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Abstract
Introduction: With improved survival, adolescents with perinatal HIV (PHIV) are transitioning from paediatric to adult care,
but there are few published data on clinical outcomes post-transfer. Using linked data from patients in the national UK/
Ireland paediatric cohort (CHIPS) and an adult UK cohort of outpatient clinics (UK CHIC), we describe mortality and changes
in immunological status post-transfer.
Methods: Participants in CHIPS aged ≥13 years by the end of 2013 were linked to the UK CHIC database. Mixed effects
models explored changes in CD4 count before and after transfer, including interactions between time and variables where
interaction p < 0.05.
Results: Of 1,215 paediatric participants aged ≥13 years, 271 (22%) had linked data in UK CHIC. One hundred and forty-six
(53%) were female, median age at last visit in paediatric care was 17 [interquartile range, IQR 16,18] years, median duration
in paediatric care was 11.8 [6.6,15.5] years, and in adult care was 2.9 [1.5,5.9] years. At last visit in paediatric care, 74%
(n = 200) were on ART, increasing to 84% (n = 228, p = 0.001) at last visit in adult care. In the 12 months before leaving
paediatric care, 92 (47%) had two consecutive viral loads >400 copies/mL or one viral load >10,000 copies/mL, and likewise
102 (52%) in the 12 months post-transfer (p = 0.79). Seven (3%) people died in adult care. In multivariable analysis, CD4
declined as patients approached transition with a greater decline in those with higher nadir CD4 count (mean rates of decline
of 3, 13, 15, 30 cells/mm3 per year for those with nadir CD4 < 100, 100–199, 200–299 and ≥300 cells/mm3, respectively).
Post-transition, CD4 continued to decline in some groups (e.g. black males, −20 (−34, −5) cells/mm3 per year post transition,
p = 0.007)) while it improved in others. Overall CD4 was higher with later year of birth (14 (7, 21) cells/mm3 per later year).
There was no effect of age at transfer or changing hospital at transfer on CD4.
Conclusions: Our findings suggest that CD4 in adolescents with perinatal HIV in the UK was declining in the period before
transition to adult care, and there was some reversal in this trend post-transfer in some groups. Across the transition period,
CD4 was higher in those with later birth years, suggesting improvements in clinical care and/or transition planning over time.
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Introduction
Adolescence is recognized as a critical period for developing
patterns of self-management and laying the foundations for
good health in adulthood. The rapid biological and psycho-
social changes that take place during this period affect
every aspect of the lives of adolescents [1], and thus it is
an important stage at which to deliver supportive health-
care services. However, many studies have shown that
health outcomes for chronic conditions are worse in ado-
lescents than in children or adults; these poorer outcomes
appear to be linked to poorly planned transition from
paediatric to adult care [2–9]. This issue is pertinent to
perinatal HIV, as around 1.8 million children were living

with HIV globally in 2015 [10], and children are entering
adulthood in increasing numbers. To date, few studies have
investigated the effect of transition from paediatric to adult
care on health outcomes in the field of HIV.

Emerging data suggest high mortality and morbidity in
adolescents with perinatal HIV [11]. The World Health
Organization reported that HIV had become the eighth
leading cause of death for all adolescents worldwide by
2012 [12], and the fourth leading cause of disability-
adjusted life-years lost, with broadly equal impact across
males and females [1]. These findings were consistent with
the Global Burden of Disease (GBD) Study which showed
that HIV rose from the 101st cause of adolescent disability-
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adjusted life-years lost in 1990 to the 6th highest cause in
2013 [13]. Findings from the USA have described alarmingly
poorer outcomes among adolescents generally, compared
to older adults, at every step of the treatment cascade,
with one study suggesting that only a third of young people
with perinatal or horizontal HIV receiving HIV care in the
USA were virologically suppressed [14,15]. The HIV
Research Network based in the USA reported that 20% of
youth aged 21 years receiving HIV care were lost to follow-
up within one year [16]. In the UK and Europe, studies of
young people with perinatal HIV suggest similarly poor
outcomes, with increased risk of mortality [17], care disen-
gagement [18], and treatment failure [19,20].

