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Abstract  

Introduction 

HIV infection has had a devastating effect on morbidity and mortality of children 

and adolescents, particularly in low- income settings. Zimbabwe has been at the 

epicentre of the HIV epidemic since mid-1990. This study serves to describe the 

clinical and sociodemographic features of children aged 6-15 years at time of HIV 

diagnosis and describe their clinical outcomes at 18 months post diagnosis. 

 

Methods 

A prospective cohort study was performed from January 2013-June 2016 in 

seven primary care clinics in Harare, Zimbabwe. Children found to be newly 

diagnosed with HIV were offered enrolment and HIV treatment as per national 

guidelines. Their clinical events and outcomes over the course of 18 month follow 

up were documented. 

 

Results 

In total, 385 children were enrolled. The median age was 11 years (interquartile 

range 8-13). Median CD4 count at diagnosis was 375 cells/mm3. 95% had 

acquired HIV perinatally. A high proportion of chronic illness was noted at time 

of diagnosis particularly respiratory tract illness. Disclosure of their HIV status 

to children by their caregiver at time of diagnosis was low. Although a low 

hospitalisation and mortality was noted at 18 months, virological outcomes were 

poor with only two- thirds of children achieving virological suppression one year 

post antiretroviral therapy commencement. 

 

Conclusion 

HIV testing strategies need to be improved for older children to ensure earlier 

identification of infection and so treatment can be initiated before onset of 

chronic illness. Methods to support caregivers and healthcare providers to 
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discuss HIV with children need to be enhanced in Zimbabwe’s national HIV 

program. Adherence to treatment is a challenge in this age group that needs to 

be urgently addressed as we move towards an AIDS free generation. 
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1.  Introduction  

1.1  Background  

Since the first description of  Acquired Immune Deficiency Syndrome (AIDS) and 

recognition of the causal Human Immune Deficiency Virus (HIV) in the early 

1980s, over 39 million children and adults have died globally of the disease (1). 

Concerted global efforts to roll-out anti-retroviral therapy (ART) in regions most 

in need has seen HIV-associated mortality declining, with a 45% decrease from 

the peak of AIDS-related deaths in 2005 to 2015 (2).  

 

In addition, use of ART  to prevent mother-to-child transmission has resulted in 

a decrease by 51%, since 2010, in the number of new HIV infections amongst 

children under 15 years old (3). HIV-infected infants are at high risk of rapid 

disease progression with mortality of 35% by the first year of life and cumulative 

mortality of  50% by the end of 2nd year of life observed in cohorts in the pre-ART 

era (4). 

 

Over the past decade, increasing numbers of older children and adolescents have 

been presenting to health services with previously undiagnosed perinatally-

acquired HIV (5). These children were infected when interventions to prevent 

mother to child transmission (PMTCT) were not widely available. This group of 

children have much slower disease progression and it is now recognised that at 

least a third of infants with HIV are “slow-progressors” with a median survival of 

at least 16 years without treatment. The recognition that a relatively large 

proportion of children experience slower disease progression occurred only as 

HIV epidemics matured: given the high mortality observed among untreated 

infants in the pre-ART era, it had been assumed that survival beyond early 

childhood would be exceptional.  

 

A consequence of this is that until recently, older children have received much 

less attention by HIV programmes than infants and younger children, for example 

HIV diagnosis among older children often only occurs after presentation with 

advanced HIV disease with initiation of ART when children are already severely 
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immunocompromised, reducing the chances of successful treatment outcomes 

(6).  

 

Given the risk of rapid disease progression in HIV-infected infants, World Health 

Organisation (WHO) guidelines have recommended immediate initiation of ART, 

upon a diagnosis of HIV being made, in infants, since 2010, and subsequently in 

children aged 2-5 years. This was based on findings of the landmark CHER trial 

which showed a 76% reduction in early infant mortality if ART was commenced 

soon after diagnosis (7,8).  Such evidence is lacking for older children and in 

2013, children over 5 years of age followed adult WHO guidelines for ART 

initiation of a CD4 count threshold of 350 cell/mm3and/or WHO stage 3 or 4 

defining illness (9).  A demonstration of reduction in mortality would require 

large trials with a long follow-up period, given the slower disease progression. 

Whether or not immediate treatment would provide a clinical benefit had thus 

not been established. Additional consideration include complexities of providing 

ART to this age-group – many of these children are orphaned and may not have 

stable home circumstances, the difficulties faced by healthcare providers in 

explaining to children how they acquired a highly stigmatised infection 

associated often with risky sexual behaviour, and that they have a potentially 

fatal illness, can lead to such discussions being avoided (10).  

 

As ART has become more widely available over the past decade, HIV care services 

have been increasingly decentralised from secondary to primary health care 

levels in high HIV prevalence settings, including Zimbabwe, to cope with the very 

large numbers of people on treatment. Treatment outcomes for adults have been 

shown to be comparable in both settings. However, there is less data on 

treatment outcomes for children as many health care settings have been 

reluctant to treat children in lower level healthcare settings due to the potential 

clinical and social complexities of treating children. 

 

Zimbabwe has the 5th highest HIV prevalence in the world (11). The prevalence 

of HIV has been plateauing in recent years due to ART roll-out which has seen the 

mortality from HIV decline as more people gain access to treatment. It is also in 
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part due to concerted efforts through HIV prevention programmes, to decrease 

the transmission and acquisition of HIV e.g. strengthening of PMTCT by treating 

all pregnant women with triple ART on diagnosis of HIV during pregnancy with 

improved follow up of HIV-exposed infants to ensure early infant diagnosis and 

early treatment of HIV infection, the roll-out of voluntary male circumcision 

programmes nationally and a focus on treatment and prevention programmes 

amongst key populations such as sex-workers and prisoners. Health care and HIV 

treatment and care are provided nationwide through a government funded four 

tier health care system- primary care clinics which are located in both rural and 

urban settings, secondary care clinics or district hospitals, provincial hospitals 

which are tertiary referral and central hospitals located in the two cities of 

Harare and Bulawayo, where specialist clinical services are available.  

 

1.2  Knowledge Gaps 

1) While the course of disease in HIV-infected infants is well understood, less is 

known about the clinical profile of children diagnosed with HIV infection in 

older childhood. In particular, older children to date were identified as living 

with HIV only when they developed AIDS. As provider-initiated testing and 

counselling has become more established, children are being diagnosed 

earlier and investigation of their clinical profile is critical for planning 

appropriate care and management. 

2) Older children with HIV potentially face complex psychosocial issues which 

will impact on their ability to manage their illness. A key issue is that many 

are orphaned and face unstable guardianship which can impact on how they 

cope with their illness. An understanding of their psychosocial circumstances 

is thus important to ensure that appropriate services can be developed. The 

sociodemographic picture of HIV within these children’s households has not 

been teased out.  

3) Older children (aged > 5 years) are started on ART based on adult criteria.   

Unlike in younger children, there is no evidence of a benefit in mortality. It is 

not known whether delaying ART initiation will result in other clinical 

problems. This is important to understand as earlier start of ART is 
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associated with potentially negative consequences of toxic effects due to 

longer ART exposure and the resources required to support adherence in a 

group with potentially complex social circumstances are lacking. 

4) At the start of this study, children accessing HIV treatment were largely 

managed in secondary level health services. With the expansion of paediatric 

ART programmes, decentralisation of care is required but it is not clear 

whether outcomes will be compromised as a result (12). 

 

1.3  Aim 

The aim of my thesis is to investigate the social and clinical features of HIV 

infection among newly diagnosed older children and adolescents (aged 6 to 15 

years) and to investigate clinical outcomes over an 18 month duration post 

diagnosis in a decentralised HIV care setting.  

 

My thesis is nested within a larger randomised controlled trial, funded through a 

Wellcome Trust Intermediate Fellowship grant, no: 095878/Z/11/Z, awarded to 

Prof Rashida Ferrand, who is co-supervisor of this thesis. The aim of the 

randomised controlled trial is to assess the effect of community-based support 

for caregivers of HIV-infected children and adolescents on treatment outcomes 

(13).  

 

Through planning of this trial, as the MD candidate, I identified key research 

questions which were feasible to be explored as part of this MD thesis. 

 

1.4  Objectives 

1) To describe the clinical features of HIV infection in older children and 

adolescents aged 6-15 year old at time of diagnosis, including clinical and 

immunological stage, clinical morbidity and ART eligibility. 

2) To describe socio-demographic characteristics and caregiving arrangements 

and disclosure status at the time of diagnosis 
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3) To investigate outcomes of HIV treatment among children aged 6-15 years 

receiving HIV care in a decentralised (primary healthcare) setting. 

 

1.5  Outline of thesis 

In Chapter 1, the background to the thesis, the aims and objectives of the thesis 

and the thesis plan is described. 

 

In Chapter 2, a literature review addressing knowledge gaps in studies 

surrounding clinical features and outcomes of older children and adolescents 

accessing decentralised care is described. 

 

Chapter 3 describes the common general methods used in the study including 

study setting and design, data collection and data analysis. 

 

Chapters 4, 5 and 6 comprise the findings of the study: chapter 4 focuses on the 

clinical features and chronic morbidity in older children and adolescents at time 

of diagnosis. Chapter 5, describes the children’s socio-demographic 

characteristics including caregiving arrangements, orphanhood, schooling and 

disclosure. Chapter 6 refers to the results of 18 month follow up of study cohort 

including description of incident infections, hospitalisations, deaths and loss to 

follow up. The main conclusions and recommendations for intervention and 

future studies are presented in Chapter 7.
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2. Literature review 
This chapter describes the evolution of the epidemiology of HIV infection in 

Africa and how it has affected children and adolescents. The recognised clinical 

and psychosocial challenges are described and knowledge gaps are highlighted 

to serve as justification for thesis question. 

 

A comprehensive literature review was performed using an online search 

strategy including PubMed®, Google Scholar and international conference 

presented abstracts. This was done using the key words of: HIV, adolescents, 

morbidity, HIV testing, decentralisation and disclosure. 

 

2.1  Human Immunodeficiency Virus 

2.1.1  Origins of HIV 

Acquired Immune deficiency Syndrome (AIDS) was first described in the early 

1980’s in Los Angeles USA following reports of Pneumocystis pneumonia (an 

opportunistic infection (OI)) in five homosexual men having no apparent 

immune deficiencies (14). Initially thought to be a syndrome affecting only 

homosexual men, further cases in heterosexual females in USA, who were 

partners of men who had signs and symptoms of AIDS, and among recipients of 

blood transfusion suggested that this syndrome could be found amongst the 

heterosexual community (15). In 1983, Human T-Cell leukaemia virus (HTLV-3), 

a retrovirus, was isolated in patients with AIDS and it became apparent that such 

a virus was responsible for a syndrome which saw previously healthy individuals 

become susceptible to opportunistic viral, fungal and bacterial infections (16,17). 

Concurrently, studies from Zaire, Rwanda and Uganda showed a large number of 

people dying of AIDS, heralding a severe, hitherto unrecognised epidemic, 

predominantly heterosexually transmitted (18–20).  

 

The role of the subset of T-lymphocyte cells ,CD4 cells, in providing an entry point 

of HTLV-3 into lymphoproliferative system was established in 1984 (21). In 

1986, The International Committee on the Taxonomy of Viruses suggested the 

adoption of the name of Human Immunodeficiency Virus (HIV) for the closely 
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linked retroviruses being described as causing AIDS but which heretofore had 

interchangeable names (22). HIV was then subdivided into 2 strains, HIV-1 and 

HIV-2, the latter being less virulent and found predominantly in West Africa 

(23,24). 

 

HIV-1 originates from Simian Immunodeficiency Virus (SIV) whose natural host 

is the chimpanzee subspecies Pan troglodytes troglodytes found in Southern 

Cameroon, Gabon and West Africa and which infected humans through cross 

species transmission, following from ingesting bush meat which is infected with 

SIV(25,26). HIV-2 originates from SIV in sooty mangabeys found in Western 

Africa, but does not exhibit the same virulence as HIV-1 (27). 

 

2.1.2  How does HIV affect the immune system? 

The inner core of HIV-1 consists of p24 protein which contains 2 copies of single 

stranded RNA and the necessary enzymes required for initial stages of replication 

i.e. integrase, protease and reverse transcriptase (28). HIV binds to CD4 T-cell 

lymphocyte receptors, replicates within the host cell, using reverse transcriptase 

enzyme to transcribe RNA in to DNA, a second complementary strand of DNA is 

synthesized so that the double stranded DNA product is integrated into the 

genome of the host cell with the potential to replicate at any time. The HIV virion 

then destroys the cell as it emerges, depleting CD4 cells, leading to a progressive 

depletion and impairment of cellular immunity (29). With the decline in 

immunity, an individual infected with HIV becomes susceptible to a variety of 

opportunistic infections (OI) and malignancies and develops AIDS. This occurs 

over a period of months to years (30). In addition, early during infection, HIV 

infects gut lymphoid tissue where there is an abundance of CD4 T.  This breach 

of gut mucosal barrier results in a “leaky gut” and allows for microbial 

translocation across the intestinal epithelium (31). This microbial translocation 

sets up a pathway for persistent systemic dysregulated immune activation and 

high levels of circulating pro inflammatory chemokines 

 and cytokines (32,33). 
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2.1.3 Antiretroviral therapy 

Anti-retroviral therapy, containing a combination of three different drug classes 

active at different points of HIV viral replication process, if taken consistently, 

can control HIV viral replication to limit the destruction of CD4 cells and allow 

their repletion (34,35). However, HIV-1 has a high mutation rate when it is 

replicating resulting in many different virus variants called quasi-species. These 

quasi-species can evade the immune system and also help to foster the 

development of ART resistance. ART resistance can be acquired through drug 

selection pressure or transmitted from person to person. The number of 

mutations necessary to confer resistance to a specific anti-retroviral drug 

depends on the genetic barrier to resistance of that drug, with some classes of 

ART having a lower barrier to resistance e.g. non-nucleoside reverse 

transcriptase inhibitors (NNRTI) which are part of first line treatment regimens 

in SSA. Intermittent adherence to ART by an individual receiving treatment, 

particularly with a drug class with a lower barrier to resistance, can allow the 

virus to replicate and become resistant to one or more of the drug classes used 

to treat the individual (36). 

 

Figure 2.1  HIV and Immune activation and inflammation 
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2.2  Epidemiology of HIV in women and children 

In 2015, 36.7 million adults and children were living with HIV worldwide, 53% 

in sub-Saharan Africa (37). Currently, eastern and southern Africa accounts for 

43% of the global total of new HIV infections, however, new HIV infections have 

declined by 29% from 2010 to 2016 in this region (38). The overall prevalence 

of HIV has increased in the region due to the widespread roll out of ART which 

has seen people surviving with HIV infection and conversely there has been a 

decline in mortality related to HIV infection because of the widespread 

availability of ART (39).   

 

HIV infection in sub Saharan Africa has spread predominantly through 

heterosexual transmission and much of the region continues to experience a 

generalised epidemic i.e. the HIV prevalence rate is greater than one per cent in 

the general population (34,35). Younger women in particular have been 

disproportionately infected compared to men. There are several reasons for this, 

encompassing physiological and societal factors. Physiologically, the vaginal tract 

offers a greater surface area for exposure to infectious seminal fluid and thus 

serves as an entry point for HIV infection (40,41). Societal and cultural factors in 

the region mean that women are not empowered to enable them to make 

behavioural sexual choices compared to men, in a society where men are 

regarded as decision makers, polygamous relationships are prevalent and it is 

culturally difficult to negotiate for safer sex (40,42,43). 

 

2.3  Mother to child transmission of HIV 

The severe epidemic of HIV among adults in sub-Saharan Africa was followed by 

high infection rates in children, through vertical (mother-to-child) transmission. 

Infants exposed in utero to HIV viremia are at high risk of acquiring HIV infection 

(44–46). Overall the risk of mother-to-child transmission is approximately 25-

35% with risk varying over the ante, intra and post-partum periods (see figure 

2.2) (47). The French Prospective cohort study of HIV infected pregnant women, 

in 1993, found risk of HIV infection was highest at delivery (65%) than at other 

stages of pregnancy, although women surveyed in this study did not breastfeed 



Chapter 2. Literature review 

10 

their babies and so the risk of transmission through breast milk was not 

compared (48). Maternal immunodeficiency at time of delivery is associated with 

a higher risk of transmission (48). Later studies from Brazil in pregnant and 

breastfeeding HIV infected women also emphasised a weakened immunological 

status of the mother as a risk factor for transmission alongside having had an 

amniocentesis in the third trimester as well as breastfeeding, providing a 

significant opportunity for maternal to child transmission to take place (49). The 

risk of HIV transmission to breastfed infants is estimated at 16% in those who 

are fed only on breast milk and should mothers introduce other feeds in addition 

to breast milk such as water formula feeding, also known as mixed feeding, the 

risk of transmission is doubled as compared to exclusive formula feeding only 

(50,51). Caesarean section as a mode of delivery has shown to have a protective 

effect against HIV transmission to the foetus (52–56). Taking in to account the 

factors discussed above of high risk of transmission at time of delivery and over 

the course of breastfeeding, lower immunological status of the mother and the 

mode of delivery impacting on increased transmission risk, it is not surprising 

that large numbers of children were being born with HIV infection in late 1990’s 

and early 2000’s, following on from the adult peak incidence of infection in Sub 

Saharan Africa (57). 

 

Figure 2.2  Relative proportion of HIV infection from untreated mother to 
infant according to gestational period  

 
Adapted from Luzuriaga et al (40) 
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In 2000, an estimated 600,000 infants were being born annually worldwide with 

HIV infection (57).  At that time, ART was not widely available in low income 

settings, for adults and expectant mothers, and testing for HIV in pregnant 

mothers antenatally was not very robust. Many women presented late for ante 

natal care, and even more would deliver in their own homes with an overall 

limited access to operative modes of delivery. The practicalities and safety of 

replacement feeding so as to avoid breastfeeding were difficult for women in low 

income settings to implement as there was no provision for replacement feeding 

and cultural challenges meant it was also not acceptable (58). Thus, infants were 

highly susceptible to acquisition of HIV through maternal routes in an era where 

methods to control transmission of maternal infection were not widely available.  

In 1994, Connor et al demonstrated the effectiveness of anti-retroviral therapy 

in reducing the transmission of HIV infection from mother to infant by almost 

66% (44). In this randomised placebo controlled trial, the study showed through 

a complex, multidose zidovudine regime administered to the expectant mother 

at ante-and intra- partum stages of pregnancy and to the infant postpartum, that 

transmission of infection was dramatically decreased. Following on from this, a 

prospective cohort study in Uganda in 1999, comparing single dose nevirapine 

(sdNVP) for pregnant woman at time of delivery, followed by nevirapine for the 

newborn infant, versus zidovudine during intrapartum period for mother and for 

neonate, showed nevirapine to be more effective in HIV prevention at 16 weeks 

post-delivery, in breast feeding women (59). 

 

In 2001, acting on the urgent need to find a solution to decrease transmission 

from mother to child of HIV infection, the WHO adopted a simple ART regime of 

a single dose of nevirapine to the pregnant mother at time of delivery followed 

by a single dose of nevirapine for the new-born infant, given within 72 hours of 

delivery if the expectant mother did not meet the CD4 count criteria of 

<350cell/mm3 to commence triple ART (60). Such a regimen was thought to be a 

simple and more feasible approach to reduce mother to child transmission in 

high HIV burden settings. However, this regimen still required access to antenatal 

care and uptake of HIV testing for pregnant women to be able to access single 

dose nevirapine. To simplify and improve uptake of ART among pregnant women 
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and strengthen PMTCT programmes, “opt out” HIV testing, whereby patients 

must explicitly refuse a HIV test, promoting a simplified approach to pre-test HIV 

counselling in antenatal services. This was introduced by WHO in 2007 (61–63). 

 

Over the past decade there has been an evolution of PMTCT regimens in low-

income settings, moving away from sdNVP, to the use of triple ART (64). This is 

due to the fact that combination ART dramatically reduces transmission risk 

from mother to child, and its recommendation was termed Option B, following 

on from Option A, it defined by use of triple ART for pregnant mothers from time 

of diagnosis until period of breast feeding had ended. This PMTCT 

recommendation was then further modified and named Option B+ where 

pregnant mothers remain on lifelong ART even after ceasing breastfeeding which 

protects their health and ensures future pregnancies are catered for in 

preventing MTCT (see table 2.1) (65). It was also brought about due to concerns 

about the potential of infants to acquire resistance to nevirapine treatment, 

which formed part of the first line ART regimen in treating children living with 

HIV. If a child subsequent to having received nevirapine prophylaxis post birth 

tested HIV positive his exposure to nevirapine, albeit for a short period of time, 

may mean that his now triple ART regimen may not be effective due to archived 

resistance to nevirapine and its drug class NNRTI. 

 

Current WHO recommendations are to test expectant women at each point of 

contact with health care personnel- at the pregnancy booking visit, at time of 

delivery of infant, at 6 weeks post-partum and also at the completion of breast 

feeding period to ensure a timely HIV diagnosis (66). With the evolution of 

guidelines there has been a 70% decline amongst new HIV infections in children, 

worldwide, from 2000-2015 (67). 

 

Until such time as such services could be streamlined, there was a delay in 

diagnosis of HIV antenatally and postnatally and HIV-exposed children and 

subsequently HIV infected children were not being identified through testing in 

a timely manner, so called early infant diagnosis (EID). Testing of HIV-exposed 

infants through HIV-DNA polymerase chain reaction (PCR) testing at 6 weeks 
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after birth is the recommended standard of care to determine HIV infection in 

early infancy. If found to be negative the child should then be retested at the end 

of the breast feeding period to determine if MTCT may have occurred through 

breastfeeding. If found to be infected then ART initiation occurs immediately. 

However, there are recognised gaps in this testing cascade including, registration 

of HIV-exposed infants to ensure testing at 6 weeks is performed, timely 

turnaround of PCR results which are performed at central laboratories and also 

whether the results are conveyed to the caregiver to ensure linkage to HIV 

services, if found to be infected (68). 

 

Table 2.1 WHO PMTCT Options 

 Woman receives 

Infant Receives  Treatment Prophylaxis 

 (CD4 <350 
cells/mm3) 

(CD4>350 
cells/mm3) 

Option Aa 

Triple ARVs for 
life 

Antepartum: AZT  

Intrapartum: sdNVP 
+ AZT/3TC 

Postpartum:  
AZT/3TC x 7days 

NVP continued x 1 
week post 
breastfeeding 

Or NVP 4-6 weeks if no 
breast feeding or 
mother on triple ART 

Option Ba 

Same initial Triple ARVs 
NVP 4-6 weeks 
regardless of infant 
feeding method 

Triple ARVs for 
life 

Triple ARVs 
discontinued post 
breastfeeding 

Option B+b Triple ARVs for life 
NVP 4-6 weeks 
regardless of infant 
feeding method 

 a WHO 2010 guidelines  b WHO 2013 guidelines 

 

2.4  Natural History of HIV infection 

Unlike in adults, where time to progression of AIDS from time of acquisition of 

HIV infection is close to 10 years, without ART, the natural history of HIV 

infection in infants is quite different (68). It is characterised by fast disease 

progression, with over one third infants dying in the first year of life without 

antiretroviral treatment  in Africa (4). Common clinical features include failure 
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to thrive and oral candidiasis and OIs such as pneumocystis pneumonia, 

cytomegalovirus and herpes simplex and diarrhoeal illnesses (69–71). 

Progressive encephalopathy is also described leading to failure to attain 

significant development milestones or loss of developmental milestones, 

impaired brain growth or acquired microcephaly and/or acquired symmetric 

motor deficit (72).  

 

Given the high mortality rates reported in infancy, it was assumed that survival 

beyond early childhood in the pre-ART era was exceptional.  However, as HIV 

epidemics matured, there were reports of increasing numbers of older children 

and adolescents presenting to health services in sub-Saharan Africa with features 

suggestive of longstanding HIV infection and mother-to-child transmission as the 

most likely mode of acquisition.  Features consistent with MTCT included high 

rates of maternal orphanhood, natural sibling deaths and no report of sexual 

debut or blood transfusion, with a low prevalence of HSV-2 infection amongst 

adolescents  presenting with HIV infection, which can be perceived as a marker 

of horizontally acquired HIV infection (5,73). 

 

It is now estimated that at least a third of African HIV-infected infants have slow-

progressing disease with a median survival of at least 16 years without 

treatment, with no upward estimates available due to the lack of empiric data. 

Two modelling studies have predicted similar survival rates of long term non 

progressors, one study estimating survival of 13% of long term non progressors 

to 10 years of age, the second study estimating a 17% survival to 17 years of age 

(74,75). Ferrand et al have predicted an peak in emergence of mother to child 

transmission survivors across high epidemic settings in this current decade (76). 

 

Notably, cohorts in high-income countries had demonstrated presence of 

perinatally infected “long term non-progressors” of HIV infection. The largest, a 

French cohort, which followed 348 participants and defined non-progression as 

HIV-1 infected children observed for at least 10 years who remained ART naïve, 

who remained clinically asymptomatic and retained immunological control, 

found that 2.4% had not had disease progression by 10 years of age (77). 
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However, these were relatively small numbers and the availability of ART in the 

late 1990s changed the course of disease among children.  

 

Unlike infants, where the large numbers born and dying with HIV were 

immediately obvious, the substantial burden of vertically-acquired HIV among 

older children and adolescents in Africa was recognised much later due to i) the 

time required to grow up and present with HIV-related disease in later childhood 

ii) prior assumption that survival to older childhood was not possible and 

therefore no cohorts of children were followed up beyond early childhood and 

iii) lack of the typical HIV-related infections developing until adolescence. It has 

been suggested that the large numbers of slow progressors in Africa may partly 

be explained by the continued practice of breastfeeding as several studies have 

shown HIV infection post-partum through breastfeeding is associated with 

slower progression than infection acquired during the intra-uterine period (78–

80). 

 

2.5  Clinical features of HIV in “slow-progressors” 

Contrary to the more typical picture of AIDS observed in children with fast-

progressing disease, slow-progressors have a more indolent course of infection. 

Minor illnesses such as upper respiratory tract infection, including recurrent 

otitis media and fungal skin infections, which are also not uncommon in HIV 

uninfected children, do not prompt HIV testing, although provider initiated 

testing and counselling (PITC) is standard of care in high HIV burden settings. 

This has led to children growing up with undiagnosed HIV infection and 

presenting much later, often times to tertiary care settings with much more 

advanced HIV illness (6,81). 

 

Similarly, growth delay i.e. stunting of growth (decreased height for age z scores) 

and wasting (decreased weight for age z scores) have been documented amongst 

children at time of ART initiation (82,83).  While a recognised consequence of 

living with HIV untreated, in low-income settings, growth failure may also be a 
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consequence of nutritional and social deprivation and therefore may not trigger 

a healthcare provider to offer HIV testing.  

 

Delayed pubertal development is a recognised complication of adolescents living 

with perinatally acquired HIV infection. De Martino et al compared age of puberty 

onset in 212 adolescents based on point of entry into Tanner stage P2 or B2 for 

girls and P2 or G2 for boys (84). The HIV uninfected comparison group of 843 

girls and 821 boys provided the reference range. The HIV infected group had 

noted pubertal delay in both gender groups, females having a having a greater 

period of delay than males. Age at puberty was unrelated to clinical or 

immunological correlates. This study was in an Italian cohort of children which 

may not necessarily be generalisable to African ethnicity pubertal development 

but was an early study indicating effects of HIV infection on adolescent 

development. A larger U.S. cohort of over 900 boys and girls aged between 6 and 

18 years had Tanner stage assessed at 2 or more intervals and were compared to 

U.S. Tanner stage reference range NHANES 3 (85). Immunosuppression at time 

of Tanner staging was associated with delayed pubertal development in both 

girls and boys. 

 

Features of chronic morbidity amongst older children living with HIV have begun 

to be more recently described including effects on respiratory, cardiac and 

neurological system (86,87).  Older children report symptoms of chronic cough 

and display reduced exercise tolerance (87). Subtle chest X-ray anomalies have 

been described  in cross sectional studies and high resolution computed 

tomography scanning demonstrates a pattern of decreased attenuation 

suggesting small airways effects, contrasting to features of lymphoid interstitial 

pneumonitis more commonly seen in younger children living with HIV infection 

(88). 

 

There is a lack of data on description of clinical features of older children and 

adolescents who present with established HIV infection but have not received 

ART. Such descriptions would serve to inform on the natural progression of HIV 

in children with slow progressing disease. 
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2.6  ART among children 

ART availability has substantially reduced the mortality and morbidity witnessed 

in pre-ART era and has changed the course of the HIV epidemic in both adults 

and children (89). Successive revisions of ART guidelines, following evidence of 

decreased morbidity and mortality if HIV treatment commences at higher CD4 

levels rather than deferring ART start until CD4 declines, has seen WHO moving 

to adopt the approach of treating both adults and children with ART at time of 

HIV diagnosis, regardless of their CD4 counts (90). 

 

While the evidence is strong for this in adults, the survival benefits for starting 

ART at time of diagnosis in infants has also been robust. The landmark CHER trial 

showed that starting ART in infants, at time of diagnosis rather than waiting for 

a decline in CD4 measurement or presence of advanced HIV infection saw a 76% 

relative reduction in mortality in those who started ART on diagnosis (8). This 

led to a change in WHO guidelines in 2010 which saw all children under two years 

of age starting ART at time of diagnosis (91).  

 

There is clear evidence that immediate ART in infants impacts mortality. 

Evidence for when to start ART in older children is lacking. Schomaker et al 

performed a modelling study to determine the difference in mortality between 

immediate ART start or delaying ART until CD4 levels decreased as per 

guidelines at that time, in children 2-5 years attending for care in Southern Africa 

(92). The study noted that there was no mortality difference up to three years 

after ART start between the two groups although the lower the CD4 count at ART 

initiation the higher point estimates there was for mortality. Puthanakit et al 

found no mortality difference in a randomised controlled trial comparing 

outcomes in early versus deferred ART for children aged 1-12 years although it 

was an under powered trial (93). Despite the lack of evidence of when to initiate 

ART in children, in 2013, as per WHO guidelines all children under 5 years of age 

started ART at time of diagnosis (9).  
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The dilemma of timing of ART start in children is a complex issue due to the 

recognised complexities of administering ART to children. Medication 

formulation, more complex pharmacokinetics and pharmacodynamics in 

children have to be considered when commencing drugs with the aim of 

achieving maximal virological suppression  (94,95).  Added to this is the often 

perceived complexities of weight based ART dosing, which requires children’s 

doses to be adjusted according to weight increase or decrease. There have been 

previous reports of children being under dosed according to weight requirement 

which may set up a potential for future drug resistance (96). 

 

There is a recognised delicate balance between need to take ART once decline in 

CD4 occurs, but in advance of decline in WHO stage disease, versus the difficulties 

in adhering to treatment and the potential toxic side effects due to the fact of a 

requirement of longer life time exposure to ART than an adult will need (97). 

Challenges in ART roll out for children have been augmented because of the 

perceived additional complexities in caring for children living with HIV, as 

described below. 

 

2.7  Psychosocial impacts of HIV infection 

The HIV/AIDS pandemic has left more than 12 million children orphaned globally 

as of 2015. As expected, there is a strong association between orphanhood and 

HIV status, both due to orphans being at higher risk of having acquired HIV 

through their parents but also being more vulnerable to acquiring HIV infection 

(98). Orphaned children grow up in households where the traditional family 

structure is fragmented and have to cope with the loss of one or both parents 

which can have far reaching psychosocial effects, including poverty, lack of 

parental guidance, dealing with bereavement. Schooling can be affected by 

orphanhood due to a lack of school fees within a household where children who 

are extended family members are not seen as a priority (99).  

 

Older children report feeling stigmatised and discriminated by their illness both 

in their own households and in the wider community (99). Caregivers report that 
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they worry about the stigmatising effect attendance at a clinic, for HIV treatment, 

might have on the child in their care (100). 

 

A major event for a child living with HIV is that of disclosure (becoming aware) 

of their HIV status. Disclosure rates for children and young adolescents remain 

low, ranging from 2% to 57% according to caregivers interviewed in sub Saharan 

African settings (101).   

 

Table 2.2 Complexities of ART for children and adolescents 

Physiology of 
Children 

 Weight based dosing requirements 
 Malabsorption 
 Exposure related ART toxicity 

Psycho-Social 
Challenges 

 Disclosure 
 Adherence 
 Orphanhood 

Access to Care 
 Distance to travel to secondary care facilities 
 Lack of health services knowledge of clinical needs for youth 
 Nurse-led care challenges 

 

In summary, children growing up with HIV face multiple challenges apart from 

the physical complications of HIV infection. Death within the family, orphanhood, 

and discussion of their HIV status is often times limited which can affect their 

future adherence to ART and thereby their well-being. The decentralisation of 

care to primary care clinics may help to increase younger person’s access to ART, 

however whether outcomes once initiated on ART can be more favourable than 

secondary level facilities in an era that now treats all children on a diagnosis of 

HIV infection remains to be seen. 

