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Approval Date: December 19, 2018

Product: HAVRIX

Proper Name: Hepatitis A Vaccine, Inactivated

Manufacturer: GlaxoSmithKline Biologicals

Indication: For active immunization against disease caused by hepatitis A virus (HAV) for

persons 12 months of age and older.

Description: HAVRIX (Hepatitis A Vaccine) is a sterile suspension of inactivated virus for
intramuscular administration. The virus (strain HM175) is propagated in MRC-5 human diploid

cells.

BLA: BL 103475

Regulatory Milestone:

Havrix is a vaccine indicated for active immunization against disease caused by hepatitis
A virus (HAV) for persons > 12 months of age. Havrix was initially licensed in persons > 2 years
of age in the Unites States (U.S.) in 1995. The protective efficacy and safety were evaluated in a
controlled study involving 40,119 children 1-16 years of age in Thailand at high risk for hepatitis
infection. The presence of antibody to hepatitis A is considered a demonstration of protection
against hepatitis A disease. The age indication 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-210). At the time the age

indication was extended to children as young as 12 months of age (10/17/05), GSK agreed to



https://www.fda.gov/media/119389/download
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evaluate the safety of administering two doses of Havrix six months apart in at least 3000 children
12 to 23 months of age. Three coadministration studies were specified as post-marketing
commitment studies in that approval letter: 1) a study to evaluate the safety and immunogenicity
of Havrix when administered with or without pneumococcal 7-valent conjugate vaccine
(diphtheria CRM 197 protein) [Prevnar]|; 2) safety and immunogenicity of Havrix when
administered with or without diphtheria, tetanus toxoids, and acellular pertussis vaccine, adsorbed
[Infanrix] and haemophilus b conjugate vaccine (tetanus toxoid conjugate) [ActHIB]; and 3) the
safety and immunogenicity of Havrix when administered with or without measles, mumps, and
rubella vaccine (MMRII) and varicella vaccine (Varivax). The first two studies were previously
submitted to the Havrix BLA as efficacy supplements, and resulted in the addition of data to the
package insert (PI) for coadministration of Havrix with Prevnar (approved 3/26/08) , and addition
of data to the PI for coadministration of Havrix with Infanrix and ActHIB (approved 10/1/09).
With this supplement, GSK submitted the third of three post-marketing commitment studies
(HAV-231) to the BLA to provide safety and immunogenicity data which support 4
coadministration of Havrix with MMRII and Varivax in children in the second year of life. The
second part of this supplement includes pooled safety data from four studies (HAV210, HAV-220,
HAV-232 and HAV-231), assessing safety and immunogenicity of Havrix given with or without
concomitant childhood vaccines in at least 3000 children in the second year of life. These pooled
safety data will be included in the package insert and will replace the individual safety data for

each of the other three studies.

PDUFA Goal Date: July 24, 2011

Package Insert: Package Insert - Havrix
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Summary Basis for Regulatory Approval: July 21, 2011 Summary Basis for Regulatory Action

- Havrix

European Public Assessment Report:

Advisory Committee:

There were no product-specific concerns that would have benefited from an advisory

committee discussion.
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