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C o nfi d e nti al/ P r o p ri et a r y I nf o r m ati o n  
P a g e 8 of 3 0  

< D o c u m e nt b o d y - C or p s d u d o c u m e nt >  

 

1  I nt r o d u cti o n 

C urr e ntl y, S a n ofi P ast e ur is t h e li c e ns e h ol d er of t w o r a bi es v a c ci n es o n t h e m ar k et w orl d wi d e:  
I m o v a x®  R a bi es  a n d V er or a b® . I m o v a x®  R a bi es , a h u m a n di pl oi d c ell v a c cin e ( H D C V), w as  
li c e ns e d i n 1 9 7 5 i n Fr a n c e a n d is r e gist er e d i n t h e U S A si n c e 1 9 8 0. V er or a b® , a P urifi e d V er o 
R a bi es v a c ci n e ( P V R V), w as first li c e ns e d i n 1 9 8 5 i n Fr a n c e. B ot h v a c ci n es h a v e w ell - d efi n e d 
s af et y a n d i m m u n o g e ni cit y pr ofil es. 

T h e S p o ns or h as i m pr o v e d t h e c urr e nt V er or a b ®  i n or d er t o d e v el o p a n e w g e n er ati o n of r a bi es 
v a c ci n e, hi g hl y p urifi e d a n d pr o d u c e d wit h o ut H u m a n or A ni m al ori gi n r a w m at eri al: t h e P urifi e d 
V er o R a bi es V a c ci n e - S er u m Fr e e, h e n c ef ort h  r ef err e d t o as V R V g. V R V g is c o m pli a nt w it h 
st a n d ar ds s et b y t h e E ur o p e a n P h ar m a c o p o ei a, W orl d H e alt h Or g a ni z ati o n ( W H O ) a n d U S 
P h ar m a c o p ei a. 
V R V g h as b e e n  e v al u at e d i n 5 cli ni c al tri als t o d at e: V R V 0 1, V R V 0 8, V R V 0 4, V R V 0 2 a n d 

V R V 0 6 .  S a n ofi P ast e ur m a d e t h e d e cisi o n 
t o m o dif y t h e V R V g i niti al f or m ul ati o n (r ef err e d t o as V R V g- 1)  

. T h e m o difi e d f or m ul ati o n, r ef err e d t o as V R V g-2,   
 

 
A p h as e II st u d y ( V R V 1 1) usi n g t h e m ost stri n g e nt s etti n gs is pr o p os e d t o s e c ur e t h e s el e cti o n of 
t h e fi n al d os a g e b ef or e e m b ar ki n g i n l ar g er p h as e III n o n i nf eri orit y st u di es. 

2  T ri al O bj e cti v es  

O bj e cti v e s 

I m m u n o g e ni cit y 

•  T o d es cri b e t h e i m m u n e r es p o ns e i n d u c e d b y V R V g- 2 (l o w, m e di u m a n d hi g h d os a g e) 
v ers us V R V g - 1 a n d I m o v a x R a bi es, at D 1 4 ( 7 d a ys aft er t h e t hir d i nj e cti o n), at D 2 8 ( 1 4 d a ys 
aft er t h e f o urt h i nj e cti o n), at D 4 2 ( 1 4 d a ys aft er t h e l ast i nj e cti o n), a n d at M 7 ( 6 m o nt hs aft er 
t h e l ast i nj e cti o n). 

S af et y 

•  T o d e s cri b e t h e cli ni c al s af et y pr ofil e of V R V g - 2 (l o w, m e di u m a n d hi g h d os a g e) v ers us 
V R V g -1 a n d I m o v a x R a bi es aft er e a c h v a c ci n e i nj e cti o n.  
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3 Description of the Overall Trial Design and Plan 

3.1 Trial Design 

This will be a multicenter, observer-blind, controlled, randomized, Phase II study. 
A total of 320 subjects aged 18 to <65 years will be included in the study.  
Each subject will receive one of the 2 formulations of the Purified Vero Rabies Vaccine - Serum 
Free (VRVg) or the Rabies Humain Diploid Cell Vaccine Imovax Rabies. Vaccination will be 
according to the ESSEN post-exposure schedule (i.e., a total of 5 injections [1 injection per day] 
administered at D0, D3, D7, D14 and D28) and human rabies immunoglobulins (HRIG) will be 
administered at D0.  Subjects will be assigned to the VRVg-2 groups (low, medium and high 
dosage), VRVg-1 group, or Imovax Rabies group with a 2:2:2:1:1 allocation ratio..  

3.2 Trial Plan 

The trial plan is summarized in Table 3.2. 

Blood sampling: 
Immunogenicity will be assessed in all subjects included in the trial, before the first vaccine 
injection (VAC1) (D0), before VAC4 (D14), before VAC5 (D28), 14 days after VAC5 (D42) and 
6 month after VAC5 (M7). The rapid fluorescent focus inhibition test (RFFIT) assay will be used 
for immunogenicity assessment. 
All subjects will provide a total of five 5-mL blood samples to assess the immune response 
induced by the rabies vaccines. 
Table 3.1 below outlines the schedule of blood sampling and vaccine injection. 

Table 3.1: Blood Sampling and Vaccination Schedule 

 V01 V02 V03 V04 V05 V06 V07 V08 

Visit interval 
VAC1 VAC2=  

VAC1+3D 
VAC3 =  

VAC1+7D 
VAC4 =  

VAC1+14D 
VAC5= 

VAC1+28D 
 

VAC5+14D 
 

VAC5+28D 
 

VAC5+6M 

Vaccine injection x x x x x    
HRIG (Imogam® Rabies) x        
Blood sampling (5 mL) x   x x x  x 

 

Collection of safety data: 
Subjects will be observed for safety for 30 minutes after each vaccination, and any adverse events 
(AE)/reaction occurring between each vaccination, and up to 28 days after the fifth vaccination 
will be recorded by the subjects in a diary card (DC).  
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At each visit, study staff will either check and/or collect the safety DCs provided to subjects to 
report safety data. A memory aid (MA) will be provided to the subjects at V07 to collect serious 
adverse events (SAEs) and adverse events of special interest (AESIs) up to the end of the study. 
The MA will be checked and collected at V08. 
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Table 3.2: Trial with 8 Visits, 5 Vaccinations, 5 Blood Samples, 7 Months Period/Subject 

Visit V01 V02 V03 V04 V05 V06 V07 V08 

Visit interval 
VAC1 VAC2=  

VAC1+3D 
VAC3 =  

VAC1+7D 
VAC4 =  

VAC1+14D 
VAC5= 

VAC1+28D 
VAC5+14D VAC5+28D VAC5+6M 

Indicative Days (D)/ 
Months (M) D0 D3 D7 

+1D 
D14 
±1D 

D28 
±3D 

D42 
±3D 

D56 
±3D 

M7 
±14D 

Informed consent signed 
 √ 

 
 

     

Demography √ 
 

 
     

Urine pregnancy test* √ √ √ √ √  
  

Physical examination √ √ √ √ √ √ √ 
 

Past and current 
significant medical history  √ 

 
 

     

Inclusion & exclusion 
criteria √ 

 
 

     

Randomization √ 
 

 
  

 
  

Blood sampling for 
serology (5 mL) √   √ √ √ 

 
√ 

Vaccine injection √ √ √ √ √  
  

HRIG administration √      
  

30-minute observation 
period √ √ √ √ √  

  

