
RESEARCH ARTICLE

Global temporal changes in the proportion of children with
advanced disease at the start of combination antiretroviral
therapy in an era of changing criteria for treatment initiation
Klea Panayidou1, Mary-Ann Davies2§ , Nanina Anderegg1, Matthias Egger1,2 The IeDEA, COHERE, PHACS and
IMPAACT 219C Collaborations Writing Group*
§Corresponding author: Mary-Ann Davies, University of Cape Town Faculty of Health Sciences, Falmouth Building, Anzio Rd, Observatory, 7925 Cape Town, South
Africa. Tel: +27 21 4066051. (mary-ann.davies@uct.ac.za)
*The IeDEA, COHERE, PHACS and IMPAACT 219C Collaborations Writing
Group members are listed in Appendix.

Abstract
Introduction: The CD4 cell count and percent at initiation of combination antiretroviral therapy (cART) are measures of
advanced HIV disease and thus are important indicators of programme performance for children living with HIV. In particular,
World Health Organization (WHO) 2017 guidelines on advanced HIV disease noted that >80% of children aged <5 years
started cART with WHO Stage 3 or 4 disease or severe immune suppression. We compared temporal trends in CD4 measures
at cART start in children from low-, middle- and high-income countries, and examined the effect of WHO treatment initiation
guidelines on reducing the proportion of children initiating cART with advanced disease.
Methods: We included children aged <16 years from the International Epidemiology Databases to Evaluate acquired immun-
odeficiency syndrome (AIDS) (IeDEA) Collaboration (Caribbean, Central and South America, Asia-Pacific, and West, Central,
East and Southern Africa), the Collaboration of Observational HIV Epidemiological Research in Europe (COHERE), the North
American Pediatric HIV/AIDS Cohort Study (PHACS) and International Maternal Pediatric Adolescent AIDS Clinical Trials
(IMPAACT) 219C study. Severe immunodeficiency was defined using WHO guidelines. We used generalized weighted additive
mixed effect models to analyse temporal trends in CD4 measurements and piecewise regression to examine the impact of
2006 and 2010 WHO cART initiation guidelines.
Results: We included 52,153 children from fourteen low-, eight lower middle-, five upper middle- and five high-income coun-
tries. From 2004 to 2013, the estimated percentage of children starting cART with severe immunodeficiency declined from
70% to 42% (low-income), 67% to 64% (lower middle-income) and 61% to 43% (upper middle-income countries). In high-
income countries, severe immunodeficiency at cART initiation declined from 45% (1996) to 14% (2012). There were annual
decreases in the percentage of children with severe immunodeficiency at cART initiation after the WHO guidelines revisions
in 2006 (low-, lower middle- and upper middle-income countries) and 2010 (all countries).
Conclusions: By 2013, less than half of children initiating cART had severe immunodeficiency worldwide. WHO treatment
initiation guidelines have contributed to reducing the proportion of children and adolescents starting cART with advanced
disease. However, considerable global inequity remains, in 2013, >40% of children in low- and middle-income countries started
cART with severe immunodeficiency compared to <20% in high-income countries.
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1 | INTRODUCTION

World Health Organization (WHO) guidelines on initiating
combination antiretroviral therapy (cART) in children have
expanded paediatric cART eligibility. The initial WHO

guidelines (2002, revised in 2006) established CD4 thresholds
for cART initiation across all paediatric age groups [1]. In
2010, immediate cART initiation regardless of immunological
or clinical thresholds was recommended for children aged
<2 years [2] and expanded in 2013 to all children <5 years
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[3] and in 2016 to all adults and children living with HIV [4].
These modifications were largely predicated by the rapid HIV
disease progression and high morbidity and mortality in
infants and children [5-7], together with evidence of lower
mortality (particularly in infants <3 months of age) [8] as well
as better growth, immunological and morbidity outcomes and
less chronic organ system disease associated with early cART
initiation [9-19]. An additional motivation for recommending
earlier cART in children was to address the lag in paediatric
cART coverage [20].
Serial monitoring of CD4 at cART initiation is important for

programme evaluation, indicating the extent to which guideline
changes are successfully implemented so that children initiate
cART before onset of advanced HIV disease. An analysis from
sub-Saharan Africa, Asia, North America and Latin America
from 2004 to 2010 demonstrated reductions in the propor-
tions of children initiating cART with severe immunodeficiency,
but even in 2010 the vast majority of children in low- and
middle-income countries continued to start cART late [21].
The ongoing high burden of advanced HIV disease was a key
motivation for the recent WHO 2017 guidelines on managing
advanced disease [22]. We analysed CD4 measures at cART
initiation from an international collaboration of treatment pro-
grammes in sub-Saharan Africa, Asia, Europe, Central and
South America, and North America from 1996 to 2013 in
order to assess changes in the proportion of children starting
cART with advanced HIV disease and the impact of WHO
treatment initiation guidelines on this proportion.

2 | METHODS

2.1 | Data sources

Data were collated from four major cohort research networks:
the International Epidemiology Databases to Evaluate AIDS
(IeDEA); the Collaboration of Observational HIV Epidemiologi-
cal Research Europe (COHERE); the Adolescent Master Proto-
col (AMP) study of the Pediatric HIV/AIDS Cohort Study
(PHACS) network; and the 219C Long-Term Follow-Up Study
of the International Maternal Pediatric Adolescent AIDS Clini-
cal Trials (IMPAACT) network. IeDEA is a global consortium
with regional centres that pool clinical and epidemiological data
on individuals living with HIV; regions collecting paediatric data
are Caribbean/Central and South America, Asia-Pacific, East
Africa, West Africa, Central Africa and Southern Africa [23].
COHERE is a collaboration of European HIV cohorts that con-
ducts epidemiological research on the prognosis of people liv-
ing with HIV across Europe [24]. IMPAACT 219C and PHACS
AMP are US-based prospective cohort studies designed to
evaluate the impact of HIV infection and cART on youth. New
enrolment in recent years is limited [25-27]. Pooling of data
and their use in collaborative analyses were approved by local
institutional review boards. For the present study, regional cen-
tres sent de-identified data to the University of Bern, Switzer-
land, for cleaning and analysis.