 

2.8  Access to HIV care and treatment for children 

There remains a substantial gap in access to ART for children under 15 years 

compared to adults, worldwide (Figure 2.3). This gap in access to ART may well 

be due to the psychosocial factors described above making it more difficult for 

children within a household to attend for HIV care and treatment and this gap in 

accessing treatment may also explain why adolescent’s HIV mortality rates are 

rising compared to all other age groups. 
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Figure 2.3  Proportion of children and adults accessing ART over time 

 
 Source: UNAIDS/UNICEF/WHO Global AIDS Response Progress Reporting and UNAIDS 2014 
HIV and AIDS estimates, July 2015 
 

Johnson et al, in a modelling study predicting mortality effect of increased 

availability of testing and treating of infants has predicted better outcomes for 

infants, however, the study predicts ageing of the paediatric HIV epidemic and a 

shift towards older children requiring treatment and availing of HIV care 

programmes (102).  In 2015, HIV related mortality had decreased from 2005 

across all age groups, except for adolescents (defined as 10-19 years of age) for 

whom mortality had actually increased by 50% (figure 2.4)(103). 

 

The recognition of the need to increase access to care for all age groups has been 

made for some time now. In 2006, WHO recognised that the traditional model of 

physician led HIV care (as seen in high-income settings) was not feasible in 

resource limited settings to enable the ever growing numbers of people living 

with HIV to access treatment and care. A chronic shortage of doctors and higher 

level health personnel meant that secondary and tertiary level centres were not 

able to meet the demands of ever growing numbers requiring HIV treatment. 

PLHIV themselves were not able to access care due to distance to travel to receive 

such interventions. Because of these factors, WHO advocated for a public health 

approach, with decentralization of care, task shifting from doctors to nurses of 
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ART initiation and greater community support in form of treatment support 

groups (104). Early comparison studies between hospital based and primary 

care clinics performed in rural settings in South Africa and Lesotho demonstrated 

encouraging outcomes at one year and two year follow up respectively 

(105,106). Although the focus was on ART provision to adults in both programs 

and therefore potentially not indicative of paediatric decentralised care, LTFU 

rates were lower in primary care clinics compared to hospital based care at one 

year in South African setting (19% vs. 2%, p<0.001) and Lesotho programme 

demonstrated a 77% alive and retention in care rate at 2 year follow up of over 

13,000 adults and children enrolled in primary health care clinics.   

 

Figure 2.4  AIDS related deaths among children, adolescents and young 
adults 

 
Source: UNAIDS, 2014 HIV and AIDS estimates, July 2015. 

 

Similar success in decentralization of paediatric care was reported in an 

Ethiopian retrospective review over a 5 year period up to 2012, showing almost 

equal rates of ART initiation between primary and secondary level facilities 

although worryingly the overall rate of LTFU was 34% (107). Notably, secondary 

care level facilities had a higher proportion of infants enrolled and deaths 

recorded, as well as participants at this site having overall lower median CD4 

counts. The trend of children receiving care being younger and potentially sicker 
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at secondary care facilities is not in itself an issue but rather may well point to 

the role which such secondary and tertiary level care facilities should provide, 

allowing transfer out of well, stable patients to primary care facilities enabling 

secondary level facilities focus on those requiring physician and clinical 

investigational backup. 

 

2.9  Summary 

The predicted increase in older children and adolescents accessing HIV care 

services through the aging of the infant cohort of children living with HIV but also 

through improved HIV testing strategies to identify older children living with 

HIV, who have escaped infant testing initiatives, may find healthcare services and 

programmers under-prepared in treating children and adolescents.  

 

The clinical features of older children and adolescents accessing such services 

have not been well articulated and therefore it will prove difficult for health 

service providers to plan for adolescents care if these are not elicited. The 

psycho-social needs of children living with HIV are many and complex and 

further teasing out of children’s social backgrounds and how supports within 

their family may or may not aid children in engaging in care deserves further 

teasing out. 

 

As decentralised care has been available for adults for some years but has been 

slow to roll out for children, it is important to understand how youth may fare in 

such a system and whether nurse-led care would be able to manage and treat 

their potential co-morbidities warrants further description.   

 

The ambitious 90-90-90 target as set by UNAIDS means that 90% of people living 

with HIV will know their status, 90% should be able to access treatment and 90% 

should be able to achieve virological suppression sets a tall order for health care 

providers (1). The ever changing world of treating people living with HIV has 

seen younger children receiving much attention, understandably so given their 

high mortality rate without treatment. In an era of decentralisation and task 

shifting approach to HIV management as well as concerted efforts to engage 



Chapter 2. Literature review 

23 

children and youth in HIV programmes, the need to understand their physical 

conditions and social challenges is necessary to ensure preparedness on behalf 

of service providers but also to improve children’s futures. 
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3 Methods 

This was a prospective cohort study performed from January 2013-June 2016. 

Evaluation of clinical and sociodemographic features was made at the baseline 

visit.  

 

Methods which are common to all three results chapters are described here. 

Methods in relation to individual studies are detailed within each chapter. 

 

3.1  Setting  

Zimbabwe has a population of just over 13 million (ref Zimstat). The prevalence 

of HIV infection among adults peaked at 29% in 1997 based on antenatal care 

surveillance at the time (108). The prevalence of HIV has steadily declined since 

then and according to a national  household based national survey  in 2015, the 

prevalence of HIV amongst adults aged 15-64 years is 14.6% (95% CI 14-

15.3)(109). The national PMTCT programme had been strengthened increasing 

its coverage from 22% in 2007 to 93% in 2013 (110). At the time of this study 

commencement in 2013, Zimbabwe’s ART coverage for children less than 15 

years was only 30% compared to 60% for adults (111). 

 

In 2007, the WHO recommended provider initiated HIV testing and counselling 

(PITC) for countries experiencing generalised HIV epidemics (112). Zimbabwe 

adopted this approach at the time and it remains standard of care throughout all 

health care facilities where HIV testing is free of charge. HIV care for adults has 

been decentralised to primary care level facilities, however, care and 

management of children and adolescents remained at secondary level facilities 

nationally in 2013. 

 

The study was conducted in seven primary care clinics in Harare. Primary health 

care clinics are under the management of municipal health services (Harare City 

Health Directorate) and provide primary care services throughout the city. The 

clinics were situated within seven communities in south west Harare, namely 

Dzivaraeskwa, Mufakose, Budiriro, Kwadzana, Glenview, Highfield and 
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Rutsanana.  The communities chosen were purposively selected on the basis that 

they had a high population of children under 15 years and the clinics were 

already initiating ART and providing follow-up HIV care for HIV-infected adults, 

and therefore it would be feasible to introduce this for children as well.  It would 

also ensure ease of hand-over of care of study participants to clinic staff on 

completion of the study. All primary care clinics under the auspices of City of 

Harare management follow Zimbabwe national guidelines for care and 

management of HIV, therefore, alleviating a potential bias in selection of clinics. 

 

The US$ has been the official currency in Zimbabwe since 2009. The gross 

domestic product in Zimbabwe was $1026.4 per capita in 2013, the time of study 

initiation (113). US$1 would buy one loaf of bread, US$ 3.40 would buy two litres 

of cooking oil. Primary care facilities in Harare offer nurse-led acute and chronic 

care incurring a cost of US$5 per visit.  A HIV consultation is offered at a reduced 

cost of US$1 per visit. ART and cotrimoxazole are provided free of charge.  A 

designated physician visits on a weekly basis complementing case management 

provided by nurses and reviewing patients referred by nursing cadre, who may 

have more complex conditions. 

 

The research team consisted of three research nurses who were based between 

the seven selected primary care clinics. Based at the research head office, 20km 

away from the research sites, was the research management team. This consisted 

of the Principal Investigator of the Zenith Study and MD supervisor, Prof Ferrand, 

data manager and two data assistants who were responsible for data entry and 

ensuring security of the data entered. Support staff in the form of the trial co-

ordinator, administration assistant and project finance officer were also located 

at the office. 

 

Visiting colleagues from London School of Hygiene and Tropical Medicine 

consisted of trial statisticians Professor Helen Weiss and Victoria Simms. Advice 

was sought from Victoria Simms on design of analysis of outcomes in chapter six. 
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3.2  Enrolment  

The period of enrolment was from January 2013-December 2014. Follow up was 

for 18 months from date of enrolment.  

 

All children aged 6-15 years who attended any of the 7 primary care clinics 

during this period from Monday to Friday each week and who tested HIV-positive 

through PITC at the study clinics were offered enrolment into the study.  Age and 

date of birth were confirmed through birth registration certificates. In the case of 

birth registration certificates not being available, parental or guardian verbal 

confirmation of date of birth was used to ascertain age. Research assistants 

supported HIV testing at each clinic site and referred any child found to be HIV-

positive to the research nurse on site. The research nurses then assessed 

eligibility based on the criteria described below. 

 

3.2.1  Inclusion criteria: 

1. Age 6-15 years 

2. Resident in Harare and planning to access HIV care at one of the study PHCs 

3. Guardian consent and participant assent 

4. Newly diagnosed with HIV or previously tested HIV positive but had not 

registered with care.    

 

3.2.2  Exclusion criteria 

1. Residing outside of clinic catchment area 

2. No guardian consent or child assent obtained 

3. Guardian chose to access care for child at a different clinic 

Those who did not consent to participate could still receive care at the PHC but 

their data would not be used for the study. Those who sought to seek care 

elsewhere were provided with a referral for onward care.  

 

3.3  Ethical Considerations 

Ethical approval for the study was obtained from Medical Research Council of 

Zimbabwe, the ethics committee of Harare City Health Department, Biomedical 
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Research and Training Institute Institutional Review Board and the London 

School of Hygiene and Tropical Medicine ethics committee. Written informed 

consent was obtained from all caregivers in their choice of either Shona or 

English language. Children aged 6-12 years were given a simpler consent form 

with age-appropriate information.  If children were unable to write, verbal assent 

was obtained as well as a thumb print on the consent form.  Children 13 years 

and above were asked to sign a consent form with more detailed information 

regarding study participation than was provided to those 12 years and under.  

Disclosure of HIV status by guardian or member of the research team to the child 

was not a prerequisite for enrolment. A record of child’s knowledge of HIV status 

was kept by research nurse to ensure non-accidental disclosure at a subsequent 

study review. 

 

3.4  Laboratory Methods 

3.4.1  HIV Testing and CD4 counts  

HIV testing was performed by a trained counsellor using rapid diagnostic test 

kits. Alere Determine™ was initial test and confirmatory rapid test was SD 

Bioline.  First Response® 1-2-0 Card test was introduced as the confirmatory test 

in April 2013. The tie breaker rapid diagnostic test (in the event of test 1 and 2 

being discordant) was Chembio HIV 1/2 Stat-Pak® assay. CD4 count was 

measured using Alere PIMA™CD4 machine.  3mls of blood were drawn by 

research nurse and collected in an EDTA tube. Samples were transported daily to 

a central laboratory for processing.  

 

3.5  Data management 

Data was collected on paper case report forms, pre-designed by trial team. 

Research nurses administered the questionnaires to participants and their 

caregivers at each visit. Each form was logged on a daily basis at the study site 

and delivered by the study driver to the data office daily.  Medical records of each 

child were kept at the study site in a locked cabinet. Data forms were then 

scanned by optical mark recognition (Cardiff TELEFORM Intelligent Character, 

Version 10.7) by a data clerk at the research office. Data entry was performed by 
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the data clerk on scanning of each form, whereby interactive verification and 

correction of data using the Teleform optical recognition system was carried out 

and optional plausibility visual checks were also performed. Such a method 

meant that double-entry of data was not required. Data was then stored in a 

central database server, which was password protected and only accessible by 

the data manager and data assistants.  

 

Upon entry of data, data cleaning by MD candidate was performed on a monthly 

basis through assessing for missing data, ensuring numerical variables were 

within acceptable ranges for changes over time e.g. height and weight and cross 

checking of electronic stored data with paper forms through manual checks. 

Analysis of data was performed using STATA, version 12.1 (STATA Corporation, 

USA).  
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4. Clinical profile at HIV diagnosis 

4.1  Introduction  

Untreated, vertically-acquired HIV infection is associated with high mortality 

rates. Observations amongst African infant cohorts in the pre-antiretroviral 

therapy era, noted there was an estimated 50% probability of dying from 

advanced stage HIV infection  by two years of age (4). However, as HIV epidemics 

matured substantial numbers of perinatally-infected children were reported to 

be presenting with HIV infection for the first time in later childhood or 

adolescence (75,79,114). Survival estimates have subsequently been 

successively revised upwards and it is estimated that a third of HIV-infected 

infants experience slow-progressing disease with a median survival estimated to 

be at least 16 years (76).  

 

Unlike children who have rapid disease progression and present with AIDS-

defining illness in infancy, children with slow progressing HIV are either pauci-

symptomatic or typically have a history of multiple, non-specific complaints, 

including recurrent upper respiratory-tract or skin infections that are also 

common among their HIV-uninfected peers (5,115). Recognition of HIV is 

consequently often delayed until presentation with advanced disease (5). 

 

There is strong evidence that immediate initiation of ART reduces mortality in 

infants, in particular those under 1 year of age (4). The WHO 2013 HIV treatment 

guidelines recommend immediate ART initiation on diagnosis regardless of 

clinical or immune stage in all children aged under five years (9).  Such a benefit 

has not been demonstrated for older children (116). For those over five years, 

WHO 2013 guidelines (which were standard of care when this study was being 

conducted) recommended that, as for adults, ART is deferred until the clinical 

Stage 3 or 4 HIV disease is apparent or if the CD4 count drops below 500 cell/ 

mm3 (9). In 2015 the WHO further revised HIV treatment guidelines 

recommending that ART be commenced in all age groups regardless of clinical or 

immune status, although evidence for immediate ART commencement is lacking 

in older children and adolescents (117).  
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While the risk of AIDS-defining infections is low above a CD4 threshold of 500 

cells/mm3, longstanding infection is associated with development of chronic 

complications, which may not fulfil the criteria for ART initiation (118). For 

example, already documented is a high prevalence of chronic respiratory 

symptoms among adolescents with vertically-acquired HIV infection. However, 

objective measures of lung function were not performed and the study included 

both ART-naïve and ART-treated individuals (87).   

 

We investigated the prevalence of chronic symptoms, including a standardised 

assessment of growth and lung function and whether these were associated with 

immunological status among children aged 6-15 years at HIV diagnosis of HIV 

infection. 

 

4.2  Methods 

4.2.1  Study setting 

A cross sectional study was carried out in seven public sector primary healthcare 

clinics. Prior to the commencement of this study, HIV care had been initiated at 

secondary level institutions throughout Zimbabwe and children and adolescents 

were only referred to “step down” primary health clinics for ongoing care once 

“stable” on ART. Children attending for routine medical care at primary care 

clinics receive nurse-led care and are managed using WHO Integrated 

Management of Childhood Illness (IMCI) protocols with referral to the local 

hospital where required (119). 

 

4.2.2  Clinical Assessment after diagnosis 

The clinical history was recorded using a nurse administered questionnaire. 

Previous contact with health services, history of past illness, previous exposure 

to ART including maternal ART for prevention of mother-to-child HIV 

transmission (PMTCT), drug history, and acute and chronic symptoms were 

recorded, including respiratory and gastrointestinal symptoms, and problems 

with hearing, vision, speech and gross motor function. HIV infection was staged 

using the WHO Staging System and a CD4 count was performed (120). TB 
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screening was performed through WHO TB screen questionnaire and if 

participant answered positively on any question, sputum was obtained for 

testing for mycobacterial tuberculosis using GeneXpert (121). 

 

4.2.3  ART eligibility and regimens 

HIV treatment followed national guidelines (Appendix A). Until February 2014, 

participants were initiated on ART if their CD4 was below 350 cells/mm3 or had 

WHO Stage 3 or 4 infection (122). From March 2014, Zimbabwe adopted the 

WHO 2013 consolidated guidelines, with the threshold for ART initiation revised 

to 500 cells/mm (9). All children were commenced on cotrimoxazole prophylaxis 

at diagnosis of HIV infection. 

 

As part of the study, nurse-led assessment for ART eligibility, initiation of ART 

and ongoing care was introduced at the study clinics (decentralised HIV care) for 

children, with supervision from a study physician. Nurses were trained on HIV 

counselling and management including WHO staging, ART side effects and weight 

based ART dosing according to the national guidelines. The study physician was 

consulted over the phone if there were any queries and reviewed participants at 

the nurse’s discretion. 

 

According to Zimbabwe National guidelines- children >6 years and ≤12 years 

were prescribed zidovudine/lamivudine and nevirapine, dose adjusted for 

weight. For a child aged >12 years and/or >35kg, tenofovir/lamivudine and 

nevirapine was recommended as first line treatment. Efavirenz was 

recommended if a child developed a suspected drug reaction to nevirapine or 

required concomitant treatment for TB. In March 2014 the national guideline 

was changed so that tenofovir/lamivudine and efavirenz for those >12 years and 

>35kg was recommended as first line treatment (81). 

 

4.2.4  Physical Examination  

A standardised physical examination was carried out, including inspection of the 

skin for herpes zoster scarring, papular pruritic eruptions, plantar warts, 

verrucous warts, molluscum contagiosum, fungal infection and Kaposi sarcoma. 
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The oral cavity was examined for gingivitis, periodontitis, candidiasis and Kaposi 

sarcoma. Anthropometric examination included measurement of height and 

weight. The head circumference was determined by measuring the greatest 

occipito-frontal circumference, with the larger of two readings recorded. Tanner 

pubertal staging was performed in children aged 10 years and above (Appendix 

B)(123). In females, breast and pubic hair development and age at menarche 

were recorded. In males, testicular volume measured using a Prader 

orchidometer, pubic hair development and penile length were assessed.  

 

4.2.5  Respiratory Assessment 

Cardiorespiratory function was assessed by the Medical Research Council 

Dyspnoea Scale and modified incremental shuttle walk test (ISWT) with pre- and 

post- test recording of respiratory rate, heart rate and peripheral oxygen 

saturation using a pulse oximeter  (124,125). ISWT was not performed if baseline 

oxygen saturation was less than 88%, or if resting heart rate or respiratory rate 

exceeded 120 and 30 per minute respectively. Spirometry was performed by 

trained nurses using an EasyOne™ World spirometer (NDD Medical 

Technologies, Inc., Andover, MA, USA). After demonstration of the procedure, the 

participant performed forced exhalation manoeuvres while seated until quality 

criteria had been reached or 8 trials had been completed. The trial with the 

highest forced expiratory volume at one second (FEV1) and forced vital capacity 

(FVC) were selected for interpretation. Reversibility testing was carried out if 

either obstruction (FEV1 less than lower limit of normal and a reduced FEV1/FVC 

ratio) or restriction (FVC less than lower limit of normal and a normal or 

increased FEV1/FVC) was found on the best selected trace. This was done by 

administering 200mcg inhaled salbutamol via spacer and repeating spirometric 

testing 15 minutes post salbutamol administration (126).  

 

4.2.6  Clinical definitions 

A z-score of <-2 for height-for-age and weight-for-age were considered to 

represent stunting and wasting respectively. Pubertal delay was defined as girls 

not having reached Tanner 2 breast development by age 12 years and boys not 

having reached Tanner 2 testicular volume by age 14 years (127). An obstructive 
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lung defect was defined as FEV1 less than 1.64 standard deviations (SD) below 

the mean and FEV1: FVC of less than 1.64SD below the mean. A reduced FVC 

(which would be suggestive of restrictive defect) was defined as an FVC below 

1.64SD below the mean with a normal or increased FEV1: FVC ratio (128). 

Reversibility of either obstructive or restrictive defect was defined as greater 

than or equal to 12% improvement in FEV1 after repeat spirometric testing post 

administration of salbutamol (126). 

 

4.2.7  Data analysis  

Z-scores for height-for-age, weight-for-age and head circumference-for-age were 

calculated using the 1990 British growth reference curves (129). WHO 

references are available for children for height- and weight for-age but those for 

weight-for-age are only available for children up to age 10 years and therefore 

British growth references were used. Spirometric indices were expressed as z-

scores using GLI2012 reference ranges (128). The association between the a 

priori defined variables defined as: WHO stage 3 and 4, self -rated general health 

fair/poor in the past 3 months, documented chronic skin condition, height for age 

z-score <-2, weight for age z score <-2, head circumference for age z score <-2, 

pubertal delay, visual impairment and hearing impairment and the outcomes of 

CD4 count <350 cells/mm3 and CD4 count<500 cells/mm3 was determined using 

logistic regression on univariate analysis adjusted for age and sex. Missing 

variables were excluded in logistic regression analysis. 

 

4.3  Results  

During the study period 9,655 children were tested for HIV, of whom 449 (4.6%) 

tested HIV-positive. An additional 21 participants were identified who had been 

diagnosed prior to study commencement but had not engaged in care and/or had 

not commenced ART. The median duration between HIV diagnosis elsewhere 

and engagement with care through our study, was 3.2 years (interquartile range 

(IQR) 0.14-13.0). In total, 385 (86%) participants were recruited into the study. 

The remainder were not enrolled due to residence outside the study area (n=24, 

5%), declined consent (n=25, 5.5%), care sought at a clinic outside of study area 
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(n=34, 7.5%) and were outside of age recruitment window on confirmation of 

date of birth (n=2, 0.4%).  

 

4.3.1  Clinical Characteristics and demographics 

The median age at diagnosis was 11 years (IQR 8-13) and 52% were female. The 

majority of participants were infected through mother-to-child transmission 

(n=366 (95%)) based on a history of maternal or natural sibling HIV or death, 

and self-report of no sexual debut, blood transfusions or surgery. Less than 2% 

of mothers of participants had received ART for PMTCT. Although 78% of 

participants had attended a PHC in the past 6 months and/or been previously 

hospitalised, HIV testing had not been performed. Additional opportunities for 

HIV testing that were missed included previous TB treatment n=18 (5%), 

recurrent upper respiratory tract infection n=107 (28%) and previous herpes 

zoster infection n=41 (11%) (Table 4.1). 

 

4.3.2  Stage of HIV infection 

The median CD4 count at diagnosis was 375 cells/mm3 (IQR 215-599). Sixty five 

percent of participants had a CD4 count of less than 500 cells/mm3. Despite the 

relatively low median CD4 count at presentation, 229 (59%) participants had 

WHO stage 1 or 2 disease. 

 

4.3.3  ART eligibility 

Using a CD4 count threshold of ≤ 350 cells/mm3 and/or WHO stage 3/4 disease, 

which was the Zimbabwe national guidelines at the time of this study 

commencement, 67% children were eligible for ART. In 2014, Zimbabwe national 

guidelines for ART eligibility were changed reflecting WHO recommendations. 

This saw the CD4 count threshold for ART initiation change to ≤ 500 cells/ mm3 

and/or WHO stage 3/4 disease being present. Such a threshold cut-off meant that 

78% of participants were eligible be commence ART once these guidelines were 

implemented nationally. 
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4.3.4  Chronic clinical conditions 

More than half of participant’s caregivers (n=197 (52%)) rated the participant’s 

health in the past 3 months as fair or poor (Table 4.2). 

 

Table 4.1: Characteristics of participants at HIV diagnosis (N=385) 

Characteristic N (%) 

Demographic  

Median (IQR) age, years 11 (8-13) 

Female 199 (52%) 

Clinical history  

Previous hospitalisation 105 (27%) 

Attendance at PHC in past 6 months 268 (70%) 

Previous TB treatment 18 (5%) 

Recurrent upper respiratory tract infection 107 (28%) 

Previous herpes zoster infection  41 (11%) 

HIV History  

Mother or child received ART for PMTCT  5 (1%) 

Circumstances leading to HIV test 
Attended PHC due to symptoms, first HIV test 
Previously tested but unengaged in care 
Attended PHC for HIV testing 

 
323 (84%) 

19 (5%) 
43 (11%) 

Likely HIV mode of acquisition 

Mother-to-child transmission  
Parenteral 
Horizontal 
Unknown 

 
366 (95%) 

6 (2%) 
12 (3%) 
1 (0%) 

Median (IQR) CD4, cells/mm3a   375 (215-599) 

CD4 count at diagnosis, cells/mm3a     
<200 
200-499 
≥500 

 
88 (23%) 

162 (42%) 
132 (35%) 

WHO Stage 
1/2 
3/4  

 
229 (59%) 
156 (41%) 

a Data missing for 3 participants 
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4.3.4.1 Respiratory  

Chronic respiratory symptoms were frequent with 54% reporting cough of more 

than one month’s duration and 16% reporting dyspnea. At rest, 12% had oxygen 

saturations <88% and a further 10% dropped their oxygen saturations below 

88% following exercise. Of the 238 participants who underwent spirometry and 

were able to produce quality traces, 23 (10%) had obstructive lung function 

defect with only three demonstrating reversibility with salbutamol, and 43 

(18%) had a reduced FVC. Notably, despite 155 (40%) screening positive for TB 

on the WHO screen, only one participant was found to have TB on GeneXpert 

testing.  

 

Table 4.2: Chronic morbidity in study participants 

Characteristic n (%) of participants 

Self-rated general health fair or poor in past 3 monthsa 197 (52%) 

Fevers in the past month 162 (42%) 

Diarrhoea 130 (34%) 

Loss of appetite 92 (24%) 

Oral candidiasis 43 (11%) 

Growth and Sexual development  

Height-for-age z-score < -2 91 (23%) 
Weight-for-age z-score <-2 106 (27%) 
Head circumference-for-age z-score < -2b 134 (35%) 
Body mass index-for-age z-score <-2 62(16%) 
Delayed pubertyc 18 (21%) 
Non-occurrence of menarche by 15 years of age (n=17)d 4 (24%) 

Chronic Respiratory Disease  

Chronic cough >1 month 206 (54%) 
MRC Dyspnoea score ≥2e 46 (16%) 
Digital clubbing 2 (0.5%) 
SpO2 <88%f 45 (14%) 
Respiratory rate >30/min at restg 14 (4%) 
≥5% desaturation on exercise (n=246) 24 (10%) 
FEV1 z-score, mean, sdh(n=238) -0.73 (1.41) 
FVC z-score, mean, sdh(n=238) -0.63 (1.35) 
FEF 25%-75% z-score, mean, sdh(n=238) -0.19 (1.13) 

Continued… 
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Table 4.2 (continued): Chronic morbidity in study participants 

Characteristic n (%) of participants 

Other chronic conditions  

Gingivitis/periodontitis 11 (3%) 
Visual impairment 22 (6%) 
Hearing impairment 46 (12%) 
Gross motor defects 2 (0.5%) 
Speech impairment 4 (1%) 
Chronic skin disease  

Any chronic skin condition 96 (25%) 

Molluscum contagiosum 37 (10%) 

Papular pruritic eruption 33 (9%) 

Planar warts 31 (8%) 

Verrucous warts 16 (4%) 

a Data missing for 3 participants 
b Data missing for 6 participants 
c Defined as females not reaching Tanner breast stage 2 by 13 years, males not reaching Tanner 
testicular stage 2 by 14 years(denominator=87) 
d 17 females in this age group 
e Data missing for 94 participants- 60 reason unknown, 18 missed resp assessment, 14 too ill, 1 
mental impairment, 1 refused 
f Data missing for 58 participants-18 reason unknown, 17 too ill, 16 missed appointment, 5 
equipment malfunction, 1 mental impairment, 1 refused 
g Data missing for 60 participants-20 reason unknown, 17 too ill, 16 missed appointment, 5 
equipment malfunction, 1 mental impairment, 1 refused 
h Data missing for 147 participants- 91 uninterpretable trace, 9 missing data, 19 too ill, 11 missed 
appointment, 9 did not grasp technique, 8 reason unknown 

 

4.3.4.2 Growth  

The median height-for-age, weight-for-age and head circumference-for-age z-

scores were -1.2 (IQR -1.9 to -0.41), -1.1 (IQR -2.1 to -0.45) and -1.4 (IQR -2.4 to 

-0.66) respectively. In addition, 27% of girls and 13% of boys were considered to 

have pubertal delay and 24% of girls aged 15 years had not experienced 

menarche. Of the 80 participants with WHO stage 4 disease, 66% were classifed 

as such based on stunting alone.  

 

4.3.4.3 Other chronic morbidity 

Other chronic impairments included hearing difficulties self-reported by 12%, 

visual impairment by 6% and speech impairment or gross motor defects by 2%. 



Chapter 4. Clinical profile at HIV diagnosis 

38 

Chronic skin disease which included any of the following: molluscum 

contagiosum, papular pruritic eruption, planar warts and verrucous warts, was 

found in 25% of participants on examination. In addition, previous or current 

oral candidiasis was reported by 43 (11%), recent loss of appetite by 92 (24%) 

and diarrhea within the past 3 months by 130 (34%). 

 

4.3.5  Association between CD4 count and clinical conditions 

Using logistic regression analysis adjusted  for age and sex, participant self-report 

of ill-health in the past three months was associated with a CD4 count <350 

cells/mm3 (aOR 1.89 95% C.I 1.25-2.88) as was having a chronic skin condition 

(aOR 1.65 95% C.I 1.02-2.69). However, a CD4 count <350 cells/mm3 or <500 

cells/mm3 was not associated with WHO stage, reduced FEV1 or FVC z-score or 

growth parametes such as height-for-age, weight-for-age or head circumference 

z-scores  (Table 4.3).  

 

Table 4.3: Association of clinical conditions with CD4 count at study 
enrolment 

 

CD4 count 
<350 

cells/mm3a 

(N=177) 

CD4 count 
<350 

cells/mm3 
aOR (95% CI) 

CD4 count 
<500 

cells/mm3 

(N=250) 

CD4 count 
<500 

cells/mm3 

aOR (95% CI) 

WHO stage 3/4 
77 

(44%) 
1.25 

(0.82-1.91) 
107 

(43%) 
1.33 

(0.84- 2.10) 

Self-rated general 
health fair /poor in 
past 3 monthsb 

106 
(60%) 

1.89 
(1.25-2.88) 

137 
(55%) 

1.49 
(0.95-2.32) 

Chronic skin 
condition 

55 
(31%) 

1.65 
(1.02-2.69) 

72 
(29%) 

1.61 
(0 .93-2.79) 

Height-for-age z-
score <-2 

43 
(24%) 

0.90 
(0.55-1.48) 

65 
(26%) 

1.27 
(0.73-2.19) 

Weight-for-age z-
score <-2 

56 
(32%) 

1.24 
(0.77-1.99) 

78 
(31%) 

1.50 
(0.88-2.56) 

Head circumference-
for-age z-score <-2c 

57 
(32%) 

0.98 
(0.63-1.54) 

83 
(33%) 

1.12 
(0.70-1.82) 

Pubertal delay 
9 

(5%) 
0.68 

(0.25- 1.84) 
15 

(6%) 
1.75 

(0.47- 6.50) 

Visual impairment 
12 

(7%) 
1.32 

(0.54-3.23) 
18 

(7%) 
2.43 

(0.77-7.66) 
Continued… 
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Table 4.3 (continued): Association of clinical conditions with CD4 count at study enrolment 

 

CD4 count 
<350 

cells/mm3a 

(N=177) 

CD4 count 
<350 

cells/mm3 
aOR (95% CI) 

CD4 count 
<500 

cells/mm3 

(N=250) 

CD4 count 
<500 

cells/mm3 

aOR (95% CI) 

Hearing impairment 
25 

(14%) 
1.41 

(0.75- 2.66) 
33 

(13%) 
1.29 

(0.64-2.61) 

FEV₁ z-score <-1.64d 32 
(18%) 

1.39 
(0.76-2.54) 

42 
(17%) 

1.55 
(0.78-3.09) 

FVC z-score <-1.64d 25 
(14%) 

1.41 
(0.72 -2.76 

30 
(12%) 

1.09 
(0.52-2.28) 

a,b Data missing for 3 participants, c Data missing for 6 participants, d Data missing for 147 
participants -91 uninterpretable trace, 19 too ill, 11 missed respiratory assessment, 9 did not 
grasp technique, 9 missing data, 8 reason unknown 

 

4.4  Discussion 

The main finding of this study was the heavy burden of chronic morbidity among 

older children and adolescents at time of HIV diagnosis. Consistent with other 

studies, a quarter of participants had stunting and 23% had pubertal delay 

(84,85,130). Although catch-up growth can be achieved after initiation of ART, 

children who begin treatment in later childhood are typically unable to regain 

their height potential (82,131). In addition, more than a third of participants had 

a head circumference-for-age z-score less than -2, which could partly be 

explained by sub-optimal brain growth in early childhood. Unlike the progressive 

encephalopathy, manifest as failure to attain or loss of developmental milestones 

or intellectual capacity and motor defects, that is typical in HIV-infected infants 

and young children, gross motor defects and speech impairment was rare among 

our participants with slow-progressive disease. However, studies have reported 

defects in seemingly asymptomatic HIV-infected children in fine motor function, 

memory, perceptual performance, quantitative abilities, and mental processing 

and language abilities (132,133). These deficits are subtle and are not easily 

identified on routine questionnaire and therefore without formative testing may 

have been an underrepresentation of degree of morbidity in relation to higher 

functioning capacity in our study. These findings have to be interpreted with 

caution, however, as Western references ranges for head circumference were 

used due to a lack of normative data from African children, and head 

circumference does varies by ethnic group (129). 
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Chronic respiratory disease was common with cough, hypoxia, reduced exercise 

tolerance and obstructive lung defects being the predominant features. 

