Breast Milk Transfer and Infant Exposures to DTG, TAF, and TFV.
IMPAACT Results From IMPAACT 2010/VESTED
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BACKGROUND
* Limited information is available on breast milk * Median (range) maternal plasma concentrations of
transfer and subsequent infant systemic exposure to DTG, TAF, and TFV were 2810 (0.0-7460), 0.0

dolutegravir (DTG), tenofovir alafenamide (TAF), and ' ' (0.0-158), and 96.1 (0.0-353) ng/mL, respectively
tonoloait (TEV) Breast milk transfer of DTG, TAF, and TFV is low Tablo 2)

« This analysis evaluated concentrations of DTG, TAF, but ShOUId be COnSidered in the COnteXt Of riSk Of » The estimated median relative infant dose from

and TFV in time-matched samples (maternal plasma, breastfeeding for DTG was 1.92%; the estimated

breast milk, and infant plasma) from IMPAACT 2010, d rug reS|Stance in |nfa ntS Wh() acq U | e H IV relative infant dose for TAF and TFV was nearly

a randomized trial that assessed three antiretroviral zero (Table 2).
treatment (ART) regimens in pregnancy.

RESULTS cont.

Table 2: DTG, TAF, and TFV Concentrations in

METHODS Maternal Plasma and Relative Infant Dose
* Pregnant women with HIV in 9 countries were RESULTS Table 1: Maternal and Infant Characteristics
randomized 1:1:1 to start one of three open-label Data were available from 192 postpartum lactating DTG TAF TFV
ART regimens at 14-28 weeks of gestation. women and their 192 breastfed infants. Age (years) 26 (6) Maternal 2810 0.0 96.1
« The mean age of mothers at enrollment was 26 Race | plasma (0.0 — 7460) | (0.0 ~ 158) | (0.0 _'353)
DTG + FTC/TDF EFVIFTC/TDF years, and most of the participants lived in Asian 2 (1%) concentrations
Zm;, E:::b’/ Zimbabwe, Uganda, or Tanzania (Table 1). T, Black 190 (99%) (ng/mL)
Tenofovir disoproxil fumarate Tenofovir disoproxil fumarate « About 55% of infants were female at birth with a Hispanic - Relative infant 1.92% 0.00% 0.03%
mean gestational age of 40 weeks (Table 1). Not Hispanic 189 (98%) dose from | (0.00 —4.89) | (0.00-0.03) | (0.00-0.11)
o+ o+ | | | Maternal Unknown 3 (2%) breastfeeding
_ %} \ « Median (mfterqu.artlle range; IQR) DTG Country
% 3 K 4 ? : concentrations in breast milk and infant plasma Botswana 9 (5%)
samples were 91 ng/mL (67-123) and 69 ng/mL India 2 (1%) CONCLUSIONS
* Infants received non-study antiretroviral prophylaxis (41-95), respectively (Figure 1). South Africa 18 (9%)  TAF and TFV plasma concentrations in breastfeeding
consistent with local standards of care. . TAF was BQL in nearly all breast milk and infant Tznzair;i: 4100((251‘2;)) infants were below the quantitation limit in nearly all
« Matched maternal (plasma and breast milk) and plasma samples (Figure 1). Zimsabwe 113(59;)) samples.
infant (plasma) samples were prospectively collected . Median (IQR) TFV concentrations in breast milk Age (gestational weeks) 40 (2)  ForDTG, r_nedlan breast milk and infant plasma
at random at Week 6 postpartum. were 8 ng/mL (6-12); nearly all infant plasma Infant at birth oo > 196 (55%) concentrations were 91 ng/mL and 69 ng/mL,
« DTG was measured in samples from the DTG were BQL for TFV (Figure 1). X\;en'gth; Egzn) 3022 2?0) respectlvel_y, and the m%dlan relative infant dose from
+FTC/TAF and DTG+FTC/TDF arms; TAF was breastieeding was 1.92%.
measured in samples from the DTG+FTC/TAF arm; _ _ _ _ * The clinical relevance of low breast milk transfer of
TFV was measured in samples from the Figure 1: DTG, TAF, and TFV Concentrations in Breast Milk (BM) and Infant Plasma (IP) DTG, TAF. and TFV is unknown but should be
DTG+FTC/TDF arm. » Data represented as median and IQR. considered in the context of risk of drug resistance in
 Validated liquid chromatography-tandem mass 1000 - n=192  n=192 n=98  n=98 n=94  n=94 ' y;eG"’;V:;";",;gc’ngsﬁ‘thf‘;;’S”t (nﬁh? acf])dfor infants who acquire HIV.
spectrometry (LC-MS/MS) assays were used to :Er 00— plasma was 7.8, 0.195, and 0.0977 ng/mL
quantitate plasma and whole breast milk ? —= _E_ and 9.8-, 3.9, and 0.977 ng/mL, ACKNOWLEDGEMENTS
concentrations of DTG, TAF, and TEV. =~ 10- e respectively. The IMPAACT 2010/VESTED Protocol Team gratefully
= Samples below the quantitation limit (BQL) acknowledges the dedication and commitment of the 643
° Samples below the quantitation limit (BQL) were ..g 1+ are shown in the box. mother-infant pairs, their communities, and CAB
imputed to O. § - In breast milk, 9, 96, and 3 samples were representatives, without whom this study would not have been
. The relative infant dose for DTG. TAF. and TFV was s 91- . [JsaL  BQLfor DTG, TAF, and TFV, respectively. possible. The authors also wish to acknowledge the IMPAACT
estimated by using a standard target feeding milk 0.01 | | | | | | * Ininfant plasma, 11, 98, and 93, samples A0TUVESTED Protocol team, NIAID. NICHD, and MIMH, and
DTGBM DTGIP TAF BM TAF IP TFVBM TFVIP were BQL for DTG, TAF, and TFV, the twenty-two IMPAACT sites and staff. The study products
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