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Approval Date: October 15, 2019

Product: Adenovirus Type 4 and Type 7 Vaccine, Live Oral

Proper Name: None

Indication: Active immunization for the prevention of febrile acute respiratory disease caused by

Adenovirus Type 4 and Type 7.

Description: Adenovirus Type 4 and Type 7 Vaccine, Live, Oral contains viable, selected strains
of human adenovirus Type 4 and human adenovirus Type 7 prepared in human-diploid fibroblast

cell cultures (strain WI-38).

BLA: BL 125296

Regulatory Milestone:

Duramed Research, Inc., a subsidiary of Barr Laboratories, Inc., submitted biologics
license application (BLA) 125296 on September 30, 2008 for licensure of Adenovirus Type 4 and
Type 7 Vaccine, Live, Oral, Enteric Coated Tablets, to prevent febrile acute respiratory disease in
military populations caused by Adenovirus Type 4 and Type 7. Efficacy and safety data in the
BLA are from two clinical studies conducted under IND (b)(4), which was first submitted in July
2004. A Complete Response letter was sent to the applicant on July 16, 2009. In 2010, Barr
Laboratories, Inc. was purchased by Teva Pharmaceuticals and Duramed’s name was changed to
Teva Women’s Health, Inc. However, the manufacturing facility that produces the drug substance

and drug product retained the name of the original company, Barr Laboratories. The applicant
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submitted a complete response to the Complete Response letter on September 13, 2010. The

response reset the review clock to a due date of March 16, 2011.

PDUFA Date: March 16, 2011

Package Insert: Package Insert — Adenovirus Type 4 and Type 7 Vaccine, Live, Oral

Summary Basis for Regulatory Approval: Summary Basis for Regulatory Action - Adenovirus

European Public Assessment Report:

Advisory Committee:

The application was not referred to the Vaccines and Related Biological Products Advisory
Committee because the review of information submitted in the Biologics License Application
(BLA), including the clinical study design and trial results, did not raise concerns or controversial

issues which would have benefited from an advisory committee discussion

Safety:

No safety signal was noted in either the Phase 1 or the Phase 3 studies. Shedding was
confirmed to occur in the treatment recipients in the Phase 1 study but only one out of 1009 placebo
recipients had a positive throat swab for the vaccine strain of ADV-4, demonstrating the efficacy

of the vaccine and highlighting the need for the vaccine in vulnerable populations.

The percentage of AEs and serious adverse events (SAEs) were comparable in both the
treatment and placebo recipients in both studies. No specific event was identified as being caused

by receipt of the vaccine, including pyrexia or viremia. Five pregnancies occurred during the Phase
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3 study, 4 were vaccine recipients, and 1 received the placebo. All 5 pregnancies resulted in healthy

babies.

The only safety concern associated with the vaccine is the possibility of infection of the
unprotected population. A risk-management plan includes an education program for all recruits to
explain the importance of personal hygiene during the 28-day shedding period. Prior to receipt of
the vaccine and, if necessary, again prior to leaving the military during the 28-day shedding period,
the recruits will be educated of the possibility of infecting vulnerable populations, such as children

under the age of 7 years old, pregnant women, and immunocompromised individuals.
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