Reversibility was rare, making asthma unlikely. Other studies have also shown a 

high prevalence of obstructive lung defects, with little or no reversibility 

(88,134). A study which performed chest computed tomography in adolescents 

with longstanding, vertically-acquired HIV infection showed that constrictive 

obliterative bronchiolitis (OB) was the predominant cause of chronic lung 

disease, with lymphoid interstitial pneumonitis (the most commonly recognised 

cause of lung disease in HIV-infected children) being a rare finding (87,88,135). 

OB is a progressive, life-threatening condition and is well-recognised as sequelae 

of respiratory tract infections, which were commonly reported by participants 

(136).  

 

A quarter of all participants had chronic dermatological conditions. While not 

life-threatening, these are commonly recognised as stigmata of HIV infection, 

may take long periods to resolve following ART and for some conditions 

particularly planar warts, effective treatments are not available (137,138).   

 

Importantly, no association was observed between CD4 count and WHO HIV 

disease stage, a finding also noted previously (139). There was also no 

association between CD4 count and chronic conditions, including stunting, and 

poor lung function. Therefore, these chronic complications develop even if 

immunological status is preserved. Taken together, this implies that CD4 count 

may not be an appropriate criterion for starting ART in older children. This also 

has potential implications with respect to timing of ART initiation. Based on the 

WHO 2013 HIV treatment guidelines, 12% of participants would not have been 

eligible for ART. Given the lack of evidence of the mortality benefit of immediate 

ART in older children and the concern about drug toxicity and adherence, 

guidelines until recently have recommended deferring ART in older children (9). 

Recent trials in adults have demonstrated that early initiation of ART reduces the 

risk of AIDS and non-AIDS events (90,140). However, these trials excluded older 

children and adolescents. Our findings demonstrate that children with slow-

progressing disease may have preserved CD4 counts but do develop chronic 
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complications such as poor growth and chronic lung disease. It is thus possible 

that immediate ART may also prevent development of chronic complications in 

children. A randomised controlled trial would definitively establish whether 

immediate ART would prevent development or progression of chronic 

complications but this is not going to be possible given the recent change in WHO 

guidelines recommending immediate ART in all adults and children. 

 

The scale-up of programs to prevent mother-to-child-HIV transmission has 

resulted in a substantial decline in the numbers of children infected with HIV, but 

coverage remains sub-optimal in many high burden countries (141). The limited 

availability of HIV testing services for children and the low rates of early infant 

diagnosis mean that for many infected infants, HIV diagnosis occurs in late 

childhood or adolescence following many years of ill health (142). In this study, 

78% of participants had previous contact with health facilities, including 27% 

having been hospitalised, but had not had HIV testing. Despite recommendations 

that Provider Initiated Testing and Counselling should be offered as standard in 

health facilities in HIV high prevalence settings, in practice, HIV testing is often 

prompted only after presentation with typical HIV-related symptoms (143). 

Children with slow progressing disease may take years before they develop the 

well-recognised HIV indicator conditions that prompt an offer of HIV testing, by 

which time they develop chronic complications and organ damage which may not 

be reversible with ART once established.  Although the majority of children were 

thought to have acquired HIV perinatally, for many children in the study this was 

their first time to have a HIV test. Although many children were orphaned, for 

those whose parents were accessing HIV care for their own needs, many may not 

have previously been advised to take their child for HIV testing. This may reflect 

a lack of awareness on behalf of healthcare providers of the potential for slow 

progressing HIV infection amongst those living with perinatally acquired HIV 

infection. It is also necessary to strengthen HIV testing amongst families living 

with HIV to ensure equal access to care for all family members. 

 

This study also demonstrates the ability of nurses to clinically assess, diagnose 

and prepare children for ART initiation. Task shifting has been a key component 
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of ART scale up programmes in resource limited settings due to shortage of 

doctors (105,106). Traditionally performed for adults living with HIV or for 

children already initiated on ART, this study demonstrated through careful 

training, prompted history taking through pre designed questionnaires and 

development of weight-based dosing charts, CD4 monitoring at time of first 

clinical visit, nursing personnel were effectively able to assess and commence 

ART. 

 

4.5  Strengths and Limitations 

The vast majority of children were vertically-infected, implying living with HIV 

infection for up to 15 years without prior treatment. Participants were diagnosed 

after optimised PITC of attendees regardless of cause of presentation, with 80% 

of all attendees with previously unknown HIV status undergoing HIV testing 

(data not shown). The study was based in primary care facilities and therefore 

was not biased towards sicker children. We acknowledge several limitations. 

There was no HIV-uninfected or an HIV-treated comparison group in our study. 

Vision, hearing, neurocognitive and musculoskeletal function were not formally 

assessed but relied on self-report. Lung function assessment was not carried out 

in 5% of participants. This was partly due to logistic reasons as respiratory 

assessment could not be performed at the initial assessment necessitating a 

second appointment within two weeks which some participants did not attend. 

Spirometric traces could not be interpreted in 100 (26%) participants. In 

addition 19 (5%) participants were too ill to perform both spirometry and/or 

ISWT, which may have led to an underestimation of degree of lung disease 

present amongst the participants. Local reference ranges for lung function, 

puberty and head circumference are not available. British reference ranges were 

used for height and weight z-score calculations due to a lack of WHO weight-for-

age reference ranges for children over 9 years of age, which may not be 

appropriate for an African population. We also acknowledge the absence of 

nutritional status comparators and the lack of biochemical evaluation of 

nutritional status of participants. Food insecurity may have played a role in 

findings of stunting and wasting and children found to be stunted and/or wasted 
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were referred to non-governmental organisations in their locality for assessment 

of eligibility for food aid. 

 

4.6  Conclusion 

This study shows a substantial burden of chronic morbidity among HIV-infected 

children diagnosed in later childhood, even among those with preserved CD4 

counts. Recognition of this burden is needed to stimulate earlier diagnosis and 

improve access to HIV care for this age group.  

 

There is a pressing need to strengthen PITC and potentially provide other more 

effective services for HIV testing in this age group, and for timely institution of 

ART. Previous recommendations of deferred ART in children may have put 

children at risk of developing chronic complications. The recent WHO guidelines 

recommending treatment of all HIV-infected individuals regardless of age and 

disease stage, may reduce the risk of development of chronic complications 

(117). Studies investigating the impact of immediate ART on AIDS and non-AIDS 

events in children and the pathogenesis of chronic complications will inform 

development of optimum care provision for HIV-infected children.  
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5.  Caregiving arrangements for and HIV status disclosure to 
children diagnosed with HIV infection  

5.1 Background 

The high mortality rates associated with the early adult epidemic of HIV in sub-

Saharan Africa has seen high numbers of children left orphaned in the region. In 

Zimbabwe in 2015 there were an estimated 450,000 children aged 0-17 years 

orphaned due to HIV (144).  Many of those orphaned due to parental HIV are also 

living with HIV and are being cared for by extended family members. Even for 

children who have one or both parents alive, economic hardships in the region, 

particularly in Zimbabwe since 2000, have resulted in many adults  seeking work 

in neighbouring countries, leaving their children in the care of extended family 

members (145).  Therefore, in the context of a southern African family, the 

caregiver of a child may not always a parent.  

 
Children’s ability to engage effectively in ART programmes depends on their 

caregiver’s willingness to engage and be supportive of the child in their care, 

without which, children’s outcomes will suffer (146). Caregivers are critical in 

helping children access services, take their treatment and to help them 

understand the consequences and implications of living with HIV, a non-curable 

and potentially fatal illness. A critical step to facilitating this is disclosing to a 

child his or her HIV status (147). The importance of engaging caregivers in the 

disclosure process cannot be understated (148,149). Children’s and adolescent’s 

knowledge of their HIV status has been shown to be associated with improved 

adherence to ART and a higher rate of retention in care (150). The WHO 

recommends that partial disclosure begins from the age of 6-7 years and that by 

adolescence, youth should know their status (151). 

 
Despite the importance of disclosure, several studies have shown that disclosure 

of HIV status to children and adolescents is often delayed. In a cross sectional 

study of disclosure to children in 6-14 year age group in Kenya, the overall 

prevalence of disclosure was 26% (152). It was noted that as age of the child 

increased so did disclosure rates. Tadesse et al in a cross sectional study in 
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Ethiopia of children with a mean age of 10 years attending for HIV care, found 

only one- third of children were aware of their status (153).  

 
A repeated reason cited by caregivers for not disclosing a child’s HIV status is fear 

of discrimination for the child and the family and as a consequence of disclosure 

an unmasking of the parents HIV status (154,155). Discussion surrounding HIV 

infection can then become very limited and become a taboo topic. If HIV cannot 

be discussed openly in households then school teachers who can serve as a 

conduit of knowledge for children, will face challenges in their roles as educators. 

 
The aim of this study was to investigate the socio demographic features of the 

cohort of children in our study, in particular the caregiving arrangements, 

schooling and disclosure of HIV status to children, and the association of 

caregiving arrangements and other socio-demographic factors with non-

disclosure following a child’s HIV diagnosis.    

 

5.2  Methods 

5.2.1 Data collection 

This study was conducted among children aged 6-15 years, recruited as 

described in chapter 3. The research question of disclosure amongst participants 

arose on the MD candidates review of data collected through the course of the 

study. Questionnaires were designed to determine whether or not disclosure had 

taken place to the children at the time of study enrolment. This was to determine 

whether or not discussion had taken place surrounding HIV testing between 

caregiver and child and also to ensure accidental disclosure to the child did not 

take place during initial assessment, which could lead to distress on behalf of the 

child.  

 

A caregiver was defined as an adult aged 18 years and over, responsible for a 

child’s daily care. Caregivers were informed of a child’s HIV test result at the time 

of testing.  Discussion of the HIV test result with the child was undertaken by the 

healthcare provider in the presence of the caregiver, but only with the caregiver’s 

consent.  
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At the initial assessment following diagnosis, a nurse-administered 

questionnaire was administered to the child’s caregiver. This consisted of a 

detailed socio-demographic history including guardianship, orphanhood status, 

and current enrolment and attendance at school. The assessment took place 

within a week of the child’s HIV diagnosis. In addition, the current and past 

caregiving arrangements of the child was ascertained i.e. whom they had lived 

with since birth. The reason for any change in caregiver was also recorded. 

 

Caregivers were asked if the HIV status of the child’s biological parents were 

known to them. They were also asked whether they had told their child the 

results of the HIV test performed on the child. If the child had not been disclosed 

to, the reasons for non-disclosure were recorded using a pre-defined checklist as 

well as an open-ended question. In addition, a child’s awareness of his/her 

parents’ and siblings’ HIV status was documented.  

 
Caregivers were also asked about the knowledge of the child’s HIV status within 

the extended family (e.g. siblings, other family members), as well as outside of 

the family i.e. to friends of the family, school teacher and principal (if child 

attending school) and church pastor (if a church goer). 

 

5.2.2 Analysis  

The frequency of reasons for non-disclosure was calculated. The association 

between a priori defined variables: age, gender, orphanhood status, having had a 

change in caregiver since birth, type of caregiver, awareness of parents’ HIV 

status, any parent taking ART, WHO stage, interruption in schooling in the past 3 

months and recent diagnosis of HIV infection and non-disclosure of HIV status to 

the child was determined using univariate analysis, followed by a multivariate 

logistic regression model, to control for confounders.  Age was chosen a priori to 

determine whether older children were more likely to be disclosed to than 

younger children. A p-value of less than 0.05 was considered statistically 

significant. 
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5.3  Results 

5.3.1  Sociodemographic characteristics 

5.3.1.1 Caregiving status 

Of the 385 children enrolled nearly 60% of children were single (one parent 

deceased) or double orphans (both parents deceased). More than 40% of 

children had a non-parent as the current primary caregiver (Table 5.1). The most 

common non-parental caregiver was an aunt or uncle (n= 79, 48%) followed by 

a grandparent (n=61, 37%). Notably, 30% of children whose mother and/or 

father were alive lived with a non-parent caregiver. Caregiving arrangements 

were fluid and 57% of children had a change in caregiver since birth (43% having 

one change in caregiver, 13% having two changes in caregiver and 1% having 

three changes in caregiver). The main reason for change in caregiver was due to 

death of the child’s primary caregiver (n=126, 57%).  

 
5.3.1.2 Schooling 

School enrolment rates were high, with 351 children currently enrolled in school, 

although nearly a quarter of children had missed a week or more of school in the 

past three months, predominantly due to illness (Table 5.1). 

 

5.3.1.3 HIV in the family 

The HIV status of 268 (70%) mothers and 190 (49%) fathers (either alive or 

deceased) was known to the respondent. One hundred and forty (36%) 

respondents reported that both the child’s parents were living with HIV. Two 

hundred and four (53%) children had a parent who was on ART. Of the 250 

(65%) mothers and 172 (45%) fathers whose HIV status was reported as positive 

by the respondent, the child was  aware of their mother’s HIV positive status in 

41% of cases and father’s HIV positive status in 38% of cases. Three hundred and 

forty five participants had 1 or more natural sibling, 51 of whom were known by 

the caregiver to be HIV-infected (35 were still alive, 16 had died) and 37 were 

currently or had previously been on ART. Children were aware of their siblings’ 

HIV-positive status in 45% of cases. 
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Table 5.1  Sociodemographics and HIV history within the family 

Variable  N=385(%) 

Orphanhood  
Both parents alive 
Maternal Orphan1 

Paternal Orphan2 

Double Orphan 

 
157 (41%) 
150 (39%) 
130 (34%) 
58 (15%) 

Current caregiver  
Biological parent 
Nonparent Caregiver 
Aunt/Uncle  
Grandparent 
Sibling 
Other relative  
Institution 

 
220 (57%) 
165 (43%) 
79 (48%) 
61 (37%) 
17 (4%) 
4 (1%) 
4 (1%) 

Currently enrolled in school  351 (91%) 

Missed ≥5 days school in past 3 months3 

- because of illness 
- financial reasons 
- other reason (relocation, death in family, teachers strike) 
- no reason given 

80 (23%) 
61 (76%) 
10 (13%) 

5 (5%) 
4 (1%) 

HIV within the family4 (alive or dead) 
Both parents HIV+ 
Mother HIV+ 
Father HIV+ 

One or more natural sibling HIV+5 

 
140 (36%) 
250 (65%) 
172 (45%) 
51 (13%) 

1 Mother alive/dead/unknown by n=3 
2 Father alive/dead/unknown by n=19 
3 Data missing for n=4,  
4 117 and 195 responders did not know mother’s and father’s HIV status respectively  
5 123 respondents did not know child’s siblings’ HIV status 

 

5.3.4  HIV status disclosure 

Disclosure of HIV status had been made to 202 (52%) children, with a higher 

proportion of 11 to 15 year olds than 6 to 10 year olds aware of their HIV 

diagnosis (79% vs. 19%) (Table 5.2). Disclosure to siblings and extended family 

members had occurred in 31% and 63%, respectively. Disclosure to individuals 

outside the family occurred infrequently (i.e. friends of family (n=26), school 

teacher (n=27), school headmaster (n=13), church pastor (n=24). 
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Table 5.2:  Reasons for non-disclosure (multiple reasons accepted) 

 
Total 

n=385 

6-10 
years 

n=185 

11-15 
years 

n=200 
HIV status not disclosed to child by caregiver  183 (48%) 146 (79%) 37 (19%) 

Child too young 112 (62%) 100 (68%) 12 (32%) 

Child doesn’t understand 102 (56%) 86 (59%) 16 (43%) 

May tell others his status 48 (26%) 39 (27%) 9 (24%) 

May hurt the child to know his status 14 (8%) 5 (3%) 9 (24%) 

Counsellor should disclose to child 10 (5%) 3 (2%) 7 (19%) 

I don’t know how to disclose to child 10 (5%) 6 (4%) 4 (11%) 

Another relative should disclose to the child 8 (4%) 4 (3%) 4 (11%) 

Child is not sick 2 (1%) 2 (1%) 0 (0%) 

Child is too sick 2 (1%) 2 (1%) 0 (0%) 

n=11 no reason given  
 

5.4  Discussion 

5.4.1  Living Arrangements 

This study highlights unstable living arrangements for children infected with 

HIV, with frequent change of caregiver in their young lives, most often but not 

exclusively due to parental death. As expected, there was a high prevalence of 

orphanhood (156). More than a third of caregivers were grandparents, who are 

left to care for grandchildren following the death of their own children from HIV. 

A study from Zimbabwe highlighted the difficulties faced by elderly guardians 

caring for children with HIV, including a lack of HIV treatment literacy leading to 

children being unsupported in HIV care (157). Change in caregiving 

arrangements may interrupt children’s engagement with HIV care due to 

movement of dwelling and thus change in the clinic where the child is accessing 

HIV care. 

 

5.4.2  Discussion of HIV within families 

A key finding of this study is that caregivers of children living with HIV have 

difficulty in discussing HIV with the child in their care. This resulted in high rates 

of non-disclosure to children at time of HIV diagnosis, particularly among the 6-

10 year olds (79% were not disclosed to). Caregivers play a central role in not 
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only having discussions about HIV with their children but also facilitating 

disclosure and post-disclosure discussions between children and health care 

providers. WHO recommends that disclosure discussion begins from the age of 6 

years with age-appropriate discussions (151).  Despite the fact that 83% of the 

children had one or both parents on ART, caregivers had not broached the subject 

of HIV, fearing the child was too young to understand. Perceived stigma and 

wanting to protect children from their diagnosis have been reasons reported 

previously for non-disclosure (158). However, older children who learn their 

status, recall that the initial feeling of shock and sadness at time of disclosure is 

relatively short-lived and believe they are in a stronger position to engage in 

ancillary support groups and be in control of their health after disclosure 

(159,160). 

 

Females were more likely to be disclosed to than males reflecting potentially that 

girls are deemed to be more mature. Girls have sexual debut earlier than males 

in this setting, and perhaps caregivers hoped to prevent onward transmission of 

HIV (161,162).  

 

Discussion of HIV within the family was not common place in general. The 

majority of participants were perinatally-infected (see chapter 3), but only 33% 

were aware of their parents’ HIV status. While type of caregiver (i.e. parent vs. 

non parent) was not associated with disclosure of HIV status to the child, children 

who were not aware of their parents’ HIV status were also less likely to have been 

told about their own HIV-status. This highlights the general culture of silence 

surrounding HIV within family structures.  Many children living with HIV have 

experienced the trauma and grief of family members dying including siblings and 

parents (98). Households can be fractured due to high rates of orphanhood and 

frequent change of caregiver. Not discussing with a child their HIV status or HIV 

status of their parents/caregivers will potentially create further fracturing of 

relationships creating issues of trust between children and their guardians. 

Previous studies have highlighted the fear that discussion of children’s HIV status 

will unmask parents HIV status and parents fear blame will be assigned to them 

for transmission (154,155,163).  
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Few children’s HIV status had been discussed by caregiver outside of the family 

which reflects the perceived stigma that is associated with living with HIV and 

perhaps a desire to protect the child from such stigma (159,164). Children often 

feel they receive minimal information about HIV from healthcare providers and 

their caregivers and the culture of silence surrounding HIV can leave them with 

many questions (165). While disclosure, which often amounts to naming the 

diagnosis only, is done by healthcare workers, caregivers are reluctant to 

continue the discussion outside of the clinic  setting (149). 
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Table 5.3 Risk factors for non-disclosure 

 
n Not disclosed 

to / Total 
Uni-variate OR p-value Multi-variate OR p-value 

Age 
6-10y 
≥11y 

 
149/185 (79%) 
37/200 (18%) 

 
16.5 (10.0-27.25) 

1 
<0.001 18.89 (10.64-33.55) <0.001 

Sex 
Female  
Male  

 
81/199 (41%) 

102/186 (55%) 

 
0.57 (0.38-0.85) 

1 
0.006 0.39 (0.22-0.67) 0.001 

Orphanhood Status 
Non-orphan 
Maternal and/or Paternal Orphan  

 
99/161 (61%) 
84/222 (38%) 

 
2.62 (1.73-3.98) 

1 
<0.001 1.50 (0.82-2.76) 0.19 

Change of caregiver since birth 
No previous caregiver change 
≥1 change of caregiver 

 
90/162 (55%) 
90/216 (42%) 

 
1.75 (1.16-2.64) 

1 
0.008 1.00 (0.47-2.10) 0.99 

Current Caregiver 
Parent caregiver 
Non-parent caregiver 

 
114/220 (52%) 
69/165 (42%) 

 
1.50 (1.0-2.25) 

1 
0.052 1.01 (0.47-2.16) 0.97 

Disclosure of parents’ HIV status to child 
Unaware of parents’ HIV status 
Awareness of parents’ HIV status 

 
171/260 (66%) 
12/125 (10%) 

 
18.1 (9.47-34.58) 

1 
<0.001 32.42 (13.19-79.71) <0.001 

Parent taking ART 
Mother/Father not on ART 
Mother/Father on ART 

 
93/189 (49%) 
90/196 (46%) 

 
1.14 (0.76-1.70) 

1 
0.52 1.64(0.90-2.98) 0.10 

    
Continued… 
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Table 5.3 (continued) Risk factors for non-disclosure 

 
n Not disclosed to / 

Total Uni-variate OR p-value Multi-variate OR p-value 

WHO STAGE  
1/2 
3/4  

 
113/229 (49%) 
70/156 (45%) 

 
1.20 (0.8-1.80) 

1 
0.39 1.28 (0.74-2.22) 0.37 

Schooling 
Uninterrupted schooling in the last 3 months 
Interrupted Schooling in the last 3 months 

 
132/271 (49%) 

33/80 (41%) 

 
1.35 (0.82-2.24) 

1 
0.24 1.15 (0.58-2.26) 0.68 

Time of diagnosis 
Newly diagnosed  
Previously diagnosed  

 
149/299 (50%) 

28/79 (35%) 

 
1.81 (1.08 - 3.02) 

1 
0.02 2.52 (1.29- 4.91) 0.007 
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5.5  Limitations of the study 

A limitation of our findings is that this a cross sectional analysis and so only 

provides a snapshot of disclosure at time of diagnosis. Further qualitative work 

may have helped to further tease out reasons for non-disclosure by caregivers. 

Interviews with healthcare providers may have provided insight into their views 

and perceived barriers to disclosure. This study was conducted soon after 

diagnosis and it may have been an early time point to begin the disclosure 

process with young children given what is already known about caregiver’s 

hesitancy to begin disclosure discussions. Children were not directly asked what 

they understood as to what testing had been performed and so there was a 

reliance on caregivers recall and potential desire to appease the interviewer may 

have been present. 

 

5.6  Conclusion  

It is important for programme providers to be mindful of challenges for children 

in this high prevalence setting of change in caregiver/household and orphanhood 

rates amongst this age group. Such situations may provide a challenge to 

accessing ART due to change in location of household but also the emotional 

challenges of coping with life through loss of a parent and growing up with HIV 

(115).  

 

Disclosure is not just a single event in life but an ongoing process – particularly 

for younger children which must start at an age appropriate understanding and 

be escalated over time (148,149,164,166). As children grow into adolescents 

their knowledge of their HIV status should enable them to adhere to treatment 

and also decide how and when they will onwardly disclose to their peers and 

their sexual partners as they get older.  

 

Caregivers need to be equipped with the skills and support to be able to discuss 

HIV within their family unit openly and honestly in a way that is understandable 

to children (167). It is likely caregivers feel they lack knowledge on how to 

answer potential questions that may arise from such a discussion e.g. regarding 
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mode of acquisition, onward transmission, coping with stigma, schooling and 

sexual relationships (158). Education is needed for caregivers to guide them on 

how to discuss HIV amongst their family unit in a way an open and honest forum 

that is understandable to their children. It would be assumed that healthcare 

providers would provide this support. However, healthcare workers may 

themselves lack the skills to discuss a child’s HIV diagnosis and may lack 

culturally appropriate methods (167,168) 

 

Use of disclosure tools will aid in helping caregivers discuss HIV with their child 

(166,167). Active engagement between health care provider and caregiver can 

help both parties understand the potential barriers to disclosure and help them 

come to a solution together.  

 

It is essential that HIV care programmes are all encompassing involving the 

family unit as a whole and not just focusing on ART provision. Open discussion of 

HIV status amongst family members and support of such family members is vital. 

As we move towards the 90-90-90 targets, we have a responsibility towards 

children and adolescents of today to inform them of their HIV status so as to 

empower them to be in control of their own status and future (1). 
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6. Clinical outcomes among in children and adolescents 
accessing decentralised HIV care  

6.1  Introduction 

By 2015, an estimated 1.8 million children under 15 years of age were living with 

HIV globally, the majority in Sub-Saharan Africa, yet just half were accessing ART 

(169). While the number accessing HIV treatment represents gains from 2010 

(49% of all children infected were accessing ART in 2015 as compared to just 

21% in 2010), children lag disproportionately behind adults in terms of ART 

coverage (169).  

 

As ART programmes have scaled up, the major barriers to ART access have been 

the lack of healthcare professionals to provide HIV care, overcrowding of clinics 

and distance to facilities where such care is available (100,170–173). Among 

adults, the increase in numbers of individuals accessing ART has led to 

decentralisation of HIV care provision from secondary to primary health care 

facilities, and  task-sharing to involve nurses in treatment of HIV infection 

(174,175). The aims of decentralisation and task-sharing are to improve access 

to care for patients and relieve pressure on heavily overburdened secondary care 

facilities (176). More recently, differentiated care initiatives are focusing on 

providing services which are more client focused and tailored to specific needs 

of diverse populations of people living with HIV including children and 

adolescents (177).  Zimbabwe has incorporated the concept of differentiated care 

into its recent HIV treatment framework (178). 

 

Clinical outcomes among adults HIV care in nurse-led decentralised programmes 

have been comparable to those in secondary healthcare facilities 

(174,175,179,180). Provision of HIV care to children and adolescents is 

associated with additional complexities, which may impact on clinical outcomes 

(176). These include reliance on guardians, who are often not biological parents, 

for access to and retention in care, weight-based ART dosing, difficulties in 

discussing HIV and disclosing HIV status to children (96,149,150). Older children 

and adolescents with HIV have higher rates of virological failure and attrition 
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than adults (181,182). These factors have led to a relative reluctance by primary 

care level providers to provide HIV care to this age-group (183). WHO guidelines 

now recommend “treat all” living with HIV and Zimbabwe, since 2016, has 

adapted its national guidelines to reflect this. Limited data are available on ART 

care provision to children by nurses in primary health care facilities (184).   

 

This study investigated clinical outcomes among children and adolescents 

accessing decentralised HIV care services provided by nurses in Harare, 

Zimbabwe. 

 

6.2  Methods 

6.2.1  Study Setting 

A prospective cohort study of children aged 6-15 years was conducted in seven 

primary healthcare clinics (PHCs) in south west Harare, Zimbabwe between 

January 2013 and June 2016. This chapter reports the results of the cohort 

enrolled as per chapter 3 of this thesis. Children and adolescents found to be HIV 

positive were followed for 18 months from time of study enrolment. Clinics 

where the study was performed were providing nurse-led HIV care to adults as 

per Zimbabwe national guidelines but had not been treating children living with 

HIV. Research nurses based at each clinic were trained on paediatric HIV testing 

and counselling and provision of HIV care, treatment monitoring and 

management of infections, based on the Integrated Management of Childhood 

Illness (IMCI) algorithm, over a 2 week period prior to study commencement 

(119).  The Ministry of Health and Child Care training tools were utilised and 

simple ART dosing charts were produced to facilitate weight-based dosing. 

Criteria for referral to secondary level facilities were pre-defined, including 

“danger signs” based on the IMCI algorithm. Nurses carried out ART eligibility 

screening, initiated ART and provided follow-up care, supported by weekly visits 

from a physician. Adherence counselling was provided by primary care 

counsellors trained in paediatric HIV care. On completion of study follow up, HIV 

care and management was transferred to clinic nursing staff. Nurses in the 
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employ of the clinic worked together with research nurses and were trained on 

HIV care and management for children over the duration of the study.  

 

6.2.2  Participants 

Children aged between 6 to 15 years who tested HIV-positive through provider-

initiated HIV testing and counselling were enrolled into the cohort study as 

described in Chapter 3. A proportion (44%) were simultaneously enrolled into a 

randomised controlled trial to assess impact of household support to children 

living with HIV on virological outcomes [trial registry number 

PACTR201212000442288] (185). Such participants received an intervention of 

household visits timed to follow on from clinic visits. Such visits were carried out 

by a trained volunteer community support worker. The support worker 

addressed issues of disclosure, ART side effects and the importance of adherence. 

They also helped to assist caregivers in social welfare issues such as accessing 

support for school fees and advising on testing of household members for HIV. 

 

6.2.3  Study procedures 

At the initial assessment visit within a week of HIV diagnosis, socio-demographic 

data, past clinical history and current symptoms were assessed, and a 

standardised examination performed, as described in chapter 3. Participants 

were seen within two weeks of the initial visit to assess adherence and determine 

side effects of cotrimoxazole, and to commence ART if eligible. The schedule for 

follow-up was based on national guidelines, with visits at two and six weeks post 

ART commencement and then on a three-monthly basis. Participants not eligible 

for ART at baseline underwent a three-monthly symptom-based review and 

examination to reassess ART eligibility. At each visit, a standard proforma was 

used to collect information on current symptoms including TB symptom screen, 

side effects of ART, history of contact with primary healthcare and hospitalisation 

since the previous visit (confirmed by patient-held records) and history of 

incident infections. CD4 count was performed 6 monthly for all participants. HIV 

viral load testing was performed at 48 weeks post ART commencement, using 

COBAS Ampliprep/Taqman 48 Version 2.0. 
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6.2.4  Definition of outcomes 

Unscheduled visits were defined as visits occurring outside the scheduled visits 

for either a medical or non-medical reason (e.g. counselling). Side effects were 

graded according to the DAIDS grading system (186).Hospitalisation was defined 

as a participant spending one night or more in a hospital. If a participant had 

more than one hospitalisation they were counted separately even if related to the 

same clinical issue. Transfer out was defined as a caregiver informing the clinic 

of the participant changing care to another clinic and a transfer letter being 

provided. Participants who failed to attend more than two scheduled 

appointments were traced through a phone call and/or a home visit. Participants 

were defined as having moved away if they had moved care to another clinic 

without informing clinic staff. Participants were deemed lost to follow-up (LTFU) 

if they could not be traced. Tracing was performed at clinic level by research 

nurses who phoned the participant’s guardian on 2 occasions if a participant had 

not returned for a visit within 3 months of the scheduled date. If after the second 

phone call a participant could not be reached then a community health worker 

visited the house. If a participant died the cause of death was determined through 

hospital records. In the case of death occurring outside of hospital this was 

confirmed through verbal autopsy with the caregiver.  

 

6.2.5  Data analysis  

Rates of hospitalisation, unscheduled visits and death were calculated. Cox 

proportional modelling was used to determine the hazard of death, unscheduled 

visits and hospitalisation, controlling for factors found to be significantly 

associated with the outcome  i.e. p value <0.05, in univariate analysis.  

 

6.3  Results 

6.3.1  ART commencement 

A total of 385 participants were enrolled into the study and provided 450 person 

years of follow-up and a median of 504 days per participant (IQR 1-515). Over 

the 18 month period, 296 (77%) participants commenced ART, 70% of whom did 

so within 4 weeks of enrolment. Of the 89 participants who did not initiate ART, 
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7 were eligible according to national guidelines and 82 were not eligible during 

follow-up. The median number of days on ART for those who initiated ART over 

the study was 485 (IQR 359-495) days. 

 

6.3.2 Retention in Care 

At the end of 18 months, 286 (74%) were still in care, 50 (13%) had transferred 

to another clinic, 12 (3%) moved to another clinic without informing clinic staff, 

9(2%) moved away and did not transfer to another clinic, 13 (3%) died, 1 

withdrew from the study after initial assessment and 14 (4%) were lost to follow 

up (Table 6.1). Importantly, those who did not start ART were significantly more 

likely to be lost to follow-up than those who started ART (p<0.001).  

