o n of  ea c h p arti ci p a nt ’s i n v ol v e m e nt i n t he st u d y will b e a p pr o xi m at el y  6 mo n t h s 
fr om w h e n t h e st u d y  int er v e nti o n is a d mi nist er e d.

If, f oll owi n g st u d y  i nt er v e nti on a d mi nistr ati o n, a s u bj e ct d e v el o ps C O VI D -1 9, a c c or di n g t o t h e 
Pr o visi o n al r e c om m e n d at i ons o n t h e m et h o ds f or pr e v e nt i on, di a g n o si s a n d tr e at m e nt of  no v el 
c or o n a vir us i nf e cti o n ( C O VI D- 1 9), iss u e d b y t h e Mi nistr y o f H e alth of t h e R ussi a n F e d er ati o n, 
v ersi o n 1 7 d at e d D e c e m b er 1 4 , 2 0 2 2 ( Pr o visio n al r e c o m m e n d atio n s 2 0 2 2) (s) h e m ust c all “ 1 2 2 ” 
t o b e visit e d b y a h e alt h c ar e pr of essi o n al w h o, a m o n g ot h er pr o c e d ur es, will p erf or m a C O VI D -
1 9 t est. O n c e a visit b y a h e alt h c ar e pr of essi o n al h as b e e n r e q u est e d, t h e s u bj e ct m ust n otif y t h e 
st u d y d o ct or of  th e d at e s y m pt o ms o c c urr e d a n d t he d at e a h e alt h c ar e pr of essi o n al visit h as b e e n 
r e q u est e d, as s o o n as p ossi bl e. Als o, o n c e a t e st r es ult is a v ai l a bl e, t he p arti ci p a nt m u st r e p ort 
wi t hi n 3 d a ys t he d at e of  t e st a n d it s r e s ult t o t he I n v e stig at or . If t he t e st r es ult is p o si tiv e, t he 
I n v esti g at or ( or his/ h er d el e g at e, a c c or di n g t o t he l oc al r e g ulat i ons a n d i nstituti o n g ui d eli n e s) 
will m a k e t el e p h o n e c alls e v er y t hr e e d a ys t o c oll e ct s af ety d at a u ntil t h e s u bj e ct i nf or ms a b o ut 
his/ h er r e c o v er y .

P arti ci p a nts c a n r e c ei v e S A R S- C o V -2 v a c ci n es aft er t h e D a y  2 9 ass ess m e nts.

O v er all st u d y  d esi g n is d es cri b e d i n Fi g ur e 1.
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4. 2 S ci e ntifi c R ati o n al e f o r St u d y D esi g n

T hi s st u d y  fol l ow s t h e d e si g n of  e xpl or at or y  p h a s e II t h er a p e utic tri al s. I n a c c or d a n c e wi t h t he 
B o ar d of  E ur asi a n E c o n o mi c C om missi o n R e c o m m e n d at i ons , s u c h st u di es m a y i n cl u d e p ar all el 
c o ntr ol s a n d c o mp ari s o n wi t h ba s eli n e v al u e s, w hi c h a p pli e s t o t h e d e si g n of  t hi s cli ni c al trial. 
I n a c c or d a n c e wi t h th e B o ar d of  Eur a si a n E c o n o mi c C o m missi o n R e c o m m e n d at i ons s u c h 
e x pl or at or y  st u dies ar e of  rel at i v el y s hort d ur ati o n a n d ar e c o n d u ct e d wi t h a sm all gr o u p of  
p ati e nts usi n g s urr o g at e or p h ar m a c o l ogi c al  en d p oi nts or cli ni c al i n di c at ors. I n t his st u d y, t he 
o bs er v at i on p er i od a n d s a m pl e si z e ar e c o nsist e nt wi t h s u c h p ar a m et ers. I n a d diti on t o ass essi n g 
t he s af et y of  IP,  th e st u d y als o ass ess es its n e utr ali z i n g a cti vit y a g ai nst r el e v a nt v ari a nts of 
c or o n a vir us es, w hi c h is t he st a n d ar d s urr o g at e p oi nt f or ass essi n g effi c a c y  in t hi s cl a s s of dr u g 
f or t his i n di c ati o n.

E v al u at i on of  s afet y a n d ef fi c a c y c o m p ar e d t o pl a c e b o is a g e n er all y  ac c e pt e d a p pr o a c h i n t h e 
e arl y  st a g es of  cli ni c al d e v el o p m e nt of  mo n o cl o n al a nt i b o di es (D e cisi o n of  Co u n cil  of t he 
E ur a si a n E c o n o mi c C o m missi o n N o v e m b er 3, 2 0 1 6 № 8 9 « R ul es f or c o n d u cti n g r es e ar c h o n 
bi o l ogi c al  me di ci n es i n t he E ur asi a n E c o n o mi c U ni o n » ). T his a p pr o a c h pr o vi d es o pti m al 
c o m p ar at i v e d at a f or s u bs e q u e nt i nter pr et ati o n, is et hic all y j ust ifi e d a n d d o es n ot c arr y  an y 
a d di tio n al ris ks i n t h e c o n dit i ons o f a f a v o ur a bl e c h a n g e i n t h e e pi d e mi c sit u ati o n i n t h e R ussi a n 
F e d er at i on (i n 2 0 2 2, R os p otr e b n a d z or lifte d r e stricti o n s i m p os e d i n c o n n e ct i on wi t h th e 
p a n d e mi c) . I n a d di tio n , u n e v e n i n cl usi on i n t he st u d y gr o u p s is pl a n n e d – f ew er p arti ci p a nt s
will r e c ei v e a pl a c e b o. All p art i ci p a nts will b e a bl e t o r e c ei v e S A R S -C o V - 2 v a c ci n es af t er t h e 
D a y  2 9 ass ess m e nts.

T h e o v er all st u d y desi g n is si mil ar t o t he E V U S H E L D (A Z D 7 4 4 2 ) P h as e III ef fi c a c y st u d y 
( D 8 8 5 0 C 0 0 0 0 2/ P R O V E N T) as w ell as ot h er st u d y d esi g ns e v al u at i n g S A R S -C o V - 2 m A bs 
( L e vi n et al 2 0 2 2, F a ct S h e et E U A Be bt el o vi m a b 2 0 2 2, G u pt a et a l 2 0 2 1, Wei nr ei c h et al 2 0 2 1). 
T h e m a i n diff er e n c e fr om ot h er st u d y desi g ns is t he r a n d omi z at i on r atio. U n e q u a l 
r a n d omi z at i on r atio will c o v er t he n e e d f or a d di tio n al  saf et y i nf or m ati on of  A Z D 3 1 5 2. Al s o,
b as e d o n t h e a v ail a bl e effi c a c y d at a, it is a nt i ci p at e d t h at p artici p a nts i n t h e A Z D 3 1 5 2 ar m will
b e n efit m or e t h a n p arti ci p a nt s i n t h e pl a c e b o ar m . A Z D 3 1 5 2 is d e v el o pi n g s p e ci all y t o pr e p ar e 
f or f ut ur e r e sist a nt m ut ati o n s t h at m a y d e v el o p a s t h e S A R S -C o V -2 vir us c o nti n u es t o e v ol v e . 
T h e d at a o bt ai n e d i n p r e vi o us st u dies s u g g ests t h at t he 6- m o nt h p eri o d f oll owi n g a si n gl e 
A Z D 3 1 5 2 i nj e cti on is a d e q u at e t o m e et t h e st u d y  o bje ct i v es. T h e str u ct ur al si mil arity b et w e e n 
A Z D 3 1 5 2 a n d t he c o m p o n e nts of  th e E V U S H E L D dr u g s u g g ests a si mil ar s af et y pr ofil e of  
A Z D 3 1 5 2 t o t hat of E V U S H E L D; m o difi c at i ons m a d e i n t h e d e v el o p m e nt of A Z D 3 1 5 2 ar e n ot 
e x p e ct e d t o aff e ct t h e s af et y of  t h e dr u g, w hi c h w as c o nfir m e d i n t h e s e nt i n el c o h ort of cli ni c al 
st u d y S U P E R N O VA ( D 7 0 0 0 C 0 0 0 0 1).  At  th e t i m e of ass ess m e nt o n d a y 2 9 , n o n e w s af et y d at a 
w er e i d e ntifi e d, all o wi n g f urt h er e nr ol m e nt of p ati e nts i n p h a s e III. T h e pri m ar y e n d p oi nt s ar e 
st a n d ar d s af et y ass ess m e nts.

Alt h o u g h t h e pri m ar y  e nd p oi nt of t h e st u d y  is ai m e d at a s s e s si n g s af et y, t he st u d y  als o ai m s t o 
i n v esti g at e t he n e utr al i zi n g a ct i vity a g ai nst e m er gi n g d o mi n a nt v ari a nts of  SA R S -C o V - 2 a n d 
t he ef fi c a c y of  th e dr u g. T his st u d y will h el p t o i d e ntif y a gr o u p of  pat i ent s at hi g h ris k of  
d e v el o pi n g s e v er e C O VI D -1 9 w h o m a y  b e n efit m o st fr o m t h e dr u g a d mi nistr ati o n. 

T h e c o m bi n at i on of o bj e ct i v es of t his st u d y is t h er ef or e c o nsist e nt wit h t h e ai m: t o est a blis h t h e 
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s af et y of  an i m m u n o bi ol ogi c al  me di ci n al  pr o d u ct a n d its pr e v e nt i v e ef fi c a c y f or i n di vi d u als 
wi t h c ert ai n c o n diti ons or dis e as es t h at c o nf er hi g h ris k of d e v el o pi n g s e v er e f or ms o f C O VI D-
1 9.

4. 2. 1 R ati o n al e f o r St u d y P o p ul ati o n

T hi s st u d y  will i n v ol v e a d ult s 1 8 y e ar s of a g e or ol d er w h o h a v e c o n di tio n s/ c o m or bi di tie s t h at 
m a y c o ntri b ut e t o r e d u c e d i m m u nit y,  w hi c h i n t ur n i n cr e as es t h eir ris k of pr o gr essi o n t o s e v er e 
f or ms of dis e ase. D u e t o t h e ri s k of  d e v elo pi n g a n i n a d e q u at e r e s p o n s e t o f ull v a c ci n at i on d u e 
t o i m m u n e s y st e m dys f u n cti on d u e t o e xist i n g c o n di tio ns/ c o m o r bi dities, a d mi nistr ati o n of 
n e utr ali zi n g m A b is als o r e c o m m e n d e d f or s u c h i n di vi d u als ( Pr o visio n al r e c o m m e n d ati o ns,
v ersi o n 1 7 d at e d 2 4 D e c e m b er 2 0 2 2; C D C 2 0 2 0).

A g e, c o m or bi dit i es a n d i m m u n os u p pr essi v e c o n dit i ons, i n cl u di n g t he us e of  
i m m u n os u p pr essi v e t her a p y, ar e ass o ci at e d wit h t he i n a d e q u at e i m m u n e r es p o ns e t o 
v a c ci n ati o n.

I mm u n o l ogi c al  agi n g is a n a g e -r el at e d d y sr e g ul atio n of  th e i m m u n e s y st e m, a n a g e -r elat e d 
c h a n g e i n t he c o m p o n e nt s of  t he i n n at e a n d a d a pti v e i m m u n e s yst e m i n t h e el d erl y, le a di n g t o 
i m p air e d f or mat i on of  pr ot e cti v e i m m u nity f oll owi n g i m m u ni z ati on or i nf e cti on ( P ola n d et al 
2 0 1 8, W a g n er a n d Wei n b er g er 2 0 2 0, Zi m m er m a n n a n d C urtis 2 0 1 9).

O b esit y h as b e e n s h o w n t o c orr el at e wit h a w e a k er i m m u n e r es p o ns e t o v a c ci n es, w hi c h c a n 
als o b e c o nsi d er e d a m ar k er or st at e of  im m u n os u p pr essi o n. F or e x a m pl e, o b es e p e o pl e h a v e 
r e d u c e d C D 8 + T- c ell a ct i v ati on c o m p ar e d t o h e alt h y  pe o pl e of  nor m al  wei g ht ( P ol a n d et al 
2 0 1 8, W a g n er a n d Wei n b er g er 2 0 2 0, Zi m m er m a n n a n d C urtis 2 0 1 9).

P ati e nts wit h c hr o ni c ki d n e y dis e as e ar e a pri ori t y gr o u p f or v a c ci n at i on, b ut t he a d e q u a c y  of 
t he i m m u n o l ogi c al  r es p o ns e i n t his c at e g or y of p ati e nt s m a y n ot b e hi g h e n o u g h, a n d t h er ef or e 
b o ost er v a c ci n ati o n is n e e d e d, as w ell as t h e us e of pr ol o n g e d vir al n e utr ali zi n g a nt i b o di es b ot h 
a s pr e - e x p os ur e pr o p h yl a xis a n d a s tr e at m e nt ( Pr o vi si o n al r e c o m m e n d at i on s, v er si o n  1 7 of  2 4
D e c e m b er 2 0 2 2).

Hi p pisl e y -C o x, et al. c o n d u ct e d a l ar g e -s c al e st u d y o n 6, 9 5 2, 4 4 0 v a c ci n at e d p ati e nts t o d e v el o p 
a n d t est ris k pr e di ct i on al g orit h ms f or C O VI D - 1 9-r elat e d m ort ali t y a n d h o s pi t ali zati o n i n a d ult 
p ati e nts af t er o n e or t wo d os es of  CO VI D - 1 9 v a c ci n e. M ort ali t y fr om C O VI D - 1 9 h as b e e n 
s h o w n t o b e 1. 2 t o 2 ti m es hi g h er i n v a c ci n at e d p ati e nts w h o h a d c hr o ni c o bstr u cti v e p ul m on ar y 
di s e as e ( C O P D) a n d/ or c ar di o v as c ul ar dis e as e ( c or o n ar y h e art dis e as e, str o k e, atri al fi brill at i on,  
h e art f ail ur e, t hr o m b o e m b o lis m, p eri p h er al v as c ul ar dis e as e) ( Hi p pisl e y -C o x, et al 2 0 2 1). T h us, 
p ati e nts wi t h th es e c o m or bi di ties als o r e q uir e t he us e of  lo n g- a ct i n g dr u gs c o nt ai ni n g vir a l 
n e utr ali zi n g a nt i b o di es as pr e-e x p os ur e pr o p h yl a xis

T h e st u d y po p ul at i on m o st li k el y t o b e n efit fr om r e c eipt of  IM P . T h e i n cl usi on cri t eria ar e 
d esi g n e d t o s el e ct s u c h i n di vi d u als (f or list of c o n diti ons, s e e S e cti o n  5. 1 ).
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5 S T U D Y P O P U L A T I O N

Pr os p e cti v e a p pr o v al  of pr ot o c ol de vi at i ons t o r e cr uit m e nt a n d e nr ol m e nt crit eri a, al s o k n o w n 
as pr ot o c ol w ai v ers or e x e m pti o ns, is n ot p er mitt e d.

5. 1 I n cl u si o n C rit e ri a

P arti ci p a nts ar e eli gi bl e t o b e i n cl u d e d i n t h e st u d y o nl y if all  of t h e fol l owi n g crit eri a a p pl y:

1. P arti ci p a nt m u st b e 1 8 y e ars of a g e or ol d er at t h e ti m e of si g ni n g t h e i nf or m e d c o ns e nt.

2. Wr itt e n i nf or m e d c o n s e nt o bt ai n e d fr om t he p arti ci p a nt pri or t o p erf or mi n g a n y  pr ot o c ol-
r elat e d pr o c e d ur es, i n cl u di n g s cr e e ni n g e v al u ati o n s.

3. N e g ati v e r a pi d a nt i g e n t est S A R S -C o V - 2 at  Visit 1.

4. W ei g ht ≥ 4 5 k g at Visit 1.

5. A d ult p arti ci p a nts at i n cr e as e d ris k of  pr o gr essi o n t o s e v er e f or ms of  dis e as e d u e t o 
i m m u n os u p pr essi v e dis e as es/ c o n dit i ons ( F ur er et al  20 2 0, P ol a n d et al 2 0 1 8, W a g n er a n d 
W ei n b er g er 2 0 2 0, Zi m m er m a n n a n d C urt is 2 0 1 9), h a vi n g at l ea st 1 of  th e f oll owi n g ris k 
f a ct or s:

 O b e s e, i e, B MI ≥ 3 0

 C o n g est i v e h e art f ail ur e

 C hr o ni c o bstr u cti v e p ul m o n ar y  di s e a s e

 C hr o ni c ki d n e y  dis e as e, i e, G F R < 3 0 m L/ mi n/ 1. 7 3 m2 ( L a m b et al 2 0 1 3)

 I nt oler a nt of  va c ci n e. D efi n e d as pr e vi o us hist or y of  se v er e a d v ers e e v e nt or 
s erio us a d v ers e e v e nt aft er r e c ei vi n g a n y  a p pr o v e d v a c ci n e.

 I mm u n o c o m pr o mi s e d st at e ( m u st s ati sf y at l e a st 1 of  t h e fol l owi n g ris k f a ct ors at 
e nr o ll m e nt)

a) H a v e c a n c er ( e g, a cti v e s o li d t u mor s a n d h e m at ol o gi c m ali g n a n ci es) e x c e pt  
f or a d e q u at el y tr e at e d:

 N o n -m e l a n om a s ki n c a n c er or l e nt i g o mali g n a

 Ut eri n e c er vi c al c ar ci n o m a i n sit u

 L o c al  pr ost at e c ar ci n om a

b) H a v e s o li d or g a n tr a ns pl a nt or a h e m at o p oi eti c st e m c ell tr a ns pl a nt ( wit hi n 2 
y e ars o f tr a ns pl a nt ati o n, ar e t a ki n g i m m u n os u p pr essi o n t h er a p y or w h o h a v e 
c hr o ni c gr aft -v ers us -h o st di s e as e)

c) Ar e a ct i v el y t a ki n g i m m u n os u p pr essi v e m e di ci n es ( e g, ar e usi n g 
c orti c o st er oi ds [ie, ≥ 2 0 m g pr e d nis o n e or e q ui v al e nt p er d a y w h e n 
a d mi nist er e d f or ≥ 2 w e e ks], hi g h -d os e al k yl at i n g a g e nts, a nt i m et a b olite s, 
tr a n s pla nt -r elat e d i m m u n os u p pr essi v e dr u gs, c a n c er c h e m ot h er a p e ut i c 
a g e nts cl assifi e d as s e v er el y i m m u n os u p pr essi v e [ e g, Br ut o n’s t yr o si n e 
ki n as e i n hi bit or s], t u mor -n e cr osis bl o c k ers, or ot h er i m m un os u p pr essi v e or 
i m m u n om o d ul at or y  biol o gi c a g e nt s f or r h e u m at i c dis e as es)

d) R e c ei v e d c hi m eri c a nt i g e n r e c e pt or T-c ell t h er a p y
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e) Wit hi n 1 y e ar of  re c ei vi n g B- c ell d e pl eti n g t h er a pi es ( e g, rit u xi m a b, 
o cr eli z u m a b, of at u m u m a b, al e mt u z u m a b)

f) H a v e a m o d er at e or s e v er e pri m ar y  im m u n o d efi ci e n c y ( e g, Di G e or g e 
s y n dr o m e, Wis k ott -Al dr i c h s y n dr om e, s e v er e c o m bi n e d i m m u n o d efi ci e n c y, 
c o m m o n v ari a bl e i m m u n e d efi ci e n c y, a g a m m a gl o b uli n e mi a)

6. M e di c all y  st a bl e d efi n e d as dis e as e n ot r e q uiri n g si g nifi c a nt c h a n g e i n t her a p y or 
h o s pi t ali z ati o n f or w ors e ni n g dis e as e d uri n g t h e 1 m ont h pri or t o e nr oll m e nt, wit h n o a c ut e 
c h a n g e i n c o n di tio n at t he ti m e of  st u d y enr o ll m ent  as j u d g e d b y t he I n v esti g at or a n d n o 
e x p e ct e d c h a n g es at t h e ti m e of t h e e nr o ll m e nt.

7. W O C B P m ust n ot b e pr e g n a nt or l a ct ati n g a n d m ust still b e usi n g a hi g hl y eff e cti v e m et h o d 
of  co ntr a c e pti o n or a bst i n e n c e u nt il at l e ast 6 m o nt hs af t er st u d y i nter v e nt i on a d mi ni str ati o n.

N O T E:

 W o m e n n ot of c hil d b e ari n g p ot e nti al ar e d efi n e d as f e m al es w h o ar e eit h er p er m a n e nt l y 
st erili z e d ( h yst er e ct o m y, bil at er al o o p h or e ct o m y, or bil at er al s al pi n g e ct o m y), or w h o ar e 
p o st m e n o p a us al. F e m al es will b e c o nsi d er e d p o st m e n o p a us al  if t he y h a v e b e e n 
a m e n orr h o ei c f or 1 2 m o nt hs pri or t o t he pl a n n e d d at e of  ra n d o mi z at i on wi t ho ut a n 
al t er n ati v e m e di c al c a us e. T h e f o ll owi n g a g e -s p e cifi c r e q uir e m e nts a p pl y:

o F e m al es < 5 0 y e ars ol d w o ul d b e c o nsi d er e d p o st m e n o p a us al if t he y h a v e b e e n 
a m e n orr h o ei c f or 1 2 m o nt hs or m o r e f oll owi n g c ess at i on of  ex o g e n o us h or m o n al 
tr e at me nt a n d f olli cl e st i m ul ati n g h or m o n e l e v els i n t h e p ost m e n o p a us al r a n g e.

o F e m al es ≥ 5 0 y e ars ol d w o ul d b e c o nsi d er e d p o s t me n o p a us al if t he y h a v e b e e n 
a m e n orr h o ei c f or 1 2 m o nt hs or m or e f oll owi n g c ess at i on of  all e x o g e n o u s h or m o n al 
tr e at me nt. 

 All f e m al e p arti ci p a nts of  chil d b e ari n g p ot e nti al  mu st h a v e a n e g at i v e uri n e pr e g n a n c y 
t est r es ult at s cr e e ni n g.

 F e m al e p art i ci p a nts of c hil d b e ari n g p ot e nti al m ust us e o n e hi g hl y eff e cti v e f or m of birt h 
c o ntr ol . A hi g hl y eff e cti v e m et h o d of c o ntr a c e pti o n is d efi n e d as o n e t h at c a n a c hi e v e a 
f ail ur e r at e of  les s t ha n 1 % p er y e ar w h e n us e d c o nsist e nt l y a n d c orr e ctl y . F e m al es of  
c hil d b e ari n g p ot e nti al w h o ar e s e x u all y a ct i v e wi t h a no n -st erili z e d m al e p art n er m u st 
a gr e e t o us e o n e hi g hl y eff e cti v e m et h o d of  birt h c o n tr ol, as d efi n e d b el o w, fr o m 
e nr o ll m e nt t hr o u g h out t he st u d y an d u nt il at l e ast 6 m o nt hs af t er l ast d os e of  st u d y 
i nter v e nt i on. C ess at i on of  co ntr a c e pti o n af t er t his p oi nt s h o uld b e dis c uss e d wi t h a 
r es p o nsi bl e p h ysi ci a n. 

 Hi g hl y  eff e cti v e birt h c o ntr ol met h o d s i n cl u d e: T ot al  s e x u al a b sti n e n c e is a n a c c e pt a bl e 
m et h o d pr o vi d e d it is t he us u al lif estyl e of  th e p arti ci p a nt ( d efi n e d as r efr ai ni n g fr om 
h et er os e x u al i nter c o urs e d uri n g t he e nt ire p eri o d of  ris k a s s o ci at e d wit h t he st u d y 
tr e at me nts) [( p eri o di c a bsti n e n c e e g, c al e n d ar, o v ul at i on, s y m pt ot h er m al, p o s t-o v ul at i on 
m et h o ds), d e cl ar at i on of  absti n e n c e f or t he d ur ati o n of  ex p os ur e t o st u d y i nter v e nt i on,  
a n d wi t hdr a w al ar e n ot a c c e pt a bl e m et h o ds of  co ntr a c e pti o n], a v as e ct o mi z e d p art n er, 
I mpl a n o n ® , bil at er al  tu b al o c cl u si o n , i ntr a ut eri n e d e vi c e/l e v o n or g est r el i ntr a ut eri n e 
s y st e m, D e p o-Pr o v er a ™ i nj e cti on s, or al  co ntr a c e pti v e, a n d E vr a P at c h ™, X ul a n e ™, or 
N u v a Ri n g ® or t h ei r e q ui v al e nts.

 T h e f oll owi n g ar e n ot a c c e pt a bl e m et h o ds of c o nt r a c e pti o n: p eri o di c a bst i n e n c e 
( c ale n d ar, s y m pt ot h er m al, p ost -o v ul at i on m et h o d s), wit h dr a w al ( c oit u s i nterr u pt us), 
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s p er mi ci d es o nl y, a n d l a ct ati o n al a m e n orr h e a. F e m al e c o n d o m a n d m al e c o n d o m s h o ul d 
n ot b e us e d t o g et h er. 

8. A bl e t o u n d erst a n d a n d c o m pl y  with all st u d y re q ui r e m e nts/ pr o c e d ur es, b as e d o n t he 
ass ess m e nt of t h e I n v esti g at or.

5. 2 E x cl usi o n C rit e ri a

P arti ci p a nt s ar e e x cl u d e d fr o m  t h e st u d y if a n y of t h e f o ll owi n g cri t eria a p pl y:

1 W o m e n w h o ar e pr e g n a nt, l a ct ati n g, or of  chil d b e ari n g p ot e nti al a n d n ot usi n g a hi g hl y 
eff e ct i v e m et h o d of  co ntr a c e pti o n or a bst i n e n c e fr om at l e ast 4 w e e ks pri or t o st u d y 
i nter v e nt i on a d mi nistr ati o n a n d u nt il at l e ast 6 m o nt hs af t er st u d y int er v e nti o n 
a d mi nistr ati o n.

2 K n o w n h y p ers e nsit i vity t o a n y  c o mp o n e nt of t h e st u d y  int er v e nt i on.

3 Pr e vi o us h y p ers e nsit i vity or s e v er e a d v ers e r e a ct i on f oll owi n g a d mi nistr ati o n of  a m A b.

4 A c ut e (ti me- li mit e d) or f ebr il e (t e mp er at ur e ≥ 3 8. 0 ° C) ill n ess/i nf e cti on o n d a y  prior t o or 
d a y  of pl a n n e d d osi n g; p art i ci p a nts e x cl u d e d f or tr a n sie nt a c ut e ill n ess m a y b e d os e d if 
ill n ess r es ol v es a n d m a y b e r es cr e e n e d f or e nr oll m e nt o n c e.

5 Bl o o d dr a w n i n e x c ess of a t ot al of 4 5 0 m L f or a n y r e as o n wit hi n 3 0 d a ys pri or t o Visit 1.

6 Cli ni c all y si g nifi c a nt bl e e di n g di s or d er ( e g, f a ct or d efi ci e n c y, c o a g ul o p at h y , or pl at el et 
di s or d er), or pri or hist or y  of si g nifi c a nt bl e e di n g or br uisi n g f oll o wi n g I M i nj e cti o ns or 
v e ni p u n ct ur e.

7 H as HI V i nf e cti o n.

8 R e c ei pt of c o n v al es c e nt C O VI D -1 9 pl as m a tr e at m e nt wit hi n 6 m o nt hs pri or t o Visit 1.

9 Pr e vi o us r e c ei pt of a m A b a g ai nst S A R S -C o V -2 wit hi n 6 m o nt hs pri or t o Visit 1.

1 0 R e c ei pt of a C O VI D -1 9 v a c ci n e wit hi n 6 m o n t h s prior t o Visit 1.