Diary Card (DC) 
Memory Aid (MA) 
 Provided: 

Checked: 
Collected: 

 
DC1 

 

 
 
 

DC1 
 

 
 
 

DC1 
 

 
 

DC2 
DC1 
DC1 

 
 

DC3 
DC2 
DC2 

 
 
 

DC3 
 

 
 

MA 
DC3 
DC3 

 
 
 

MA 
MA 

Injection site reactions and 
Systemic Event 
Assessment 

√ √ √ √ √ √ √ 
 

Temporary 
contraindications  √ √ √ √  

  

Reportable concomitant 
medication √ √ √ √ √ √ √ 

 

Termination Record  
 

     
 

√ 
Definitive 
contraindications Collected throughout the trial or up to V05  

Pregnancy cases Collected throughout the trial 

SAEs and AESIs Collected throughout the trial 

 

                                                 
*  For subjects of childbearing potential 



S a n ofi P ast e u r  S A P C o r e B o d y f o r V R V 1 1  
3 8 2 - P u rifi e d  V e r o R a bi es V a c ci n es - S e r u m F r e e  

C o nfi d e nti al/ P r o p ri et a r y I nf o r m ati o n  
P a g e 1 2  of 3 0  

4  E n d p oi nts a n d A ss ess m e nt M et h o ds  

4. 1  I m m u n o g e ni cit y  E n d p oi nts a n d Ass ess m e nt M et h o ds  

S e e  S e cti o n  9. 1 of t h e pr ot o c ol. 

4. 2  S af et y  E n d p oi nts a n d Ass ess m e nt M et h o ds  

S e e S e cti o n  9. 2 of t h e pr ot o c ol. 

4. 3  D e ri v e d E n d p oi nts: C al c ul ati o n M et h o ds  

4. 3. 1  S af et y  

T er ms us e d i n t h e st a n d ar d  s af et y t a bl es t o d es cri b e t h e s af et y e v e nts ar e s p e cifi e d b el o w.  

•  A E: A d v ers e e v e nt i n cl u d es i m m e di at e, s oli cit e d, a n d u ns oli cit e d n o n-s eri o us, or s eri o us e v e nt  

•  A R: A d v ers e r e a cti o n c orr es p o n ds t o r el at e d A E  

•  I m m e di at e: U ns oli cit e d s yst e mi c n o n-s eri o us A E ti c k e d “i m m e di at e ( wit hi n 3 0 mi n ut es fr o m 
t h e v a c ci n ati o n) ” b y t h e i n v esti g at or i n t h e el e ctr o ni c c as e r e p ort f or m ( e C R F ) or S A E wit h 
ti m e of o ns et wit hi n 3 0 mi n ut es  

•  S oli cit e d r e a cti o n: E v e nt pr e -list e d i n t h e e C R F, a n d w hi c h o c c urr e d d uri n g t h e s oli cit e d 
p eri o d 

•  U ns oli cit e d A E: A E r e c or d e d i n t h e e C R F  as  u ns oli cit e d or S A E  f or ms, e x cl u di n g s oli cit e d 
r e a cti o n. T h er ef or e, i n cl u d e i m m e di at e A E. 

U ns oli cit e d n o n -s eri o us i nj e cti o n sit e r e a cti o ns ar e al w a ys r e c or d e d wit h o ut r el ati o ns hi p a n d 
a n al y z e d as A Rs.  

U ns oli cit e d A Es a n al y z e d ar e A Es u p t o 2 8 d a ys + 3 d a ys aft er v a c ci n ati o n. U ns oli cit e d A Es 
o c c urri n g aft er t h e d efi n e d p eri o d - a n d w hi c h ar e n ot S A Es - will b e pr es e nt e d i n a s e p ar at e 
listi n g. 

•  S A E: U ns oli cit e d A E c o nsi d er e d s eri o us b y t h e i n v esti g at or ( r e c o n cil e d wit h Gl o b al 
P h ar m a c o vi gil a n c e d at a b as e)  

•  A d v ers e e v e nt of s p e cifi c i nt er est ( A E SI): t h e list of M e di c al Di cti o n ar y f or R e g ul at or y 
A cti viti es ( M e d D R A ) pr ef err e d t er ms ( P T) d efi n e d i n t h e pr ot o c ol t o s el e ct t h es e A Es i n t h e 
d at a b as e:  

•  A n a p h yl a cti c r e a cti o n ( P T) 

•  E n c e p h alitis ( P T)  
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•  C o n v ul si o n ( P T)  

4. 3. 1. 1  S oli cit e d R e a cti o ns  

4. 3. 1. 1. 1  D ail y I nt e nsit y  

All d ail y r e c or ds f or s oli cit e d r e a cti o ns will b e d eri v e d i nt o d ail y i nt e nsit y a c c or di n g t o t h e  
f oll o wi n g cl assifi c ati o n: N o n e, Gr a d e 1, Gr a d e 2, Gr a d e 3, or Missi n g. 

F or t h e d eri v ati o n of d ail y i nt e nsiti es t h e f oll o wi n g s e q u e nti al st e ps will b e a p pli e d: 

1) F or s oli cit e d r e a cti o ns ( e x c e pt f or f e v er) wit h a n I nv esti g at or pr es e n c e r e c or d e d as  “ N o ” a n d 
wit h all d ail y r e c or ds missi n g, all d ail y i nt e nsiti es will b e d eri v e d as " N o n e. "  

2) F or n o n- m e as ur a bl e s oli cit e d r e a cti o ns, d ail y i nt e nsiti es w ill c orr es p o n d t o d ail y r e c or ds 
r e p ort e d i n t h e cli ni c al d at a b as e. F or m e as ur a bl e s oli cit e d r e a cti o ns t h e d ail y m e as ur e m e nts  
r e p ort e d i n t h e cli ni c al d at a b as e will b e c o n v ert e d b as e d u p o n t h e i nt e nsit y s c al es d efi n e d i n  t h e 
pr ot o c ol; t his ass u m es a r e a cti o n t h at is t o o l ar g e t o m e as ur e ( n ot m e as ur a bl e [ N M]) is  Gr a d e 3. 
N ot e t h e i nt e nsit y c o ul d b e c o nsi d er e d “ N o n e ” ( n ot a r e a cti o n) i n t h e a n al ysis d es pit e b ei n g 
c o nsi d er e d a r e a cti o n b y t h e i n v esti g at or ( e. g., s w elli n g m e as ur e m e nt >  0 m m b ut <  2 5 m m  i n 
a d ults ). 

N ot e: T h e m a xi m u m i nt e nsit y o n t h e o n g oi n g p eri o d is d eri v e d fr o m t h e r e c or d of t h e m a xi m u m 
i nt e nsit y/ m e as ur e m e nt aft er t h e e n d of t h e s oli cit e d p eri o d f oll o wi n g t h e r ul e d es cri b e d a b o v e. 

4. 3. 1. 1. 2  M a xi m u m O v e r all I nt e nsit y  

M a xi m u m  o v er all  i nt e nsit y is d eri v e d fr o m t h e d ail y i nt e nsiti es c o m p ut e d as d es cri b e d i n S e cti o n 
4. 3. 1. 1. 1 a n d is c al c ul at e d as t h e m a xi m u m of t h e d ail y i nt e nsiti es o v er t h e p eri o d c o nsi d er e d.  