 

Table 6.1:  Outcomes at 18 months of cohort participants by ART 
initiation status 

 
Total 

N=385 

Initiated 
ART over 
follow up 

period 
N=296 

Did not 
initiate ART 
over follow 
up period 

N=89 

p-
value 

In care to end of study follow up  
286  

(74.3%) 
243  

(82.1%) 
43  

(48.3%) 
<0.01 

Planned transferred to another 
clinic 

50  
(13.0%) 

30  
(10.1%) 

20  
(22.5%) 

<0.01 

*Left area without transfer of 
care  

9  
(2.3%) 

2  
(0.7%) 

7  
(7.9%) 

<0.01 

*Not in care and untraceable    
14  

(3.6%) 
6  

(2.0%) 
8  

(9.0%) 
<0.01 

No planned transfer, but was 
found in care at another clinic 

12  
(3.1%) 

3  
(1.0) 

9  
(10.1) <0.01 

Withdrew from study 
1  

(0.3%) 
0  

(0.0%) 
1  

(1%) 
0.06 

Died 13  
(3.4%) 

12  
(4.1%) 

1  
(1%) 

0.18 

*ascertained through phone calls and home visits 
 

6.3.3  Immunological and virological outcomes  

CD4 counts for those who commenced ART increased over the follow-up period, 

with those who did not start ART (n=89) maintaining their CD4 counts (Figure 

6.1). Of those who commenced ART within 24 weeks of enrolment into the study 
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(n=273), 200 had a viral load sample collected between 40-72 weeks post ART, 

with 195 results obtained. 124 (64%) of those whose viral load result was 

obtained had a viral load <400 copies/ml. 

 

Figure 6.1:  Median CD4 count over 18 month follow up by ART status 

 

6.3.4  Unscheduled Visits 

There were 146 unscheduled visits made by 99 participants over the follow-up 

period, equivalent to a rate of 34.94/100 person years (95% CI 29.70- 41.09). 

Ten unscheduled visits resulted in hospitalisation, all of whom were receiving 

ART. The most common reason for an unscheduled attendance to the clinic was 

illness (n=133, 91%). Other reasons included medication collection (n=5, 3%) 

and additional adherence counselling (n=8, 6%).  The major cause of illness 

leading to an unscheduled visit was respiratory tract infection (responsible for 

45% of unscheduled visits due to illness), followed by skin infections which 

accounted for 22% of unscheduled visits due to illness (Table 6.2).  

 

Side-effects from ART resulted in unscheduled visits in 20 patients (15% of 

unscheduled visits due to illness). Of these, Grade 1 nevirapine hypersensitivity 

was the most common side-effect (n=8).  Only one participant was hospitalised 
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due to ART side effects- for rehydration secondary to grade 3 vomiting. Other 

ART side effects reported at routine 3 monthly follow up were uncommon and 

self-limiting-consisting of nausea (6%), vomiting (6%), abdominal pain (3%), 

diarrhoea (6%), fatigue (5%), rash (3%), jaundice (0.1%), dizziness (3%) vivid 

dreams (2%), and confusion (1%). Overall, side effects of ART resulted in drug 

switches in 11 cases (n=9 due to nevirapine hypersensitivity, n=1 anaemia due 

to zidovudine and n=1 grade 3 efavirenz hypersensitivity reaction). Such 

switches were managed in the primary care clinics by nursing staff with 

consultation from the study physician. 

 

Table 6.2:  Reasons for unscheduled visits due to illness (n=133) 

Cause of unscheduled attendance  N (%) 

Respiratory tract infection 
Upper respiratory tract infection 
Lower respiratory tract infection 
Pulmonary TB  
Otitis Media 
Tonsillitis 

60 (45%) 
27 
16 
11 
2 
4 

Skin infections 
Oro-labial Herpes Simplex 
Herpes Zoster 
Chicken Pox 
Bacterial skin infection 

Fungal skin infection (Tinea capitis or corporis) 
Papular pruritic eruption 

29 (22%) 
5 
5 
1 

15 
2 
1 

Gastrointestinal disease 
Gastroenteritis 
Chronic diarrhoea  
Hepatitis A 
Oral candidiasis 
Oesophageal candidiasis 

16 (12%) 
9 
2 
1 
3 
1 

Antiretroviral therapy side effects  
Grade 1 Nevirapine Hypersensitivity 
Grade 2/3 NNRTI Skin hypersensitivity 
Grade 2/3 vomiting  
Anaemia   

20 (15%) 
8 
8 
3 
1 

Continued… 
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Table 6.2 (continued):  Reasons for unscheduled visits due to illness (n=133) 

Cause of unscheduled attendance  N (%) 

Miscellaneous 
Minor trauma 
Gingivitis 
Conjunctivitis 
Mumps 
TB lymphadenitis 

8 (6%) 
1 
2 
2 
1 
2 

 

6.3.5  Hospitalisations 

There were 34 hospitalisations in 27 participants, 9 of which resulted in death. 

The rate of hospitalisation was 8.14/100 person years (95% CI 5.81- 11.39). 

Lower respiratory tract disease was the commonest reason for admission (Table 

6.3). TB was the cause of hospitalisation in 8 participants diagnosed through 

sputum testing using GeneXpert or based on chest X-ray findings. Six participants 

were hospitalised more than once for the same clinical diagnosis (1 admitted 

twice for HIV related anaemia, 1 admitted twice for lower respiratory tract 

infection, 1 admitted twice for Steven Johnson’s syndrome secondary to 

cotrimoxazole due to ongoing symptoms, and 1 admitted thrice for recurrent 

lower respiratory tract infection). Two participants were admitted twice but for 

different clinical events. Only three hospitalisations occurred in participants not 

taking ART, two of which were due to malaria. Only one was HIV-related, namely 

HIV-associated anaemia and thrombocytopenia, and resulted in death. The CD4 

count at hospitalisation in this participant was 1114 cells/mm3. 

 

6.3.6  Deaths 

The mortality rate was 2.86 /100 person years (95% CI 1.65-4.95). Of the 13 

deaths in the cohort, 12 occurred in hospital and respiratory disease was the 

most common cause (Table 6.4).  The median CD4 count at enrolment of those 

who died was 73 cells/mm3 (IQR 12-205) and 77% of those who died had WHO 

Stage 3 or 4 disease at enrolment. The median time from enrolment to death was 

76 days (IQR 59-410).  
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Table 6.3: Causes of hospitalisation (n=34) 

Cause of hospitalisation N (%) 

Respiratory Illness  
Pulmonary TB  
Disseminated TB  
Lower Respiratory Tract Infection  
Pneumocystis jiroveci Pneumonia  

n=18 (53%) 
7 
1 
9 
1 

Neurological Illness    
Bacterial Meningitis    
Cryptococcal Meningitis 
CNS Lymphoma 
Seizure (cause unknown) 

n=5 (15%) 
1 
2 
1 
1 

Miscellaneous 
Hyperglycemia 
Anemiaa 
Congestive Cardiac Failure 
Gastroenteritis 
Vomiting Secondary to ART 
Malariab 
Stevens Johnson Syndrome Secondary to cotrimoxazole 

n=11 (32%) 
1 
3 
1 
1 
1 
2 
2 

Numbers refer to hospitalisation events rather than numbers of participants admitted, 
an=1 not on ART,   b n=2 not on ART 
 

Table 6.4: Causes of death amongst cohort participants over 18 month 
follow up (n=13) 

Cause of death n (%) 

Pulmonary TB 4 (31) 

Lower respiratory tract infection 4 (31) 

Malignancy- CNS Lymphoma 1 (7) 

Congestive Cardiac Failure 1 (7) 

Meningitis 1 (7) 

Accidental Drowning 1 (7) 

Anaemia/Thrombocytopenia 1 (7) 

 

6.3.7  Hazards for unscheduled visits, hospitalisation and death 

A CD4 count less than 350cells/mm3 at enrolment, WHO stage 3 or 4 HIV disease 

and wasting were associated with hospitalisation and death in univariate 

analysis (Table 6.5). CD4 count less than 350cells/mm3 and advanced WHO stage 

remained significantly associated with the outcome in multivariate analysis for 
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hazard of hospitalisation (aHR 3.6 (95%CI 1.6-8.2) for CD4 count, and aHR 2.6 

(95% CI 1.1-6.2) for WHO stage, but no variables remained significantly 

associated with the hazard of death. Being older (HR 2.1 (95%CI 1.4-3.1), WHO 

stage 3 or 4 disease (HR 1.5 (95% CI 1.0-2.1) and wasting (HR 1.8 (95% CI 1.3-

2.7)) were associated with having unscheduled visits due to illness. On 

multivariate analysis, association with older age (aHR 1.9 (95%CI 1.3-3.1)) and 

wasting (aHR 1.8(95%C.I 1.0-2.3)) remained significant. 
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Table 6.5: Cox proportional Hazard Ratio for hospitalisation, unscheduled visit due to illness and death 

   
Hospitalisation 

N=34 
Unscheduled visit 

N=118 
Death 
N=13 

  Total N Rate 
(95% CI) 

Crude 
hazard 
Ratio 

AHR* N Rate 
(95% CI) 

Crude 
hazard 
Ratio 

AHR* N 
Rate 

(95% 
CI) 

Crude 
hazard 
Ratio 

AHR* 

Age 

11-15 
 

6-10 

200 
 

185 

17 
 

17 

7.7 
(4.8-12.5) 

8.6 
(5.3-13.8) 

0.9 
(0.5-1.8) 

1 
- 

82 
 

36 

37.3 
(30.1-46.4) 

18.2 
(13.1-25.2) 

2.1 
(1.4-3.1) 

1 

1.9 
(1.3-2.9) 

7 
 

6 

3.0 
(1.4-6.2) 

2.8 
(1.2-6.1) 

1.1 
(0.4-3.3) 

1 
- 

Sex 

Female 
 

Male 

199 
 

186 

15 
 

19 

6.9 
(4.2-11.5) 

9.44 
(6.0-14.8) 

0.7 
(0.4-1.4) 

1 
- 

68 
 

50 

31.4 
(24.7-39.8) 

24.9 
(18.8-32.8) 

1.3 
(0.9-1.8) 

1 
- 

9 
 

4 

3.8 
(2.0-7.4) 

1.8 
(0.68-4.9) 

1.6 
(0.5-5.5) 

1 
- 

CD4 
at 

enrolment 
a 

<350 
 

>350 

177 
 

205 

26 
 

7 

13.1 
(8.9-19.3) 

3.2 
(1.5-6.8) 

4.1 
(1.8-9.4) 

1 

3.6 
(1.6-8.3) 

65 
 

53 

32.8 
(25.7-41.8) 

24.5 
(18.7-32.0) 

1.4 
(0.9-1.9) 

1 - 

11 
 

2 

5.2 
(2.9-9.3) 

0.8 
(0.2-3.4) 

5.0 
(1.1-23.1) 

1 

4.2 
(0.9-19.8) 

WHO 
stage 

3-4 
 

1-2 

155 
 

230 

25 
 

9 

14.8 
(10.0- 21.9) 

3.6 
(1.9-6.9) 

4.0 
(1.9-8.6) 

1 

2.6 
(1.1-6.2) 

59 
 

59 

34.9 
(27.1-45.1) 

23.7 
(18.4-30.6) 

1.5 
(1.0-2.1) 

1 

1.2 
(0.8-1.9) 

10 
 

3 

5.4 
(2.9-10.0) 

1.1 
(0.3-3.5) 

4.1 
(1.1-15.2) 

1 

2.5 
(0.6-10.7) 

ART 
within 4 

weeks 

Y 
 

N 

206 
 

179 

22 
 

12 

9.2 
(6.1-14.0) 

6.7 
(3.8-11.8) 

1.4 
(0.7-2.9) 

1 
- 

69 
 

49 

28.9 
(22.8-36.5) 

27.3 
(20.0-36.6) 

1.1 
(0.75-1.6) 

1 
- 

10 
 

3 

3.9 
(2.1-7.3) 

1.5 
(0.5-4.7) 

2.1 
(0.6-7.9) 

1 
- 

Continued… 
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Table 6.5 Continued: Cox proportional Hazard Ratio for hospitalisation, unscheduled visit due to illness and death 

   
Hospitalisation 

N=34 
Unscheduled visit 

N=118 
Death 
N=13 

  Total N 
Rate 

(95% CI) 

Crude 
hazard 
Ratio 

AHR* N 
Rate 

(95% CI) 

Crude 
hazard 
Ratio 

AHR* N 
Rate 

(95% CI) 

Crude 
hazard 
Ratio 

AHR* 

Stunting 

Y 
 

N 

91 
 

294 

13 
 

21 

13.0 
(7.5-22.4) 

6.6 
(4.3-10.1) 

1.9 
(1.0-3.8) 

1 - 

31 
 

87 

31.0 
(21.8-44.1) 

27.4 
(22.2-33.8) 

1.1 
(0.74-1.7) 

1 - 

4 
 

9 

3.7 
(1.4-9.9) 

2.6 
(1.4-5.0) 

1.8 
(0.45-6.0) 

1 - 

Wasting 

Y 
 

N 

105 
 

280 

19 
 

15 

17.3 
(11.1-27.2) 

4.9 
(2.9-8.1) 

3.5 
(1.8-6.8) 

1 

2.1 
(1.0-4.5) 

47 
 

71 
 

42.9 
(32.2-57.1) 

23.0 
(18.3-29.1) 

1.8 
(1.3-2.7) 

1.5 
(1.0-2.3) 

7 
 

6 

5.9 
(2.8-12.4) 

1.8 
(0.8-4.0) 

4.7 
(1.4-16.2) 

1 

2.7 
(0.7-10.6) 

* Adjusted for factors significantly associated with the outcome in univariate analysis, AHR=adjusted hazard ratio 
 a data missing for n=3 
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6.4  Discussion  

6.4.1  Retention in care 

The study demonstrated that nurse-led HIV care for children and adolescents is 

feasible in primary care settings. The rate of retention in care was comparable to 

that reported in facility-based settings and higher than that reported in a recent 

retrospective cohort study of children attending decentralised care in Swaziland 

(184,187). Provision of HIV care in primary care facilities reduces the distance 

that patients need to travel to access treatment, and this may help improve 

retention in care (171,184). Notably, the rate of retention in care was 

significantly lower in those who did not start ART, with half of those who did not 

initiate ART being loss-to-follow up (LTFU).  This finding has been reported 

previously and may be because patients perceive no benefit in attending for care 

if they are not receiving treatment (188,189). The 2015 WHO guidelines 

recommend initiation of ART regardless of disease stage or age and this may 

facilitate retention in care (117).  

 

6.4.2  Virological suppression 

Worryingly, only two thirds of children achieved HIV virological suppression 

after starting ART, similar to the proportion reported in a recent study in a clinic 

in a central hospital in Harare (190). A systematic review of virological 

suppression rates of adolescents in both high and low- income settings countries 

demonstrated that 27-89% achieved virological suppression (191). The review 

reported on both cohort and cross sectional studies with various timepoints post 

ART start included. More recently Boerma et al described virological suppression 

rates among children and adolescents less than 18 years in low- and middle-

income countries (192). In that meta-analysis, while reporting that virological 

suppression has improved since 2000, in the more recently analysed period of 

2010 and beyond just under 63% of children and adolescents were virologically 

suppressed.  This high rate of virological non-suppression amongst this age 

group is a concern. The risk of onward transmission as adolescents become 

adults and engage in relationships and have children will be high as will the 

possibility of transmitting drug resistant HIV infection. 
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There were no drug-stock outs over the duration of the study and so the 

virological non-suppression most likely reflects suboptimal adherence.  Efforts 

to support adherence in this age group are urgently needed to improve 

virological suppression rates. 

 

This highlights the urgent need for close monitoring of HIV viral load in this age-

group. Since study completion, viral load testing has become available at primary 

care clinics within Zimbabwe’s health service. Children are expected to take ART 

for at least two decades longer than adults and the need for interventions in this 

age-group to support sustained adherence to minimise emergence of drug 

resistance cannot be over-emphasized, particularly in resource-limited settings-

where options for second and third line ART are limited.  

 

6.4.3  Co-morbidities prompting unscheduled visits, hospitalisation and 
death 

Despite a good immunological response to treatment, a high frequency of PHC 

attendances occurred outside scheduled clinic appointments. Most unscheduled 

presentations were, however, due to minor illness and were managed at primary 

care level, with only a minority resulting in referral to hospital for further 

management. Such referrals were based on severity of the clinical presentation. 

Decentralised HIV care therefore provides a system for triage and reduces the 

burden on secondary health facilities, making it a sustainable system for long 

term care provision.  

 

The leading cause of unscheduled visits, hospitalisation and death was 

respiratory tract infections, even among patients on ART. Of note, the majority of 

hopsitalisations and death occurred amongst those on ART. This is explained by 

the those starting ART having a lower CD4 count or advanced WHO stage at time 

of ART initiation and therefore more susceptible to infection and advanced 

illness. However, it is not thought that any of the illnesses were related to 

immune reconstitution syndrome. Studies have reported a high burden of 

chronic lung disease in perinatally-infected children and adolescents, which is 

associated with considerable morbidity including recurrent respiratory tract 
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infections, poor lung function and reduced exercise tolerance (193). Indeed, 

there was a high prevalence of chronic respiratory symptoms at baseline 

evaluation (see chapter 3) as well as spirometric abnormalities. The recurrent 

respiratory tract infections observed in this study may be due to underlying 

chronic lung disease. The pathogenesis is poorly understood but is thought to be 

a sequela of chronic infections and/or HIV-mediated chronic inflammation. Once 

established chronic lung disease appears to be poorly responsive to ART, and 

children with recurrent respiratory tract infections may require further 

interventions such as additional prophylactic antibiotics or anti-inflammatory 

agents (194). Also notable is that pneumococcal vaccine was not part of the 

childhood vaccination programme in Zimbabwe when study participants were of 

an age for vaccination.  

 

Notably, eight hospitalisations were TB-related, four of them resulting in death, 

despite systematic screening for TB following HIV diagnosis through sputum 

testing and at each follow up through WHO symptom screening. This 

demonstrates the low sensitivity of the WHO TB screening tool, and reflects the 

paucibacillary nature of TB in children. TB preventative therapy using isoniazid 

prophylaxis had not been widely implemented in Zimbabwe at commencement 

of the study and no participant received it over the study period. Screening for 

latent TB infection is not routinely performed. Skin disease was the second most 

common cause of unscheduled visits to PHCs. Recurrent skin infections are 

strongly associated with HIV infection in children, and in high HIV prevalence 

settings should prompt HIV testing (137,195).  Side-effects of ART accounted for 

only 15% of unscheduled attendances. Importantly, most patients with side-

effects were managed in primary care necessitating few drug switches, all 

effected at primary care level. 

 

As has been reported in other studies, advanced disease stage and 

immunosuppression were risk factors for both hospitalisation and death 

(196,197). The median CD4 count at diagnosis was 375 cells/mm3, and the 

median age at diagnosis in a cohort where nearly all participants were infected 

perinatally was 11 years, implying an average delay of a decade in diagnosing HIV 
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infection. Given the high HIV-associated mortality observed in infants, there is 

limited awareness that a third of HIV-infected infants survive to adolescence 

even without treatment (4). Therefore, HIV testing is only offered when children 

present with conditions indicative of HIV infection, by which time they have often 

developed advanced disease (6). However, at least a quarter of children retained 

high CD4 counts (>500cells/mm3) and remained ineligible for ART based on 

current national guidelines. While a sub-group of these may be true long-term 

non-progressors or elite controllers, many remain pauci-symptomatic and may 

not prompt healthcare workers to offer HIV testing.  

 

Older age was associated with more frequent unscheduled visits but not death 

and hospitalisation. This might reflect a combination of survival bias and longer 

life-time exposure of uncontrolled viraemia. While these children survived into 

older childhood without major illness, uncontrolled viraemia may have resulted 

in a higher prevalence and more prominent chronic disease phenotype such as 

chronic lung disease. 

 

6.4.4  Strengths and limitations of the study 

The strengths of the study were the prospective design and that participants 

were actively followed up to ascertain outcomes. Detailed clinical data were 

collected to establish the reasons for visits to health facilities and cause of death. 

The study was conducted in public sector services and therefore the findings are 

broadly generalisable. Although demonstrating high retention rates and low 

rates of loss-to-follow, it is possible that as participants were enrolled in study 

and receiving care from supervised and motivated nurses that such retention 

rates may not be fully reproducible in a generalised primary care setting in 

Zimbabwe. 

 

Limitations include the lack of viral load data in all participants (73% of those 

eligible had viral load measured). There is a risk that the Cox proportional hazard 

models for death and admission may be over-fitted due to a small number of 

events. To mitigate this risk, no variables were specified a priori. Diagnoses such 

as respiratory tract infections were made in PHC were based on symptoms and 
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clinical examination, as diagnostic facilities are limited. Although treatment and 

care was provided by research nurses with a physician backup, national 

guidelines for treatment and management of children living with HIV were used. 

Staff within the primary health care clinics where our study was performed, who 

similar to the model used in the study, have physician support weekly. 

The consultation fee of USD1 per child’s visit could potentially be a barrier to 

children and adolescents ability to access care. In the case where a child was 

unable to afford the charge then the study paid the fee.  

 

6.5  Implications of study findings 

This study shows that decentralised nurse-led HIV care for children is possible 

and results in clinical outcomes comparable to those reported in children 

elsewhere in southern Africa (184). Implementation of 2015 WHO guidelines 

that recommend universal treatment of all HIV-infected individuals, is likely to 

result in a substantial increase in children eligible for treatment, particularly 

given the current low ART coverage (117). Considerable investment in age-

appropriate HIV training and support for primary health care providers and 

interventions to support adherence need to be strengthened to achieve universal 

access and optimum treatment outcomes among children and adolescents.
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7.  Conclusions and Recommendations 

7.1  Key findings 

1) The majority of the children recruited into the cohort study were infected 

perinatally. This implies a long delay in HIV diagnosis and the study showed 

that many children had previously missed opportunities for HIV diagnosis. 

Although testing for infants and younger children have been strengthened 

through early infant diagnosis as part of PMTCT programmes, there are few 

systematic and age-appropriate approaches for HIV testing and counselling 

for older children. The first point of entry into the HIV care cascade is 

testing. If diagnosis is delayed then ART commencement will be delayed 

setting up a cycle of increased morbidity amongst this age group by the time 

ART is commenced. Delayed diagnosis of HIV infection in older children and 

adolescents in a setting of high HIV prevalence warrants urgent attention. 

Inclusion of younger age groups in testing initiatives is necessary to ensure 

ease of entry into the HIV care cascade.  This finding also has implications 

for children of migrants accessing HIV care in resource rich settings such as 

Europe and U.S. The importance of index linked testing for all attendees at 

HIV clinics in such a setting is even more relevant, to ensure their children 

are screened for HIV infection. Which may have been acquired perinatally 

but not diagnosed in their country of birth. 

 

2) This study has shown that there is a substantial degree of chronic 

morbidity at the time of HIV diagnosis. Not all of these conditions met CD4 

or WHO staging criteria for ART commencement at the time of the study. 

 

3) Fragile caregiving arrangements and silence within families about HIV 

was frequently reported. Disclosure was particularly low amongst the 6-

10 year old age group.  

 

4) After 18 months of ART, this cohort demonstrated a good immunological 

response, but the proportion who achieved viral suppression was low, 

likely due to poor adherence. Efforts to strengthen adherence in this age 
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group are needed and could include use of mobile technology, to enable 

health care providers send reminders at times medication is due, when to 

attend for review and also link peers to each other to support each other . 

However, in low-income settings “smart-phone” technology is not available 

to all but as costs of such technology decrease it is a future area for 

development. 

 

5) Nurse led care was demonstrated to be feasible in this setting, with low 

rates of side effects and hospitalisation events recorded. Retention in care 

was high with low numbers of children being lost to follow up.   

 

7.2  Implications of Research Findings 

7.2.1  Chronic morbidity 

The high burden of chronic morbidity shown at time of diagnosis affected 

multiple physiological systems. Stunting of growth, delayed pubertal 

development as well as effects on respiratory tract were demonstrated. The exact 

pathogenesis for this is unknown however HIV is associated with chronic 

dysregulated systemic immune activation, that may also play a role in the 

maturation of a child’s immune system and so leave them susceptible to multiple 

chronic infections, that may not be reversible with ART (198). The SMART trial, 

performed in people over 13 years old,  found high rates of non-infectious events, 

particularly cardiovascular, in those who had treatment interruption and decline 

in CD4 cells, which adds to the evidence of continuous immune activation in the 

background causing chronic systemic effects.   

 

Since 2015, all children are ART eligible at time of diagnosis, regardless of age, 

their ART response will need to be charted and how this may or may not improve 

established chronic disease (117). ART has been shown to improve catch up 

growth in younger children and delay in ART initiation may affect catch up 

growth (82,83,199). 
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A recent study from Harare describing echo-cardiographic findings of older 

children established on ART living with perinatally acquired HIV, demonstrate 

that despite a high proportion of children being optimally controlled on ART, 

over one third had evidence of left heart abnormalities but without displaying 

overt symptomatology (200).  

 

However, ART in itself will not be sufficient to deal with the chronic morbidities 

described. Interventions to address disability consequent to chronic clinical 

complications will be required. Dermatological conditions and chronic lung 

disease associated with chronic HIV infection have few if any therapies and can 

affect an adolescent’s quality of like.  

 

A limitation of this study is inability for this research group, to create a cohort for 

prospective surveillance of participants as they reach adulthood. However, it was 

outside the remit of funding. 

 

7.2.2  Psychosocial morbidity  

Caregivers are uncertain how to talk about and when to discuss their children’s 

HIV diagnosis with them. In particular, in this study we noted that caregivers felt 

that a potential lack of understanding of HIV infection on behalf of the child, was 

a reason to not talk about HIV. However, knowing one’s HIV status has a positive 

impact on adherence and retention in care (150). It is vital that children are 

educated and supported in their life long condition so they can understand the 

consequences and implications of their illness. As children and adolescents 

mature they will need appropriate skills to manage their condition and take 

responsibility for management of their illness. Education of caregivers to 

empower them to discuss a complex condition in simpler, child friendly terms 

may prove beneficial (167).  

 

 Caregivers are aware of the need to disclose to the children in their care but are 

unsure of the how and the where (101). Caregiver factors may also be at play and 

their lives and social factors need to be taken into account so that a caregiver-child 

unit is aided as a whole and not just seen as each part been an individual (152). The 



Chapter 7. Conclusions and Recommendations 

76 
 

recent WHO guidelines recommend treatment of all individuals following HIV 

diagnosis regardless of age and disease stage (“Treat all”) yet the disclosure 

process for healthcare providers and caregivers remains a challenge and may 

hinder the process of ART scale up if wider societal issues regarding disclosure 

are not taken into account (201).  

 

Ongoing communication with children and adolescents throughout their 

treatment to address questions about their clinical and social challenges are 

important to help support and inform them of the effect of HIV infection on their 

physiological makeup but also on how it may be impacting on their social 

inclusion.  Children and adolescents living with HIV have reported a higher 

prevalence of mental health challenges  and disability in comparison to their un-

infected peers and also fall behind a grade or more in school and miss more days 

in the school year when compared to uninfected children from the same localities 

and within the same socio-economic status (200). 

 

A better understanding of how grief and fluidity of caregivers may impact on 

children’s ability to cope and adhere to medications is needed. Addressing such 

potentially complex societal issues may help to bring about an improvement in 

clinical and virological outcomes if they are indeed a barrier to adherence. The 

silence surrounding HIV within families and difficulties surrounding onward 

disclosure to members of the community who may serve as potential supports 

for children living with HIV should be tackled to maximise a community’s role in 

helping children and adolescents live life openly.  

 

7.2.3  HIV care outcomes 

This study presented findings of decentralised care and helps to inform 

programmes on how children and adolescents care is not compromised by 

decentralisation. Mentoring and training of healthcare staff is essential for 

successful implementation of decentralised care with task shifting to lower 

cadres of healthcare providers.  This harbours well for test and treat initiative. 

Tackling the barriers to adherence remains a substantial barrier in this age-

group. There is a scarcity of evidence for effective adherence interventions and 
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clearly a need for more research (202,203). Evidence is awaited on how 

differentiated care programmes that move away from “one size fits all approach” 

might bridge the gap to help engage children and adolescents more successfully 

in treatment (177). 

 

7.3  Summary 

This subgroup of people living with HIV (PLHIV) represent a unique challenge to 

healthcare providers in both clinical and social aspects of care. Over the past two 

decades there has been an increase in migration from SSA to resource rich 

countries. It is important that health care providers in these setting are mindful 

when treating adults from countries of high HIV prevalence to ensure to adopt 

index linked testing of family members in the household- in particular  UNAIDS 

has set ambitious 90-90-90 targets as defined by 90% of people living with HIV 

knowing their status, 90% of those aware of their status accessing treatment and 

90% of those on treatment achieving virological suppression, all by 2020 (1). The 

findings of this work suggest that such targets for youth are not so easilt 

attainable. Engagement of children, adolescents and their guardians at each stage 

of the HIV care cascade needs to be enhanced. Earlier diagnosis may prevent the 

chronic morbidity described in this work. Further understanding on how social 

background and guardianship impacts on children’s care outcomes and 

interventions to improve rates of virological outcomes needs to be developed.  

 

The definition of health according to WHO encompasses more than just the 

physical state, it also takes into account the mental and social well-being of the 

person (204). With ART now becoming within most populations reach, it is time 

for the focus to shift to expand our vision to a healthier future for our younger 

generation living with HIV and to expand the focus of health according to WHO 

definition.  
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Appendix A.  Drug Dosing in Children 

A1.1 NRI Dosing in Children 

Weight Range 
(Kg) 

Drug combination  
No Of Tablets 

AM PM 

14-19.9 kg AZT+ 3TC (FDC12) 
(AZT=120mg + 3TC=60mg) 

1.5 1 

20-24.9kg 
AZT + 3TC (FDC 12) 

(AZT=120mg +3TC=60mg) 1.5 1.5 

25kg and over AZT + 3TC (FDC 30) 
(AZT=300mg +3TC=150mg) 

1 1 

14-19.9 kg D4T + 3TC 
(d4T=12mg + 3TC=60mg) 

1.5 1 

20-24.9kg 
D4T + 3TC 

(d4T= 12mg +3TC=60mg) 1.5 1.5 

25kg and over D4T + 3TC (Adult) 
(d4T= 30mg +3TC=150mg) 

1 1 

>12 years TNF+3TC (Tenolam) 
(TNF=300mg +3TC= 300mg) 

1 - 

Triommune Junior: (d4T=12mg + 3TC=60mg + NVP=100mg) 
If only Triomune Baby available- use double the number of tablets as Triomune Junior 
 

A1.2 NNRTI Dosing in Children 

A1.2.1 Nevirapine   

 
NO. of TABLETS (1tablet=200mg) 

First two weeks  
(initiation phase) 

After two weeks  
(maintenance phase) 

Weight Range (Kg) AM PM AM PM 

14-19.9 kg - 1 ½ 1 

20-24.9kg - 1 ½ 1 

25kg and over - 1 1 1 
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A1.2.2 Efavirenz (>3years only)   

Weight Range (Kg) PM No of Tablets Total Dose 

14-19.9 kg 5*(50mg) 5 250mg 

20-24.9kg 1/2*(600mg) 0.5 300mg 

25-29.9kg 1/2*(600) + 
1*(50mg) 

1.5 350mg 

30-34.5kg  
1/2*(600) + 

2*(50mg) 
2.5 400mg 

>35kg  1*(600mg) 1 600mg 

 

A1.2.3 Lopinavir/Ritonavir Dosing in Children 

Weight Range (Kg) 
NO OF TABLETS 

AM PM 

USE PAEDIATRIC TABLET (100/25) 

14-19.9 kg 2 2 

20-24.9kg 3 2 

USE ADULT TABLET (200/50) 

25-34.9kg 2 1 

35 kg and over 2 2 
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Appendix B.  Tanner Staging 

Tanner 
Stage 

Breasts 
(female) 

Pubic Hair 
(male and female) Male Genitals 

I 
No glandular tissue: 
areola follows the skin 
contours of the chest  
[Age ≤10] 

No (coarse, pigmented) 
pubic hair at all  
[Age ≤10] 

Testicular volume 
less than 1.5 ml; 
small penis of 3 cm 
or less) 
[Age ≤9years] 

II 

Breast bud forms, with 
small area of 
surrounding glandular 
tissue; areola begins to 
widen  
[Age 10-11.5] 

Small amount of long, 
downy hair with slight 
pigmentation at the base 
of the penis and scrotum 
(males) or on the labia 
majora (females)  
[Age 10–11.5] 

Testicular volume 
between 1.6 and 6 
ml; skin on scrotum 
thins, reddens and 
enlarges; penis 
length unchanged  
[Age 9-11] 

III 

Breast begins to 
become more elevated, 
and extends beyond 
the borders of the 
areola, which 
continues to widen but 
remains in contour 
with surrounding 
breast  
[Age 11.5-13] 

Hair becomes more 
coarse and curly, and 
begins to extend 
laterally  
[Age 11.5–13] 

Testicular volume 
between 6 and 12 
ml; scrotum 
enlarges further; 
penis begins to 
lengthen to about 
6 cm  
[Age 11-12.5] 

IV 

Increased breast size 
and elevation; areola 
and papilla form a 
secondary mound 
projecting from the 
contour of the 
surrounding breast  
[Age 13-15] 

Adult-like hair quality, 
extending across pubis 
but sparing medial 
thighs  
[Age 13–15] 

Testicular volume 
between 12 and 20 
ml; scrotum 
enlarges further 
and darkens; penis 
increases in length 
to 10 cm and 
circumference  
[Age 12.5-14] 

V 

Breast reaches final 
adult size; areola 
returns to contour of 
the surrounding 
breast, with a 
projecting central 
papilla.  
[Age 15+] 

Hair extends to medial 
surface of the thighs  
[Age 15+] 

Testicular volume 
greater than 20 ml; 
adult scrotum and 
penis of 15 cm in 
length  
[Age 14+] 
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Appendix C.  Journal Article: McHugh G et al. Journal of 
Acquired Immune deficiency Syndrome, Volume 
73, Issue 3, Nov 2016 

 

Chronic morbidity among older children and adolescents at diagnosis of HIV 

infection. Grace McHugh, Jamie Rylance, Hilda Mujuru, Kusum Nathoo, Prosper 

Chonzi, Ethel Dauya, Tsitsi Bandason, Victoria Simms, Katharina Kranzer, 

Rashida A Ferrand. J Acquir Immune Defic Syndr 2016; 73:275–281 

 

This is a non-final version of an article published in final form in Journal of Acquired 

Immune Deficiency Syndrome: Chronic Morbidity Among Older Children and 

Adolescents at Diagnosis of HIV Infection, Journal of Acquired Immune Deficiency 

Syndrome, Volume 73, Issue 3, Nov 2016,  

http://journals.lww.com/jaids/fulltext/2016/11010/Chronic_Morbidity_Among_

Older_Children_and.6.aspx  
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Abstract 

Background 

Substantial numbers of children with HIV present to health care services in older 

childhood and adolescence, previously undiagnosed. These “slow-progressors” 

may experience considerable chronic ill-health, which is not well-characterised. 