1 1 R e c ei pt of a C O VI D -1 9 a nti vir al f or pr o p h yl a xis wit hi n at l e ast 2 w e e ks pri or t o Visit 1.

1 2 C O VI D - 1 9 wi t hi n 6 m o nt hs pri or t o Visit 1 ( c o nfir m e d ei t h er b y l a b or at or y testi n g or a 
r a pid t est [i n cl u di n g at -h o m e t esti n g]).

1 3 R e c ei pt of a n y I M P i n t h e pr e c e di n g 9 0 d a ys or e x p e ct e d r e c ei pt of  I M P d uri n g t h e p erio d 
of  st u d y fol l ow- u p. C o n c urr e nt p arti ci p at i on i n a n ot h er i nter v e nt i on al st u d y wh er e t he 
p arti ci p a nt c e as e d I M P tr e at m e nt > 9 0 d a y s w h o is i n t h e f o ll ow- u p p eri o d of  t h e st u d y a n d 
n ot e x p e ct e d t o r e c ei v e f urt h er I M P, is p er mitt e d f or i n cl usi o n.

1 4 Al c o h o l or s u bst a n c e a b us e t h at, i n t h e o pi ni on of t h e I n v est i g at or, mi g ht i nt erf er e with t h e 
trial  c o n d u ct or c o mpl et i on. 

1 5 D e pri v e d of  fr e e d om b y a n a d mi nistr ati v e or c o urt or d er, or i n e m er g e n c y s etti n g, or 
h o s pi t ali z e d i n v olu nt aril y.

1 6 A n y c o n dit i on t h at, i n t h e o pi ni o n of t h e I n v est i g at or, mi g ht c o m pr omis e p art i ci p a nt s af ety 
or i nt erf er e wi t h e v al u ati on of  t he st u d y  int er v e nt i o n or i nt er pr et ati o n of p artici p a nt s af et y 
or st u d y  r e s ult s.

1 7 E m pl o y e es of  Astr a Z e n e c a i n v ol v e d i n pl a n ni n g, e x e c uti n g, s u p er vi si n g, or r e vie wi n g t h e 
A Z D 5 1 5 6/ A Z D 5 1 3 2 pr o gr a m , cli ni c al st u d y site st aff, or a n y ot h er i n di vi d u als i n v ol v e d 
wi t h t h e c o n d u ct of t h e st u d y, or fa mil y m e m b ers of s u c h i n di vi d u als.

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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5. 3 Lif e st yl e C o n si d e r ati o ns

 P arti ci p a nt s m u st f ol l ow t h e c o ntr a c e pti o n r e q uir e m e nts o utli n e d i n a b o v e S e cti o ns.

 R estri cti o ns r el at i n g t o c o n c o mit a nt m e di c ati ons ar e d es cri b e d i n S e ct i on  6. 5 .

5. 4 S c r e e n F ail u r e s

S cr e e n f ail ur es ar e d efi n e d as p arti ci p a nts w h o c o ns e nt t o p arti ci p at e i n t he cli ni c al st u d y but 
ar e n ot s u bs e q u e nt l y r a n d o ml y assi g n e d t o st u d y int er v e nt i on. A  mi ni m al s et o f s cr e e n f ail ur e 
i nf or mat i on is r e q uir e d t o e ns ur e tr a ns p ar e nt r e p orti n g of s cr e e n f ail ur e p art i ci p a nts t o m e et t h e 
C O N S O R T p u blis hi n g r e q uir e m e nts a n d t o r es p o n d t o q u eri es fr om r e g ulat or y  aut h ori tie s. 
Mi ni m al i nf or m ati on i n cl u d es d e m o gr a p h y , s cr e e n f ail ur e d et ails, eli gi bilit y cri t eria, a n d a n y 
S A E.

I n di vi d u als w h o d o n ot m e et t h e crit eri a f or p arti ci p at i on i n t his st u d y (s cr e e n f ail ur e) m a y b e 
r es cr e e n e d if t he p arti ci p a nt h as n ot m et  th e e li gi bilit y cri t eria wi t hi n th e s cr e e ni n g p eri o d a n d/ or 
t he r e as o n f or s cr e e n f ail ur e w as tr a nsi e nt (i n cl u di n g b ut n ot li mit e d t o st u d y e q ui p m e nt f ail ur e, 
u nf or es e e n p ers o n al e v e nt s t hat m a n d at e miss e d s cr e e ni n g vi si t). O nl y a si n gl e r es cr e e ni n g is 
all o w e d i n t h e st u d y a n d m ust b e st art e d wit hi n 2 w e e ks of t h e i nit i al s cr e e ni n g. W h e n p ossi bl e, 
t he I n v esti g at or s h o ul d c o n s ul t t he St u d y  Ph ysi ci a n pri or t o r es cr e e ni n g. R es cr e e n e d 
p arti ci p a nts s h o ul d b e assi g n e d t h e s a m e p arti ci p a nt n u m b er as f or t h e i nit i al s cr e e ni n g.

6 S T U D Y I N T E R V E N T I O N

St u d y  int er v e nt i on is d efi n e d as a n y in v est i g ati on al i nter v e nt i on(s), m ar k et e d pr o d u ct(s) or 
pl a c e b o i nte n d e d t o b e a d mi nist er e d t o or m e d i cal  de vi c e(s) ut ilis e d b y a st u d y parti ci p a nt 
a c c or di n g t o t h e st u d y  pr ot o c ol.

6. 1 St u d y I nt e r v e nti o n(s) A d mi nist e r e d

6. 1. 1 I n v esti g ati o n al P r o d u cts

A S T R A Z E N E C A A B w ill s u p pl y L L C Astr a Z e n e c a P h ar m a c e ut i c als A Z D 3 1 5 2, s o l uti on f or 
i ntr a mus c ul ar i nj e cti on, at a d o s a g e of 1 5 0 m g / ml, 2 ml i n a vi al, as i n v esti g ati on al dr u g i n a 
st a n d ar d p a c k a g e "I N B U L K ".

F urt h er s e c o n d ar y  p a c k a gi n g, l ab elli n g a n d r el e a s e of  I M P, will b e c arri e d o ut o n t errit or y  of 
t he R ussi a n F e d er ati o n b y M a n uf a ct uri n g sit e a n d b y S p o ns or, i n a c c or d a n c e wi t h a p pli c a bl e 
r e g ulat i on s.

Pl a c e b o 

P arti ci p a nts will b e r a n d o mi z e d t o r e c ei v e A Z D 3 1 5 2 or pl a c e b o ( 3: 1 r atio). T h er e i s n o c a p f or 
r a n d omi z at i on i n e a c h gr o u p t o b e i m pl e m e nt e d o n sit e l e v el of  ea c h i n v esti g ati on al pr o d u ct , 
b e c a us e it will i n cr e as e o v er a g e of I M P f or tri al c o n d u cti o n. D et ails of t h es e st u d y i nt er v e nt i on s 
ar e pr es e nt e d i n T a bl e 5 a n d ar e d es cri b e d b el o w . 

C CI

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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P a c k a gi n g a n d 

l a b elli n g

I M P will b e  pr o vi d e d i n gl ass vi als. 

E a c h gl ass vi al will b e l a b ell e d as p er 

c o u ntr y r e q uir e m e nt.

 

 

 

 

I M = i ntr a m us c ul ar; I M P = i n v esti g ati o n al m e di ci n al pr o d u ct; NI M P = n o n -i n v esti g ati o n al m e di ci n al pr o d u ct; w/ v 
= w ei g ht p er v ol u m e.

6. 2 P r e p a r ati o n/ H a n dli n g/ St o r a g e/ A c c o u nt a bilit y

 I M P vials /a m p o ul es ar e st or e d at 2 ° C t o 8 ° C a n d m ust n ot b e fr o z e n.

 T h e I n v esti g at or, or a n a p pr o v e d d esi g n at e d r e pr es e nt ati v e ( e g, 

p h ar m a cist), will e ns ur e t hat all st u d y int er v e nti o n is st or e d i n a s e c ur e d 

ar e a, i n r efrig er at e d t e mp er at ur e s ( 2 ° C t o 8 ° C) a n d i n a c c or d a n c e wi t h 

a p pli c a bl e r e g ul at or y  r e q uir e m e nts.

 A t e m p er at ur e l o g will b e us e d t o m o nit or t he st or a g e c o n dit i ons of I M P i n 

t he st or a g e ar e a. T e m p er at ur e e x c ursi o ns o ut si d e t he p er missi bl e r a n g e 

list e d i n t h e cli ni c al s u p pl y p a c k a gi n g will b e r e p ort e d t o th e m o nit or u p o n 

d et e cti o n. A c ali br at e d t e mp er at ur e m o nit ori n g d e vi c e will b e us e d t o 

r e c or d t he t e mp er at ur e c o n dit i ons i n t he dr u g st or a g e f a cility or 

r efrig er at or . St or a g e c o n dit i ons st at e d i n t he I n v e stig at or’s Br o c h ur e m a y 

b e s u p ers e d e d b y t h e l a b el st or a g e.

 St u d y  int er v e nti o n m u st b e k e pt i n ori gi n al  pa c k a gi n g u nt il t he ti m e of 

pr e p ar ati o n t o pr e v e nt pr ol o n g e d li g ht e x p os ur e.

 T h e I n v esti g at or or d esi g n e e m ust c o nfir m a p pr o pri at e t e mp er at ur e 

c o n di tio ns h a v e b e e n m ai nt ai n e d d uri n g tr a n sit f or all st u d y int er v e nt i on 

r e c ei v e d a n d a n y dis cr e p a n ci es ar e r e p ort e d. Us e of st u d y i nter v e nti o n f or 

w hi c h a t e mp er at ur e d e vi at i on h as b e e n i d e ntifi ed will n ot b e p er mitt e d 

pri or t o Astr a Z e n e c a's n otifi c at i on.

 O nl y p arti ci p a nts e nr o ll e d i n t h e st u d y m a y r e c ei v e st u d y int er v e nt i on a n d 

o nl y a ut h oris e d sit e st aff m a y s u p pl y or a d mi nist er st u d y  int er v e nt i on. All 

st u d y int er v e nti o n m u st b e st or e d i n a s e c ur e, e n vir o n m e nt all y  c o ntr oll e d, 

a n d m o nit or e d ( m a n u al or a ut o m at e d) ar e a i n a c c or d a n c e wit h t h e l a b ell e d 

st or a g e c o n dit i ons wi t h ac c ess li mit e d t o t he I n v e stig at or a n d a ut h ori s e d 

sit e st aff.

 T h e I n v est i g at or, inst itut i on, or t h e h e a d of  t he m e di c al i nstituti o n ( w h er e 

a p pli c a bl e) is r es p o nsi bl e f or st u d y i nter v e nt i on a c c o u nt a bilit y,  

r e c o n cili ati on, a n d r e c or d m a i nte n a n c e (ie, r e c eipt, r e c o n cili ati on, a n d fi n a l 

di s p o sitio n r e c or d s).

C CI
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 F urt h er g ui d a n c e a n d i nf or m at i on f or t h e fi n al dis p osit i on of u n us e d st u d y 

i nter v e nt i ons, d et ail e d d os e pr e p ar ati o n, h a n dli n g, a n d a d mi nistr ati o n 

i nf or mat i on will b e pr o vi d e d i n t he I n v esti g ati o n al Pr o d u ct H a n dli n g 

M a n u al.

T h e d os es of A Z D 3 1 5 2 a n d pl a c e b o f or a d mi nistr ati o n m ust b e pr e p ar e d b y t h e U n bli n d e d st aff 
m e m b ers d el e g at e d b y t he I n v esti g at or ( or a n a p pr o pri at e d esi g n e e tr ai n e d i n st u d y dr u g 
pr e p ar ati o n), usi n g as e pt i c t e c h ni q u e a n d f oll owi n g l oc al  re g ul at i ons a n d sit e r e q uir e m e nt s. 
T o t al tim e b et w e e n r etrie v al of  t he dr u g f r o m t he vi al / a m p o ule i nto t h e s y rin g e a n d t he st art of 
a d mi nistr ati o n m ust n ot e x c e e d:

 2 4 h o urs at 2 ° C t o 8 ° C

 4 h o urs at r o o m t e m p er at ur e.

If t he fi n al pr o d u ct is st or e d at b ot h r efri g er at e d a n d a m bi e nt t e m p er at ur e s, t h e t ot al  tim e m ust  
n ot e x c e e d 2 4 h o urs, ot h er wis e a n e w d os e m ust b e pr e p ar e d fr o m n e w vi als/ a m p o ul es (t h at i s, 
t he i n di vi d u al st or a g e ti m e li mits ar e n ot a d dit i v e). A Z D 3 1 5 2 a n d pl a c e b o d o n ot c o nt ai n 
pr es er v at i v es; a n y u n us e d p orti o n of t h e vi al/a m p o ul e m ust b e dis c ar d e d i m m e di at el y aft er us e.

6. 3 M e a s u r e s t o Mi ni mi s e Bi as: R a n d o mi z ati o n a n d Bli n di n g

6. 3. 1 R a n d o mi z ati o n

T h e p arti ci p a nts will b e r a n d o mi z e d t o r e c ei v e A Z D 3 1 5 2 or pl a c e b o ( 3: 1 r ati o). 

All p art i ci p a nts will b e c e ntr all y assi g n e d t o r a n d o mi z e d st u d y int er v e nt i on usi n g a n I W R S. 
B ef or e t h e st u d y  is ini tiat e d, I W R S a c c e s s a n d i nstr u ctio n will b e pr o vi d e d t o e a c h si t e. St u d y 
i nter v e nt i on will b e a d mi nist er e d at t h e V isit 1.

T h e I W R S will pr o vi d e t o t h e I n v est i g ator(s) or p h ar m a cists t h e kit i d e nt ifi c ati on n u m b er t o b e 
all o c at e d t o t he p arti ci p a nt at  th e di s p e nsi n g visit . R o uti n es f or t his will  be d es cri b e d i n t h e 
I W R S us er m a n u al t h at will b e pr o vi d e d t o e a c h c e nt er.

6. 3. 2 Bli n di n g

N ei t her t he p arti ci p a nt n or a n y of  th e I n v esti g at ors or S p o ns or st aff w h o ar e i n v ol v e d i n t he 
tr e at me nt or cli ni c al e v al u at i on a n d m o nit ori n g of  th e p arti ci p a nts will b e a w ar e of  th e st u d y 
i nter v e nt i on r e c ei v e d. Si n c e A Z D 3 1 5 2 a n d pl a c e b o ar e vis u all y dist i n ct pri or t o d os e 
pr e p ar ati o n ( d u e t o diff er e n c es i n a p p e ar a n c e ), st u d y int er v e nt i on will b e h a n dl e d b y a n 
u n bli n d e d p h ar m a cist ( or d esi g n e e, i n a c c or d a n c e wit h l o c al a n d i nst ituti o n al  r e g ul ati o ns) at t h e 
st u d y sit e w h o will b e i n d e p e n d e nt of s af et y e val u ati o ns a n d ot h er tri al  e val u at i ons. P er s o n n el 
pr e p ari n g a n d a d mi nist eri n g st u d y int er v e nt i on m a y  be t he s a me i n di vi d u al. S y rin g e m a s ki n g 
will b e r e q uir e d i n or d er t o m a i ntai n t h e bli n d. T h e I n v esti g at or r es p o nsi bl e f or s af et y 
ass ess m e nt will n ot att e n d t h e st u d y i nt er v e nti o n a d mi nistr ati o n s ess i on b ut will b e a v ail a bl e i n 
c as e of e m er g e n c y ( e g, a n a p h yl a ct i c s h o c k). 

T h e f oll owi n g p ers o n n el will h a v e a c c ess t o t he r a n d omi z at i on list d uri n g t he st u d y, pri or t o 
D B L:
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 T h os e c arr yi n g o ut t h e p a c k a gi n g a n d l a b elli n g of I M P

 T h os e g e n er at i n g t h e r a n d o mi zati o n list a n d I W R S s yst e m

 T h e Astr a Z e n e c a Alli a n c e T e a m m e m b ers r es p o nsi bl e f or s u p pl y c h ai n 

 U n bli n d e d Astr a Z e n e c a d esi g n e es (if a p pli c a bl e)

 U n bli n d e d p h ar m a cist

 St aff of bi o a n al yt i c l a b or at or y

 T h e u n bli n d e d t e a m ( s) (t o b e s p e cifi e d i n t he St u d y  I nt e grity Pl a n ) f or

i nteri m a n al ysis at Astr a Z e n e c a a n d / or its d ele g at e .

T h e r a n d omi z at i on c o d e s h o uld n ot b e br o k e n e x c e pt i n m e d i c al em er g e n ci es w h e n t he 
a p pr o pri at e m a n a g e m e nt of t h e p arti ci p a nt r e q uir es k n o wl e d g e of t h e tr e at m e nt r a n d o mi z at i on,  
or i n t he i nst a n c e a p art i ci p a nt wi s h es t o b e c o nsi d er e d f or a S A R S -C o V - 2 v a c ci n e. T h e 
I n v esti g at or d o c u m e nts a n d r e p ort s t h e a cti o n t o Astr a Z e n e c a, wi t ho ut r e v e ali n g t he tr e at m e nt 
gi v e n t o p arti ci p a nt t o t h e Astr a Z e n e c a st aff. 

Astr a Z e n e c a r et ai ns t h e ri g ht t o br e a k t h e c o d e f or S A Es t h at ar e u n e x p e ct e d a n d ar e s us p e ct e d 
t o b e c a us al l y rel at e d t o a n I M P a n d t hat p ot e nti all y r e q uir e e x p e dit e d r e p ortin g t o r e g ul at or y 
a ut h ori ti es. R a n d o mi z at i on c o d es will n ot b e br o k e n f or t he pl a n n e d a n al ys es of  dat a u ntil all 
d e cisi o ns o n t he e v al u a bilit y of  t he d at a fr o m e a c h i n di vi d u al p arti ci p a nt h a v e b e e n m a d e a n d 
d o c u m e nt e d.

6. 3. 3 P r o c e d u r es f o r U n bli n di n g

T h e I W R S will b e pr o gr a m m e d wi t h bli n d-br e a ki n g f un ct i on. U n bli n di n g s h o uld o nl y  oc c ur 
wi t hi n t he I W R S s y st e m. I n c as e of  an e m er g e n c y, i n w hi c h t he k n o wl e d g e of  th e s p e cifi c 
bli n d e d st u d y  int er v e nt i on will aff e ct t h e i m m e di at e m a n a g e m e nt of t h e p arti ci p a nt ’s c o n ditio n 
( e g, a nti d ot e a v ail a bl e), t he t her a p y  ca n b e u n bli n d e d b y 4 1 a ut h ori z e d r e pr e s e nt ativ es of  th e 
st u d y site. P arti ci p a nt s af et y m ust al w a ys b e t he first c o nsi d er ati o n i n m a ki n g s u c h a 
d et er m i n ati on. If a p art i ci p a nt’s i nter v e nti o n assi g n m e nt is u n bli n d e d, t he S p o n s or m ust b e 
n otifi e d wi t hi n 2 4 h o urs af t er br e a ki n g t he bli n d. T h e I n v e stig at or d o c u m e nts a n d r e p ort s t he 
e v e nt t o Astr a Z e n e c a, wi t ho ut r e v e ali n g t he tr e at m e nt gi v e n t o p arti ci p a nt to t h e Astr a Z e n e c a 
st aff.

6. 4 St u d y I nt e r v e nti o n C o m pli a n c e

W h e n p arti ci p a nts ar e d os e d at  t he sit e, t he y  will r e c ei v e st u d y int er v e nt i on di r e ctl y fr om t he 
u n bli n d e d p h ar m a cist or d e si g n e e. T h e d at e, a n d ti m e if a p pli c a bl e, of d os e a d mi nist er e d i n t h e 
cli ni c wi ll b e r e c or d e d i n t h e s o ur c e d o c u m e nts a n d r e c or d e d i n t h e e C R F.

6. 5 C o n c o mit a nt T h e r a p y

A n y m e di c at i on o r v a c ci n e (i n cl u di n g C O VI D-1 9 v a c ci n es a n d o v er -t he- c o u nt er or pr es cri pt i on 
m e di ci n es) t h at t h e p arti ci p a nt is r e c ei vi n g at t h e ti m e of e nr ol m e nt or r e c ei v es d uri n g t h e st u d y 
m ust b e r e c or d e d o n t h e C o n c o mit a nt M e di c at i on e C R F al o n g wit h: 

 R e as o n f or us e

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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 D at es of a d mi nistr ati o n i n cl u di n g st art a n d e n d d at es

 D os a g e i nf or m ati o n i n cl u di n g d os e a n d fr e q u e n c y

T h e St u d y  Ph ys i ci a n s h o uld b e c o nt a ct e d if t her e ar e a n y q u est i ons r e g ar di n g c o n c o mit a nt or 
pri or t h er a p y . 

T a bl e 6 lists t h e p er mitt e d a n d r estri ct e d, m e di c ati o ns d uri n g t h e st u d y.

T a bl e 6 P e r mitt e d, R est ri ct e d, a n d P r o hi bit e d M e di c ati o ns

Us e C at e g o r y T y p e of m e di c ati o n/t r e at m e nt Ti m eli n e/i nst r u cti o ns

P er mitt e d R o uti n e v a c ci n es e x c e pt S A R S -

C o V -2 v a c ci n es

All ot h er v a c ci n es e x c e pt S A R S -C o V -2 

v a c ci n es (s e e t h e ‘R estri ct e d’ s ecti o n 

b el o w) ar e  per mitt e d; h o w e v er, t h e y s h o ul d 

n ot b e gi v e n wit hi n 1 4 d a ys b ef or e or aft er 

a d mi nistr ati o n of st u d y i nt er v e nti o n.

All er g e n i m m u n ot h er a p y All o w e d if p arti ci p a nt h as b e e n r ec ei vi n g 

st a bl e d es e nsiti z ati o n t h er a p y f or all er gi es 

f or at l e ast 3 0 d a ys pri or t o s cr e e ni n g a n d 

t h ere is n o a nti ci p at e d c h a n g e d uri n g t h e 

tr e at m e nt p eri o d. All er g e n i m m u n ot h er a p y 

s h o ul d n ot b e a d mi nist er e d o n t h e s a m e d a y 

as st u d y i nt er v e nti o n. N o n -pr e s cri pti o n 

o v er -t h e-c o u nt er tr e at m ents f or all er gi es 

s u c h as a nti hist a mi n es, d e c o n g est a nts, a n d 

n as al st er oi ds ar e  per mitt e d f or s u c h 

p arti ci p a nts.

C o m m er ci a l bi ol o gi cs, 

pr e d nis o n e, i m m u n os u p pr essi v e 

m e di c ati o ns ( e g, a z at hi o pri n e, 

t a cr oli m us, c y cl os p ori n e, 

m et h otr e x at e, or c yt ot o xi c 

c h e m o t h er a p y)

All o w e d. If p ossi bl e, a d mi nistr ati o n of 

bi ol o gi cs ( e g, a d ali m u m a b) s h o ul d b e 

a v oi d e d o n t h e s a m e d a y a s st u d y 

i nt er v e nti o n.

I ntr a v e n o us i m m u n o gl o b uli n 

i nf usi o n f or p arti ci p a nts wit h 

c o m m o n v ari a bl e i m m u n e 

d efi ci e n c y

All o w e d. If p ossi bl e, a d mi nis tr ati o n of 

i m m u n o gl o b uli n s h o ul d b e  a v oi d e d o n t h e 

s a m e d a y as st u d y i nt er v e nti o n.

P arti ci p a nts m a y t a k e c o n c o mit a nt m e di c ati o ns pr es cri b e d b y t h eir h e alt h c ar e 

pr o vi d er f or m a n a g e m e nt of c hr o ni c m e di c al c o n diti o ns a n d/ or f or h e alt h 

m a i nt e n a n c e. H e alt h c ar e pr o vi d er or, w h er e a p pr o pri at e, I n v esti g at ors s h o ul d 

pr es cri b e a p pr o pri at e c o n c o mit a nt m e di c ati o ns or tr e at m e nts d e e m e d n e c ess ar y 

t o pr o vi d e f ull s u p p orti v e c ar e a n d c o mf ort d uri n g t h e st u d y. P arti ci p a nts w h o 

d e v el o p C O VI D - 1 9 aft er r ec ei vi n g st u d y i nt er v e nti o n s h o ul d b e tr e at e d 

R e d a ct e d f or P u bli c 
Di s cl o s ur e



Cli ni c al St u d y Pr ot o c ol - 3. 0 Astr a Z e n e c a
A Z D 3 1 5 2 - A Z -R U - 0 0 0 0 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 4 3 of 9 4

Us e C at e g o r y T y p e of m e di c ati o n/t r e at m e nt Ti m eli n e/i nst r u cti o ns

a c c or di n g t o l o c al st a n d ar d of c ar e ( w hi c h will b e r e c or d e d a s c o n c o mit a nt 

m e di c ati o n), i n cl u di n g i n v esti g ati o n al a g e nts o utsi d e a cli ni c al tri al s etti n g.

Pr o hi bit e d  N o n e N o n e

R estri ct e d Bl o o d/ pl as m a d o n ati o n P arti ci p a nts m ust a bst ai n fr o m d o n ati n g 

bl o o d or pl as m a fr o m t h e ti m e of i nf or m e d 

c o ns e nt a n d f or 5 h alf -li v es aft er st u d y 

i nt er v e nti o n a d mi nistr ati o n , i e, 1 5 m o nt hs.

S A R S -C o V -2 v a c ci n es S A R S -C o V -2 v a c ci n es s h o ul d n ot b e gi v e n 

wit hi n 6 m o nt hs pri or t o Vi sit 1 (s e e 

S e cti o n 5 ). S A R S -C o V - 2 v a c ci n es s h o ul d 

als o n ot b e gi v e n d uri n g t h e st u d y u ntil 

aft er t h e D a y 2 9 ass ess m e nts.

C O VI D -1 9 a nti vir als C O VI D- 1 9 a nti vir als f or pr o p h yl a xis 

s h o ul d n ot b e gi v e n wit hi n at l e ast 2 w e e ks 

pri or t o Visit 1 as w ell a s d uri n g t h e st u d y 

u ntil aft er t h e D a y 2 9 ass ess m e nts.  If t h e 

p arti ci p a nt d e v el o ps C O VI D -1 9, st a n d ar d 

of c ar e tr e at m e nt is all o w e d.

E V U S H E L D E V U S H E L D s h o ul d n ot b e  gi v e n wit hi n 
6 m o nt hs pri or t o Visit 1 a n d u ntil 6 m o nt hs 
aft er t h e d os e of I M P .

S A R S -C o V -2 = s e v er e a c ut e r es pir at or y s y n dr o m e c or o n a vir us 2

6. 6 D o s e M o difi c ati o n

D o s e m o difi c at i ons will n ot b e p er mitt e d d uri n g t h e st u d y .

6. 7 I nt e r v e nti o n Aft e r t h e E n d of t h e St u d y

T h er e i s n o i nt er v e nt i on aft er t h e e n d of t h e st u d y  ( s e e S e ctio n  4. 4 ).

7 D I S C O N T I N U A T I O N O F S T U D Y I N T E R V E N T I O N A N D 
P A R T I C I P A N T D I S C O N T I N U A T I O N/ W I T H D R A W A L

7. 1 Di s c o nti n u ati o n of St u d y I nt e r v e nti o n

E a c h p arti ci p a nt will r e c ei v e a si n gl e d os e of  st u d y int er v e nt i on ( AZ D 3 1 5 2 or pl a c e b o). If a 
p arti ci p a nt e x p eri e n c es a n i m m e di at e h y p ers e nsit i vity r e a cti o n aft er r e c ei pt of t h e I M i nj e ct i on,  
t he p arti ci p a nt s h o ul d r e m ai n i n t h e st u d y  t o b e e v al u at e d.