4. 3. 1. 1. 3  P r es e n c e  

Pr es e n c e is d eri v e d fr o m t h e m a xi m u m i nt e nsit y o n t h e p eri o d c o nsi d er e d: 

•  N o n e: n o pr es e n c e  

•  Gr a d e 1, Gr a d e 2, or Gr a d e 3: pr es e n c e 

•  Missi n g: missi n g pr es e n c e  

S u bj e cts wit h at l e ast o n e n o n - missi n g pr es e n c e f or a s p e cifi c e n d p oi nt will b e i n cl u d e d i n t h e 
a n al ysis . C o n v ers el y, t h os e s u bj e cts wit h o ut n o n- missi n g pr es e n c e will n ot b e i n cl u d e d i n t h e 
a n al ysis of t h e e n d p oi nt. 

4. 3. 1. 1. 4  Ti m e of o ns et  

Ti m e of o ns et is d eri v e d fr o m  t h e d ail y i nt e nsiti es c o m p ut e d as d es cri b e d i n S e cti o n  4. 3. 1. 1. 1. It 
c orr es p o n ds t o t h e first d a y wit h i nt e nsit y of Gr a d e 1, Gr a d e 2, or Gr a d e 3. 

N ot e: If a r e a cti o n is n ot c o nti n u o us (i. e., r e a cti o n o c c urs o v er t w o s e p ar at e p eri o ds of ti m e 
i nt er v e n e d b y at l e ast o n e d ail y i nt e nsit y Missi n g or N o n e) t h e n t h e ti m e of ons et  is t h e first d a y of 
t h e first o c c urr e n c e. 
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4. 3. 1. 1. 5  N u m b e r of D a ys of O c c u r r e n c e  

N u m b er of d a ys of o c c urr e n c e o v er t h e p eri o d c o nsi d er e d is d eri v e d fr o m t h e d ail y i nt e nsiti es 
c o m p ut e d as d es cri b e d i n S e cti o n  4. 3. 1. 1. 1. It c orr es p o n ds t o t h e n u m b er of d a ys wit h d ail y 
i nt e nsiti es of Gr a d e 1, Gr a d e 2, or Gr a d e 3. N u m b er of d a ys of o c c urr e n c e o n t h e s oli cit e d p eri o d 
wit h a s p e cifi e d i nt e nsit y m a y als o b e d eri v e d. 

4. 3. 1. 1. 6  O v e r all N u m b e r of D a ys of O c c u r r e n c e  

If a r e a cti o n is o n g oi n g at t h e e n d of t h e s oli cit e d p eri o d, t h e n t h e o v er all n u m b er of d a ys of 
o c c urr e n c e is d eri v e d fr o m t h e d ail y i nt e nsiti es a n d t h e st o p d at e of t h e r e a cti o n aft er t h e e n d of 
t h e s oli cit e d p eri o d. T h e o v er all n u m b er of d a ys of o c c urr e n c e is: 

•  (st o p d at e – l ast v a c ci n ati o n dat e) + ( n u m b er of d a ys of o c c urr e n c e wit hi n t h e s oli cit e d p eri o d) 
– l e n gt h of t h e s oli cit e d p eri o d + 1 

If t h e st o p d at e is missi n g or i n c o m pl et e ( c o nt ai ns missi n g d at a [ M D]), t h e o v er all n u m b er of d a ys 
of o c c urr e n c e will b e c o nsi d er e d as “ Missi n g ”. 

4. 3. 1. 1. 7  O n g oi n g  

O n g oi n g is d eri v e d fr o m t h e l ast d ail y i nt e nsit y of t h e s oli cit e d p eri o d c o m p ut e d a n d t h e 
m a xi m u m i nt e nsit y o n t h e o n g oi n g p eri o d. T h e i n v esti g at or’s o n g oi n g fl a g is n ot us e d b e c a us e t h e 
m e as ur e m e nt w o ul d d et er mi n e t h e o n g oi n g st at us of t h e r e a cti o n. N ot e  t h e i nt e nsit y c o ul d b e 
c o nsi d er e d N o n e ( n ot a r e a cti o n) i n t h e a n al ysis d es pit e b ei n g c o nsi d er e d a r e a cti o n b y t h e 
i n v esti g at or ( e. g., s w elli n g m e as ur e m e nt > 0 m m b ut <  2 5 m m i n a d ults).If t h e l ast d ail y i nt e nsit y 
of t h e s oli cit e d p eri o d is at l e ast Gr a d e  1 a n d m a xi m u m i nt e nsit y o n t h e o n g oi n g p eri o d is als o at 
l e ast Gr a d e 1, t h e n t h e r e a cti o n is c o nsi d er e d “ o n g oi n g ”. I n a n y ot h er c as es t h e r e a cti o n will n ot 
b e c o nsi d er e d as “ o n g oi n g ”. 

4. 3. 1. 2  U ns oli cit e d N o n -s e ri o us A d v e rs e E v e nts ( A Es ) 

4. 3. 1. 2. 1  P r es e n c e  

A n o bs er v ati o n wi ll b e c o nsi d er e d a n e v e nt if it h as at l e ast a v er b ati m t er m a n d is n ot a Gr a d e 0 
i nt e nsit y e v e nt. Gr a d e 0 e v e nts s h o ul d b e i n cl u d e d i n t h e listi n g “ U ns oli cit e d n o n-s eri o us a d v ers e 
e v e nts n ot i n cl u d e d i n t h e s af et y a n al ysis . ” 

4. 3. 1. 2. 2  I nt e nsit y  

I nt e nsit y f or u ns olicit e d n o n -s eri o us A Es will b e d eri v e d a c c or di n g t o t h e f oll o wi n g cl assifi c ati o n: 
N o n e, Gr a d e 1, Gr a d e 2, Gr a d e 3, or Missi n g. 

If t h e u ns oli cit e d n o n-s eri o us A E is m e as ur a bl e a n d its pr ef err e d t er m ( P T) is p art of t h e list of  
s oli cit e d r e a cti o ns, t h e n t h e m e as ur e m e nt is d eri v e d b as e d u p o n a n d f oll o wi n g t h e s a m e r ul e as t h e 
i nt e nsit y s c al es d efi n e d i n t h e pr ot o c ol f or t h at m e as ur a bl e i nj e cti o n sit e or s yst e mi c r e a cti o n. 
N ot e  t h at t h e i nt e nsit y c o ul d b e c o nsi d er e d “ N o n e ” ( n ot a r e a cti o n) i n t h e a n al ysis d es pit e b ei n g 
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c o nsi d er e d a r e a cti o n b y t h e i n v esti g at or ( e. g., s w elli n g m e as ur e m e nt > 0 m m b ut <  2 5  m m i n 
a d ults).  

I nt e nsit y f or t h e ot h er u ns oli cit e d n o n-s eri o us A Es will c orr es p o n d t o t h e v al u e r e p ort e d i n t h e 
e C R F .  

T h e m a xi m u m i nt e nsit y c orr es p o n ds t o t h e hi g h est i nt e nsit y f or a u ni q u e t er m.  

