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Online Appendix 1.   The PEPI study, conducted in Malawi, randomised children born to mothers who had received single-dose NVP to receive either a neonatal single-dose of NVP and one week of ZDV (group 1), or 14 weeks of extended daily infant ARV prophylaxis with NVP (group 2) or NVP+ZDV (group 3) [1]. At 9 months of age, the risk of HIV infection was 10.6% in group 1, 5.2% in group 2 and 6.4% in group 3. However, at 18 months, HIV rates were as high as 13.9% in group 1, 10.1% in group 2 and 10.2% in group 3. In the SWEN study, conducted as parallel randomised trials in Ethiopia, India and Uganda, an extended infant post-exposure prophylaxis with daily NVP from birth during six weeks was assessed in breastfed children, and compared to single-dose NVP (all mothers had received single-dose NVP) [2]. The 6-week transmission rate in the extended-NVP arm was 2.5% versus 5.3% in the single-dose NVP arm (p=0.009), but the 6-month HIV transmission rate was similar in both study arms: 8.9% in the extended-NVP arm vs. 6.9% in the single-dose NVP arm (p=0.16). Moreover, nearly all (92%) infants who became infected in the extended-NVP arm developed NNRTI resistance mutations [3]. In Tanzania, breastfed children received daily 3TC from birth through six months of age, while their mothers received daily ZDV+3TC from the third trimester of pregnancy until one week post-partum [4]. HIV-transmission rates were 3.8% and 4.9% at six weeks and six months of age, respectively. However, the breastfeeding duration was considerably shorter than usual African practices (18 weeks in median), and only 15% of the children were still breastfed at six months of age.  1. Kumwenda NI, Hoover DR, Mofenson LM, et al. Extended Antiretroviral Prophylaxis to Reduce Breast-Milk HIV-1 Transmission. N Engl J Med 2008;359(2):119-29. 2. Six Week Extended-Dose Nevirapine (SWEN) Study Team. Extended-dose nevirapine to 6 weeks of age for infants to prevent HIV transmission via breastfeeding in Ethiopia, India, and Uganda: an analysis of three randomised controlled trials. Lancet 2008 Jul 26;372(9635):300-13. 3. Moorthy A, Gupta A, Bhosale R, et al. Nevirapine resistance and breast-milk HIV transmission: effects of single and extended-dose nevirapine prophylaxis in subtype C HIV-infected infants. PLoS ONE 2009;4(1):e4096. 4. Kilewo C, Karlsson K, Massawe A, et al. Prevention of Mother-to-Child Transmission of HIV-1 through breast-feeding by treating infants prophylactically with Lamivudine in Dar es Salaam, Tanzania: The Mitra Study. J Acquir Immune Defic Syndr 2008;48(3):315-23.  Online Appendix 2.   In Kisumu, Kenya, the 12-month transmission rate for children born to mothers with a baseline CD4 count >250 cells/ml and receiving ARV therapy from 34 weeks of gestation until 6 months post-partum was 5.5% [1]. In this study, the overall transmission attributable to breastfeeding was 3.5% at 12 months of age. However maternal HAART was stopped at six months of age if WHO treatment criteria were not met, even if children were still being breastfed. Thus, among women with baseline CD4 count >250 cells/ml, the postnatal transmission risk was 1.7%: 1.1% occurred between months 1 and 6 (i.e. while mothers were on ARV treatment), and 0.6% occurred between six and 12 months of age (i.e. after the maternal HAART was stopped). Among women with a baseline CD4 count <250 cells/ml, the maternal HAART was continued beyond six months of age. The postnatal transmission risk in this higher-risk subgroup was 2.4% between months 1 and 12. In Côte d'Ivoire and Mozambique, although maternal ARV treatment had been provided to HAART-eligible women from the third trimester of pregnancy and throughout the breastfeeding exposure, the cumulative postnatal HIV transmission rate (between 1 and 12 months) was 2.3 and 1.6%, respectively [2-4]. The postnatal transmission risk between months 1 and 6  was estimated at 0.8% in Mozambique [3-4], and 0.9% in Tanzania [5]. Finally, the open-label AMATA trial in Rwanda yielded the lowest transmission rate ever reported after six months of continuous breastfeeding exposure and maternal HAART [6]. More recently, very low transmission rates have also been reported at 6 months post-partum in Botswana among women with CD4 ≥200 cells/ml treated with HAART [7], but more detailed data beyond that age are now expected. 
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