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Background - Individual MAEs that were significantly increased or decreased after LAIV The incidence rates of SAEs were low and not significantly higher or lower in Figure 2. Statistically Significant Differences in Events in LAIV Recipients 9-17 Years of Age Relative to Controls
- The safety of live attenuated influenza vaccine (LAIV) has been evaluated in were organized by organ class in a 2-dimensional heat map (Figures 1 and 2). LAIV recipients relative to control groups in any comparison.
26,031 children enrolled in placebo- and trivalent inactivated influenza vaccine - Statistical significance was assigned without multiplicity adjustment. 2 SAEs (Bell palsy [n=2] and nonspecific paroxysmal spell [n=1]) were S
(TIV)—controlled clinical trials and a community-based open-label study.'2 Results considered possibly related to LAIV.
- LAIV was initially approved in the United States in 2003 for eligible individuals - In the analysis population, 43,702 subjects 5-17 years of age were vaccinated + In children 9-17 years of age, Bell palsy occurred in 2 children vaccinated ey o -
5-49 years of age; the age indication was lowered to include children as young with 53,369 doses of LAIV; matched controls were TIV-vaccinated (n=44,656) with LAIV, 7 vaccinated with TIV, and no unvaccinated children. Prgnany pran Sl - o
as 2 years in 2007. and unvaccinated (n=50,854) subjects (Table 2). The rate of hospitalization was low and not significantly higher or lower in LAIV e
«+ As part of a postlicensure commitment to the US Food and Drug Administration, recipients relative to control groups in any comparison. o et i il
i i i Table 2. Characteristics of Subjects Receiving Doses in All Analyses I . . o prder
60,000 LAIV recipients 5-49 years of age, including approximately 20,000 Type of Analysis unrelated to LAIV, _ s
individuals in each of 3 age cohorts (5-8 'y, 9-17 y, and 18-49 y). s gt n
. . . . . . .. thine - - - B Figure 1. Statistically Significant Differences in Events in LAIV Recipients 5-8 Years of Age Relative to Controls Asperger's Syndrom
- LAIV is also approved in other countries for use in eligible individuals aged bl Al S Ll CTEEEED LA s e
2-49 years (2-17 v in the European Union and 2-59 y in Canada) Comparison _Unvaccinated Controls INVEGOTrols — i . A
y y P y ’ Subject LAIV Doses LAIV Doses Unvaccinated LAIV Doses TIV Doses iy pasing R TR
Objective :I:r(\%actenstucs, (n=53,369) (n=53,366)  (n=53,175) (n=48,683)  (n=46,932) e, e e
; ; Seretsorirs o I neopaam o8 | I
- To evaluate the postlicensure safety of LAIV among US children aged 5-8 and Age category, y W ST .I e E
9-17 years 3-4* 0(0.0 0(0.0) 172 (0.3) 0(0.0 1683 (3.5) s
Methods 5-8 23,530 (44.1) 23,528 (44.1) 23,362 (43.8) 21,312 (43.8) 19,631 (40.3) u“’; ey I = e
il AR, = S poss | o =
- Safety data were prospectively collected from a Kaiser Permanente Health Plan 9-17 29,839 (55.9) 20,838 (55.9) 29,794 (55.8)  27,371(56.2) 27,211 (55.9) et i [
database of 4 million members in Northern California, Hawaii, and Colorado; Pyt sorders a
members received LAIV and TIV as part of routine care. UE=Er T (@) B 9ol 1613 (118 = u
. . Sex iy, peisering oisningnssion i -
+ Rates of medically attended events (MAEs) and serious adverse events Female 28123 (52.7) 28121 (527) 28,121 (52.7) 25487 (52.4) 25,487 (52.4) e BB B
(SAEs) were assessed in eligible children 5-17 years of age receiving LAIV Focless B, malra, s el Benn s
from October 2003-March 2008; comparators were multiple nonrandomized Male 25246 (47.3)  25245(47.3)  25245(47.3) 23,196 (47.6) 23,196 (47.6) T, "1 T
controls, including self-control, matched unvaccinated controls, and matched e o n
T|V reCipientS. Healthcare use connen;t:;::.s;::d;:::: Muscu,;;ke,e:izgz HES o Gastrointestinal disorders [}
. Subjects were matched based on age, sex, and previous healthcare use Low (0 or 1 visit) 37,940 (71.1) 37,939 (71.1) 37,939 (71.1) 37,731 (71.3) 34,731 (71.3) Sl wcens [ | i
H ) - Allergic Rhinitis/Rhinitis
- Children at high risk (eg, those with underlying medical conditions for whom High (22 visits) 15,429 (28.9) 15,427 (28.9) 15,427 (28.9) 13,952 (28.7) 13,952 (28.7) e :. S
LAIV was not recommended) were excluded from analysis. m