We investigated the prevalence of chronic morbidity among children aged 6-15 

years at diagnosis of HIV infection.  

 
Methods 

A cross sectional study was performed at seven primary care clinics in Harare, 

Zimbabwe. Children aged 6-15 years who tested HIV positive following provider-

initiated HIV testing and counselling were recruited. A detailed clinical history 

and standardised clinical examination was undertaken. The association between 

chronic disease and CD4 count was investigated using multivariate logistic 

regression.   

 
Results 

Of the 385 participants recruited (52% female, median age 11 years (IQR 8-13)), 

95% were perinatally HIV-infected.  The median CD4 count was 375 (IQR 215-

599) cells/mm3. Although 78% had previous contact with health care services, 

HIV testing had not been performed. There was a high burden of chronic 

morbidity: 23% were stunted, 21% had pubertal delay, 25% had chronic skin 

disease, 54% had a chronic cough of more than 1 month’s duration, 28% had 

abnormal lung function and 12% reported hearing impairment. There was no 

association between CD4 count of <500cells/mm3 or <350 cells/mm3 with WHO 

stage or these chronic conditions.  

 
Conclusion 

In children with slow-progressing HIV, there is a substantial burden of chronic 

morbidity even when CD4 count is relatively preserved. Timely HIV testing and 

prompt ART initiation are urgently needed to prevent development of chronic 

complications.  
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Background 
Untreated vertically-acquired HIV infection is associated with high mortality 

rates with a 50% probability of dying by two years of age among African cohorts 

in the pre-antiretroviral therapy (ART) era.(4) However, as HIV epidemics have 

matured, survival estimates have been successively revised upwards and a 

substantial number of perinatally-infected children are presenting with HIV 

infection in later childhood or adolescence. (75,79,114) It is estimated that a 

third of HIV-infected infants have slow-progressing disease with a median 

survival of at least 16 years.(76) Unlike children who have rapid disease 

progression and present with AIDS-defining illness in infancy, children with slow 

progressing HIV are either pauci-symptomatic or typically have a history of 

multiple, non-specific complaints, including recurrent upper respiratory-tract or 

skin infections that are also common among their HIV-uninfected peers. (5,115). 

Recognition of HIV is consequently often delayed until presentation with 

advanced disease. (5) 

 

There is strong evidence that immediate initiation of ART reduces mortality in 

infants , in particular those under 1 year of age.(4) The WHO 2013 HIV treatment 

guidelines recommend immediate ART initiation on diagnosis regardless of 

clinical or immune stage in all children aged under five years.(9)  Such a benefit 

has not been demonstrated for older children.(116) For those over five years, 

WHO 2013 guidelines (which were standard of care when this study was being 

conducted) recommended that, as for adults, ART is deferred until the clinical 

Stage 3 or 4 HIV disease is apparent or if the CD4 count drops below 500 cell/ 

mm.(9) In 2015 the WHO further revised HIV treatment guidelines 

recommending that ART be commenced in all age groups regardless of clinical or 

immune status, although evidence for immediate ART commencement is lacking 

in older children and adolescents.(117)  

 

While the risk of AIDS-defining infections is low above a CD4 threshold of 500 

cells/mm3, longstanding infection is associated with development of chronic 

complications, which may not fulfil the criteria for ART initiation.(118) For 

example, we have previously demonstrated a high prevalence of chronic 
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respiratory symptoms among adolescents with vertically-acquired HIV infection. 

However, objective measures of lung function were not performed and the study 

included both ART-naïve and ART-treated individuals.(87)   

 

We investigated the prevalence of chronic symptoms, including a standardised 

assessment of growth and lung function and whether these were associated with 

immunological status among children aged 6-15 years at HIV diagnosis of HIV 

infection.   

 

Methods 

Study setting 

A cross sectional study was carried out in seven public sector primary healthcare 

clinics (PHCs) in seven high population density suburbs in southwest Harare, 

Zimbabwe between January 2013 and December 2014. Each suburb in Harare is 

served by one main PHC, termed polyclinic, which provides acute primary care, 

antenatal and postnatal care, mother and child health services, HIV testing and 

care. Primary health care provision is nurse-led, supported by weekly 

consultation visits by a general medical practitioner. Children are managed using 

WHO Integrated Management of Childhood Illness (IMCI) protocols with referral 

to the local hospital where required.(119) 

 

ART and cotrimoxazole prophylaxis are provided free of charge, although each 

HIV consultation visit incurs a cost of US$1. Provider-initiated HIV testing and 

counselling (PITC) i.e. offering HIV testing to all individuals attending health 

facilities regardless of the reason for presentation has been part of WHO and 

Zimbabwean national guidelines since 2007 and testing is free of 

charge.(205,206) Nurse-led ART initiation for children was introduced at the 

seven PHCs with supervision from a physician (clinics having previously only 

provided ART for those having been initiated on treatment in secondary 

healthcare facilities). Nurses were trained on HIV counselling and management, 

and ART was provided according to national guidelines. Until February 2014, 

participants were initiated on ART if their CD4 was below 350 cells/mm3 or had 
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WHO Stage 3 or 4 infection. From March 2014, Zimbabwe adopted the WHO 2013 

consolidated guidelines, with the threshold for ART initiation revised to 500 

cells/mm.(9) All children were commenced on cotrimoxazole prophylaxis at 

diagnosis of HIV infection. 

 

Children aged between 6 and 15 years who tested HIV-positive at the study PHCs 

were offered enrolment into the study. Children were excluded from the study if 

they resided outside of Harare, as follow up may have been difficult due to 

distance to travel to attend clinical review.  

 

Clinical Assessment 

Clinical history was recorded using an interviewer-administered questionnaire. 

Contact with health services, history of past illness, exposure to ART including 

maternal ART for prevention of mother-to-child HIV transmission (PMTCT), drug 

history, and acute and chronic symptoms were recorded, including respiratory 

and gastrointestinal symptoms, and problems with hearing, vision, speech and 

gross motor function. HIV infection was staged using the WHO Staging System 

and a CD4 count.(120)  

 

A standardized physical examination was carried out, including inspection of the 

skin for herpes zoster scarring, papular pruritic eruptions, planar warts, 

verrucous warts, molluscum contagiosum, fungal infection and Kaposi sarcoma. 

The oral cavity was examined for gingivitis, periodontitis, candidiasis and Kaposi 

sarcoma. Anthropometric examination included measurement of height and 

weight. The head circumference was determined by measuring the greatest 

occipito-frontal circumference, with the larger of two readings recorded. Tanner 

pubertal staging was performed in children aged > 9 years.(123) In females, 

breast and pubic hair development and age at menarche were recorded. In males, 

testicular volume, measured using an orchidometer, pubic hair development and 

penile length were assessed.  
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Cardiorespiratory function was assessed by the MRC Dyspnoea Scale Score and 

modified incremental shuttle walk test (ISWT) with pre- and post- test recording 

of respiratory rate, heart rate and peripheral oxygen saturations.(124,125) ISWT 

was not performed if baseline oxygen saturation was less than 88%, or if resting 

heart rate or respiratory rate exceeded 120 and 30 per minute respectively. 

Spirometry was performed by trained nurses using an EasyOne™ World 

spirometer (NDD Medical Technologies, Inc., Andover, MA, USA). After 

demonstration of the procedure, the participant performed forced exhalation 

manoeuvres while seated until quality criteria had been reached or 8 trials had 

been completed. The trial with the highest forced expiratory volume at one 

second (FEV1) and forced vital capacity (FVC) were selected for interpretation. 

Reversibility testing by repeat spirometry was performed 15 minutes after 

administration of 2.5mg of nebulised salbutamol, if any abnormality i.e. either 

obstruction as defined by FEV1: FVC of less than 1.64 SD below the mean or 

restriction as defined by FVC <1.64SD below mean with normal FEV1:FVC ratio, 

was present.(126)  

 

Laboratory Investigations 

CD4 count was measured using an Alere PIMA™ CD4 machine. Full blood count, 

renal and liver function tests are not a prerequisite for starting ART in national 

guidelines and these were only performed if clinically indicated. Participants who 

screened positive on the WHO TB screen were asked for a sputum sample.(121) 

Sputum was examined onsite by Ziehl-Nielsen smear microscopy and Xpert TB™.  

 

Data management and analysis  

Data was collected from paper forms by optical mark recognition (Cardiff 

TELEFORM Intelligent Character, Version 10.7) and analysed using STATA, 

version 12.1 (STATA Corporation, USA). Z-scores for height-for-age, weight-for-

age and head circumference-for-age were calculated using the 1990 British 

growth reference curves.(129) Spirometric indices were expressed as z-scores 

using GLI2012 reference ranges.(128) The association between a priori defined 
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variables and CD4 count was determined using logistic regression, adjusting for 

age and sex. Missing variables were excluded in logistic regression analysis. 

 

Clinical definitions 

A z-score of <-2 for height-for-age and weight-for-age were considered to 

represent stunting and wasting respectively. Pubertal delay was defined as girls 

not having reached Tanner 2 breast development by age 12 years and boys not 

having reached Tanner 2 testicular volume by age 14 years. (127) An obstructive 

lung defect was defined as FEV1 less than 1.64 standard deviations (SD) below 

the mean and FEV1: FVC of less than 1.64SD below the mean. A reduced FVC 

(which would be suggestive of restrictive defect) was defined as an FVC below 

1.64SD below the mean with a normal or increased FEV1: FVC ratio.(128) 

Reversibility of either obstructive or restrictive defect was defined as greater 

than or equal to 12% improvement in FEV1 after repeat spirometric testing post 

administration of salbutamol.(126) 

 

Ethical Considerations 

Written informed consent was obtained from all caregivers and written assent 

obtained from participants. Ethical approval for the study was obtained from the 

Medical Research Council of Zimbabwe, the Harare City Health Department 

Ethics Committee, the Biomedical Research and Training Institute Institutional 

Review Board and the London School of Hygiene and Tropical Medicine Ethics 

Committee. 

 

Results  
During the study period 9,655 children were tested for HIV of whom 449 (4.6%) 

tested HIV-positive. An additional 21 participants were identified who had been 

diagnosed prior to study commencement but had not engaged in care and/or had 

not commenced ART. In total 385 (86%) participants were recruited into the 

study. The remainder were not enrolled due to residence outside the study area 

(n=24, 5%), declined consent (n=25, 5.5%), care sought elsewhere (n=34, 7.5%) 

and wrong age (n=2, 0.4%).  The median age at diagnosis was 11 years (IQR 8-
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13) and 52% were female. The majority of participants were infected through 

mother-to-child transmission based on a history of maternal or natural sibling 

HIV or death, and self-report of no sexual debut, blood transfusions or surgery 

and less than 2% of mothers of participants had received ART for PMTCT. 

Although 78% of participants had attended a PHC in the past 6 months and/or 

been previously hospitalized, HIV testing had not been performed (Table 1). 

 

More than half of participants rated their health in the past 3 months as poor 

(Table 2). Chronic respiratory symptom were frequent with 54% reporting 

cough of more than one month’s duration and 16% reporting dyspnea. At rest, 

12% had oxygen saturations <88% and a further 10% dropped their oxygen 

saturations below 88% following exercise. Of the 238 participants who 

underwent spirometry and were able to produce quality traces, 23 (10%) had 

obstructive lung function defect with only three demonstrating reversibility with 

salbutamol, and 43 (18%) had a reduced FVC. Notably, despite 155 (40%) 

screening positive for TB on the WHO screen, only one participant was found to 

have TB on GeneXpert.  

 

The median height-for-age, weight-for-age and head circumference-for-age z-

scores were -1.2 (IQR -1.9 to -0.41), -1.1 (IQR -2.1 to -0.45) and -1.4 (IQR -2.4 to 

-0.66) respectively. In addition, 27% of girls and 13% of boys were considered to 

have pubertal delay and 24% of girls aged 15 years had not experienced 

menarche. Of the 80 participants with WHO stage 4 disease, 66% were classifed 

as such based on stunting alone. Other chronic impairments included hearing 

difficulties self-reported by 12%, visual impairment by 6% and speech 

impairment or gross motor defects by 2%. Chronic skin disease was found in 25% 

of participants on examination. 

 

The median CD4 count was 375 cells/mm3 (IQR 215-599) and 40% had WHO 

Stage 3 or 4 HIV infection. Using a CD4 count threshold of 350 cells/mm3 and/or 

WHO stage 3/4 disease, 67% children were eligible for ART, this figure increasing 

to 78% if the threshold was changed to 500 cells/ mm3. Using logistic regression 

analysis adjusted  for age and sex, participant self-report of ill-health in the past 
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three months was associated with a CD4 count <350 cells/mm3 (aOR 1.89 95% 

C.I 1.25-2.88) as was having a chronic skin condition (aOR 1.65 95% C.I 1.02-

2.69). However, a CD4 count <350 cells/mm3 or <500 cells/mm3 was not 

associated with WHO stage, reduced FEV1 or FVC z score or growth parametes 

such as height-for-age, weight-for-age or head circumference z-scores  (Table 3).  

 

Discussion 
The main finding of this study was the heavy burden of chronic morbidity among 

older children and adolescents at time of HIV diagnosis. Consistent with other 

studies, a quarter of participants had stunting and 23% had pubertal 

delay.(84,85,130) Although catch-up growth can be achieved after initiation of 

ART, children who begin treatment in later childhood are typically unable to 

regain their height potential.(82,131) In addition, more than a third of 

participants had a head circumference-for-age z-score less than -2, which could 

partly be explained by sub-optimal brain growth in early childhood. Unlike the 

progressive encephalopathy, manifest as failure to attain or loss of 

developmental milestones or intellectual capacity and motor defects, that is 

typical in HIV-infected infants and young children, gross motor defects and 

speech impairment was rare among our participants with slow-progressive 

disease. However, studies have reported defects in seemingly asymptomatic HIV- 

infected children in fine motor function, memory, perceptual performance, 

quantitative abilities, and mental processing and language abilities.(132,133) 

These deficits are subtle and are not easily identified on routine questionnaire 

and therefore without formative testing may have been an underrepresentation 

of degree of morbidity in relation to higher functioning capacity in our study. 

These findings have to be interpreted with caution, however, as Western 

references ranges for head circumference were used due to a lack of normative 

data from African children, and head circumference does varies by ethnic 

group.(129) 

 

Chronic respiratory disease was common with cough, hypoxia, reduced exercise 

tolerance and obstructive lung defects being the predominant features. 
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Reversibility was rare, making asthma unlikely. Other studies have also shown a 

high prevalence of obstructive lung defects, with little or no reversibility. 

(207),(134) A study which performed chest computed tomography in 

adolescents with longstanding, vertically-acquired HIV infection showed that 

constrictive obliterative bronchiolitis (OB) was the predominant cause of chronic 

lung disease, with lymphoid interstitial pneumonitis (the most commonly 

recognised cause of lung disease in HIV-infected children) being a rare 

finding.(87,88,135) OB is a progressive, life-threatening condition and is well-

recognised as sequelae of respiratory tract infections, which were commonly 

reported by participants.(136)  

 

A quarter of all participants had chronic dermatological conditions. While not 

life-threatening, these are commonly recognised as stigmata of HIV infection, 

may take long periods to resolve following ART and for some conditions 

particularly planar warts, effective treatments are not available.(137,138)   

 

Importantly, we observed no association between CD4 count and WHO HIV 

disease stage, a finding also noted previously.(139) There was also no association 

between CD4 count and chronic conditions, including stunting, and poor lung 

function. Taken together, this implies that CD4 count may not be an appropriate 

criterion for starting ART in older children. This also has potential implications 

with respect to timing of ART initiation. Based on the WHO 2013 HIV treatment 

guidelines, 12% of participants would not have been eligible for ART. Given the 

lack of evidence of the mortality benefit of immediate ART in older children and 

the concern about drug toxicity and adherence, guidelines until recently have 

recommended deferring ART in older children.(9) Recent trials in adults have 

demonstrated that early initiation of ART reduces the risk of AIDS and non-AIDS 

events,(90,140) but these trials excluded older children and adolescents. Our 

findings demonstrate that children with slow-progressing disease may have 

preserved CD4 counts but do develop chronic complications such as poor growth 

and chronic lung disease. It is thus possible that immediate ART may also prevent 

development of chronic complications in children. A randomised controlled trial 

would definitively establish whether immediate ART would prevent 
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development or progression of chronic complications but this is not going to be 

possible given the recent change in WHO guidelines recommending immediate 

ART in all adults and children. 

 

The scale-up of programs to prevent mother-to-child-HIV transmission (PMTCT) 

has resulted in a substantial decline in the numbers of children infected with HIV, 

but coverage remains sub-optimal in many high burden countries.(141) The 

limited availability of HIV testing services for children and the low rates of early 

infant diagnosis mean that for many infected infants, HIV diagnosis occurs in late 

childhood or adolescence following many years of ill health.(142) In this study, 

78% of participants had previous contact with health facilities, including 27% 

having been hospitalised, but had not had HIV testing. Despite recommendations 

that PITC should be offered as standard in health facilities in HIV high prevalence 

settings, in practice, HIV testing is often prompted only after presentation with 

typical HIV-related symptoms.(143) Children with slow progressing disease may 

take years before they develop the well-recognised HIV indicator conditions that 

prompt an offer of HIV testing, by which time they develop chronic complications 

and organ damage which may not be reversible with ART once established.   

 

To our knowledge this is the first study to report the prevalence of morbidity at 

HIV diagnosis in children and adolescents with longstanding HIV infection. The 

vast majority of children were vertically-infected, implying living with HIV 

infection for up to 15 years without prior treatment. Participants were diagnosed 

after optimised PITC of attendees regardless of cause of presentation, with 80% 

of all attendees with previously unknown HIV status undergoing HIV testing 

(data not shown). The study was based in primary care facilities and therefore 

was not biased towards sicker children. We acknowledge several limitations. 

There was no HIV-uninfected or an HIV-treated comparison group in our study. 

Vision, hearing, neurocognitive and musculoskeletal function were not formally 

assessed but relied on self-report. Lung function assessment was not carried out 

in 5% of participants. This was partly due to logistic reasons as respiratory 

assessment could not be performed at the initial assessment necessitating a 

second appointment within two weeks which some participants did not attend. 
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Spirometric traces could not be interpreted in 100 (26%) participants. In 

addition 19 (5%) participants were too ill to perform both spirometry and/or 

ISWT, which may have led to an underestimation of degree of lung disease 

present amongst the participants. Local reference ranges for lung function, 

puberty and head circumference are not available. British reference ranges were 

used for height and weight z-score calculations due to a lack of WHO weight-for-

age reference ranges for children over 9 years of age, which may not be 

appropriate for an African population. 

 

Our study shows a substantial burden of chronic morbidity among HIV-infected 

children diagnosed in later childhood, even among those with preserved CD4 

counts. Recognition of this burden is needed to stimulate earlier diagnosis and 

improve access to HIV care for this age group. There is a pressing need to 

strengthen PITC and potentially provide other more effective services for HIV 

testing in this age group, and for timely institution of ART. Current 

recommendations of deferred ART in children may put them at risk of developing 

chronic complications. The recent WHO guidelines recommending treatment of 

all HIV-infected individuals regardless of age and disease stage, may reduce the 

risk of development of chronic complications. Studies investigating the impact of 

immediate ART on AIDS and non-AIDS events in children and the pathogenesis 

of chronic complications will inform development of optimum care provision for 

HIV-infected children.  

 

References 
1.  UNAIDS. 90-90-90 An ambitious treatment target to help end the AIDS epidemic. 2014.  
2.  UNAIDS. UNAIDS Fact Sheet 2016. Geneva, Switzerland; 2016.  

3.  UNAIDS. The life-cycle approach to HIV Get on the Fast-Track Finding solutions for everyone 
at every stage of life. 2016.  

4.  Newell M-L, Coovadia H, Cortina-Borja M, Rollins N, Gaillard P, Dabis F. Mortality of infected 
and uninfected infants born to HIV-infected mothers in Africa: a pooled analysis. Lancet. 2004 
Jan;364(9441):1236–43.  

5.  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 Oct 1;51(7):844–51.  

6.  Ferrand RA, Bandason T, Musvaire P, Larke N, Nathoo K, Mujuru H, et al. Causes of acute 
hospitalization in adolescence: burden and spectrum of HIV-related morbidity in a country 
with an early-onset and severe HIV epidemic: a prospective survey. PLoS Med. 2010 



Appendix C 

106 
 

Feb;7(2):e1000178.  
7.  World Health Organisation. Antiretroviral Therapy for HIV Infection in Infants and Children: 

Towards Universal Access HIV/AIDS Programme. 2010.  

8.  Violari A, Cotton MF, Gibb DM, Babiker AG, Steyn J, Madhi SA, et al. Early antiretroviral therapy 
and mortality among HIV-infected infants. N Engl J Med. 2008 Nov 20;359(21):2233–44.  

9.  Geneva: World Health Organization; 2013 Jun. Consolidated Guidelines on the Use of 
Antiretroviral Drugs for Treating and Preventing HIV Infection: Recommendations for a Public 
Health Approach [Internet]. 2013 [cited 2015 Sep 24]. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/?term=24716260 

10.  Petersen I, Bhana A, Myeza N, Alicea S, John S, Holst H, et al. Psychosocial challenges and 
protective influences for socio-emotional coping of HIV+ adolescents in South Africa: a 
qualitative investigation. AIDS Care. 2010 Aug;22(8):970–8.  

11.  UNAIDS. Zimbabwe | UNAIDS [Internet]. 2018. [cited 2018 Feb 14]. Available from: 
http://www.unaids.org/en/regionscountries/countries/zimbabwe 

12.  Fenner L, Brinkhof MWG, Keiser O, Weigel R, Cornell M, Moultrie H, et al. Early mortality and 
loss to follow-up in HIV-infected children starting antiretroviral therapy in Southern Africa. J 
Acquir Immune Defic Syndr. 2010 Aug;54(5):524–32.  

13.  Ferrand RA, Simms V, Dauya E, Bandason T, Mchugh G, Mujuru H, et al. The effect of 
community-based support for caregivers on the risk of virological failure in children and 
adolescents with HIV in Harare, Zimbabwe (ZENITH): an open-label, randomised controlled 
trial. Lancet Child Adolesc Heal. 2017;1(3).  

14.  CDC. Pneumocystis Pneumonia --- Los Angeles [Internet]. 1981 [cited 2016 Jan 6]. Available 
from: http://www.cdc.gov/mmwr/preview/mmwrhtml/june_5.htm 

15.  CDC. Epidemiologic Notes and Reports Immunodeficiency among Female Sexual Partners of 
Males with Acquired Immune Deficiency Syndrome (AIDS) -- New York [Internet]. 1983. 
Available from: https://www.cdc.gov/mmwr/preview/mmwrhtml/00001221.htm 

16.  Gallo RC, Salahuddin SZ, Popovic M, Shearer GM, Kaplan M, Haynes BF, et al. Frequent 
detection and isolation of cytopathic retroviruses (HTLV-III) from patients with AIDS and at risk 
for AIDS. Science. 1984 May 4;224(4648):500–3.  

17.  Barré-Sinoussi F, Chermann JC, Rey F, Nugeyre MT, Chamaret S, Gruest J, et al. Isolation of a 
T-lymphotropic retrovirus from a patient at risk for acquired immune deficiency syndrome 
(AIDS). Science. 1983 May 20;220(4599):868–71.  

18.  Serwadda D, Sewankambo NK, Carswell JW, Bayley AC, Tedder RS, Weiss RA, et al. Slim 
disease: a new disease in Ugandaand its association with HTLV-III infection. Lancet. Elsevier; 
1985 Oct;326(8460):849–52.  

19.  Van De Perre P, Lepage P, Kestelyn P, Hekker A, Rouvroy D, Bogaerts J, et al. Acquired 
Immunodeficiency Syndrome in Rwanda. Lancet. Elsevier; 1984;324(8394):62–5.  

20.  Piot P, Taelman H, Bila Minlangu K, Mbendi N, Ndangi K, Kalambayi K, et al. Acquired 
Immunodeficiency Syndrome in a Heterosexual Population In Zaire. Lancet. Elsevier; 
1984;324(8394):65–9.  

21.  Dalgleish AG, Beverley PC, Clapham PR, Crawford DH, Greaves MF, Weiss RA. The CD4 (T4) 
antigen is an essential component of the receptor for the AIDS retrovirus. Nature. 1984 
Jan;312(5996):763–7.  

22.  Coffin J, Haase A, Levy J, Montagnier L, Oroszlan S, Teich N, et al. Human immunodeficiency 
viruses. Science (80- ). 1986;232(4751).  

23.  Clavel F, Guetard D, Brun-Vezinet F, Chamaret S, Rey M, Santos-Ferreira M, et al. Isolation of 
a new human retrovirus from West African patients with AIDS. Science (80- ). 1986;233(4761).  

24.  Clavel F, Guyader M, Guétard D, Sallé M, Montagnier L, Alizon M. Molecular cloning and 
polymorphism of the human immune deficiency virus type 2. Nature. Nature Publishing 
Group; 1986 Dec 18;324(6098):691–5.  

25.  Abadi J, Nachman S, Kressel AB, Pirofski L. Cryptococcosis in children with AIDS. Clin Infect Dis. 
1999 Mar;28(2):309–13.  



Appendix C 

107 
 

26.  Keele BF, Van Heuverswyn F, Li Y, Bailes E, Takehisa J, Santiago ML, et al. Chimpanzee 
reservoirs of pandemic and nonpandemic HIV-1. Science. NIH Public Access; 2006 Jul 
28;313(5786):523–6.  

27.  Sharp PM, Bailes E, Chaudhuri RR, Rodenburg CM, Santiago MO, Hahn BH. The origins of 
acquired immune deficiency syndrome viruses: where and when? Philos Trans R Soc Lond B 
Biol Sci. The Royal Society; 2001 Jun 29;356(1410):867–76.  

28.  Al-Jabri AA. How does HIV-1 infect a susceptible human cell?: Current thinking. J Sci Res Med 
Sci. Sultan Qaboos University; 2003 Aug;5(1–2):31–44.  

29.  Bowen DL, Lane HC, Fauci AS. Immunopathogenesis of the acquired immunodeficiency 
syndrome. Ann Intern Med. 1985 Nov;103(5):704–9.  

30.  Jaffar S, Grant AD, Whitworth J, Smith PG, Whittle H. The natural history of HIV-1 and HIV-2 
infections in adults in Africa: a literature review. Bull World Health Organ. World Health 
Organization; 2004 Jun;82(6):462–9.  

31.  Nazli A, Chan O, Dobson-Belaire WN, Ouellet M, Tremblay MJ, Gray-Owen SD, et al. Exposure 
to HIV-1 directly impairs mucosal epithelial barrier integrity allowing microbial translocation. 
PLoS Pathog. Public Library of Science; 2010 Apr 8;6(4):e1000852.  

32.  Brenchley JM, Price DA, Schacker TW, Asher TE, Silvestri G, Rao S, et al. Microbial translocation 
is a cause of systemic immune activation in chronic HIV infection. Nat Med. 2006 Dec 
19;12(12):1365–71.  

33.  Paiardini M, Müller-Trutwin M. HIV-associated chronic immune activation. Immunol Rev. NIH 
Public Access; 2013 Jul;254(1):78–101.  

34.  Delta: a randomised double-blind controlled trial comparing combinations of zidovudine plus 
didanosine or zalcitabine with zidovudine alone in HIV-infected individuals. Delta Coordinating 
Committee. Lancet (London, England). 1996 Aug 3;348(9023):283–91.  

35.  Hammer SM, Katzenstein DA, Hughes MD, Gundacker H, Schooley RT, Haubrich RH, et al. A 
Trial Comparing Nucleoside Monotherapy with Combination Therapy in HIV-Infected Adults 
with CD4 Cell Counts from 200 to 500 per Cubic Millimeter. N Engl J Med. 1996 Oct 
10;335(15):1081–90.  

36.  Tang MW, Shafer RW. HIV-1 antiretroviral resistance: scientific principles and clinical 
applications. Drugs. Springer; 2012 Jun 18;72(9):e1-25.  

37.  UNAIDS. Fact sheet November 2016 | UNAIDS [Internet]. 2016 [cited 2017 Apr 4]. Available 
from: http://www.unaids.org/en/resources/fact-sheet 

38.  UNAIDS. UNAIDS DATA  2017. 2017.  

39.  Zaidi J, Grapsa E, Tanser F, Newell M-L, Bärnighausen T. Dramatic increase in HIV prevalence 
after scale-up of antiretroviral treatment. AIDS. NIH Public Access; 2013 Sep 10;27(14):2301–
5.  

40.  Chersich MF, Rees H V. Vulnerability of women in southern Africa to infection with HIV: 
biological determinants and priority health sector interventions. AIDS. 2008 Dec;22(Suppl 
4):S27–40.  

41.  Ward H, Rönn M. Contribution of sexually transmitted infections to the sexual transmission of 
HIV. Curr Opin HIV AIDS. Europe PMC Funders; 2010 Jul;5(4):305–10.  

42.  Lindgren T, Rankin SH, Rankin WW. Malawi Women and HIV: Socio-Cultural Factors and 
Barriers to Prevention. Women Health. 2005 Jul 7;41(1):69–86.  

43.  Morris M, Kretzschmar M. Concurrent partnerships and the spread of HIV. AIDS. 1997 
Apr;11(5):641–8.  

44.  Connor EM, Sperling RS, Gelber R, Kiselev P, Scott G, O’Sullivan MJ, et al. Reduction of 
maternal-infant transmission of human immunodeficiency virus type 1 with zidovudine 
treatment. Pediatric AIDS Clinical Trials Group Protocol 076 Study Group. N Engl J Med. 1994 
Nov 3;331(18):1173–80.  

45.  Rubinstein A, Sicklick M, Gupta A, Bernstein L, Klein N, Rubinstein E, et al. Acquired 
Immunodeficiency With Reversed T4/T8 Ratios in Infants Born to Promiscuous and Drug-
Addicted Mothers. JAMA J Am Med Assoc. American Medical Association; 1983 May 



Appendix C 

108 
 

6;249(17):2350.  
46.  Scott GB, Buck BE, Leterman JG, Bloom FL, Parks WP. Acquired immunodeficiency syndrome 

in infants. N Engl J Med. 1984 Jan 12;310(2):76–81.  

47.  The working group on mother ro child transmission. Rates of mother-to-child transmission of 
HIV-1 in Africa, America, and Europe: results from 13 perinatal studies. The Working Group on 
Mother-To-Child Transmission of HIV. J Acquir Immune Defic Syndr Hum Retrovirol. 1995 Apr 
15;8(5):506–10.  

48.  Rouzioux C, Costagliola D, Burgard M, Blanche S, Mayaux MJ, Griscelli C, et al. Timing of 
mother-to-child HIV-1 transmission depends on maternal status. The HIV Infection in 
Newborns French Collaborative Study Group. AIDS. 1993 Nov;7 Suppl 2:S49-52.  