4. 3. 1. 2. 3  L ast V a c ci n ati o n 

L ast v a c ci n ati o n b ef or e a n u ns oli cit e d n o n- s eri o us A E is d eri v e d fr o m t h e visit n u m b ers pr o vi d e d 
i n t h e cli ni c al d at a b as e a n d is c al c ul at e d as f oll o ws: 

•  If a n u ns oli cit e d n o n-s eri o us A E h as a n o n- missi n g visit n u m b er, t h e visit n u m b er s h o ul d b e 
us e d t o d et er mi n e t h e l ast v a c ci n ati o n b ef or e t h e u ns oli cit e d n o n -s eri o us A E  

•  If t h e visit n u m b er is mi ssi n g, t h e n t h e st art d at e s h o ul d b e us e d t o d et er mi n e t h e l ast 
v a c ci n ati o n b ef or e t h e u ns oli cit e d n o n -s eri o us A E . 

4. 3. 1. 2. 4  Ti m e of o ns et  

Ti m e of o ns et is d eri v e d fr o m  t h e st art d at e of t h e u ns oli cit e d n o n- s eri o us A E pr o vi d e d i n t h e 
cli ni c al d at a b as e a n d t h e d at e of l ast v a c ci n ati o n:  

•  st art d at e of t h e u ns oli cit e d n o n- s eri o us A E – d at e of pr e vi o us v a c ci n ati o n 

T h e ti m e of o ns et s h o ul d b e c o nsi d er e d as missi n g o nl y if o n e or b ot h of t h e d at es ar e missi n g or 
p arti all y missi n g. 

A n A E wit h missi n g ti m e of o ns et will b e c o nsi d er e d t o h a v e o c c urr e d j ust aft er t h e v a c ci n ati o n 
i n di c at e d b y t h e visit n u m b er, s o will b e i n cl u d e d i n t h es e t a bl es. N ot e: U ns oli cit e d n o n -s eri o us 
A E t h at o c c urr e d b ef or e v a c ci n ati o n ( n e g ati v e ti m e of o ns et) will n ot b e i n cl u d e d i n a n al ysis, b ut 
will b e list e d s e p ar at el y.   

4. 3. 1. 2. 5  D u r ati o n 

D ur ati o n is d eri v e d fr o m t h e st art a n d st o p d at es of t h e u ns oli cit e d n o n-s eri o us A E pr o vi d e d i n t h e 
cli ni c al d at a b as e:  

•  st o p d at e of u ns oli cit e d n o n- s eri o us A E - st art d at e of u ns oli cit e d n o n- s eri o us A E + 1 . 

T h e d ur ati o n s h o ul d b e c o nsi d er e d as m issi n g o nl y if o n e or b ot h of t h e st art a n d st o p d at es of t h e 
u ns oli cit e d n o n- s eri o us A E is missi n g or p arti all y missi n g . 

4. 3. 1. 3  S A Es  

4. 3. 1. 3. 1  L ast V a c ci n ati o n 

L ast v a c ci n ati o n b ef or e a n S A E will us e t h e s a m e m et h o d ol o g y as t h e l ast v a c ci n ati o n b ef or e a n  
u ns oli cit e d n o n -s eri o us A E a s d es cri b e d i n S e cti o n  4. 3. 1. 2. 4. 
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4. 3. 1. 3. 2  Ti m e of o ns et  

Ti m e of o ns et will b e c o m p ut e d usi n g t h e s a m e m et h o d ol o g y t h a n f or u ns oli cit e d n o n- s eri o us A Es  
as d es cri b e d i n S e cti o n  4. 3. 1. 2. 5.  

4. 3. 1. 3. 3  D u r ati o n 

D ur ati o n will b e c o m p ut e d usi n g t h e s a m e m et h o d ol o g y t h a n f or u ns oli cit e d n o n- s eri o us A Es  as  
d es cri b e d i n S e cti o n  4. 3. 1. 2. 5.  

 

4. 3. 2  I m m u n o g e ni cit y  

4. 3. 2. 1  C o m p ut e d V al u es f o r A n al ysis  

 

 
 

 
 

   

  

  

 

 

4. 3. 3  Effi c a c y  

N ot a p pli c a bl e. 

4. 3. 4  D e ri v e d Ot h e r V a ri a bl es  

4. 3. 4. 1  D u r ati o n of a S u bj e ct i n t h e T ri al  

T h e d ur ati o n of a s u bj e ct i n t h e st u d y is c o m p ut e d as f oll o ws: m a xi m u m ( d at e of visit, d at e of 
t er mi n ati o n f or m) − V 0 1 d at e + 1. 

4. 3. 4. 2  D u r ati o n of t h e T ri al 

T h e d ur ati o n of t h e st u d y is c o m p ut e d as f oll o ws: m a xi m u m of all s u bj e cts ( d at e of visit, d at e of 
t er mi n ati o n f or m) −  mi ni m u m f or all s u bj e cts ( d at e of V 0 1) + 1.  
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4.3.4.3 Age calculation 

The age of a subject in the study is computed as follows: 
Age in years: (Date of 1st injection> - Date of birth +1) / 365.25 

Following age groups will be derived:  
18 to 40 years: from 18th birthday date to the last day before the 41st birthday date 
41 to <65 years: from 41st birthday date to the last day before the 65th birthday date 
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5 Statistical Methods and Determination of Sample Size 

The statistical analyses will be performed under the responsibility of the Sponsor’s Biostatistics 
platform using SAS® Version 9.4 software or later. 
The statistical analysis will be performed in 2 steps: first, all the data collected on the period D0-
D56 will be analyzed, and then the data up to M7 will be added to the first statistical report. 
The results of the statistical analysis will be available in the final clinical study report (CSR). 
 
For descriptive purposes, the following statistics will be presented: 

Table 5.1: Descriptive Statistics Produced 

Baseline 
characteristics and 
follow-up description 

Categorical data Number of subjects. 
Percentage of subjects. 

Continuous data Mean, standard deviation, quartiles, minimum, and 
maximum. 

Clinical safety results Categorical data Solicited: Number and percentage (95% CIs) of 
subjects. 
Unsolicited: Number and percentage (95% CIs) of 
subjects, and number of events. 

Immunogenicity 
results 

Categorical data 
(cutoff) 

Number and percentage (95% CIs) of subjects. 

Continuous data 
(titer/data) 

Log10: Mean and standard deviation. 
Anti-Log10 (work on Log10 distribution, and anti-
Log10 applied): Geometric mean, 95% CI of the 
geometric mean, quartiles, minimum, and maximum. 
Graphical representation by Reverse Cumulative 
Distribution Curve (RCDC). 

 
The confidence interval (CI) for the single proportion will be calculated using the exact binomial 
method (Clopper-Pearson method), quoted by Newcombe (1), i.e., using the inverse of the beta 
integral with SAS®. 
For immunogenicity results, assuming that Log10 transformation of the titers/data follows a 
normal distribution, at first, the mean and the 95% CI will be calculated on Log10 (titers/data) 
using the usual calculation for normal distribution (using Student’s t distribution with n-1 degree 
of freedom), then antilog transformations will be applied to the results of calculations, in order to 
provide geometric means (GMs) and their 95% CI. 
GM is defined as follows: 
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w h er e ( y 1 , y2 , …, yn ) ar e t h e o bs er v e d tit ers or i n di vi d u al r ati os f or e a c h s u bj e ct. 

5. 1  St atisti c al M et h o ds  

5. 1. 1  H y p ot h es es a n d  St atisti c al M et h o ds f o r I m m u n o g e ni cit y  O bj e cti v e  

5. 1. 1. 1  H y p ot h es es  

N o h y p ot h esis w ill b e  t est e d f or t h e i m m u n o g e ni cit y o bj e cti v e. 

