At Week 48, the proportion of subjects from Cohort 1 with HIV-1 RNA less than
50 copies per mL was 61% (14/23). Virologic outcomes were also evaluated
based on body weight. Across both cohorts, virologic suppression (HIV-1 RNA
less than 50 copies per mL) at Week 24 was achieved in 71% (17/24) of subjects
weighing at least 40 kg and 55% (6/11) of subjects in the 30 to less than 40 kg
weight-band. At Week 48, 63% (19/23) of the subjects in Cohort 1 weighing at
least 40 kg were virologically suppressed.
The Sponsor however proposed alternate wording for labeling, as summarized below:
At Week 24, the proportion of subjects with HIV-1 RNA less than 50 copies per
mL in Cohort 1 and Cohort 2A was 70% (16/23) and 61% (14/23), respectively.
At Week 48, the proportion of subjects from Cohort 1 with HIV-1 RNA less than
50 copies per mL was 61% (14/23). Virologic outcomes were also evaluated
based on body weight. Across both cohorts, virologic suppression (HIV-1 RNA
less than 50 copies per mL) at Week 24 was achieved in 75% (18/24) of subjects
weighing at least 40 kg and 55% (6/11) of subjects in the 30 to less than 40 kg
weight-band. At Week 48, 63% (12/19) of the subjects in Cohort 1 weighing at
least 40 kg were virologically suppressed.
This discrepancy was a typographical error and I agree with the Sponsor’s calculation:
63% (19/23).
Additional discrepancies are also noted for Cohort 1. Noted are the differences in
efficacy outcome for Cohort 1: overall Week 24 results; Week 24 results for subjects
weighing at least 40kg; and Week 48 results for cohort 1 subjects weighing at least
40kg.
The Sponsor speculated that the difference may be due to the Snapshot analysis
window used. The FDA’s Guidance for Industry HIV-1 Infection: Developing Antiretroviral
Drugs for Treatment has a window of 127-210 days for the Week 24 visit (Table A). It is
possible that a specific subject (Subject 400321) may be driving the difference. This
subject had HIV-1 RNA of 470 copies/mL on Day 169, 2307 copies/mL on Day 195 and
44 copies/mL on Day 204. Additionally, only 19 subjects in Cohort 1 weighed at least 40
kg, with 12 subjects being suppressed at Week 48. The Sponsor thus proposed an
update to the virologic outcomes results.
After additional review of the data, the review team agrees with the Sponsor’s analysis
and has accepted their revised proposal to section 14 of the USPI.

Section 3- Clinical Site Inspections


Background

Trial P1093 is an ongoing, Phase 1/2, open-label, single-arm, multicenter, international
trial evaluating the pharmacokinetic, antiviral activity and safety of DTG in children 4
weeks to less than18 years of age. While GSK/ViiV is the Sponsor for the application,
the trial was conducted by Division of AIDS (DAIDS) through the IMPAACT network. A
total of 46 subjects ages 6 to less than 18 years of age have been enrolled from 17 sites
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Summarized below are the PREA PMRs for INSTI-experienced pediatrics patients.
PREA PMR 2078-2 was issued at the time of the original approval.

2078-2

(b) (4)

Conduct a trial to evaluate pediatric pharmacokinetics, safety and antiviral
activity of dolutegravir in HIV-1 infected subjects, ages 2 years to less than 18
years, who are integrase strand transfer inhibitor (INSTI) experienced with
certain INSTI associated resistance substitutions or clinically suspected INSTI
resistance. Initial evaluation of dolutegravir exposure must be performed in an
initial pharmacokinetic study or substudy to allow dose selection. Using doses
selected based on the pharmacokinetic study/substudy, and agreed upon with
the FDA, conduct a longer-term pediatric safety and antiviral activity
assessment of dolutegravir plus background regimen assessing activity on the
basis of continued HIV-1 RNA virology response and safety monitoring over at
least 24 weeks of dosing.
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