2.2 | Inclusion criteria and definitions

All patients living with HIV aged <16 years at cART start (irre-
spective of likely mode of infection) were included in descrip-
tive analyses if they had documented sex and cART start date

after 1994, were treatment-na€ıve at cohort entry (except for
exposure to antiretrovirals for prevention of mother-to-child
transmission (PMTCT)) or had CD4 measured at first cART
start if not na€ıve at cohort entry. For further analyses, we
excluded data from low- or middle-income countries before
widespread cART rollout began in 2002 and from countries
that contributed <50 patients with a CD4 measurement at
cART start. We also excluded data on children who started
therapy in a year and country for which <10 children with
CD4 measures were reported as well as data from the last cal-
endar year in countries where no CD4 measures were avail-
able after May of that calendar year. cART was typically
defined by participating cohorts as a regimen of ≥3 antiretrovi-
ral drugs from ≥2 drug classes. The baseline CD4 value was
defined as the value nearest the cART start date within �6 to
+1 months of start. Countries were grouped according to the
World Bank classification of annual Gross National Income per
capita 2013 as low-income (LIC, ≤US$1045), lower middle-
income (LMIC, US$1046-4125), upper middle-income (UMIC,
US$4126 to 12,745) and high-income (HIC, ≥US$12,746). We
used the 2013 classification as this was the most recent year
for which data was included [28]. Age groups at cART initiation
were less than twelve months, twelve to thirty-five months,
thirty-six to fifty-nine months, five to eleven years and twelve
to fifteen years. Severe immunodeficiency was defined accord-
ing to WHO as CD4% <25% (age <12 months), <20% (12 to
35 months), <15% (36 to 59 months) and CD4 count <200
cells/lL or CD4% <15% (≥5 years) [29].

2.3 | Multiple imputation of missing CD4
measurements

We imputed missing CD4 measures at cART initiation from
1996 (HIC) and 2002 (LIC, LMIC and UMIC) onwards for
countries and calendar years. We imputed the arcsine square
root of CD4% and square root of CD4 cell count simultane-
ously using chained equations and predictive mean matching,
adjusting for country and year of cART start, stratifying by
sex, age, income group and cohort. We generated 50 imputed
data sets and combined these using Rubin’s rule [30].

2.4 | Analysis of temporal trends in CD4
measurements

We used generalized additive mixed models to analyse tempo-
ral trends in CD4 measures by sex, age and country income
group. We assessed three key outcomes at cART initiation:
the proportion of children with severe immunodeficiency;
median CD4% (aged <5 years); and median CD4 count (aged
≥5 years). Sex, age group and income group and their interac-
tions were entered as fixed effects and country as a random
intercept. Yearly trends were smoothed by sex, age group and
income group. Data were aggregated by calendar year (three
to sixteen years, depending on country), country (thirty-two
countries), sex and age group prior to analysis: each combina-
tion of these factors corresponded to a cell in the analysis.
For each cell, we calculated the number of children with sev-
ere immunodeficiency and the median CD4% and count. Each
cell was entered in the model with a two-part weight. The first
part incorporated the precision of the aggregated values for
each cell into the model and corresponded to the number of
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observations contained in a cell, divided by the average num-
ber of observations in all cells in the same income group. The
second part corresponded to the ratio of the number of
patients that were newly enrolled in that cohort for that year
and the number of patients that started cART in that country
during that year [31]. The weights of the second part were
also normalized by country income group. We used the data
set with imputed data for the main analysis. In sensitivity anal-
yses, we fitted the model restricted to the subset with com-
plete data.

2.5 | Influence of WHO guidelines on the
proportion starting cART with advanced disease

From 2002 to 2013, there were two major changes in WHO
paediatric cART initiation guidelines. Before 2006, WHO
guidelines for initiation of cART in children were included in
the adult guidelines; children were cART eligible with WHO
Stage 3 disease (AIDS; note Stage 4 disease not defined at
that time) or Stage 2 disease if CD4% <20% (age
<18 months) or <15% (age >18 months) [32]. In 2006, WHO
released revised stand-alone guidelines for children, based on
a public health approach [1]. In the 2006 guidelines, WHO
cART eligibility criteria were: WHO Clinical Stages 3/4,
CD4 < 1500 cells/lL or 25% (age <12 months), CD4 < 750
cells/lL or 20% (12 to 35 months), CD4 < 350 cells/lL or
15% (36 to 59 months) and CD4 ≤ 200 cells/lL (≥5 years)
[1]. In 2010, WHO recommended cART regardless of immuno-
logic or clinical thresholds for children <2 years, children with
WHO Clinical Stages 3/4, CD4 < 750 cells/lL or 25% (age
two to five years) and CD4 ≤ 350 cells/lL (age ≥5 years) [2].
We performed segmented (piecewise) linear regression to test
whether the guideline changes affected the speed of decline
in the proportion of children with severe immunodeficiency at
cART initiation. Segments were calendar periods 2002 to
2005, 2006 to 2009 and 2010 to 2013, assuming change
points at 2006 and 2010 [1,2]. We used a generalized linear
mixed effects model with income groups as fixed effects and
countries as random effects. The main slope was the middle
period (2006 to 2009). The variability in the country effect
was expressed by a different intercept, allowing parallel devia-
tions from the average income group and random slopes,
accounting for slower or faster than average decreases. The
model allowed different slopes for different periods but forced
the line segments for the three periods to be continuous at
the change points, and the change in slopes between periods
to be the same for all countries within each income group. We
estimated confidence intervals (CI) to determine whether
slopes in 2002 to 2005 and 2010 to 2013 differed from the
reference slope (2006 to 2009).
The technical appendix provides further details on the mul-

tiple imputation and smoothing (see Appendix 1). Analyses
were conducted in R 3.1.0 (R Core Team, Vienna, Austria).

