
GRADE	
  Table	
  1.	
  What	
  is	
  the	
  effectiveness	
  of	
  inactivated	
  Vero	
  cell-­‐derived	
  JE	
  
vaccine	
  in	
  preventing	
  JE	
  disease	
  in	
  vaccinees	
  living	
  in	
  JE-­‐endemic	
  areas?	
  
	
  
Population	
  :	
  	
  Immunocompetent	
  individuals	
  living	
  in	
  JE-­‐endemic	
  areas	
  
Intervention:	
  Two	
  doses	
  (primary	
  series)	
  of	
  inactivated	
  Vero	
  cell-­‐derived	
  vaccine	
  	
  
Comparison:	
  Placebo/no	
  vaccination/other	
  JE	
  vaccines	
  
Outcome	
  	
  	
  	
  	
  :	
  JE	
  disease	
  (immunogenicity	
  accepted)	
  

What is the effectiveness of two doses of inactivated Vero cell-derived JE vaccine in preventing JE disease in 
individuals living in JE-endemic areas? 

    Rating Adjustment to rating 

   
   

  Q
ua

lit
y 

A
ss
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sm

en
t 

No. of studies/starting rating 7 RCTs1 4 

Factors 
decreasing  
confidence 

Limitation in 
study design None serious2 0 

Inconsistency None serious  0 

Indirectness Serious3 -1 

Imprecision None serious 0 

Publication bias None serious    0  

Factors 
increasing 
confidence 

Large effect Applicable4  +1 

Dose-response Not applicable   0  
Antagonistic bias 
and confounding Not applicable   0  

Final numerical rating of quality of evidence 4  

Su
m

m
ar

y 
of

 F
in

di
ng

s Statement on quality of evidence 

Evidence supports a high 
degree of confidence that 
the true effect lies close to 
that of the estimate of 
effect on health outcome 

Conclusion 

Inactivated Vero cell-
derived JE vaccines elicit 
seroprotective neutralizing 
antibody titres. 

Based on a review of data 
on IXIARO 

1Clinical	
  studies	
  from	
  7	
  RCTs	
  in	
  approximately	
  2,890	
  IXIARO	
  vaccinees	
  provided	
  short-­‐term	
  immunogenicity	
  data.	
  Across	
  
multiple	
  studies	
  in	
  adults,	
  high	
  rates	
  of	
  seroprotection	
  have	
  been	
  found	
  one	
  month	
  following	
  completion	
  of	
  the	
  two-­‐dose	
  
primary	
  series.	
  In	
  the	
  largest	
  study	
  of	
  430	
  adult	
  vaccine	
  recipients,	
  the	
  seroprotection	
  rate	
  was	
  98%	
  and	
  the	
  GMT	
  was	
  244	
  
(Tauber	
  2007).	
  Among	
  children	
  living	
  in	
  an	
  endemic	
  setting,	
  there	
  are	
  two	
  studies,	
  one	
  in	
  India	
  (N=24	
  vaccinees	
  aged	
  1-­‐3	
  
years;	
  Kaltenböck	
  2010)	
  and	
  one	
  in	
  the	
  Philippines	
  (N=1,411	
  IXIARO	
  vaccinees	
  aged	
  2	
  months	
  -­‐	
  17	
  years,	
  396	
  assessed	
  for	
  
immunogenicity;	
  Dubischar-­‐Kastner	
  2012).	
  In	
  the	
  small	
  Indian	
  study,	
  95.7%	
  (95%	
  CI:	
  87.3-­‐100)	
  of	
  vaccinees	
  who	
  received	
  
the	
  age	
  appropriate	
  dose4	
  were	
  seroprotected	
  one	
  month	
  following	
  the	
  second	
  dose	
  with	
  a	
  GMT	
  of	
  201	
  (95%	
  CI:	
  106-­‐380).	
  
In	
  the	
  Philippines,	
  the	
  age	
  appropriate	
  dose	
  (0.25ml	
  2	
  months	
  to	
  <3	
  years	
  of	
  age,	
  0.5ml	
  3-­‐18	
  years	
  of	
  age)	
  elicited	
  the	
  
following	
  rates	
  of	
  seroconversion	
  in	
  the	
  2-­‐<6	
  months,	
  6-­‐<12	
  months,	
  1-­‐<3	
  years,	
  3-­‐<12	
  years,	
  and	
  12-­‐<18	
  years	
  age	
  groups,	
  
respectively:	
  100%,	
  95%,	
  97%,	
  94%,	
  and	
  77%	
  (Dubischar-­‐Kastner	
  2012).	
  	
