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BACKGROUND

The availability of pediatric-friendly fixed dose combination (FDC) antiretroviral formulations is limited. Abacavir (ABC)/dolutegravir (DTG)/lamivudine (3TC) is currently only available as an immediate-
release FDC tablet and is only FDA-approved for use in adults and children 240 kg." ABC/DTG/3TC is a Paediatric Antiretroviral Drug Optimization (PADO)-4 priority for development.?

IMPAACT 2019 is examining the pharmacokinetics, safety, and tolerability of ABC/DTG/3TC in immediate- and dispersible-release FDC form. The immediate-release, adult strength tablet is being
examined in children weighing =225 to <40 kg, and the novel dispersible-release tablets are being assessed in children weighing 6 to <25 kg. Doses of the individual components align with WHO
weight band dosing for each of these drugs.

Dosing of dispersible and immediate release ABC/DTG/3TC FDC tablets was confirmed

in alignment with WHO weight band recommendations for children 214 to <40 kg

OBJECTIVES

Obijectives of these analyses were to:
To determine steady-state area under the concentration time curve over 24 hours (AUC.,4,), maximum concentration (C,,,«), and concentration at 24 hours post-dose (C,4;,) of ABC, DTG, and 3TC
To confirm dosing of ABC/DTG/3TC dispersible- and immediate-release tablets that achieve protocol-defined PK targets for ABC, DTG, and 3TC

METHODS

Phase I/ll, multi-site, open-label, non-comparative dose confirmation study
Study sites in Botswana, South Africa, Thailand and the United States

FIGURE 2. Dose Confirmation Approach
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= Plasma DTG, ABC, and 3TC concentrations quantified using LC/MS-MS Observed ntensive PK Aoty
» PK parameters calculated using noncompartmental methods (Phoenix WinNonlin®, Certara, Inc.) T“‘;;jpga‘ygf’“ (Day 5-10) (Week 4)

Intensive PK results from Weight Bands 3, 4, and 5 are presented
FIGURE 1. IMPAACT 2019 Weight Bands

ABC 180mg/DTG 15mg/3TC 90mg
« 3 DT dispersed in 15 mL water

Acceptable safety criteria:
* No deaths/life-threatening

» Fasted (low fat light snack
permitted >2 hrs prior to dose)

» Treatment-experienced
participants switched to

» Confirmed dosing =4 days
prior to intensive PK

Key Eligibility Criteria:

1 IR tablet swallowed whole

DT: dispersible-release tablet; IR: immediate-release; WB: weight band.

i 15 ABC/DTG/3TC « In-person, real-time video or « Individual real-time monitoring adverse events (AEs)
L e < ears timestamp video permitted of DTG PK related to study drug, and
g y WB2 ABC 240mg/DTG 20mg/3TC 120mg . \[/)V_I(_a(igh;g%nd ag33e1§(s:rr(1ent of) . ((:!B_rade 3+ AEs ocrl permanednt
= \Weight 6 to <40 k < « 4 DT dispersed in 20 mL water an n=5-7 Iscontinuation due to study
9 S (10 to <14kg) TABLE 1. Individual & Weight Band Targets drug in <2 partcipants
= Confirmed HIV infection WB3 ABC 300mg/DTG 25mg/3TC 150mg m PK Parameter Individual Weight Band
s e 5DT di din 20 mL wat Target Range | Target Range?
" Treatment-naive or (14 to <20 kg) SPERER i ST HEE AUC, 241 (ug-h/mL) 25.05-134 35.10-134¢ Both PK and safety criteria
WB4 ABC 360mg/DTG 30mg/3TC 180mg raC %EmglmL) — 0.5 0663765-3 izf had to be met for dose
PORGESLI )M © 6 DT dispersed in 20 mL water 3TC  AUCq o0 Etg-h/m - 6.3-26.59 confirmation within each
ABC 600mg/DTG 50mg/3TC 300mg s o it O L 0% O bound T ancadely DI ermtures it adults e 60% o weight band

bound for twice-daily DTG exposures in adults ¢Targets based on 60% of once-daily DTG exposures in
adults fTargets based on 140% of twice-daily DTG exposures in adults 9Minimum lower and maximum
upper 90% CI bounds for predicted once-daily ABC and 3TC exposures in children based on population
PK modeling of ARROW, PENTA13, PENTA15, and other single-dose PK studies in children

RESU LTS Pharmacokinetics FIGURE 3. Comparison of Weight Band PK Results with Protocol Targets
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One participant in WB3 did not meet the individual DTG Cyy, target but met the individual AUCq o4 target. The Cy4, was 0.38 ug/mL

3ln same participant; based on change from baseline; SCr within normal range and eGFR was grade 1 based on absolute value
and was still above the ECgyy of 0.3 ug/mL for DTG and this participant remained on the original dose.

bBoth events occurred in the same participant; eGFR decrease based on change from baseline

CONCLUSIONS

PK targets were met for immediate- and dispersible-release ABC/DTG/3TC in children 214 kg and these formulations were well-tolerated. These results provide reassurance for dosing of these FDC formulations.
Longer-term safety, tolerability, and efficacy data through 48 weeks and PK/safety data in children <14kg are forthcoming.
Findings expected to support global efforts to expand the availability of pediatric-friendly DTG-containing FDCs in alignment with WHO weight band dosing.
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