3 | RESULTS

3.1 | Descriptive analyses

Data from 67,486 children from 44 countries <16 years old
at cART start were submitted to the data centre (Figure S1).
We excluded 13,383 participants who did not meet the

inclusion criteria, mostly because they were not treatment-
na€ıve at cohort entry; hence, 54,103 children from 41 coun-
tries were included in descriptive analyses (Figure 1). We
excluded 1950 children from further analyses using multiple
imputation (nine countries) either because their CD4 mea-
sures were before 1996 (HIC) or 2002 (LIC, LMIC and
UMIC) (268 children), or from calendar years with <10 chil-
dren in that country with CD4 measures (1544 children) or
with no measure after May of the last calendar year for
the relevant country (138 children) (Figure S1). Data typi-
cally spanned the years 2003 to 2013 in low- and middle-
income countries and 1997 to 2012 in HIC; in the USA,
data were only available for 1996 to 2006, as all partici-
pants initiated cART before 2007 (Table 1). The median
year of cART initiation ranged from 1998 in the US to
2012 in Mozambique. The median (interquartile range
(IQR)) age of children starting cART was 6 years (3 to 10)
in LIC, 5 (2 to 10) in LMIC, 6 (2 to 10) in UMIC and 6 (2
to 10) in HIC. Median CD4 cell counts/percentages at
cART initiation by country and sex are shown in Table 2.
The median CD4 count at cART start for children ≥5 years
old was 250 cells/lL (106 to 416) in LIC, 258 (118 to
446) (LMIC), 189 (57 to 349) (UMIC) and 348 (179 to
601) (HIC). Similar patterns were evident for CD4% in chil-
dren <5 years (Table 2). The overall percentage (95%CI) of
children starting cART with severe immunodeficiency was
48% (47% to 49%) (LIC), 52% (51% to 53%) (LMIC), 57%
(56% to 58%) (UMIC) and 31% (30% to 33%) (HIC).

3.2 | Analysis of temporal trends in CD4
measurements

Further analyses were based on 52,153 children, among
whom CD4 measurements were imputed for 17,790 patients.
(Table S1). Figure 2 shows modelled temporal trends in the
prevalence of severe immunodeficiency at cART initiation. Fig-
ure 3 shows corresponding trends in median CD4 counts
(children aged ≥5 years) or CD4% (children <5 years). In LIC,
the estimated percentage of children starting cART with sev-
ere immunodeficiency declined from 70% in 2004 to 42% in
2013. Corresponding figures were 67% to 46% (LMIC), 61%
to 43% (UMIC) and 45% to 14% (HIC, 1996 to 2012). Of
note, in LIC among children aged <1 year, there was almost
no decline in the proportion starting cART with severe immun-
odeficiency.
In LIC, the median CD4 cell count at cART initiation in chil-

dren aged ≥5 years increased by 67% during 2004 to 2013,
(162 to 271 cells/lL). Corresponding increases were 55%
(151 to 234 cells/lL) (LMIC), 35% (164 to 222 cells/lL)
(UMIC) and 144% (185 to 452 cells/lL) (HIC, 1996 to 2012).
In children aged <5 years, median CD4% increased during
2004 to 2013 from 11% to 17% in LIC, 10% to 16% in LMIC,
14% to 20% in UMIC and 22% to 29% in HIC (1996 to
2012) (Figure 3). Results of complete case analysis were simi-
lar (Figures S2 and S3).
Temporal trends in median age at cART initiation varied

among country income groups (Figure S4). There was no clear
trend in median age at cART initiation in LMIC, while there
was a decrease from 2004 to 2013 in LIC (6.2 to 4.6 years)
and an increase in UMIC (4.5 to 7.8 years) as well as HIC
(2.1 (1996) to 7.4 years (2012)).
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Table 1. Characteristics at cART initiation of 54,103 children starting cART by country income group.

Country

Number of

patients Median age in years

Median calendar year

of starting cART

Calendar year

range of data

Calendar

year range of

data used in

analysisFemale Male Female Male Female Male

Low-income

Benin 103 120 4 4 2008 2009 2002 to 2012 2004 to 2011

Burkina Faso 196 176 7 6 2008 2009 2001 to 2012 2003 to 2012

Cambodia 191 196 6 6 2007 2007 2004 to 2012 2005 to 2010

Congo, DR 529 524 6 6 2009 2009 2004 to 2013 2004 to 2013

Haiti 373 314 6 7 2009 2008 2003 to 2013 2003 to 2012

Kenya 4227 4199 6 6 2010 2010 2002 to 2012 2003 to 2012

Malawi 2113 2072 6 6 2009 2009 2000 to 2013 2005 to 2010

Mali 465 659 4 4 2007 2007 2001 to 2012 2002 to 2012

Mozambique 217 224 2 2 2012 2012 2005 to 2014 2007 to 2013

Rwanda 506 497 9 8 2008 2008 2000 to 2013 2004 to 2013

Tanzania, UR 398 378 7 6 2009 2009 2005 to 2013 2005 to 2012

Togo 155 154 4 4 2011 2011 2005 to 2012 2010 to 2012

Uganda 239 252 4 5 2010 2010 2002 to 2012 2006 to 2011

Zimbabwe 1535 1537 9 9 2011 2011 1999 to 2014 2005 to 2013

Overall (IQR) 11,247 11,302 6

(3 to 11)

6

(3 to 10)

2010

(2007 to 2011)

2009

(2007 to 2011)

1999 to 2014 2002 to 2013

Lower middle-income

Cameroon 4 1 12 15 2006 2007 2003 to 2008 Excluded

Cote d’Ivoire 973 1030 6 6 2007 2007 2001 to 2012 2004 to 2012

Ghana 249 276 6 5 2008 2009 2001 to 2012 2004 to 2012

Honduras 16 13 3 5 2005 2005 2002 to 2009 Excluded

India 49 68 9 8 2008 2008 2001 to 2012 2005 to 2010

Indonesia 103 111 3 2 2009 2008 2005 to 2013 2005 to 2012

Lesotho 355 381 6 6 2011 2010 2003 to 2014 2006 to 2013

Senegal 150 196 6 5 2009 2008 2000 to 2012 2005 to 2011

Vietnam 493 621 4 4 2009 2009 2005 to 2013 2005 to 2012

Zambia 7315 7090 6 5 2009 2009 2003 to 2011 2004 to 2011

Overall (IQR) 9707 9787 6

(2 to 10)