  
2Some	
  RCTs	
  assessed	
  immunogenicity	
  in	
  vaccine-­‐recipients,	
  though	
  not	
  within	
  the	
  control	
  group	
  (or	
  was	
  a	
  single-­‐arm	
  trial).	
  	
  
3Clinical	
  study	
  outcomes	
  are	
  based	
  on	
  an	
  accepted	
  immunological	
  correlate	
  of	
  protection	
  (Hombach	
  2005).	
  	
  
4	
  High	
  seroprotection	
  (>80%)	
  rates	
  post-­‐vaccination,	
  a	
  defined	
  threshold	
  in	
  the	
  WHO	
  Guidance	
  for	
  the	
  Development	
  of	
  
Evidence-­‐Based	
  Vaccine-­‐Related	
  Recommendations.	
  
	
  



Reference	
  List	
  
	
  
Studies	
  in	
  Endemic	
  Settings	
  
	
  
Dubischar-­‐Kastner	
  K,	
  Kadlecek	
  V,	
  Eder	
  S,	
  Sablan	
  Jr.	
  B,	
  Borja-­‐Tabora	
  CF,	
  Gatchalian	
  S,	
  Westritschnig	
  K.	
  
Safety	
  and	
  Immunogenicity	
  of	
  the	
  Inactivated	
  Japanese	
  Encephalitis	
  Vaccine	
  IXIARO®,	
  IC51,	
  in	
  
Filipino	
  Children	
  Aged	
  2	
  Months	
  to	
  <	
  18	
  Years.	
  Presented	
  at	
  the	
  Asia	
  Pacific	
  Travel	
  Health	
  Conference,	
  
2012.	
  	
  

Dubischar-­‐Kastner	
  K,	
  Kadlecek	
  V,	
  Bézay	
  N,	
  Sablan	
  Jr.	
  B,	
  Borja-­‐Tabora	
  CF,	
  Gatchalian	
  S,	
  Eder	
  S,	
  
Westritschnig	
  K.	
  24-­‐Months	
  Antibody	
  Persistence	
  in	
  Children	
  With	
  and	
  Without	
  a	
  Booster	
  Dose	
  of	
  an	
  
Inactivated	
  Japanese	
  Encephalitis	
  Vaccine,	
  JE-­‐VC,	
  IC51.	
  Presented	
  at	
  the	
  Northern	
  European	
  
Conference	
  on	
  Travel	
  Medicine,	
  2014.	
  

Kaltenböck	
  A,	
  Dubischar-­‐Kastner	
  K,	
  Schuller	
  E,	
  Datla	
  M,	
  Klade	
  CS,	
  Kishore	
  TS.Immunogenicity	
  and	
  
safety	
  of	
  IXIARO	
  (IC51)	
  in	
  a	
  Phase	
  II	
  study	
  in	
  healthy	
  Indian	
  children	
  between	
  1	
  and	
  3	
  years	
  of	
  age.	
  
Vaccine.	
  2010	
  Jan	
  8;28(3):834-­‐9.	
  

	
  
Studies	
  in	
  Non-­‐Endemic	
  Settings	
  
	
  
Dubischar-­‐Kastner	
  K,	
  Eder	
  S,	
  Buerger	
  V,	
  Gartner-­‐Woelfl	
  G,	
  Kaltenboeck	
  A,	
  Schuller	
  E,	
  Tauber	
  E,	
  Klade	
  
C.	
  Long-­‐term	
  immunity	
  and	
  immune	
  response	
  to	
  a	
  booster	
  dose	
  following	
  vaccination	
  with	
  the	
  
inactivated	
  Japanese	
  encephalitis	
  vaccine	
  IXIARO,	
  IC51.	
  Vaccine.	
  2010	
  Jul	
  19;28(32):5197-­‐202.	
  	
  

Kaltenböck	
  A,	
  Dubischar-­‐Kastner	
  K,	
  Eder	
  G,	
  Jilg	
  W,	
  Klade	
  C,	
  Kollaritsch	
  H,	
  Paulke-­‐Korinek	
  M,	
  von	
  
Sonnenburg	
  F,	
  Spruth	
  M,	
  Tauber	
  E,	
  Wiedermann	
  U,	
  Schuller	
  E.	
  Safety	
  and	
  immunogenicity	
  of	
  
concomitant	
  vaccination	
  with	
  the	
  cell-­‐culture	
  based	
  Japanese	
  Encephalitis	
  vaccine	
  IC51	
  and	
  the	
  
hepatitis	
  A	
  vaccine	
  HAVRIX1440	
  in	
  healthy	
  subjects:	
  A	
  single-­‐blind,	
  randomized,	
  controlled	
  Phase	
  3	
  
study.	
  Vaccine.	
  2009	
  Jul	
  16;27(33):4483-­‐9.	
  