N ot e t hat dis c o nt i n u ati on fr om st u d y int er v e nt i on is N O T t he s a m e as a wi t hdr a w al fr om t he 
st u d y.

T h e st u d y ma y  be st o p p e d if, i n t he j u d g m e nt of  Astr a Z e n e c a, trial  part i ci p a nts ar e pl a c e d at 
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u n n e c ess ar y  ris k b e c a us e of cli ni c all y si g nifi c a nt fi n di n gs t h at:

1. m e et i n di vi d u al st o p pi n g crit eri a or ar e ot h er wis e c o nsi d er e d si g nifi c a nt 

2. ar e ass ess e d as c a us all y r el at e d t o st u d y  dr u g, 

3. ar e n ot c o nsi d er e d t o b e c o nsist e nt wit h c o nt i n u ati o n of t h e st u d y

R e g ar dl ess of  th e r e as o n f or t er mi n ati on, all d at a a v ail a bl e f or t he p arti ci p a nt s at t he ti m e of  
di s c o nti n u at i on of  fol l ow- u p m ust b e r e c or d e d i n t h e e C R F. All r e as o ns f or dis c o nt i n u ati on of 
tr e at me nt m u st b e d o c u m e nt e d.

I n t er mi n ati n g t he st u d y, t he S p o ns or will e n s ur e t hat a d e q u at e c o nsi d er ati o n is gi v e n t o t he 
pr ot e c tio n of  t h e p artici p a nt s’ i nter ests.

S e e t he S o A  for d at a t o b e c oll e ct e d at  t he ti m e of i nter v e nti o n di s c o nti n u ati o n a n d f oll ow- u p 
a n d f or a n y  furt h er e v al u at i ons t h at n e e d t o b e c o m pl et e d ( S e cti o n  1. 3 ).

7. 2 P a rti ci p a nt Wit h d r a w al f r o m t h e St u d y

A p art i ci p a nt m a y wi t hdr a w fr om t he st u d y at a n y tim e at his/ h er o w n r e q u est or m a y b e 
wi t hdr a w n at a n y ti m e at t he dis cr eti o n of  th e I n v esti g at or f or s af et y,  be h a vi or al, c o m pli a n c e, 
or a d mi nistr ati v e r e as o ns. T his is e x p e ct e d t o b e u n c o m m o n.

A p art i ci p a nt w h o c o n sid er s wi t hdr a wi n g fr om t he st u d y  mu st b e i nf or m e d b y t h e I n v e stig at or 
a b o ut m o difi e d f oll ow- u p f or mat ( e g, t el e p h o n e c o nt a ct, a c o nt a ct wit h a r el ati v e or tr e ati n g 
p h ysi ci a n, or i nf or m at i on fr o m m e di c al r e c or ds).

At  th e ti m e of  with dr a w al fr om t he st u d y , if p ossi bl e, a n E arl y  St u d y Int er v e nt i on 
Di s c o nti n u atio n visit s h o uld b e c o n d u ct e d, as s h o w n i n t h e S o A. S e e S o A f or d at a t o b e c oll e ct e d 
at t he ti m e of  st u d y with dr a w al a n d f oll ow- u p a n d f or a n y f urt h er e v al u at i ons t hat n e e d t o b e 
c o m pl et e d ( S e cti o n  1. 3 ).

A p arti ci p a nt w h o c o nsi d ers wi t hdr a wi n g fr om t h e st u d y sh o ul d al w a ys b e as k e d a b o ut t he 
r e as o ns a n d t h e pr es e n c e of a n y A E. T h e i n v esti g at or will f oll o w u p A Es o utsi d e of t h e cli ni c al 
st u d y.

If th e p arti ci p a nt wit h dr a ws c o ns e nt f or dis cl o s ur e of f ut ur e i nf or m at i on, t h e S p o ns or m a y r et ai n 
a n d c o nt i nu e t o u s e a n y  d at a c oll e ct e d b ef or e s u c h a wit h dr a w al of c o ns e nt.

If a p arti ci p a nt wit h dr a ws fr o m t he st u d y, it sh o ul d b e c o nfir m e d if h e/s h e st ill a gr e es f or e xist i n g 
s a m pl es t o b e us e d i n li n e wi t h th e ori gi n al  co n s e nt. If h e/s h e r e q u ests wit h dr a w al of  co ns e nt 
f or us e of s a m pl es, d estr u cti o n of a n y s a m pl es t a k e n a n d n ot t est e d s h o ul d b e c arri e d o ut i n li n e 
wi t h wh at w as st at e d i n t he i nf or m e d c o ns e nt a n d l oc al r e g ulat i on. T h e I n v esti g at or m ust  
d o c u m e nt t he d e cisi o n o n us e of  exist i n g s a m pl es i n t he sit e st u d y re c or ds a n d i nf or m t h e 
S p o ns or .

If t h e p arti ci p a nt wit h dr a ws fr o m t h e st u d y, t h e n his/ h er e nr oll m e nt/r a n d omi z at i on c o d e c a n n ot 
b e r e us e d. W ith dr a w al s u bj e cts will n ot b e r e pl a c e d.
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If a n y  of t he st o p pin g cri t eria d et ail e d i n S e cti o n 7. 2. 1 ar e m et , pri or a p pr o v al  of a su bst a nt i al 
pr ot o c ol  am e n d m e nt s u m m ari zi n g t he e m er gi n g d at a a n d r ati o n al e f or r est art will b e r e q uir e d 
t o s u p p ort st u d y r e st art.

7. 2. 1 St o p pi n g R ul es

T h e st u d y will be p ut o n t e mp or ar y  hol d ( d efi n e d as a p a us e i n e nr ol m e nt of  t he p arti ci p a nt s) 
p e n di n g f urt h er s af ety d at a a n al ysis if a n y  S AE or ot h er s af et y  fi n di n g is ass ess e d as r el at e d t o 
t he st u d y i nt er v e nt i on t h at, i n t h e o pi ni o n o f Astr a Z e n e c a, w arr a nts s us p e nsi o n o f f urt h er d osi n g 
of  p artici p a nts u nt il t h e s af ety fi n di n g is f ull y ass ess e d.

7. 3 L o st t o F oll o w u p

A p art i ci p a nt will b e c o nsi d er e d l ost t o f oll ow- u p if h e or s h e r e p e at e dl y f ails t o r et ur n f or 
s c h e d ul e d visits a n d is u n a bl e t o b e c o nt a ct e d b y  t h e st u d y sit e.

T h e f oll owi n g a ct i ons m ust b e t a k e n if a p arti ci p a nt f ails t o r et ur n t o t he cli ni c f or a r e q uir e d 
st u d y vi sit:

 T h e si t e mu st att e m pt t o c o nt a ct t h e p arti ci p a nt a n d r es c h e d ul e t h e miss e d 

visit as s o o n as p ossi bl e a n d c o u ns el t he p arti ci p a nt o n t h e i m p ort a n c e of  

m ai nt ai ni n g t he assi g n e d vi si t s c h e d ul e a n d as c ert ai n w h et h er or n ot t he 

p arti ci p a nt wis h es t o a n d/ or s h o ul d c o nti n u e i n t h e st u d y .

 B ef or e a p arti ci p a nt is d e e m e d l ost t o f oll ow u p, t he I n v esti g at or or 

d esi g n e e m ust m a k e e v er y  eff ort t o r e g ai n c o nt a ct wit h t he p arti ci p a nt 

( w h er e p ossi bl e, 3 t el e p h o n e c alls a n d, if n e c ess ar y, a c ertifi e d l ett er t o t h e 

p arti ci p a nt’s l ast k n o w n m a ili n g a d dr ess or l oc al  eq ui v al e nt m et h o ds). 

T h es e c o nt a ct att e m pt s s h o ul d b e d o c u m e nt e d i n t h e p art i ci p a nt’s m e di c al 

r e c or d.

 S h o ul d t he p arti ci p a nt c o nti n u e t o b e u nr e a c h a bl e, h e/s h e will b e 

c o nsi d er e d t o h a v e wit h dr a w n fr o m t he st u d y . 

 Si t e p ers o n n el, or a n i n d e p e n d e nt t hir d p art y , will att e m pt t o c oll e ct t he 

vit al  st at u s of  th e p arti ci p a nt wit hi n l e g al a n d et hi c al b o u n d ari es f or all 

p arti ci p a nts r a n d o mi ze d, i n cl u di n g t hos e w h o di d n ot g et i n v esti g ati o n al 

pr o d u ct. P u bli c s o ur c es m a y b e s e ar c h e d f or vit al st at u s i nf or m ati o n. If 

vit al  st at u s is d et er mi n e d as d e c e as e d, t his will b e d o c u m e nt e d, a n d t he 

p arti ci p a nt will n ot b e c o nsi d er e d l ost t o f oll ow- u p. S p o ns or p ers o n n el will 

n ot b e i n v o l v e d i n a n y att e m pts t o c oll e ct vit al st at us i nf or m ati on.

Di s c o nti n u atio n of  s p e cifi c sit es or of t h e st u d y as a w h ol e ar e h a n dl e d as p art of A p p e n di x A.

8 S T U D Y A S S E S S M E N T S A N D P R O C E D U R E S

St u d y  pr o c e d ur es a n d t h eir ti mi n g ar e s u m m ari z e d i n t h e S o A. Pr ot o c ol w ai v ers or e x e m pti o ns 
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ar e n ot all o w e d.

I mm e di at e s af et y c o n c er ns s h o ul d b e dis c uss e d wi t h t h e S p o ns or i m m e di at el y u p o n o c c urr e n c e 
or a w ar e n ess t o d et er mi n e if t h e p arti ci p a nt s h o ul d c o nti n u e or dis c o nt i n u e st u d y int er v e nt i on.

A d h er e n c e t o t h e st u d y d esi g n r e q uir e m e nt s, i n cl u di n g t hos e s p e cifi e d i n t he S o A, is ess e nt i al 
a n d r e q uir e d f or st u d y c o n d u ct.

All s cr e e ni n g e v al u ati o ns m ust b e c o m pl et e d a n d r e vi e w e d t o c o nfir m t h at p ot e nti al p art i ci p a nts 
m e et all eli gi bilit y cri t eria. T h e I n v esti g at or will m ai nt ai n a s cr e e ni n g l og t o r e c or d d et ails of  
all p arti ci p a nts s cr e e n e d a n d t o c o nfir m eli gi bil ity or r e c or d r e as o ns f or s cr e e ni n g f ail ur e, a s 
a p pli c a bl e.

Pr o c e d ur es c o n d u ct e d as p art of t h e p arti ci p a nt ’s r o uti n e cli ni c al m a n a g e m e nt ( e g, bl o o d c o u nt)
a n d o bt ai n e d b ef or e si g ni n g of  th e I C F m a y b e utili z e d f or s cr e e ni n g or b as eli n e p ur p o s e s 
pr o vi d e d t h e pr o c e d ur es m et t h e pr ot o c ol -s p e cifi e d crit eri a a n d w er e p erf or m e d wit hi n t h e t i m e 
fr a m e d efi n e d i n t h e S o A.

R e p e at or u ns c h e d ul e d s a m pl es m a y b e t a k e n f or s af et y r e as o ns or f or t e c h ni c al iss u es with t h e 
s a m pl es a n d m ust b e c a pt ur e d i n t he E D C s yst e m. T h is m a y i n cl u d e r e s ult s fr om e xt er n al 
l a b or at ori es w h er e p arti ci p a nts h a v e t est e d p ositi v e f or C O VI D- 1 9.

8. 1 Effi c a c y A s s e s s m e nts

8. 1. 1 S A R S -C o V- 2 N e ut r ali zi n g A nti b o d y Ass ess m e nts

S er u m  sa m pl es t o m e as ur e S A R S -C o V - 2 n A b l e v els will b e c oll e ct e d fr o m p arti ci p a nt s 
a c c or di n g t o vi si t s s p e cifi e d i n t he S o A (T a bl e 1 ). A ut h ori z e d l a b or at or y will m e a s ur e n A b s t o 
t he S A R S -C o V -2 e m er gi n g d o mi n a nt v ari a nt(s) cir c ul at i n g d urin g t h e c o urs e of t h e st u d y , usi n g 
v ali d at e d li v e vir us n e utr ali z at i on ass a ys.

8. 1. 2 P a rti ci p a nt- r e p o rt e d C O VI D -1 9 S y m pt o ms 

T o  det er mi n e t he i n ci d e n c e of  inf e ct i on, st u d y sit es will c o nt a ct all p art i ci p a nts w e e kl y 
(t ele p h o n e/ e m ail/t e xt) t o c h e c k f or a n y C O VI D -1 9 s y m pt o ms e x p eri e n c e d si n c e t h e l ast c o nt a ct 
a n d wit h r e mi n d ers t o m o nit or a n d r e p ort a n y C O VI D -1 9 s y m pt o ms.

D uri n g t hes e c o nt a ct s, t he I n v esti g at or will ass ess w h et h er t he p arti ci p a nts m e et t he cli ni c al 
cri t eri a f or S A R S -C o V - 2 i nf e cti on ( a d a pt e d fr o m t he W H O C O VI D - 1 9 c as e d efi nit i on a s 
d efi n e d b y W H O 2 0 2 2 i n Cli ni c al m a n a g e m e nt of C O VI D -1 9: li vi n g g ui d eli n e ) fr om t he p ast 
w e e k.

T h e f oll owi n g cri t eri a a d a pt e d fr o m t he W H O C O VI D -1 9 c as e d efi nit i on c li ni c al cri t eria ( WH O 
2 0 2 2):

 A n y t w o of  th e f oll owi n g: f e v er (s u bj e cti v e d efi nit i on t o b e us e d f or f ev er) , c o u g h, 
p o si tiv e C O VI D -1 9 t e st (r a pi d a nt i g e n t est or RT- P C R)

O R
 A c ut e o ns et of  AN Y T H R E E O R M O R E of  th e f oll owi n g si g ns or s y m pt o ms: f ev er

(s u bj e cti v e d efi niti on t o b e us e d f or f e v er) , c o u g h, g e n er al w e a k n ess/f at i g u e, h e a d a c h e, 
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m y al gi a, s or e t hr o at, c or y z a, d ys p n e a, n a us e a/ di arr h e a/ a n or e xi a, c o nj u n ct i vitis, p ositi v e 
C O VI D -1 9 t est, s y m pt o m as j u d g e d b y t he I n v esti g at or t o b e r el at e d t o C O VI D - 1 9.

If, f oll owi n g st u d y  i nt er v e nti on a d mi nistr ati o n, a s u bj e ct d e v el o ps C O VI D -1 9, a c c or di n g t o t h e 

Pr o visi o n al r e c om m e n d at i ons o n t h e m et h o ds f or pr e v e nt i on, di a g n o si s a n d tr e at m e nt of  no v el 

c or o n a vir us i nf e cti o n ( C O VI D -1 9), iss u e d b y t h e Mi nistr y o f H e alth of t he R ussi a n F e d er ati o n, 

v ersi o n 1 7 d at e d D e c e m b er 1 4 , 2 0 2 2 ( Pr o visio n al r e c o m m e n d atio n s 2 0 2 2) (s) h e m ust c all “ 1 2 2 ” 

t o b e visit e d b y a h e alt h c ar e pr of essi o n al w h o, a m o n g ot h er pr o c e d ur es, will p erf or m a C O VI D -

1 9 a nti g e n t e st or R T -P C R . O n c e a visit b y a h e alt h c ar e pr of essi o n al h as b e e n r e q u est e d, t he 

s u bj e ct m ust n otif y t he st u d y do c t or of  th e d at e s y m pt o ms o c c urr e d a n d t he d at e a h e alt h c ar e 

pr of essi o n al visit h as b e e n r e q u est e d, as s o o n as p ossi bl e. Als o, o n c e a t e st r es ult is a v ail a bl e, 

t he p arti ci p a nt m u st r e p ort wit hi n 3 d a ys t h e d at e of t est a n d its r es ult t o t h e I n v esti g at or . If t h e 

t est r es ult is p ositi v e, t h e I n v esti g at or ( or his/ h er d el e g at e, a c c or di n g t o t he l o c al  r e g ul ati ons a n d 

i nstituti o n g ui d eli n es) will m a k e t el e p h o n e c alls e v er y t hr e e d a ys to c oll e ct s af et y d at a u ntil t h e 

s u bj e ct i nf or ms a b o ut hi s/ h er r e c o v er y.S af et y Ass ess m e nts

Pl a n n e d ti m e p o i nts f or all s af et y ass ess m e nts ar e pr o vi d e d i n t h e S o A ( S e ctio n  1. 3 ).

8. 2. 1 P h ysi c al E x a mi n ati o ns

F ull a n d t ar g et e d p h ysi c al e x a mi n at i ons will b e p erf or m e d at t h e visit s as s p e cifi e d i n t h e S o As 
( S e ctio n  1. 3 ).

 A f ull p h ysi c al e x a mi n at i on will i n cl u d e, b ut is n ot li mi t e d t o, a s s e s s m e nt of 

h ei g ht, w ei g ht, g e n er al  a p p e ar a n c e, h e a d, e ar s, e ye s, n o s e, t hr o at, n e c k, s ki n, 

as w ell as c ar di o v as c ul ar, r es pir at or y , a b d omi n al, a n d n er v o us s yst e ms. E a c h 

cli ni c all y si g nifi c a nt a b n or m al fi n di n g at s cr e e ni n g will b e r e c or d e d i n t he 

m e di c al hist or y  in t h e e C R F.

 A t ar g et e d p h ysi c al e x a mi n at i on will i n cl u d e, b ut is n ot li mit e d t o, ar e as 

s u g g est e d b y t he m e di c al hi st or y . W h e n t he r e ar e n o n e w c o m pl ai nts or 

fi n di n gs, t his s h o uld b e d o c u m e nt e d. E a c h cli ni c all y si g nifi c a nt a b n or m a l 

fi n di n g fr om t he ti m e of st u d y  int er v e nti o n a d mi nistr ati o n s h o uld b e r e p ort e d 

as a n A E p er S e cti o n  8. 3 .

8. 2. 2 Vit al Si g ns

Vit al  si g n s, i n cl u di n g p ul s e r at e, r e s pir at or y r at e, blo o d pr e s s ur e ( o n a n o n -d o mi n a nt ar m  aft er 
a 1 0- mi n ut e r e st i n a sitti n g p o si tio n), a n d b o d y  te m p er at ur e will b e ass ess e d at t he vis its a s 
s p e cifi e d i n t he S o As ( S e cti on  1. 3 ). O n t he visit 1 d a y  1, vit al sig n s will b e ass ess e d pr e -d o s e 
a n d a g ai n a p pr o xi m at el y 1 0 t o 1 5 mi n ut es af t er t he s e c o n d i nj e ct i on is gi v e n.

Si t u atio ns i n w hi c h vit al si g n r es ults s h o ul d b e r e p ort e d as A Es ar e d es cri b e d i n S e ct i on  8. 3. 7 .

8. 2. 3 El e ct r o c a r di o g r a m

1 2-l e a d el e ctr o c ar di o gr a m will b e p erf or m e d at ti m eli n es as s p e cifi e d i n t h e S o A  ( S e ctio n  1. 3 ). 

R e d a ct e d f or P u bli c 
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A 1 2- l e a d E C G will b e o bt ai n e d af t er 5 mi n ut es ’ s u pi n e r est, usi n g t he sit e’s o w n E C G 
m a c hi n es.

T h e I n v esti g at or will j u d g e t he o v er all i nter pr et ati o n as n or m al , b or d erli n e, or a b n or m al. If 
a b n or m al , it will b e d o c u m e nt e d as t o w h et h er or n ot t h e a b n or m ality is cli ni c all y si g nifi c a nt b y 
t he I n v est i g at or. F or all a b n or m aliti es (r e g ar dl ess of cli ni c al si g nifi c a n c e), t h e s p e cifi c t y p e a n d 
n at ur e of  th e a b n or m alit y will b e d o c u m e nt e d. Cli ni c all y si g nifi c a nt fi n di n gs s h o uld als o b e
d o c u m e nt e d o n t h e A E p a g e of t h e e C R F .

T h e I n v esti g at or m a y a d d e xtr a 1 2- l e a d r esti n g E C G s af et y ass ess m e nts if t her e ar e a n y 
a b n or m al  fi n di n gs or if t he I n v e stig at or c o nsi d ers it is r e q uir e d f or a n y ot h er s af et y r e a s o n. 
T h es e ass ess m e nts s h o ul d b e e nt er e d as u ns c h e d ul e d ass ess m e nts.

8. 2. 4 Cli ni c al S af et y L a b o r at o r y Ass ess m e nts

T h e s er u m ch e mi str y , h a e m at ol o g y , a n d c o a g ul ati o n  an al ys es will b e p erf or m e d at a l oc al 
l a b or at or y at or n e ar t o t h e st u d y sit e ( s e e S e ctio n  1. 3. 1 ). Bl o o d s h o ul d b e t a k e n i n t h e m or ni n g 
o n a n e m pt y st o ma c h, aft er 8 -1 4 h o urs of o v er ni g ht f ast.

S a m pl e t u b es a n d s a mpl e si z es m a y v ar y  de p e n di n g o n l ab or at or y  met h o d us e d a n d r o uti n e 
pr a c tic e at t h e si t e.

A d dit i on al s af et y s a mpl es m a y b e c oll e ct e d if cli ni c all y  in di c at e d at t he di s cr et i on of  th e 
I n v esti g at or. T h e d at e, ti m e of  coll e ct i on, a n d r es ults ( v al u es, u nits, a n d r ef er e n c e r a n g es) will 
b e r e c or d e d o n t h e a p pr o pri at e e C R F .

T h e l a b or a t or y v ari a bl es t h at will b e m e as ur e d ar e list e d i n T a bl e 7.

T a bl e 7 L a b o r at o r y S af et y V a r i a bl es

H e m at ol o g y

W hit e bl o o d c ell ( W B C) c o u nt N e utr o p hils a bs ol ut e c o u nt

R e d bl o o d c ell ( R B C) c o u nt L y m p h o c yt es a bs ol ut e c o u nt 

H e m o gl o bi n ( H b) M o n o c yt es a bs ol ut e c o u nt 

H e m at o crit ( H C T) E osi n o p hils a bs ol ut e c o u nt 

M e a n c or p us c ul ar v ol u m e ( M C V) B as o p hils a bs ol ut e c o u nt 

M e a n c or p us c ul ar h e m o gl o bi n ( M C H) Pl at el ets 

M e a n c or p us c ul ar h e m o gl o bi n c o n c e ntr ati o n 

( M C H C)

S e r u m  C h e mist r y 

S o di u m Al k ali n e p h os p h at as e ( A L P)

P ot assi u m Al a ni n e a mi n otr a nsf er as e ( A L T)

Ur e a As p art at e a mi n otr a nsf er as e ( A S T)

R e d a ct e d f or P u bli c 
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Cr e ati ni n e ( a n d esti m at e d gl o m er ul ar filtr ati o n 

r at e [ e G F R])

G a m m a gl ut a m yl tr a ns p e pti d as e ( G G T)

Al b u mi n T ot al bilir u bi n ( T B L) 

C al ci u m C o nj u g at e d bilir u bi n 

P h os p h at e Tr o p o ni n, hi g h -s e nsiti vit y t est (s cr e e ni n g o nl y)

Gl u c os e (r a n d o m)

C o a g ul ati o n

A ct i v at e d p arti al t hr o m b o pl asti n ti m e ( a P T T) Pr ot hr o m bi n ti m e ( P T) ( or i nt er n ati o n al

n or m a li z e d r ati o)

Ot h e r

HI V t est ( all s u bj e cts)

Ot h e r ( w o m e n of c hil d b e a ri n g p ot e nti al o nl y)

Uri n e or s er u m ( β -h C G) pr e g n a n c y t est F olli cl e sti m ul ati n g h or m o n e а

a F or f e m al e p arti ci p a nts a g e d < 5 0 y e ars w h o ar e c o nsi d er e d p ost m e n o p a us al, will b e p erf or m e d at 
s cr e e ni n g if t h e y h a v e b e e n a m e n orr h o ei c f or 1 2 m ont h s o r m or e f oll o wi n g c ess ati on o f e x o g e n o us h o r m on al
tr e at m e nt.

I n c as e a p arti ci p a nt s h o ws a n A S T or A L T ≥ 3 × U L N t o g et h er wit h t ot al bilir u bi n ≥ 2 × U L N pl e as e r ef er t o 
A p p e n di x D f or f urt h er i nstr u cti o ns. 
β- h C G = b et a h u m a n c h ori o ni c g o n a d otr o pi n; U L N = u p p er li mit of n or m al

F or W O C B P o nl y , a uri n e or s er u m  β-h C G pr e g n a n c y t e st will b e p erf or m e d l oc all y at Visit 1. 
T h e t e st m u st b e n e g at i v e b ef or e d osi n g. A s er u m pr e g n a n c y t e st m a y b e p erf or m e d if a uri n e 
pr e g n a n c y t est is n ot p ossi bl e.

8. 2. 5 Ot h e r S af et y Ass ess m e nts

8. 2. 5. 1 I m m e di at e A d v e rs e E v e nts 

P arti ci p a nts will  be k e pt u n d er o bs er v at i on f or 1 h o ur aft er st u d y i nt er v e nti o n a d mi nistr ati o n t o 
e ns ur e t h eir s af et y.  An y A E t h at o c c urs d uri n g t his p eri o d will b e n ot e d o n t h e s o ur c e d o c u m e nt  
a n d i n t h e e C R F.

As wi t h a n y bi o l ogi c pr o d u ct, h y p ers e nsit i vity r e a ctio ns (in cl u di n g a n a p h yl a xis) a n d i nj e cti on 
sit e r e a ctio n s ar e p ossi bl e. T h er ef or e, a p pr o pri at e dr u gs a n d m e di c al e q ui p m e nt t o tr e at t hes e 
r e a ctio ns m ust b e i m m e di at el y  a v ail a bl e, a n d st u d y p ers o n n el m ust b e tr ain e d t o r e c o g ni z e a n d 
tr e at a n a p h yl a xis. M a n a g e m e nt of  an a p h yl a xis a n d h y p ers e nsit i vity s h o uld b e p erf or m e d i n 
a c c or d a n c e wit h c urr e nt st a n d ar d of c ar e a n d cli ni c al g ui d eli n es.

A n y A Es s h o ul d b e r e p ort e d as d es cri b e d i n S e ct i on  8. 3 .

8. 2. 5. 2 I nj e cti o n Sit e R e a cti o ns 

I nj e cti on sit e r e a cti o ns m a y b e o bs er v e d a n d m a y m a nif est as l oc al  infl a m m ati o n, r e d n ess, 
itc hi n g, p ai n, s w elli n g, br uisi n g, a n d p ossi bl e bl e e di n g or i nf e cti on at t he sit e of  inj e ct i on.  
Di a m et ers of a n y r e d n ess/s w elli n g will b e r e c or d e d.

R e d a ct e d f or P u bli c 
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I nj e cti on sit e r e a cti o ns will b e m o nit or e d as s p e cifi e d i n t he S o As ( S e ctio n 1. 3 ). O n st u d y d a y 
w h er e st u d y int er v e nt i on is a d mi nist er e d , t he i nj e cti on sit e m o nit ori n g will b e p erf or m e d
i m m e di at el y aft er, 3 0 mi n ut es ( + 1 0 mi n ut es) , a n d 1 h o ur aft er b ot h i nj e ct i ons ar e c o m pl et e a n d 
al s o pri or t o p arti ci p a nt r el e as e. I nj e ctio n sit e r e a ctio n s will al s o b e m o nit or e d o n Vis it 2 ( D a y 
8).

A n y A Es s h o ul d b e r e p ort e d as d es cri b e d i n S e ct i on  8. 3 .