Paediatric HIV is a rare disease in the UK and Ireland, but
people with perinatal HIV comprise one of the most mature
national cohorts of adolescent and adult survivors globally
[21]. By the end of 2014, 1,907 children with HIV living in
the UK and Ireland had been followed through the
Collaborative HIV Paediatric Study (CHIPS) cohort, of
whom 644 (34%) had moved to adult care. Transition to
adult care generally does not happen at a defined time
point in the UK; rather, it is tailored to the individual and
their specific needs [22]. Young people move from approxi-
mately 60 paediatric outpatient clinics across the UK to
adult care, with some adult clinics having “adolescent-
friendly” services. The UK has guidelines on transition,
both for chronic diseases generally and also specifically
for HIV [22,23], but it is not clear if they have led to
improvements in health outcomes.

Few studies are able to directly observe patients across
the paediatric and adult care pathway and compare out-
comes pre- and post-transition. In this study, we linked
individual patient data for children and young people with
perinatal HIV across two cohorts, the national CHIPS pae-
diatric cohort, and the UK Collaborative HIV Cohort Study
(UK CHIC), a large adult cohort of outpatient clinic atten-
ders. We describe mortality, antiretroviral treatment (ART),
CD4 and viral load status pre- and post-transfer and, for the
first time in a transition study, model CD4 change over the
transition period and investigate predictors of change pre-
and post-transition.

Methods
The CHIPS and UK CHIC cohorts have been described else-
where [24,25]. In brief, the National Study of HIV in
Pregnancy and Childhood (NSHPC) collects reports of all
infants born to HIV-infected women and all children aged
<16 years diagnosed with HIV infection (regardless of coun-
try of birth) in the UK and Ireland. Subsequent follow-up
information is collected annually through CHIPS, and ceases
when a person transfers from paediatric to adult care,
which happens at median of 17 years of age [26]. Patients
transferring to adult care can choose the adult clinic which
they wish to attend, although most paediatric clinics have a
“partner” adult clinic which is usually the default choice for
a patient. UK CHIC is a multicentre cohort of HIV-positive
adults aged ≥16 years attending one of 21 collaborating
adult outpatient clinics across the UK. Participating UK CHIC

clinics each submit a dataset of routinely collected clinical
information (including basic demographics, CD4 counts,
viral loads, ART use, clinical outcomes and laboratory mar-
kers of ART toxicity and comorbidities) annually; these
datasets are collated across study sites to form the study
database. Both studies have National Health Service (NHS)
Research Ethics approval.

Records of children and young people participating in
CHIPS aged ≥13 years by the end of 2013 who were docu-
mented as having transferred to adult care were linked to
records in the UK CHIC database, using date of birth, initials
and sex, and subjected to further checks across a broader
range of fields (e.g. ethnicity, clinic and Soundex (an index-
ing system which encodes surnames)) for confirmation. The
last date in paediatric care was defined as the last date of a
visit, laboratory marker or ART change in a paediatric clinic,
and the first date in adult care was defined similarly. The
following key outcomes in paediatric compared to adult
care were compared: (i) proportion of the sample pre-
scribed ART at last follow-up visit in paediatric and adult
care; (ii) median CD4 count at 12 months pre- and post-
transfer (individual 12 month pre- and post-CD4s were
defined as the measures taken nearest to but within
±6 months of these time points); (iii) proportion with
CD4 < 200 cells/mm3 at least once in the 12-month periods
pre- and post-transfer; (iv) proportion with two consecutive
viral loads (≤6 months apart) >400 copies/mL or one viral
load >10,000 copies/mL in the 12 month periods pre- and
post-transfer in those on ART for ≥6 months; and (v) pro-
portion with two consecutive viral loads (≤6 months apart)
>400 copies/mL or one viral load >10,000 copies/mL in the
12-month periods pre- and post-transfer (no ART criterion).
Wilcoxon matched-pairs signed-ranks and McNemar’s tests
compared medians and proportions, respectively. All ana-
lyses were conducted using STATA version 14 (College
Station, Texas, USA).