5

(2 to 9)

2009

(2007 to 2010)

2009

(2007 to 2010)

2000 to 2014 2004 to 2013

Upper middle-income

Argentina 5 5 7 6 2002 2009 2001 to 2010 Excluded

Brazil 212 200 4 5 2003 2003 1997 to 2012 2002 to 2012

Malaysia 119 130 5 4 2008 2008 2001 to 2013 2003 to 2011

Mexico 1 1 11 3 2007 1999 1998 to 2006 Excluded

Peru 54 44 6 3 2006 2006 2002 to 2014 2004 to 2007

South Africa 3328 3207 5 5 2009 2009 2000 to 2013 2002 to 2013

Thailand 686 595 8 8 2006 2006 2000 to 2013 2002 to 2012

Overall (IQR) 4405 4182 6

(2 to 10)

6

(2 to 9)

2009

(2006 to 2011)

2009

(2006 to 2011)

1997 to 2014 2002 to 2013

High-income

Australia 1 0 11 - 2000 - 1999 to 1999 Excluded

Austria 1 0 16 - 2001 - 2001 to 2001 Excluded

Denmark 31 17 8 7 2003 2003 1997 to 2012 Excluded

France 115 92 1 1 2005 2004 1996 to 2013 1997 to 2008

Germany 11 22 6 9 2004 2005 1998 to 2011 Excluded

Netherlands 114 115 3 4 2004 2004 1997 to 2013 1997 to 2012

Spain 181 159 2 2 2005 2005 1996 to 2013 1998 to 2011

Switzerland 1 0 16 - 1999 - 1999 to 1999 Excluded
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3.3 | Influence of WHO guidelines on the
proportion starting cART with advanced disease

There was a significant decrease in the percentage of children
starting cART with severe immunodeficiency in at least one
period in all country income groups (Table 3A, Table S2A).
The annual decrease in the proportion of children with severe
immunodeficiency at cART initiation between 2006 and 2009
was �3.0% (95% CI: �4.1 to �1.9%) (LIC), �2.1% (95% CI:
�3.3 to �0.7%) (LMIC) and �2.7% (95% CI: �4.5 to �0.7%)
(UMIC). The slope coefficients from the segmented regression
model show that there was an acceleration in the rate of
decrease during the period 2006 to 2009 in LIC, LMIC and
UMIC, but no further significant change in the rate of
decrease from 2010 to 2013 (Table 3B, Table S2B).

4 | DISCUSSION

In our study of about 52,000 children from 32 countries, we
found that since the 2006 and 2010 WHO Guidelines
addressing paediatric cART eligibility, there have been annual
reductions in the proportion of children starting cART with
severe immunodeficiency in almost all country income groups.
By 2013, less than half of children had severe immunodefi-
ciency when starting cART in all country income groups. Nev-
ertheless, considerable global inequity in advanced HIV
disease at cART initiation remains; in 2013, >40% of children
in low- and middle-income countries still started cART with
severe immunodeficiency compared to <20% in HIC.

4.1 | Relationship with WHO Treatment Guidelines

The goal of increasing paediatric cART coverage is one of the
key reasons for the WHO 2015 recommendation of immedi-
ate cART irrespective of CD4 for all children [4]. It is there-
fore encouraging that previous guideline revisions that
expanded paediatric cART eligibility have been temporally
associated with reduction in the proportion of children with
advanced HIV disease at cART initiation. Nevertheless, except
in HIC, more than 40% of children continued to start cART
with severe immunodeficiency in 2013. This supports expand-
ing immediate cART to all children, and indicates that WHO
guideline changes alone are insufficient to achieve optimal
treatment coverage. Ongoing and proactive engagement by

WHO with ministries of health should focus on implementing
paediatric testing and treatment guidelines.
Expansion of cART eligibility needs to be accompanied by

efforts to ensure sufficient and sustainable access to HIV
commodities as well as strengthened health systems, including
trained health workers and infrastructure, which requires
political will and adequate funding [33]. Inequities in the pro-
portions of children starting cART with severe immunodefi-
ciency were not only seen between different country income
groups, but also among countries in the same income group.
For example, in LICs, the proportion of children starting cART
with severe immunodeficiency ranged across countries from
33% to 69%. This may be partly due to the particular pro-
grammes in these countries that contributed to this analysis,
and the years in which those programmes initiated the major-
ity of children on cART. It is also possible that different levels
of donor and national government funding and political will
contributed to these differences.
It is somewhat surprising that there were no clear

decreases in median age at cART start across all country
income groups since eligibility for immediate cART irrespec-
tive of CD4 values applied initially to the youngest children
(<2 years) and only expanded to those <5 years in 2013
(Figure S4) [2,3]. However, interpreting trends in age at
cART initiation is complex [21]. The WHO guideline shifts
towards universal treatment eligibility for progressively older
groups of children have been accompanied by recommenda-
tions of more effective PMTCT, namely universal lifelong
cART for all pregnant and breastfeeding women (so-called
“Option B+”). By 2013, the population of two- to five-year
olds eligible for immediate treatment would likely have
decreased, both due to fewer new infections as well as
some children already having started cART at less than two
years of age following the implementation of 2010 guide-
lines. The median age at cART initiation thus depends on
the effectiveness of PMTCT programmes in preventing new
infant infections, capacity for EID and early cART, as well
as the backlog of older children not yet on therapy [34,35].
There was a decrease in age at cART initiation in LIC, sug-
gesting that the WHO 2010 guideline recommendation of
universal cART for all children <2 years may have had the
greatest impact in the poorest countries, where EID
capacity increased substantially in this period [36-39]. Nev-
ertheless, there was little temporal improvement in the pro-
portion of children <1 year with severe immunosuppression,

Table 1. (Continued)

Country

Number of

patients Median age in years

Median calendar year

of starting cART

Calendar year

range of data

Calendar

year range of

data used in

analysisFemale Male Female Male Female Male

United Kingdom 601 590 7 6 2005 2004 1996 to 2013 1997 to 2012

United States 741 681 7 6 1998 1998 1995 to 2010 1996 to 2006

Overall (IQR) 1797 1676 6

(2 to 10)

6

(2 to 10)