8. 3 A d v e r s e E v e nt s a n d S e ri o us A d v e rs e E v e nts

T h e Pri n ci p al I n v esti g at or is r es p o nsi bl e f or e ns uri n g t hat all st aff i n v ol v e d i n t he st u d y ar e 
f a mili ar with t h e c o nt e nt of t his s e ct i on. 

T h e d efi ni tio n s of a n A E or S A E c a n b e f o u n d i n  A p p e n di x B . 

A d v ers e e v e nts will b e r e p ort e d b y t he p arti ci p a nt ( or, w h e n a p pr o pri at e, b y a c ar e gi v er, 
s urr o g at e, or t h e p arti ci p a nt ’s l e g all y a ut h ori z e d r e pr es e nt ati v e or e q ui v al e nt r e pr es e nt ati v e a s 
l oc all y d efi n e d).

T h e I n v e stig at or a n d a n y d esi g n e es ar e r es p o nsi bl e f or d et e cti n g, d o c u m e nt i n g, a n d r e c or di n g 
e v e nts t h at m e et t h e d efi nit i on of a n A E.

8. 3. 1 Ti m e P e ri o d a n d F r e q u e n c y f o r C oll e cti n g A E a n d S A E I nf o r m ati o n

A Es, M A A E, A E SI will b e c o ll e ct e d fr o m t he ti m e of  st u d y int er v e nti o n a d mi ni str ati o n 
t hr o u g h o ut t h e st u d y, u p t o a n d i n cl u di n g t h e l ast visit.

S A Es will b e r e c or d e d fr o m t he ti m e of  si gni n g of  th e I C F t hr o u g h o ut t he st u d y , u p t o a n d 
i n cl u di n g t h e l ast visit. 

A n y A E SIs will b e s p e cifi e d i n t h e e C R F b y I n v esti g at or a n d will b e ass ess e d fr o m t h e ti m e of 
st u d y int er v e nti o n (s e e S e ct i on 8. 3. 4) .

If t he I n v esti g at or b e c o m es a w ar e of  an A E/ S A E wit h a s us p e ct e d c a us al r el atio ns hi p t o t he 
st u d y int er v e nt i on t hat o c c ur s aft er t h e d at a c oll e cti o n  p erio d s p e cifi e d i n t he pr ot o c ol , or aft er 
t he e n d of t h e cli ni c al st u d y i n a p arti ci p a nt tr e at e d b y hi m or h er, t h e I n v est i g at or s h all, wit h o ut
u n d u e d el a y , b ut n ot lat e t h a n 2 4 h o urs, r e p ort t h e s eri o us a d v ers e e v e nt t o t h e S p o ns or .

8. 3. 2 F oll o w- u p of A Es a n d S A Es

A n y A Es t hat ar e u nr es ol v e d at t he p arti ci p a nt ’s l ast A E ass ess m e nt i n t he st u d y ar e f oll ow e d 
u p b y t he I n v esti g at or f or as l on g as m e d i c all y i n dic at e d, b ut wit h o ut f urt h er r e c or di n g i n t he 
e C R F. Astr a Z e n e c a r et ai ns t he rig ht t o r e q u e st a d di tio n al i nf or m ati on f or a n y p art i ci p a nt wi t h 
o n g oi n g A E(s)/ S A E(s) at t h e e n d of t h e st u d y , if ju d g e d n e c ess ar y .

A d v e rs e e v e nt v a ri a bl es

T h e f o ll owi n g v ari a bl es will b e c oll e ct e d f or e a c h A E:

 A E ( v er b at i m)

R e d a ct e d f or P u bli c 
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 T h e d at e a n d ti m e w h e n t h e A E st art e d a n d st o p p e d

 S e v erit y gr a d e/ m a xi m u m s e v erit y gr a d e/ c h a n g es i n s e v erit y gr a d e

 W h et h er t h e A E is s eri o us or n ot

 I n v esti g at or c a us ality r ati n g a g ai nst t h e I n v est i g ati o n al Pr o d u ct(s) ( y es or n o)

 A ct i on t a k e n wit h r e g ar d t o I n v esti g at i on al Pr o d u ct(s)

 If t h e A E c a us e d p arti ci p a nt’s wit h dr a w al fr o m st u d y ( ye s or n o)

 O ut c o m e

I n a d diti on, t h e f o ll owi n g v ari a bl es will b e c oll e ct e d f or S A Es:

 D at e A E m et cri t eria f or S A E

 D at e I n v est i g at or b e c a m e a w ar e of S A E

 A E i s s erio u s d u e t o

 D at e of h o s pi t ali zati o n

 D at e of dis c h ar g e

 Pr o b a bl e c a us e of d e at h

 D at e of d e at h

 A ut o ps y  p erfor m e d

 C a us alit y ass ess m e nt i n r el at i on t o st u d y  pr o c e d ur e(s)

 C a us alit y ass ess m e nt t o ot h er m e di c at i on

 D es cri pt i on

S e v erit y r ati n gs will b e us e d, a d a pt e d fr o m  t he C T C A E v 5. 0 ( NI H 2 0 1 7), a n d ar e d e s cri b e d i n 
A p p e n di x B .

8. 3. 3 C a us alit y C oll e cti o n

T h e I n v est i g at or s h o ul d ass ess c a us al r el at i ons hi p b et w e e n I M P a n d e a c h A E, a n d a ns w er ‘y es ’ 
or ‘n o ’ t o t he q u est i on ‘D o y o u c o nsi d er t h at t h er e is a r e as o n a bl e p ossi bil ity t h at t h e e v e nt m a y 
h a v e b e e n c a us e d b y t h e i n v est i g ati on al pr o d u ct ? ’

F or S A Es, c a us al r el ati ons hi p s h o uld als o b e ass ess e d f or ot h er m e di c at i on a n d st u d y 
pr o c e d ur es. N ot e t hat f or S A Es t hat c o ul d b e a s s o ci at e d wit h a n y  st u d y pr o c e d ur e t he c a us a l 
r elat i ons hi p is i m pli e d as ‘y es ’.

A g ui d e t o t h e i nt er pr et ati o n of t h e c a us alit y q u esti o n is f o u n d i n  A p p e n di x B.

8. 3. 4 A d v e rs e E v e nts of S p e ci al I nt e r est

A d v ers e e v e nts of s p e ci al i nter est will b e A E SIs will b e s p e cifi e d i n t he e C R F b y I n v esti g at or 
a n d will b e ass ess e d fr o m t he ti m e of st u d y  int er v e nt i on.
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A n A E SI is a n e v e nt of  s ci e ntifi c a n d m e di c al i nter e st, s p e cifi c t o t h e f urt h er u n d erst a n di n g of 
t he s af et y pr ofil e of  th e st u d y int er v e nti o n a n d r e q uir es cl os e m o nit ori n g a n d r a pid 
c o m m u ni c at i on b y t h e I n v est i g at ors t o Astr a Z e n e c a. A n A E SI c a n b e s eri o us or n o n -s eri o us.

T h e A E SIs f or A Z D 3 1 5 2 ar e:

  

8. 3. 5 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 ers e e v e nts will b e c o ll e ct e d a c c or di n g t o t he ti m e p oi nts s p e cifi e d i n t h e 
S o A s ( S e cti o n 1. 3 ).

M e di c all y  att e n d e d a d v ers e e v e nts ar e d efi n e d as A Es l ea d i n g t o me di c all y -att e n d e d visit s t h at 
w er e n ot r o uti n e visits f or p h ysi c al e x a mi n at i on or v a c ci n ati o n, s u c h as a n e m er g e n c y r o o m 
visit, or a n ot h er wis e u ns c h e d ul e d visit t o or fr o m m e di c al p er s o n n el  ( me di c al d o ct or) f or a n y 
r e as o n. A d v ers e e v e nts, i n cl u di ng a b n or m al  vital  si g ns, i d e ntifi e d o n a r o utin e st u d y visit will 
n ot b e c o nsi d er e d M A A Es.

8. 3. 6 A d v e rs e E v e nts B as e d o n Si g ns a n d S y m pt o ms

All A Es s p o nt a n e o usl y r e p ort e d b y t he p arti ci p a nt or c ar e pr o vi d er or r e p ort e d i n r es p o ns e t o 
t he o p e n q u esti o n fr o m t he st u d y site st aff: ‘H a v e y o u h a d a n y h e alt h pr o bl e ms si n c e t he 
pr e vi o us visit/ y o u w er e l ast as k e d ? ’ or r e v e al e d b y o bs er v at i on will b e c oll e ct e d a n d r e c or d e d 
i n t he e C R F. W h e n c o ll e cti n g A Es, t he r e c or din g of  dia g n os es is pr ef err e d ( w h e n p ossi bl e) t o 
r e c or di n g a list of  si gns a n d s y m pt o ms. H o w e v er, if a di a g n osis is k n o w n a n d t her e ar e ot h er 
sig n s or s y m pt o m s t hat ar e n ot g e n er all y p art of  t he di a g n osis, t he di a g n o si s a n d e a c h si g n or 
s y m pt o m will b e r e c or d e d s e p ar at el y.

Di a g n os es of  su s p e ct e d or c o nfir m e d C O VI D -1 9, c o nfir m e d a s y m pt o m at i c S A R S -C o V -2 
i nf e cti on, a n d/ or r e c urr e n c e of  CO VI D - 1 9 ( or of  SA R S -C o V - 2 r ei nf e cti on) will b e c oll e ct e d 
a n d r e c or d e d i n t h e e C R F as a n A E.

8. 3. 7 A d v e rs e E v e nts B as e d o n E x a mi n ati o n s a n d T e st s

T h e r e s ult s fr om t he C S P m a n d at e d l ab or at or y  t e st s a n d vit al si g ns will b e s u m m aris e d i n t h e 
C S R. 

D et eri or ati o n as c o m p ar e d t o b as eli n e i n pr ot o c ol -m a n d at e d l ab or at or y  val u es, vit al  si g n s 
s h o uld t h er ef or e o nl y b e r e p ort e d as A Es if t h e y f ulfi l a n y of th e S A E crit eri a, ar e t h e r e as o n f or 
di s c o nti n u at i on of  tr e at me nt wit h t he i n v esti g ati on al  pr o d u ct or ar e c o nsi d er e d t o b e cli ni c all y 
r ele v a nt as j u d g e d b y t h e I n v esti g at or ( w hi c h m a y i n cl u d e b ut n ot li mit e d t o c o nsi d er at i on as t o 
w h et h er tr e at m e n t or n o n-pl a n n e d visit s w er e r e q uir e d or ot h er a cti o n w as t a k e n wit h t h e st u d y 
i nter v e nt i on, e g, d os e a dj ust m e nt  or dr u g i nt err u pti o n).

If d et eri or ati o n i n a l a b or at or y val u e/ vi t al sig n is a s s o ci at e d wi t h cli ni c al sig n s a n d s y m pt o m s, 

C CI
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t he sig n or s y m pt o m will b e r e p ort e d as a n A E a n d t he a s s o ci at e d l ab or at or y  res ul t/ vit al si g n 
will b e c o nsi d er e d as a d dit i on al i nf or mat i on. W h er e v er p ossi bl e t h e r e p orti n g I n v est i g at or us es 
t he cli ni c al, r at h er t h a n t h e l a b or at or y t er m ( e g, a n a e mi a v ers us l o w h a e m o gl o bi n v al u e) . I n t h e 
a bs e n c e of  cli ni c al si g ns or s y m pt o ms, cli ni c all y r el e v a nt d et eri or ati o n s i n n o n- m a n d at e d 
p ar a m et er s s h o ul d b e r e p ort e d as A E(s).

A n y n e w or a g gr a v at e d cli ni c all y r el e v a nt a b n or m al m e di c al fi n di n g at a p h ysi c al e x a mi n at i on 
as c o m p ar e d wi t h th e b as eli n e ass ess m e nt will b e r e p ort e d as a n A E u nl ess u n e q ui v o c all y r el at e d 
t o t h e dis e as e u n d er st u d y.

8. 3. 8 H y’s L a w

C as es w h er e a p arti ci p a nt s h o ws el e v at i ons i n li v er bi o c h e mistr y m a y r e q uir e f urt h er e v al u at i on 
a n d o c c urr e n c es of  A S T or A L T ≥ 3 × U L N t o g et h er wi t h tot al  bilir u bi n ≥ 2 × U L N m a y n e e d 
t o b e r e p ort e d as S A Es.

W h er e A S T or A L T ≥ 3 × U L N t o g et h er wit h T B L  ≥ 2 × U L N o c c ur s, w h er e n o ot h er r e as o n, 
ot h er t ha n t he st u d y int er v e nt i on, c a n b e f ou n d t o e x pl ai n t he c o m bi n at i on of  in cr e as es, e g, 
el e v at e d al k ali n e p h os p h at as e i n di c ati n g c h o l est asis, vir al h e p ati tis, a n ot h er dr u g s h o ul d b e 
e v al u at e d. T h e el e v at i on i n tr a ns a mi n as es m u st pr e c e d e or b e c oi n ci d e nt wi t h (ie, o n t h e s a m e 
d a y ) t he el e v at i on i n T B L, b ut t her e is n o s p e cifi e d ti m efr a m e wi t hi n w hi c h t he el e v at i ons i n 
tr a ns a mi n as es a n d T B L must o c c ur .

Pl e as e r efer t o A p p e n di x D f or f urt h er i nstr u cti o n o n c as es of  in cr e as es i n li v er bi o c h e mistr y 
a n d e v al u a tio n of  H L.

8. 3. 9 R e p o rti n g of S e ri o us A d v e rs e E v e nts

All S A Es m ust b e r e p ort e d w h et h er or n ot c o nsi d er e d c a us all y r el at e d t o t he I M P. All S A Es will 
b e r e c or d e d i n t h e e C R F.

If a n y S A E o c c urs i n t he c o ur s e of  t he st u d y, I n v e stig at or s or ot h er sit e p ers o n n el will i nf orm 
t he a p pr o pri at e Astr a Z e n e c a r e pr es e nt ati v es wi t hi n o n e d a y  ie, i m m e di at el y b ut n o l at e r th a n 
2 4 h o u rs of  w h e n h e or s h e b e c om es a w ar e of it .

T h e d esi g n at e d Astr a Z e n e c a r e pr es e nt ati v e will w or k wit h t h e I n v est i g at or t o e ns ur e t h at all t h e 
n e c ess ar y  inf or m at i on is pr o vi d e d t o t h e Astr a Z e n e c a P ati e nt S af et y  d at a e ntr y sit e wit hi n o n e
c al e n d a r  d a y of  i niti al r e c ei pt f or f at al a n d lif e-t hr e at e ni n g ev e nts a n d wit hi n 5 c al e n d a r d a y s 
of  init i al r e c ei pt f or all ot h er S A Es.

F or f atal or lif e-t hr e at e ni n g A Es w h er e i m p ort a nt or r el e v a nt i nf or m ati on is missi n g, a cti v e 
f oll ow- u p will b e u n d ert a k e n i m m e di at el y. I n v esti g at ors or ot h er sit e p ers o n n el will i nf orm
Astr a Z e n e c a r e pr es e nt ati v es of a n y f o ll o w-u p i nf or m at i on o n a pr e vi o usl y r e p ort e d S A E wit hi n 
o n e c al e n d ar d a y , i e, i m m e di at el y b ut n o l at e r t h a n 2 4 h o u rs of  w h e n h e or s h e b e c om e s a w ar e 
of  it.

O n c e t h e I n v est i g at or s or ot h er sit e p er s o n n el in di c at e a n A E is s erio u s i n t h e E D C s y st e m, a n 
a ut o m at e d e m ail  al ert is s e nt t o t h e d esi g n at e d Astr a Z e n e c a r e pr es e nt ati v e. 
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If t h e E D C s y st e m is n ot a v ail a bl e, t h e n t h e I n v esti g at or or ot h er st u d y sit e st aff r e p ort s a S A E 
t o t h e a p pr o pri at e Astr a Z e n e c a r e pr es e nt ati v e b y t el e p h o n e. 

T h e Astr a Z e n e c a r e pr es e nt ati v e will a d vis e t h e I n v esti g at or/st u d y sit e st aff h o w t o pr o c e e d.

F or f urt h er g ui d a n c e o n t h e d efi nit i on of a S A E, s e e  A p p e n di x B.

T h e r efer e n c e d o c u m e nt f or d efi nit i on of  ex p e ct e d n ess/list e d n ess is t he A Z D 3 1 5 2 / A Z D 5 1 5 6
I n v esti g at or’s Br o c h ur e.

8. 3. 1 0 P r e g n a n c y

All pr e g n a n ci es a n d o ut c o m es of pr e g n a n c y s h o ul d b e r e p ort e d t o Astr a Z e n e c a e x c e pt f or:

 If t he pr e g n a n c y is dis c o v er e d b ef or e t he st u d y p arti ci p a nt h as r e c ei v e d a n y st u d y 
i nter v e nt i on

 Pr e g n a n ci es i n t h e p art n er of m al e p arti ci p a nts

8. 3. 1 0. 1 M at e r n al E x p os u r e

T h e I M P s h o ul d n ot b e gi v e n t o pr e g n a nt w o m e n.

Pr e g n a n c y its elf is n ot r e g ar d e d as a n a d v ers e e v e nt u nl ess t her e is a s u s pi cio n  th at t he 
i n v esti g ati on al pr o d u ct u n d er st u d y m a y h a v e i nterf er e d wi t h th e eff e cti v e n ess of  a 
c o ntr a c e pti v e m e d i c atio n. C o n g e nit al a n o m a li es/ birt h d ef e cts a n d s p o nt a n e o us mis c arri a g es 
s h o uld b e r e p ort e d a n d h a n dl e d as S A Es. El e ct i v e a b orti o ns wi t ho ut c o m p li c ati ons s h o uld n ot 
b e h a n dl e d as A Es. T h e o ut c o m e of  all pr e g n a n ci es (s p o nt a n e o us mis c arri a g e, el e ct i v e 
t er mi n ati o n, e ct o pi c pr e g n a n c y , n or m al  birt h or c o n g e nit al a n o m a l y/ birt h d ef e ct) s h o ul d b e 
f oll ow e d u p a n d d o c u m e nt e d e v e n if t h e p arti ci p a nt w a s di s c o nt i n u e d fr om t he st u d y.

If a n y pr e g n a n c y o c c urs i n t h e c o urs e of t h e st u d y, t he n t h e I n v est i g at or or ot h er sit e p ers o n n el 
i nf or ms t h e a p pr o pri at e Astr a Z e n e c a r e pr es e nt ati v es wit hi n 1 d a y , ie, i m m e di at el y b ut n o l at e r 
t h a n 2 4 h o u rs of  w h e n h e or s h e b e c om e s a w ar e of it.

T h e d esi g n at e d Astr a Z e n e c a r e pr es e nt ati v e w or ks wi t h th e I n v esti g at or t o e ns ur e t hat all 
r ele v a nt i nf or m ati on is pr o vi d e d t o t h e Astr a Z e n e c a P ati e nt S af et y d at a e ntr y  sit e wit hi n 1 o r  
5 c al e n d a r  d a y s f or S A Es (s e e S e cti o n 8. 3. 9 ) a n d wit hi n 3 0 d a ys f or all ot h er pr e g n a n ci es.

T h e s a m e ti m eli n es a p pl y w h e n o ut c o m e i nf or m at i o n is a v ail a bl e.

T h e P R E G R E P m o d ul e i n t he e C R F is us e d t o r e p ort t he pr e g n a n c y  an d t he p a p er -b a s e d 
P R E G O U T m o d ul e is us e d t o r e p ort t h e o ut c o m e of t h e pr e g n a n c y .

8. 3. 1 1 M e di c ati o n E r r o r, D r u g A b us e, a n d D r u g Mis us e

8. 3. 1 1. 1 Ti m eli n es

If a n e v e nt of  me di c at i on err or , dr u g a b us e, o r dr u g mis us e o c c urs d uri n g t he st u d y, t he n t h e 
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I n v esti g at or or ot h er sit e p ers o n n el i nf or ms t h e a p pr o pri at e Astr a Z e n e c a r e pr es e nt ati v es wit hi n 
1 c al e n d a r  d a y, ie, i m m e di at el y  but n o l at e r  t h a n 2 4 h o u rs of  w h e n t h e y be c o m e a w ar e of i t.

T h e d esi g n at e d Astr a Z e n e c a r e pr es e nt ati v e w or ks wi t h th e I n v esti g at or t o e ns ur e t hat all 
r ele v a nt i nf or m ati on is c o m p l et e d wit hi n 1 (I niti al F at al / Lif e-T hr e at e ni n g or f oll ow u p 
F at al / Lif e-T hr e at e ni n g) o r  5 ( ot h er s eri o us i niti al a n d f oll ow u p) c al e n d a r  da ys if t her e is a n 
S A E ass o ci at e d wit h t he e v e nt of  me di c at i on err or, dr u g a b us e, or mis us e (s e e S e cti o n 8. 3. 9 ) 
a n d wit hi n 3 0 d a y s f or all ot h er m e di c ati on err ors.

8. 3. 1 1. 2 M e di c a ti o n E r r o r

F or t h e p ur p os es of t his cli ni c al st u d y a m e di c at i on err or is a n u ni nt e n d e d f ail ur e or mist a k e i n 
t he tr e at me nt pr o c ess f or a n I M P  or Astr a Z e n e c a NI M P t hat eit h er c a us es h ar m t o t he p arti ci p a nt  
or h as t h e p ot e nti al t o c a us e h ar m t o t h e p arti ci p a nt .

T h e f ull d efi nit i on a n d e x a m pl es c a n b e f o u n d i n  A p p e n di x B B 4.

8. 3. 1 1. 3 D r u g A b us e

Dr u g a b us e is t he p er si st e nt or s p or a di c i nt e nti o n al, n o n- t her a p e uti c e x c essi v e us e of  IM P or 
Astr a Z e n e c a NI M P f or a p er c ei v e d r e w ar d or d esir e d n o n -t her a p e uti c ef f e ct.

T h e f ull d efi ni tio n  a n d e x a m pl es c a n b e f o u n d i n A p p e n di x B B 4.

8. 3. 1 1. 4 D r u g Mis us e

Dr u g mis us e is t he i nt e nti o n al a n d i n a p pr o pri at e us e ( b y a st u d y parti ci p a nt) of  IM P or 
Astr a Z e n e c a NI M P f or m e di ci n al p ur p os es o utsi d e of t h e a ut h ori z e d pr o d u ct i nf or m at i on, or f or 
u n a ut h ori z e d I M Ps or Astr a Z e n e c a NI M Ps, o utsi d e t he i nt e n d e d us e as s p e cifi e d i n t h e pr ot o c o l 
a n d i n cl u d es d eli b er at e a d mi nistr ati o n of t h e pr o d u ct b y  t h e wr o n g r o ut e.

T h e f ull d efi nit i on a n d e x a m pl es c a n b e f o u n d i n  A p p e n di x B B 4.

I n t his st u d y p arti ci p a nts will r e c ei v e i n v esti gati o n al  pr o d u ct s a d mi nist er e d I M i n t he 

a nt er ol at er al  t hig h o n D a y 1. All p arti ci p a nts will b e d os e d at t h e sit e, t he y  will r e c ei v e st u d y 

i nte r ve nt i on di r e ctl y fr om t he u n bli n d e d p h ar m a cist or d esi g n e e, u n d er m e di c al s u p er visi o n.  

T h e c h a n c e f or dr u g a b us e a n d dr u g mis us e b y p arti ci p a nt is r ar e.

8. 4 O v e r d os e

F or t his st u d y, a n y d os e of  st u d y int er v e nt i on ( or d osi n g fr e q u e n c y) gr e at er t ha n w h at is 
s p ecifi e d i n t his pr ot o c ol will b e c o nsi d er e d a n o v er d os e (s e e  T a bl e 5 ).

 A n o v er d os e wi t h as s o ciat e d A Es is r e c or d e d as t he A E di a g n o si s/s y m pt o ms o n t he 

r ele v a nt A E m o d ul es i n t h e e C R F a n d o n t h e O v er d os e e C R F m o d ul e.

 A n o v er d os e wit h o ut ass o ci at e d s y m pt o ms is o nl y  re p ort e d o n t he O v er d os e e C R F 

m o d ul e.

If a n o v er d os e o n a n Astr a Z e n e c a st u d y int er v e nti o n o c c urs i n t he c o urs e of  th e st u d y, t he 
I n v esti g at or or ot h er sit e p ers o n n el i nf or m a p pr o pri at e Astr a Z e n e c a r e pr e s e nt ativ e s 
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ass a y pr o c e d ur e will b e c arri e d o ut a c c or di n g t o t h e i nstr u ctio ns e n cl o s e d i n t h e c o m m er ci al 
r a pid t e st ki t.

8. 6 O pti o n al G e n o mi c s I niti ati v e S a m pl e

O pti o n al  G e n o mi c s I nitiat i v e r es e ar c h is n ot a p pli c a bl e i n t his st u d y.

8. 7 M e di c al R e s o u r c e Utili z ati o n a n d H e alt h E c o n o mi cs

M e di c al R es o ur c e Utili z at i on a n d H e alt h E c o n o mi cs p ar a m et ers ar e n ot e v al u at e d i n t his st u d y .

9 S T A T I S T I C A L C O N S I D E R A T I O N S

9. 1 St ati sti c al H y p ot h es es

T h e pri m ar y o bj e ct i v e of th e st u d y  is t o e v al u at e t he s af et y of  AZ D 3 1 5 2 c o m p ar e d wi t h pl a c e b o . 
N o f or mal st atist i c al h y p ot h esis w as pr o p o s e d, a n d t he d at a pr es e nt ati o n a n d a n al ysis will  be 
d es cri pt i v e i n its n at ur e.

9. 2 S a m pl e Si z e D et e r mi n ati o n

T h e pri m ar y o bj e ct i v e of th e st u d y  is t o e v al u at e t he s af et y o f A ZD 3 1 5 2 c o m p ar e d wi t h pl a c e b o . 
C orr es p o n di n g pri m ar y e n d p oi nts t o b e e x a mi n e d:

 O c c urr e n c e of A Es c o lle ct e d t hr o u g h o ut t h e st u d y

 O c c urr e n c e of S A Es c oll e ct e d t hr o u g h o ut t h e st u d y

 O c c urr e n c e of M A A Es c oll e ct e d t hr o u g h o ut t h e st u d y

 O c c urr e n c e of A E SIs c oll e ct e d t hr o u g h o ut t h e st u d y

S a m pl e si z e d et er mi n at i on is b as e d o n t he pr o b a bilit y -b as e d a p pr o a c h f or a si n gl e e v e nt. T h e 
pr o b a bilit y o f a d v ers e e v e nt is p , t h er ef or e, t h e pr o b a bility of  n o a d v ers e e v e nt is ( 1 – p) .

T h e pr o b a bilit y o f n o o bs er v at i ons i n n o bs er v at i ons = ( 1 – p) ^ n , a n d t his pr o b a bility is e q u al t o 
( 1 - p o w er) . We n e e d t o s ol v e a n e q u ati o n: ( 1 – p) ^ n = ( 1 – p o w e r) w hi c h is e q u al t o n *l o g 1 0( 1 
– p) = l o g 1 0 ( 1 – p o w e r) . 

