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ARVs available for newborns in LMICs
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P1106: Phase IV Prospective PK Study

Primary Objective
To describe PK and safety of ARV and TB drugs in LBW infants

Study Arms (planned n=158)

1 NVP 40
2 NVP+INH 18
3 NVP+INH + RIF 28
4 INH * RIF 18-36
5 LPV/r+ 2NRTIs + INH 24
6 LPV/r+ 2NRTIs +RIF = INH 12

Opportunistic study design (infant dosing — clinician choice)
PK visits at Entry and Weeks 4, 6, 10, 16, and 24

2 South African sites: Oumpaact
FAMCRU - Cape Town; PHRU - Johannesburg N\ Rtene D it i etwor



Accrual

91 infants enrolled from August 2015 - March 2018
( 82 LBW and 9 NBW)

Study Arms Accrual target Accrual

NVP + INH

4 | INH £ RIF 18 - 36 7

PK data are available for NVP, LPV/r,

PK assays are planned for ABC, 3TC, ZDV and TMP-SMX
(INH arms - still recruiting) ﬂ\MPﬁ'ACT
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Baseline Characteristics (n=91)

Infant Characteristics (n=91)

Race (Black African) (n,%)

Gestational age, weeks (median, Q1-Q3)

*missing data (gestational age) for 4 infants

77 (85%)

(34)(32 - 36) *
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LPV/r PK (n=23)

LPV/r solution at 300/75 mg/m? twice daily

IMPAACT 1106 LPV Compared to
Adult Levels on 400 mg q 12
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Time After Dose (h)

| Characteristic | Week2 | Week6 | Week10 | Week16 | Week2d
Current WT (kg) 3.6 4.5 5.0 5.6 6.8
Dose (mg/kg) 27.1 23.7 22.6 22.7 20.8
PNA (weeks) 8.9 12.9 17.0 23.0 31.2

PMA (weeks) 43.5 475 51.8 57.2 65.8
Co (ng/mL) 1.8 4.6 4.5 3.1 1.




LPV/r safety (n=23)

No treatment related adverse events were observed

Alanine transferase (IU/L) 16 (13 - 21)
Osmolality (mOsm/kg) 290 (288 - 294)
Calcium (mmol/L) 2.61(2.53 - 2.66)

Creatinine (umol/L) 24.(20-27)

Electrocardiogram (ECG) and Echocardiogram (ECHO)
findings

None had a QTc prolongation of > 450 msec (4 had QTc changes
from baseline > 60 msec, but were asymptomatic throughout)

All newborn ECHOs were normal except 2 with mild abnormalities;
a slightly thickened interventricular septum (5-6 mm) and mild
pulmonary valve stenosis.



Conclusions

91 infants on ARV and TB drugs have
successfully been enrolled

All NVP concentrations within the target range
for prophylaxis

Postmenstrual age & CYP2B6 status
influenced NVP clearance

LPV concentrations were similar to adult
target values (no safety signals)

No treatmentrelated adverse events were
observed

PK assays are scheduled for secondary
outcome drugs - ABC, 3TC, ZDV, TMP-SMX
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