5. 1. 1. 2  St atisti c al M et h o ds  

5. 1. 1. 2. 1  I m m u n o g e ni cit y  

T h e d es cri pti v e i m m u n o g e ni cit y a n al ysis at D 0, D 1 4, D 2 8, D 4 2 a n d M 7 will b e p erf or m e d t o 
d o c u m e nt i m m u n o g e ni cit y of t h e 5 gr o u ps. 

 

5. 1. 1. 2. 1. 1  D es c ri pti v e I m m u n o g e ni cit y  

F or all t h e s u bj e cts, a d es cri pti v e a n al ysis f or pr e d os e 1 ( D 0), pr e d os e 4 ( D 1 4), pr e d os e 5 ( D 2 8), 
1 4 d a ys p ost d os e 5 ( D 4 2) a n d 6 m o nt hs aft er t h e l ast i nj e cti o n ( M 7) will pr es e nt t h e f oll o wi n g 
st atisti cs f or t h e r a bi es vir us n e utr ali zi n g a nti b o d y ( R V N A) tit ers i n e a c h r a n d o mi z e d v a c ci n e 
gr o u p: 

•  N u m b er of s u bj e cts wit h R V N A tit er a v ail a bl e  

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h R V N A tit er  ≥ 0. 2 ( L L O Q) I U/ m L a n d 9 5 % CI of t h e 
pr o p orti o n 

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h R V N A  tit er ≥ 0. 5 I U/ m L, a n d 9 5 % CI of t h e 
pr o p orti o n 

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h c o m pl et e n e utr ali z ati o n at t h e st arti n g dil uti o n ( 1/ 5) 
of t h e R F FI T ass a y  

•  G M Ts a n d 9 5 % CI of R V N A tit ers  

•  G M of i n di vi d u al tit er r ati o ( G M T R):  

o  D 1 4/ D 0   

o  D 2 8/ D 0  

o  D 4 2/ D 0  
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o  M 7/ D 0  

•  Di stri b uti o n of tit ers ( mi ni m u m, Q 1, m e di a n, Q 3, m a xi m u m)  

•  L o g 1 0 : m e a n a n d it s st a n d ar d d e vi ati o n ( S D) 

•  R ati o of G M T at D 1 4, D 2 8 a n d D 4 2 b et w e e n : 

o  E a c h V R V g gr o u p ( V R V g- 2 l o w, m e di u m a n d hi g h d os a g es a n d V R V g - 1 gr o u p) v ers us 
I m o v a x ® R a bi es 

o  E a c h  V R V g - 2 gr o u p ( V R V g- 2 l o w, m e di u m a n d hi g h d os a g es) v ers us V R V g - 1 

o  V R V g - 2 m e di u m a n d hi g h d os a g es v ers us l o w d os a g e 

o  V R V g - 2 hi g h d os a g e v ers us m e di u m d os a g e 

 

T h e l o w er a n d u p p er li mits of t h e t w o -si d e d 9 5 % CIs of t h e pr o p orti o ns will b e c o m p ut e d usi n g 
t h e e x a ct bi n o mi al m et h o d ( Cl o p p er- P e ars o n m et h o d) (1 ). F or t h e r ati o of G M Ts b et w e e n V R V g 
a n d I m o v a x ®  R a bi es , t h e 9 5 % CI will b e o bt ai n e d b y a ntil o g b a c k-tr a nsf or m ati o ns of t h e CI of t h e 
diff er e n c e [l o g 1 0 ( G M T V R V g )-l o g1 0 ( G M T I m o v a x R a bi es)] o bt ai n e d usi n g t h e us u al c al c ul ati o n f or 
n or m al distri b uti o n. 

T h e c o m pl et e d es cri pti v e i m m u n o g e ni cit y d at a will b e a n al y z e d a c c or di n g t o r a n d o mi z ati o n 
gr o u p i n F A S p o p ul ati o n. T h e m ai n p ar a m et ers, d efi n e d as G M Ts a n d p er c e nt a g es of s u bj e cts 
wit h  tit ers ≥ 0. 5 I U/ m L will als o b e d es cri b e d o n t h e P P p o p ul ati o n. 

A d diti o n all y, R C D C will b e pl ott e d i n all  v a c ci n e gr o u ps, at D 0, D 1 4, D 2 8, D 4 2 a n d M 7. 
B o x pl ots a n d d e nsit y distri b uti o n of R V N A tit ers at D 1 4, D 2 8 a n d D 4 2 will als o b e pr o d u c e d. All 
t h es e fi g ur es will b e pl ott e d o n t h e F A S p o p ul ati o n. 

5. 1. 2  H y p ot h es es a n d St atisti c al M et h o ds f o r S af et y O bj e cti v e  

5. 1. 2. 1  H y p ot h es es  

N o h y p ot h esi s will b e  t est e d f or t h e s af et y o bj e cti v e. 

5. 1. 2. 2  St atisti c al M et h o ds  

5. 1. 2. 2. 1  S af et y  

T h e a n al ysis will b e d es cri pti v e. T h e st atisti cs pr es e nt e d o n  T a bl e 5. 1 will b e pr o d u c e d. 

T h e s af et y a n al ysis will r e p ort t h e o c c urr e n c e of s oli cit e d r e a cti o ns a n d t h e i n ci d e n c e of 
u ns oli cit e d A Es  i n cl u di n g S A Es a n d A E SIs , o v er t h e s af et y o bs er v ati o n p eri o d a c c or di n g t o t h e 
v a c ci n e r e c ei v e d .  

•  S oli cit e d a n d u ns oli cit e d i nj e cti o n sit e r e a cti o ns will b e pr es e nt e d  u p t o 7 d a ys aft er  e a c h  
i nj e cti o n. 
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•  S oli cit e d s yst e mi c r e a cti o ns will b e c oll e ct e d  b et w e e n t h e first a n d t h e s e c o n d i nj e cti o n, 
b et w e e n t h e s e c o n d a n d t h e t hir d i nj e cti o n, a n d u p t o 7 d a ys aft er  t h e r e m ai ni n g i nj e cti o ns. 

•  U ns oli cit e d e v e nts will b e pr es e nt e d  b et w e e n e a c h i nj e cti o n a n d u p t o 2 8 d a ys aft er t h e l ast 
i nj e cti o n. 

•  S A Es t hr o u g h o ut t h e tri al. 

•  A E SIs t hr o u g h o ut t h e tri al. 

I n or d er t o a v oi d a n y u n d er- esti m ati o n of t h e i n ci d e n c es, t h e n u m b er of s u bj e cts wit h d o c u m e nt e d  
s af et y will b e us e d as d e n o mi n at or of t h e fr e q u e n ci es.  

•  F or s oli cit e d r e a cti o ns, t h e d e n o mi n at or is t h e t ot al n u m b er of s u bj e cts w h o h a v e n o n- missi n g 
d at a f or t h e p arti c ul ar c at e g or y of r e a cti o n d uri n g t h e ti m e p eri o d c o n c er n e d. 

•  F o r u ns oli cit e d e v e nts, t h e d e n o mi n at or is t h e t ot al n u m b er of s u bj e cts w h o w er e v a c ci n at e d at 
t h e d os e a n al y z e d (f or t h e a n al ys es aft er e a c h d os e) or t h e t ot al n u m b er of s u bj e cts w h o w er e 
v a c ci n at e d at l e ast o n e d os e (f or t h e a n al ys es aft er a n y d os e).  