- MAEs were identified in the clinic, emergency department, and hospital. One Byear-at and one 15 year ot both TV comols, were nciuded s analysis woremsmerare: [ i ey
J =" e wvonza | [ Rorvo st G
-+ All MAEs and SAEs through 42 days postvaccination and all hospitalizations . 9496 MAE incidence rate comparisons were performed, 372 (4%) of which o S - m o
and deaths through 6 months postvaccination were analyzed (Table 1). . o C . e ’ : s [
yielded statistically significant differences: 204 incidence rates were higher and R o s ull
he 1S + Satoty Anal 168 incidence rates were lower in LAIV recipients compared with controls. o e Bloatymphatc e dorder
able 1. Summary of Safety Analyses . . — - S —attention deficit di ion deficit- ivity disorder; D1=dose 1; D2=dose 2; ED= : FU=follow-up;
_ _ - No anaphylaxis events occurred within 3 days postvaccination. . = (GE-gastrossophagest; Hosp—hospialzaton; LAN-Ive anencatedinflenza vaoeine: MAE.mecloalhy ttended aver MedDRA-Medical Diotonary for
Event Perlod, d Settlng No MAE rate dlﬂ:erences suggested a safety s|gna| for LAIV among Ch||dren Ear and labyvinth Heptrofiiesls L u Regulatory Activities; NOS=not otherwise specified; SOC=system organ class; TIV=trivalent inactivated influenza vaccine; URI=upper respiratory tract infection;
. Clacecees] Cerumen impaction [ UTl=urinary tract infection.
Anaphylaxis, urticari 3 Clinic, ED, hospital . b : Rarvoussystam aisordars S, Norl
napnylexis, uriicaria nie, E5, hospria aged 5-8 years (Figure 1) or 9-17 years (Figure 2) relative to controls. S s ode M Conclusions
Individual MAE: 21* and 42 Clinic, ED, hospital . . . .
navieua ° o e ospra - Events occurring at a higher rate after LAIV were clustered in the unvaccinated + Similar to preclinical studies and an analysis from the Vaccine Adverse Events Reporting System (VAERS)
. . ADD/ADHD-=: ion deficit disorder/z ion deficit-h ivity disorder; D1=d 1; D2=d 2; ED= d ; FU=follow-up; Hosp=hospitali: 3 7 H 3 thi H H N sanifi
SAEs 21 and 42 Al control columns; events occurring at a lower rate after LAIV were clustered in LAlVivestenieid ierca varcine: MAE Ticicl i vt MocDFc el Dictoery o Fegliory ACie NCS=nct i specios, outoomes when the vaceine was used in the approved population. T e oAt adverse
Hospitalizations and deaths for all causes 21’ 42 and 180 Hospital, anyt the TlV COﬂtI’O| CO|umn SOC=system organ class; TIV=trivalent inactivated influenza vaccine; URI=upper respiratory tract infection; UTI=urinary tract infection. o A " . )
. * The incidence of MAEs was comparable between LAIV recipients and multiple nonrandomized controls,
\l;lvgl)gpti)tlz;)liezia:}ﬁjr;snigd deaths for rare events potentially related to 180 ange?irgidrf study Hospital, any . Asthma/wheezing MAEs were not statistically increased in LAIV recipients; in Refel"erlces andsno p.‘:.ttell;n of MAEs was. four:: to occu:‘ at r?igher ra:es than in con:trol grou!)s.t. LA
F . . . ° peciiically, no increase In astnma or wheezing events were seen arter vaccination wi .
ey G ATy SeTeE cre SAESERaS CR e e, 40 comparisons, asthma/wheezing MAEs decreased among LAIV recipients. . Ambrose CS, et al. Influenza Other Respir Viruses. 2011;5:67-75. « Because of the lack of adjustment for multiple comparisons, a large number of significant outcomes would
Mo el e s R - Only 1 MAE was significantly increased among LAIV recipients relative to all 3 2. Piedra PA, et al. Pediatrics. 2005;116:e397-407. ti elxpgcted °Wi':@l!) to chahmﬁ :'one-k -  undertving health )
) ; P ) ) ) ) : - . : : h 504 * Likely because of bias in health-seeking behavior and underlying health status, most events that were
*The end of the entire study period was defined as 6 mo after completion of the primary dosing regimen by the last person vaccinated within the age cohort. Con‘trol groups’ breast Iump/CySt IN sSU b]eCtS 9—1 7 years Of age (n:?) 3. lzurieta HS, et al. JAMA. 2005;294:2720-2725. incre!;sed after vaccination with LAIV V\?ere in comparison Wityh L?nvaccinated controls, and most events
k that were decreased after vaccination with LAIV were in comparison with TIV-vaccinated controls. J

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

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

Sponsored by Medimmune, LLC.