49.  Tess BH, Rodrigues LC, Newell ML, Dunn DT, Lago TD. Breastfeeding, genetic, obstetric and 
other risk factors associated with mother-to-child transmission of HIV-1 in Sao Paulo State, 
Brazil. Sao Paulo Collaborative Study for Vertical Transmission of HIV-1. AIDS. 1998 Mar 
26;12(5):513–20.  

50.  Coovadia HM, Rollins NC, Bland RM, Little K, Coutsoudis A, Bennish ML, et al. Mother-to-child 
transmission of HIV-1 infection during exclusive breastfeeding in the first 6 months of life: an 
intervention cohort study. Lancet (London, England). Elsevier; 2007 Mar 31;369(9567):1107–
16.  

51.  Nduati R, John G, Mbori-Ngacha D, Richardson B, Overbaugh J, Mwatha A, et al. Effect of 
breastfeeding and formula feeding on transmission of HIV-1: a randomized clinical trial. JAMA. 
2000 Mar 1;283(9):1167–74.  

52.  Ioannidis JP, Abrams EJ, Ammann A, Bulterys M, Goedert JJ, Gray L, et al. Perinatal 
transmission of human immunodeficiency virus type 1 by pregnant women with RNA virus 
loads <1000 copies/ml. J Infect Dis. 2001 Feb 15;183(4):539–45.  

53.  Kuhn L, Bobat R, Coutsoudis A, Moodley D, Coovadia HM, Tsai WY, et al. Cesarean deliveries 
and maternal-infant HIV transmission: results from a prospective study in South Africa. J 
Acquir Immune Defic Syndr Hum Retrovirol. 1996 Apr 15;11(5):478–83.  

54.  Elective caesarean-section versus vaginal delivery in prevention of vertical HIV-1 transmission: 
a randomised clinical trial. Lancet (London, England). 1999 Mar 27;353(9158):1035–9.  

55.  Maternal viral load and vertical transmission of HIV-1: an important factor but not the only 
one. The European Collaborative Study. AIDS. 1999 Jul 30;13(11):1377–85.  

56.  The mode of delivery and the risk of vertical transmission of human immunodeficiency virus 
type 1--a meta-analysis of 15 prospective cohort studies. The International Perinatal HIV 
Group. N Engl J Med. 1999 Apr 1;340(13):977–87.  

57.  UNAIDS. Paediatric HIV infection and AIDS. 2002.  
58.  Berer M. Reducing perinatal HIV transmission in developing countries through antenatal and 

delivery care, and breastfeeding: supporting infant survival by supporting women’s survival. 
Bull World Health Organ. World Health Organization; 1999;77(11):871–7.  

59.  Jackson JB, Musoke P, Fleming T, Guay LA, Bagenda D, Allen M, et al. Intrapartum and neonatal 
single-dose nevirapine compared with zidovudine for prevention of mother-to-child 
transmission of HIV-1 in Kampala, Uganda: 18-month follow-up of the HIVNET 012 randomised 
trial. Lancet (London, England). 2003 Sep 13;362(9387):859–68.  

60.  Guay LA, Musoke P, Fleming T, Bagenda D, Allen M, Nakabiito C, et al. Intrapartum and 
neonatal single-dose nevirapine compared with zidovudine for prevention of mother-to-child 
transmission of HIV-1 in Kampala, Uganda: HIVNET 012 randomised trial. Lancet (London, 
England). 1999 Sep 4;354(9181):795–802.  

61.  Perez F, Mukotekwa T, Miller A, Orne-Gliemann J, Glenshaw M, Chitsike I, et al. Implementing 
a rural programme of prevention of mother-to-child transmission of HIV in Zimbabwe: first 18 
months of experience. Trop Med Int Health. 2004 Jul;9(7):774–83.  

62.  Shetty AK, Mhazo M, Moyo S, von Lieven A, Mateta P, Katzenstein DA, et al. The feasibility of 
voluntary counselling and HIV testing for pregnant women using community volunteers in 
Zimbabwe. Int J STD AIDS. 2005 Nov;16(11):755–9.  



Appendix C 

109 
 

63.  Chandisarewa W, Stranix-Chibanda L, Chirapa E, Miller A, Simoyi M, Mahomva A, et al. Routine 
offer of antenatal HIV testing (“opt-out” approach) to prevent mother-to-child transmission 
of HIV in urban Zimbabwe. Bull World Health Organ. 2007 Nov;85(11):843–50.  

64.  Wind-Rotolo M, Durand C, Cranmer L, Reid A, Martinson N, Doherty M, et al. Identification of 
nevirapine-resistant HIV-1 in the latent reservoir after single-dose nevirapine to prevent 
mother-to-child transmission of HIV-1. J Infect Dis. 2009 May 1;199(9):1301–9.  

65.  Cohen MS, Chen YQ, McCauley M, Gamble T, Hosseinipour MC, Kumarasamy N, et al. 
Prevention of HIV-1 infection with early antiretroviral therapy. N Engl J Med. NIH Public 
Access; 2011 Aug 11;365(6):493–505.  

66.  World Health Organisation. Use of Antiretroviral Drugs for Treating Pregnant Women and 
Preventing HIV Infection in Infants. 2012;  

67.  UNAIDS. CHILDREN AND HIV Fact sheet [Internet]. 2016 [cited 2016 Sep 6]. Available from: 
http://www.unaids.org/sites/default/files/media_asset/FactSheet_Children_en.pdf 

68.  Ferrand RA. Gaps in the Early Infant Diagnosis cascade in a high HIV prevalence setting. Public 
Heal action. The International Union Against Tuberculosis and Lung Disease; 2017 Jun 
21;7(2):78.  

69.  Spira R, Lepage P, Msellati P, Van De Perre P, Leroy V, Simonon A, et al. Natural history of 
human immunodeficiency virus type 1 infection in children: a five-year prospective study in 
Rwanda. Mother-to-Child HIV-1 Transmission Study Group. Pediatrics. 1999 Nov;104(5):e56.  

70.  Ogunbosi BO, Oladokun RE, Brown BJ, Osinusi KI. Prevalence and clinical pattern of paediatric 
HIV infection at the University College Hospital, Ibadan, Nigeria: a prospective cross-sectional 
study. Ital J Pediatr. 2011 Jan;37:29.  

71.  Thea DM, St Louis ME, Atido U, Kanjinga K, Kembo B, Matondo M, et al. A prospective study 
of diarrhea and HIV-1 infection among 429 Zairian infants. N Engl J Med. 1993 Dec 
2;329(23):1696–702.  

72.  Lobato MN, Caldwell MB, Ng P, Oxtoby MJ. Encephalopathy in children with perinatally 
acquired human immunodeficiency virus infection. Pediatric Spectrum of Disease Clinical 
Consortium. J Pediatr. 1995 May;126(5 Pt 1):710–5.  

73.  Ferrand RA, Luethy R, Bwakura F, Mujuru H, Miller RF, Corbett EL. HIV infection presenting in 
older children and adolescents: a case series from Harare, Zimbabwe. Clin Infect Dis. 2007 Mar 
15;44(6):874–8.  

74.  Marston M, Zaba B, Salomon JA, Brahmbhatt H, Bagenda D. Estimating the net effect of HIV 
on child mortality in African populations affected by generalized HIV epidemics. J Acquir 
Immune Defic Syndr. 2005 Feb 1;38(2):219–27.  

75.  Stover J, Walker N, Grassly NC, Marston M. Projecting the demographic impact of AIDS and 
the number of people in need of treatment: updates to the Spectrum projection package. Sex 
Transm Infect. 2006 Jun;82 Suppl 3:iii45-50.  

76.  Ferrand RA, Corbett EL, Wood R, Hargrove J, Ndhlovu CE, Cowan FM, et al. AIDS among older 
children and adolescents in Southern Africa: projecting the time course and magnitude of the 
epidemic. AIDS. 2009 Sep 24;23(15):2039–46.  

77.  Warszawski J, Lechenadec J, Faye A, Dollfus C, Firtion G, Meyer L, et al. Long-term 
nonprogression of HIV infection in children: evaluation of the ANRS prospective French 
Pediatric Cohort. Clin Infect Dis. 2007 Sep 15;45(6):785–94.  

78.  Eaton JW, Garnett GP, Takavarasha FR, Mason PR, Robertson L, Schumacher CM, et al. 
Increasing adolescent HIV prevalence in Eastern Zimbabwe--evidence of long-term survivors 
of mother-to-child transmission? PLoS One. 2013 Jan;8(8):e70447.  

79.  Marston M, Becquet R, Zaba B, Moulton LH, Gray G, Coovadia H, et al. Net survival of 
perinatally and postnatally HIV-infected children: a pooled analysis of individual data from 
sub-Saharan Africa. Int J Epidemiol. 2011 Apr;40(2):385–96.  

80.  Richardson BA, Mbori-Ngacha D, Lavreys L, John-Stewart GC, Nduati R, Panteleeff DD, et al. 
Comparison of human immunodeficiency virus type 1 viral loads in Kenyan women, men, and 
infants during primary and early infection. J Virol. 2003 Jun;77(12):7120–3.  



Appendix C 

110 
 

81.  Medicine N, Policy Advisory Committee T, Aids T, Directorate T, of Health M, Care C. Guidelines 
for Antiretroviral Therapy Guidelines for Antiretroviral Therapy for the Prevention and 
Treatment of HIV in Zimbabwe Guidelines for Antiretroviral Therapy for the Prevention and 
Treatment of HIV in Zimbabwe, 2013. 2013.  

82.  Gsponer T, Weigel R, Davies M-A, Bolton C, Moultrie H, Vaz P, et al. Variability of growth in 
children starting antiretroviral treatment in southern Africa. Pediatrics. 2012 Oct;130(4):e966-
77.  

83.  Sutcliffe CG, van Dijk JH, Munsanje B, Hamangaba F, Sinywimaanzi P, Thuma PE, et al. Weight 
and height z-scores improve after initiating ART among HIV-infected children in rural Zambia: 
a cohort study. BMC Infect Dis. 2011 Jan;11:54.  

84.  de Martino M, Tovo PA, Galli L, Gabiano C, Chiarelli F, Zappa M, et al. Puberty in perinatal HIV-
1 infection: a multicentre longitudinal study of 212 children. AIDS. 2001 Aug 17;15(12):1527–
34.  

85.  Buchacz K, Rogol AD, Lindsey JC, Wilson CM, Hughes MD, Seage GR, et al. Delayed onset of 
pubertal development in children and adolescents with perinatally acquired HIV infection. J 
Acquir Immune Defic Syndr. 2003 May 1;33(1):56–65.  

86.  Miller RF, Kaski JP, Hakim J, Matenga J, Nathoo K, Munyati S, et al. Cardiac disease in 
adolescents with delayed diagnosis of vertically acquired HIV infection. Clin Infect Dis. 2013 
Feb;56(4):576–82.  

87.  Ferrand RA, Desai SR, Hopkins C, Elston CM, Copley SJ, Nathoo K, et al. Chronic lung disease in 
adolescents with delayed diagnosis of vertically acquired HIV infection. Clin Infect Dis. 2012 
Jul;55(1):145–52.  

88.  Jeena PM, Coovadia HM, Thula SA, Blythe D, Buckels NJ, Chetty R. Persistent and chronic lung 
disease in HIV-1 infected and uninfected African children. AIDS. 1998 Jul 9;12(10):1185–93.  

89.  Siegfried N, Uthman OA, Rutherford GW. Optimal time for initiation of antiretroviral therapy 
in asymptomatic, HIV-infected, treatment-naive adults. In: Siegfried N, editor. Cochrane 
Database of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2010. p. CD008272.  

90.  Danel C, Moh R, Gabillard D, Badje A, Le Carrou J, Ouassa T, et al. A Trial of Early Antiretrovirals 
and Isoniazid Preventive Therapy in Africa. N Engl J Med. 2015 Jul 20;373(9):808–22.  

91.  World Health Organisation. Antiretroviral Therapy for HIV infection in Infants and Children: 
Towards Universal Access HIV/AIDS Programme. 2010.  

92.  Schomaker M, Egger M, Ndirangu J, Phiri S, Moultrie H, Technau K, et al. When to Start 
Antiretroviral Therapy in Children Aged 2–5 Years: A Collaborative Causal Modelling Analysis 
of Cohort Studies from Southern Africa. Deeks SG, editor. PLoS Med. 2013 Nov 
19;10(11):e1001555.  

93.  Puthanakit T, Saphonn V, Ananworanich J, Kosalaraksa P, Hansudewechakul R, Vibol U, et al. 
Early versus deferred antiretroviral therapy for children older than 1 year infected with HIV 
(PREDICT): a multicentre, randomised, open-label trial. Lancet Infect Dis. 2012 
Dec;12(12):933–41.  

94.  Nahirya-Ntege P, Cook A, Vhembo T, Opilo W, Namuddu R, Katuramu R, et al. Young HIV-
infected children and their adult caregivers prefer tablets to syrup antiretroviral medications 
in Africa. PLoS One. Public Library of Science; 2012;7(5):e36186.  

95.  Neely MN, Rakhmanina NY. Pharmacokinetic targets of antiretroviral therapy in children and 
adolescents. J Pediatr Neonatal Individ Med. 2013;2(2):2281–692.  

96.  Menson EN, Walker AS, Sharland M, Wells C, Tudor-Williams G, Riordan FAI, et al. Underdosing 
of antiretrovirals in UK and Irish children with HIV as an example of problems in prescribing 
medicines to children, 1997-2005: cohort study. BMJ. 2006 May 20;332(7551):1183–7.  

97.  Ndiaye M, Nyasulu P, Nguyen H, Lowenthal ED, Gross R, Mills EJ, et al. Risk factors for 
suboptimal antiretroviral therapy adherence in HIV-infected adolescents in Gaborone, 
Botswana: a pilot cross-sectional study. Patient Prefer Adherence. 2013 Jan;7:891–5.  

98.  Nyamukapa CA, Gregson S, Lopman B, Saito S, Watts HJ, Monasch R, et al. HIV-associated 
orphanhood and children’s psychosocial distress: theoretical framework tested with data 



Appendix C 

111 
 

from Zimbabwe. Am J Public Health. American Public Health Association; 2008 Jan;98(1):133–
41.  

99.  Mavhu W, Berwick J, Chirawu P, Makamba M, Copas A, Dirawo J, et al. Enhancing psychosocial 
support for HIV positive adolescents in Harare, Zimbabwe. PLoS One. 2013 Jan;8(7):e70254.  

100.  Kimani-Murage EW, Manderson L, Norris SA, Kahn K. “It’s my secret”: barriers to paediatric 
HIV treatment in a poor rural South African setting. AIDS Care. Taylor & Francis; 
2013;25(6):744–7.  

101.  Vreeman RC, Nyandiko WM, Ayaya SO, Walumbe EG, Marrero DG, Inui TS. The perceived 
impact of disclosure of pediatric HIV status on pediatric antiretroviral therapy adherence, child 
well-being, and social relationships in a resource-limited setting. AIDS Patient Care STDS. 2010 
Oct;24(10):639–49.  

102.  Johnson LF, Davies M-A, Moultrie H, Sherman GG, Bland RM, Rehle TM, et al. The Effect of 
Early Initiation of Antiretroviral Treatment in Infants on Pediatric AIDS Mortality in South 
Africa. Pediatr Infect Dis J. 2012 May;31(5):474–80.  

103.  World Health Organisation. Coming to terms with HIV in adolescence [Internet]. WHO. World 
Health Organization; 2013 [cited 2017 Aug 30]. Available from: 
http://www.who.int/features/2013/adolescents-hiv/en/ 

104.  Gilks CF, Crowley S, Ekpini R, Gove S, Perriens J, Souteyrand Y, et al. The WHO public-health 
approach to antiretroviral treatment against HIV in resource-limited settings. Lancet. 2006 
Aug 5;368(9534):505–10.  

105.  Bedelu M, Ford N, Hilderbrand K, Reuter H. Implementing Antiretroviral Therapy in Rural 
Communities: The Lusikisiki Model of Decentralized HIV/AIDS Care. J Infect Dis. 2007 
Dec;196(s3):S464–8.  

106.  Cohen R, Lynch S, Bygrave H, Eggers E, Vlahakis N, Hilderbrand K, et al. Antiretroviral 
treatment outcomes from a nurse-driven, community-supported HIV/AIDS treatment 
programme in rural Lesotho: observational cohort assessment at two years. J Int AIDS Soc. 
2009;12(1):23.  

107.  Hagströmer O, Lundstedt L, Balcha TT, Björkman P. Decentralised paediatric HIV care in 
Ethiopia: a comparison between outcomes of patients managed in health centres and in a 
hospital clinic. Glob Health Action. 2013 Nov 11;6:22274.  

108.  UNAIDS. Global AIDS Response Progress Report 2015 [Internet]. 2015 [cited 2017 Aug 28]. 
Available from: 
http://www.unaids.org/sites/default/files/country/documents/ZWE_narrative_report_2015.
pdf 

109.  ZIMBABWE POPULATION-BASED HIV IMPACT ASSESSMENT ZIMPHIA 2015–2016 [Internet]. 
2016 [cited 2017 Jun 13]. Available from: http://phia.icap.columbia.edu/wp-
content/uploads/2016/11/ZIMBABWE-Factsheet.FIN_.pdf 

110.  UNAIDS. Zimbabwe AIDS Response Progress Report 2014. 2014.  

111.  UNAIDS. The Gap Report 2014 Children and Pregnant Women living with HIV. 2014.  
112.  Organisation WH. Guidance on Provider-Initiated HIV testing and Counselling in Health 

Facilities HIV/AIDS Programme WHO Library Cataloguing-in-Publication Data Guidance on 
provider-initiated HIV testing and counselling in health facilities. 2007.  

113.  World Bank. GDP per capita (current US$) | Data [Internet]. [cited 2018 Feb 5]. Available from: 
https://data.worldbank.org/indicator/NY.GDP.PCAP.CD?end=2016&locations=ZW&start=20
10 

114.  UNAIDS. AIDS by the numbers 2015 | UNAIDS [Internet]. 2015 [cited 2016 Jan 27]. Available 
from: http://www.unaids.org/en/resources/documents/2015/AIDS_by_the_numbers_2015 

115.  Mokgatle MM, Madiba S. The burden of disease on HIV-infected orphaned and non-orphaned 
children accessing primary health facilities in a rural district with poor resources in South 
Africa: a cross-sectional survey of primary caregivers of HIV-infected children aged 5-18 years. 
Infect Dis poverty. 2015 Jan;4:18.  

116.  Siegfried N, Davies M-A, Penazzato M, Muhe LM, Egger M. Optimal time for initiating 



Appendix C 

112 
 

antiretroviral therapy (ART) in HIV-infected, treatment-naive children aged 2 to 5 years old. 
Cochrane database Syst Rev. 2013 Jan;10:CD010309.  

117.  Geneva: World Health Organization; 2015. Guideline on when to start Antiretroviral therapy 
and on pre-exposure prophylaxis for HIV [Internet]. 2015 [cited 2016 Jan 18]. Available from: 
http://apps.who.int/iris/bitstream/10665/186275/1/9789241509565_eng.pdf?ua=1 

118.  Devendra A, Makawa A, Kazembe PN, Calles NR, Kuper H. HIV and childhood disability: a case-
controlled study at a paediatric antiretroviral therapy centre in Lilongwe, Malawi. PLoS One. 
2013 Jan;8(12):e84024.  

119.  Geneva: World Health Organization; 2008. Integrated Management of Childhood Illness for 
High HIV Settings [Internet]. [cited 2015 Sep 24]. Available from: 
http://www.ncbi.nlm.nih.gov/pubmed/?term=23805440 

120.  Geneva: World Health Organization; 2005. Interim WHO Clinical Staging of HIV/AIDS and 
HIV/AIDS Case Defintions for Surveillance [Internet]. [cited 2015 Jun 12]. Available from: 
http://www.who.int/hiv/pub/guidelines/clinicalstaging.pdf 

121.  Geneva: World Health Organization; 2013. Systematic Screening for Active Tuberculosis: 
Principles and Recommendations - PubMed - NCBI [Internet]. [cited 2015 Sep 28]. Available 
from: http://www.ncbi.nlm.nih.gov/pubmed/25996015 

122.  World Health Organsiation. Antiretroviral therapy for HIV infection in adults and adolescents 
[Internet]. World Health Organization; 2011 [cited 2017 Jun 26]. Available from: 
http://www.who.int/hiv/pub/arv/adult2010/en/ 

123.  Tanner JM. Normal growth and techniques of growth assessment. Clin Endocrinol Metab. 
1986 Aug;15(3):411–51.  

124.  Bradley J, Howard J, Wallace E, Elborn S. Validity of a modified shuttle test in adult cystic 
fibrosis. Thorax. 1999 May;54(5):437–9.  

125.  Stenton C. The MRC breathlessness scale. Occup Med (Lond). 2008 May 1;58(3):226–7.  

126.  Crapo RO, Casaburi R, Coates AL, Enright PL, Hankinson JL, Irvin CG, et al. Guidelines for 
methacholine and exercise challenge testing-1999. This official statement of the American 
Thoracic Society was adopted by the ATS Board of Directors, July 1999. Am J Respir Crit Care 
Med. 2000 Jan;161(1):309–29.  

127.  CDC - National Center for Health Statistics.  
128.  Quanjer PH, Stanojevic S, Cole TJ, Baur X, Hall GL, Culver BH, et al. Multi-ethnic reference 

values for spirometry for the 3-95-yr age range: the global lung function 2012 equations. Eur 
Respir J. 2012 Dec;40(6):1324–43.  

129.  Cole TJ, Freeman J V, Preece MA. British 1990 growth reference centiles for weight, height, 
body mass index and head circumference fitted by maximum penalized likelihood. Stat Med. 
1998 Feb 28;17(4):407–29.  

130.  Lepage P, Msellati P, Hitimana DG, Bazubagira A, Van Goethem C, Simonon A, et al. Growth of 
human immunodeficiency type 1-infected and uninfected children: a prospective cohort study 
in Kigali, Rwanda, 1988 to 1993. Pediatr Infect Dis J. 1996 Jun;15(6):479–85.  

131.  Jesson J, Koumakpaï S, Diagne NR, Amorissani-Folquet M, Kouéta F, Aka A, et al. Effect of Age 
at Antiretroviral Therapy Initiation on Catch-up Growth Within the First 24 Months Among 
HIV-infected Children in the IeDEA West African Pediatric Cohort. Pediatr Infect Dis J. 2015 
Jul;34(7):e159-68.  

132.  Laughton B, Cornell M, Boivin M, Van Rie A. Neurodevelopment in perinatally HIV-infected 
children: a concern for adolescence. J Int AIDS Soc. 2013 Jan;16:18603.  

133.  Puthanakit T, Ananworanich J, Vonthanak S, Kosalaraksa P, Hansudewechakul R, van der Lugt 
J, et al. Cognitive function and neurodevelopmental outcomes in HIV-infected Children older 
than 1 year of age randomized to early versus deferred antiretroviral therapy: the PREDICT 
neurodevelopmental study. Pediatr Infect Dis J. 2013 May;32(5):501–8.  

134.  Drummond MB, Kirk GD. HIV-associated obstructive lung diseases: insights and implications 
for the clinician. Lancet Respir Med. 2014 Jul;2(7):583–92.  

135.  Sharland M, Gibb DM, Holland F. Respiratory morbidity from lymphocytic interstitial 



Appendix C 

113 
 

pneumonitis (LIP) in vertically acquired HIV infection. Arch Dis Child. 1997 Apr;76(4):334–6.  
136.  Lynch JP, Weigt SS, DerHovanessian A, Fishbein MC, Gutierrez A, Belperio JA. Obliterative 

(constrictive) bronchiolitis. Semin Respir Crit Care Med. Thieme Medical Publishers; 2012 Oct 
21;33(5):509–32.  

137.  Lowe S, Ferrand RA, Morris-Jones R, Salisbury J, Mangeya N, Dimairo M, et al. Skin disease 
among human immunodeficiency virus-infected adolescents in Zimbabwe: a strong indicator 
of underlying HIV infection. Pediatr Infect Dis J. 2010 Apr;29(4):346–51.  

138.  Lee KC, Risser J, Bercovitch L. What is the evidence for effective treatments of acquired 
epidermodysplasia verruciformis in HIV-infected patients? Arch Dermatol. American Medical 
Association; 2010 Aug 16;146(8):903–5.  

139.  Shroufi A, Gunguwo H, Dixon M, Nyathi M, Ndebele W, Saint-Sauveur J-F, et al. HIV-infected 
adolescents in southern Africa can achieve good treatment outcomes: results from a 
retrospective cohort study. AIDS. 2013 Jul 31;27(12):1971–8.  

140.  Lundgren JD, Babiker AG, Gordin F, Emery S, Grund B, Sharma S, et al. Initiation of 
Antiretroviral Therapy in Early Asymptomatic HIV Infection. N Engl J Med. 2015 Jul 
20;373(9):795–807.  

141.  Sibanda EL, Weller IVD, Hakim JG, Cowan FM. The magnitude of loss to follow-up of HIV-
exposed infants along the prevention of mother-to-child HIV transmission continuum of care: 
a systematic review and meta-analysis. AIDS. 2013 Nov 13;27(17):2787–97.  

142.  Govindasamy D, Ferrand RA, Wilmore SMS, ford N, Ahmed S, Afnan-Holmes H KK. Uptake and 
yield of HIV testing and counselling among children and adolescents in sub-Saharan Africa: A 
systematic review. JIAS.  

143.  Kranzer K, Meghji J, Bandason T, Dauya E, Mungofa S, Busza J, et al. Barriers to Provider-
Initiated Testing and Counselling for Children in a High HIV Prevalence Setting: A Mixed 
Methods Study. Mofenson LM, editor. PLoS Med. Public Library of Science; 2014 May 
27;11(5):e1001649.  

144.  UNAIDS. Zimbabwe | UNAIDS [Internet]. 2015. Available from: 
http://www.unaids.org/en/regionscountries/countries/zimbabwe 

145.  Haour-Knipe M. Families, children, migration and AIDS. AIDS Care. 2009 Aug;21(sup1):43–8.  

146.  Busza J, Strode A, Dauya E, Ferrand RA. Falling through the gaps: how should HIV programmes 
respond to families that persistently deny treatment to children? J Int AIDS Soc. 
2016;19(1):20789.  

147.  Domek GJ. Social consequences of antiretroviral therapy: preparing for the unexpected 
futures of HIV-positive children. Lancet (London, England). 2006 Apr 22;367(9519):1367–9.  

148.  Mweemba M, Musheke MM, Michelo C, Halwiindi H, Mweemba O, Zulu JM. “When am I going 
to stop taking the drug?” Enablers, barriers and processes of disclosure of HIV status by 
caregivers to adolescents in a rural district in Zambia. BMC Public Health. 2015 Jan;15(1):1028.  

149.  Kidia KK, Mupambireyi Z, Cluver L, Ndhlovu CE, Borok M, Ferrand RA. HIV status disclosure to 
perinatally-infected adolescents in Zimbabwe: a qualitative study of adolescent and 
healthcare worker perspectives. PLoS One. 2014 Jan;9(1):e87322.  

150.  Arrivé E, Dicko F, Amghar H, Aka AE, Dior H, Bouah B, et al. HIV status disclosure and retention 
in care in HIV-infected adolescents on antiretroviral therapy (ART) in West Africa. PLoS One. 
2012 Jan;7(3):e33690.  

151.  World Health Organization; Guideline on HIV disclosure counselling for children up to 12 years 
of age [Internet]. 2011 [cited 2015 Nov 6]. Available from: 
http://apps.who.int/iris/bitstream/10665/44777/1/9789241502863_eng.pdf 

152.  Vreeman RC, Scanlon ML, Mwangi A, Turissini M, Ayaya SO, Tenge C, et al. A cross-sectional 
study of disclosure of HIV status to children and adolescents in western Kenya. PLoS One. 
Public Library of Science; 2014 Jan 27;9(1):e86616.  

153.  Tadesse BT, Foster BA, Berhan Y. Cross Sectional Characterization of Factors Associated with 
Pediatric HIV Status Disclosure in Southern Ethiopia. PLoS One. 2015 Jan;10(7):e0132691.  

154.  Mandalazi P, Bandawe C, Umar E. HIV Disclosure: Parental dilemma in informing HIV infected 



Appendix C 

114 
 

Children about their HIV Status in Malawi. Malawi Med J. 2014 Dec;26(4):101–4.  
155.  Madiba S. The impact of fear, secrecy, and stigma on parental disclosure of HIV status to 

children: a qualitative exploration with HIV positive parents attending an ART clinic in South 
Africa. Glob J Health Sci. 2013 Mar;5(2):49–61.  

156.  Kidman R, Anglewicz P. Are adolescent orphans more likely to be HIV-positive? A pooled data 
analyses across 19 countries in sub-Saharan Africa. J Epidemiol Community Health. 2016 
Aug;70(8):791–7.  

157.  Skovdal M, Campbell C, Madanhire C, Nyamukapa C, Gregson S. Challenges faced by elderly 
guardians in sustaining the adherence to antiretroviral therapy in HIV-infected children in 
Zimbabwe. AIDS Care. Taylor & Francis; 2011 Aug;23(8):957–64.  

158.  Kiwanuka J, Mulogo E, Haberer JE. Caregiver perceptions and motivation for disclosing or 
concealing the diagnosis of HIV infection to children receiving HIV care in Mbarara, Uganda: a 
qualitative study. PLoS One. 2014;9(3):e93276.  

159.  Mburu G, Hodgson I, Kalibala S, Haamujompa C, Cataldo F, Lowenthal ED, et al. Adolescent 
HIV disclosure in Zambia: barriers, facilitators and outcomes. J Int AIDS Soc. 2014 
Jan;17:18866.  

160.  Battles HB, Wiener LS. From adolescence through young adulthood: psychosocial adjustment 
associated with long-term survival of HIV. J Adolesc Health. 2002 Mar;30(3):161–8.  

161.  Hallett TB, Lewis JJC, Lopman BA, Nyamukapa CA, Mushati P, Wambe M, et al. Age at first sex 
and HIV infection in rural Zimbabwe. Stud Fam Plann. 2007 Mar;38(1):1–10.  

162.  Pettifor AE, van der Straten A, Dunbar MS, Shiboski SC, Padian NS. Early age of first sex: a risk 
factor for HIV infection among women in Zimbabwe. AIDS. 2004 Jul 2;18(10):1435–42.  

163.  Waugh S. Parental views on disclosure of diagnosis to their HIV-positive children. AIDS Care. 
2003 Apr;15(2):169–76.  

164.  Kiwanuka J, Mulogo E, Haberer JE. Caregiver perceptions and motivation for disclosing or 
concealing the diagnosis of HIV infection to children receiving HIV care in Mbarara, Uganda: a 
qualitative study. PLoS One. 2014 Jan;9(3):e93276.  

165.  Mupambireyi Z, Bernays S, Bwakura-Dangarembizi M, Cowan FM. “I don’t feel shy because I 
will be among others who are just like me…”: The role of support groups for children 
perinatally infected with HIV in Zimbabwe. Child Youth Serv Rev. 2014 Oct;45:106–13.  

166.  O’Malley G, Beima-Sofie K, Feris L, Shepard-Perry M, Hamunime N, John-Stewart G, et al. “If I 
take my medicine, I will be strong: ” Evaluation of a pediatric HIV disclosure intervention in 
Namibia. J Acquir Immune Defic Syndr. 2015 Oct 7;  

167.  Blasini I, Chantry C, Cruz C, Ortiz L, Salabarría I, Scalley N, et al. Disclosure model for pediatric 
patients living with HIV in Puerto Rico: design, implementation, and evaluation. J Dev Behav 
Pediatr. 2004 Jun;25(3):181–9.  

168.  Madiba S, Mokgatle M. Health care workers’ perspectives about disclosure to HIV-infected 
children; cross-sectional survey of health facilities in Gauteng and Mpumalanga provinces, 
South Africa. PeerJ. 2015;3:e893.  

169.  UNAIDS. On the fast track to an AIDS free generation. 2016.  

170.  Chan AK, Ford D, Namata H, Muzambi M, Nkhata MJ, Abongomera G, et al. The Lablite project: 
a cross-sectional mapping survey of decentralized HIV service provision in Malawi, Uganda 
and Zimbabwe. BMC Health Serv Res. 2014 Aug 19;14:352.  

171.  van Dijk JH, Sutcliffe CG, Munsanje B, Hamangaba F, Thuma PE, Moss WJ. Barriers to the care 
of HIV-infected children in rural Zambia: a cross-sectional analysis. BMC Infect Dis. 2009 
Jan;9:169.  

172.  van Dijk JH, Moss WJ, Hamangaba F, Munsanje B, Sutcliffe CG. Scaling-up access to 
antiretroviral therapy for children: a cohort study evaluating care and treatment at mobile 
and hospital-affiliated HIV clinics in rural Zambia. PLoS One. 2014 Jan;9(8):e104884.  