2002

(1998 to 2006)

2001

(1998 to 2006)

1995 to 2013 1996 to 2012

cART, combination antiretroviral therapy; IQR, interquartile range.
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indicating that further improvements in EID and early cART
access are urgently needed.
While there was an increase in overall age at cART initiation

in UMIC, this may partly be due to effectiveness of PMTCT
programmes preventing new infections. These countries nev-
ertheless experienced the steepest decline in the proportion
of infants with severe immunosuppression, indicating substan-
tial progress in achieving cART initiation before the onset of
advanced disease in infants. The overall increase in median
age in both UMIC and HIC is likely due to reductions in new
infant infections due to effective PMTCT, with a relative
increase in the proportion of long-term survivors initiating
cART. Indeed, in Southern Africa, we have shown an increase
in the proportions of children <1 year and >10 years old initi-
ating cART [40]. In Europe, many older patients presenting for
testing and care may be immigrants, predominantly from sub-
Saharan Africa [41-43].

4.2 | From improving paediatric cART access to
improving paediatric HIV outcomes

CD4 at cART initiation is a useful indicator of responsiveness
to WHO treatment initiation guidelines and indicates the
extent to which we are successfully preventing advanced HIV
disease through early cART initiation [44]. Early cART initia-
tion and retention are particularly critical in infants, as disease
progression without cART is rapid and associated with high
mortality. However, increasing CD4 at treatment start will
only result in improved paediatric outcomes if those children
are retained and adherent to effective treatment. There is a
much-needed emphasis on children in the UNAIDS 90:90:90
goals which focus not just on diagnosis and treatment access,
but also aim for 90% retention on cART, with 90% viral sup-
pression [44]. Indeed, the WHO 2015 treatment guidelines

highlight as a research gap the effect of early cART on reten-
tion and adherence [4]. The IeDEA collaboration has previ-
ously found loss-to-follow-up rates in children by 18 months
after cART initiation ranging from 4.1% in Asia to 21.8% in
West Africa [45]. A recent analysis as part of an IeDEA-WHO
Collaboration found that children <2 years of age and youth
aged 15 to 24 years were least likely to be retained in care
[46]. Expanding paediatric cART therefore requires strategies
not only to improve diagnosis and cART initiation, but also to
optimize retention and support adherence across the paedi-
atric and adolescent age spectrum. As more children are initi-
ated on treatment at younger ages, better access to viral load
monitoring to assess treatment effectiveness as well as paedi-
atric-friendly second- and third-line drugs will become more
important.

4.3 | Strengths and limitations

This analysis included a large number of children from many
countries and all income group settings. It is one of the first
analyses with substantial numbers of children that initiated
cART after the WHO 2010 guidelines, allowing enough time
to examine their effects. The inclusion of European data
where, at least in some countries, there were sufficient num-
bers of children initiating cART to include data up to 2012,
allows for comparison between all income settings after the
2006 and 2010 guideline revisions. A key limitation of our
study is that we looked at the impact of WHO guidelines and
not individual country guidelines on changes in CD4 at cART
initiation. Although in some cases country guidelines pre-date
WHO guidelines, they more frequently lag behind WHO
guidelines, which may explain the lack of a clearer effect of
WHO guidelines on CD4 at cART start. Furthermore, in some
country income groups, most data were from only one or two

Figure 1. Map of countries contributing patients to the collaborative analysis.
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countries. Similarly, for some countries, data may have origi-
nated from a small number of programmes or from particular
years. This may partly explain the diversity in findings within
the same country income group, and our results may not be
generalizable to the whole country or income group. However,
to reflect reality as best as possible, we used a weighted

analysis approach, with more weight assigned not only to
more precise estimates obtained from countries contributing
many observations to our data set but also dependent on the
UNAIDS estimated number of children starting cART in a
given country and year [31], so that countries with many chil-
dren starting cART were adequately represented in our

Figure 2. Severe immunodeficiency at the start of cART by age, sex and country income groups (colours).
Severe immunodeficiency was defined according to WHO as CD4% <25% (age <12 months), <20% (12 to 35 months), <15% (36 to 59 months)
and CD4 count <200 cells/lL or CD4% <15% (≥5 years). Results from generalized additive mixed effects models based on 52,153 children after
imputation of missing data. 95% CIs are shown as shaded areas. Vertical lines indicate the changes in WHO guidelines on when to start cART.
Age groups are shown along the right edge. Note that no data available for the analysis for 2003 in LMIC and after 2012 for HIC; hence, the
periods shown on the graph differ slightly by country income group. cART, combination antiretroviral therapy; WHO, World Health Organization;
LMIC, lower middle-income country; HIC, high-income country.
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analysis. It is also possible that the facilities included in our
analysis reflect better access to paediatric cART than occurs
in the whole country or income group. However, almost all

sites from LMICs in our cohorts are routine care facilities
rather than dedicated research cohorts, and followed the rele-
vant national cART guidelines. The routine nature of the data

Figure 3. Median CD4 cell count in children aged 5 years or older and median CD4% in children below 5 years of age at the start of cART
by age, sex and income group (colours).
Results from generalized additive mixed effects models based on 52,153 children after imputation of missing data. 95% CIs are shown as shaded
areas. Vertical lines indicate the changes in WHO guidelines on when to start cART. Age groups are shown along the right edge. cART, combina-
tion antiretroviral therapy; WHO, World Health Organization.
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is reflected in the substantial proportions of missing CD4 data
at cART initiation, with almost one third of patients missing a
CD4 measurement in LIC. We conducted multiple imputation
to minimize bias due to missing data. Results including the
imputed values were very similar to those of complete case
analyses. However, it is possible that there is residual bias.
For example if children with poorer health were less likely to
have CD4 measurements performed, this would violate the
assumption of values “missing at random” [30] and lead to an
underestimation of the proportion of children starting cART
with severe immunodeficiency.

