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PEPFAR (President’s Emergency Plan for AIDS Relief), a landmark US foreign health policy, is recognised for saving 
26 million lives from HIV. PEPFAR investments have also had life-saving impacts for children across sub-Saharan 
Africa through childhood HIV prevention, care, and treatment, ensuring 7·8 million babies were born HIV-free, 
supporting 13 million orphaned and vulnerable children, and protecting 10·3 million girls from sexual abuse. In this 
Health Policy, we review data from UNAIDS, UNICEF, World Bank, Violence Against Children Surveys, SPECTRUM 
model data, and Population-based HIV Impact Assessments; synthesise PEPFAR reports; conduct in-depth 
interviews; search PubMed for programme effectiveness evidence; and review economic reports. PEPFAR support is 
associated with substantial collateral benefits for the USA and Africa, including a four-fold increase in export of US 
goods to Africa, and US$71·6 billion in total goods trade between the USA and Africa in 2024. PEPFAR-supported 
countries in Africa are committed to ownership of HIV responses by 2030—overall, PEPFAR-supported countries in 
sub-Saharan Africa have progressively increased their co-financing of their health systems through domestic 
government and private expenditure from $13·7 billion per year in 2004 to $42·6 billion per year in 2021. The 
feasibility of a 5-year transition to country-led sustainability is supported by evidence of innovative cost-saving models 
of delivery, including through faith-based and community-based organisations, and high return-on-investment for 
PEPFAR programmes. There are also collateral benefits of PEPFAR for US and Africa national security and health 
security, for example, reducing forced migration and increasing capacity to control emerging transborder infectious 
disease threats. Risks in sub-Saharan Africa remain acute: one in five girls (younger than 18 years) experience rape or 
sexual assault; one in ten children (younger than 18 years) are orphaned; and a child (younger than 15 years) is 
estimated to die from AIDS every 7 min. Without continued PEPFAR programmes, models predict that by 2030, an 
additional 1 million children will become infected with HIV, 0·5 million additional children will die of AIDS, and 
2·8 million children will additionally become orphaned by AIDS. There is now an opportunity for a transformational 
partnership between the USA and Africa, to accelerate domestic government co-financing, private-sector investments, 
and charitable foundations. A 5-year progressive runway of transition can occur through continued authorisation of 
PEPFAR programmes, which can lead to the end of AIDS for children and families, an historic achievement. 

Introduction
After 20 years, the nightmares have returned. When I 
(LC) fall asleep, I’m back in the early 2000’s, as a social 
worker at Cape Town Child Welfare Society. AIDS was 
decimating an entire generation of parents; I found 
foster homes for children while their mothers lay dying 
on blankets in their shacks. I took trafficked girls aged 
13 years for HIV testing, knowing what the results would 
be. I tried to explain to children aged 6 years why 
everyone who had ever cared for them was now dead. 

In January, 2003, US President George Bush 
announced the US President’s Emergency Plan for AIDS 
Relief (PEPFAR)—an act of compassion which translated 
into Congressional action: the US Leadership Act Against 
HIV/AIDS, Tuberculosis, and Malaria.1 Focused in sub-
Saharan Africa, PEPFAR has had exceptional long-term 
success (figure 1A),2 including the creation of supply 
chains and health systems that have brought life-saving 
antiretroviral medication to 20·6 million people at less 
than 1% of the per-patient cost in 1993; rapid adoption of 
effective biomedical and behavioural prevention 
strategies, including for women who are pregnant, in 
response to new evidence; the scale-up of highly effective 
prevention of perinatal transmission to maternity 

services across the continent, enabling the births of 
7·8 million babies without HIV-infection,3 and a 
legislated allocation of 10% of PEPFAR funding that has 
supported more than 13 million orphaned and vulnerable 
children.4 

For 20 years, PEPFAR has ensured stability and impact 
through strong bipartisan support, with 5-year 
reauthorisations in 2008, 2013, and 2018 that allowed the 
USA to expand its protection of children by preventing 
violence against girls, supporting victims of childhood 
sexual abuse and exploitation, providing psychosocial 
care in the most deprived environments, and preventing 
HIV-infection for orphaned and vulnerable children. 
PEPFAR has prevented and responded to child sexual 
abuse, exploitation, and trafficking for over 10 million 
children, adolescents, and young women aged 
10–24 years, through health facilities and communities. 

PEPFAR’s two-decade investment has been 
world-changing. Our review of PEPFAR annual reports 
from 2005–235 shows provision of HIV testing, treatment, 
and prevention services through visits of more than 
1 billion children and adults. However, PEPFAR has had 
three recent setbacks. First, only a 1-year reauthorisation 
was approved in 2023, due to concerns over whether 
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PEPFAR funding had been used to provide termination 
of pregnancy, which is legally prohibited for all USA 
foreign assistance.6 Second, in January, 2025, PEPFAR’s 
auditing of providers identified that, in Mozambique 
(where abortions are legal), four Ministry of Health 
nurses had performed 21 abortions, during a period of 
substantial civil violence. This violation of US law was 
detected through PEPFAR’s strong compliance oversight, 
reported immediately, and corrective action was taken. 
New PEPFAR measures to reduce risk of future violations 
include: compulsory training of all PEPFAR-funded 
clinical staff in policies prohibiting the use of US foreign 
assistance funding to provide an abortion as a family 
planning method; individually signed annual attestations 
regarding compliance with US Government laws by all 
PEPFAR-supported partner staff that provide any 
PEPFAR clinical service; and expanded Country 
Operating Plan (COP) technical considerations and 
approval memos that outline US law prohibiting use of 
US funds for abortions. Third, the new presidential 
administration ordered a 90-day pause on US foreign 
assistance and approved a waiver allowing life-saving 
HIV treatment to continue, although enaction of that 
waiver has been severely challenged by removal of 
PEPFAR-supported USAID staff and frozen funding 
systems.7,8 

Our Health Policy focuses on the evidence of PEPFAR’s 
success and proposes using that success to build a 5-year 
runway of sustainability to protect children and families, 
particularly in sub-Saharan Africa. This runway will 
require a planned continuation of PEPFAR programme 
support, with progressively increasing domestic 
co-financing as a long-term solution for continuing to 
save lives. Investments should focus on communities 
and ensure continued access to HIV treatment; 
prevention of perinatal transmission; prevention of HIV 
and also prevention of sexual violence among orphaned 
and vulnerable children and girls; and increased 

