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Over vi ew
 

 Thr ee out comes 
 Fever 
 Medically-at t ended wheezing 
 Serious adverse event s (SAEs) 

 Saf et y anal yses f ocus up on younger chi l d ren 

 Ob ser vat i onal st ud i es excl ud ed 
 Differences in healt h st at us of underlying populat ions may affect 

interpret at ion of safet y out comes 



 
 

EVIDENCE PROFILE 
2—8 YEARS 



  
  
 

Evid ence Prof ile—LAIV vs. IIV—2-8-year -old s
 
Med ically-at t end ed w heezi ng
 

(CRITICAL)
 

 

• 
• 
• 
• 

 

 St ud i es  
(n)  

Risk of   
Bi as  Inconsist ency  In d i r ect ness  Imprecision 

Effect  
Qualit y  

RR  [95% CI]  Risk Dif f erence  
wit h LAIV  [95% CI]  

1  Not   
Serious  

Not  
Serious  

Not   
Serious  Serious  1.11  

[0.67 –  1.85]  
1 more  per 1000  

[4  fewer  –  11 more]  
2  

(Moderat e)  

Prot ocol-defined “medically  significant  wheezing”  
Follow-up  42 days.  
Dat a limit ed  t o children aged  24 t hrough 59 mont hs.  
Following dose  1;   wit hout  regard t o previous  vaccinat ion.  
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Evid ence Prof ile—LAIV vs. IIV—2-8-year -old s
 
Med ically-at t end ed w heezi ng
 

(CRITICAL)
 

St ud i es 
(n)  

Risk of   
Bi as  Inconsist ency  In d i r ect ness  Imprecision  

Effect  
Risk Dif f erence  

wit h LAIV  [95% CI]  RR  [95% CI]  
Qualit y  

1  Not   
Serious  

Not  
Serious  

Not   
Serious  Serious  1.36  

[0.68 –  2.69] 
3 more  per 1000  

[3  fewer  –  16 more]  
2  

(Moderat e)  

Prot ocol-defined “medically  significant  wheezing”  
Follow-up  42 days.  
Dat a limit ed  t o children aged  24 t hrough 59 mont hs.  
Following  dose 1;   NOT  previously vaccinat ed.  
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 3  fewer  per 1000  
[12  fewer–18 more]  

Evid ence Prof ile—LAIV vs. IIV—2-8-year -old s
 
Med ically-at t end ed w heezi ng
 

(CRITICAL)
 

St ud i es  
(n)  

Risk of   
Bi as  Inconsist ency  In d i r ect ness  Imprecision 

Effect 
Qualit y  

RR  [95% CI]  Risk Dif f erence  
wit h LAIV  [95% CI]  

1  Not   
Serious  

Not  
Serious  

Not   
Serious  Serious  0.87  

[0.41 –  1.87]  
2  

(Moderat e)  

Prot ocol-defined “medically  significant  wheezing”  
Follow-up  42 days.  
Dat a limit ed  t o children aged  24 t hrough 59 mont hs.  
Following dose  1;   previously  vaccinat ed.  



  
  
 

 
 

• 
• 
• 
• 

 8 fewer per 1000  
[13  fewer  –  1  more]  

Evid ence Prof ile—LAIV vs. IIV—2-8-year -old s
 
Med ically-at t end ed w heezi ng
 

(CRITICAL)
 

St ud i es  
(n)  

Risk of   
Bi as  Inconsist ency  In d i r ect ness  Imprecision  

Effect  
Qualit y  

RR  [95% CI]  Risk Dif f erence  
wit h LAIV  [95% CI]  

1  Not   
Serious  

Not  
Serious  

Not   
Serious  Serious  0.58  

[0.31 –  1.06]  
2  

(Moderat e)  

Prot ocol-defined “medically  significant  wheezing”  
Follow-up  42 days.  
Dat a limit ed  t o children aged  24 t hrough 59 mont hs.  
Following  dose 2;   NOT  previously vaccinat ed.  



  
    

 

 

 
   

       
        

• 
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• 
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Evidence Prof ile—LAIV vs. IIV—2-8-year -olds
 
Fever, ≥38.6ºC or ≥38.9ºC—Rand omi zed St ud i es
 

(IMPORTANT)
 

St ud i es  
(n)  

Risk of   
Bi as  Inconsist ency  Ind i rect ness  Imprecision 

Ef f ect  
Qualit y  

RR  [95% CI]  Risk Dif f erence  
w i t h LAIV  [95% CI]  

2  Not   
Serious  

Not   
Serious  

Not   
Serious  Serious  0.89  

[0.73 –  1.08]  
5 fewer per 1000  

[11  fewer  –  3 more]  
2  

(Moderat e)  

Follow-up days 0-10. 
Following dose 1. 
Dat a for Belshe et al. from sBLA . 
Temperat ure t hresholds differed slight ly bet ween st udies: 38.6ºC (Ashkenazi) vs. 38.9 ºC (Belshe). 



  
 

 
 

Evidence Prof ile—LAIV vs. IIV—2-8-year -olds
 
Rel at ed SAEs
 

St ud i es  
(n)  

Risk of   
Bi as  Inconsist ency  Ind i rect ness  Imprecision  

Ef f ect  
Qualit y  

RR  [95% CI]  Risk Dif f erence  
wi t h LAIV  [95% CI]  

2  Not  
Serious  

Not   
Serious  

Not   
Serious  Serious  0.90  

[0.34 –  2.37]  
0 fewer per 1000  
[1  fewer  –  2 more]  

2  
(Moderat e)  



 
 

 

      

  
    

 

Evi d ence Summar y : Saf et y
 

2-8 year ol d s St ud y Desi gn (n) Fi nd i ngs Qualit y 

Med ica lly a t t end ed wheezing 
(Crit ica l) RCT (1) No d ifference 2 

(Mo d era t e) 

Fever  
(Im p o rtan t)  

2 
(Mo d era t e)  RCT (2)  No  Difference  

2 
(Mo d era t e)  Rela t ed SAE  RCT (2)  No d ifference  

10 



 

   
 

 
     

    
 

 
     

Limit at ions
 

 Def i ni t i ons of out comes of i nt er est not st and ar d i zed 
across st ud i es. 

 St ud i es not ad eq uat el y p ower ed t o d et ect d i f f er ences 
i n rar e b ut ser i ous out comes (e.g., Guillain-Barré; 
anap hyl axi s). 

 Al l d at a p er t ai n t o t r i val ent vacci nes (LAIV3 and IIV3). 
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Thank You!
 

For more i nf or mat i on p l ease cont act Cent er s f or Di sease Cont rol and Prevent i on 

1600 Clift on Road NE, At lant a, GA 30333 
Telephone, 1-800-CDC-INFO (232-4636)/ TTY: 1-888-232-6348 
E-mail: cdcinfo@cdc.gov Web: w w w.cdc.gov 

Nat ional Cent er for Immunizat ion and Respirat ory Diseases
 

Influenza Division 13
 

http:w.cdc.gov
mailto:cdcinfo@cdc.gov
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