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Introduction Results

e Elvitegravir (EVG) Is an integrase strand transfer inhibitor (INSTI)

coformulated with cobicistat (COBI), a pharmacokinetic enhancer, and Figure 1. Median Elvitegravir Concentrations Figure 2. Elvitegravir C,, Ante- and Postpartum Table 1. Clinical Characteristics (n = 29)
two nucleos(t)ides. ~ 5000 1000 Maternal Demographics N (%) or Median (Range)
: : : - - : _

« During pregnancy, physiological changes cause decreased exposure € : Age at Delivery (years) el EOSh0)
to many antiretrovirals. E'.'l 1000 — Weight at Delivery (kg) 86 (58 — 132)

: : : : ~ Race/Ethnicity - White; Black; Hispanic; 3 (10%); 19 (66%); 6 (21%);

e EVGis metabol_lzed by CYP 3A_ and UGT 1A1/3; COBI is metabolized = j:?, - Asian/Pac. Isénder P X EB%)O) (66%); 6 (21%)
by CYP 3A (major) and 2D6 (minor). g = ;& Concomitant ARVs 29 (100%); 28 (97%); 1

 No data are available on the pharmacokinetic behavior of EVG/COBI Qo 100 - oh 100 - ' FTC; TDF; TAF; ZDV; MVC (3%): 3 (10%); 1 (3%)
during pregnancy, nor on infant washout pharmacokinetics. > - E i . Country: United States 29 (100%)

LL &

- En 2T: HIV-1 RNA < 50 copies/mL 13/16 (81%)
Methods = £ _ _j 2T: CD4 (cells/mm?) 701 (253 — 1267)

g 10 | | | | | Ll S y 3T: HIV-1 RNA < 50 copies/mL 12/15 (80%)

* IMPAACT P1026s (ClinicalTrials.gov ID NCT00042289) is an ongoing, 0 4 8 12 16 20 24 o 0 | ST CD RS | 728 (145 - 1285)
nonrandomized, open-label, parallel-group, multi-center phase-IV T Post D - ” a1 op De'fvery- HIV-1 RNA = 50 copies/mL 14719 (74%)
prospective study of antiretroviral pharmacokinetics and safety in HIV- Ime Post Dose (hours) 1116 (6%) 3120 (15% 016 (0%) Delivery: CD4 (cells/mm?) 658 (129 — 1590)
infected pregnant women that includes an arm for EVG/COBI. - - - 2T — - 3T — PP I\Nflgg_iape - BaOL BaL BaL PP: HIV-1 RNA < 52 copies/mL 11/16 (69%)

« Samples were collected at 20-28 weeks gestation, 30-38 weeks n=16 n=20 n=16 i PP: CD SRS - i S0 (Znr = e
gestation and between 3 to 12 weeks following delivery. Maternal Eiaure 3. Median Cobicistat Concentrations e 4. Cobicistat C.. Ante. and Postoart | e aucomes
samples were drawn at pre-dose, 1, 2, 4, 6, 8,12 and 24 hours post- . | 1GUIE . LODICISIAT Toq ANITE- AT FOSTPArtum Gestati(UEESAElEeks) EEDICEORIIED)
dose T I ~ 2000 400 Birth Weight (grams) 3076 (1885 — 4050)

| P . £ - I Infection Status:

« Infant washout samples were collected, if birth weight was > 1,000 5 1000 - , TN _ Uninfected / Pending 20 (77%) / 6 (23%)
grams and there were no severe malformations or medical conditions, = - /' TN T
at 2-10 hours, 18-28 hours, 36-72 hours and 5-9 days post delivery. ..g K \>x ‘Eﬁ i Figure 5. Infant Elvitegravir Concentrations

« EVG/COBI were measured using validated LC/MS/MS (quantitation [ “N\ — 100 | 1000 -
limit: 10 ng/mL). S 100 x‘:\ ) 51_ EVG Median (IQR)

« PK parameters were calculated with standard non-compartmental g v h x‘:\ L 2 -\ N Crmax (NG/ML) 358 (140 - 519)
methods. Two-tailed Wilcoxon signed rank tests compared within- ._g . 'S 2 - \\\ ) Trax (hI) 4.4 (3.1-7.5)
subject PK parameters with a two-sided p-value < 0.10. g ‘\\ § < £ e NN T, (hr) 7.4 (5.9 — 8.8)

10 | | | | ) ~ | E ] :
o It 0 4 8 12 16 20 24 g
eSults LLOQ= | A > : \
10 ng/mL Time Post Dose (hours) 10 o ; : i