Congressional oversight and accountability of the results 
of the programme. This runway to country ownership is 
needed to ensure and improve efficiencies, consistencies, 
strict enforcement of US foreign assistance legislation, 
and that this policy strengthens prosperity, safety, and 
strength for the USA.1,7 

As the future of PEPFAR remains unclear, we examine 
evidence on PEPFAR’s value for children, evaluate data 
on the effects for child health and wellbeing, examine 
effectiveness and reach of paediatric and adolescent 
prevention and treatment response, and propose crucial 
considerations for transitioning to country-led 
sustainability. The impacts for the USA and Africa of 
stopping PEPFAR programming are compared with 
those of building a runway of transition by continuing 
support for the US Leadership Act through another 
5-year authorisation for PEPFAR programming, from 
2025 to 2030. With Africa’s growing population soon to 
account for one in four people worldwide3 (figure 1B), we 
also consider research showing collateral benefits of 
PEPFAR programmes for the USA and Africa on health 
security, trade, and geopolitical stability, as well as new 
evidence suggesting that countries, such as China, are 
poised to overtake the transcontinental partnership that 
PEPFAR’s diplomacy has built. 

Approach
First, we identified risk levels for children (younger than 
18 years) in sub-Saharan Africa. We reviewed data on 
children, orphanhood, sexual abuse, and HIV using 
UNAIDS, UNICEF, and Violence Against Children 
Survey estimates. We further report estimates of 
numbers and trends in orphanhood from all causes that 
UNAIDS produces annually using the SPECTRUM 
model. These data use established estimates of 
orphanhood based on mortality and fertility rates,9–11 
modified to include effects of treatment on parental 
survival and fertility-inhibiting effects of HIV infection.12 

Figure 1: Past and future demographic profiles in sub-Saharan Africa
(A) Life expectancy at birth in seven countries in sub-Saharan Africa from 1980 to 2023, showing reductions linked to the HIV/AIDS pandemic, which rebounded 
following the launching of PEPFAR. Life expectancy again fell in 2019 due to the COVID-19 pandemic and rebounded. (B) Total population trends and projections 
from 1950 to 2100 by select global regions, with only Africa showing continued projected growth.2 PEPFAR=President’s Emergency Plan for AIDS Relief.
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Additionally, we generated pooled HIV seroprevalence 
estimates among children by orphanhood status based 
on Population-based HIV Impact Assessments from 
14 high-burden countries that had taken samples from 
children younger than 18 years.13,14

Second, we described UNAIDS data from 2023, 
comparing distributions of HIV cases with HIV deaths 

in children as a share of total HIV cases and deaths 
globally; examined the numbers and percentages of 
children (aged 0–14 years) and adolescents (aged 
15–19 years) living with HIV who are virally 
unsuppressed; and described the options for 
strengthening prevention of perinatal HIV 
transmission. 

Country Programme Design Findings Sustainability and reach

Economic strengthening

Davis and 
Handa (2014)15

Kenya, Zambia, 
Zimbabwe, Malawi, 
Tanzania, Ghana 
Lesotho, and Ethiopia

Direct economic 
support (monetary 
transfers) for food 
and school

RCTs and quasi-experimental 
impact evaluations

Reduces child sexual abuse and exploitation; 
helps keep adolescents in school

Economic strengthening services including 
direct transfers, school fees, and microfinance 
programmes were provided for about 
1·55 million girls (aged 10–24 years) in 
DREAMS and 4·35 million children (aged 
0–17) in the OVC programme

Kim (2009)16 South Africa Microfinance for 
mothers

Cluster RCT comparison of 
three randomly selected 
clusters: microfinance and 
gender norms, microfinance, 
and control

Microfinance and gender equity training 
reduce reoccurrence of intimate partner 
violence by 50%, reduces HIV risk, and 
improves household income

Scaled up as a component DREAMS 
programmes to adolescent girls and young 
women

Family strengthening

Cluver (2018)17 South Africa and 
Tanzania

Parenting for 
lifelong health and 
ParentApp Digital

Cluster RCTs Reduces child sexual abuse incidence by 57%; 
ten sessions cost of less than US$6; reduces 
abuse and substance use; improves parental 
supervision, household economic welfare, 
and adolescent sexual violence prevention

Over 5 years, DREAMS and OVC provided 
training for 448 000 people; overall, 8 million 
families were reached in more than 
35 countries;18 the Tanzanian Government 
has launched national programme

Vandenhoudt 
(2010)19

Kenya Families Matter Pre-design and post-design 
comparison of baseline 
measures for outcomes before 
programme with those after 
programme

Improves parent–child communication about 
sexual risk and abuse reduction and HIV 
prevention

Replicated in eight countries, reaching more 
than 400 000 people

Awareness, mentoring, or screening programmes

Jewkes (2008)20 South Africa Stepping Stones Cluster RCT Peer mentoring reduces herpes simplex 
virus-2 incidence (ie, sexually transmistted 
infections are an HIV cofactor) and intimate 
partner violence

DREAMS supported more than 
10 000 adolescent girls and young women as 
mentors to deliver HIV prevention 
programmes to peers

Skevington 
(2013)21

India, Gambia, South 
Africa, Ethiopia, 
Angola, Tanzania, 
Uganda, Fiji

Stepping Stones Systematic review Peer mentoring reduces infection rates of 
herpes simplex virus-2 and stigma;
improves communication about HIV risks

In 2023, DREAMS delivered HIV prevention 
programmes to 1·4 million girls in mentor-led 
safe spaces

Teaching boys and girls to use sexual violence prevention skills

Baiocchi 
(2017)22

Kenya No Means No 
Worldwide

Cluster RCT Reduces child sexual abuse incidence by 42% OVC and DREAMS reached more than 
13 million girls in 5 years; support for 
programmes has transitioned to the Nigerian 
Government

Jones (2021)23 USA Coaching Boys into 
Men

Cost-benefit analysis of two 
RCTs

Reduces perpetration of sexual violence, at 
cost-benefit of up to $2·4 million per 
1000 participants