5 | CONCLUSIONS

The results of this study represent a milestone in efforts to
increase paediatric cART access worldwide. We are almost half-
way there. In 2012/2013, for the first time in all country income
groups, approximately half of children initiating cART did not
have severe immunodeficiency. This is at least partly attributable
to WHO guidelines changes that expanded paediatric cART eligi-
bility. Nevertheless, the persistence of disparities in cART access
across income group settings are also reflected in our data show-
ing that in 2013 there were still >40% of children starting cART
with severe immunosuppression in LMICs. The WHO 2016
guidelines provide an opportunity to expand paediatric cART
access to infants, children and adolescents and encourage moni-
toring of the effect of the guidelines not only on immunological
status at cART initiation, but also on retention and treatment
effectiveness to comprehensively evaluate the effectiveness of
paediatric cART programmes.
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from the segmented regression analysis. This analysis was based on 52,153 patients after imputation of missing values

Low-income Lower middle-income Upper middle-income High-income

A. Average change of % of children starting with severe immunodeficiency per year within the period (95% CI)

2002 to 2005 1.6% (�2.1% to 5.7%) 6.6% (2.3% to 11.3%) 2.2% (�0.7% to 5.1%) �1.6% (�4.8% to 1.5%)

2006 to 2009 �3.0% (�4.1% to �1.9%) �2.1% (�3.3% to �0.7%) �2.7% (�4.5% to �0.7%) �1.2% (�3.7% to 1.3%)

2010 to 2013 �2.1% (�3.4% to �0.8%) �3.8% (�5.4% to �2.1%) �2.7% (�4.9% to �0.3%) �4.3% (�5.6% to �1.3%)

B. Estimated slope coefficient on the logit scale for the reference period (RP) and contrasts (95% CI)

2006 to 2009 (RP) �0.122 (�0.171 to �0.076) �0.088 (�0.147 to �0.030) �0.108 (�0.187 to �0.030) �0.059 (�0.182 to 0.064)

2002 to 2005

minus RP

0.190 (0.014 to 0.368) 0.373 (0.183 to 0.569) 0.198 (0.058 to 0.340) �0.012 (�0.215 to 0.199)

2010 to 2013

minus RP

0.039 (�0.026 to 0.103) �0.064 (�0.138 to 0.011) �0.001 (�0.107 to 0.105) �0.267 (�0.584 to 0.031)

Notes: In (A), negative values indicate reductions and positive values increases in the percentage of children starting cART with severe immunode-
ficiency; values can be considered significantly different from zero if the corresponding CI does not include zero (shown in bold). In (B), negative
slopes for the reference period (2006 to 2009) indicate an accelerated rate of decrease, and slopes in other periods are compared with the refer-
ence period. Positive values indicate a slower rate of decrease and negative values a faster rate of decrease than the reference period. Slopes are
significantly different from the reference period if the corresponding CI does not contain zero (shown in bold). cART, combination antiretroviral
therapy; WHO, World Health Organization.

Panayidou K et al. Journal of the International AIDS Society 2018, 21:e25200
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25200/full | https://doi.org/10.1002/jia2.25200

11

http://www.COHERE.org
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25200/full
https://doi.org/10.1002/jia2.25200


Study (PHACS) was supported by NICHD with co-funding from the National
Institute Of Dental & Craniofacial Research (NIDCR), NIAID, the National Insti-
tute Of Neurological Disorders And Stroke (NINDS), the National Institute On
Deafness And Other Communication Disorders (NIDCD), Office of AIDS
Research (OAR), NIMH, the National Institute On Drug Abuse (NIDA) and the
National Institute On Alcohol Abuse And Alcoholism (NIAAA), through coopera-
tive agreements with the Harvard T.H. Chan School of Public Health
(HD052102) and the Tulane University School of Medicine (HD052104). Over-
all support for the International Maternal Pediatric Adolescent AIDS Clinical Tri-
als Group (IMPAACT) was provided by NIAID [U01AI068632] and the NICHD
International and Domestic Pediatric and Maternal HIV Clinical Trials Network
supported by NICHD [contract N01-3-3345 and HHSN267200800001C]. This
work was supported by the Statistical and Data Analysis Center at Harvard
School of Public Health, under NIAID cooperative agreement U01AI41110 with
the Pediatric AIDS Clinical Trials Group (PACTG) and U01AI068616 with the
IMPAACT Group. This study was also supported by special project funding
(Grant No. 174281) from the Swiss National Science Foundation.

DISCLA IMER

The conclusions and opinions expressed in this article are those of the authors
and do not necessarily represent the official views of any of the institutions and
organizations listed above.

APPENDIX : Composition of the Writ ing
Group

IeDEA Southern Africa: Geoffrey Fatti (Orcid ID: 0000-
0002-6467-662X)3, Michael Vinikoor4,5,6, Shobna Sawry
(Orcid ID: 0000-0002-3845-4863)7, Jochen Ehmer (Orcid ID:
0000-0001-5942-3743)8, Brian Eley (Orcid ID: 0000-0003-
0811-0098)9, Sam Phiri10, Karl-G€unter Technau (Orcid ID:
0000-0001-7367-7512)11, Cleophas Chimbetete12, Helena
Rabie13, Andrew Boulle2,14, Frank Tanser (Orcid ID: 0000-
0001-9797-0000)15, Robin Wood16

IeDEA East Africa: Kara Wools-Kaloustian (Orcid ID: 0000-
0002-3277-4452)17, Rachel Vreeman (Orcid ID: 0000-0001-
5460-8204)18, Patrick Oyaro19, Samuel Ayaya20, Gertrude
Nakigozi21, Beverley Musick22, Constantin Yiannoutsos22

IeDEA West Africa: Madeleine Amorissani-Folquet23, Elom
Takassi24, Mariam Sylla25, Lorna Renner26, Karen Malateste27,
Sophie Desmonde28, Val�eriane Leroy (Orcid ID: 0000-0003-
3542-8616)28

IeDEA Asia-Pacific: Nia Kurniati29, Rawiwan Han-
sudewechakul30, Lam Van Nguyen31, Penh Sun Ly32, Khanh
Huu Truong33, Azar Kariminia34, Annette H. Sohn (Orcid ID:
0000-0002-0209-3285)35

IeDEA Central Africa: Andrew Edmonds36, Habakkuk Azinyui
Yumo (Orcid ID: 0000-0001-5192-0964)37, Jean Claude Dusin-
gize38, Marcel Yotebieng (Orcid ID: 0000-0003-2110-2631)39