Maternal Pharmacokinetics i | — = 3T — PP Median 14/16 (88%) 16/20 (80%) 2116 (13%) E i

 Data were available for 2" trimester (2T, n = 16), 3" trimester (3T, n = n=16 n=20 n=16 non-pregnant BaL BQL BaAL
20), postpartum (PP, n = 16) and infant washout (n = 16). [Table 1] 10 0 T

e EVG AUC and C24 were 43 — 50% and 86 — 87% lower in 2T and 3T Table 2. Maternal Elvitegravir/Cobicistat Pharmacokinetic Parameters, Median (IQR) | |

compared to paired PP. [Table 2, Figures 1, 2] Parameter 2T 3T PP GMR (90% CI):  GMR (90% ClI): Time Post Delivery (hours)
« COBI AUC and C24 were 54 — 57% and 72 — 76% lower in 2T and 3T _ _ n =16 n =20 n=15 2l SR ]
versus PP. [Table 2, Figures 3, 4] 2 UlEe e Conclusions
. 8/16 (50%) women in 2T, 9/20 (45%) women in 3T and 14/16 (88%) AUC, ., (ng*hr/mL) 15,742 (11,601-19,238)* 14,454 (9,523-19,443)* 26,767 (17,931-34,191) 0.51 (0.33-0.78) 0.58 (0.48-0.69)
women PP had an EVG AUC above the 10t percentile (23 mcg*hr/mL) Chax (NG/ML) 1,463 (1,090-1640) 1,455 (692-1,703)* 1,876 (1,056-2,366)  0.68 (0.46-1.03) 0.74(0.60-0.91) ¢ EVG and COBI exposure are substantially lower during pregnancy
of non-pregnant adults. C,, (Ng/mL) 24.9 (17.3-80.7)* 57.2 (14.7-94.1)* 491 (289-584) 0.14 (0.06-0.34)  0.13 (0.09-0.17) compared to postpartum; standard doses may not be adequate for

Infant Pharmacokinetics CL/F (L/hr) 9.5 (7.8-13.0)* 10.4 (7.7-15.8)* 5.6 (4.4-8.4) 1.98 (1.28-3.05) 1.73(1.45-2.07) sustained viral suppression.

» Washout pharmacokinetic data were available for 16 infants; COBI was (T:Zzb(i::)stat S (EEE D) S (B Le) 8.9 (7.3-13.4) 0.42(0.30-0.60) 0.39(0.33:046) | Ey/3 readily crosses the placenta and has a half-life in newborns
undetectable in all infant samples. [Figure 5] * * similar to non-pregnant adults; COBI was not detectable in

Maternal and Infant Safety AUC,.,, (ng*hr/mL) 6,775 (4,630-8,523) 7,142 (4,104-10,111)* 15,404 (12,582-20,631) 0.46 (0.22-0.96) 0.43 (0.34-0.55) heonates

 One maternal AE was possibly treatment related: preterm labor and Cinax (Ng/mML) _ o el Lot O Lo 1,778 (1,285-2,491) LU0 ez bie (0ot ) |
delivery. C,, (ng/mL) <10 (<10-<10) <10 (<10-<10)* 25.7 (15.5-58.6) 0.28 (0.08-1.0)  0.24 (0.16-0.36) Acknowledgments

« Congenital anomalies reported in 2/26 infants: one infant with amniotic CL/F (L/hr) 22.2 (17.9-32.4) 21.0 (14.8-36.8)* 2u8 () 217(1.04-4.50) = 232 (1.82-2.05) o T veral

. . . - * _ e authors wish to thank the women that participated Iin the protocol ana the stait of the participating centers. Overall support

band Syndrome, m|crocephaly, and Intrauterine grOWth restriction; one Ty (hr) 2.0 (1.8-2.6) 2.0 (1.8-2.6) S eehes) 0.74 (0.54-1.01)  0.64 (0.56-0.73) for the IMPAACT group was provided by the National Institute of Allergy and Infectious Diseases (NIAID) of the National
infant with ulfi@r postaxial polydactyly (supernumerary digit). GMR (90% Cl): Geometric Mean Ratio (90% Confidence Interval) I e R e e GO UM TATOGSE ooy (ML neconlent

IS solely the responsibility of the authors and dose not necessarily represent the official views of the NIH.

*p<0.10, n=5 for 2" trimester vs. postpartum paired comparison, n=15 for 3" trimester vs. postpartum paired comparison
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