S ol vi n g f or n, w e g et: n = l o g 1 0 ( 1 – p o w er) / l o g 1 0( 1 – p)

T h e c h o i c e of  th e  t h res h ol d of A E r a t es w as b as e d o n t he d at a fr o m P R O V E N T st u d y 
( D 8 8 5 0 C 0 0 0 0 2/ N C T 0 4 6 2 5 7 2 5). T h e st u d y wa s p erf or m e d i n si mil ar p o p ul at i on. S af et y 
i nf or mat i on us e d f or t h e c al c ul at i on w as c o ll e ct e d d uri n g a mi ni m u m of 5-m o nt h s af et y f oll ow-
u p i n all  p artici p a nts a n d a m e d i a n d ur at i on of  fol l o w-u p w as a p pr o xi m at el y 6 m o nt hs, w hi c h 
is e q u al t o t h e pl a n n e d o bs er v ati on p eri o d i n t h e c urr e nt st u d y , a d ditio n al s af et y d at a ( c oll e ct e d 
f or t h e l o n g er f oll ow -u p p eri o d) i n t h e fi n al st u d y r e p ort f or P R O V E N T st u d y w as q uit e si mil ar 
t o w h at is c o ll e ct e d at  5-m o nt h s af et y f oll ow- u p. I n P R O V E N T st u d y t he fr e q u e n ci es of  S A E
w er e l ow: i n m A b (E V U S H E L D ) gr o u p a n d  i n pl a c e b o gr o u p. P er c e nt a g es of  
s u bj e cts e x p eri e n c e d at l e ast o n e A E SI ( a n a p h yl a xis a n d ot h er s e v er e h y p ers e nsit i vity r e a ct io n s 

C CI

C CI C CI
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9. 4. 1 G e n e r al C o nsi d e r ati o ns

C at e g ori c al v ari a bl es will b e pr es e nt e d as fr e q u e n ci e s a n d pr o p ortio ns i n p er c e nt.  C o nti n u o u s 
v ari a bl es will b e pr es e nt e d as m e a ns, g e o m etri c m e a ns ( w h er e a p pli c a bl e), st a n d ar d d e vi at i on s, 
g e o m etri c st a n d ar d d e vi at i ons ( w h er e a p pli c a bl e), m e d i a ns, mi ni m u m a n d m a xi m u m, a n d 
q u artil es ( w h er e a p pli c a bl e), wi t h nu m b er of  obs er v at i ons. W h e n n e c ess ar y , m e a ns a n d 
g e o m etri c m e a ns will b e pr o vi d e d wi t h tw o -si de d 9 5 % c o nfi d e n c e i nter v als ( CI). Tr e at m e nt  
ar m s will b e d es cri pt i v el y c o m p ar e d b y c orr es p o n di n g v ari a bl es .

T h e d at a a n d r e s ult s of  t he a n al ys es will b e pr e s e nt e d i n t he f or m of t a bl e s as w ell  as listi n gs, 
s ort e d b y tr e at m e nt ar ms a n d p art i ci p a nt n u m b ers. M et h o ds of a n al ysis will b e o utli n e d i n d et ail 
i n t h e St atist i c al A n al ysis Pl a n.

V ali d at e d S A S s oft w ar e v er si o n 9. 4 or R st ati st i c al p a c k a g e v ersi o n 4. 2 or hi g h er will b e u s e d 
f or st atist i c al a n al ysis a n d r e p orti n g of  t he st u d y d at a. T h e r e s ult s of  t he a n a l ysis pr es e nt e d i n 
t he cli ni c al st u d y re p ort will b e v ali d at e d a c c or di n g t o t he c o m p a n y's st a n d ar d o p er ati n g 
pr o c e d ur es.

9. 4. 2 E n d p oi nts

9. 4. 2. 1 P ri m a r y E n d p oi nt 

Pri m ar y s af et y e n d p o i nt i n cl u d es A Es a n d S A Es, M A A Es, a n d A E SIs c oll e ct e d t hr o u g h o ut t h e 
st u d y. A d v ers e e v e nt s a n d S A Es will b e c o d e d usi n g t he m o st r e c e nt v ersi o n of  Me d D R A a nd 
will b e s u m m ari z e d b y s y st e m or g a n cl a s s a n d pr ef err e d t er m  a n d b y s e v eri t y a nd r el ati o n s hi p 
t o st u d y int er v e nt i on as j u d g e d b y t h e I n v est i g at or.

I nt er c urr e nt e v e nts: tr e at me nt p oli c y will  be a p pli e d, i.e., all e v e nt s c oll e ct e d will b e i n cl u d e d 
i n t h e a n al ysis.

S af et y a n al ysis s et will b e us e d f or t h e a n al ysis of t his e n d p o i nt. 

N u m b er a n d pr o p orti o n of  parti ci p a nts wit h A E s , S A Es, M A A Es, a n d A E SIs ( o c c urri n g 
t hr o u g h o ut t h e st u d y p eri o d aft er st u d y i nt er v e nt i on a d mi nistr ati o n) s e p ar at el y will b e pr o vi d e d 
f or e a c h ar m, a n d will b e d es cri pti v el y c o m p ar e d b et w e e n ar ms.

9. 4. 2. 2 S e c o n d a r y E n d p oi nt(s) 

S e c o n d a r y e n d p oi n t: Tit e r f o r S A R S -C o V -2 e m e r gi n g d o mi n a nt v a ri a nt(s) n A bs .

C orr es p o n di n g e n d p o i nts ar e G M T s a n d G M F T s f or S A R S -C o V -2 e m er gi n g d o mi n a nt  
v ari a nt(s) n A bs.

I nt er c urr e nt e v e nts: P arti ci p a nt s w h o e x p eri e n c e a pr ot o c ol  d e vi ati on t h at c a n i nt erf er e wit h a n 
a nt i b o d y r es p o ns e or vi ol at e a d h er e n c e t o t h e assi g n e d d os e, b e c om e i nf e ct e d, r e c ei v e C O VI D -
1 9 tr e at me nt or v a c ci n at i on t hat c a n al t er n A b l ev els will h a v e d at a c oll e ct e d af t er t he 
i nter c urr e nt e v e nt s et t o mi s si n g f or a n al y si s of t hi s e n d p oi nt (i. e., w hil e-o n -tr e at me nt str at e g y 
is a p pli e d).

S A R S -C o V -2 n e utr ali zi n g a nt i b o d y a n al ysis s et will b e us e d f or t h e a n al ysis o f t his e n d p o i nt.
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9. 5 I nt e ri m A n al y s e s

I nt e ri m a n al ysis ( u n bli n d e d)

A n i nt eri m a n al ysis is pl a n n e d aft er 1 1 6 p arti ci p a nts h a v e c o m pl et e d Visit 4 visit 4 ( D a y 2 9) ( or 
e arl y wi t hdr a w al  fr om t he st u d y) t o e v al u at e e arl y s af et y at D a y  29 . Effi c a c y d at a m a y b e 
pr es e nt e d a s a p pr o pri at e at  i nt eri m a n al ysis if a d e q u at e d at a all o ws.

T his i nteri m a n al ysis will i n cl u d e pri m ar y e n d p oi nt v ari a bl es: all A Es, S A Es, M A A Es, a n d 
A E SIs a n d n A b r es p o ns es t o t h e S A R S -C o V -2 e m er gi n g d o mi n a nt v ari a nt (s).

T his i nteri m a n al ysis will b e u n bli n d e d a n d will b e p erf or m e d b y a s e p ar at e u n bli n d e d t e a m . All 
t he p ar a m et er s, al o n g wi t h ot h er r e s ult s (di s p o sitio n, d e m o gr a p hi c d at a et c. – t o b e s p e cifi e d i n 
t he S A P ) will b e pr o vi d e d b y tr e at m e nt ar ms. Tr e at m e nt ar m s will  be d es cri pti v el y c o m p ar e d 
b y c orr es p o n di n g v ari a bl es .

Fi n al a n al ysis ( u n bli n d e d)

T h e fi n al a n al ysis will  be p erf or m e d o n c e all s u bj e cts c o m pl et e Visit 6 ( D a y 18 1) or e arl y 
wi t hdr a w al  fr o m t h e st u d y. 

R es ults of  ex pl or at or y  en d p o i nt ev al u at i on m a y b e pr es e nt e d i n a cli ni c al st u d y r e p ort or i n a 
s e p ar at e r e p ort.

T h e St ati st i c al A n al ysis Pl a n will d es cri b e b ot h pl a n n e d a n al ys es i n m or e d et ail.

T h e st u d y will m ai nt ai n a d o u bl e -bli n d e d ( i.e. , bli n d f or p arti ci p a nts a n d I n v esti g at ors/sit e st aff) 
u nt il th e fi n al a n al ysis. T o  m ai ntai n t h e i nt e grit y o f th e st u d y t o all o w f or ri g or o us e v al u at i on o f 
s af et y a n d effi c a c y  t hr o u g h t h e e n d of t h e st u d y, t h e sit e p ers o n n el a n d p arti ci p a nts will r e m ai n 
bli n d e d t o t he tr e at m e nt assi g n m e nt u ntil t he e n d of  th e st u d y a n d fi n al r e a d o ut. T h e i nteri m 
a n al ysis will  be c arri e d o ut b y  a n u n bli n d e d a n al y si s t e a m at A str a Z e n e c a or i t s d el e g at e s, a n d 
t he pr o c e d ur e will b e d et ail e d i n a St u d y I nt e grit y P l a n. P arti ci p a nt -l ev el u n bli n di n g i nf or m at i on 
will b e k e pt stri ctl y c o nfi d e n tial , a n d t h e r atio n al e f or a n y  u n bli n di n g will b e d o c u me nt e d .
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A p p e n di x A R e g ul at o r y, Et hi c al, a n d St u d y O v e rsi g ht C o nsi d e r ati o ns

A 1 R e g ul at o r y a n d Et hi c al C o nsi d e r ati o ns

 T hi s st u d y  will b e c o n d u ct e d i n a c c or d a n ce wi t h t h e pr ot o c ol a n d wit h t h e 

f oll owi n g:

o C o ns e ns us et hi c al pri n ci pl es d eri v e d fr om i nter n at i on al g ui d eli n es i n cl u di n g t h e 
D e cl ar ati o n of  Hel si n ki  an d C o u n cil f or I nt er n ati o n al Or g a ni z at i ons o f Me di c al S ci e n c e s 
( CI O M S) I nt er n ati o n al Et hi c al G ui d eli n es

o A p pli c a bl e I C H G o o d Cli ni c al Pr a cti c e ( G C P) G ui d eli n es

o A p pli c a bl e l a ws a n d r e g ul ati o ns

 T h e pr ot o c ol, pr ot o c ol a m e n d m e nts, I C F, I n v est i g at or Br o c h ur e, a n d ot h er 

r ele v a nt d o c u m e nts ( e g, a d v ertis e m e nts) m ust b e s u b mitt e d t o a n I R B/I E C 

b y t h e I n v est i g at or a n d r evi e w e d a n d a p pr o v e d b y t h e I R B/I E C b ef or e t h e 

st u d y is i nit i at e d.

 A n y a m e n d m e nts t o t he pr ot o c ol will r e q uir e I R B/I E C a n d a p pli c a bl e 

R e g ul at or y  Aut h ori t y a p pr o v al bef or e i m pl e m e nt ati o n  of c h a n g es m a d e t o 

t he st u d y de si g n, e x c e pt f or c h a n g es n e c ess ar y t o eli mi n at e a n i m m e di at e 

h a z ar d t o st u d y  p artici p a nts.

 Astr a Z e n e c a will b e r es p o nsi bl e f or o bt ai ni n g t he r e q uir e d a ut h oris at i ons 

t o c o n d u ct t he st u d y fr o m th e c o n c er n e d R e g ul at or y  Aut h ori t y. T his 

r es p o nsi bility m a y b e d el e g at e d t o a C R O b ut t he a c c o u nt a bilit y r e m ai n s 

wi t h Astr a Z e n e c a.

 T h e I n v est i g at or will b e r es p o nsi bl e f or pr o vi di n g o v ersi g ht of t h e c o n d u ct 

of  th e st u d y at t he sit e a n d a d h er e n c e t o r e q uir e m e nts of  IC H g ui d eli n es, 

t he I R B/I E C, a n d all ot h er a p pli c a bl e l o c al r e g ul at i o ns

R e g ul at o r y R e p o rti n g R e q ui r e m e nts f o r S A Es

 Pr o m pt n otifi c at i on b y t h e I n v est i g at or t o t he S p o ns or of  a S A E is ess e nti al 

s o t hat l e gal  obli g at i ons a n d et hi c al  res p o nsi bilit i es t o w ar ds t he s af et y of 

p arti ci p a nts a n d t he s af et y of  a st u d y int er v e nt i on u n d er cli ni c al 

i n v esti g ati on ar e m et.

 T h e S p o n s or h as a l e g al r e s p o n si bilit y to n otif y b ot h t he l oc al  re g ul at or y 

a ut h ori t y an d ot h er r e g ul at or y a g e n ci es a b o ut t he s af et y of  a st u d y 

i nter v e nt i on u n d er cli ni c al i n v esti g ati on. T h e S p o n s or will c o m p l y wi t h 

c o u ntr y -s p e cifi c r e g ul at or y r e q uire m e nts r el at i n g t o s af et y r e p orti n g t o t h e 

r e g ulat or y  aut h ori t y, I nstituti o n al R e vi e w B o ar ds (I R B)/I n d e p e n d e nt 

Et hi cs C o m mit t e es (I E C), a n d I n v esti g at ors.
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 F or all st u die s e x c e pt t hos e ut ili zi n g m e di c al d e vi c es, I n v esti g at or s af et y 

r e p orts m ust b e pr e p ar e d f or s us p e ct e d u n e x p e ct e d s eri o us a d v ers e 

r e a ctio ns ( S U S A R) a c c or di n g t o l oc al  re g ul at or y  re q ui r e m e nts a n d 

S p o ns or p oli c y a n d f or w ar d e d t o I n v est i g at ors as n e c ess ar y.

o E ur o p e a n M e di c al D e vi c e R e g ul at i on 2 0 1 7/ 7 4 5 f or cli ni c al d e vi c e r es e ar c h (if 
a p pli c a bl e) , a n d all ot h er a p pli c a bl e lo c al  r e g ul ati ons

 A n I n v esti g at or w h o r e c ei v es a n I n v e stig at or s af et y r e p ort d es cri bi n g a 

S A E or ot h er s p e cifi c s af et y i nf or mat i on ( e g, s u m m ar y or list i n g of SA Es) 

fr om t h e S p o ns or will r e vi e w a n d t h e n fil e it al o n g wit h t h e [I n v est i g at or’s 

Br o c h ur e or st at e ot h er d o c u m e nts] a n d will n otif y t he I R B/I E C, if 

a p pr o pri at e a c c or di n g t o l o c al r e q uir e m e nts.

R e g ul at o r y R e p o rti n g R e q ui r e m e nts f o r S e ri o us B r e a c h es

 Pr o m pt n otifi c ati o n b y t he I n v e stig at or t o Astr a Z e n e c a of  an y ( p ot e ntial) 

seri o u s br e a c h of  t he pr ot o c ol  or r e g ul atio n s is ess e nt i al s o t hat l e gal a n d 

et hi c al o bli g ati o n s ar e m et.

o A ‘s eri o us br e a c h’ m e a ns a br e a c h li k el y t o aff e ct t o a si g nifi c a nt d e gr e e t h e s af et y a n d 
rig ht s of  a parti ci p a nt or t he r eli a bility a n d r o b ust n ess of  t he d at a g e n er at e d i n t he cli ni c al 
st u d y.

 If a n y  (p ot e nti al) s erio u s br e a c h o c c urs i n t he c o urs e of  th e st u d y, 

I n v esti g at ors or ot h er sit e p ers o n n el will  inf or m  th e a p pr o pri at e 

Astr a Z e n e c a r e pr es e nt ati v es i m m e di at el y aft er h e or s h e b e c o m e s a w ar e of 

it.

 I n c ert ai n r e gio n s/ c o u ntries, Astr a Z e n e c a h as a l e g al r es p o nsi bility t o 

n otif y b ot h t he l oc al  re g ul at or y  aut h ori t y an d ot h er r e g ulat or y  ag e n ci e s 

a b o ut s u c h br e a c h es.

o Astr a Z e n e c a will c o m p l y with c o u ntr y -s p e cifi c r e g ulat or y  re q ui r e m e nts r el ati n g t o 
s erio u s br e a c h r e p ortin g t o t h e r e g ulat or y  aut h ori t y, I R B/I E C, a n d I n v esti g at ors. If E U 
Cli ni c al Tri als R e g ul at i on 5 3 6/ 2 0 1 4 a p pli es, Astr a Z e n e c a is r e q uir e d t o e nt er d et ail s of 
s erio us br e a c h es i nt o t h e E ur o p e a n M e di ci n es A g e n c y C TI S. It is i m p ort a nt t o n ot e t h at 
r ed a ct e d v ersi o ns o f s erio us br e a c h r e p orts will b e a v ail a bl e t o t h e p u bli c vi a C TI S

 T h e I n v esti g at or s h o ul d h a v e a pr o c ess i n pl a c e t o e ns ur e t h at:

o T h e sit e st aff or s er vi c e pr o vi d ers d el e g at e d b y t he I n v esti g at or/i nstit uti o n ar e a bl e t o 
i d e ntif y t h e o c c urre n c e of a ( p ot e nti al) s eri o us br e a c h

A ( p ot e ntial) s erio u s br e a c h is pr o m pt l y r e p ort e d t o Astr a Z e n e c a or d el e g at e d p art y , t hr o u g h 
t he c o nt a cts ( e m ail a d dr ess or t el e p h o n e n u m b er) pr o vi d e d b y Astr a Z e n e c a.

A 2 Fi n a n ci al Dis cl os u r e

I n v esti g at ors a n d s u b-I n v e stig a t or s will pr o vi d e t h e S p o n s or wit h s uffi ci e nt, a c c ur at e fi n a n ci al 
i nf or mat i on as r e q u est e d t o all o w t he S p o ns or t o s u b mit c o m pl et e a n d a c c ur at e fi n a n ci al 
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c ertifi c ati o n or dis cl o s ur e st at e m e nts t o t h e a p pr o pri at e r e g ul at or y a ut h orit i es. I n v est i g at ors ar e 
r es p o nsi bl e f or pr o vi di n g i nf or m ati o n o n fi n a n ci al i nter ests d uri n g t he c o ur s e of  t he st u d y an d 
f or 1 ye ar af t er c o mpl et i on of t h e st u d y .

A 3 I nf o r m e d C o n s e nt P r o c ess

 T h e I n v esti g at or or his/ h er r e pr es e nt ati v e will e x pl ai n t he n at ur e of  th e 

st u d y to t he p arti ci p a nt or his/ h er l e gall y a ut h oris e d r e pr e s e nt ativ e a n d 

a ns w er all q u est i ons r e g ar di n g t h e st u d y .

 P arti ci p a nts m ust b e i nf or m e d t h at t hei r p arti ci p ati on is v o l unt ar y , a n d t h e y 

ar e fr e e t o r ef us e t o p arti ci p at e a n d m a y wit h dr a w t h eir c o ns e nt at a n y ti m e 

a n d f o r a n y r e as o n d uri n g t h e st u d y. 

 T h e m e di c al r e c or d m ust i n cl u d e a st at e m e nt t h at writt e n i nf or m e d c o ns e nt 

w as o bt ai n e d b ef or e t h e p arti ci p a nt w as e nr oll e d i n t h e st u d y a n d t h e d at e 

t he wri tt e n c o ns e nt w as o bt ai n e d. T h e a ut h oris e d p ers o n o b t ai ni n g t he 

i nf orm e d c o ns e nt m ust als o si g n t h e I C F.

 P arti ci p a nt s m ust b e r e -c o ns e nt e d t o t h e m ost c urr e nt v ersi o n of t h e I C F(s) 

d uri n g t h eir p arti ci p at i on i n t h e st u d y.

 A c o p y  of th e I C F(s) m ust b e pr o vi d e d t o t he p arti ci p a nt or t he p arti ci p a nt’s 

l e g all y a ut h oris e d r e pr e s e nt ativ e.

A p arti ci p a nt w h o i s r es cr e e n e d is n ot r e q uir e d t o si g n a n ot h er I C F.

T h e I C F will c o nt ai n a s e p ar at e s e cti o n t h at a d dr ess es a n d d o c u m e nts t h e c oll e ct i on a n d us e o f 
a n y m a n d at or y  an d/ or o pti o n al  hu m a n bi o l ogi c al  sa m pl es. T h e I n v esti g at or or a ut h oris e d 
d esi g n e e will e x pl ai n t o e a c h p arti ci p a nt t he o bj e ct i v es of t h e a n al ysis t o b e d o n e o n t h e s a m pl es 
a n d a n y  pot e nti al  fut ur e us e. P arti ci p a nts will b e t old t hat t h e y  ar e fr e e t o r ef us e t o p artici p at e 
i n a n y o pti o n al  sa m pl es or t h e f ut ur e us e a n d m a y wi t hdr a w t hei r c o n s e nt at  an y tim e a n d f or 
a n y r e as o n d uri n g t h e r et e nti o n p eri o d.

A 4 D at a P r ot e cti o n

 P arti ci p a nt s will b e assi g n e d a u ni q u e i de ntifi er b y t he S p o ns or. A n y 

p arti ci p a nt r e c or ds or d at as ets t hat ar e tr a nsf err e d t o t he S p o n s or will 

c o nt ai n t he i d e ntifi er o nl y; p arti ci p a nt n a m es or a n y i nf or m ati on w hi c h 

w o ul d m a k e t h e p arti ci p a nt i d e nt ifi a bl e will n ot b e tr a nsf err e d.

 T h e p arti ci p a nt m u st b e i nf or m e d t hat his/ h er p ers o n al st u d y-r elat e d d at a 

will b e us e d b y t he S p o n s or i n a c c or d a n c e wi t h lo c al  da t a pr ot e cti o n l a w. 

T h e l ev el of di s cl o s ur e a n d u s e of t h ei r d at a mu st al s o b e e x pl ai n e d t o t h e 

p arti ci p a nt i n t h e i nf or m e d c o ns e nt. 

 T h e p arti ci p a nt m ust b e i nf or m e d t hat his/ h er m e di c al r e c or ds m a y b e 

e x a mi n e d b y Cli ni c al Q u ali t y Ass ur a n c e a u di t or s or ot h er a ut h oris e d 
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p ers o n n el a p p oi nt e d b y t he S p o n s or, b y a p pr o pri at e I R B/I E C m e m b ers, 

a n d b y  in s p e ct or s fr o m  r e g ulat or y  a ut h oriti es.

A 5 Di s s e mi n ati o n of Cli ni c al St u d y D at a

A d e s cri pt i on of  this cli ni c al st u d y will b e a v ail a bl e o n 
ht t p:// astr a z e n e c a gr o u ptri als. p har m a c m . c o m an d htt p:// w w w . cli ni c altri als. g o v as will  th e 
s u m m ar y of  th e st u d y res ul t s w h e n t he y  ar e a v ail a bl e. T h e cli ni c al st u d y an d/ or s u m m ar y of  
st u d y res ul t s m a y als o b e a v ail a bl e o n ot h er w e bsit es a c c or di n g t o t he r e g ul ati ons of  th e 
c o u ntri es i n w hi c h t he st u d y  is c o n d u ct e d.

A 6 D at a Q u alit y Ass u r a n c e

 All p art i ci p a nt d at a r el ati n g t o t h e st u d y will b e r e c or d e d o n e C R F u nl ess 

tr a ns mitt e d t o t h e S p o ns or or d esi g n e e el e ctr o ni c all y ( e g, l a b or at or y d at a). 

T h e I n v esti g at or is r es p o nsi bl e f or v erif yi n g t hat d at a e ntri es ar e a c c ur at e 

a n d c orr e ct b y  el e ctr o nic all y si g ni n g t h e e C R F.

 T h e I n v est i g at or mu st m ai nt ai n a c c ur at e d o c u m e nt ati o n ( s o ur c e d at a) t h at 

s u p p orts t h e i nf or m at i on e nt er e d i n t h e e C R F.

 T h e I n v esti g at or m u st p er mit st u d y-r el at e d m o nit ori n g, a u di t s, I R B/IE C 

r e vi e w, a n d r e g ulat or y  ag e n c y  ins p e ct i ons a n d pr o vi d e di r e ct a c c ess t o 

s o ur c e d at a d o c u m e nts.

 Q T Ls will b e pr e d efi n e d t o i d e ntif y s yst e m ati c iss u es t hat c a n i m p a ct 

p arti ci p a nt s af et y a n d/ or r eli a bility of  st u d y res ul t s. T h es e pr e d efi n e d 

p ar a m et ers will b e m o nit or e d d uri n g t he st u d y, a n d i m p ort a nt d e vi at i on s 

fr om t h e Q T Ls a n d r e m e di al a ct i ons t a k e n will b e s u m m ari z e d i n t h e C S R.

 M o ni t ori n g d et ails d es cri bi n g str at e g y (e g, ris k-b as e d i niti ati v es i n 

o p er ati o ns a n d q u alit y s u c h as Ris k M a n a g e m e nt a n d Mit i g ati on Str at e gi es 

a n d A n al y tic al  Ris k-B as e d M o ni t ori n g), m et h o ds, r es p o nsi biliti es a n d 

r e q uir e m e nts, i n cl u di n g h a n dli n g o f n o n c o m p li a n c e iss u es a n d m onit ori n g 

t e c h ni q u es ( c e ntr al, r e mot e, or o n -sit e m o nit ori n g) ar e pr o vi d e d i n t he 

M o ni t ori n g Pla n.

 T h e S p o ns or or d esi g n e e is r es p o nsi bl e f or t he d at a m a n a g e m e nt of  this 

st u d y in cl u di n g q u alit y c h e c ki n g of t h e d at a.

 T h e S p o ns or ass u m es a c c o u nt a bilit y f or a cti o ns d el e g at e d t o ot h er 

i n di vi d u als ( e g, C o ntr a ct R es e ar c h Or g a ni z ati ons).

 St u d y  mo ni t or s will p erf or m  on g o in g s o ur c e d at a v erifi c ati o n t o c o nfir m 

t hat d at a e nt er e d i nt o t h e e C R F b y a ut h ori s e d sit e p ers o n n el ar e a c c ur at e, 

c o m pl et e, a n d v erifi a bl e fr o m s o ur c e d o c u m e nts; t h at t h e s af et y a n d ri g ht s 

of  parti ci p a nts ar e b ei n g pr ot e ct e d; a n d t hat t he st u d y is b ei n g c o n d u ct e d 
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i n a c c or d a n c e wi t h th e c urr e nt l y a p pr o v e d pr ot o c ol  an d a n y ot h er st u d y 

a gr e e m e nts, I C H G C P, a n d all a p pli c a bl e r e g ul at or y  r e q uir e m e nts.

 R e c or ds a n d d o c u m e nts, i n cl u di n g si g n e d I C Fs, p ert ai ni n g t o t h e c o n d u ct 

of  this st u d y mu st b e r et ai n e d b y t he I nv est i g at or f or a mi ni m u m of  

2 5 y e ars af t er st u d y ar c hi vi n g or as r e q uir e d b y l o c al r e g ulat i ons, a c c or di n g 

t o t he Astr a Z e n e c a Gl o b al R et e nt i on a n d Dis p os al S c h e d ul e. N o r e c or ds 

m a y b e d estr o y e d d uri n g t h e r et e nti o n p eri o d wit h o ut t h e writt e n a p pr o v al 

of Ast r a Z e n e c a. N o r e c or ds m a y b e tr a nsf err e d t o a n ot h er l o c ati o n or p art y 

wi t ho ut wri tt e n n otifi c ati on t o Astr a Z e n e c a .

A 7 S o u r c e D o c u m e nts

 S o ur c e d o c u m e nts pr o vi d e e vi d e n c e f or t he e xist e n c e of t he p arti ci p a nt a n d 

s u bst a nt i ate t h e i nt e grit y of  t h e d at a c oll e ct e d. S o ur c e d o c u m e nts ar e fil e d 

at t h e I n v est i g at or’s sit e.