Tanzania National Institute of Education and 
Zambia Ministry of Health supports the 
programme; in 2023, Rwanda Ministry of 
Education committed to scale-up the 
programme over 3 years

Community protection

Abramsky 
(2014)24

Uganda SASA! Raising Voices 
and SASA! Faith

Cluster RCT Community mobilisation of influencers 
reduced intimate partner violence by 52%

SASA! Raising Voices has been implemented 
by faith and community leaders in Uganda, 
Kenya, Zambia, Ethiopia, Malawi, and 
Tanzania

Kanagasabai 
(2023)25

Zambia Faith Matters! Pre-design and post-design 
comparison of baseline 
measures for outcomes before 
programme with those after 
programme

Faith leaders increased their conversations 
with youth about sexual abuse and HIV 3 
months after the intervention, compared 
with baseline

Scaled within Zambia through interfaith 
network and expanded to Kenya, Uganda, 
and Zimbabwe

(Table 1 continues on next page)
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Third, we reviewed PEPFAR’s programming model for 
Orphans and Vulnerable Children (OVC), efforts to 
prevent and respond to sexual abuse of children and 
adolescents, strategies for improving HIV viral load 
suppression in children, and HIV prevention programmes 
for girls. We also synthesised PEPFAR reports and 
conducted in-depth interviews with 12 programme leaders 
within the US Department of State from OVC, 
Determined, Resilient, Empowered, AIDS-free, Mentored, 
and Safe (DREAMS), and paediatric HIV programmes.

Fourth, we assessed evidence for effectiveness and 
reach of the programmes. We used PEPFAR COPs and 
COP guidance to identify approved interventions and 

then conducted searches for experimental and quasi-
experimental evidence for these interventions using both 
PubMed and reviews for INSPIRE’s Seven Strategies for 
Ending Violence Against Children (table 1).37 Fifth, we 
explored pathways to sustainability for PEPFAR’s 
programming via World Bank Development Indicators,38 
government reports, and think-tank reports. Sixth, we 
examined evidence on how responses to HIV lead to 
health security, economic growth, and educational, trade, 
and diplomatic benefits by using published studies, 
policy, strategy, and economic reports, including 
government and government-affiliated reports. Lastly, we 
reviewed epidemiological and resilience research to 

Country Programme Design Findings Sustainability and reach

(Continued from previous page)

Accelerating HIV treatment adherence, viral load suppression, prevention for children and adolescents, and vertical transmission prevention

Tafere et al 
(2023);26

WHO (2019)27

Kenya and Ethiopia Operation Triple 
Zero

Pre-design and post-design 
(Kenya) and comparison study 
(Ethiopia)

Kenya: VLS increased from 65% to 80% in 
children (aged 10–14 years) and 66% to 84% 
in adolescents (aged 15–19 years); Ethiopia: 
92·4% in OTZ group vs 84·3% in VLS group

Ten countries with more than 1000 clinics 
serving more than 100 000 young people 
living with HIV

Willis et al 
(2019);28 
Mavhu et al 
(2020);29

WHO (2019) 27

Zimbabwe CATS within the
Zvandiri group-
based support 
programme

Pre and post design, and RCT Adherence to antiretrovirals increased from 
42% to 72% after the CATS–Zvandiri 
programme; RCT shows CATS participants 
were 3·9 times more likely to adhere to 
antiretrovirals

Since 2004, Zimbabwe has scaled this 
programme from 51 of 63 districts, reaching 
45 000 children and adolescents living with 
HIV; expanded to Eswatini, Mozambique, 
Rwanda, Uganda, Namibia, and Ghana

Makangila et al 
(2023)30

Zambia Circle of Hope, faith-
led and community-
led posts

Non-randomised programme 
evaluation comparison

Faith-led and community-led community 
posts were more successful in identifying 
cases compared with provincial community 
posts in both men (32·5% vs 9·5%) and 
adolescent girls and young women (31·2% vs 
7·3%); VLS was higher in faith and 
community-led community posts than in 
provincial community posts

Scaled in Zambia to seven of ten provinces by 
Zambian government; south-to-south 
replication in Zimbabwe, South Sudan, 
Kenya, Cote d’Ivoire; and adaptation into 
youth-friendly centres for girls (Malaika 
Houses) and boys (Destiny Houses)

Allison et al 
(2022)31

South Africa, Uganda, 
Kenya, Brazil, Thailand, 
and USA

Oral PrEP adherence Systematic review of 29 studies 
(seven RCT, 19 cohort, and 
three other)

Adolescent and young adult adherence 
similar across countries, overall 64%

As of Dec 1, 2024, PEPFAR had newly enrolled 
25 million people on PrEP (including oral or 
injectables)

Ford et al 
(2014)32

Included high-income, 
upper-middle-income, 
lower-middle-income, 
and low-income 
countries

HIV PEP adherence 
to 28-day course

Systematic review of 97 RCTs 
and non-randomised studies 
reporting PEP completion 
rates

PEP completion rates for were 36·6% for 
adolescents (95% CI 4·0–69·2), 64·0% for 
children (41·2–86·8), and 40·2% for sexual 
assault victims (31·2–49·2)

Adherence support is recommended for 
victims of sexual assault and adolescents as 
their adherence is poor; 2024 WHO 
Guidelines for Post-Exposure Prophylaxis of 
HIV33 include regimens and considerations

Fonner et al
(2023)34

Included countries in 
Africa, Asia, Latin 
America, and the USA

CAB-LA given every 
2 months

Systematic review of safety 
and efficacy based on 
four double-blind RCTs

The pooled effect comparing CAB-LA with 
oral PrEP yielded a relative risk of 0·21 
(0·07–0·061) showing a 79% reduction in 
HIV acquisition risk

WHO used Fonner et al (2023)34 as basis for 
WHO guidelines on PrEP, determining CAB-
LA to be safe and effective; PEPFAR has 
supported roll-out in Zimbabwe, Malawi, and 
Zambia

Johnson et al 
(2024)35

South Africa CAB-LA given every 
2 months for 
pregnant and 
breastfeeding 
women and their 
infants