F or s af et y p ar a m et ers, 9 5 % CIs of p oi nt esti m at es of pr o p orti o n will b e c al c ul at e d usi n g t h e e x a ct 
bi n o mi al distri b uti o n ( Cl o p p er- P e ars o n m et h o d)  f or pr o p orti o ns (1 ). 

As e x pl or at or y a n al ys es, t h e p ossi bl e i nfl u e n c e o n t h e s af et y r es ults of c o v ari at es s u c h as a g e  
gr o u p ( 1 8 t o 4 0 y e ars a n d 4 1 t o < 6 5 y e ars), g e n d er, r a c e, a n d c e nt er will b e e v al u at e d . 

 

S oli cit e d R e a cti o ns  

T h e s oli cit e d i nj e cti o n sit e r e a cti o ns a n d t h e s oli cit e d s yst e mi c r e a cti o ns will b e pr es e nt e d 
a c c or di n g t o t h e t er m list e d i n t h e C R F, s e p ar at el y ( e x c e pt i n s af et y o v er vi e w t a bl e). 

E a c h t y p e of s oli cit e d r e a cti o ns will b e pr es e nt e d aft er e a c h  i nj e cti o n a c c or di n g t o: 

- M a xi m u m i nt e nsit y d uri n g t h e s oli cit e d p eri o d a n d o v er all f or o n- g oi n g s oli cit e d r e a cti o ns: 

•  Gr a d e 1  

•  Gr a d e 2  

•  Gr a d e 3  

- Ti m e of o ns et  c at e g ori es ar e i n  Ta bl e 5. 2 

T a bl e 5. 2 : Ti m e of O ns et C at e g o ri es f o r S oli cit e d R e a cti o ns 

 I nj e cti o n Sit e R e a cti o ns  S y st e mi c R e a cti o ns  

P o st -d o s e 1 D 0- D 3  

D 4 -D 7  

 

D 0- D 3  

P o st -d o s e 2 D 0- D 3  

D 4  
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Post-dose 3,4,5 D0-D3 
D4-D7 

- Range of number of days of occurrence categories are in Table 5.3 

Table 5.3: Range of Number of Days of Occurrence Categories for Solicited Reactions 
during the solicited period 

 Injection Site Reactions  Systemic Reactions 

Post-dose 1 
1 - 3 days 
4 - 7 days 
8 days  
 

1 - 3 days 
4  days  

 Post-dose 2 1 - 3 days 
4 - 5 days  

 Post-dose 3, 4,5 1 - 3 days 
4 - 7 days 

   
 

Solicited reaction after any injection 
“After any injection” means after the five scheduled vaccine injections, and at least after the first 
vaccine injection (D0). 
The solicited reaction will be presented after any injections according to: 

- Overall occurrence over the D0-D7 period for injection site reactions or between vaccinations 
for systemic reactions (up to D7 for the  last 2  vaccinations) 
- Time of onset period 
- Intensity grade: the maximum intensity grade will be computed during the solicited period for 
all solicited reactions and overall for on-going solicited reactions. 
30-minutes Post-Vaccination Observation Period 
Unsolicited systemic AEs occurring within 30 minutes after each vaccination will be presented in 
summary safety tables, analyzed according to their nature (SOC and PT of the MedDRA 
classification) and will be listed. 
 

Unsolicited Adverse Events  
The unsolicited non-serious AEs will be analyzed  
- “Between the first and the second vaccine injection”, which corresponds to AEs reported at V02 
and occurring after the first vaccine injection † 

                                                 
†  For subjects interrupting their vaccination schedule after the first injection, unsolicited AEs until 28 days after the 

first injection are collected at visit V02  
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- “ B et w e e n t h e s e c o n d a n d t h e t hir d v a c ci n e i nj e cti o n ”, w hi c h c orr es p o n ds t o A Es r e p ort e d at V 0 3 
a n d o c c urri n g aft er  t h e s e c o n d v a c ci n e i nj e cti o n ‡  

- “ B et w e e n t h e t hir d a n d t h e f o urt h v a c ci n e i nj e cti o n ”, w hi c h c orr es p o n ds t o A Es r e p ort e d at V 0 4 
a n d o c c urri n g aft er  t h e t hir d v a c c i n e i nj e cti o n §  

- “ B et w e e n t h e f o urt h a n d t h e fift h v a c ci n e i nj e cti o n ”, w hi c h c orr es p o n ds t o A Es  r e p ort e d at V 0 5 
a n d o c c urri n g aft er  t h e f o urt h v a c ci n e i nj e cti o n  * *  

- “ Wit hi n 2 8 d a ys aft er t h e fift h v a c ci n e i nj e cti o n ”, w hi c h c orr es p o n ds t o A Es r e p ort e d at V 0 7 a n d 
o c c urri n g aft er  t h e fift h v a c ci n e i nj e cti o n  

- “ Wit hi n 2 8 d a ys aft er a n y v a c ci n e i nj e cti o n ”, w hi c h c orr es p o n ds t o A Es b el o n gi n g t o a n y of t h e 
fi v e a b o v e c at e g ori es 

A n A E r e p ort e d wit h a n o ns et > 2 8 + 3 d a ys aft er a n i nj e cti o n will n ot b e i n cl u d e d i n t h e a n al ysis, 
b ut will b e list e d s e p ar at el y . T h e u ns oli cit e d A Es will b e s u m m ari z e d i n t h e s af et y o v er vi e w a n d  
a n al y z e d a c c or di n g t o t h eir n at ur e ( S O C a n d P T of t h e M e d D R A cl assifi c ati o n), c a us alit y 
(r el ati o ns hi p t o t h e v a c ci n e i nj e cti o n as ass ess e d b y t h e i n v esti g at or), ti m e of o ns et, d ur ati o n a n d 
m a xi m u m i nt e nsit y. 

T h e o c c urr e n c e of a n y u ns oli cit e d n o n -s eri o us A E  will b e pr es e nt e d aft er  a n y a n d  e a c h  i nj e cti o n 
a c c or di n g t o:  

- M a xi m u m i nt e nsit y: 

•  Missi n g  

•  Gr a d e 1  

•  Gr a d e 2  

•  Gr a d e 3  

- Ti m e of o ns et c at e g ori es  

•  Missi n g  

•  D 0 -D 3  

•  D 4- D 7  

•  D 8 -D 1 4  

•  > = D 1 5  

                                                 
‡   F or s u bj e cts i nt err u pti n g t h eir v a c ci n ati o n s c h e d ul e aft er t h e s e c o n d i nj e cti o n, u n s oli cit e d A Es u ntil 2 8 d a ys aft er 

t h e s e c o n d i nj e cti o n ar e c oll e ct e d at visit V 0 3  

 
§   F or s u bj e cts i nt err u pti n g t h eir v a c ci n ati o n s c h e d ul e aft er t h e t hir d i nj e cti o n, u n s oli cit e d A Es u ntil 2 8 d a ys aft er t h e 

first i nj e cti o n ar e c oll e ct e d at visit V 0 4 
* *   F or s u bj e cts i nt err u pti n g t h eir v a c ci n ati o n s c h e d ul e aft er t h e f o urt h i nj e cti o n, u ns oli cit e d A Es u ntil 2 8 d a ys aft er 

t h e s e c o n d i nj e cti o n ar e c oll e ct e d at visit V 0 5  
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- M a xi m u m d ur ati o n : 

