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» 3.2 million children are infected with HIV worldwide; of whom almost 800 die every day Table 1. Aggregated data set to fit parameters of the neonate popPK model — Typical indiv.
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* UGT-1A1 enzyme complex fully matured at 4 months of age, but raltegravir clearance is still increasing due to growth

1. Update of existing popPK model using PK data of neonates dosed according to the 6-week regimen . . . ] . .
Qua I ification T 2. Assessment of PK criteria for a predicted typical individual from the updated popPK model: Absorption rate constant reaches a maximum approximately one and a half week after birth

Figure 4. Age-dependent development of clearance and oral absorption in neonates

AUC, ,, to remain lower than 90 uM.hr at QD (week-1) _ _ _
AUC, ,, to remain lower than 45 uM.hr at BID (weeks 2-6) Validated 6-week dOSIﬂQ regimen

* Trough concentrations to remain above 75 nM throughout full 6-week period

* C.., toremain below 19.63 uM during the full 6-week period o oo Figure 5. Time-course changes of
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The neonate popPK model consists of 2 time-dependent functions to describe maturation of clearance and development oo | N
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* RAL concentrations were measured by a validated LCMS assay. LLOQ=22.5 nM. Concentrations below LLOQ were imputed
by 11.25 nM. No data were excluded from analysis

Figure 1. Adaptive trial design for the treatment of neonates with raltegravir in P1110

* Shown are the predicted PK
characteristics for a typical neonate
dosed according to applied regimen

* The neonate PK model (Figure 2) was fitted to all data using NONMEM v7.3.0. Post-processing and generation of graphs
was carried out using R version 3.1.3

* Typical individual remains within all PK
criteria (also C,,, < 19.63 uM, not
shown)

* To demonstrate the appropriateness of the dosing regimen of raltegravir (RAL, Isentress®) in neonates aged 0-6 week for
the prevention or treatment of HIV infection in IMPAACT P1110 trial based on popPK modeling in a two cohort adaptive

Table 2. Parameter estimates of final neonate popPK raltegravir model
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§ 3 § . increased by data from 24 infants (P1066, Cohorts 4+5) 0 0.08 1/hr 0—26.6 from birth up to 6 weeks of age is adequate:

= KA(t) . CL(t)  2-compartment model with allometric scaling on V2, V3, CL Oral absorption rate KA (A= KA(t) eiibase 0.67 1/hr 0.14-1.20 *Week 1 (Day-1to 7) 1.5 mg/kg QD; Weeks 2-4 (Day-8 to 28) 3 mg/kg BID; Weeks 5-6 (Day-29 to 42) 6 mg/kg BID
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