Modelling study comparing 
CAB-LA, oral PrEP, and 
allowing choice between oral 
PrEP or CAB-LA

CAB-LA reduced risk of HIV acquisition 
during pregnancy and breastfeeding by 
41·2% (95 CI 19·8–65·0); by 12·6% 
(6·0–19·4) in infants at or before birth; and 
by 29·5% (13·9–46·8) through breastmilk, 
performing substantially better than oral 
PrEP, but similar to the group given a choice

Increased use of CAB-LA to prevent vertical 
transmission during pregnancy and 
breastfeeding would be relevant for 
sub-Saharan Africa, where HIV acquisition 
during pregnancy and breastfeeding are 
important drivers of vertical transmission

Endershaw 
(2024)36

Sub-Saharan Africa Consistent condom 
use among people 
living with HIV

Systematic review and meta-
analysis of 33 studies

Pooled prevalence of 42·5% (95% CI 
20·3–64·7) for consistent condom use

Study examined consistent condom use with 
non-marital partners

Examples chosen as primary PEPFAR interventions recommended in COP guidance from 2021–24. CAB-LA=long-acting injectable cabotegravir. CATS=Community Adolescent Treatment Supporters. 
COP=Country Operating Plan. DREAMS=determined, resilient, empowered, AIDS-free, mentored, and safe. OTZ= Operation Triple Zero. OVC=orphans and vulnerable children. PEPFAR=President’s Emergency 
Plan for AIDS Relief. PEP=post-exposure prophylaxis. PrEP=pre-exposure prophylaxis. RCT=randomised controlled trials. VLS=viral load suppression.

Table 1: Example evidence-based PEPFAR programmes
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outline child-focused HIV impacts of a world without 
PEPFAR.

PEPFAR: addressing HIV risks for children and 
adolescents
Orphanhood (from any cause), child sexual abuse, and 
childhood HIV-infection are not only moral imperatives 
to address, but also PEPFAR priorities due to associations 
with increased HIV prevalence, sexually transmitted 
infections, mental health, substance abuse, and chronic 
disease.39 We reviewed new data to determine burden, 
levels of risk, associations with HIV/AIDS, and outcomes 
for children living with HIV. Findings show high 
epidemiologic burden, and that orphanhood and child 
sexual abuse would escalate without PEPFAR.

Before PEPFAR made antiretrovirals widely available 
within sub-Saharan Africa, AIDS had killed more than 
20 million people, mostly parents,12 with life expectancies 
in many countries decreasing to age 40–50 years in 
several countries (figure 1A). After parental death, 
children remain orphaned for their lifetime, although 
they are only classified an orphan until age 18 years. In 
sub-Saharan Africa, the number of children orphaned by 
AIDS was more than 14 million in 2010 and gradually 
decreased to 10·5 million children in 2023 as effective 
HIV treatment became widely available and parents’ lives 
were saved.40 

However, orphanhood is increased by population 
growth and other risks of parental death. Examination of 
UNAIDS epidemiological estimates show substantially 
higher rates of all-cause orphanhood in sub-Saharan 
Africa than previously recognised.41 In 2023, more than 
58·5 million children (95% CI 56·3–61·2)—one in 
ten children in the region— experienced the death of a 
mother, father, or both parents (figure 2A). This rate 
includes children orphaned by AIDS, epidemics, war, 
natural disasters, and other causes of parental death. The 
21 countries with PEPFAR offices are home to 45·4 million 
orphaned children—77·6% of the total number of 
children (table 2; figure 2B).41,43 Using data from 
Population-based HIV Impact Assessments on household-
based HIV-testing in children in high-burden countries,44 

our pooled estimates across 14 countries show HIV-
prevalences of 0·48% (95% CI 0·44–0·53) among children 
whose parents are both living, 2·6% (2·3–3·0) among 
paternally orphaned children, 4·5% (3·9–5·1) 
among maternally orphaned children, and 6·7% (5·7–8·1) 
among children whose parents have both died (figure 2D). 

Rates of sexual violence are also high throughout sub-
Saharan Africa. In 2024, the first global monitoring of 
sexual violence against children found that 22% of girls in 
southern and eastern Africa experience rape or sexual 
assault by the time they are age 18 years.45 An analysis of 
17 Demographic and Health Surveys and AIDS Impact 
Surveys found that, based on pooled weighted estimates 
across countries, sexual violence increased among 
paternally orphaned children (odds ratio [OR] 1·36, 

95% CI 1·8–1·7) and children whose parents have both 
died (OR 1·47, 1·08–1·99).46 Kenya’s Violence Against 
Children survey47 found that orphaned girls were at 
increased risk of lifetime rape or sexual assault: girls 
whose parents were both living had a risk of 29·4% 
(95% CI 24·5–34·3), girls who are maternally or paternally 
orphaned had a risk of 35·2% (24·7–45·7), and girls 
whose parents had both died had a risk of 50·9% 
(32·6–69·2; figure 2C). Childhood sexual abuse increases 
risks of HIV infection, both as a direct result of sexual 
violence, and through long-term impacts including 
trauma, low self-esteem, and sexual exploitation.48 

Sub-Saharan Africa is home to 89% of children living 
with HIV globally,49 and there are marked disparities in 
HIV outcomes between children and adults. Analyses of 
UNAIDS viral load suppression data in 202350 estimated 
1·5 million children (aged 0–14 years) and adolescents 
(aged 15–19 years) living with HIV globally are virally 
unsuppressed, with elevated risk of childhood death 
(figure 3B). The UNAIDS Global AIDS Report shows that 
although 73% of adults living with HIV are virally 
suppressed, this status is only reached by 48% of children 
(aged 0–14 years) and 55% of adolescents (aged 
15–19 years).50 In 2023, children comprised 3% of all HIV 
cases globally, but 12% of AIDS-related deaths (figure 3A).50 