 D at a e nt er e d i n t h e e C R F t h at ar e tr a ns cri b e d fr o m s o ur c e d o c u m e nts m ust 

b e c o nsist e nt wit h t he s o ur c e d o c u m e nts or t he dis cr e p a n ci es m u st b e 

e x pl ai n e d. T h e I n v est i g at or m a y n e e d t o r e q u est pr e vi o us m e di c al r e c or ds 

or tr a n sf er r e c or d s, d e p e n di n g o n t h e st u d y . Al s o, c urr e nt me di c al r e c or d s 

m ust b e a v ail a bl e.

 D efi nit i on of  wh at c o nstit ut es s o ur c e d at a c a n b e f ou n d i n St u d y 

M o ni t ori n g Pla n .

A 8 St u d y a n d Sit e St a rt a n d Cl os u r e

T h e st u d y st art d at e is t he d at e o n w hi c h t he cli ni c al st u d y will b e o p e n f or r e cr uit me nt of 
p arti ci p a nts.

T h e first a ct of r e cr uit m e nt is t h e first p arti ci p a nt s cr e e n e d a n d will b e t h e st u d y st art d at e.

T h e S p o ns or d esi g n e e r es er v es t h e ri g ht t o cl os e t h e st u d y sit e or t er mi n at e t h e st u d y at a n y ti m e 
f or a n y r e as o n at t he s ol e dis cr et i on of  th e S p o ns or . St u d y  sites will  be cl os e d u p o n st u d y 
c o m pl et i on. A  st u d y sit e is c o nsi d er e d cl os e d w h e n all r e q uir e d d o c u m e nts a n d st u d y su p pli e s 
h a v e b e e n c o ll e ct e d a n d a st u d y-sit e clo s ur e vi si t has b e e n p erf or m e d.

T h e I n v est i g at or ma y  ini tiat e s t u d y-sit e clo s ur e at a n y  tim e, pr o vi d e d t h er e is r e as o n a bl e c a us e 
a n d s uffi ci e nt n oti c e is gi v e n i n a d v a n c e of t h e i nt e n d e d t er mi n at i on.

R e as o ns f or t h e e arl y cl o s ur e of a st u d y sit e b y t h e S p o ns or or I n v estig at or m a y i n cl u d e b ut ar e 
n ot li mit e d t o:
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 F ail ur e of  th e I n v esti g at or t o c o m pl y wi t h th e pr ot o c ol , t he r e q uir e m e nts 

of  th e I R B/I E C or l oc al  he al t h aut h ori ties, t he S p o ns or's pr o c e d ur es, or 

G C P g ui d eli n es

 I n a d e q u at e r e cr uit m e nt  of p artici p a nts b y  t h e I n v estig at or

 Di s c o nti n u atio n of  furt h er st u d y  int er v e nt i on d e v el o p m e nt

If t he st u d y is pr e m at ur el y t er mi n at e d or s us p e n d e d, t he S p o ns or s h all pr o m pt l y i nf or m th e 
I n v esti g at ors, t he I E Cs/I R Bs, t he r e g ul at or y a ut h orit i es, a n d a n y  co ntr a ct r es e ar c h 
or g a ni z at i on( s) us e d i n t h e st u d y of t h e r e as o n f or t er mi n at i on or s us p e nsi o n, as s p e cifi e d b y t h e 
a p pli c a bl e r e g ul at or y  r e q uir e m e nts. T h e I n v est i g at or s h all pr o mptl y i nf or m t h e p arti ci p a nt a n d 
s h o uld a s s ur e a p pr o pri at e p arti ci p a nt t h er a p y  a n d/ or f oll ow- u p.

P arti ci p a nt s fr o m t er mi n at e d sit e s will h a v e t h e o p p ort u ni t y t o be tr a n sf err e d t o a n ot h er si t e t o 
c o nti n u e t h e st u d y.

A 9 P u bli c ati o n P oli c y

 T h e r e s ult s of  this st u d y ma y  be p u blis h e d or pr es e nt e d at s ci e ntifi c 

m e et i n gs. If this is f or es e e n, t he I n v esti g at or a gr e es t o s ub mit  all 

m a n us cri pts or a bstr a cts t o t h e S p o ns or b ef or e s u b missi o n. T his all o ws t h e 

S p o ns or t o pr ot e ct pr o pri et ar y  inf or m at i on a n d t o pr o vi d e c o m m e nts.

 T h e S p o n s or will c o m p l y wi t h th e r e q uir e m e nts f or p u bli c ati o n of  st u d y 

r e s ult s. I n a c c or d a n c e wi t h st a n dar d e di t orial a n d et hi c al pr a ct i c e, t he 

S p o n s or will g e n er all y  su p p ort p u bli c at i on of  multi c e ntr e st u die s o nl y i n 

t hei r e nt iret y  an d n ot as i n di vi d u al sit e d at a. I n t his c as e, a c o or di n at i n g 

I n v esti g at or will b e d esi g n at e d b y m ut u al a gr e e m e nt.

 A ut h ors hi p w ill b e d et er mi n e d b y m ut u al  agr e e m e nt a n d i n li n e wi t h 

I nt er n ati o n al C o m mitt e e of  Me di c al J o ur n al Edi t or s a ut h ors hi p 

r e q uir e m e nts.
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A p p e n di x B A d v e r s e E v e nts: D efi niti o ns a n d P r o c e d u r e s f o r R e c o r di n g, 
E v al u ati n g, F oll o w -u p, a n d R e p o rti n g

B 1 D efi niti o n of A d v e rs e E v e nts

A n a d v ers e e v e nt is t h e d e v el o p m e nt of 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 ati e nt or cli ni c a l 
st u d y part i ci p a nt a d mi nist er e d a m e di ci n al pr o d u ct a n d w hi c h d o es n ot n e c ess aril y h a v e a c a u s al 
r elat i ons hi p wit h t hi s tr e at me nt. A n A E c a n t h er ef or e b e a n y u nf a v o ur a bl e a n d u ni nt e n d e d si g n 
( e g, a n a b n or m al l a b or at or y fi n di n g), s y m pt o m (f or e x a m pl e n a us e a, c h est p ai n), or dis e as e 
t e mp or all y  a s s o ciat e d wi t h t h e us e of a m e di ci n al pr o d u ct, w h et h er or n ot c o nsi d er e d r el at e d t o 
t he m e di ci n al pr o d u ct. 

T h e t er m A E is us e d t o i n cl u d e b ot h s eri o us a n d n o n -s erio u s A Es a n d c a n i n cl u d e a d et eri or ati o n 
of  a pr e-e xist i n g m e di c al o c c urr e n c e. A n A E m a y o c c ur at a n y ti m e, i n cl u di n g r u n -i n or w as h o ut 
p eri o ds, e v e n if n o st u d y  int er v e nt i on h as b e e n a d mi nist er e d.

B 2 D efi niti o n of S e ri o us A d v e rs e E v e nts

A S A E is a n A E o c c urri n g d uri n g a n y st u d y ph as e (ie, r u n-i n, tr e at me nt, w as h o ut, f oll ow- u p), 
t hat f ulfils o n e or m or e of t h e f o ll owi n g cri t eri a:

 R es ults 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 ui r e s i n-p arti ci p a nt h os pit ali z at i on or pr ol o n g at i on of  exist i n g 

h o s pi t ali zati o n 

 R es ults i n p ersist e nt or si g nifi c a nt dis a bilit y or i n c a p a ci t y. 

 Is a c o n g e nit al a n om a l y or birt h d ef e ct

 Is a n i m p ort a nt m e d i c al e v e nt t hat m a y j e o p ar dis e t he p arti ci p a nt or m a y 

r e q uir e me di c al tr e at m e nt t o p r e v e nt o n e of t h e o ut c o m es list e d a b o v e.

A d v ers e E v e nts f or m ali g n a nt t u m o u rs r e p ort e d d uri n g a st u d y s ho ul d g e n er all y b e ass ess e d 
as S A Es . If no ot h er s eri o u s n e s s cri t eria a p pl y, t he ‘ I mp ort a nt M e di c al E v e nt ’ cri t erio n s h o ul d 
b e us e d. I n c ert ai n sit u at i ons, h o w e v er, m e di c al j u d g e m e nt o n a n i n di vi d u al e v e nt b asis s h o ul d 
b e a p pli e d t o cl arif y t h at t h e m ali g n a nt t u m o ur e v e nt s h o ul d b e ass ess e d a n d r e p ort e d as a n o n -
s e ri o us A E . For e x a m pl e, if t he t u mo ur is i n cl u d e d as m e d i c al hist or y  a nd pr o gr essi o n o c c ur s 
d uri n g t he st u d y, b ut t he pr o gr essi o n d o es n ot c h a n g e tr e at me nt a n d/ or pr o g n osis of  th e 
m ali g n a nt t u mo ur , t he A E m a y n ot f ulfil t he attri b ut e s f or b ei n g ass ess e d a s s erio u s, al t ho u g h 
r e p orti n g of t h e pr o gr essio n of  t he m a li g n a nt t u mo ur as a n A E is v ali d a n d s h o uld o c c ur . Als o, 
s o m e t yp es of  mali g n a nt t u mo ur s, w hi c h d o n ot s pr e a d r e m ot el y af t er a r o uti n e tr e at me nt t hat 
d o es n ot r e q uir e h o s pi t ali z ati on, m a y b e ass ess e d as n o n- s erio us; e x a m pl es i n a d ul t s i n cl u d e 
St a g e 1 b as al c ell c ar ci n o m a a n d S t a g e 1 A 1 c er vi c al c a n c er r e m o v e d vi a c o n e bi o ps y.

Lif e -t h r e at e ni n g

‘Lif e -t hr e at e ni n g’ m e a ns t hat t h e p arti ci p a nt w as at i m m e di at e ris k of  de at h fr om t he A E as it 
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o c c urr e d, or it is s us p e ct e d t hat us e or c o nt i n u e d us e of  th e pr o d u ct w o ul d r e s ult i n t he 
p arti ci p a nt ’s d e at h. ‘Lif e -t hr e at e ni n g’ d o e s n ot m e a n t h at h a d a n A E o c c urr e d i n a m or e s e v er e 
f or m it mi g ht h a v e c a us e d d e at h ( e g, h e p atitis t h at r es ol v e d with o ut h e p ati c f ail ur e).

H os pit ali z ati o n

O ut p ati e nt tr e at me nt i n a n e m er g e n c y r o o m is n ot i n its elf a s erio us A E , alt ho u g h t he r e a s o n s 
f or it ma y b e ( e g, br o n c h os p as m, l ar y n g e al o e d e m a). H o s pi t al ad missi o ns a n d/ or s ur gi c a l 
o p er ati o ns pl a n n e d b ef or e or d uri n g a st u d y ar e n ot c o nsi d er e d A Es if t he ill n ess or dis e as e 
e xist e d b ef or e t h e p arti ci p a nt w as e nr oll e d i n t h e s t u d y, pr o vi d e d t h at it di d n ot d et eri or at e i n a n 
u n e x p e ct e d w a y  d uri n g t h e st u d y.

I m p o rt a nt M e di c al E v e nt o r M e di c al T r e at m e nt

M e di c al a n d s ci e nt ifi c j u d g e m e nt s h o uld b e e x er cis e d i n d e ci di n g w h et h er a c as e is s erio u s i n 
sit u atio ns w h er e i m p ort a nt m e di c al e v e nts m a y n ot b e i m m e di at el y lif e t hr e at e ni n g or r es ult i n 
d e at h, h os pit ali z ati o n, di s a bilit y or i n c a p a city b ut m a y j e o p ar dis e t h e p arti ci p a nt or m a y r e q uir e 
m e di c al tr e at me nt t o pr e v e nt o n e or m o r e o ut c o m es list e d i n t he d efi ni tio n of  seri o u s. T h es e 
s h o u l d us u all y b e c o nsi d er e d as s eri o us.

Si m pl y st o p pi n g t h e s u s p e ct dr u g d o e s n ot m e a n t h at i t is a n i m p ort a nt m e di c al e v e nt; m e d i c al 
j u d g e m e nt m ust b e us e d.

 A n gi o e d e m a n ot s e v er e e n o u g h t o r e q uir e i ntu b ati o n b ut r e q uiri n g i v 

h y dr o c ortis o n e tr e at m e nt

 H e p at ot o xi cit y c a us e d b y p ar a c et a m ol  (a c et a mi n o p h e n) o v er d os e 

r e q uirin g tr e at m e nt wi t h N-a c et yl c yst ei n e

 I nt e nsi v e tr e at me nt i n a n e m er g e n c y  ro o m  or at h o m e f or all er gi c 

br o n c h os p as m

 Bl o o d d y s cr asi as ( e g, n e utr o p e ni a or a n a e mi a r e q uiri n g bl o o d tr a nsf usi o n, 

et c.) or c o n v ulsi o ns t h at d o n ot r es ult i n h o s pi t ali zati o n

 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

S e v e rit y R ati n g S c al e:

T h e f o ll owi n g s e v erit y r ati n gs will b e us e d, a d a pt e d fr o m t h e C T C A E v 5. 0 ( NI H 2 0 1 7):

 Gr a d e 1: A n e v e nt of  mil d i nte n si t y th at is us u all y tr a nsi e nt a n d m a y 

r e q uir e o nl y cli ni c al or di a g n osti c o bs er v at i on s. T h e e v e nt d o es n ot 

g e n er all y i nt erf er e wit h us u al a ct i viti es of d ail y li vi n g.

 Gr a d e 2: A n e v e nt of  mo d er a t e i nte nsit y t h at is us u all y all e vi at e d wi t h 

a d di tio n al , s p e cifi c t her a p e ut i c i nter v e nti o n, w hi c h is mi ni m al, l oc al , or 

n o n- i n v asi v e. T h e e v e nt i nterf er es wi t h us u al acti vi ties of  dail y  li vi n g, 
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c a u si n g di s c o mf ort, b ut p o s e s n o si g nifi c a nt or p er m a n e nt ri s k of  har m  t o 

t he p arti ci p a nt

 Gr a d e 3: A s e v er e e v e nt t hat r e q uir es i nt e nsi v e t h er a p e uti c i nt er v e nti o n b ut 

is n ot i m m e di at el y lif e-t hr e at e ni n g. T h e e v e nt i nt err u pts us u al a cti viti es of 

d ail y  li vi n g, or sig nifi c a nt l y aff e cts t h e cli ni c al st at us of t h e p arti cip a nt.

 Gr a d e 4: A n e v e nt, a n d/ or its i m m e di at e s e q u el a e, t hat is a s s o ci at e d wit h 

a n i m mi n e nt ris k of d e at h a n d ur g e nt i nt er v e nti on is i n di c at e d.

 Gr a d e 5: D e at h, as r es ult of a n e v e nt.

B 3 A G ui d e t o I nt e r p r eti n g t h e C a us alit y Q u esti o n

W h e n m a ki n g a n ass ess m e nt of  c a us ality c o nsi d er t h e f o ll owi n g f a ct ors w h e n d e ci di n g if t h er e 
is a ‘r e as o n a bl e p ossi bilit y’ t hat a n A E m a y h a v e b e e n c a us e d b y t h e dr u g.

 Ti m e C o urs e. E x p os ur e t o s us p e ct dr u g. H as t h e p art i ci p a nt a ct u all y 

r e c ei v e d t he s us p e ct dr u g ? Di d t he A E o c c ur i n a r e as o n a bl e t e mp or al 

r elat i ons hi p t o t h e a d mi nistr ati o n of t h e s us p e ct dr u g ?

 C o nsist e n c y wi t h kn o w n dr u g pr ofil e. W as t he A E c o nsist e nt wit h t he 

pr e vi o us k n o wl e d g e of t h e s us p e ct dr u g ( p h ar m a c ol o g y a n d t o xi c o l og y ) or 

dr u gs of t he s a me p h ar m a c o l ogi c al  cla ss ? Or c o ul d t h e A E b e a nti ci p at e d 

fr om it s p h ar ma c o l ogi c al  pr o p ertie s ?

 D e -c h all e n g e e x p eri e n c e. Di d t he A E r es ol v e or i m pr o v e o n st o p pi n g or 

r e d u ci n g t h e d os e of t h e s us p e ct dr u g ?

 N o alt er n at i v e c a us e. T h e A E c a n n ot b e r e as o n a bl y e x pl ai n e d b y a n ot h er 

a eti ol o g y  su c h as t he u n d erl yi n g di s e as e, ot h er dr u gs, ot h er h ost or 

e n vir o n m e nt al f a ct ors.

 R e -c h all e n g e e x p eri e n c e. Di d t he A E r e o c c ur if t he s us p e ct e d dr u g w as 

r ei ntr o d u c e d aft er h a vi n g b e e n st o p p e d ? Astr a Z e n e c a w o ul d n ot n or m all y 

r e c o m m e n d or s u p p ort a r e- ch all e n g e .

 L a b or at or y  tests. A s p e cifi c l a b or at or y in v est i g ati on (if p erf or m e d) h as 

c o nfir m e d t h e r el at i ons hi p .

I n diffi c ult c as es, ot h er f a ct ors c o ul d b e c o nsi d er e d s u c h as:

 Is t his a r e c o g nis e d f e at ur e of o v er d os e of t h e dr u g ?

 Is t h er e a k n o w n m e c h a nis m ?

C a us alit y of  ‘r elat e d ’ is m a d e if f oll o wi n g a r e vie w of  t he r el e v a nt d at a, t h er e i s e vi d e n c e f or a 
‘r e as o n a bl e p o s si bili t y’ of  a ca u s al  rel at i on s hi p f or t he i n di vi d u al c as e. T h e e x pr essi o n 
‘r e as o n a bl e p o s si bili t y’ of  a c a us al r el ati ons hi p is m e a nt t o c o n v e y , i n g e n er al, t hat t her e ar e 
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f a cts ( e vi d e n c e) or ar g u m e nts t o s u g g est a c a us al r el at i ons hi p.

T h e c a us alit y ass ess m e nt is p erf or m e d b as e d o n t he a v ail a bl e d at a i n cl u di n g e n o u g h i nf or m at i on 
t o m a k e a n i nf or m e d j u d g m e nt. Wit h n o a v ail a bl e f a cts or ar g u m e nts t o s u g g est a c a us al 
r elat i ons hi p, t h e e v e nt(s) will b e ass ess e d as ‘n ot r el at e d ’.

C a us al r el ati o ns hi p i n c as es w h er e t h e dis e as e u n d er st u d y h as d et eri or at e d d u e t o l a c k of eff e ct 
s h o uld b e cl assifi e d as n o r e as o n a bl e p ossi bilit y.

B 4 M e di c ati o n E r r o r, D r u g A b u s e, a n d D r u g Mi s u s e

M e di c ati o n E r r o r

F or t h e p ur p os es of t his cli ni c al st u d y  a m e di c atio n err or i s a n u ni nt e n d e d f ail ur e or mist a k e i n 
t he tr e at me nt pr o c ess f or a n Astr a Z e n e c a st u d y int er v e nt i on t hat eit h er c a us es h ar m t o t he 
p arti ci p a nt or h as t he p ot e nti al t o c a us e h ar m t o t h e p arti ci p a nt.

A m e di c ati o n err or is n ot l ac k of  effi c a c y of  th e dr u g, b ut r at h er a h u m a n or pr o c ess r el at e d 
f ail ur e w hil e t h e dr u g is i n c o ntr ol of t h e st u d y sit e st aff or p arti ci p a nt.

M e di c at i on err or i n cl u d es sit u at i ons w h er e a n err or . 

 O c c urr e d.

 W a s i d e nt ifi e d a n d i nt er c e pt e d b ef or e t h e p arti ci p a nt r e c ei v e d t h e dr u g.

 Di d n ot o c c ur, b ut cir c u mst a n c es w er e r e c o g nis e d t h at c o ul d h a v e l e d t o a n 

err or.

E x a m pl es of e v e nts t o b e r e p ort e d i n cli ni c al st u di es as m e di c ati o n err ors:

 Dr u g n a m e c o nf usi o n.

 Di s p e nsi n g err or e g, m e d i c ati on pr e p ar e d i n c orr e ctl y, e v e n if it wa s n ot 

a ct u all y gi v e n t o t h e p arti ci p a nt.

 Dr u g n ot a d mi nist er e d as i n di c at e d, f or e x a m pl e, wr o n g r o ut e or wr o n g sit e 

of  a d mi nistrati o n.

 Dr u g n ot t a k e n as i n di c at e d e g, t a bl et diss o l v e d i n w at er w h e n it s h o ul d b e 

t a k e n as a s oli d t a bl et.

 Dr u g n ot st or e d as i nstr u ct e d e g, k e pt i n t he fri d g e w h e n it sh o ul d b e at 

r o o m t e mp er at ur e.

 Wr o n g p arti ci p a nt r e c ei v e d t h e m e di c at i on ( e x cl u di n g I W R S err or s).

 Wr o n g dr u g a d mi nist er e d t o p arti ci p a nt ( e x cl u di n g I W R S err ors).

E x a m pl es of e v e nts t h at d o n ot r e q uir e r e p orti n g as m e di c at i on err ors i n cli ni c al st u di es:
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 Err ors r el at e d t o or r es ulti n g fr om I W R S - i n cl u di n g t hos e w hi c h l e a d t o 

o n e of t he a b o v e list e d e v e nts t hat w o ul d ot h er wis e h a v e b e e n a m e di c at i on 

err or.

 P arti ci p a nt a c ci d e nt all y miss e d dr u g d os e(s) e g, f or g ot t o t a k e m e di c at i on.

 A c ci d e nt al  o v er d os e ( will b e c a pt ur e d as a n o v er d os e).

 P arti ci p a nt f ail e d t o r et ur n u n us e d m e di c at i on or e m pt y p a c k a gi n g.

M e di c at i on err ors ar e n ot r e g ar d e d as A Es, b ut A Es m a y o c c ur as a c o ns e q u e n c e of  th e 
m e di c at i on err or .

D r u g A b us e

F or t he p ur p os e of  this st u d y, dr u g a b us e is d efi n e d as t he p er si st e nt or s p or a di c i nte nt i on al, 
n o n- t her a p e ut i c e x c e s si v e u s e of I M P or Astr a Z e n e c a NI M P f or a p er c ei v e d r e w ar d or d e sir e d 
n o n- t her a p e ut i c eff e ct.

A n y e v e nts of dr u g a b us e, wit h or wit h o ut ass o ci at e d A Es, ar e t o b e c a pt ur e d a n d f or w ar d e d t o 
t he D E S usi n g t he Dr u g A b us e R e p ort F or m . T his for m  s ho ul d b e us e d b ot h if t he dr u g a b us e 
h a p p e n e d i n a st u d y  p artici p a nt or if t h e dr u g a b us e i n v ol v es a p ers o n n ot e nr oll e d i n t he s t u d y 
(s u c h as a r el ati v e of t he st u d y  p artici p a nt) .

E x a m pl es of dr u g a b us e i n cl u d e b ut ar e n ot li mit e d t o:

 T h e dr u g is us e d wit h t h e i nt e nt of g etti n g a p e r c ei v e d r e w ar d ( b y t h e st u d y 

p arti ci p a nt or a p ers o n n ot e nr oll e d i n t h e st u d y )

I n t his st u d y p arti ci p a nts will r e c ei v e i n v esti gati o n al  pr o d u ct s a d mi nist er e d I M i n t he 

a nt er ol at er al  t hig h o n D a y 1. All p arti ci p a nts will b e d os e d at t h e sit e, t he y  will r e c ei v e st u d y 

i nter v e nt i on di r e ctl y fr om t he u n bli n d e d p h ar m a cist or d esi g n e e, u n d er m e di c al s u p er visi o n.  

T h e c h a n c e f or dr u g a b us e a n d dr u g mis us e.

D r u g Mis us e

Dr u g mis us e is t he i nte nt i on al a n d i n a p pr o pri at e us e ( b y a st u d y parti ci p a nt) of  IM P or 
Astr a Z e n e c a NI M P f or m e di ci n al p ur p os es o utsi d e of t h e a ut h ori z e d pr o d u ct i nf or m at i on, or f or 
u n a ut h ori z e d I M Ps or Astr a Z e n e c a NI M Ps, o utsi d e t h e i nt e n d e d us e as s p e cifi e d i n t h e pr ot o c o l 
a n d i n cl u d es d eli b er at e a d mi nistr ati o n of t h e pr o d u ct b y  t h e wr o n g r o ut e.

E v e nt s of dr u g mis us e, wit h or wit h o ut ass o ci at e d A Es, ar e t o b e c a pt ur e d a n d f or w ar d e d t o t h e 
D E S usi n g t he Dr u g Mi s us e R e p ort F or m . T hi s f or m sh o ul d b e us e d b ot h if t he dr u g mis us e 
h a p p e n e d i n a st u d y  p artici p a nt or if t h e dr u g mis us e r e g ar ds a p ers o n n ot e nr oll e d i n t h e st u d y 
(s u c h as a r el ati v e of t he st u d y  p artici p a nt) .

E x a m pl es of dr u g mis us e i n cl u d e b ut ar e n ot li mit e d t o:

 T h e dr u g is us e d wit h t h e i nt e nt i on t o c a us e a n eff e ct i n a n ot h er p ers o n
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 T h e dr u g is s o l d t o ot h er p e o pl e f or r e cr e ati o n al p ur p os es

 T h e dr u g is us e d t o f a cilit at e ass a ult i n a n ot h er p ers o n

 T h e dr u g is d eli b er at el y a d mi nist er e d b y t h e wr o n g r o ut e

 T h e dr u g is s plit i n h alf b e c a us e it is e asi er t o s w all o w, w h e n it is st at e d i n 

t he pr ot o c ol t h at it m ust b e s w all o w e d w h o l e

 O nl y h alf t he d os e is t a k e n b e c a us e t he st u d y parti ci p a nt f e els t hat h e/s h e 

is f e eli n g b ett er w h e n n ot t a ki n g t h e w h o l e d os e

 S o m e o n e w h o i s n ot e nr oll e d i n t h e st u d y int e nt i on all y  t a k e s t h e dr u g.

I n t his st u d y p arti ci p a nts will r e c ei v e i n v esti gati o n al  pr o d u ct s a d mi nist er e d I M i n t he 

a nt er ol at er al  t hig h o n D a y 1. All p arti ci p a nts will b e d os e d at t h e sit e, t he y  will r e c ei v e st u d y 

i nter v e nt i on di r e ctl y fr om t he u n bli n d e d p h ar m a cist or d esi g n e e, u n d er m e di c al s u p er visi o n.  

T h e c h a n c e f or dr u g a b us e a n d dr u g mis us e b y p arti ci p a nt is r ar e.

R e d a ct e d f or P u bli c 
Di s cl o s ur e



Cli ni c al St u d y Pr ot o c ol - 3. 0 Astr a Z e n e c a
A Z D 3 1 5 2 - A Z -R U - 0 0 0 0 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 7 6 of 9 4

A p p e n di x C H a n dli n g of H u m a n Bi ol o gi c al S a m pl es

C 1 C H A I N O F C U S T O D Y

A f ull c h ai n of c ust o d y is m ai nt ai n e d f or all s a m pl es t hr o u g h o ut t h eir lif e c y cl e.

T h e I n v est i g at or at  e a c h c e ntr e k e e ps f ull tr a c e a bility of  c oll e ct e d biol o gi c al s a m pl es fr om t h e 
p arti ci p a nts w hil e i n st or a g e at t he c e ntr e u ntil s hi p m e nt or dis p os al ( w h er e a p pr o pri at e) a n d 
r e c or ds r el e v a nt pr o c essi n g i nf or m ati o n r el at e d t o t h e s a m pl es w hilst at sit e.

T h e s a m pl e r e c ei v er k e e ps f ull tr a c e a bility of t h e s a m pl es w hil e i n st or a g e a n d d uri n g us e u nt il 
u s e d or dis p os e d of or u ntil f urt h er s hi p m e nt a n d k e e ps r e c or d of r e c ei pt of arri v al a n d o n w ar d 
s hi p m e nt or dis p os al.

