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Background

> Abacavir (ABC) is a 15t line antiretroviral for children per WHO guidelines

> ABC is licensed for infants > 3 months of age at a dose of 8 mg/kg BID, with the WHO
recommending use from 4 weeks of age and = 3 kg

> Limited pharmacokinetic (PK) data are available to inform dosing from birth

Obijective

> We performed a PK analysis using ABC plasma concentrations from neonates and young
infants to determine ABC dosing guidelines for neonates, using the liquid formulation
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Methods

> Data were pooled from 3 studies administering ABC liquid formulation
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> Population PK approach + Monte Carlo simulations to identify the optimal ABC dose
to achieve exposures in the range expected in older children dosed per WHO weight band
(AUC,.,, range: 3.2 to 25.2 mcg.hr/mL, US FDA submission: Ref ID: 3702679) wv
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Results

Study PACTG 321 Tygerberg cohort P1106
Participants (n) 11 10 24
Samples (n) 60 50 198
Dosing strategy Single dose Single Dose Multi-dose
ABC Dosing (mg/kg)* 20(1.9-2.1) 8.1(8.0-8.4) 10.8 (4.1 -13.2)
Gestational age at birth* (weeks) 39 (39 — 39) 39 (38 -42) 35 (27 - 39)
Low birth weight (<2500 gm), n(%) ___3(27) ___0(0 __ 18 (75)
Weight at PK Visit (kg)* (3.1)2.2-4.0) (3.3)2.9-4.4) (3.8)2.4 - 5.8)
Postnatal age (PNA) at PK Visit (days)* (11 -8) 9.5(6 - 15) 73141 —190)
Clearance (L/hr/kg)* 0.17 (0.15—-0.24) 0.22 (0.18 — 0.3) 0.54 (0.3 -0.87)

*Median (range)

Population PK results

ABC clearance (CL/F) was allometrically scaled for body weight
ABC clearance was low at birth, but increased ~ 5X by 6 months of age

ABC CL/F in LBW infants at 6 weeks postnatal age was similar to term infants

of similar chronological age

O
IMPAACT

International Maternal Pediatric Adolescent
AIDS Clinical Trials Network



Impact of Postnatal Age on Predicted ABC exposures in term neonates (0-6 months)
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Impact of Postnatal Age on Predicted ABC exposures in term neonates (0-6 months)
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Conclusions

ABC elimination is greatly reduced at birth but rapidly increases over the 15t weeks of life
> ABC clearance in LBW infants at 6 weeks postnatal age is equivalent to that in term

infants at that age

Age Dose
, _ _ 0 — 4 weeks 2 mg/kg BID
Our proposed mg/kg dosing regimen achieved exposures
4 — 12 weeks 4 mg/kg BID

within the expected range for older children

Current WHO weight band dosing with fixed-dose combinations for infants (4 weeks and = 3 kQ)

results in high ABC exposures

> But only for short duration as clearance continues to increase rapidly Q LON

over the next few weeks |M PAACT
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