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Maraviroc Safety & Pharmacokinetics In HIV-Exposed Neonates

BACKGROUND RESULTS: PK
» Lack of safety and pharmacokinetic (PK) data in neonates

limits options for HIV-1 prophylaxis and treatment.

MVC exposures met treatment PK targets

Table 2: Cohort 2 PK Parameters by Study Strata®
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treatment of HIV-1 infection in adults, is attractive as a eskd TEFE 1931 8.5 827 i 10713 o7 T 26
potential component of neonatal antiretroviral therapy . . . - naive [7.4-9.5] | [237-6,788] | [20-566] | (77%) | [52-1468] | [0.8-4.0] | [2.0-12.3]
ART). but with considerable variability. MVC ew | || | T

« MVC is available as an oral solution licensed for treatment : exposed | [6.8:8.3] | [2056610] | [17=o01] 1 (67%) | [34-12r4] | [1.0-6.2] | [22-5.0]
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« MVC is metabolized by CYP3A4 and in adults requires an : : OA) o s ' ° ' o i
increasec! dose when administered with efavirenz (EFC), a fl rSt 6 wee kS Of Ilfe . E)I(::;sed - [6.2;29] [5112’3112714] [432-%151] (Zslf'/l)z [772-27239] [0.02-'121.4] [2.36-3&4.0]
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METHODS (2) RESULTS: SAFETY

dMedian [Min/Max] except for N, number of patients with Cavg 2 75 ng/mL, number/total (% achieving PK target); AUC=Area under

OBJECTIVES ° Primary (through 6 WkS) and Secondary ° Forty-seven I\/IVC-naTve, H|V—€Xp0$€d thetfo?gehntratio-nc;[ime c_urve tg infinit;llgto12cl;10urs fortht)_hor.t_I? (stea_c![y-stat?)(;;Cavg: av_eLagglflf;oncentration (AUC divided by tau
. To evaluate the safety, tolerability, and PK of MVC during (through 16 wks) safety endpoints: neonates and their mothers were oS Emaxs maxmum obsefved concentaion Tmax = fme of Gmax; /2 = halie
the first 6 weeks of life when administered with antiretroviral « Any life-threatening adverse event enrolled: USA (20), Thailand (3), Kenya

Figure 1A: Plot of Median Plasma Maraviroc Concentration-Time (Linear) for Cohort 1
All Dose-Finding Evaluable Infants. Semi-Log data (inset).

Figure 1B: Plot of Median Plasma Maraviroc Concentration-Time (Linear) for Cohort 2
All Dose-Finding Evaluable Infants. Semi-Log data (inset.)

(ARV) prophylaxis to HIV-1 exposed infants with and
without exposure to maternal EFV.

* To determine an appropriate dose of MVC solution during
the first 6 weeks of life. o

METHODS

 IMPAACT 2007 is a Phase |, multi-center, open label study
designed to evaluate safety and PK of MVC in HIV-exposed
neonates in addition to standard ARV prophylaxis.

* Two sequential dosing cohorts were enrolled.

» Cohort 1 infants received 8 mg/kg MVC oral solution as two
single doses at entry and week 1, with intensive PK

(2) and South Africa (22). (Table 1)

No participants met safety endpoints at
week 6 and through week 16 of follow-up
as determined by the Core Protocol
Team.

No early study or early treatment
discontinuations were noted due to
MVC.

No enrolled Iinfant acquired HIV-1
infection during and through the end of
follow-up. -

(AE), including death, assessed by
the Core Protocol Team as at least
possibly related to the study drug.

AEs of Grade 3+ judged by the Core
Protocol Team to be probably or
definitely related to the study drug, or °
that result IN permanent
discontinuation of study drug due to

an AE, judged by the Core Protocol °
Team to be at least possibly related to
study drug.
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+ Stratified by in utero exposure to maternal EFV. Table 1. Infant Baseline Characteristics and Background ARVS (A1l Treated Infants) B P - = B e o v ot
’ 1—A: !nfantS WIthOUt In UterO exposure tO maternal EFV Cohort 1 Cohort 2 Values below the Lower Limit of Quantification (<5.00ng/mL) are set to 0.
» 1B: infants with in utero exposure to maternal EFV Cohort 1A | - Cohort 18 Jotal Cohort2A | Cohort 25 ol
» Cohort 2 infants received chronic dosing with 8 mg/kg MVC < N=8 (%) ° ° ° ° ° CONCLUSIONS
oral solution twice daily from entry through 6 weeks of life, = « MVC appears safe and well-tolerated in this cohort of neonates treated
with intensive PK sampling at weeks 1 and 4. — > (62.5) 4(57.1) 9 (60) 7(43.8) 7(43.8) 14 (43.8) over the first 6 weeks of life and followed through 16 weeks of age.
° Dosing regimen based on PK data from Cohort 1 A ¢ MVC exposures met treatment PK targets in ~2/3 of infants reCeiVing
sian 0(0 0 (0) 0 (0)| 3 (18.8), 0 (0) 3 (9.4) : . T
. Stratified by exposure to maternal EFV during c = = 122 c o4 8mg/kg BID, but with considerable variability in exposure.
breastfeeding: Slack or African American 5 (62.5) 7 (100) 12(80)  10(62.5) 16 (100) 26 (81.3) « Maternal EFV use appeared to have no effect on MVC exposure.
. 2A: infants without exposure to maternal EFV either in White 3 (37.5) 0 (0) 3 (20) 3 (18.8) 0 (0) 3 (9.4) « MVC is a promising agent for prophylaxis and early treatment of HIV-1
utero and/or during breastfeeding sestational age (weeks] exposed and infected neonates.
+ 2B: infants with exposure to maternal EFV both in Median 38.5 39.0 39.0 39.0 40.0 39.0
utero and during breastfeeding glﬁ?’v e 38.0,39.50,  38.0,39.00| 38.0,39.00,  38.0,39.50| 39.0,40.50] 38.5,40.00
: i eig g
 PK samples were analyzed for MVC concentration by ACKNOWLEDGEMENTS
: ‘~ho PR Median 3.2 3.4 3.3 3.0 3.0 3.0 The study team would like to thank the IMPAACT 2007 participants and their families for participation in
validated hlgh performance |.ICIUId Chromatography. addition to ViiV Healthcare for their support of this trial. Overall support for the International Maternal
* PK parameters were estimated using standard non- BQ1f3 ARV 2.8,3.50) 2.9,3.64 2.9,3.54 2.9,3.19) 2.8,3.16 2.8,3.18 Pediatric Adolescent AIDS Clinical Trials Network (IMPAACT) was provided by the National Institute of
Compartmental methods. NaR‘-:n%g:;n S Allergy and Infectious Diseases (NIAID) with co-funding from the Eunice Kennedy Shriver National Institute
e MVC exposure target was Cang 75ng/m|_, determined by 3TC,ZDV 0 (0) 0 (0) 0 (0) 1 (6.3) 0 (0) 1(3.1) of Child Health and Hur.nan Deve.lopment (NICHD) and the National Institute of Mental Health (NIMH), all
dult t " t studi ZDV 7 (87.5) 0 (0) 7 (46.7) 11 (68.8)| 0 (0)| 11 (34.4) components of the National Institutes of Health (NIH), under Award Numbers UM1AI068632 (IMPAACT
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6, 12, and 16 in Cohort 2.
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