•  Missi n g  

•  1 - 3 d a ys 

•  4 - 7 d a ys 

•  8 - 1 4 d a ys 

•  1 5 d a ys or m or e  

 

S A Es a n d A E SIs  

T h e S A Es a n d A E SIs o c c urr e d d uri n g t h e st u d y will b e a n al y z e d o n t h e f oll o wi n g p eri o ds: 

1.  v a c ci n ati o n p eri o d : aft er a n y v a c ci n ati o n p eri o d (D 0 0 -D 5 6[ + 3 D])  

2.  d uri n g t h e si x - m o nt h s af et y f oll o w-u p  p eri o d (all S A Es a n d A E SIs fr o m D 5 6[ + 3 D]) 

S A Es will b e a n al y z e d a c c or di n g t o t h eir c a us alit y (r el ati o ns hi p t o v a c ci n e i nj e cti o n as ass ess e d 
b y t h e i n v esti g at or), s eri o us n ess, o ut c o m e a n d n at ur e ( S O C a n d P T of t h e M e d D R A 
cl assifi c ati o n).  

A E SI s will b e s u m m ari z e d a n d a n al y z e d a c c or di n g t o t h eir n at ur e ( S O C a n d P T  of t h e M e d D R A 
cl assifi c ati o n)  a n d c a us alit y. 
 

5. 1. 3  E x pl o r at o r y a n al ys es 

5. 1. 3. 1  5. 1. 3. 1 I m m u n o g e ni cit y 

5. 1. 3. 1. 1  D es c ri pti v e i m m u n o g e ni cit y i n t h e s u bs et of s u bj e cts wit h a b as eli n e tit e r  < 0. 5 
I U/ m L 

I n c as e m or e t h a n 5 % of  s u bj e cts i n t h e F A S ( all v a c ci n e gr o u ps) h a v e a b as eli n e tit er ≥  0. 5 
I U/ m L, a d e s cri pti v e a n al ysis  of i m m u n o g e ni cit y p ar a m et ers  (G M T a n d p er c e nt a g e of s u bj e cts 
wit h a tit er > 0. 2 I U/ m L at D 0, D 1 4, a n d D 4 2 ) will b e pr o vi d e d o n t h e s u bs et of s u bj e cts wit h a 
b as eli n e tit er < 0. 5 I U/ m L. T his  d es cri pti v e i m m u n o g e ni cit y a n al ysis will b e p erf or m e d a c c or di n g 
t o t h e r a n d o mi z e d v a c ci n e o n t h e F A S p o p ul ati o n. 
 

5. 1. 3. 1. 2  C o v a ri at e E x pl o r ati o n of t h e I m m u n o g e ni cit y R es ults  

T h e p ossi bl e i nfl u e n c e o n t h e i m m u n e r es p o ns e at D 1 4, D 2 8 a n d D 4 2 of t h e f oll o wi n g 
c h ar a ct eristi cs will b e st u di e d:  

1)  G e n d er 

2)  A g e " 1 8 t o 4 0  y e ars "  a n d  " 4 1 t o < 6 5 y e ars "  

3)  R a c e ( o nl y if m or e t h a n 5 % of s u bj e cts i n s e v er al r a c e c at e g ori es) 
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4)  C e nt er  

A d es cri pti v e t a bl e si m plifi e d t o t h e m ost r el e v a nt i m m u n o g e ni cit y p ar a m et ers will b e  pr o vi d e d 
f or e a c h s u b- p o p ul ati o n, e. g. m al es a n d f e m al es. A h o m o g e n eit y Fis h er t est will b e p erf or m e d t o 
c o m p ar e t h e pr o p orti o n of s u bj e ct wit h a n R V N A tit er ≥  0. 5 I U/ m L of e a c h s u b p o p ul ati o n i nsi d e 
e a c h v a c ci n e gr o u p. T h e r ati o n al e f or t h e pr o p os e d t est is t o pr o vi d e e vi d e n c e of w h et h er or n ot, 
s o m e diff er e n c es  c a n b e o bs er v e d b et w e e n s u b p o p ul ati o ns o n G M Ts  a n d o n t h e pr o p orti o n of 
s u bj e ct s wit h a n R V N A tit er ≥ 0. 5 I U/ m L.  

T h es e c o v ari at e a n al y s es will b e p erf or m e d o n t h e F A S p o p ul ati o n. 

5. 2  A n al y sis S ets  

T hr e e m ai n a n al ysis s ets will b e us e d: t h e F ull A n al ysis S et, t h e P er -Pr ot o c ol A n al ysis S et, a n d 
t h e S af et y A n al ysis S et. 

5. 2. 1  F ull A n al ysis S et  

T h e F A S  is d efi n e d as t h e s u bs et of r a n d o mi z e d s u bj e cts w h o r e c ei v e d at l e ast o n e d os e of t h e 
st u d y v a c ci n e.  

T h e a n al ysis of i m m u n o g e ni cit y a d dr ess es e n d p oi nts i n v ol vi n g pr e- a n d p ost- i nj e cti o n tit ers. T h e 
a n al ysis will i n cl u d e all a v ail a bl e d at a f or e a c h ti m e p oi nt.  

 

5. 2. 2  P e r - Pr ot o c ol A n al ysis S et  

T h e  p er- pr ot o c ol ( P P) a n al ysis s et is a s u bs et of t h e f ull a n al ysis s et (F A S ).  

T h e P P A S will b e d efi n e d b as e d o n t h e  D 1 4 ti m e p oi nt (i n h e alt h y i n di vi d u als w h o ar e v a c ci n at e d, 
t h e 0. 5 I U/ m L t hr es h ol d c o nsi d er e d t o b e pr ot e cti v e s h o ul d b e a c hi e v e d i n m ost i n di vi d u als b y 
d a y 1 4 aft er t h e first i nj e cti o n of a p ost - e x p os ur e r e gi m e n, wit h or wit h o ut si m ult a n e o us 
a d mi nistr ati o n of r a bi es) (2 ). 

T h e s u bj e cts pr es e nti n g wit h at l e ast o n e of t h e f oll o wi n g r el e v a nt pr ot o c ol d e vi ati o ns b ef or e D 1 4 
(i. e. 7 d a ys aft er t h e t hir d v a c ci n e i nj e cti o n) will b e e x cl u d e d fr o m t h e P PA S : 

•  S u bj e ct di d n ot m e et all i n cl usi o n pr ot o c ol-s p e cifi e d i n cl usi o n crit eri a or m et at l e ast o n e of 
t h e pr ot o c ol-s p e cifi e d e x cl usi o n crit eri a  

•  S u bj e ct di d n ot r e c ei v e t h e c orr e ct n u m b er of t h e first t hr e e d os es of v a c ci n e  

•  S u bj e ct r e c ei v e d a v a c ci n e ot h er t h a n t h e o n e t h at h e/s h e w as r a n d o mi z e d t o r e c ei v e  f or t h e 
first t hr e e d os es of v a c ci n e 

•  Pr e p ar ati o n a n d/ or a d mi nistr ati o n of v a c ci n e w as n ot d o n e as p er pr ot o c ol f or t h e first t hr e e 
v a c ci n ati o ns 

•  S u bj e ct di d n ot r e c ei v e 2 n d  a n d 3r d v a c ci n e s i n t h e pr o p er ti m e wi n d o w fr o m D 0, as f oll o ws: 