Astr a Z e n e c a or d el e g at e d r e pr es e nt ati v es will k e e p o v ersi g ht of  th e e nt ire lif e c y cl e t hr o u g h 
i nter n al  pr o c e d ur es, m o nit ori n g of  st u d y sites, a u di tin g or pr o c ess c h e c ks, a n d c o ntr a ct u al 
r e q uir e m e nts of e xt er n al l a b or at or y pr o vid ers.

S a m pl es r et ai n e d f or f urt h er us e will b e st or e d i n t he Astr a Z e n e c a -assi g n e d bi o b a n ks or ot h er 
s a m pl e ar c hi v e f a ciliti es a n d will  be tr a c k e d b y t h e a p pr o pri at e Astr a Z e n e c a T e a m  duri n g f or 
t he r e m ai n d er of t h e s a m pl e lif e c y cl e.

If r e q uir e d, Astr a Z e n e c a will e ns ur e t hat r e m ai ni n g bi o l ogi c al  sa m pl es ar e r et ur n e d t o t h e sit e 
a c c or di n g t o l o c al  r e g ul atio ns or at t h e e n d of t h e r et e nti o n p eri o d, w hi c h e v er is t h e s o o n er .

C 2 Wit h d r a w al of I nf o r m e d C o ns e nt f o r D o n at e d Bi ol o gi c al S a m pl es

A str a Z e n e c a e n s ur e s t h at bi ol o gi c al s a m pl e s ar e r et ur n e d t o t h e s o ur c e or d e str o y e d at t h e e n d 
of  a s p e cifie d p eri o d as d es cri b e d i n t h e i nf or m e d c o ns e nt.

If a p arti ci p a nt wit h dr a ws c o ns e nt t o t h e us e of d o n at e d bi ol ogi c al s a m pl es, t h e s a m pl es will b e 
di s p o s e d of/ d e str o ye d/r e p atri at e d, a n d t h e a ct i on d o c u m e nt e d. If s a m pl es ar e alr e a d y  a nal ys e d ,
Astr a Z e n e c a is n ot o bli g e d t o d estr o y  t h e r e s ults of t his r es e ar c h.

F o ll owi n g wi t hdr a w al of  co n s e nt f or bi o l ogi c al s a m pl es, f urt h er st u d y parti ci p at i on s h o uld b e 
c o nsi d er e d i n r el at i on t o t h e wi t hdr a w al  pr o c ess es o utli n e d i n t h e i nf or m e d c o ns e nt.

T h e I n v esti g at or:

 E ns ur es p arti ci p a nt’s wit h dr a w al o f i nf or m e d c o ns e nt t o t he us e of d o n at e d 

s a m pl es is hi g hli g ht e d i m m e di at el y t o Astr a Z e n e c a or d ele g at e.

 E ns ur es t hat r ele v a nt h u m a n bi o l ogi c al s a m pl es fr o m th at p arti ci p a nt, if 

st or e d at  th e st u d y site, ar e i m m e di at el y i d e ntifi e d, di s p os e d of  as 

a p pr o pri at e, a n d t h e a cti o n d o c u m e nt e d.

 E ns ur es t hat t he p arti ci p a nt a n d Astr a Z e n e c a ar e i nf or m e d a b o ut t he 

s a m pl e dis p os al.
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Astr a Z e n e c a e ns ur es t he or g a ni z at i on(s) h o l di n g t he s a mpl es is/ ar e i nf or m e d a b o ut t he 
wi t hdr a w n c o ns e nt i m m e di at e l y a n d t h at s a m pl e s ar e di s p o s e d of or r e p atriat e d a s a p pr o pri at e, 
a n d t h e a cti o n is d o c u m e nt e d, a n d st u d y  sit e is n otifi e d.

C 3 I nt e r n ati o n al Ai rli n e T r a ns p o rt ati o n Ass o ci ati o n 6. 2 G u i d a n c e 
D o c u m e nt

L A B E L LI N G A N D S HI P M E N T O F BI O H A Z A R D S A M P L E S

I nt er n ati o n al Airli n e Tr a ns p ort ati o n A s s o ci at i on (I AT A ) 
(htt ps:// w w w .i at a. o r g/ w h at w e d o/ c a r g o/ d g r/ P a g es/ d o w nl o a d. as p x) cl assifi es i nf e cti ou s 
s u bst a n c es i nt o 3 c at e g ori es: C at e g or y A, C at e g or y B or E x e m pt

C at e g o r y A  I nf e cti o us S u bst a n c es ar e i nf e ct i ous s u bst a n c es i n a f orm t hat, w h e n e x p o s ur e t o 
it oc c urs, is c a p a bl e of  ca usi n g p er m a n e nt dis a bilit y,  lif e-t hr e at e ni n g or f atal  dis e as e i n 
ot h er wi s e h e alt h y h u m a ns or a ni m als. 
C at e g o r y A  Pat h o g e ns ar e, e g, E b ol a, L ass a f e v er vir us. I nf e cti ous s u bst a n c es m e et i n g t hes e 
cri t eri a w hi c h c a us e dis e as e i n h u m a ns or b ot h i n h u m a ns a n d a ni m als m u st b e assi g n e d t o 
U N 2 8 1 4. I nf e cti ous s u bst a n c es w hi c h c a us e dis e as e o nl y i n a ni m als m ust b e assi g n e d t o 
U N 2 9 0 0.

C at e g o r y B I nf e cti o us S u bst a n c es ar e i nf e cti ous S u bst a n c es t hat d o n ot m e et t h e crit eri a f or 
i n cl usi on i n C at e g or y  A. C at e g or y  B p at h o g e n s ar e, e g, H e p atitis A, C, D, a n d E vir u s e s. T h e y 
ar e assi g n e d t h e f o ll owi n g U N n u m b er a n d pr o p er s hi p pi n g n a m e:

 U N 3 3 7 3 – Bi o l ogi c al  S u b st a n c e, C at e g or y B

 ar e t o b e p a c k e d i n a c c or d a n c e wit h U N 3 3 7 3 a n d I A T A 6 5 0

E x e m pt - S u bst a n c es w hi c h d o n ot c o nt ai n i nf e cti o us s u bst a n c es or s u bst a n c es w hi c h ar e 
u nli k el y  t o c a us e dis e as e i n h u m a ns or a ni m als ar e n ot s u bj e ct t o t h es e R e g ul ati ons u nl ess t h e y 
m e et t h e crit eri a f or i n cl usi o n i n a n ot h er cl ass.

 Cli ni c al st u d y sa m pl es will f all i nto C at e g or y  B or e x e m pt u n d er I A T A 

r e g ulat i ons

 Cli ni c al st u d y s a m pl es will r o uti n el y b e p a c k e d a n d tr a ns p ort e d at a m bi e nt 

t e mp er at ur e i n I AT A  65 0 c o m pli a nt p a c k a gi n g 

( htt ps:// w w w.i at a. or g/ w h at w e d o/ c ar g o/ d gr/ D o c u m e nts/ D G R- 6 0-E N -

PI 6 5 0. p df).

 Bi ol o gi c al  sa m pl es tr a ns p ort e d i n dr y  ic e r e q uir e a d dit i on al d a n g er o u s 

g o o ds s p e cifi c ati o n f or t h e dr y -i c e c o nt e nt

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A p p e n di x D A cti o n s R e q ui r e d i n C as e s of I n c r e as es i n Li v e r 
Bi o c h e mist r y a n d E v al u ati o n of H y’s L a w

D 1 I nt r o d u cti o n

T his A p p e n di x d es cri b es t h e p r o c ess t o b e f oll o w e d i n or d er t o i d e nt if y a n d a p pr o pri at el y r e p ort 
P H L  c a s e s a n d H L c a s e s. It i s n ot i nt e n d e d t o b e a c o mpr e h e n si v e g ui d e t o t h e m a n a g e m e nt of 
el e v at e d li v er bi o c h e mistri es. 

D uri n g t he c o urs e of  th e st u d y th e I n v esti g at or will r e m ai n vi gi l a nt f or i n cr e as es i n li v er 
bi o c h e mistr y . T h e I n v esti g at or is r es p o nsi bl e f or d et er mi ni n g w h et h er a p arti ci p a nt m e et s 
p ot e nti al  P H L crit eria at a n y  p oi nt d uri n g t h e st u d y.

All s o ur c es of l a b or at or y d at a ar e a p pr o pri at e f or t h e d et er mi n at i on of P H L  a n d H L ev e nts; t his 
i n cl u d es s a m pl es t a k e n at s c h e d ul e d st u d y vi sit s a n d ot h er visit s in cl u di n g c e ntr al a n d all l oc al  
l a b or at or y ev al u at i ons e v e n if c o ll e ct e d o ut si d e of t he st u d y visits; f or e x a m pl e, P H L  crit eri a 
c o ul d b e m et  by a n el e v at e d A LT fr o m a c e ntr al  la b or at or y  a n d/ o r el e v at e d T B L  fr o m a lo c al  
l a b or at or y. 

T h e I n v e stig at or will als o r e vi e w A d v ers e E v e nt d at a (f or e x a m pl e, f or A Es t hat m a y i n di c at e 
el e v at i ons i n li v er bi o c h e mistr y ) for p ossi bl e P H L  e v e nts.

T h e I n v esti g at or p arti ci p at es, t o g et h er wi t h Astr aZ e n e c a cli ni c al pr oj e ct r e pr e s e nt ativ es, i n 
r e vi e w a n d ass ess m e nt of c as es m e et i n g P H L  crit eria t o a gr e e w h et h er H L  crit eria ar e m et. H L  
cri t eri a ar e m et  if t h er e is n o al t er n ati v e e x pl a n ati o n f or t he el e v at i ons i n li v er bi o c h e mistr y 
ot h er t h a n DI LI c a us e d b y t h e I M P . 

T h e I n v esti g at or is r es p o nsi bl e f or r e c or di n g d at a p ert ai ni n g t o P H L/ H L  c as es a n d f or r e p orti n g 
S A Es a n d A Es a c c or di n g t o t he o ut c o m e of  th e r e vi e w a n d ass ess m e nt i n li n e wi t h st a n d ar d 
s af et y r e p orti n g pr o c ess es.

D 2 D efi niti o ns

P ot e nti al H y’s L a w: 

A S T or A L T ≥ 3 × U L N t o g et h e r wit h T B L  ≥ 2 × U L N at a n y  p oi nt d uri n g t h e st u d y f oll owi n g 
t he st art of st u d y  me di c at i on irr es p e cti v e of a n i n cr e as e i n Al k ali n e P h os p h at as e ( A L P).

H y’s L a w

A S T or A L T ≥ 3 × U L N t o g et h e r wit h T B L  ≥ 2 × U L N, w h er e n o ot h er r e as o n, ot h er t ha n t he 
I M P, c a n b e f ou n d t o e x pl ai n t he c o m bi n at i on of  in cr e as es, e g, el e v at e d A L P i n di c ati n g 
c h o l est asis, vir al h e p at itis, a n ot h er dr u g.

F or P H L  a n d H L t he el e v ati o n i n tr a ns a mi n as es m u st pr e c e d e or b e c oi n ci d e nt wi t h (ie, o n t h e 
s a m e d a y) t he el e v ati o n i n T B L, b ut t h er e is n o s p e cifi e d ti m efr a m e wit hi n w hi c h t h e el e v ati o ns 
i n tr a ns a mi n as es a n d T B L mu st o c c ur .

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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D 3 I d e ntifi c ati o n of P ot e nti al H y’s L a w C as es

I n or d er t o i d e ntif y cas es of  PH L  it is i m p ort a nt t o p erf or m a c o m pr e h e nsi v e r e vi e w of  l ab or at or y 
d at a f or a n y  p artici p a nt w h o m e et s a n y  of t he f oll o wi n g i d e ntifi c ati on crit eri a i n is ol ati o n or i n 
c o m bi n at i on:

 A L T ≥ 3 × U L N

 A S T ≥ 3 × U L N

 T B L ≥ 2 × U L N

L o c al L a b o r at o ri es B ei n g Us e d:

T h e I n v est i g at or will wi t ho ut d el a y  r e vi e w e a c h n e w l ab or at or y r e p ort a n d if t he i d e ntifi c ati on 
cri t eri a ar e m et will:

 N otif y  t h e Astr a Z e n e c a r e pr es e nt ati v e

 D et er mi n e w h et h er t he p arti ci p a nt m e ets P H L crit eri a (s e e S e ct i on D 2 f or 

d efi nit i on) b y  r e vi e wi n g la b or at or y  r e p ort s fr o m all pr e vio u s vi si t s

 Pr o m pt l y e nt er t h e l a b or at or y d at a i nt o t h e la b or at or y  e C R F

D 4 F oll o w -u p

D 4. 1 P ot e nti al H y’s L a w C rit e ri a n ot m et

If t h e p arti ci p a nt d o es n ot m e et P H L crit eria t h e I n v es tig at or will:

 I nf or m t h e Astr a Z e n e c a r e pr es e nt ati v e t h at t h e p arti ci p a nt h as n ot m et P H L crit eri a.

 P erf or m  fol l ow- u p o n s u bs e q u e nt l a b or at or y re s ul t s a c c or di n g t o t he g ui d a n c e 

pr o vi d e d i n t h e C S P.

D 4. 2 P ot e nti al H y’s L a w C rit e ri a m et

If t h e p arti ci p a nt do e s m e et P H L cri t eria t he I n v esti g at or will:

 I nf or m t h e Astr a Z e n e c a r e pr es e nt ati v e t h at t h e p arti ci p a nt h as m et P H L crit eri a.

 N otif y  t h e Astr a Z e n e c a r e pr es e nt ati v e w h o will t h e n i nf or m t h e c e ntr al St u d y T e a m 

 Wit hi n 1 d a y of  PH L cri t eria b ei n g m et , t he I n v e stig at or will r e p ort t he 

c as e as a n S A E of P ot e nti al H y’s L a w; s eri o us crit eri a ‘I m p ort a nt m e di c al 

e v e nt’ a n d c a us alit y ass ess m e nt ‘ y es/r el at e d’ a c c or di n g t o C S P pr o c ess f or 

S A E r e p orti n g.

 F or p arti ci p a nts t hat m et  PH L crit eri a pri or t o st arti n g I M P, th e I n v esti g at or 

is n ot r e q uir e d t o s u b mit a P H L S A E u nl ess t her e is a sig nifi c a nt c h a n g e #

i n t h e p arti ci p a nt’s c o n diti on

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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 T h e St u d y  Ph ysi ci a n c o nt a ct s t he I n v esti g at or, t o pr o vi d e g ui d a n c e, dis c uss 

a n d a gr e e a n a p pr o a c h f or t h e st u d y p arti ci p a nts’ f oll o w - u p (in cl u di n g a n y 

f urt h er l a b or at or y t esti n g) a n d t h e c o nti n u o us r e vi e w of d at a

 S u bs e q u e nt t o t his c o nt a ct t h e I n v est i g at or will:

o M o ni t or t he p arti ci p a nt u ntil li v er bi o c h e mistr y p ar a m et ers a n d a p pr o pri at e cli ni c al 
s y m pt o ms a n d si g ns r et ur n t o n or m al or b as e li n e l e v els, or as l o n g as m e di c all y i n di c at e d. 
C o m pl et e s f oll o w -u p S A E F or m as r e q uir e d.

o I n v esti g at e t h e eti ol o g y  of t he e v e nt a n d p erf or m  dia g n o sti c i n v esti g ati ons as di s c u s s e d 
wi t h t h e St u d y P h ysi ci a n. 

o C o m pl et e t h e t hr e e Li v er e C R F M o d ul es as i nf or m ati o n b e c o m es a v ail a bl e.

# A ‘si g nifi c a nt ’ c h a n g e i n t h e p arti ci p a nt’s c o n diti o n r ef ers t o a cli ni c all y r el e v a nt c h a n g e 
i n a n y  of t he i n di vi d u al li v er bi o c h e mistr y  par a m et ers ( A LT,  AS T or T B L) i n is ol ati on or i n 
c o m bi n at i on, or a cli ni c all y r el e v a nt c h a n g e i n a s s o ci at e d s y m pt o ms. T h e d et er mi n at i on of  
w h e t her t h er e h as b e e n a si g nifi c a nt c h a n g e will b e at t he dis cr eti o n o f th e I n v est i g at or, t his m ay 
b e i n c o ns ult ati o n with t h e St u d y  P h ysi ci a n if t h er e is a n y u n c ert ai nty.

D 5 R e vi e w a n d A s s e s s m e nt of P ot e nti al H y’s L a w C as es

T h e i nstr u cti o ns i n t his S e cti o n s h o ul d b e f ol l ow e d f or all c as es w h er e P H L  crit eria ar e m et.

As s o o n as p ossi bl e af t er t he bi o c h e mistr y a b n or m alit y w as i niti all y det e ct e d, t he St u d y 
P h ysi ci a n c o nt a cts t h e I n v est i g at or i n or d er t o r e vi e w a v ail a bl e d at a a n d a gr e e o n w h et h er t h er e 
is a n al t er nat i v e e x pl a n at i on f or m e et i n g P H L  crit eria ot h er t ha n DI LI c a us e d b y t he I M P, t o 
e ns ur e ti m el y a n al ysis a n d r e p orti n g t o h e alt h a ut h ori tie s wi t hi n 1 5 c al e n d ar d a ys fr om d at e 
P H L  crit eria w as m et. T h e St u d y  S afet y P h ysi ci a n will als o b e i n v ol v e d i n t his r e vi e w t o g et h er 
wi t h ot h er s u bj e ct matt er e x p erts as a p pr o pri at e.

A c c or di n g t o t he o ut c o m e of  th e r e vi e w a n d a s s e s s m e nt, t he I n v esti g at or will f oll o w t he 
i nstr u ctio n s b el o w .

W h e r e t h e r e i s a n a g r e e d alt e r n ati v e e x pl a n ati o n f or t h e A L T or A S T a n d T B L el e v at i on s, a 
d et er mi n at i on of  wh et h er t he al t er n ati v e e x pl a n ati o n is a n A E will b e m a d e a n d s u bs e q u e nt l y 
w h et h er t h e A E m e ets t h e crit eri a f or a S A E:

 If t he al t er n ati v e e x pl a n at i on is n ot a n A E, r e c or d t he al t er n ati v e 

e x pl a n at i on o n t h e a p pr o pri at e e C R F

 If t he al ter n at i v e e x pl a n at i on is a n A E/ S A E: u p d at e t he pr e vi o usl y 

s u b mitt e d P ot e nti al  Hy’s L a w S A E a n d A E e C R Fs a c c or di n gl y  with t he 

n e w i nf or mat i on (r e ass essi n g e v e nt t er m; c a us alit y a n d s erio u s n e s s 

cri t eri a) f oll owi n g t h e Astr a Z e n e c a st a n d ar d pr o c ess es.

If it is a gr e e d t h at t her e is n o e x pl a n at i on t h at w o ul d e x pl ai n t he A L T o r A S T a n d T B L  el e v ati on s 
ot h er t h a n t h e I M P:

R e d a ct e d f or P u bli c 
Di s cl o s ur e



Cli ni c al St u d y Pr ot o c ol - 3. 0 Astr a Z e n e c a
A Z D 3 1 5 2 - A Z -R U - 0 0 0 0 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 8 1 of 9 4

 S e n d u p d at e d S A E (r e p ort t er m ‘H y’s L a w’) a c c or di n g t o Astr a Z e n e c a 

st a n d ar d pr o c ess es.

 T h e ‘ M e di c all y I mp ort a nt’ s erio u s cri t erio n s h o uld b e us e d if n o ot h er s erio u s 
cri t eri a a p pl y

 As t her e is n o al t er n ati v e e x pl a n at i on f or t he H L c as e, a c a us alit y ass ess m e nt of  
‘r el at e d’ s h o ul d b e assi g n e d.

If th er e is a n u n a v o i d a bl e d el a y, of o v er 1 5 c al e n d ar d a ys i n o bt ai ni n g t h e i nf or m ati on n e c ess ar y 
t o ass ess w h et h er or n ot t he c as e m e ets t he crit eri a f or H L, t he n it is ass u m e d t hat t her e is n o  
al t er n ati v e e x pl a n ati on u nt il s u c h ti m e as a n i nf or m e d d e cisi o n c a n b e m a d e:

 Pr o vi d es a n y f urt h er u p d at e t o t h e pr e vi o usl y s u b mitt e d S A E of Pot e nti al  

H y’s L a w, (r e p ort t er m no w ‘ H y’s L a w c as e’) e ns uri n g c a us alit y 

ass ess m e nt is r elat e d t o I M P a n d s eri o us n ess crit eri a is m e di c all y 

i m p ort a nt, a c c or di n g t o C S P pr o c ess f or S A E r e p orti n g.

 C o nti n u e f oll ow- u p a n d r e vi e w a c c or di n g t o a gr e e d pl a n. O n c e t he 

n e c ess ar y  su p pl e m e nt ar y  inf or m at i on is o bt ai n e d, r e p e at t he r e vi e w a n d 

ass ess m e nt t o d et er mi n e w h et h er H L cri t eri a ar e still m et. U p d at e t he 

pr e vi o usl y s u b mitt e d P H L S A E r e p ort f oll owi n g C S P pr o c ess f or S A E 

r e p orti n g, a c c or di n g t o t he o ut c o m e of  th e r e vi e w a n d a m e n di n g t he

r e p ort e d t er m if a n al t er n ati v e e x pl a n at i on f or t he li v er bi o c h e mistr y 

el e v at i ons is d et er mi n e d.

D 6 L a b o r at o r y T e st s

T h e list b el o w r e pr es e nts t he st a n d ar d, c o m pr e h e nsi v e list of  fol l ow- u p t ests w hi c h ar e 
r e c o m m e n d e d b ut n ot m a n d at or y . T h e list m a y b e m o difi e d b as e d o n cli ni c al j u d g m e nt. A n y 
t est r es ults n e e d t o b e r e c or d e d.

H y’s L a w L a b Kit f o r L a b o r at o ri es 

A d diti o n al st a n d ar d c h e mistr y a n d c o a g ul ati o n 

t ests

G G T

L D H

Pr ot hr o m bi n ti m e

I N R

Vir al h e p atitis I g M a nti-H A V 

H Bs A g

I g M a n d I g G a nti-H B c

H B V D N A a

I g G a nti-H C V

H C V R N A b

I g M a nti-H E V

H E V R N A

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A d diti o n al st a n d ar d c h e mistr y a n d c o a g ul ati o n 

t ests

G G T

L D H

Pr ot hr o m bi n ti m e

I N R

Ot h er vir al i nf e cti o ns I g M & I g G a nti-C M V

I g M & I g G a nti-H S V

I g M & I g G a nti-E B V

Al c o h oli c h e p atitis C D -tr a nsf erri n

A ut oi m m u n e h e p atitis A N A

A nti -L K M

A S M A

M et a b oli c dis e as es Al p h a - 1-a ntitr y psi n

C er ul o pl as mi n

Ir o n

F erriti n

Tr a nsf erri n

Tr a nsf erri n s at ur ati o n
a H B V D N A is o nl y r e c o m m e n d e d w h e n I g G a nti -H B c is p ositi v e.
b H C V R N A is o nl y r e c o m m e n d e d w h e n I g G a nti -H C V is p ositi v e or i n c o n cl usi v e. 
A b = a nti b o d y; A N A = a nti n u cl e ar a nti b o d y; A S M A = a nti -s m o ot h m us cl e a nti b o d y; C D = c ar b o h y dr at e 
d efi ci e nt; C M V = c yt o m e g al o vir us; E B V = E pst ei n – B arr vir us; G G T = g a m m a gl ut a m yl tr a ns p e pti d as e; H A V = 
h e p atitis A vir us; H B c = h e p atitis B c or e a nti b o d y; H B V = h e p atitis B vir us; H Bs A g = h e p atitis B s urf a c e 
a nti g e n; H C V = h e p atitis C vir us; H E V = h e p atitis E vir us; H S V = h er p es si m pl e x vir us; I g = i m m u n o gl o b uli n; 
I N R = i nt er n ati o n al n or m ali z e d r ati o; L D H = l a ct at e d e h y dr o g e n as e; L K M = li v er/ ki d n e y mi cr os o m al

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A p p e n di x E A n a p h yl a xis

T h e NI AI D a n d F A A N cli ni c al cri t eria f or di a g n osi n g a n a p h yl a xis ar e as f oll ow s ( S a m p s o n et 
al  2 0 0 6):

A n a p h yl a xis is hi g hl y li k el y w h e n a n y o n e of t h e f oll o wi n g t h r e e c rit e ri a is f ulfill e d

1 A c ut e o ns et of a n ill n ess ( mi n ut es t o s e v er al h o urs) wit h i n v ol v e m e nt of t h e s ki n, m u c os al 
tiss u e, or b ot h ( e g, g e n er ali z e d urti c ari a, itc hi n g or fl us hi n g, s w oll e n li ps-t o n g u e-u v ul a) 
A N D A T L E A S T O N E O F T H E F O L L O WI N G:

( a) R es pir at or y  co m pr o mis e ( e g, d ys p n e a, w h e e z e -br o n c h os p as m, strid or, r e d u c e d P E F, 
h y p o x e mi a)

( b) R e d u c e d bl o o d pr ess ur e or ass o ci at e d s y m pt o ms of  en d -or g a n d ysf u n ct i on ( e g, 
h y p ot o ni a [ c oll a ps e], s y n c o p e, i n c o nt i n e n c e)

2 T w o or m or e of t h e f oll o wi n g t h at o c c ur r a pi dl y aft er e x p os ur e t o a li k el y all er g e n f or t h at 
p ati e nt ( mi n ut es t o s e v er al h o urs)

( a) I n v ol v e m e nt of  th e s ki n-m u c os a l tiss u e ( e g, g e n er ali z e d urti c ari a, itc h -fl us h, s w o ll e n 
li ps-t o ng u e- u v ul a)

( b) R es pir at or y  co m pr o mis e ( e g, d ys p n e a, w h e e z e -br o n c h os p as m, strid or, r e d u c e d P E F, 
h y p o x e mi a)

( c) R e d u c e d bl o o d pr ess ur e or ass o ci at e d s y m pt o ms ( e g, h y p ot o ni a [ c oll a ps e], s y n c o p e, 
i n c o ntin e n c e)

( d) P er si st e nt g astr oi nt esti n al s y m pt o ms ( e g, cr a m p y a b d o mi n al p ai n, v o mitin g) O R

3 R e d u c e d bl o o d pr ess ur e aft er e x p os ur e t o k n o w n all er g e n f or t hat p ati e nt ( mi n ut es t o 
s e v er al h o urs)

( a) A d ults: s yst oli c bl o o d pr ess ur e of  less t ha n 9 0 m m H g or gr e at er t ha n 3 0 % d e cr e as e 
fr om t hat p ers o n’s b as eli n e 

T o  assist wit h t h e miti gati o n of  t h es e A Es, s e e T a bl e 9 , w hi c h c at e g oriz es r e a ct i ons b y s e v erit y 
of  s y m pt o ms a n d pr o p o s e s s e v erit y- s p e cifi c tr e at m e nt a n d of f ers g ui d a n c e o n m a n a g e m e nt of 
st u d y i nt er v e nti on. Fi n al tr e at m e nt is at t he dis cr et i o n of  t he I n v est i g at or a n d s h o ul d r efl e ct l o c al 
st a n d ar d of c ar e.

