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Overview of key Issues

m |nactivated Vero cdll culture-derived JE vaccine (JE-VC) Is
the only JE vaccine licensed and availablein the U.S.

m |n 2009, JE-VC licensed for use in adults >17 years of age

m On May 17, 2013, FDA licensed JE-VC for usein children 2
monthsthrough 16 years of age

m Wewill present the evidence review, GRADE evaluation,
and proposed recommendations for use of JE-VC in children



JE-VC (Ixiaro)

m Manufactured by Intercell Biomedical
m Distributed in U.S. private market by Novartis Vaccines

m Indicated for active immunization to prevent disease
caused by JE virus

m Dosage and administration

0.25 mL dose for children 2 monthsthrough 2 years of age
0.5 mL dose for children >3 years of age and adults
Primary series. 2 doses administered 28 days apart



JE-VC efficacy and correlate of protection

m No efficacy data for JE-VC

Availability of several effective JE vaccinesin Asia
make a compar ative efficacy trial difficult to perform

m Established immunologic correlate of protection

JE virus 50% plaque reduction neutralization test
(PRNT) titer >10*

*Hombach. Vaccine 2005; M ar koff. Vaccine 2000.



JE-VC licensurein adults

m Non-inferiority of neutralizing antibody response compared
to licensed mouse brain-derived JE vaccine (JE-M B)

Proportion of JE-VC recipientswho achieved JE virus PRNT ¢,
titer =10 as a correlate of protection

JE-MB had 91% efficacy in arandomized controlled trial in
>65,000 children in Thailand in 1984-86

m Safety evaluationsin ~5,000 adultsin clinical trials

m Sincelicensure, >300,000 dosesdistributed in U.S.



ACIP recommendations for JE vaccine

m |n June 2009, ACIP approved recommendations for

use of JE vaccinesin U.S. travelers, including

JE-VC in adults >17 years of age
| nactivated mouse brain-derived JE vaccine (JE-M B)

for adults and children =1 year of age

m |n February 2011, ACIP approved recommendations
for a booster dose of JE-VC

m JE-MB isnolonger manufactured or available
Estimated 2,000-3,000 doses distributed to pediatric

providers from 2002-2009
Optionsfor obtaining JE vaccinefor U.S. children were

published in MMWR in May 2011



ACIP JE Vaccine Workgroup activities

m Reactivated the workgroup in October 2012

m Met 13 timesto discuss JE-VC in children
Reviewed epidemiology of JE in travelers
Reviewed JE-VC safety and immunogenicity data
Performed GRADE evaluation
Developed proposed recommendations

m Two previous presentationsto ACIP on thistopic
October 2012: Workgroup charge and plans
February 2013. JE and JE vaccinefor travelers
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Agenda for JE vaccine session

Safety and immunogenicity of JE-VC
In children

GRADE evidencefor JE-VC in children

Recommendationsfor use of JE-VC
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