•  V a c 2 i n [ D 3 -D 5]  
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•  V a c 3 i n [ D 7 -D 9]  

•  S u bj e ct di d n ot pr o vi d e a p ost- d os e 3 s er ol o g y s a m pl e i n t h e pr o p er ti m e wi n d o w [ D 1 3- D 1 5] 
fr o m D 0 

•  S u bj e ct r e c ei v e d a pr ot o c ol -r estri ct e d t h er a p y/ m e di c ati o n/ v a c ci n e ( b el o n gi n g t o c at e g or y 2) 
fr o m D 0 t o D 1 4 

•  S u bj e ct’s s er ol o g y s a m pl e is missi n g or di d n ot pr o d u c e v ali d t est r es ults at b ot h D 0 a n d D 1 4 

•  S er o p ositi v e s u bj e ct at D 0, i. e. R V N A tit er ≥ L L O Q  

•  S u bj e ct d e v el o p e d a pr ot o c ol- s p e cifi e d wit h dr a w al crit eri o n fr o m D 0 t o D 1 4 b ut w as n ot 
wit h dr a w n  

•  S u bj e ct di d n ot r e c ei v e t h e c orr e ct a m o u nt of I m o g a m a t D 0 

o  O utsi d e t h e +/ - 1 0 % t h e t h e or eti c al c al c ul at e d v ol u m e  

T h e P P a n al ysis s et  will b e d efi n e d at D 1 4. A d h er e n c e t o t h e d efi niti o n of t h e P P  a n al ysis s et m a y 
b e d e ci d e d d uri n g a bli n d-r e vi e w of d at a, i. e. b ef or e br e a ki n g t h e c o d e. S u bj e cts i n t h e P P a n al ys is 
s et  will b e a n al y z e d a c c or di n g t o t h e v a c ci n e r e c ei v e d. 

5. 2. 3  S af et y A n al ysis S et 

T h e s af et y a n al ysis s et  ( S af A S) is d efi n e d for e a c h d os e as t h e s u bs et of s u bj e ct s h a vi n g r e c ei v e d 
t his d os e. A n y s u bj e ct  w h o r e c ei v es a d os e  will b e a n al y z e d a c c or di n g t o t h e tr e at m e nt r e c ei v e d at 
t his d os e a n d aft er a n y d os e a c c or di n g t o t h e v a c ci n e r e c ei v e d at t h e first d os e .  

S af et y d at a r e c or d e d f or a v a c ci n e r e c ei v e d o ut of t h e pr ot o c ol d esi g n will b e e x cl u d e d fr o m t h e 
a n al ysis ( a n d list e d s e p ar at el y). T h us, if a s u bj e ct d o es n ot r e c ei v e a n y v a c ci n e at a gi v e n visit or 
if t h e v a c ci n e r e c ei v e d d o es n ot c orr es p o n d t o a n y pr ot o c ol gr o u p at a s p e cifi c d os e, t h e s u bj e ct is 
e x cl u d e d fr o m t h e S af A S at t his d os e, h o w e v er, t his s u bj e ct will b e i n cl u d e d i n t h e a n al ysis f or all 
d os es c o m bi n e d (r ef err e d t o as a n al ysis “ aft er a n y d os e ”) a c c or di n g t o t h e first d os e r e c ei v e d t h at 
c orr es p o n ds t o a pr ot o c ol gr o u p. 

5. 2. 4  P o p ul ati o ns Us e d i n A n al ys es  

I m m u n o g e ni cit y a n al ys es will b e p erf or m e d o n t h e F A S, a c c or di n g t o t h e r a n d o mi z e d v a c ci n e 
gr o u p. T h e m ai n i m m u n o g e ni cit y a n al ys es will als o b e p erf or m e d o n t h e P P A S, a c c or di n g t o t h e 
i nj e ct e d gr o u p. 

S af et y a n al ys es will b e p erf or m e d o n t h e S af A S, a c c or di n g t o t h e i nj e ct e d v a c ci n e gr o u p . 

5. 3  H a n dli n g of Missi n g D at a a n d O utli e rs  

5. 3. 1  I m m u n o g e ni cit y  

N o r e pl a c e m e nt w ill b e d o n e as t h e d e gr e e of mi ssi n g d at a is e x p e ct e d t o b e v er y l o w. 
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5.3.2 Safety 

No replacement will be done as the degree of missing safety data is expected  to be very low. 
Missing data in vaccine studies are mostly due to dropouts. The dropouts due to AEs or lost to 
follow-up subjects will be identified and discussed in the study report. 

5.3.2.1 Immediate 

For unsolicited non-serious systemic AEs, a missing response to the “Immediate” field is assumed 
to have occurred after the 30-minute surveillance period and will not be imputed. 
For SAEs, missing or partially missing elapsed time from last injection (recorded if within 24 
hours) will remain missing and will not be imputed. 

5.3.2.2 Causality 
Missing causality (relationship) for unsolicited non-serious AEs and SAEs will be considered at 
the time of analysis as related to vaccination. 

5.3.2.3 Measurements 

Partially missing temperatures will be handled as described in Section 4.3.1.1.1. 

5.3.2.4 Intensity 

For solicited reactions, missing intensities will be handled as described in Section 4.3.1.1.1. 

5.3.2.5 Start Date and Stop Date 

Missing or partially missing start dates for unsolicited AEs will remain missing and will not be 
imputed.  
Missing or partially missing stop dates for AEs (solicited reactions and unsolicited AEs) will 
remain missing and will not be imputed. 
If either the start or stop date is missing or partially missing, the time of onset will be considered 
to be missing. Nevertheless unsolicited AEs with missing time of onset will be included in 
analyses according to the visit collected. 

5.3.3 Efficacy 

Not applicable. 

5.4 Interim/Preliminary Analysis 

No formal interim analyses are planned. 
The statistical analysis will be performed in two steps. A first statistical analysis will be 
performed when results on all immunogenicity and safety data collected up to D56 (i.e., up to 28 
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days after the primary vaccination series) will be obtained and locked. A final statistical analysis 
will be performed when immunogenicity and safety results from D56 to M7 will be obtained and 
locked.  

5.5 Determination of Sample Size and Power Calculation 

An arbitrary number of 80 subjects per VRVg-2 group and 40 subjects in both VRVg-1 and 
Imovax Rabies has been proposed. 

 

Table 5.4:  
 

 
In terms of safety, according to the occurrence rate of the observed AEs, 80 subjects will allow for 
the following 95% CI (Table 5.5). 
95% CI calculations corresponding to anticipated AEs rates in VRVg-2 groups of 80 subjects. 

Table 5.5: 95% CI calculations corresponding to anticipated AEs rates in VRVg-2 groups of 
80 subjects 

Observed numbers Observed % 95% CI 

8/80 10.0 (4.4; 18.8) 
12/80 15.0 (8.0; 24.7) 
16/80 20.0 (11.9; 30.4) 
20/80 25.0 (16.0; 35.9) 
24/80 30.0 (20.3; 41.3) 
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5.6 Data Review for Statistical Purposes 
A treatment blind review of the data has been anticipated through the data review process led by 
data management before database lock. This review of the data included a statistical review. 

5.7 Changes in the Conduct of the Trial or Planned Analyses 

No significant change occurred during the conduct of the trial not documented in a protocol 
amendment. 
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