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Indication:

DENGVAXIA® (Dengue Tetravalent Vaccine, Live) is a vaccine indicated for the
prevention of dengue disease caused by dengue virus serotypes 1, 2, 3, and 4. DENGVAXIA is
approved for use in individuals 9 through 16 years of age with laboratory-confirmed previous

dengue infection and living in endemic areas.

Description: DENGVAXIA (Dengue Tetravalent Vaccine, Live) is a sterile suspension for

subcutaneous injection.

BLA: 125682

Regulatory Milestone: No data available
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Package Insert: Package Insert - Dengvaxia
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Advisory Committee:

A Vaccines and Related Biological Products Committee (VRBPAC) meeting was

convened on March 7, 2019. The committee discussed the safety and efficacy data derived from

the clinical disease endpoint efficacy studies conducted in subjects 2 — 16 years of age in the Asian
Pacific Region and South America, including Puerto Rico. The committee noted that data support
the efficacy of DENGVAXIA in pediatric subjects with confirmed prior dengue infection and
living in endemic areas. The committee expressed concern about the safety signal identified in the
efficacy studies, namely an increased risk of hospitalization and severe dengue in individuals with
no prior exposure to dengue who were vaccinated with DENGVAXIA and subsequently infected
with dengue. There was consensus that the dengue infection status of individuals would need to
be determined prior to vaccination if the vaccine was licensed and recommended for use. The
committee expressed concern that currently available serological tests may lead to false positive
results because of cross-reactivity with other flaviviruses. The committee also noted the
operational/logistical and infrastructure concerns of serotesting prior to vaccination. There was
broad recognition of the value of an FDA cleared rapid diagnostic assay to establish prior exposure

to dengue in individuals to be vaccinated.

The committee expressed concern about inferring vaccine effectiveness in adults 18 to 45
years of age based on the pediatric efficacy studies and antibody titers in adults because available
immunogenicity data in adults were derived from small studies and conducted in countries with
high dengue endemicity, i.e., Vietnam and India. The committee was concerned that these data
may not reflect immune responses in adults living in Puerto Rico. The committee opined that in
the absence of immunogenicity data more relevant to adults living in Puerto Rico, it was difficult

to infer effectiveness in the adult population.
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The committee’s concerns were discussed between Sanofi Pasteur and CBER after the
March 7, 2019, VRPBAC meeting. Both CBER and Sanofi Pasteur agreed that additional studies
relevant to the adult population in Puerto Rico would address the committee’s concerns and could
support inclusion of individuals 17 through 45 years of age in the indication. Sanofi Pasteur
informed CBER that they decided for this BLA submission to pursue an indication only for
individuals 9 through 16 years of age and requested a revised indication that does not include

individuals 17 through 45 years of age.

NCT Numbers:

e NCTO04170140 e NCT04486638 e NCTO03803618 e NCTO00842530
e NCT03960385 e NCT00993447 e NCTO03465254 e NCT02979535
e NCT02948933 e NCT04023708 e NCT02993757 e NCT02992418
EudraCT Numbers:

e 2019-000994-22 e 2019-003135-36 e 2020-002854-25

e 2019-000993-44 e 2019-003136-23
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