T a bl e 9 A n A p p r o a c h t o M a n a g e m e nt of A n a p h yl a cti c, H y p e rs e nsiti vit y , a n d 
P ost -i nj e cti o n R e a cti o ns

S e v e rit y of S y m pt o ms T r e at m e nt St u d y I nt e r v e nti o n

Mil d l o c al r e a cti o ns ( D u ri n g a n d 

p ost i nj e cti o n a n d 

h y p e rs e nsiti vit y) 

Mil d i nj e cti o n sit e r e a cti o ns s u c h 

as r e d n ess, mil d s w elli n g, p ai n at 

t h e i nj e cti o n sit e or h e a d a c h e, 

n a us e a, n o n -pr ur iti c r as h, or mil d 

h y p ers e nsiti vit y r e a cti o ns 

i n cl u di n g l o c ali z e d at t h e i nj e cti o n 

E v al u at e p arti ci p a nt, i n cl u di n g cl os e 

m o nit ori n g of vit al si g ns. 

At t h e dis cr eti o n of t h e I n v esti g at o r, 

tr e at p arti ci p a nt, f or e x a m pl e, wit h: 

L o c ali z e d c ol d p a c k or h e at t o t h e 

i nj e cti o n sit e. 

If m or e g e n er ali z e d r e a cti o n: 

P a us e or h ol d a d diti o n al st u d y 

i nt er v e nti on i nj e cti o n 

i m m e di at el y.

At t h e dis cr eti o n of t h e 

I n v esti g at or, r es u m e c urr e nt 

st u d y i nt er v e nti o n 

a d mi nistr ati o n u n d er 

o bs er v ati o n.

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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S e v e rit y of S y m pt o ms T r e at m e nt St u d y I nt e r v e nti o n

sit e or g e n er ali z e d c ut a n e o us 

r e a cti o ns s u c h as mil d pr urit us, 

fl us hi n g, r as h, di z zi n ess, 

h e a d a c h e, ≤ 2 0 m m H g c h a n g e i n 

s yst oli c B P fr o m pr e-

a d mi nistr ati o n m e as ur e m e nt.

 Di p h e n h y dr a mi n e 5 0 m g P O or 

e q ui v al e nt a n d/ or 

 A c et a mi n o p h e n 5 0 0 t o 6 5 0 m g 

or  e q ui v al e nt d os e of 

p ar a c et a m ol a n d/ or 

 T o pi c al a nti hist a mi n es a n d/ or 

l o w-p ot e n c y  t o pi c al 

c orti c ost er oi d pr e p ar ati o ns 

a n d/ o r 

 A nti- n a us e a m e di c ati o n, as 

n e e d e d.

M o d e r at e r e a cti o ns ( d u ri n g o r 

i m m e di at el y p ost i nj e cti o n) 

I nj e cti o n sit e r e a cti o n s u c h as 

t h os e list e d a b o v e u n d er mil d 

r e a cti o ns b ut e x cl u di n g m o d er at e 

h y p ers e nsiti vit y r e a cti o ns (s e e 

b el o w).

E v al u at e p arti ci p a nt, i n cl u di n g cl os e 

m o nit ori n g of vit al si g ns.

Tr e at p arti ci p a nt, f or e x a m pl e, wit h: 

 N or m al s ali n e ( ~ 5 0 0 t o 

1 0 0 0 m L/ h o ur I V) a n d/ or

 Di p h e n h y dr a mi n e 5 0 m g I V or 

e q ui v al e nt a n d/ or 

 A c et a mi n o p h e n 5 0 0 t o 6 5 0 m g 

or  e q ui v al e nt d os e of 

p ar a c et a m ol a n d/ or 

 A nti- n a us e a a n d/ or a nti e m eti c 

i ntr a m us c ul ar, as n e e d e d.

St o p or h ol d a d diti o n al st u d y 

i nt er v e nti on a d mi nistr ati o n 

i m m e di at el y.

At t h e dis cr eti o n of t h e 

I n v esti g at or, r es u m e c urr e nt 

st u d y i nt er v e nti o n 

a d mi nistr ati o n u n d er 

o bs er v ati o n.

M o d e r at e h y p e rs e nsiti vit y 

r e a ct i o ns

R e a cti o ns w hi c h m a y i n cl u d e 

g e n er ali z e d r as h or urti c ari a, 

p al pit ati o ns, c h est dis c o mf ort, 

s h ort n ess of br e at h, h y p o- or  

h y p ert e n si o n w it h > 2 0 m m H g 

c h a n g e i n s yst oli c B P fr o m pr e -

i nf usi o n m e as ur e m e nt.

E v al u at e p arti ci p a nt, i n cl u di n g cl os e 

m o nit ori n g of vit al si g ns.

Tr e at p arti ci p a nt, f or e x a m pl e, wit h:

 N or m al s ali n e ( ~ 5 0 0 t o 

1 0 0 0 m L/ h o ur I V) a n d/ or

 Di p h e n h y dr a mi n e 5 0 m g I V or 

e q ui v al e nt a n d/ or

 A c et a mi n o p h e n 5 0 0 t o 6 5 0 m g 

or  e q ui v al e nt d os e of 

p ar a c et a m ol a n d/ or

 I V c orti c ost er oi ds, s u c h as 

h y dr o c orti s o n e 1 0 0 m g or 

m et h y l pr e d nis ol o n e 2 0 t o 

4 0 m g.

St o p st u d y i nt er v e nti o n 

a d mi nistr ati o n i m m e di at el y

S e v e r e

A b o v e pl us f e v er wit h ri g ors, 

h y p o- or  h yp ert e nsi o n wit h 

E v al u at e p arti ci p a nt, i n cl u di n g cl os e 

m o nit ori n g of vit al si g ns.

St o p st u d y i nt er v e nti o n 

a d mi n istr ati o n i m m e di at el y. D o 

n ot r es u m e c urr e nt d osi n g. 

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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S e v e rit y of S y m pt o ms T r e at m e nt St u d y I nt e r v e nti o n

≥ 4 0 m m H g c h a n g e i n s yst oli c 

B P, si g ns of e n d -or g a n 

d y sf u n cti o n ( e g, s y m pt o m ati c 

h y p ot e nsi o n s u c h as h y p ot o ni a, 

s yn c o p e,

i n c o nti n e n c e, s ei z ur e) fr o m 

pr e -i nf usi o n m e as ur e m e nt, or 

w h e e zi n g, a n gi o e d e m a, or stri d or

O R

Lif e -t h r e at e ni n g

D efi n e d as a r e a cti o n t h at is 

lif e-t hr e at e ni n g a n d r e q uir es 

pr ess or a n d/ or v e ntil at or s u p p ort 

or  s h o c k ass o ci at e d wit h a ci d e mi a 

a n d i m p airi n g vit al or g a n f u n cti o n 

d u e t o tiss u e h y p o p erf usi o n

M ai nt ai n air w a y, o x y g e n if 

a v ail a bl e.

Tr e at p arti ci p a nt i m m e di at el y, f or 

e x a m pl e wit h:

• N or m al s ali n e ( ~ 5 0 0 t o 

1 0 0 0 m L/ h o ur I V)

• E pi n e p hri n e f or 

br o n c h os p as m, h y p ot e nsi o n 

u nr es p o nsi v e t o I V fl ui ds, or 

a n gi o e d e m a. D os e a n d r o ut e as p er 

l o c al S O C, e x a m pl e, e pi n e p hri n e 

1: 1 0 0 0, 0. 5 t o 1. 0 m L a d mi nist er e d 

S C f or mil d c as es a n d i ntr a m us c ul ar 

f or m or e s e v er e c as es

• I V c orti c ost er oi ds, s u c h as 

h y dr o c ortis o n e 1 0 0 m g or 

m et h y l pr e d nis ol o n e 2 0 t o 4 0 m g

• Di p h e n h y dr a mi n e 5 0 m g I V 

or  e q ui v al e nt

• A c et a mi n o p h e n 5 0 0 t o 

6 5 0 m g o r e q ui v al e nt d os e of 

p ar a c et a m ol

C all e m er g e n c y m e di c al tr a ns p ort 

f or tr a ns p ort t o e m er g e n c y h os pit al 

b as e d o n j u d g m e nt of t h e 

I n v esti g at or.

Gr a d e 3 w h e e zi n g, h y p ot e nsi o n or 

a n gi o e d e m a is u nr es p o nsi v e t o 

si n gl e d os e of e pi n e p hri n e

Gr a d e 4 e v e nt

At t h e dis cr eti o n of t h e 

I n v esti g at or

P er m a n e ntl y dis c o nti n u e st u d y 

i nt er v e nti on a d mi nistr ati o n.

C o nsi d er n e e d f or a d diti o n al 

or al a nti hist a mi n e 

a d mi nistr ati o n or or al 

c orti c ost er oi d a d mi nistr ati o n t o 

pr e v e nt r e o c c urr e n c e of 

s ym pt o ms o v er s u bs e q u e nt 2 t o 

3 d a y s.

B P = bl o o d pr ess ur e; I V  = i ntr a v e n o us; P O = p er os ( or al); S C = s u b c ut a n e o usl y; S O C = st a n d ar d of c ar e.

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A p p e n di x F A b b r e vi ati o ns

A b b r e vi ati o n o r s p e ci al 
t e r m

E x pl a n ati o n

A D E A nti b o d y d e p e n d e nt e n h a n c e m e nt

A E A d v ers e e v e nt

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

A L P Al k ali n e p h os p h at as e

A L T Al a ni n e a mi n otr a nsf er as e

A S T As p art at e a mi n otr a nsf er as e

C 1 q C o m pl e m e nt c o m p o n e nt 1 q

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

CI O M S C o u n cil f or I nt er n ati o n al Or g a ni z ati o ns of M e di c al S ci e n c es

C O N S O R T C o ns oli d at e d St a n d ar ds of R e p orti n g Tri als

C S P Cli ni c al St u d y Pr ot o c ol

C S R Cli ni c al St u d y R e p ort

C T C A E C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts

C TI S Cli ni c al Tri al I nf or m ati o n S yst e m

D B L D at a b as e l o c k

D E S D at a e ntr y sit e

DI LI Dr u g -i n d u c e d li v er i nj ur y

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

E C M O E xtr a c or p or e al m e m br a n e o x y g e n ati o n

e C R F El e ctr o ni c c as e r e p ort f or m

E D C El e ctr o ni c d at a c a pt ur e

E U E ur o p e a n u ni o n

E U A E m er g e n c y us e a ut h ori z ati o n

F A A N F o o d all er g y a n d a n a p h yl a xis n et w or k

F A S F ull a n al ysis s et

F c Fr a cti o n cr y st alli z a bl e

F c R n N e o n at al F c r e c e pt or

G C P G o o d cli ni c al pr a cti c e

G M F R G e o m etri c m e a n f ol d ris e ( G M T r ati o of p ost -tr e at m e nt tit er t o b as eli n e tit er)

G M T G e o m etri c m e a n tit er

g S D G e o m etri c st a n d ar d d e vi ati o n

HI V H u m a n i m m u n o d efi ci e n c y vir us

H L H y’s l a w

I CX X C o n c e ntr ati o n r e q uir e d f or X X % i n hi biti o n

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A b b r e vi ati o n o r s p e ci al 
t e r m

E x pl a n ati o n

I C F I nf or m e d c o ns e nt f or m

I C H I nt er n ati o n al c o u n cil f or h ar m o nis ati o n

I E C I n d e p e n d e nt et hi cs c o m mitt e e

I g I m m u n o gl o b uli n

I L- D Ill n ess d a y

I M I ntr a m us c ul ar

I M P I n v esti g ati o n al m e di ci n al pr o d u ct

I R B I nstit uti on al r e vi e w b o ar d

I W R S I nt er a cti v e w e b r es p o ns e s yst e m

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

m A b M o n o cl o n al a nti b o d y

M e d D R A M e di c al di cti o n ar y f or r e g ul at or y a cti viti es

n A b N e utr ali zi n g a nti b o d y

NI AI D N ati o n al i nstit ut e of all er g y a n d i nf e cti o us dis e as e

NI M P N o n -i n v esti g ati o n al m e di ci n al pr o d u ct

NI V N o n -i n v asi v e v e ntil ati o n

P E F P e a k e x pir at or y fl o w

P H L P ot e nti al H y’s l a w

P K P h ar m a c o ki n eti cs

Q T L Q u alit y  t ol er a n c e li mit

R B D R e c e pt or -bi n di n g d o m ai n

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

R T -P C R R e v ers e tr a ns cri pti o n p ol y m er as e c h ai n r e a cti o n

S A E S eri o us a d v ers e e v e nt 

S A P St atisti c al a n al ysis pl a n

S A R S -C o V - 2 S e v er e a c ut e r es pir at or y s y n dr o m e c or o n a vir us 2

S o A S c h e d ul e of a cti viti es

S p O 2 O x y g e n s at ur ati o n

S U S A R S us p e ct e d u n e x p e ct e d s eri o us a d v ers e r e a cti o n

T B L T ot al bilir u bi n

T M L 2 3 4f/l 2 3 5 e/ p 3 3 1s s u bstit uti o ns i n t h e i m m u n o gl o b uli n h e a v y c h ai n t o r e d u c e f c 

r e c e pt or a n d c 1 q bi n di n g

U L N U p p er li mit of n or m al

U S U n it e d st at es of A m eri c a

V O C V ari a nt of c o n c er n

R e d a ct e d f or P u bli c 
Di s cl o s ur e



Cli ni c al St u d y Pr ot o c ol - 3. 0 Astr a Z e n e c a
A Z D 3 1 5 2 - A Z -R U - 0 0 0 0 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 8 8 of 9 4

A b b r e vi ati o n o r s p e ci al 
t e r m

E x pl a n ati o n

W H O W orl d h e alt h or g a ni z ati o n

W O C B P W o m a n of c hil d b e ari n g p ot e nti al

Y T E M 2 5 2 Y/ S 2 5 4 T/ T 2 5 6 E s u bstit uti o ns i n t h e i m m u n o gl o b uli n h e a v y c h ai n t o 

i n cr e as e F c R n affi nit y t h at r es ults i n t h e i n cr e as e d h alf-lif e of a n a nti b o d y

R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A p p e n di x G F o r m s of E a rl y S af et y D at a R e vi e w ( E S D R) D e cisi o n b y t h e 
S af et y A s s e s s m e nt C o m mitt e e i n t h e S U P E R N O V A St u d y

T h es e f or ms ar e a p p e n d e d as s e p ar at e d o c u m e nts.R e d a ct e d f or P u bli c 
Di s cl o s ur e
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A p p e n di x H P r ot o c ol V e r si o n Hist o r y

T h e S u m m ar y  of C h a n g es Ta bl e f or t h e c urr e nt r e visi o n is l oc at e d di r e ctl y b ef or e t h e T a bl e of 
C o nt e nts.R e d a ct e d f or P u bli c 

Di s cl o s ur e
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1 1 R E F E R E N C E S

Al h u m ai d et al 2 0 2 1

Al h u m ai d S, Al M ut ai r A, Al Al a wi  Z, R a b a a n A A, Tir u p at hi R, Al o m ari M A, et al.  
A n a p h yl a cti c a n d n o n a n a p h yl a ct i c r e a cti ons t o S A R S -C o V -2 v a c ci n es: a s yst e m at i c r e vi e w a n d 
m et a -a n al ysis. All er g y Ast h m a Cli n I m m u n o l 2 0 2 1; 1 7( 1): 1 0 9.

B os c h et al 2 0 0 3

B os c h BJ, v a n d er Z e e R, d e H a a n C A M, R otti er PJ M. T h e c or o n a vir us s pi k e pr ot ei n is a cl ass 
I vir us f usio n  pr ot ei n: Str u ct ur al a n d f un cti o n al  c h ar a ct eriz at i on of  t he f usi on c or e c o m pl e x. J 
Vir ol . 2 0 0 3; 7 7: 8 8 0 1 – 1 1.

C as e et al 2 0 2 2

C a s e J B, M a c ki n S, Erri c o J, C h o n g Z, M a d d e n E A, W hit e n er B, et al . R e sili e n c e of S 3 0 9 a n d 
A Z D 7 4 4 2 m o n o cl o n al a nt i b o d y tr e at me nts a g ai nst i nf e ct i on b y S A R S -C o V -2 O mi cr o n li n e a g e 
str ai ns. N at C o m m u n. 2 0 2 2; 1 3( 1): 3 8 2 4.

C D C 2 0 2 1

C D C ( C e nt e rs f o r Dis e as e C o nt r ol a n d P r e v e nti o n). G e n e r al B est P r a cti c e G ui d eli n es f o r 
I m m u ni z ati o n: Alt e r e d I m m u n o c o m p et e n c e. A v ail a bl e f r o m: 
htt ps:// w w w. c d c. g o v/ v a c ci n es/ h c p/ a ci p -r e cs/ g e n e r al -r e cs/i m m u n o c o m p et e n c e. ht ml. 
A c c ess e d 2 3 M a y 2 0 2 2. D all’ A c q u a et al 2 0 0 6

D all ’A c q u a W F , Ki e n er PA, W u  H. Pr o p erti es of h u m a n I g G 1s e n gi n e er e d f or e n h a n c e d bi n di n g 
t o t h e n e o n at al F c r e c e pt or ( F c R n). J Bi ol C h e m 2 0 0 6; 2 8 1( 3): 2 3 5 1 4 - 2 4.

F a ct S h e et E U A B e bt el o vi m a b 2 0 2 2

U S F o o d a n d Dr u g A d mi nistr ati o n. F a ct S h e et F or H e al t hc ar e Pr o vi d ers: E m er g e n c y U s e 
A ut h ori z at i on f or B e bt el o vi m a b, M ar c h 2 0 2 2. A v ail a bl e at: 
ht t ps:// w w w.fd a. g o v/ m e di a/ 1 5 6 1 5 2/ d o w nl o a d. A c c ess e d 2 3 M a y 2 0 2 2 .

F u r e r et al 2 0 2 0

F ur er V , R o n d a a n C, H eijst e k M W, A g m on- L e vi n N, v a n Ass e n S , Bijl M et al. 2 0 1 9 u p d at e of 
E U L A R r e c o m m e n d ati o ns f or v a c ci n at i on i n a d ul t p at i ent s wi t h aut oi m m u n e i nfl a m m at or y 
r h e u m ati c dis e as es. A n n R h e u m Dis. 2 0 2 0; 7 9( 1): 3 9- 5 2.

G u pt a et al 2 0 2 1

G u pt a A, G o n z al e z -R o j as Y,  J u ar e z E, Cr es p o C as al M, M o y a J, F al ci D R, et al. E arl y Tr e at m e nt  
f or C o vi d - 1 9 wi t h Sars -C o v -2 N e utr ali zi n g A nt i b o d y Sotr o vi m a b. N E n gl J M e d 
2 0 2 1; 3 8 5: 1 9 4 1 - 5 0.

H a r p a z et al 2 0 1 6

H ar p a z R, D a hl R M, D o oli n g K L. Pr e v al e n c e of I m m u n os u p pr essi o n A m o n g U S A d ults, 2 0 1 3. 
J A M A 2 0 1 6; 3 1 6( 2 3): 2 5 4 7- 8.
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H off m a n n et al 2 0 2 0

H of f m a n n M, Kl ei n e-We b er H, S c hr o e d er S, Kr ü g er N, H errl er T,  Eri c hs e n S, et al. S A R S C o V-
2 c ell e ntr y  de p e n ds o n A C E 2 a n d T M P R S S 2 a n d is bl o c k e d b y a cli ni c all y  pr o v e n pr ot e as e 
i n hi bit or. C ell 2 0 2 0; 1 8 1: 2 7 1 – 8 0.

L a m b et al 2 0 1 3

L a m b E J, L e v e y A S , St e v e ns P E. T h e Ki d n e y Dis e as e I mpr o vi n g Gl o b al  Out c o m e s ( K DI G O) 
g ui d eli n e u p d at e f or c hr o ni c ki d n e y dis e as e: e v o l uti on n ot r e v ol uti on. Cli n C h e m. 
2 0 1 3; 5 9( 3): 4 6 2 - 5.

L e vi n et al 2 0 2 2

L e vi n M J, U sti a n o w s ki  A, D e Wit  S, L a u n a y O, A v il a M, T e m p l et o n A et al. I ntr a mu s c ul ar 
A Z D 7 4 4 2 ( Ti x a g e vi m a b-Cil g a vi m a b) f or Pr e v e nt i on of  Co vi d- 1 9. N E n gl  J Me d 
2 0 2 2; 3 8 6( 2 3): 2 1 8 8 - 2 2 0 0.

Li 2 0 1 6

Li  F. Str u ct ur e, f u n cti o n, a n d e v o l uti on of  cor o n a vir us s pi k e pr ot ei ns. A n n u R e v Vir ol . 
2 0 1 6; 3: 2 3 7 – 6 1.

L o o et al 2 0 2 2

L o o Y M, M c T a m n e y P M, Ar e n ds R M, A br a m  ME, A ks y u k A A, Di all o S, et al. T h e S A R S -
C o V - 2 m o n o cl o n al  ant i b o d y co m bi n at i on, A Z D 7 4 4 2, is pr ot e cti v e i n n o n h u m a n pri m at es a n d 
h as a n e xt e n d e d h alf -lif e i n h u m a ns. S ci Tr a nsl M e d 2 0 2 2; 1 4( 6 3 5): e a bl 8 1 2 4.

L us v a r g hi et al 2 0 2 2

L us v ar g hi S, P oll ett S D, N e er u k o n d a S N, Wa n g W,  Wa n g R, Va s s ell R, et al. S A R S -C o V -2 
B A. 1 v ari a nt is n e utr ali z e d b y v a c ci n e b o ost er -eli cit e d s er u m, b ut e v a d es m o st c o n v al es c e nt  
s er u m a n d t h er a p e utic a nt i b o di es. S ci Tr a nsl M e d 2 0 2 2; 1 4( 6 4 5): e a b n 8 5 4 3.

M alt e z o u et al 2 0 2 2

M al t e z o u H C, A n ast ass o p o ul o u C, H at zi a nt o ni o u S, P ol a n d G A, T s a kris A. A n a p h yl a xis r at e s 
a s s o ci at e d wi t h CO VI D - 1 9 v a c ci n es ar e c o m p ar a bl e t o t hos e of  ot her v a c ci n es. Va c ci n e 
2 0 2 2; 4 0( 2): 1 8 3 - 6.

NI H 2 0 1 7

NI H. C o m m o n T e r mi n ol og y  Crit eri a f or A d v ers e E v e nts ( C T C A E) Ve r sio n 5. 0. A v ail a bl e at: 
ht t ps:// ct e p. c a n c er. g o v/ pr ot o c ol D e v el o p m e nt/ el e ctr o ni c _ a p pli c ati ons/ ct c. ht m # ct c _ 5 0. 
P u blis h e d 2 0 1 7. A c c ess e d 2 3 M a y  2 0 2 2.

O g a n es y a n et al 2 0 0 8

O g a n es y a n V,  Ga o C, S hiri ni a n L, W u  H, D all ’A c q u a W F . Str u ct ur al c h ar a ct eri z at i on of  a 
h u m a n F c fra g m e nt e n gi n e er e d f or l a c k of  eff e ct or f un ct i ons. A ct a Cr y st allo gr D Bi ol  
Cr y st allo gr . 2 0 0 8; 6 4( Pt 6): 7 0 0- 4.
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P a r k e r et al 2 0 2 2

P ar k er E K, D es ai S, M arti M, N o h y n e k H, K asl o w D C, K o c h h ar S, et al. R es p o ns e t o a d dit i on a l 
C o vi d -1 9 v a c ci n e d os es i n p e o pl e w h o ar e i m m u n o c o m pr o mis e d: A  r a pid r e vi e w . L a n c et Glo b 
H e al t h 2 0 2 2; 1 0( 3): e 3 2 6-e 2 8.

P ol a n d et al 2 0 1 8

P ol a n d G A, O vs y a n ni k o v a I G, K e n n e d y R B. P ers o n ali z e d v a c ci n o l og y: A r e vi e w. Va c ci n e. 
2 0 1 8; 3 6( 3 6): 5 3 5 0 -7.

S a m ps o n et al 2 0 0 6

S a m ps o n H A, M u ñ o z- F url o n g A, C a m p b ell R L, A d ki ns o n N F Jr, B o c k S A, Br a n u m A, et al.  
S e c o n d s y m p osi u m o n t he d efi nit i on a n d m a n a g e m e nt of  an a p h yl a xis: s u m m ar y re p ort -- S e c o n d 
N ati o n al  Inst itut e of  All er g y a n d I nf e cti ous Di s e as e/ F o o d All er g y a n d A n a p h yl a xis N et w or k 
s y m p osi u m.  J All er g y Cli n I m m u n ol. 2 0 0 6; 1 1 7( 2): 3 9 1- 7.

T u e k p r a k h o n et al 2 0 2 2

T u e k pr a k h o n A, N ut al ai R, Dij o k ait e -G ur ali u c A, Z h o u D, Gi n n H M, S el v ar aj M, et al.  
A nt i b o d y es c a p e of S A R S-C o V -2 O mi cr o n B A. 4 a n d B A. 5 fr o m v a c ci n e a n d B A. 1 s er u m. C ell. 
2 0 2 2; 1 8 5( 1 4): 2 4 2 2- 3 3

W a g n e r a n d W ei n b e r g e r 2 0 2 0

Wa g n er A, We i n b er g er B. Va c ci n es t o Pr e v e nt I nf e cti ous Di s e as es i n t he Ol d er P o p ul at i on: 
I mm u n o l ogi c al  C h all e n g es a n d F ut ur e P ers p e cti v es. Fr o nt I m m u n ol. 2 0 2 0; 11 7 1 7.

W alls et al 2 0 1 7

Wa lls A C, Tort ori ci  M A, S nij d er J, Xi o n g X, B os c h BJ, R e y F A, et al. T e ct o ni c c o nf or m ati o n al 
c h a n g es of  a cor o n a vir us s pi k e gl y c o pr ot ei n pr o m ot e m e m br a n e f usi on. Pr o c N atl A c a d S ci 
U. S. A. 2 0 1 7; 1 1 4: 1 1 1 5 7 – 6 2.

W ei n r ei c h et al 2 0 2 1

We i nr ei c h D M, Si v a p al asi n g a m S, N ort o n T,  Ali S, G a o H, B h or e R, et  al. Re g n -C o v 2, a 
N e utr ali zi n g A nt i b o d y C o c kt ail, i n O ut p ati e nts wit h C o vi d-1 9. N E n gl J M e d 2 0 2 1; 3 8 4: 2 3 8 - 5 1.

W H O 2 0 2 0

W o rld H e al t h Or g a ni z ati on. W H O C O VI D - 1 9 C as e d efi nit i on, D e c e m b er 2 0 2 0. A v ail a bl e at: 
ht t ps:// a p ps. w h o.i nt/iris/r est/ bitstr e a ms/ 1 3 2 2 7 9 0/r etrie v e. A c c ess e d 2 2 S e pt e m b er 2 0 2 2.

W H O 2 0 2 3

W H O C or o n a vir us dis e as e ( C O VI D-1 9) d as h b o ar d. A v ail a bl e at: htt ps:// c o vi d 1 9. w h o.i nt. 
A c c ess e d 0 5 J u n e 2 0 2 3.

W H O W o r ki n g G r o u p 2 0 2 0

W H O W o r ki n g Gr o u p o n t he Cli ni c al C h ar a ct eri s at i on a n d M a n a g e m e nt of  CO VI D -1 9 
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i nf e cti on. A  mi ni m al c o m m o n o ut c o m e m e as ur e s et f or C O VI D - 1 9 cli ni c al r es e ar c h. L a n c et  
I nf e ct Dis. 2 0 2 0; 2 0( 8): e 1 9 2- 7.

Zi m m e r m a n n a n d C u rtis 2 0 1 9

Zi m m er m a n n P,  Curti s N. F a ct ors T h at I nfl u e n c e t he I m m u n e R es p o ns e t o Va c ci n at i on. Cli n 
Mi cr o bi ol  R e v. 2 0 1 9; 3 2(2).
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