Efficacy of 2 vs. 3 doses of HPV vaccination in immunocompetent girls

Population : Immunocompetent females

Intervention: 2 doses of HPV vaccination in girls (9-14 years)
Comparison: 3 doses of HPV vaccination in girls or women
Outcome : Cervical Cancer

What is the scientific evidence of non-inferior immunogenicity of a 2 dose HPV vaccination schedule in girls (9-14
years) compared to a three dose schedule in girls or women?
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We have very little confidence in the estimate of
the effect on the health outcome.

No data vaccine efficacy against cervical
cancer is available using a 2-dose HPV
schedule despite non-inferior immunogenicity
compared to a 3-dose HPV schedule. Evidence
from 3 RCTs as well as 2 non-randomized / non-
controlled trials indicate that a two dose HPV
schedule in girls induces non-inferior levels of
GMT to HPV 16 and 18 than a three dose
schedule in girls or women. Bridging studies
allow assumption of efficacy of a 2-dose
vaccination schedule in girls (9-14 years).

Statement on quality of evidence

Conclusion

Summary of Findings

"4 RCTs and two non-randomized trials (Lazcano-Ponce et al., 947 participants), (Dobson et al., 520 participants): a
2 dose schedule in girls compared to a 3 dose schedule in girls or women has proven non-inferior immunogenicity
(GMTs for anti-HPV 16 and anti-HPV 18). Licensure of the three dose schedule in girls relied on the immunological
bridging studies (assessment of GMT) in young women (15-25 years of age) where efficacy of this schedule has
been demonstrated.

Smolen et al. based on a Phase Ill quadrivalent HPV vaccine RCT assessed memory T cell response which revealed
that the group that received only 2 doses (Group 1) had significantly lower responses for HPV 6, 16, and 18 (P value
< 0.001) compared to the 3 dose group.

" Dobson et al.: allocation concealment unclear. Romanowski et al.: No information about the blinding of
laboratory staff available. Sankaranarayanan et al: Study not published with limited data from abstract only.
Clinical trial HPV-070 PRI (GSK): No blinding of assessor.

i Only immunogenicity data available, no efficacy data on protection against cervical cancer available.
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