Deaths in adult care were also described. The UK CHIC
Study obtains information on deaths through clinic report-
ing and through linkage to Public Health England’s national
HIV surveillance datasets. These surveillance datasets have
good ascertainment of mortality as they are supplemented
by the Office for National Statistics mortality registry for
deaths occurring under the age of 65, as well as relying on
clinician reporting.

Changes over time in CD4 count before and after transfer
to adult care were explored using mixed effects models,
allowing for multiple measures per person (including all
available data, assuming that the model was robust to
gaps between measures). The transfer date was defined
as the last date in paediatric care. Gaps between the end
of paediatric and the beginning of adult care were
described but in the model were included in adult care.
Time before and after transfer was modelled as a linear
spline with one knot at transfer where time was set to zero.
Years before and after transfer were both categorized as
positive numbers around zero (e.g. 1 year pre-transition
was categorized as +1, as was 1 year post-transition),
to avoid having to present the results of negative main
effects coefficients combined with negative interaction
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coefficients. Person-level random effects were included for
intercept and slopes before and after transfer (unstructured
covariance matrix). Models were adjusted for demographic
characteristics (sex, ethnicity, born abroad, year of birth),
nadir CD4 cell count in paediatric care, and suppressed viral
load <400 copies/mL (yes/no/missing) within 6 months of
the CD4 measurement, and time before/after transfer.
Interactions between time and other variables, including
age at transfer out of paediatric care, and change of hospi-
tal at transfer, were included if the interaction p < 0.05. In a
sensitivity analysis, we included an indicator for time since
previous CD4 (<1 year versus ≥1 year).

Results
Of 701 CHIPS participants aged ≥13 years by the end of
2013 who had transferred to adult care, 271 (39%) were
linked to a corresponding UK CHIC record. Characteristics of
the 271 patients in both datasets are presented in Table 1.
A total of 146 (53%) were female, nearly all were recorded
in CHIPS as having perinatal HIV (93%), 80% had black
ethnicity (of whom 99% were black African) and three-fifths
(61%) were born outside the UK or Ireland, for whom
median age at presentation in the UK was 9 years [inter-
quartile range (IQR) 4, 12] years. Median age at last visit in
paediatric care was 17 [16,18] years, and median age at last
follow-up in adult care was 20 [19,23] years. The median
duration of follow-up in paediatric care was 11.8 [6.6, 15.5]
years. The median gap between last paediatric care visit
and first adult UK CHIC clinic visit was 2.4 [1.0, 4.4] months
(17 people had a gap of ≥12 months), and median duration
of follow-up in adult care was 2.9 [1.5, 5.9] years, giving a
median total duration of follow-up in HIV care of 15.4 [10.6,
19.3] years. Patients had median 3.0 [2.3, 3.8] CD4s and 2.9
[2.0, 3.6] viral loads per year in paediatric follow-up; and
3.4 [2.6, 4.0] viral loads and 3.2 [2.3, 4.6] CD4s per year in
adult follow-up. At last follow-up, 86 (32%) patients had
Centers for Disease Control and Prevention (CDC) Class C
(AIDS defining) diagnosis [27], of whom 9 had their first
CDC C event in adult care.