COHERE: Ali Judd (Orcid ID: 0000-0003-3176-5295)40,
Pablo Rojo (Orcid ID: 0000-0002-0197-5462)41, Colette
Smit42, Sophie Grabar (Orcid ID: 0000-0002-4816-4261)43,44,
Josiane Warszwarski45, Genevieve Chene46, Dorthe Raban47

IMPAACT 219C and PHACS: Kunjal Patel48, George R.
Seage III48, Russell B. Van Dyke (Orcid ID: 0000-0003-3265-
3826)49,James Oleske50, Paige L. Williams48, Mark J. Abzug51

CCASAnet: Regina Succi (Orcid ID: 0000-0003-4522-
6292)52, Daisy M. Machado (Orcid ID: 0000-0003-1993-
6442)52, Jorge Pinto53, Vanessa Rouzier54, Marco Luque55,
Fernando Mejia56

Affiliations: 1Institute of Social and Preventive Medicine,
University of Bern, Switzerland; 2Centre for Infectious

Disease Epidemiology and Research, School of Public Health
and Family Medicine, University of Cape Town, South Africa;
3Kheth’Impilo, Cape Town, and Division of Epidemiology and
Biostatistics, Department of Global Health, Faculty of Medi-
cine and Health Sciences, Stellenbosch University, South
Africa; 4Department of Medicine, University of Alabama at
Birmingham, Birmingham, AL, USA; 5Centre for Infectious Dis-
ease Research in Zambia, Lusaka, Zambia; 6Department of
Medicine, University of Zambia, Lusaka, Zambia; 7Harriet
Shezi Children’s Clinic, Soweto, and Wits Reproductive Health
and HIV Institute, University of Witwatersrand, Johannesburg,
South Africa; 8SolidarMed, Swiss Organization for Health in
Africa, Lucerne, Switzerland; 9Red Cross War Memorial Chil-
dren’s Hospital and Department of Paediatrics and Child
Health, University of Cape Town, South Africa; 10Lighthouse
Trust Clinic, Lilongwe, Malawi; 11Empliweni Services and
Research Unit, Rahima Moosa Hospital and University of the
Witwatersrand, South Africa; 12Newlands Clinic, Harare, Zim-
babwe; 13Tygerberg Academic Hospital, University of Stellen-
bosch, South Africa; 14M�edecins Sans Fronti�eres and the
Khayelitsha ART Program, Khayelitsha, South Africa; 15Africa
Health Research Institute, School of Nursing and Public
Health, University of KwaZulu-Natal, Durban, and Hlabisa HIV
Programme, South Africa; 16Gugulethu HIV Program and Des-
mond Tutu HIV Centre, University of Cape Town, South
Africa; 17Indiana University School of Medicine, Department
of Medicine, Indianapolis, IN, USA; 18Indiana University School
of Medicine, Department of Pediatrics, Indianapolis, IN, USA;
19Family AIDS Care and Education Services, Kisumu, Kenya;
20MOI University, Department of Child Health and Pediatrics,
Eldoret, Kenya; 21Rakai Health Sciences Program, Kalisizo,
Uganda; 22Indiana University, R.M. Fairbanks School of Public
Health and Indiana School of Medicine, Departments of Bios-
tatistics, Indianapolis, IN; 23CHU de Cocody, Abidjan, Côte
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24. Chêne G, Phillips A, Costagliola D, Sterne J, Furrer H, del Amo J, et al.
Cohort profile: Collaboration of Observational HIV Epidemiological Research
Europe (COHERE) in EuroCoord. Int J Epidemiol. 2017;46(3):797–797n.
25. Brady M, Oleske J, Williams PL, Elgie C, Mofenson L, Dankner WM,
et al. Declines in mortality rates and changes in causes of death in HIV-1
infected children during the HAART era. J Acquir Immune Defic Syndr.
2010;53:86–94.
26. Van Dyke RB, Patel K, Siberry GK, Burchett SK, Spector SA, Chernoff MC,
et al. Antiretroviral treatment of US children with perinatally acquired HIV
infection: temporal changes in therapy between 1991 and 2009 and predictors
of immunologic and virologic outcomes. J Acquir Immune Defic Syndr.
2011;57:165–73.
27. Williams PL, Van Dyke R, Eagle M, Smith D, Vincent C, Ciupak G, et al.
Association of site-specific and participant-specific factors with retention of chil-
dren in a long-term pediatric HIV cohort study. Am J Epidemiol.
2008;167:1375–86.
28. World Bank. Changes in country classifications. 2013 [cited 2015 Jul 1].
Available from: https://datahelpdesk.worldbank.org/knowledgebase/articles/
906519-world-bank-country-and-lending-groups
29. WHO. WHO case definitions of HIV for surveillance and revised clinical
staging and immunological classification of HIV-related disease in adults and
children. 2007 [cited 2018 Feb 13]. Available from: www.who.int/hiv/pub/guideli
nes/hivstaging/en/index.html
30. Rubin DB. Mutiple imputation for non-response in surveys. New York: John
Wiley and Sons; 1987.
31. UNAIDS. AIDSinfo Online Database. 2017 [cited 2017 Oct 01]. Available
from: http://www.aidsinfoonline.org/devinfo/libraries/aspx/Home.aspx
32. WHO. Scaling up antiretroviral therapy in resource-limited settings: guideli-
nes for a Public Health Approach. 2002 [cited 2018 Aug 23]. Available from:
http://www.who.int/hiv/pub/prev_care/en/ScalingUp_E.pdf?ua=1

Panayidou K et al. Journal of the International AIDS Society 2018, 21:e25200
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25200/full | https://doi.org/10.1002/jia2.25200