173.  Vermund SH, Blevins M, Moon TD, José E, Moiane L, Tique JA, et al. Poor Clinical Outcomes 
for HIV Infected Children on Antiretroviral Therapy in Rural Mozambique: Need for Program 
Quality Improvement and Community Engagement. Dowdy DW, editor. PLoS One. Public 



Appendix C 

115 
 

Library of Science; 2014 Jan;9(10):e110116.  
174.  Fairall L, Bachmann MO, Lombard C, Timmerman V, Uebel K, Zwarenstein M, et al. Task 

shifting of antiretroviral treatment from doctors to primary-care nurses in South Africa 
(STRETCH): a pragmatic, parallel, cluster-randomised trial. Lancet. 2012 Sep 8;380(9845):889–
98.  

175.  Bemelmans M, van den Akker T, Ford N, Philips M, Zachariah R, Harries A, et al. Providing 
universal access to antiretroviral therapy in Thyolo, Malawi through task shifting and 
decentralization of HIV/AIDS care. Trop Med Int Health. 2010 Dec;15(12):1413–20.  

176.  Penazzato M, Davies M-A, Apollo T, Negussie E, Ford N. Task shifting for the delivery of 
pediatric antiretroviral treatment: a systematic review. J Acquir Immune Defic Syndr. 2014 Apr 
1;65(4):414–22.  

177.  Grimsrud A, Bygrave H, Doherty M, Ehrenkranz P, Ellman T, Ferris R, et al. Reimagining HIV 
service delivery: the role of differentiated care from prevention to suppression. J Int AIDS Soc. 
2016;19(1):21484.  

178.  Ministry of Health and Child Care Z. Operational and Service Delivery Manual for the 
Prevention, Care and Treatment of HIV in Zimbabwe. 2017.  

179.  Kredo T, Ford N, Adeniyi FB, Garner P. Decentralising HIV treatment in lower- and middle-
income countries. Cochrane database Syst Rev. 2013 Jun 27;(6):CD009987.  

180.  Kredo T, Adeniyi FB, Bateganya M, Pienaar ED. Task shifting from doctors to non-doctors for 
initiation and maintenance of antiretroviral therapy. In: Kredo T, editor. Cochrane Database 
of Systematic Reviews. Chichester, UK: John Wiley & Sons, Ltd; 2014.  

181.  Salou M, Dagnra AY, Butel C, Vidal N, Serrano L, Takassi E, et al. High rates of virological failure 
and drug resistance in perinatally HIV-1-infected children and adolescents receiving lifelong 
antiretroviral therapy in routine clinics in Togo. J Int AIDS Soc. The International AIDS Society; 
2016;19(1):20683.  

182.  Abuogi LL, Smith C, McFarland EJ. Retention of HIV-Infected Children in the First 12 Months of 
Anti-Retroviral Therapy and Predictors of Attrition in Resource Limited Settings: A Systematic 
Review. PLoS One. 2016;11(6):e0156506.  

183.  Agwu AL, Fairlie L. Antiretroviral treatment, management challenges and outcomes in 
perinatally HIV-infected adolescents. J Int AIDS Soc. 2013 Jan;16:18579.  

184.  Auld AF, Nuwagaba-Biribonwoha H, Azih C, Kamiru H, Baughman AL, Agolory S, et al. 
Decentralizing Access to Antiretroviral Therapy for Children Living with HIV in Swaziland. 
Pediatr Infect Dis J. 2016 Aug;35(8):886–93.  

185.  PACTR Registry [Internet]. [cited 2017 Jun 8]. Available from: 
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?dar=true&tNo=PACTR20121
2000442288 

186.  National Institute of Allergy and Infectious Diseases, National Institutes of Health, US 
Department of Health and Human Services. Division of AIDS (DAIDS) Table for Grading the 
Severity of Adult and Pediatric Adverse Events. 2014.  

187.  Rosen S, Fox MP, Gill CJ. Patient Retention in Antiretroviral Therapy Programs in Sub-Saharan 
Africa: A Systematic Review. Sepulveda-Amor J, editor. PLoS Med. 2007 Oct 16;4(10):e298.  

188.  Vogt F, Kalenga L, Lukela J, Salumu F, Diallo I, Nico E, et al. Decentralizing ART supply for stable 
HIV patients to community-based distribution centres. JAIDS J Acquir Immune Defic Syndr. 
2016 Oct 24;1.  

189.  Rosen S, Fox MP. Retention in HIV Care between Testing and Treatment in Sub-Saharan Africa: 
A Systematic Review. Bartlett J, editor. PLoS Med. 2011 Jul 19;8(7):e1001056.  

190.  Makadzange AT, Higgins-Biddle M, Chimukangara B, Birri R, Gordon M, Mahlanza T, et al. 
Clinical, Virologic, Immunologic outcomes and emerging HIV Drug resistance patterns in 
children and adolescents in public ART Care in Zimbabwe. PLoS One. 2015;10(12).  

191.  Ferrand RA, Briggs D, Ferguson J, Penazzato M, Armstrong A, MacPherson P, et al. Viral 
suppression in adolescents on antiretroviral treatment: review of the literature and critical 
appraisal of methodological challenges. Trop Med Int Health. Wiley-Blackwell; 2016 



Appendix C 

116 
 

Mar;21(3):325–33.  
192.  Boerma RS, Boender TS, Bussink AP, Calis JCJ, Bertagnolio S, Rinke de Wit TF, et al. Suboptimal 

Viral Suppression Rates Among HIV-Infected Children in Low- and Middle-Income Countries: 
A Meta-analysis. Clin Infect Dis. 2016 Dec 15;63(12):1645–54.  

193.  Rylance J, Mchugh G, Metcalfe J, Mujuru H, Nathoo K, Wilmore S, et al. Chronic lung disease 
in HIV-infected children established on antiretroviral therapy. AIDS. 2016 Sep 20;  

194.  Attia EF, Miller RF, Ferrand RA. Bronchiectasis and other chronic lung diseases in adolescents 
living with HIV. Curr Opin Infect Dis. 2016 Oct;1.  

195.  Bandason T, Mchugh G, Dauya E, Mungofa S, Munyati SM, Weiss HA, et al. Validation of a 
screening tool to identify older children living with HIV in primary care facilities in high HIV 
prevalence settings. AIDS. 2016;30(5).  

196.  Kouanda S, Meda IB, Nikiema L, Tiendrebeogo S, Doulougou B, Kaboré I, et al. Determinants 
and causes of mortality in HIV-infected patients receiving antiretroviral therapy in Burkina 
Faso: a five-year retrospective cohort study. AIDS Care. 2011 Dec 7;1–13.  

197.  Antiretroviral Therapy Cohort Collaboration TATC. Causes of death in HIV-1-infected patients 
treated with antiretroviral therapy, 1996-2006: collaborative analysis of 13 HIV cohort studies. 
Clin Infect Dis. Oxford University Press; 2010 May 15;50(10):1387–96.  

198.  Douek DC. Immune activation, HIV persistence, and the cure. Top Antivir Med. 
2013;21(4):128–32.  

199.  Szubert AJ, Musiime V, Bwakura-Dangarembizi M, Nahirya-Ntege P, Kekitiinwa A, Gibb DM, et 
al. Pubertal development in HIV-infected African children on first-line antiretroviral therapy. 
AIDS. 2015 Mar 13;29(5):609–18.  

200.  Scheibe FJB, Waiswa P, Kadobera D, Müller O, Ekström AM, Sarker M, et al. Effective coverage 
for antiretroviral therapy in a Ugandan district with a decentralized model of care. PLoS One. 
Public Library of Science; 2013;8(7):e69433.  

201.  Aderomilehin O, Hanciles-Amu A, Ozoya OO. Perspectives and Practice of HIV Disclosure to 
Children and Adolescents by Health-Care Providers and Caregivers in sub-Saharan Africa: A 
Systematic Review. Front public Heal. Frontiers Media SA; 2016;4:166.  

202.  Judd A, Sohn AH, Collins IJ. Interventions to improve treatment, retention and survival 
outcomes for adolescents with perinatal HIV-1 transitioning to adult care: moving on up. Curr 
Opin HIV AIDS. 2016 Sep;11(5):477–86.  

203.  MacPherson P, Munthali C, Ferguson J, Armstrong A, Kranzer K, Ferrand RA, et al. Service 
delivery interventions to improve adolescents’ linkage, retention and adherence to 
antiretroviral therapy and HIV care. Trop Med Int Heal. 2015 Aug;20(8):1015–32.  

204.  World Health Organisation. Constitution of the World Health Organisation. 2006.  
205.  Geneva: World Health Organization; 2007. WHO | Guidance on provider-initiated HIV testing 

and counselling in health facilities. World Health Organization; 2007;  

206.  Welfare M of H and C. Zimbabwe Guidelines for implementation of Provider-Initiated HIV 
Testing and Counselling [Internet]. 2007 [cited 2016 Mar 29]. Available from: 
http://www.who.int/hiv/topics/vct/ZIM_HIVTesting Guidelines Oct2005.pdf 

207.  Mwalukomo T, Rylance SJ, Webb EL, Anderson S, O’Hare B, van Oosterhout JJ, et al. Clinical 
Characteristics and Lung Function in Older Children Vertically Infected With Human 
Immunodeficiency Virus in Malawi. J Pediatric Infect Dis Soc. 2015 Aug 25;piv045.  

208.  Douek DC. Immune activation, HIV persistence, and the cure. Top Antivir Med. 21(4):128–32.  

 

  



Appendix C 

117 
 

Table 1: Baseline characteristics of participants at HIV diagnosis (N=385) 

Characteristic N (%) 

Demographic  

Median (IQR) age, years 11 (8-13) 

Female 199 (52%) 

Clinical history  

Previous hospitalisation 105 (27%) 

Attendance at PHC in past 6 months 268 (70%) 

Previous TB treatment 18 (5%) 

Recurrent upper respiratory tract infection 107 (28%) 

Previous herpes zoster infection  41 (11%) 

HIV History  

Mother or child received ART for PMTCT 5 (1%) 

Circumstances leading to HIV test 
Attended PHC due to symptoms, first HIV test 
Previously tested but unengaged in care 
Attended PHC for HIV testing 

 
323 (84%) 

19 (5%) 
43 (11%) 

Likely HIV mode of acquisition 

Mother-to-child transmission  
Parenteral 
Horizontal 
Unknown 

 
366 (95%) 

6 (2%) 
12 (3%) 
1 (0%) 

Median (IQR) CD4, cells/mm3a   375 (215-599) 

CD4 count at diagnosis, cells/mm3     
<200 
200-499 
≥500 

 
88 (23%) 

162 (42%) 
132 (35%) 

WHO Stage 
1/2 
3/4  

 
229 (59%) 
156 (41%) 

aData missing for 3 participants 
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Table 2: Chronic morbidity in study participants 

Characteristic n (%) of participants 

Self-rated general health fair or poor in past 3 monthsa 197 (52%) 
Fevers in the past month 162 (42%) 
Diarrhoea 130 (34%) 
Loss of appetite 92 (24%) 
Oral candidiasis 43 (11%) 
Growth and Sexual development  
Height-for-age z-score < -2 91 (23%) 
Weight-for-age z-score <-2 106 (27%) 
Head circumference-for-age z-score < -2b 134 (35%) 
Body mass index-for-age z-score <-2 62(16%) 
Delayed pubertyc 18 (21%) 
Non occurrence of menarche by 15 years of age (n=17)d 4 (24%) 
Chronic Respiratory Disease  
Chronic cough >1 month 206 (54%) 
MRC Dyspnoea score ≥2e 46 (16%) 
Digital clubbing 2 (0.5%) 
SpO2 <88%f 45 (14%) 
Respiratory rate >30/min at restg 14 (4%) 
≥5% desaturation on exercise (n=246) 24 (10%) 
FEV1 z-score, mean, sdh(n=238) -0.73 (1.41) 
FVC z-score, mean, sdh(n=238) -0.63 (1.35) 
FEF 25%-75% z-score, mean, sdh(n=238) -0.19 (1.13) 
Chronic skin disease  
Any chronic skin condition 96 (25%) 
Molluscum contagiosum 37 (10%) 
Papular pruritic eruption 33 (9%) 
Planar warts 31 (8%) 
Verrucous warts 16 (4%) 
Other chronic conditions  
Gingivitis/periodontitis 11 (3%) 
Visual impairment 22 (6%) 
Hearing impairment 46 (12%) 
Gross motor defects 2 (0.5%) 
Speech impairment 4 (1%) 

aData missing for 3 participants 
bData missing for 6 participants 
cDefined as females not reaching Tanner breast stage 2 by 13 years, males not reaching Tanner 
testicular stage 2 by 14 years(denominator=87) 
d 17 females in this age group 
eData missing for 94 participants- 60 reason unknown, 18 missed resp assessment, 14 too ill, 1 
mental impairment, 1 refused 
fData missing for 58 participants-18 reason unknown, 17 too ill, 16 missed appointment, 5 
equipment malfunction, 1 mental impairment, 1 refused 
gData missing for 60 participants-20 reason unknown, 17 too ill, 16 missed appointment, 5 
equipment malfunction, 1 mental impairment, 1 refused 
hData missing for 147 participants- 91 uninterpretable trace, 9 missing data, 19 too ill, 11 missed 
appointment, 9 did not grasp technique, 8 reason unknown  
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Table 3:  Association of clinical conditions with CD4 count at study 
enrolment 

 

CD4 count 
<350 

cells/mm3a 

(N=177) 

CD4 count 
<350 

cells/mm3 

aORe(95% CI) 

CD4 count 
<500 

cells/mm3 

(N=250) 

CD4 count 
<500 

cells/mm3 

aOR(95% CI) 

WHO stage 3/4  77  
(44%) 

1.25  
(0.82-1.91) 

107  
(43%) 

1.33  
(0.84- 2.10) 

Self-rated 
general health 
fair /poor in  
past 3 monthsb 

106  
(60%) 

1.89  
(1.25-2.88) 

137  
(55%) 

1.49  
(0.95-2.32) 

Chronic skin 
condition  

55  
(31%) 

1.65  
(1.02-2.69) 

72  
(29%) 

1.61  
(0 .93-2.79) 

Height-for-age  
z-score <-2 

43  
(24%) 

0.90  
(0.55-1.48) 

65  
(26%) 

1.27  
(0.73-2.19) 

Weight-for-age 
z-score <-2  

56  
(32%) 

1.24  
(0.77-1.99) 

78  
(31%) 

1.50  
(0.88-2.56 

Head 
circumference-
for-age z-score 
 <-2c  

57  
(32%) 

0.98  
(0.63-1.54) 

83  
(33%) 

1.12  
(0.70-1.82) 

Pubertal delay  
9  

(5%) 
0.68  

(0.25- 1.84) 
15  

(6%) 
1.75  

(0.47- 6.50) 

Visual 
impairment 

12  
(7%) 

1.32  
(0.54-3.23) 

18  
(7%) 

2.43  
(0.77-7.66) 

Hearing 
impairment 

25  
(14%) 

1.41  
(0.75- 2.66) 

33  
(13%) 

1.29  
(0.64-2.61) 

FEV₁ z-score 
<-1.64d 

32  
(18%) 

1.39  
(0.76-2.54) 

42  
(17%) 

1.55  
(0.78-3.09) 

FVC z-score  

<-1.64d 

25  
(14%) 

1.41  
(0.72 -2.76) 

30  
(12%) 

1.09  
(0.52-2.28) 

aData missing for 3 participants- laboratory error 
bData missing for 3 participants 
cData missing for 6 participants 
dData missing for 147 participants- 91 uninterpretable trace, 9 missing data, 19 too ill to 
perform Spirometry, 11 missed resp assessment, 9 did not grasp technique, 8 reason 
unknown 
eAdjusted Odds ratio for age and sex 
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Abstract

Introduction: Decentralized HIV care for adults does not appear to compromise clinical outcomes. HIV care for children poses

additional clinical and social complexities. We conducted a prospective cohort study to investigate clinical outcomes in

children aged 6–15 years who registered for HIV care at seven primary healthcare clinics (PHCs) in Harare, Zimbabwe.

Methods: Participants were recruited between January 2013 and December 2014 and followed for 18 months. Rates of and

reasons for mortality, hospitalization and unscheduled PHC attendances were ascertained. Cox proportional modelling was

used to determine the hazard of death, unscheduled attendances and hospitalization.

Results: We recruited 385 participants, median age 11 years (IQR: 9–13) and 52% were female. The median CD4 count was

375 cells/mm3 (IQR: 215–599) and 77% commenced ART over the study period, with 64% of those who had viral load

measured achieving an HIV viral load <400 copies/ml. At 18 months, 4% of those who started ART vs. 24% of those who

remained ART-naïve were lost-to-follow-up (p < 0.001). Hospitalization and mortality rates were low (8.14/100 person-years

(pyrs) and 2.86/100 pyrs, respectively). There was a high rate of unscheduled PHC attendances (34.94/100 pyrs), but only 7%

resulted in hospitalization. Respiratory disease was the major cause of hospitalization, unscheduled attendances and death.

CD4 count <350cells/mm3 was a risk factor for hospitalization (aHR 3.6 (95%CI 1.6–8.2)).

Conclusions: Despite only 64% of participants achieving virological suppression, clinical outcomes were good and high rates

of retention in care were observed. This demonstrates that in an era moving towards differentiated care in addition to

implementation of universal treatment, decentralized HIV care for children is achievable. Interventions to improve adherence

in this age-group are urgently needed.
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Introduction
By 2015, an estimated 1.8 million children under 15 years

of age were living with HIV globally, the majority in Sub-

Saharan Africa, yet just half were accessing antiretroviral

therapy (ART) [1]. While the number accessing HIV treat-

ment represents gains from 2010, children lag disproportio-

nately behind adults in terms of ART coverage (49% of all

children infected were accessing ART in 2015 as compared

to just 21% in 2010) [1].

As ART programmes have scaled up, the major barriers to

ART access have been the lack of healthcare professionals

to provide HIV care, overcrowding of clinics and distance to

facilities where such care is available [2–6]. Among adults,

the increase in numbers of individuals accessing ART has

led to decentralization of HIV care provision from second-

ary to primary health care facilities, and task-sharing to

involve nurses in treatment of HIV infection [7,8]. The

aims of decentralization and task-sharing was to improve

access to care for patients and relieve pressure on heavily

overburdened secondary care facilities [9]. More recently,

differentiated care initiatives are focusing on providing ser-

vices which are more client focused and tailored to specific

needs of diverse populations of people living with HIV [10].

Zimbabwe has incorporated the concept of differentiated

care into its recent HIV treatment framework [11].

Clinical outcomes among adults HIV care in decentralized

programmes with nurse-led care have been comparable to

those in secondary healthcare facilities [7,8,12,13]. Provision

of HIV care to children and adolescents is associated with

additional complexities, which may impact on clinical out-

comes [9]. These include reliance on guardians, who are

often not biological parents, for access to and retention in

care, weight-based ART dosing, difficulties in discussing HIV

and disclosing HIV status to children [14–16]. Older children

and adolescents with HIV have higher rates of virological fail-

ure and attrition than adults [17,18]. These have led to a
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relative reluctance by primary care level providers to provide

HIV care to this age-group [19]. WHO guidelines now recom-

mend “treat all” living with HIV and Zimbabwe, since 2016,

has adapted its national guidelines to reflect this. Limited data

are available on ART care provision to children by nurses in

primary health care facilities [20]. We present clinical out-

comes among children and adolescents accessing decentra-

lized HIV care services provided by nurses in Harare,

Zimbabwe.

Methods
Study setting

A prospective cohort study of children aged 6–15 years was

conducted in seven primary healthcare clinics (PHCs) in south

west Harare, Zimbabwe between January 2013 and December

2014. Opt-out HIV testing and decentralized, nurse-led HIV

care for children was introduced at the seven PHCs with

supervision from by a physician. Children found to be HIV

positive were offered enrolment into the cohort which was

then followed over 18 months’ duration. Clinics where the

study was performed were treating adults with HIV infection

on a nurse-led basis as per Zimbabwe national guidelines but

had not been treating children living with HIV. Children were

followed up by research nurses for 18 months from time of

study enrolment. On completion of study follow up, HIV care

and management was transferred to clinic nursing staff.

Nurses in the employ of the clinic were trained on HIV care

and management for children over the duration of the study.

Although treatment and carewas provided by research nurses

with a physician backup, national guidelines for treatment and

management of children living with HIV were used. Staff

within the primary health care clinics where our study was

performed, who similar to the model used in the study, have

physician support weekly and were trained on management

of paediatric HIV treatment in tandem with research nurses.

Details of the study which includes baseline clinical data at

time of enrolment have been described elsewhere [21].

Research nurses based at each clinic were trained on paedia-

tric HIV testing and counselling and provision of HIV care,

treatment monitoring and management of infections, based

on the Integrated Management of Childhood Illness (IMCI)

algorithm, over a 2-week period prior to study commence-

ment [22]. TheMinistry of Health and Child Care training tools

were utilized and simple ART-dosing charts (available on

request) were produced to facilitate weight-based dosing.

Criteria for referral to secondary level facilities were pre-

defined, including “danger signs” based on the IMCI algo-

rithm. Nurses carried out ART eligibility screening, initiated

ART and provided follow-up care, supported by weekly visits

from a physician. Adherence counselling was provided by

primary care counsellors trained in paediatric HIV care. Each

visit to a PHC incurs a USD1 fee which is standard throughout

Zimbabwe. Cotrimoxazole and ART are provided free of

charge through the National ART Programme.

Participants

Children aged between 6 and 15 years who tested HIV

positive through provider-initiated HV testing and

counselling were enrolled into the cohort study (of whom

a proportion were simultaneously enrolled into a rando-

mized controlled trial to assess impact of household sup-

port to children living with HIV[trial registry number

PACTR201212000442288]), if they chose to access HIV

care at the clinic where they were diagnosed and gave

consent [23].

Study procedures

At the initial assessment visit within a week of HIV diag-

nosis, socio-demographic data, past clinical history and

current symptoms were assessed, and a standardized

examination performed. Participants underwent WHO

Staging and a CD4 count, using Alere Pima™ CD4 machine,

was measured [24]. All participants underwent counselling

and were started on cotrimoxazole. Participants who

screened positive on the WHO TB screen had sputum

examined onsite by Ziehl–Neelsen smear microscopy and

Xpert TB™ [25]. Participants were seen within 2 weeks of

the initial visit to assess adherence and determine side

effects of cotrimoxazole, and to commence ART if eligible.

The schedule for follow up was based on national guide-

lines, with visits at 2 and 6 weeks post ART commencement

and then on a 3-monthly basis. Participants not eligible for

ART at baseline underwent a 3-monthly symptom-based

review and examination to reassess ART eligibility. At each

visit, a standard proforma was used to collect information

on current symptoms, side effects of ART, history of contact

with primary healthcare and hospitalization since the pre-

vious visit (confirmed by patient-held records) and history

of incident infections.

Until February 2014, participants were ART eligible if CD4

was below 350 cells/mm3 or they had evidence of WHO

Stage 3 or 4 infections. ART regimens consisted of stavu-

dine/lamivudine and nevirapine for children under 12 years

or tenofovir/lamivudine and nevirapine if over 12 years of

age. Efavirenz was substituted for nevirapine in case of

concomitant TB treatment or nevirapine allergy. From

March 2014, Zimbabwe adopted the WHO 2013 consoli-

dated guidelines with the threshold for ART initiation

revised to 500 cells/mm3 and ART regimes were standar-

dized to zidovudine/lamivudine and nevirapine for those

under 12 years and not requiring TB treatment, and teno-

fovir/lamivudine and efavirenz for those over 12 years of

age [26]. CD4 count was performed 6 monthly for all

participants. HIV viral load testing was performed at

48 weeks post ART commencement using COBAS

Ampliprep/Taqman 48 Version 2.0.

Unscheduled visits were defined as visits occurring out-

side the scheduled visits for either a medical or non-med-

ical reason (e.g. counselling). Side effects were graded

according to the DAIDS grading system [27].Hospitalization

was defined as a participant spending one night or more in

a hospital. If a participant had more than one hospitaliza-

tion, they were counted separately even if related to the

same clinical issue. Transfer out was defined as a caregiver

informing the clinic of the participant changing care to

another clinic and a transfer letter being provided.

Participants who failed to attend more than two scheduled
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appointments were traced through a phone call and/or a

home visit. Participants were defined as having moved

away if they had moved care to another clinic without

informing clinic staff. Participants were deemed lost to

follow-up (LTFU) if they could not be traced. Tracing was

performed at clinic level by research nurses who phoned

the participant’s guardian on 2 occasions if a participant

had not returned for a visit within 3 months of the sched-

uled date. If after the second phone call a participant could

not be reached then a voluntary lay health worker visited

the house. If a participant died, the cause of death was

determined through hospital records. In the case of death

occurring outside of hospital, this was confirmed through

verbal autopsy with the caregiver.

Data management and analysis

Data was extracted from paper forms using optical mark

recognition software (Cardiff TELEFORM Intelligent

Character, Version 10.7) and analysed using STATA, version

12.1 (STATA Corporation, USA). Stunting and wasting were

defined as a height-for-age z-score and a weight-for-age

z-score of <-2, respectively [28]. Rates of hospitalization,

unscheduled visits and death were calculated. Cox propor-

tional modelling was used to determine the hazard of

death, unscheduled visits and hospitalization, controlling

for factors found to be significantly associated with the

outcome in univariate analysis.

Ethical considerations

Written informed consent was obtained from all caregivers

and written assent obtained from participants. Ethical

approval for the study was obtained from the Medical

Research Council of Zimbabwe, the Harare City Health

Department Ethics Committee, the Biomedical Research

and Training Institute Institutional Review Board and the

London School of Hygiene and Tropical Medicine Ethics

Committee.

Results
A total of 385 participants were enrolled into the study and

provided 450 person-years of follow up and a median of

504 days (IQR 1–515). The median age at HIV diagnosis was

11 years (IQR 9–13) and 52% were female. Most partici-

pants were infected with HIV through mother-to-child

transmission, and 59% were single or double orphans

(Table 1). The median CD4 count at HIV diagnosis was

375 cells/mm3 (IQR 215–599). Over the 18-month period,

296 (77%) participants commenced ART, 70% of whom did

so within 4 weeks of enrolment (Table 1). Of the 89 parti-

cipants who did not initiate ART, 7 were eligible according

to national guidelines and 82 were not eligible during

follow-up.

At the end of 18 months, 286 (74%) were still in care, 50

(13%) had transferred to another clinic, 12 (3%) moved to

another clinic without informing clinic staff, 9(2%) moved

away and did not transfer to another clinic, 13 (3%) died, 1

withdrew from the study after initial assessment and 14

(4%) were LTFU (Table 2). Importantly, those who did not

start ART were significantly more likely to be LTFU than

those who started ART (p < 0.001). CD4 counts for those

who commenced ART increased over the follow-up period,

with those who did not start ART (n = 89) maintaining their

CD4 counts (Figure 1). Of those who commenced ART

within 24 weeks of enrolment into the study (n = 273),

200 had a viral load sample collected between 40 and

72 weeks post ART, with 195 results obtained. 124 (64%)

of those whose viral load result was obtained had a viral

load <400 copies/ml.

Unscheduled visits

There were 146 unscheduled visits made by 99 participants

over the follow-up period, equivalent to a rate of 34.94/100

person years (95% CI 29.70–41.09). Ten unscheduled visits

resulted in hospitalization, all of whom were receiving ART.

The most common reason for an unscheduled attendance

to the clinic was illness (n = 133, 91%). Other reasons

included medication collection (n = 5, 3%) and additional

adherence counselling (n = 8, 6%). The major cause of

illness leading to an unscheduled visit was respiratory

tract infection (responsible for 45% of unscheduled visits

due to illness), followed by skin infections which accounted

for 22% of unscheduled visits due to illness (Table 3).

Side effects from ART resulted in unscheduled visits in 20

patients (15% of unscheduled visits due to illness). Of these,

Grade 1 nevirapine hypersensitivity was the most common

Table 1. Baseline characteristics of enrolled participants at

baseline (n = 385)

Characteristic N

Age (years), median (IQR) 11 (9,10,11,12,13)

Female 199 (52%)

Median (IQR), CD4 cells/mm3 375 (215–599)

CD4< 350 cells/mm3 177 (46%)

CD4 350–500 cells/mm3 74 (19%)

CD4> 500 cells/mm3 131 (34%)

WHO Stage 3 or 4

Mode of HIV acquisition 155 (40%)

Mother-to-child 369 (96%)

Horizontal 13 (3%)

Unknown 3 (1%)

Orphanhood 157 (41%)

Both parents alive 77 (20%)

Maternal Orphan/Father Alive 71 (18%)

Paternal Orphan/Mother Alive 58 (15%)

Double Orphan 22 (6%)

Unknown status of either parent

Biological parent as the current caregiver 220 (57%)

Started ART within 4 weeks of enrolment 206 (54%)

Started on ART over 18-month follow up 296 (77%)

Median days on ART for those who initiated

(IQR)

485 (359–495)
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side-effect (n = 8). Only one participant was hospitalized due

to ART side effects-for rehydration secondary to grade 3

vomiting. Other ART side effects reported at routine 3-

monthly follow up were uncommon and self-limiting-consist-

ing of nausea (6%), vomiting (6%), abdominal pain (3%),

diarrhoea (6%), fatigue (5%), rash (3%), jaundice (0.1%), dizzi-

ness (3%) vivid dreams (2%), and confusion (1%). Overall, side

effects of ART resulted in drug switches in 11 cases (n = 9 due

to nevirapine hypersensitivity, n = 1 anaemia due to zidovu-

dine and n = 1 grade 3 efavirenz hypersensitivity reaction).

Such switches were managed in the primary care clinics by

nursing staff with consultation from study physician.

Hospitalizations

There were 34 hospitalizations in 27 participants, 9 of

which resulted in death. The rate of the hospitalization

was 8.14/100 person years (95% CI 5.81–11.39). Lower

respiratory tract disease was commonest reason for admis-

sion (Table 4). TB was the cause of hospitalization in 8

participants diagnosed through sputum testing using

geneXpert or based on chest X-ray findings. Six participants

were hospitalized more than once for the same clinical

diagnosis (1 admitted twice for HIV-related anaemia, 1

admitted twice for lower respiratory tract infection, 1

admitted twice for Steven Johnson’s syndrome secondary

to cotrimoxazole due to ongoing symptoms, and 1 admitted

thrice for recurrent lower respiratory tract infection). Two

participants were admitted twice but for different clinical

events. Only three hospitalizations occurred in participants

not taking ART, two of which were due to malaria. Only one

was HIV related, namely HIV-associated anaemia and

thrombocytopenia, and resulted in death. The CD4 count

at hospitalization in this participant was 1114 cells/mm3.

Deaths

The mortality rate was 2.86/100 pyrs (95% CI 1.65–4.95). Of

the 13 deaths in the cohort, 12 occurred in hospital and

respiratory disease was the most common cause (Table 5).

Table 2. Outcomes at 18 months of cohort participants by ART initiation status

Total

N = 385

Initiated ART over follow

up period N = 296

Did not initiate ART over

follow up period N = 89

p-

value

In care to end of study follow up 286 (74.3%) 243 (82.1%) 43 (48.3%) <0.01

Planned transferred to another clinic 50 (13.0%) 30 (10.1%) 20 (22.5%) <0.01
aLeft area without transfer of care 9 (2.3%) 2 (0.7%) 7 (7.9%) <0.01
aNot in care and untraceable 14 (3.6%) 6 (2.0%) 8 (9.0%) <0.01

No planned transfer, but was found

in care at another clinic

12 (3.1%) 3 (1.0) 9 (10.1) <0.01

Withdrew from study 1 (0.3%) 0 (0.0%) 1 (1%) 0.06

Died 13 (3.4%) 12 (4.1%) 1 (1%) 0.18

aascertained through phone calls and home visits.
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Figure 1. Median CD4 count over 18 month follow up by ART status.
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The median CD4 count at enrolment of those who died was

73 cells/mm3 (IQR 12–205) and 77% of those who died had

WHO Stage 3 or 4 disease at enrolment. The median time

from enrolment to death was 76 days (IQR 59–410).

A CD4 count less than 350 cells/mm3 at enrolment,

WHO stage 3 or 4 HIV disease and wasting were asso-

ciated with hospitalization and death on univariate analy-

sis (Table 6). CD4 count less than 350cells/mm3 and

advanced WHO stage remained significantly associated

with the outcome in multivariate analysis for hazard of

hospitalization (aHR 3.6 (95%CI 1.6–8.2), aHR 2.6 (95% CI

1.1–6.2)), no variables remained significantly associated

with the hazard of death. Being older (HR 2.1 (95%CI

1.4–3.1), WHO stage 3 or 4 disease (HR 1.5 (95% CI 1.0–

2.1) and wasting (HR 1.8 (95% CI 1.3–2.7)) were associated

with having unscheduled visits due to illness. On multi-

variate analysis, association with being in an older age

group (aHR 1.9 (95%CI 1.3–3.1)) and wasting (aHR 1.8

(95%C.I 1.0–2.3)) remained significant.