Figure 2: Trends in all-cause orphanhood in sub-Saharan Africa, 2022 
(A) Distribution of orphanhood in sub-Saharan Africa shows 77·6% of orphans in countries with PEPFAR country 
offices. Grey area=95% CI.14 (B) Orphanhood prevalence in 2022 (as shown by white circles). (C) Sexual abuse and 
violence among orphaned girls (age 13–24 years) in Kenya.42 (D) HIV prevalence among orphaned children in high-
burden locations. Includes Population-based HIV Impact Assessment Survey data from 14 countries (Cameroon 
[2017], Côte d’Ivoire [2017], Eswatini [2017], Ethiopia [2018], Kenya [2018], Lesotho [2017], Malawi [2016], 
Namibia [2017], Nigeria [2021], Rwanda [2019], Tanzania [2017], Uganda [2017], Zambia [2016], and Zimbabwe 
[2016]). Data were standardised using biomarker weights within each survey, the calculations used weighted 
proportion of type of orphan and pooled them across surveys to give an estimate representative across countries, 
then calculations used weighted HIV prevalence by orphanhood group pooled across surveys.14 NA=not applicable. 
PEPFAR=President’s Emergency Plan for AIDS Relief. 
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Faith and community partnerships
African faith leaders and faith-based organisations have 
been core partners of PEPFAR since its inception in 

2003.51 Faith communities often have a long-standing 
and trusted community presence, direct connections to 
families, and deep knowledge of local social networks. In 
most high HIV-burden countries, 85–95% of the 
population considers faith very important to them.52 
Faith-based organisations, faith communities, and local 
communities are responsible for identifying children 
and adolescents living with HIV, providing life-saving 
treatment, care for orphaned and vulnerable children, 
and protecting girls from sexual abuse.53 Faith and 
community-led programmes evaluated through 
PEPFAR’s Faith and Community Initiative53 include 
Maliaka and Destiny Houses, co-location of HIV service 
sites at religious venues, the Baby Shower model of 
congregational testing,54 Faith Matters!, and SASA! Faith24 
(table 1). In recipient countries, local government, 
community, and faith sector collaborations have helped 
strengthen sustainability of PEPFAR’s programming for 
children.51

PEPFAR programming protects children and 
adolescent girls
Within PEPFAR, three pioneering programmes work 
closely together to protect children and adolescent girls. 
In 2006, Congress mandated that at least 10% of the 
PEPFAR budget supports an OVC programme, including 
health care, education, psychosocial support, and 
protection for children affected by HIV/AIDS 
(figure 4A).55,56 In 2014, PEPFAR launched the DREAMS 
model, in recognition of doubled rates of HIV infections 
in adolescent girls and young women compared with 
males.57 DREAMS combats causes of incident HIV 
through an evidence-based package addressing 
structural, behavioural, and biomedical risks (figure 4B). 
To close disproportionate gaps in paediatric treatment 
and prevention, PEPFAR launched an initiative to 
accelerate progress in paediatrics and Prevention of 
Mother to Child Transmission (PMTCT) in 2022. We 
examined the evidence base, reach, and sustainability 
potential of these programmes.

PEPFAR OVC programmes engage with communities 
and local partners (such as faith and traditional leaders; 
figure 4A), reaching more than 13 million orphaned and 
vulnerable children in total, including children living 
with HIV and child survivors of sexual abuse and 
exploitation. OVC preventive programmes reduce HIV 
infection and sexual violence through programmes 
evaluated in randomised or quasi-experimental 
evaluations,17,19,22,23,25,58 with several in early stages of 
transitioning support to country governments (table 1). 
The programmes also address early identification of 
sexual abuse. All staff receive training in safeguarding, 
mandatory reporting, and referrals, including into OVC 
comprehensive services, which provide HIV and sexual 
abuse response services59 (eg, economic strengthening,15,16 
education support, building parenting skills, and HIV 
care and treatment). For recipient families, graduation 

Population (aged 
0–17 years)43 

Number of orphans  
(95% CI)41 

Orphanhood 
prevalence (95% CI)* 

Nigeria 108 864 080 13 900 000 (13 700 000–14 000 000) 12·77% (12·58–12·86)

Democratic Republic 
of the Congo

53 808 048 5 680 000 (5 580 000–5 770 000) 10·56% (10·37–10·72)

Ethiopia 58 480 672 2 990 000 (2 860 000–3 200 000) 5·11% (4.89–5·47)

Tanzania 32 182 156 2 660 000 (2 510 000–2 800 000) 8·27% (7.80–8·70)

Uganda 24 391 759 2 500 000 (2 280 000–2 680 000) 10·25% (9·35–10·99)

South Africa 19 566 105 2 480 000 (2 320 000–2 740 000) 12·67% (11.86–14.00)

Kenya 24 461 951 2 370 000 (2 210 000–2 560 000) 9·69% (9·03–10·47)

Mozambique 16 854 766 2 200 000 (2 020 000–2 410 000) 13·05% (11.98–14.30)

Angola 18 263 391 1 850 000 (1 800 000–1 890 000) 10·13% (9.86–10·35)

Côte d’Ivoire 14 609 980 1 680 000 (1 620 000–1 740 000) 11·50 % (11·09–11·91)

Cameroon† 13 458 393 1 420 000 (1 330 000–1 510 000) 10·56% 

Malawi 10 127 604 1 270 000 (1 150 000–1 420 000) 12·54% (11·36–14.02)

Zambia 9 950 975 1 000 000 (930 000–1 140 000) 10·05% (9·35–11.46)

Zimbabwe 7 790 617 850 000 (760 000–1 010 000) 10·91% (9·76–12·96)

South Sudan 5 353 260 830 000 (810 000–860 000) 15·50% (15·13–16·06)

Burundi 7 049 655 630 000 (610 000–650 000) 8·94% (8·65–9·22)

Rwanda 6 168 602 480 000 (450 000–530 000) 7·78% (7·30–8·59)

Namibia 1 247 982 210 000 (190 000–240 000) 16·83% (15·22–19·23)

Lesotho 949 146 180 000 (190 000–240 000) 18·96% (16·86–22·13)

Eswatini 491 984 120 000 (110 000–140 000) 24·39 (22·36–28·46)

Botswana 940 827 100 000 (94 000–130 000) 10·63 (9·99–13·82)

Total 435 011 958 45 400 000 (45 100 000–45 700 000) 10·44 (10·31–10·56)

PEPFAR=President’s Emergency Plan for AIDS Relief. *Orphanhood prevalence was calculated by dividing number of 
orphans by population of children aged 0–17 years. Totals were calculated by summing country central estimates, with 
the confidence interval for the total calculated assuming independent normal distributions for each country. 
†Estimates for Cameroon are not reported in the UNICEF dataset; therefore, the central estimate was obtained from 
the SPECTRUM model. Totals were calculated by summing up the country’s central estimates, with the confidence 
interval for the total calculated assuming independent normal distributions for each country.  

