Medimmune

Christopher S. Ambrose, MD,' Xionghua Wu, PhD,? Markus Knuf, MD,® Peter Wutzler, MD*

Medical and Scientific Affairs, Medimmune, LLC, Gaithersburg, MD, USA; ?Biostatistics, Medimmune, LLC, Gaithersburg, MD, USA;
3Department of Children and Adolescents, Dr. Horst Schmidt Klinik, Wiesbaden, Germany, and Pediatric Infectious Diseases,

University Medicine, Mainz, Germany; “Institute of Virology and Antiviral Therapy, Friedrich-Schiller University of Jena, Jena, Germany

Meta-analysis of the Efficacy of Live Attenuated Influenza Vaccine in Children 2 Through 17 Years of Age

For additional information, please contact
Christopher S. Ambrose, MD
ambrosec@medimmune.com

4 )
Background Table 1. Trials Comparing LAIV With Placebo or TIV in Children 2-17 Years of Age Results
- Children are among the most SUSCGptible to influenza Figure 1. Meta-analyses of vaccine efficacy for LAIV vs placebo (year 1, 2 doses) Figure 3. Meta-analyses of vaccine relative efficacy for LAIV vs TIV (year 1, 1 and
. . . . . I Study Treatment Group for antigenically similar subtypes. 2 doses) for subtypes regardless of antigenic similarity.
infection and are primarily responsible for transmitting Location Time Period Population Age Range (Doses) Subjects, n
: 1-6 . AHIN1 e ooy gstmate A/H1IN1 Va Icc‘jngdeffilcacyé estimate
the iliness to others. Placebo studies sarn| s e Dig3-ps1a| * Incividual study .
AV006"° Year 1: Aug 1996-Apr 1997 Previously unvaccinated children 24-71 mo LAIV (2) 717 Overall — D153-P515 D
- In several countries, live attenuated influenza vaccine United States sEesoly 2 AN - e T
. . i . Year 2: Sep 1997-May 1998 24-83 mo LAIV (1) 748 oisopsoi| b = | vera ‘
(LAIV) is approved for use in eligible children and Placebo (1) 362 D1 poh — A/H3N2
D153-P5011 Year 1: Sep 2000-Oct 2001 Previously unvaccinated children 24-35 mo LAIV (2 782 e o D153-P514
adolescents 2 years of age and older. China, Hong Kong, India, Malaysia, P Y Placebe () 631 . S .
. i L. . Philippines, Singapore, Taiwan, Thailand (Oriuinalc\assificati;r;;:\égun? ‘ JE—— MI-CP111 ———
- Multiple randomized controlled clinical trials have Year 2: Nov 2001-Oct 2002 24-47 mo LAV (1) 771 Dis sz . Overall F—
. . Placebo (1) 494 Overall —a— B
evaluated the eﬁ:lcacy Of LAIV agalnSt culture- D153-P502'° Year 1: Oct 2000-May 2001 Previously unvaccinated children attending 24-35 mo LAIV (2) 490 (B variants asdissm?uarl AVO0G [ D153-P514
confirmed influenza illness compared with placebo or Belgium, Finland, Israel, Spain, day care Placebo (2) 356 Disya ——— DIS3-P515 —
nite Ingaom a MI-CP111 P
. . . . . _Any Strain
trivalent inactivated influenza vaccine (TIV).”- Year 2: Dec 2001-May 2002 24-47 mo péﬁé\ég%n pic (0ranel cesicetoruong . s Overall ——
DIs3-PE02 = Any Strain
. These data have not been Collective|y ana|yzed for D153-P504™° ) . Year 1: Apr 2001-Nov 2001 Previously unvaccinated children 24-35 mo LAIV (2) 344 Disspets —_— D153-P514
South Africa, Brazil, Argentina Placebo (2) 332 — Overall [ D155 Pa
children 2-17 years of age,'” the age group for whom Year 2: Mar 2002-Nov 2002 24-47 mo LAV (1) 265 (B variot 0 disimier) ayogg - MI-CPI11 -
. Placebo (1) 276 Dot = Overall o
LAIV is approved for use. D153-P513" Feb 2002-Nov 2002 Previously unvaccinated children 24-35 mo LAV (2) 209 Dot N 00 95 0 %5 0 %5 s 75 100
Ob-ective PRI, e et (&) e2 ot 75 0 T =2 w0 Relative Vaccine Efficacy (%)
l . . . TIV studies . . . X . VB e ) . X LAIV:Ii\{e att_enuated influenza vaccine; TIV=trivalent inactivated influenza vaccine. Symbol sizes are relative to the study
- To evaluate the efficacy of LAIV in children 2-17 years D153-P51414 Oct 2002-June 2003 Children who had experienced 2 or more 24-71 mo LAIV (2) 790 EAN=Ive attenvated nfluenza vaceine. Symbol sizes are efative o the stuy populaton sizes L alenan
f . data from all available randomized gelgium, (?zecl? Ii%te?ukl):ﬁcl, Fichaénd,_ ﬁ)&actitioner—aé}ende? RTls in tr_\eﬂpast TIV (2) 819
ermany, Israel, Italy, Poland, Spain, mo, regardless of previous influenza =
o age’ usmg i a . val 12 ’ Switzerlgnd, United )I/(ingdom P vaccinatiogn P Figure 2. Meta-analyses_of v_accine_efficacy for LAIV vs placebo (year 1, 2 doses; year 2, conclus'°ns
controlled clinical trials D153-P515' Oct 2002-May 2003 Children with a diagnosis of asthma, 617y LAIV (1) 1109 1 dose) for antigenically similar subtypes. - This meta-analysis provides precise estimates of
Belgium, Finland, Germany, Greece, Israel, regardless of previous influenza vaccination TIV (1) 1102 AHING TR . .
Methods Ry, Netheriands, Norway;, Poland, D1 o ity . LAIV efficacy among children 2-17 years of age,
0. ugal ) pain, switzerlana, DlsB:PSUZ e m— - -
. 8 randomized, controlled trials enrolled children 2-17 United Kingdom o —— :he age group for whom the vaccine is approved
. MI-CP11115 Oct 2004-Aug 2005 Children, regardless of previous 24-59 mo LAIV (1/2)* 2083 AM3N2 .
years of age (Table 1).7°-1 Belgium, Czech Republic, Finland, 9 e T e e IV (1/2)" 2083 o o " oruse
Germany, Greece, Hong Kong, Iceland, D153-P502 - H _
- 5 compared LAIV with placebo; 3 compared LAIV lorael 'tg'% KOfGaULebgng“’%Pai“’ e = + In children 2-17 years of age, LAIV has
’ weden, aiwan, United Kingdom, B demonstrated
W|th TIV United States (Original classifinalmn)Arvms _ o=
T e ——————————— D1 i —— . High efficacy after 2 doses in year 1
. I"nesses Caused by drlfted |nﬂuenza B VIFUSGS Were *2 doses were administered to those previously unvaccinated; 1 dose was administered to those previously vaccinated. '315365:?:" — . . . . .