15

http://www.who.int/hiv/pub/paediatric/infants/en/index.html
http://www.who.int/hiv/pub/paediatric/infants/en/index.html
http://www.who.int/hiv/pub/paediatric/infants2010/en/index.html
http://www.who.int/hiv/pub/paediatric/infants2010/en/index.html
http://www.who.int/hiv/pub/guidelines/arv2013/short_summary/en/index.html
http://www.who.int/hiv/pub/guidelines/arv2013/short_summary/en/index.html
http://who.int/hiv/en/
http://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
http://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
https://datahelpdesk.worldbank.org/knowledgebase/articles/906519-world-bank-country-and-lending-groups
https://datahelpdesk.worldbank.org/knowledgebase/articles/906519-world-bank-country-and-lending-groups
http://www.who.int/hiv/pub/guidelines/hivstaging/en/index.html
http://www.who.int/hiv/pub/guidelines/hivstaging/en/index.html
http://www.aidsinfoonline.org/devinfo/libraries/aspx/Home.aspx
http://www.who.int/hiv/pub/prev_care/en/ScalingUp_E.pdf?ua=1
http://onlinelibrary.wiley.com/doi/10.1002/jia2.25200/full
https://doi.org/10.1002/jia2.25200


33. Abrams E, Strasser S. 90-90-90 – charting a steady course to end the pedi-
atric HIV epidemic. J Int AIDS Soc. 2015;18 Suppl 6:20296.
34. Ferrand RA, Munaiwa L, Matsekete J, Bandason T, Nathoo K, Ndhlovu CE,
et al. Undiagnosed HIV infection among adolescents seeking primary health care
in Zimbabwe. Clin Infect Dis. 2010;51:844–51.
35. Ferrand R, Lowe S, Whande B, Munaiwa L, Langhaug L, Cowan F, et al. Sur-
vey of children accessing HIV services in a high prevalence setting: time for
adolescents to count? Bull World Health Organ. 2010;88:428–34.
36. Chatterjee A, Tripathi S, Gass R, Hamunime N, Panha S, Kiyaga C, et al.
Implementing services for Early Infant Diagnosis (EID) of HIV: a comparative
descriptive analysis of national programs in four countries. BMC Public Health.
2011;11:53.
37. Sherman GG, Cooper PA, Coovadia AH, Puren AJ, Jones SA, Mokhachane
M, et al. Polymerase chain reaction for diagnosis of human immunodeficiency
virus infection in infancy in low resource settings. Pediatr Infect Dis J.
2005;24:993–7.
38. Nuwagaba-Biribonwoha H, Werq-Semo B, Abdallah A, Cunningham
A, Gamaliel JG, Mtunga S, et al. Introducing a multi-site program for early diag-
nosis of HIV infection among HIV-exposed infants in Tanzania. BMC Pediatr.
2010;10:44.
39. Creek T, Tanuri A, Smith M, Seipone K, Smit M, Legwaila K, et al. Early
diagnosis of human immunodeficiency virus in infants using polymerase chain
reaction on dried blood spots in Botswana’s national program for prevention of
mother-to-child transmission. Pediatr Infect Dis J. 2008;27:22–6.
40. Davies M, Phiri S, Wood R, Wellington M, Cox V, Bolton-Moore C, et al.
Temporal trends in the characteristics of children at antiretroviral therapy ini-
tiation in Southern Africa: the International epidemiologic Databases to Evalu-
ate AIDS Southern Africa (IeDEA-SA) Collaboration. PLoS One. 2013;8:
e81037.
41. Judd A, Doerholt K, Tookey PA, Sharland M, Riordan A, Menson E, et al.
Morbidity, mortality, and response to treatment by children in the
United Kingdom and Ireland with perinatally acquired HIV infection during
1996-2006: planning for teenage and adult care. Clin Infect Dis.
2007;45:918–24.
42. de Jose MI, de Jimenez Ory S, Espiau M, Fortuny C, Navarro ML, Soler-
Palacin P, et al. A new tool for the paediatric HIV research: general data from
the Cohort of the Spanish Paediatric HIV Network (CoRISpe). BMC Infect Dis.
2013;13:2.
43. Cohen S, van Bilsen WP, Smit C, Fraaij PL, Warris A, Kuijpers TW, et al.
Country of birth does not influence long-term clinical, virologic, and immunologi-
cal outcome of HIV-infected children living in the Netherlands: a cohort study
comparing children born in the Netherlands with children born in Sub-Saharan
Africa. J Acquir Immune Defic Syndr. 2015;68:178–85.
44. UNAIDS. 90-90-90 An ambitious treatment target to help end the AIDS
epidemic. 2014 [cited 2018 Feb 13]. Available from http://www.unaids.org/en/
resources/documents/2017/90-90-90.

45. Leroy V, Malateste K, Rabie H, Lumbiganon P, Ayaya S, Dicko F, et al. Out-
comes of antiretroviral therapy in children in Asia and Africa: a comparative
analysis of the IeDEA pediatric multiregional collaboration. J Acquir Immune
Defic Syndr. 2013;62:208–19.
46. WHO. Global health sector response to HIV, 2000-2015: focus on innova-
tions in Africa: progress report. 2015 [cited 2016 Apr 5]. Available from: http://
www.who.int/hiv/pub/progressreports/2015-progress-report/en/

SUPPORTING INFORMATION

Additional Supporting Information may be found in the online
version of this article:
Appendix S1. Supplementary material.
Table S1. Comparison of patients starting cART with and
without CD4 cell count. Analysis of 44,480 patients included
in multiple imputation and regression analyses
Table S2. Decline in percentage of children starting cART with
severe immunodeficiency by calendar period, reflected by (A)
average change in percentage per year within each WHO
guideline period and (B) rate of decrease presented as esti-
mated slope coefficient from the segmented regression analysis.
This analysis was based on complete cases (34,363 children)
Figure S1. Flow chart of children included and excluded from
analyses.
Figure S2. Severe immunodeficiency at the start of cART by
age (rows), sex (columns) and country income groups (colours).
Results from generalized additive mixed effects models based
on 34,363 children with complete data. 95% CIs are shown as
shaded areas.
Figure S3. Median CD4 cell count in children aged 5 years or
older and median CD4% in children below 5 years of age at
the start of cART by age (rows), sex (columns) and income
group (colours). Results from generalized additive mixed effects
models based on 34,363 children with complete data. 95% CIs
are shown as shaded areas.
Figure S4. Median age in years at start of cART by income
group. Analysis based on 52,153 patients.
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