Discussion
Our study demonstrated that nurse-led HIV care for children

and adolescents is possible in primary care settings. The rate

of retention in care was comparable to that reported in

facility-based settings and higher than a recent retrospective

cohort review of children attending decentralized care in

Swaziland [20,29]. Provision of HIV care in primary care

facilities reduces the distance that patients need to travel

to access treatment, and this may help improve retention in

care [3,20]. Notably, the rate of retention in care was sig-

nificantly lower in those who did not start ART, with half of

those who did not initiate ART being LTFU. This finding has

been reported previously and may be because patients per-

ceive no benefit in attending for care if they are not

Table 3. Reasons for unscheduled visits due to illness

(n = 133)

Cause of unscheduled attendance N (%)

Respiratory tract infection 60 (45%)

Upper respiratory tract infection 27

Lower respiratory tract infection 16

Pulmonary TB 11

Otitis Media 2

Tonsillitis 4

Skin infections 29 (22%)

Oro-labial Herpes Simplex 5

Herpes Zoster 5

Chicken Pox 1

Bacterial skin infection 15

Fungal skin infection (Tinea capitis or corporis) 2

Papular pruritic eruption 1

Gastrointestinal disease 16 (12%)

Gastroenteritis 9

Chronic diarrhoea 2

Hepatitis A 1

Oral candidiasis 3

Oesophageal candidiasis 1

Antiretroviral therapy side effects 20 (15%)

Grade 1 Nevirapine hypersensitivity 8

Grade 2/3 NNRTI skin hypersensitivity 8

Grade 2/3 vomiting 3

Anaemia 1

Miscellaneous 8 (6%)

Minor trauma 1

Gingivitis 2

Conjunctivitis 2

Mumps 1

TB lymphadenitis 2

Table 4. Causes of hospitalization (n = 34)

Cause of hospitalization N (%)

Respiratory Illness n = 18 (53%)

Pulmonary TB 7

Disseminated TB 1

Lower respiratory tract infection 9

Pneumocystis jiroveci pneumonia 1

Neurological Illness n = 5 (15%)

Bacterial meningitis 1

Cryptococcal meningitis 2

CNS lymphoma 1

Seizure (cause unknown) 1

Miscellaneous n = 11 (32%)

Hyperglycaemia 1

Anaemiaa 3

Congestive Cardiac Failure 1

Gastroenteritis 1

Vomiting Secondary to ART 1

Malariab 2

Stevens–Johnson syndrome secondary to

cotrimoxazole

2

Numbers refer to hospitalization events rather than numbers of

participants admitted,
a
n = 1 not on ART,

b
n = 2 not on ART

Table 5. Causes of death amongst cohort participants over

18 month follow up (n = 13)

Cause of death n (%)

Pulmonary TB 4 (31)

Lower respiratory tract infection 4 (31)

Malignancy – CNS lymphoma 1 (7)

Congestive cardiac failure 1 (7)

Meningitis 1 (7)

Accidental drowning 1 (7)

Anaemia/Thrombocytopenia 1 (7)
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Table 6. Cox proportional hazard ratio for hospitalization, unscheduled visit due to illness and death

Hospitalization

N = 34

Unscheduled visit

N = 118

Death

N = 13

Total N Rate (95% CI)

Crude hazard

ratio AHR
a

N Rate (95% CI)

Crude hazard

ratio AHR
a

N Rate (95% CI)

Crude hazard

ratio AHR
a

Age 11–15 200 17 7.7 (4.8–12.5) 0.9 (0.5–1.8) - 82 37.3 (30.1–46.4) 2.1 (1.4–3.1) 1.9 (1.3–2.9) 7 3.0 (1.4–6.2) 1.1 (0.4–3.3) -

6–10 185 17 8.6 (5.3–13.8) 1 36 18.2 (13.1–25.2) 1 6 2.8 (1.2–6.1) 1

Sex Female 199 15 6.9 (4.2–11.5) 0.7 (0.4–1.4) - 68 31.4 (24.7–39.8) 1.3 (0.9–1.8) - 9 3.8 (2.0–7.4) 1.6 (0.5–5.5) -

Male 186 19 9.44 (6.0–14.8) 1 50 24.9 (18.8–32.8) 1 4 1.8 (0.68–4.9) 1

CD4 at

enrolment b

<350 177 26 13.1 (8.9–19.3) 4.1 (1.8–9.4) 3.6 (1.6–8.3) 65 32.8 (25.7–41.8) 1.4 (0.9–1.9) - 11 5.2 (2.9–9.3) 5.0 (1.1–23.1) 4.2 (0.9–19.8)

>350 205 7 3.2 (1.5–6.8) 1 53 24.5 (18.7–32.0) 1 2 0.8 (0.2–3.4) 1

WHO stage 3–4 155 25 14.8 (10.0–21.9) 4.0 (1.9–8.6) 2.6 (1.1–6.2) 59 34.9 (27.1–45.1) 1.5 (1.0–2.1) 1.2 (0.8–1.9) 10 5.4 (2.9–10.0) 4.1 (1.1–15.2) 2.5 (0.6–10.7)

1–2 230 9 3.6 (1.9–6.9) 1 59 23.7 (18.4–30.6) 1 3 1.1 (0.3–3.5) 1

ART within

4 weeks

Y 206 22 9.2 (6.1–14.0) 1.4 (0.7–2.9) - 69 28.9 (22.8–36.5) 1.1 (0.75–1.6) - 10 3.9 (2.1–7.3) 2.1 (0.6–7.9) -

N 179 12 6.7 (3.8–11.8) 1 49 27.3 (20.0–36.6) 1 3 1.5 (0.5–4.7) 1

Stunting Y 91 13 13.0 (7.5–22.4) 1.9 (1.0–3.8) - 31 31.0 (21.8–44.1) 1.1 (0.74–1.7) - 4 3.7 (1.4–9.9) 1.8 (0.45–6.0) -

N 294 21 6.6 (4.3–10.1) 1 87 27.4 (22.2–33.8) 1 9 2.6 (1.4–5.0) 1

Wasting Y 105 19 17.3 (11.1–27.2) 3.5 (1.8–6.8) 2.1 (1.0–4.5) 47 42.9 (32.2–57.1) 1.8 (1.3–2.7) 1.5 (1.0–2.3) 7 5.9 (2.8–12.4) 4.7 (1.4–16.2) 2.7 (0.7–10.6)

N 280 15 4.9 (2.9–8.1) 1 71 23.0 (18.3–29.1) 6 1.8 (0.8–4.0) 1

aAdjusted for factors significantly associated with the outcome in univariate analysis; AHR: adjusted hazard ratio; b data missing for n = 3
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receiving treatment [30,31]. The 2015 WHO guidelines

recommend initiation of ART regardless of disease stage or

age and this may facilitate retention in care [32].

Worryingly, only two-thirds of children achieved virologi-

cal suppression after starting ART, similar to the proportion

reported in a recent study in a clinic in a central hospital in

Harare [33]. Other studies have demonstrated virological

suppression rates ranging from 27 to 89% in adolescents

[34]. Notably, 172 (44.7%) of our study cohort received

community lay worker support due to participation in a

randomized controlled trial which may have potentially

increased the proportion of participants with viral load

suppression. There were no drug-stock outs over the dura-

tion of our study and so the virological unsuppressed rate

most likely reflects suboptimal adherence. Since study com-

pletion, viral load testing has become available at primary

care clinics within Zimbabwe’s health service. Children are

expected to take ART for at least two decades longer than

adults and the need for interventions in this age-group to

support sustained adherence to minimize emergence of

drug resistance cannot be over-emphasized, particularly in

resource-limited settings where options for second and

third-line ART are limited.

Despite a good immunological response to treatment, a

high frequency of PHC attendances occurred outside sched-

uled clinic appointments. Most unscheduled presentations

were, however, due to minor illness and were managed at

primary care level, with only a minority resulting in referral

to hospital for further management. Such referrals were

decided on due to the nature of the limited services pri-

mary care health facilities are able to provide in the event

of more serious illness. Decentralized HIV care therefore

provides a system for triage and reduces the burden on

secondary health facilities, making it a sustainable system

for chronic care provision.

The leading cause of unscheduled visits, hospitalization

and death was respiratory tract infections, even among

patients on ART. We have previously reported a high bur-

den of chronic lung disease in perinatally infected children

and adolescents, which is associated with considerable

morbidity including recurrent respiratory tract infections,

poor lung function and reduced exercise tolerance [35].

The recurrent respiratory tract infections observed in this

study may be due to underlying chronic lung disease. The

pathogenesis is poorly understood but is thought to be a

sequela of chronic infections and/or HIV-mediated chronic

inflammation. Once established chronic lung disease

appears to be poorly responsive to ART, and children with

recurrent respiratory tract infections may require further

interventions such as additional prophylactic antibiotics or

anti-inflammatory agents [36].

Notably, 8 hospitalizations were TB related, 4 of them

resulting in death, despite active case finding at baseline

through sputum testing and at follow up through WHO

symptom screening. This demonstrates the low sensitivity

of the WHO TB screening tool, and reflects the paucibacil-

lary nature of TB in children. TB preventative therapy using

isoniazid prophylaxis had not been widely implemented in

Zimbabwe at commencement of the study and no

participant received it over the study period. Skin disease

was the second most common cause of unscheduled visits

to PHCs. Recurrent skin infections are strongly associated

with HIV infection in children, and in high HIV prevalence

settings should prompt HIV testing [37,38]. Side effects of

ART accounted for only 15% of unscheduled attendances.

Importantly, most patients with side effects were managed

in primary care necessitating few drug switches, all effected

at primary care level.

As has been reported in other studies, advanced disease

stage and immunosuppression were risk factors for both

hospitalization and death [39,40]. The median CD4 count at

diagnosis was 375 cells/mm3, and the median age at diag-

nosis in a cohort where nearly all participants were infected

perinatally was 11 years, implying an average delay of a

decade in diagnosing HIV infection. Given the high HIV-

associated mortality observed in infants, there is limited

awareness that a third of HIV-infected infants survive to

adolescence even without treatment [41]. Therefore, HIV

testing is only offered when children present with condi-

tions indicative of HIV infection, by which time they have

often developed advanced disease [19,29]. However, at

least a quarter of children retained high CD4 counts (>500

cells/mm3) and remained ineligible for ART based on cur-

rent national guidelines. While a sub-group of these may be

true long-term non-progressors or elite controllers, many

remain pauci-symptomatic and may not prompt healthcare

workers to offer HIV testing [33,34].

Older age was associated with more frequent unscheduled

visits but not death and hospitalization. This might reflect a

combination of survival bias and longer life-time exposure of

uncontrolled viremia. While these children survived into ado-

lescence without major illness, the uncontrolled viremia may

have resulted in a higher prevalence and more prominent

chronic disease phenotype such as chronic lung disease.

The strengths of the study were the prospective design and

that participants were actively followed up to ascertain out-

comes. Detailed clinical data were collected to establish the

reasons for visits to health facilities and cause of death. The

study was conducted in public sector services and therefore

the findings are broadly generalizable. Limitations include the

lack of viral load data in all participants (73% of those eligible

had viral load measured). There is a risk that the Cox propor-

tional hazard models for death and admission may be over-

fitted due to a small number of events. To mitigate this risk, no

variables were specified a priori. Diagnoses such as respiratory

tract infections were made in PHC were based on symptoms

and clinical examination, as diagnostic facilities are limited.

Conclusions
Our study shows that decentralized nurse-led HIV care for

children is possible and results in clinical outcomes compar-

able to those reported in children elsewhere in southern

Africa [20]. Implementation of 2015 WHO guidelines that

recommend universal treatment of all HIV-infected indivi-

duals, is likely to result in a substantial increase in children

eligible for treatment, particularly given the current low ART

coverage. Considerable investment in age-appropriate HIV
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testing strategies, training and support for primary health

care providers and interventions to support adherence need

to be strengthened to achieve universal access and optimum

treatment outcomes among children and adolescents.

Authors’ affiliations
1Biomedical Research and Training Institute, Harare, Zimbabwe;
2Department of Infectious Disease Epidemiology, London School of Hygiene

and Tropical Medicine, London, UK; 3Directorate of Health Services, Harare

City Health, Harare, Zimbabwe; 4Department of Paediatrics, University of

Zimbabwe, Harare, Zimbabwe; 5National and Supranational Reference

Laboratory, Research Centre Borstel, Germany

Competing Interests

The authors have no conflict of interests

Author’s Contributions

RAF designed the study. GMCH and ED supervised data collection. GMCH

and VS analysed the data. GMCH wrote the first draft of the manuscript. All

authors contributed to the writing of the manuscript.

The funders had no role in study design, data collection and analysis,

decision to publish, or preparation of the manuscript. The authors have no

conflict of interest.

Acknowledgements

We wish to acknowledge the study participants, their caregivers and our

dedicated research nurses and assistants.

Funding

The study was funded by the Wellcome Trust though an Intermediate

Fellowship Grant (095875/Z/11Z) awarded to RAF. The authors have no

conflict of interests.

References

1. UNAIDS. On the fast track to an AIDS free generation [Internet]. 2016

[cited 2016 Sep 12]. Available from: http://www.unaids.org/sites/default/

files/media_asset/GlobalPlan2016_en.pdf

2. Chan AK, Ford D, Namata H, Muzambi M, Nkhata MJ, Abongomera G,

et al. The Lablite project: a cross-sectional mapping survey of decentralized

HIV service provision in Malawi, Uganda and Zimbabwe. BMC Health Serv

Res [Internet]. 2014 Aug 19 [[cited 2016 Oct 19];14:352. Available from:

http://www.ncbi.nlm.nih.gov/pubmed/25138583

3. van Dijk JH, Sutcliffe CG, Munsanje B, Hamangaba F, Thuma PE, Moss WJ.

Barriers to the care of HIV-infected children in rural Zambia: a cross-sectional

analysis. BMC Infect Dis [Internet]. 2009 Jan [[cited 2016 Feb 23];9:169.

Available from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=

2767351&tool=pmcentrez&rendertype=abstract

4. van Dijk JH, Moss WJ, Hamangaba F, Munsanje B, Sutcliffe CG. Scaling-up

access to antiretroviral therapy for children: a cohort study evaluating care

and treatment at mobile and hospital-affiliated HIV clinics in rural Zambia.

PLoS One [Internet]. 2014 Jan [cited 2016 Feb 23]];9(8):e104884. Available

from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=

4133342&tool=pmcentrez&rendertype=abstract

5. Vermund SH, Blevins M, Moon TD, José E, Moiane L, Tique JA, et al. Poor

clinical outcomes for HIV infected children on antiretroviral therapy in rural

Mozambique: need for program quality improvement and community

engagement. Dowdy DW, editor. PLoS One [Internet]. Public Library of

Science;2014 Jan [cited 2014 Oct 23];9(10):e110116. doi:10.1371/journal.

pone.0110116

6. Kimani-Murage EW, Manderson L, Norris SA, Kahn K. “It’s my secret”:

barriers to paediatric HIV treatment in a poor rural South African setting.

AIDS Care [Internet]. Taylor & Francis;2013 [cited 2016 Nov 18];25(6):744–

47. Available from: http://www.ncbi.nlm.nih.gov/pubmed/23244783

7. Fairall L, Bachmann MO, Lombard C, Timmerman V, Uebel K, Zwarenstein

M, et al. Task shifting of antiretroviral treatment from doctors to primary-

care nurses in South Africa (STRETCH): a pragmatic, parallel, cluster-rando-

mised trial. Lancet [Internet]. 2012 Sep 8 [cited 2014 Oct 27];380(9845):889–

98. Available from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?

artid=3442223&tool=pmcentrez&rendertype=abstract

8. Bemelmans M, van den Akker T, Ford N, Philips M, Zachariah R, Harries A,

et al. Providing universal access to antiretroviral therapy in Thyolo, Malawi

through task shifting and decentralization of HIV/AIDS care. Trop Med Int

Health [Internet]. 2010 Dec [cited 2014 Oct 21];15(12):1413–20. Available

from: http://www.ncbi.nlm.nih.gov/pubmed/20958897

9. Penazzato M, Davies M-A, Apollo T, Negussie E, Ford N. Task shifting for

the delivery of pediatric antiretroviral treatment: a systematic review. J

Acquir Immune Defic Syndr [Internet]. 2014 Apr 1 [cited 2016 Feb 15];65

(4):414–22. Available from: http://www.ncbi.nlm.nih.gov/pubmed/24583614

10. Grimsrud A, Bygrave H, Doherty M, Ehrenkranz P, Ellman T, Ferris R,

et al. Reimagining HIV service delivery: the role of differentiated care from

prevention to suppression. J Int AIDS Soc [Internet]. 2016 [cited 2017 Jul

6];19 (1):21484. Available from: http://www.ncbi.nlm.nih.gov/pubmed/

27914186

11. Ministry of Health and Child Care Z. Operational and service delivery

manual for the prevention, care and treatment of HIV in Zimbabwe

[Internet]. 2017 [cited 2017 Jul 5]. Available from: http://www.differentiated

care.org/Portals/0/adam/Content/JAOEkYYIREyKQ6R637vBmA/File/

Zimbabwe_OSDM_webrevised_2017.pdf

12. Kredo T, Ford N, Adeniyi FB, Garner P. Decentralising HIV treatment in

lower- and middle-income countries. Cochrane Database Syst Rev [Internet].

2013 Jun 27 [cited 2016 Nov 18];(6):CD009987. Available from: http://www.

ncbi.nlm.nih.gov/pubmed/23807693

13. Kredo T, Adeniyi FB, Bateganya M, Pienaar ED. Task shifting from doctors

to non-doctors for initiation and maintenance of antiretroviral therapy. In:

Kredo T, editor. Cochrane database of systematic reviews [Internet].

Chichester (UK): John Wiley & Sons, Ltd;2014 [cited 2016 Nov 18].

Available from: http://doi.wiley.com/10.1002/14651858.CD007331.pub3

14. Arrivé E, Dicko F, Amghar H, Aka AE, Dior H, Bouah B, et al. HIV status

disclosure and retention in care in HIV-infected adolescents on antiretroviral

therapy (ART) in West Africa. PLoS One [Internet]. 2012 Jan [cited 2014 Jun

12];7(3):e33690. Available from: http://www.pubmedcentral.nih.gov/articler

ender.fcgi?artid=3310064&tool=pmcentrez&rendertype=abstract

15. Kidia KK, Mupambireyi Z, Cluver L, Ndhlovu CE, Borok M, Ferrand RA. HIV

status disclosure to perinatally-infected adolescents in Zimbabwe: a qualita-

tive study of adolescent and healthcare worker perspectives. PLoS One

[Internet]. 2014 Jan [cited 2015 Jun 23];9(1):e87322. Available from:

http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3903632&tool=

pmcentrez&rendertype=abstract

16. Menson EN, Walker AS, Sharland M, Wells C, Tudor-Williams G, Riordan

FAI, et al. Underdosing of antiretrovirals in UK and Irish children with HIV as

an example of problems in prescribing medicines to children, 1997–2005:

cohort study. BMJ [Internet]. 2006 May 20 [cited 2016 Apr 1];332

(7551):1183–87. Available from: http://www.pubmedcentral.nih.gov/articler

ender.fcgi?artid=1463938&tool=pmcentrez&rendertype=abstract

17. Salou M, Dagnra AY, Butel C, Vidal N, Serrano L, Takassi E, et al. High

rates of virological failure and drug resistance in perinatally HIV-1-infected

children and adolescents receiving lifelong antiretroviral therapy in routine

clinics in Togo. J Int AIDS Soc [Internet]. The International AIDS Society;2016

[cited 2016 Jul 27];19(1):20683. Available from: http://www.ncbi.nlm.nih.

gov/pubmed/27125320

18. Abuogi LL, Smith C, McFarland EJ. Retention of HIV-infected children in

the first 12 months of anti-retroviral therapy and predictors of attrition in

resource limited settings: a systematic review. PLoS One [Internet]. 2016

[cited 2016 Jul 25];11(6):e0156506. Available from: http://www.ncbi.nlm.nih.

gov/pubmed/27280404

19. Agwu AL, Fairlie L. Antiretroviral treatment, management challenges and

outcomes in perinatally HIV-infected adolescents. J Int AIDS Soc [Internet].

2013 Jan [cited 2014 May 19];16:18579. Available from: http://www.pub

medcentral.nih.gov/articlerender.fcgi?artid=3687074&tool=pmcentrez&ren

dertype=abstract

20. Auld AF, Nuwagaba-Biribonwoha H, Azih C, Kamiru H, Baughman AL,

Agolory S, et al. Decentralizing access to antiretroviral therapy for children

living with HIV in Swaziland. Pediatr Infect Dis J [Internet]. 2016 Aug [cited

2017 Jul 6];35(8):886–93. Available from: http://www.ncbi.nlm.nih.gov/

pubmed/26849157

McHugh G et al. Journal of the International AIDS Society 2017, 20:21843

http://www.jiasociety.org/index.php/jias/article/view/21843 | http://dx.doi.org/10.7448/IAS.20.1.21843

8

http://www.unaids.org/sites/default/files/media_asset/GlobalPlan2016_en.pdf
http://www.unaids.org/sites/default/files/media_asset/GlobalPlan2016_en.pdf
http://www.ncbi.nlm.nih.gov/pubmed/25138583
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2767351%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=2767351%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4133342%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4133342%26tool=pmcentrez%26rendertype=abstract
http://dx.doi.org/10.1371/journal.pone.0110116
http://dx.doi.org/10.1371/journal.pone.0110116
http://www.ncbi.nlm.nih.gov/pubmed/23244783
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3442223%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3442223%26tool=pmcentrez%26rendertype=abstract
http://www.ncbi.nlm.nih.gov/pubmed/20958897
http://www.ncbi.nlm.nih.gov/pubmed/24583614
http://www.ncbi.nlm.nih.gov/pubmed/27914186
http://www.ncbi.nlm.nih.gov/pubmed/27914186
http://www.differentiatedcare.org/Portals/0/adam/Content/JAOEkYYIREyKQ6R637vBmA/File/Zimbabwe_OSDM_webrevised_2017.pdf
http://www.differentiatedcare.org/Portals/0/adam/Content/JAOEkYYIREyKQ6R637vBmA/File/Zimbabwe_OSDM_webrevised_2017.pdf
http://www.differentiatedcare.org/Portals/0/adam/Content/JAOEkYYIREyKQ6R637vBmA/File/Zimbabwe_OSDM_webrevised_2017.pdf
http://www.ncbi.nlm.nih.gov/pubmed/23807693
http://www.ncbi.nlm.nih.gov/pubmed/23807693
http://doi.wiley.com/10.1002/14651858.CD007331.pub3
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3310064%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3310064%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3903632%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3903632%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=1463938%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=1463938%26tool=pmcentrez%26rendertype=abstract
http://www.ncbi.nlm.nih.gov/pubmed/27125320
http://www.ncbi.nlm.nih.gov/pubmed/27125320
http://www.ncbi.nlm.nih.gov/pubmed/27280404
http://www.ncbi.nlm.nih.gov/pubmed/27280404
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3687074%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3687074%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3687074%26tool=pmcentrez%26rendertype=abstract
http://www.ncbi.nlm.nih.gov/pubmed/26849157
http://www.ncbi.nlm.nih.gov/pubmed/26849157


21. McHugh G, Rylance J, Mujuru H, Nathoo K, Chonzi P, Dauya E. et al.

Chronic morbidity among older children and adolescents at diagnosis of HIV

infection. J Acquir Immune Defic Syndr. 2016;73:275–81.

22. Integrated management of childhood illness for high HIV settings

[Internet]. Geneva: World Health Organization; 2008 [cited 2015 Sep 24].

Available from: http://www.ncbi.nlm.nih.gov/pubmed/?term=23805440

23. PACTR registry [Internet]. [cited 2017 Jun 8]. Available from: http://www.

pactr.org/ATMWeb/appmanager/atm/atmregistry?dar=true&tNo=

PACTR201212000442288

24. Interim WHO clinical staging of HIV/AIDS and HIV/AIDS case definitions for

surveillance [Internet]. Geneva: World Health Organization; 2005 [cited 2015 Jun

12]. Available from: http://www.who.int/hiv/pub/guidelines/clinicalstaging.pdf

25. Systematic screening for active tuberculosis: principles and recommen-

dations - PubMed - NCBI [Internet]. Geneva: World Health Organization;

2013 [cited 2015 Sep 28]. Available from: http://www.ncbi.nlm.nih.gov/

pubmed/25996015

26. Consolidated guidelines on the use of antiretroviral drugs for treating

and preventing HIV infection: recommendations for a public health approach

[Internet]. Geneva: World Health Organization. 2013 [cited 2015 Sep 24].

Available from: http://www.ncbi.nlm.nih.gov/pubmed/?term=24716260

27. National Institute of Allergy and Infectious Diseases, National Institutes of

Health, US Department of Health and Human Services. Division of AIDS

(DAIDS) table for grading the severity of adult and pediatric adverse events

[Internet]. 2014 [cited 2017 Jul 4]. Available from: https://rsc.tech-res.com/

docs/default-source/safety/daids_ae_grading_table_v2_nov2014.pdf?sfvrsn=8

28. Cole TJ, Freeman JV, Preece MA. British 1990 growth reference centiles

for weight, height, body mass index and head circumference fitted by

maximum penalized likelihood. Stat Med [Internet]. 1998 Feb 28 [cited

2015 May 15];17(4):407–29. Available from: http://www.ncbi.nlm.nih.gov/

pubmed/9496720

29. Rosen S, Fox MP, Gill CJ. Patient retention in antiretroviral therapy

programs in Sub-Saharan Africa: a systematic review. Sepulveda-Amor J,

editor. PLoS Med [Internet]. 2007 Oct 16 [cited 2016 Nov 21];4(10):e298.

doi:10.1371/journal.pmed.0040298

30. Vogt F, Kalenga L, Lukela J, Salumu F, Diallo I, Nico E, et al. Decentralizing

ART supply for stable HIV patients to community-based distribution centres.

JAIDS J Acquir Immune Defic Syndr [Internet]. 2016 Oct 24 [cited 2016 Dec

5];1. Available from: http://www.ncbi.nlm.nih.gov/pubmed/27787343

31. Rosen S, Fox MP. Retention in HIV care between testing and treatment in

Sub-Saharan Africa: a systematic review. Bartlett J, editor. PLoS Med

[Internet]. 2011 Jul 19 [cited 2016 Nov 21];8(7):e1001056. Available from:

http://dx.plos.org/10.1371/journal.pmed.1001056

32. Guideline on when to start antiretroviral therapy and on pre-exposure

prophylaxis for HIV [Internet]. Geneva: World Health Organization. 2015

[cited 2016 Jan 18]. Available from: http://apps.who.int/iris/bitstream/

10665/186275/1/9789241509565_eng.pdf?ua=1

33. Makadzange AT, Higgins-Biddle M, Chimukangara B, Birri R, Gordon M,

Mahlanza T. et al. Clinical, Virologic, Immunologic outcomes and emerging

HIV Drug resistance patterns in children and adolescents in public ART Care

in Zimbabwe. PLoS One. 2015;10:12.

34. Ferrand RA, Briggs D, Ferguson J, Penazzato M, Armstrong A,

MacPherson P, et al. Viral suppression in adolescents on antiretroviral

treatment: review of the literature and critical appraisal of methodological

challenges. Trop Med Int Health [Internet]. Wiley-Blackwell; 2016 Mar [cited

2016 Jul 25];21(3):325–33. Available from: http://www.ncbi.nlm.nih.gov/

pubmed/26681359

35. Rylance J, Mchugh G, Metcalfe J, Mujuru H, Nathoo K, Wilmore S, et al.

Chronic lung disease in HIV-infected children established on antiretroviral

therapy. AIDS [Internet]. 2016 Sep 20 [cited 2016 Oct 20];30:2795–803.

Available from: http://www.ncbi.nlm.nih.gov/pubmed/27662546

36. Attia EF, Miller RF, Ferrand RA. Bronchiectasis and other chronic lung

diseases in adolescents living with HIV. Curr Opin Infect Dis [Internet]. 2016

Oct [cited 2016 Nov 18];1. Available from: http://content.wkhealth.com/link

back/openurl?sid=WKPTLP:landingpage&an=00001432-900000000-99381

37. Lowe S, Ferrand RA, Morris-Jones R, Salisbury J, Mangeya N, Dimairo M,

et al. Skin disease among human immunodeficiency virus-infected adoles-

cents in Zimbabwe: a strong indicator of underlying HIV infection. Pediatr

Infect Dis J [Internet]. 2010 Apr [cited 2014 Mar 25];29(4):346–51. Available

from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=

3428906&tool=pmcentrez&rendertype=abstract

38. Bandason T, Mchugh G, Dauya E, Mungofa S, Munyati SM, Weiss HA.

et al. Validation of a screening tool to identify older children living with HIV

in primary care facilities in high HIV prevalence settings. AIDS. 2016;30:5.

39. Kouanda S, Meda IB, Nikiema L, Tiendrebeogo S, Doulougou B, Kaboré I,

et al. Determinants and causes of mortality in HIV-infected patients receiving

antiretroviral therapy in Burkina Faso: a five-year retrospective cohort study.

AIDS Care [Internet]. 2011 Dec 7 [cited 2016 Nov 18];1–13. Available from:

http://www.tandfonline.com/doi/abs/10.1080/09540121.2011.630353

40. Antiretroviral Therapy Cohort Collaboration TATC. Causes of death in

HIV-1-infected patients treated with antiretroviral therapy, 1996–2006: col-

laborative analysis of 13 HIV cohort studies. Clin Infect Dis [Internet]. Oxford

University Press;2010 May 15 [cited 2016 Nov 18];50(10):1387–96. Available

from: http://www.ncbi.nlm.nih.gov/pubmed/20380565

41. Newell M-L, Coovadia H, Cortina-Borja M, Rollins N, Gaillard P, Dabis F.

Mortality of infected and uninfected infants born to HIV-infected mothers in

Africa: a pooled analysis. Lancet [Internet]. 2004 Jan [cited 2014 Nov 10];364

(9441):1236–43. Available from: http://www.ncbi.nlm.nih.gov/pubmed/

15464184

McHugh G et al. Journal of the International AIDS Society 2017, 20:21843

http://www.jiasociety.org/index.php/jias/article/view/21843 | http://dx.doi.org/10.7448/IAS.20.1.21843

9

http://www.ncbi.nlm.nih.gov/pubmed/?term=23805440
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?dar=true%26tNo=PACTR201212000442288
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?dar=true%26tNo=PACTR201212000442288
http://www.pactr.org/ATMWeb/appmanager/atm/atmregistry?dar=true%26tNo=PACTR201212000442288
http://www.who.int/hiv/pub/guidelines/clinicalstaging.pdf
http://www.ncbi.nlm.nih.gov/pubmed/25996015
http://www.ncbi.nlm.nih.gov/pubmed/25996015
http://www.ncbi.nlm.nih.gov/pubmed/?term=24716260
https://rsc.tech-res.com/docs/default-source/safety/daids_ae_grading_table_v2_nov2014.pdf?sfvrsn=8
https://rsc.tech-res.com/docs/default-source/safety/daids_ae_grading_table_v2_nov2014.pdf?sfvrsn=8
http://www.ncbi.nlm.nih.gov/pubmed/9496720
http://www.ncbi.nlm.nih.gov/pubmed/9496720
http://dx.doi.org/10.1371/journal.pmed.0040298
http://www.ncbi.nlm.nih.gov/pubmed/27787343
http://dx.plos.org/10.1371/journal.pmed.1001056
http://apps.who.int/iris/bitstream/10665/186275/1/9789241509565_eng.pdf?ua=1
http://apps.who.int/iris/bitstream/10665/186275/1/9789241509565_eng.pdf?ua=1
http://www.ncbi.nlm.nih.gov/pubmed/26681359
http://www.ncbi.nlm.nih.gov/pubmed/26681359
http://www.ncbi.nlm.nih.gov/pubmed/27662546
http://content.wkhealth.com/linkback/openurl?sid=WKPTLP:landingpage%26an=00001432-900000000-99381
http://content.wkhealth.com/linkback/openurl?sid=WKPTLP:landingpage%26an=00001432-900000000-99381
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3428906%26tool=pmcentrez%26rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=3428906%26tool=pmcentrez%26rendertype=abstract
http://www.tandfonline.com/doi/abs/10.1080/09540121.2011.630353
http://www.ncbi.nlm.nih.gov/pubmed/20380565
http://www.ncbi.nlm.nih.gov/pubmed/15464184
http://www.ncbi.nlm.nih.gov/pubmed/15464184

	MD_gmch_23022018_bc
	JIA2-20-1-21843
	Abstract
	Introduction
	Methods
	Study setting
	Participants
	Study procedures
	Data management and analysis
	Ethical considerations

	Results
	Unscheduled visits
	Hospitalizations
	Deaths

	Discussion
	Conclusions
	Authors&#x2019; affiliations
	Competing Interests
	Author’s Contributions
	Acknowledgements
	Funding
	References