. e . s - High efficacy after revaccination in year 2
analyzed as originally classified by the trials and o i s . Greater offi 4 with TIV
secondarily by classifying all antigenic B variants as Ref ot et » areater eflicacy compared wi
dissimilar eierences (o Ssiston oo . - LAIV efficacy estimates relative to placebo and

) 1. Heikkinen T, et al. J Infect Dis. 2004;190:1369-1373. 10. Bracco Neto H, et al. Pediatr Infect Dis J. 2009;28:365-371. g:ggigg; = TlVf | th b t f th U .t d St t
. The meta-analysis was conducted using a fixed- 2. Longini IM, Jr. and Halloran ME. Am J Epidemiol. 2005;161:303-306. 11. Forrest BD, et al. Clin Vaccine Immunol. 2008;15:1042-1053. ois st N or only those subjects irom the Unite ates

y i . 3. Mclntosh K and Lieu T. N Engl J Med. 2000;342:275-276. 12. Tam JS, et al. Pediatr Infect Dis J. 2007;26:619-628. e were robust and were similar to or higher than
effects model. A log-binornial model was used T e i o e s S . those observed overall
to (?aI.CUIate LAIV relative risk adjusting for study 6. Piedra PA, et al. Vaccine. 2005;23:1540-1548. 15. Belshe RB, et al. N Engl J Med. 2007;356:685-696. PGl ' ' e . The most common adverse reactions with LAIV
variation. 7. Belshe RB, et al. J Pediatr. 2000;136:168-175. 16. Fleming DM, et al. Pediatr Infect Dis J. 2006;25:860-869. % sccine 5‘?m ﬂu w 100 . A .

8. Lum LG, et al. Vaccine. 2010;28:1566-1574. 17. Rhorer J, et al. Vaccine. 2009;27:1101-1110. v . . . st in children are runny nose/nasal congestion and
=live attenuated influenza vaccine. Symbol sizes are relative to the study population sizes. o
9. Belshe RB, etal. N EngIJ Med. 1998;338:1405-1412. *Efficacy could not be estimated because there were no cases among placebo recipients. fever >1 00 F-
L J

1st National Immunization Conference Online ® March 26-28, 2012

Sponsored by Medimmune, LLC.