Table 2: Orphanhood prevalence due to all causes for 21 countries in sub-Saharan Africa with PEPFAR 
Country Offices, 2022

Figure 3: HIV risks among children
(A) Percentage of total HIV/AIDS cases and deaths in children (aged 0–14 years) globally. (B) Children and adolescents 
living with HIV. There are high numbers of children (aged 0–14 years) and adolescents (aged 15–19 years) living with 
HIV who are not virally suppressed (including both those not on treatment and those reported to be on treatment), 
with a total of more than 1·5 million children and adolescents.50 VLS=viral load suppression.
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from the programme occurred once stability across 
eight health and wellbeing domains were achieved.60 

DREAMS helps to prevent causes of HIV infection for 
adolescent girls and young women including sexual 
violence, poverty, and inadequate access to education, 
and is supported in communities with high HIV 
prevalence in 15 countries in sub-Saharan Africa with 
local faith-based and community-based partners 
(figure 4B).61 OVC and DREAMS are also uniquely 
positioned to accelerate uptake of evidence-based HIV 
prevention (eg, long-acting injectable pre-exposure 
prophylaxis [PrEP], post-exposure prophylaxis, and 
condoms) through trusted services for children, 
adolescents, and young women at risk of HIV and sexual 
violence (table 1).32–36 Crucially, these prevention measures 
also reduce risk of HIV acquisition to mothers and 
children during pregnancy and breastfeeding.62 

PEPFAR programming for children living with HIV 
funded life-saving medication for 556 000 children in 
2024, in addition to the prevention of perinatal 
transmission of HIV in 20 countries,3 such as in the 
Democratic Republic of the Congo, where 26% of 
children born to mothers living with HIV were infected 
through pregnancy, birth, or breastfeeding in 2023.50 
PEPFAR’s Accelerating Progress in Pediatrics and 
PMTCT initiative has led to an overall 52% increase in 
the number of children tested in the 20 countries,3 and 
an increase in HIV viral load suppression over 3 years.63 
These successes have been driven by the introduction of 

dolutegravir for all children living with HIV, and through 
the groundbreaking PEPFAR-supported Vatican 
Initiative, which fast-tracked the development of 
paediatric HIV formulations.64 PEPFAR has supported 
programmes with strong evidence of improving 
childhood viral load suppression, such as Zvandiri28,29 and 
Operation Triple Zero,26,29 both using locally-based 
models of young peer supporters, support groups, and 
digital innovation. 

Across these three programmes there is a strong focus 
on prevention and healing related to child sexual abuse, 
trafficking, and exploitation. Specifically, all children and 
adolescents (age 10–14 years) included in PEPFAR 
programmes receive age-appropriate knowledge about 
HIV and sexual abuse risks, and all girls, adolescents, 
and young women (age 10–24 years) are assessed for risk. 
Services to support survivors and prevent further harm 
include mentorship, psychosocial support, social asset 
building, PrEP,65,66 and education-focused economic 
strengthening (eg, microfinance), and sexual violence 
prevention for boys (younger than 18 years), and girls 
and women (age 10–24 years; table 1).19–21,23,24,67

These programmes also support long-term 
sustainability of PEPFAR’s investments by building 
resilience and reducing children’s lifetime risk of HIV; 
strengthening sustainability of government child welfare 
systems (eg, through training local social workers); and 
using Violence Against Children Surveys to establish 
national multisector sexual violence prevention action 

Figure 4: PEPFAR models for OVC services and sexual violence and HIV prevention for girls, youth, and children 
(A) PEPFAR OVC screening and service model that guides identification, care, and graduation of beneficiaries. (B) PEPFAR’s model for protecting adolescent girls, 
youth, and children from sexual violence and HIV through the DREAMS and OVC programmes. PEPFAR’s system is one of screening, referral, prevention of repeated 
abuse, and support for children and adolescents through faith and community-based organisations (appendix). DREAMS=determined, resilient, empowered, 
AIDS-free, mentored, and safe. OVC=orphans and vulnerable children. PEPFAR=President’s Emergency Plan for AIDS Relief.
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plans led by governments in 16 countries in sub-Saharan 
Africa,67 thus embedding child sexual abuse and 
trafficking prevention within government services.

A new runway of action to achieve HIV response 
sustainability
Plans between the USA and Africa for a transition to 
sustainability are already underway. Correspondence by 
African leaders—including the African Union Special 
Envoy for the African Medicines Agency, Afrian bishops, 
other esteemed faith leaders, and HIV experts—shows 
that national governments, faith leaders, and community 
leaders are committed to progressive country ownership 
of HIV responses, while highlighting that ownership is 
only possible through planned transition.68 

Domestic financing by African governments and 
private-sector investments has progressively increased in 
PEPFAR countries since the full-scale implementation of 
PEPFAR in 2004. A new report using World Bank 
Development Indicators shows that total combined 
domestic government expenditure and domestic private 
expenditure on health in PEPFAR-supported countries 
in sub-Saharan Africa increased from US$13·7 billion 
per year in 2004 to $42·6 billion per year in 2021.38

A 5-year runway to transition is consistent with the 
African Union commitments in the 2001 Abuja Declaration 
for increasing domestic health investments,69 and 
achievable through closing investment gaps via annual 
incremental increases in domestic funding, integration of 
services, and mobilising funding from domestic and global 
donors (including philanthropic and charitable donors 
within, and beyond, the health sector) and the private 
sector.69 African leaders have proposed matching grants for 
community-based models, in which global funding is tied 
to each country’s progressively increasing domestic 
funding for the health sector. Integration of cost-effective 
community-based models for children and adolescents30,70 
would reduce child sexual abuse and trafficking, protect 
orphaned children, and sustain paediatric HIV treatment 
and care. This runway will protect children and families 
and safeguard global health security, as in the next 25 years 
half of all children and adolescents (age 0–19 years) in the 
world are predicted to live in Africa.2 The foundation of 
growing domestic co-financing for this runway of 
sustainability by PEPFAR-supported countries in sub-
Saharan Africa has progressively increased since PEPFAR 
began. Continuing US investments through programmes 
will help to ensure the notable goals of PEPFAR are 
successfully completed by 2030. 