Lyons	
  A,	
  Kanesa-­‐thasan	
  N,	
  Kuschner	
  RA,	
  Eckels	
  KH,	
  Putnak	
  R,	
  Sun	
  W,	
  Burge	
  R,	
  Towle	
  AC,	
  Wilson	
  P,	
  
Tauber	
  E,	
  Vaughn	
  DW.	
  A	
  Phase	
  2	
  study	
  of	
  a	
  purified,	
  inactivated	
  virus	
  vaccine	
  to	
  prevent	
  Japanese	
  
encephalitis.	
  Vaccine.	
  2007	
  Apr	
  30;25(17):3445-­‐53.	
  
	
  
Schuller	
  E,	
  Jilma	
  B,	
  Voicu	
  V,	
  Golor	
  G,	
  Kollaritsch	
  H,	
  Kaltenböck	
  A,	
  Klade	
  C,	
  Tauber	
  E.	
  Long-­‐term	
  
immunogenicity	
  of	
  the	
  new	
  Vero	
  cell-­‐derived,	
  inactivated	
  Japanese	
  encephalitis	
  virus	
  vaccine	
  IC51	
  
Six	
  and	
  12	
  month	
  results	
  of	
  a	
  multicenter	
  follow-­‐up	
  phase	
  3	
  study.	
  Vaccine.	
  2008	
  Aug	
  
12;26(34):4382-­‐6.	
  (A)	
  

Schuller	
  E,	
  Klade	
  CS,	
  Heinz	
  FX,	
  Kollaritsch	
  H,	
  Rendi-­‐Wagner	
  P,	
  Jilma	
  B,	
  Tauber	
  E.	
  Effect	
  of	
  pre-­‐existing	
  
anti-­‐tick-­‐borne	
  encephalitis	
  virus	
  immunity	
  on	
  neutralising	
  antibody	
  response	
  to	
  the	
  Vero	
  cell-­‐
derived,	
  inactivated	
  Japanese	
  encephalitis	
  virus	
  vaccine	
  candidate	
  IC51.	
  Vaccine.	
  2008	
  Nov	
  
11;26(48):6151-­‐6.	
  (B)	
  

Schuller	
  E,	
  Klade	
  CS,	
  Wölfl	
  G,	
  Kaltenböck	
  A,	
  Dewasthaly	
  S,	
  Tauber	
  E.	
  Comparison	
  of	
  a	
  single,	
  high-­‐
dose	
  vaccination	
  regimen	
  to	
  the	
  standard	
  regimen	
  for	
  the	
  investigational	
  Japanese	
  encephalitis	
  
vaccine,	
  IC51:	
  a	
  randomized,	
  observer-­‐blind,	
  controlled	
  Phase	
  3	
  study.	
  Vaccine.	
  2009	
  Mar	
  
26;27(15):2188-­‐93.	
  



Tauber	
  E,	
  Kollaritsch	
  H,	
  Korinek	
  M,	
  Rendi-­‐Wagner	
  P,	
  Jilma	
  B,	
  Firbas	
  C,	
  Schranz	
  S,	
  Jong	
  E,	
  Klingler	
  A,	
  
Dewasthaly	
  S,	
  Klade	
  CS.	
  Safety	
  and	
  immunogenicity	
  of	
  a	
  Vero-­‐cell-­‐derived,	
  inactivated	
  Japanese	
  
encephalitis	
  vaccine:	
  a	
  non-­‐inferiority,	
  phase	
  III,	
  randomised	
  controlled	
  trial.	
  Lancet.	
  2007	
  Dec	
  
1;370(9602):1847-­‐53.	
  

Other	
  	
  
	
  
Hombach	
  J,	
  et	
  al.	
  Report	
  on	
  a	
  WHO	
  consultation	
  on	
  immunological	
  endpoints	
  for	
  evaluation	
  of	
  new	
  
Japanese	
  encephalitis	
  vaccines,	
  WHO,	
  Geneva,	
  2-­‐3	
  September,	
  2004.	
  Vaccine.	
  2005;23(45):5205-­‐11	
  
	
  


