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Approval Date: October 23, 2020

Product: VAQTA

Proper Name: Hepatitis A Vaccine, Inactivated

Manufacturer: Merck Sharp & Dohme Corp.

Indication: For the prevention of disease cause by hepatitis A virus (HAV) in persons 12 months

of age and older.

Description: VAQTA is an inactivated whole virus vaccine derived from hepatitis A virus grown

in cell culture in human MRC-5 diploid fibroblasts.

BLA: BL 103606

Regulatory Milestone:

VAQTA is a vaccine indicated for active immunization against disease caused by hepatitis
A virus (HAV) for persons > 12 months of age. VAQTA was initially licensed in persons > 2 years
of age in the Unites States (U.S.) in 1996. The protective efficacy and safety were evaluated in a
randomized, double-blind, placebo-controlled (alum placebo) study involving 1037 susceptible
healthy children and adolescents 2 through 16 years of age in a U.S. community with recurrent
outbreaks of hepatitis A (Monroe Efficacy Study). In subjects who were initially seronegative for
hepatitis A (presence of antibody to hepatitis A is considered a demonstration of protection against
hepatitis A disease), the protective efficacy of a single dose of VAQTA against hepatitis A disease
was 100%, with 21 cases occurring in the placebo group and zero in the VAQTA group. Duration

of efficacy after two doses of VAQTA in a subset of subjects in the Monroe Efficacy Study has
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been documented to be nine years. The age indication for VAQTA was extended to children as
young as 12 months of age in 2005, based on demonstration of non-inferiority of immune response
in children 12-23 months of age as compared to children 23-25 months of age (HAV-057), as well
as comparability of safety profile in the two age groups. At the time the age indication was
extended to children as young as 12 months of age (August 11, 2005), Merck agreed to evaluate
the safety of administering two doses of VAQTA six months apart in an additional 3000 children
12 to 23 months of age. Three additional studies were specified as post-marketing commitment
studies in that approval letter: 1) a study to evaluate the safety and immunogenicity of two doses
of VAQTA in an additional 2260 subjects 12-23 months of age; 2) second study to evaluate the
safety and immunogenicity of two doses of VAQTA when administered with or without
pneumococcal 7-valent conjugate vaccine (diphtheria CRM 197 protein) [Prevnar] and measles,
mumps, rubella, varicella vaccine [ProQuad]; and 3) a third study to evaluate safety and
immunogenicity of VAQTA when administered with or without diphtheria, tetanus toxoids, and
acellular pertussis vaccine, adsorbed, DTaP [Infanrix] and haemophilus influenza b conjugate
vaccine (tetanus toxoid conjugate) [PedvaxHIB]. The first two studies were previously submitted
to the VAQTA BLA in an efficacy supplement, and resulted in the addition of data to the package
insert (PI) for additional safety data for administration of VAQTA in subjects 12-23 months of age
as well as inclusion of data for coadministration of VAQTA with Prevnar and Varicella [ProQuad]
in sBLA 103606.5374 (approved March 25, 2010). With this supplement, Merck submitted the
third of three post-marketing commitment studies (HAV-068) to the BLA to provide safety and
immunogenicity data which support coadministration of VAQTA with DTaP and Haemophilus
influenza b, as well as to increase the total safety database for administration of two doses of
VAQTA in children 12-23 months of age, thus satisfying all post-marketing commitments

designated in the VAQTA approval letter of August 11, 2005. The second part of this supplement
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includes pooled safety data from five studies (HAV043, HAV-057, HAV-066, HAV-067, and

HAV-068), assessing safety and immunogenicity of VAQTA given with or without concomitant

childhood vaccines in at least 3000 children in the second year of life. These pooled safety data

were reviewed, and no safety signal was identified which would preclude continued administration

of VAQTA to children as young as 12 months of age. All five studies in this supplement were

conducted in the U.S.
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