Priorities and progress for achieving HIV 
response sustainability for children and families
Transformative country leadership, expanded partnerships, 
and faith and community-led innovations to simplify 
services and reduce costs, will promote HIV response 
sustainability. Previously, PEPFAR’s 2024 Vision for 
Sustainability included country-led plans that aimed to 

catalyse political, programmatic, and financial progress, 
and were aligned with UNAIDS HIV Response 
Sustainability Roadmap tools.71 These plans included 
predicting, preventing, detecting, and responding to new 
infections; sustaining HIV viral load suppression; reaching 
targets for reducing causes of HIV (including sexual 
abuse); identifying and supporting orphans and vulnerable 
children; and preventing HIV among adolescent girls. 

PEPFAR’s 2023 COP Guidance72 and the UNAIDS HIV 
Sustainability Roadmap Primer73 outline country-led 
processes: (1) co-investment policy; (2) population viral 
load suppression and reducing new HIV infections; (3) 
strengthening national systems; and (4) creating 
efficiencies through simplification and differentiation. 
PEPFAR-designated countries are developing unique HIV 
Response Sustainability Roadmap plans (originally 
intended for June, 2025, now potentially postponed by the 
pause in US foreign assistance), to continuously improve 
sustainability indicators through 2030. The Guidance 
outlined in the 2024 PEPFAR Report to Congress provides 
an accountability framework, measures for tracking, and a 
co-investment policy. The HIV Response Sustainability 
Roadmap outlines key indicators of political will (ie, 
incorporating management, coordination, and 
stewardship), enabling laws and policies, equitable 
financing, HIV treatment and prevention services, and 
health systems. 

Collateral benefits for children and families
Economic, educational, and health
Evidence suggests that PEPFAR’s HIV investments have 
brought economic, educational, and health benefits for 
children and families beyond HIV. Econometric studies 
using difference-in-difference approaches found a 13% 
increase in population-level male employment in 
ten PEPFAR focus countries, compared with countries 
receiving little to no PEPFAR support.74 This increased 
employment alone produced economic returns equalling 
half of PEPFAR’s investments. Another study compared 
90 countries receiving PEPFAR support (from 1990 to 
2018) with 67 countries receiving little to no PEPFAR 
support.75 The study showed considerable increases in 
gross domestic product per capita growth rates, and 
substantial educational benefits through increased 
schooling for both girls and boys,75 strengthening 
PEPFAR recipient countries as established US trading 
partners.1 Furthermore, from 2004 to 2018, PEPFAR 
countries with COPs showed a 20% reduction in all-cause 
mortality,76 25% reduction in maternal mortality, 35% 
reduction in child mortality, and an increase of 8–11% in 
childhood immunisations for measles, hepatitis B, 
diphtheria, tetanus, and polio.77 

An economic analysis assessed returns on a core 
package modelled on PEPFAR’s OVC and DREAMS 
programmes of economic strengthening, evidence-based 
parenting programmes, and child and youth-friendly 
health services in Kenya. The study showed that for 
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investments of $24 million per year over ten years, 
macroeconomic returns exceeded $900 million through 
increased labour market productivity, which was caused 
by increased school enrolment; prevention of new HIV 
infections, child marriages, and pregnancies; and an 
averted 63 000 cases of child physical, verbal, and sexual 
abuse78 (linked to exploitation and trafficking79). These 
substantial returns on PEPFAR investments can create 
domestic resources that can help strengthen country-led 
sustainability of HIV pandemic responses. 

Geopolitical stability, health security, and prosperity for 
the USA and sub-Saharan Africa
Sub-Saharan Africa is the only region in the world where 
the youth and working-age population are growing.80 This 
fact opens new opportunities for accelerating health 
security, prosperity, and stability81 in both the USA and 
sub-Saharan Africa by harnessing the demographic 
dividend inherent of a larger working-age population than 
dependent-age population (figure 1B). Over 15 years, 
analyses of Gallup surveys, from 2003 to 2016, show that 
PEPFAR investments are consistently associated with 
higher public opinion of the USA worldwide,82,83 improving 
US national security through trusted relationships with 
allies, increased trade, and strengthened capacity to detect 
and respond to new epidemics and pandemics.82,84

As a US foreign policy, PEPFAR investments appear to 
strengthen strategic diplomacy required to advance such 
benefits for both the USA and Africa. In the same time 
period as PEPFAR, for example, US goods exports to 
Africa (eg, motor vehicles and parts, aircraft, oil and gas 
field equipment, mineral fuels, and wheat) have increased 
four-fold from $6·9 billion in 2001 to $32·1 billion in 
2024.85 By working together to address challenges 
following the 2022 US–Africa Leaders Summit, bilateral 
partnerships enabled $71·6 billion in two-way trade and 
investment agreements, including in essential minerals, 
between the USA and African countries, in 2024.85 

Collateral benefits are foundational for protecting 
geopolitical stability, strengthening health security, and 
revitalising partnerships needed to expand transnational 
trade with Africa, which is home to nine of the world’s 
fastest-growing economies in 2024.86 For example, the 
PEPFAR-linked growth in economic productivity of 
countries helps protect families and societies from 
destabilisation and reduces risks of forced migration that 
follow political and economic collapse. PEPFAR health 
information systems, surveillance, and laboratory 
services also strengthen pandemic preparedness and 
response, as observed for COVID-19 (figure 1A)—more 
than 3·4 million SARS-CoV-2 tests were conducted by 
PEPFAR-supported sites over one year across 
16 countries. PEPFAR systems capacitate countries to 
control emerging threats, including transborder global 
health security risks such as haemorrhagic fevers.82,84

If the USA discontinues PEPFAR, reports suggest 
other countries are poised to assume leadership. For 

example, two recent studies of China’s foreign assistance 
policy87,88 show that China has become an important 
health donor to Africa when measured in project value, 
with a shifting focus towards infectious diseases. China’s 
investments have also transitioned towards health 
system strengthening and global health security, and 
extend beyond health to the majority share of mineral 
wealth in Africa, such as cobalt, copper, lithium, and 
manganese, which the USA depends on for mobile 
phones, electric vehicles, military applications, and 
satellites.89 Recent evidence describes Iran’s increased aid 
to Africa, including to orphaned and vulnerable children, 
as important for their strategic soft diplomacy.90 

The US Department of Defense report to Congress in 
December, 2024, highlights China’s priorities for 
expanding satellite navigation systems throughout 
Africa.91 A US Defense Intelligence Agency Report shows 
that these satellites are used by China’s military to enable 
force movements, enhance command, control, and 
communications capabilities, and strengthen precision-
guided munitions delivery.92 A US commitment to health 
diplomacy in Africa also presents a strategic opportunity 
to strengthen trade, protect the US from transborder 
infectious diseases, and defend national security in 
partnership with African governments. 

Two-way benefits for children, families, and communities
The 21st century has seen a shift from country-level 
challenges to global megatrends, such as COVID-19 and 
the globalised narcotic trade. Global challenges are also 
increasingly affecting children in the USA. A 2025 Nature 
Medicine study of children in the USA found a 50% increase 
in orphanhood from 2000 to 2021. Nearly 3 million children 
in the USA have experienced the death of a caregiver.93 

Using lessons from evidence-based care for orphaned 
children in Africa can inform increasingly needed solutions 
for orphaned and vulnerable children in the USA. 

Online-facilitated child sexual abuse and exploitation 
have also increased exponentially, facilitated by 
widespread internet access. In 2024, a national US study 
found that 32% of 1762 girls (standard error 28·4–35·0) 
had experienced sexual abuse by age 18 years.94 PEPFAR’s 
child-focused models have promoted the development of 
high-impact, scalable and cost-effective systems, 
services,22,23 and programmes that prevent and respond to 
child sexual abuse, exploitation, and trafficking across 
Africa and the USA, such as No Means No22 and Families 
Matter.19 The Violence Against Children Surveys have 
worked with 15 African governments to build national 
action plans to prevent childhood violence, bringing this 
highly effective model to the USA in 2025.67 

Three types of support can help improve outcomes for 
children experiencing severe adverse experiences, such as 
HIV infection, parental death, or childhood sexual 
violence:95 a consistent and loving caregiver,96 economic 
stability,97 and medical and mental health care.98 In all 
these factors, reliability and security are essential for 
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children.99 The effects of the recent freeze of USAID 
foreign assistance has shown the extent of child fragility. 
As of March 10, 2025, due to challenges implementing the 
waiver, 7·4 million parents, children, and family members 
are unable to access their next packet of antiretroviral 
medication; of these people, 205 577 are children aged 
0–14 years, and at least 440 000 pregnant mothers and 
their babies are unable to access medicine to prevent HIV 
infection in pregnancy, birth, and breastfeeding.100

Based on predictive modelling using the HIV Goals 
model,18 by 2030, an additional 13·4 million people will die 
of AIDS if their HIV treatment provided through 
PEPFAR-supported supply chains, clinical staff, or 
essential services, cannot be continued and restored. If 
country health systems can reallocate funding to keep as 
many people on antiretroviral therapy as possible, an 
estimated additional 7·5 million people will still die of 
AIDS if PEPFAR programmes stop. Without PEPFAR 
programmes and strong commitments to domestic 
co-financing for sustaining the HIV response, life 
expectancies are likely to substantially reduce, 
leaving millions of children orphaned (figure 1A). A new 
modelling study18 indicates that, without PEPFAR, 
children in sub-Saharan Africa would face extreme HIV-
related health risks, including an estimated 1 million new 
cases of HIV, 460 000 additional AIDS-related deaths in 
children, and an additional 2·8 million children orphaned 
by AIDS in the next 5 years (figure 5). 

Conclusion: a 5-year runway to sustainability for 
PEPFAR can protect the health and future of the 
USA’s and Africa’s children and adolescents 
The findings of this Health Policy lead to 
one overwhelming conclusion: that continuation of 

PEPFAR programmes, and investment in a runway of 
sustainability through progressively increased domestic 
co-financing of PEPFAR, are crucially important for both 
the USA and Africa. PEPFAR brings multiple benefits. 
First, the direct benefits of the programme in saving 
families with children, protecting orphaned children, 
preventing devastating consequences for women who are 
pregnant and breastfeeding, as well as their babies, and 
protecting girls and adolescents from sexual trafficking 
and abuse. Second, the indirect benefits within each 
country in short-term and long-term economic gains, and 
in stronger responses to transborder disease outbreaks. 
Third, the reciprocal benefits of soft power—strong trade 
partners and geopolitical stability within a context of the 
largest youth cohort in Africa’s history. Now is the time to 
capitalise on unified leadership, and on PEPFAR’s 
unparallelled success, to ensure prosperity, strength, and 
safety for both the USA and Africa. 
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Figure 5: Children are at extreme risks of HIV infection without PEPFAR
(A) Without PEPFAR, 1 million more new child HIV infections, (B) 460 000 more child deaths caused by AIDs, and (C) 2·8 million more children orphaned by AIDS, are 
all projected by 2030. Projection scenarios for 2024–2030 were based on modelling the complete cessation of PEPFAR in 2024 against the counterfactual of constant 
coverage of five interventions (preventing perinatal transmission to reduce child infections; paediatric antiretroviral therapy to reduce child death; adult antiretroviral 
therapy to reduce adult death and AIDS orphans; voluntary medical male circumcision; and key populations services to reduce adult prevalence of HIV) at the 2022 
level (a combination of both PEPFAR and non-PEPFAR interventions). To model the number of children affected by the immediate and complete cessation of PEPFAR, 
the PEPFAR 2022 services were subtracted from the anticipated 2024 coverage in the absence of PEPFAR for the modelled interventions and carried that coverage 
level forward through 2030.5 PEPFAR=President’s Emergency Program for AIDS Relief. *Cumulative deaths 2024–30 among children aged 0–14 years. 
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