Seven people (3%) died in adult care, at median age 20
[19,22] years. Six of these seven had a previous CDC C
event, and of these two had their first event in adult care.
Six of the seven were born outside of the UK. Causes of
death were advanced HIV (n = 3), leukoencephalopathy
(n = 1), renal failure (n = 1) and pulmonary tuberculosis
(n = 1), and one unknown cause of death. Figure 1 presents
the individual viral load and CD4 count trajectories for
these seven patients, including periods where ART was
not prescribed. The CD4/viral load trajectories of the
seven were similar, with all experiencing CD4 decline and
increasing viral load prior to death; five of the seven also
had periods when they were not receiving ART prior to
death according to clinic records. Most of these seven
continued to access care fairly regularly after transition,
with a median of 10 viral loads and 9 CD4 cell count
measurements between transition and death, over a med-
ian of 3 years post-transition.

Table 2 presents key outcomes pre- and post-transfer to
adult care. At last visit in paediatric care, 200 (74%) people
were on ART, with this number increasing to 228 (84%,
p = 0.001) at last follow-up in adult care. Median CD4 counts
12 months prior to leaving paediatric care and 12 months
after starting adult care were 465 [288, 668] cells/mm3 and
460 [290, 670] cells/mm3, respectively (p = 0.38). In the
12 months before leaving paediatric care, 21% had at least
one CD4 count <200 cells/mm3, and 23% (p = 0.39) in the
12 months after starting adult care. Among those prescribed
ART for at least six months, 28% and 29% (p = 0.85) had
confirmed viremia >400 copies/mL or one viral load >10,000
copies/mL in the 12 months pre- and post-transfer, respec-
tively. When including all patients, irrespective of ART status,
47% and 52% had confirmed viremia >400 copies/mL or one
viral load >10,000 copies/mL in each period respectively
(p = 0.12). There were no significant differences in key char-
acteristics (including sex, black ethnicity, born outside UK,
ever taken ART, age started ART) between those with CD4/

Table 1. Characteristics of CHIPS participants with perinatal
HIV transitioning to adulthood in the UK and with linked data
in the UK CHIC cohort (n = 271)

n (%) /median

[IQR]

Sex (female) 146 (53%)

Perinatal HIV infectiona 251 (93%)

Ethnicity

Black 213 (80%)

White 28 (11%)

Other 25 (9%)

Born outside UK/Ireland 163 (61%)

Year of birth

Up to 1989 75 (28%)

1990–1994 160 (59%)

1995–1997 36 (13%)

Ever taken ART 246 (91%)

Age started ART 9.8 [5.9, 13.1]

Age at last paediatric care visit (years) 17 [16,18]

Age at last follow up in adult care (years) 20 [19,23]

Duration of paediatric care follow up (years) 11.8 [6.6,15.5]

Duration of adult care follow up (years) 2.9 [1.5,5.9]

Gap between paediatric and adult care

(months)

2.4 [1.0,4.4]

Duration of total follow up (years) 15.4 [10.6,19.3]

Changed hospital at transfer 129 (48%)

Nadir CD4 cell count in paediatric care 194 [90, 281]

Ever CDC Class C (AIDS) diagnosisb 86 (32%)

CHIPS, Collaborative HIV Paediatric Study; UK CHIC, United Kingdom
Collaborative HIV Cohort Study; IQR, interquartile range; ART, antire-
troviral therapy; CDC, Centers for Disease Control and Prevention
aFor the rest, 8 blood transfusion, 12 unknown.
b77 had first AIDS event in paediatric care.
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VL outcomes in both paediatric and adult care and those with
missing data (data not shown).

Univariable and multivariable predictors of change in
CD4 count over time are shown in Table 3. In the multi-
variable model, CD4 was higher (pre- and post-transition)
in those with higher nadir CD4. However, there was a
decline in CD4 as patients approached transition, with a
greater decline in those with higher nadir CD4 (mean
declines of 3, 13, 15, 30 cells/mm3 per year prior to
transfer for those with nadir CD4 <100, 100–199,
200–299 and ≥300 cells/mm3, respectively). There was
no difference in the rate of change in CD4 count post-
transfer according to nadir CD4 (interaction p = 0.48). In
the period prior to transfer, CD4 was lower on average in
females than males (−41 (−85, 2) cells/mm3; p = 0.06),
with no evidence for a difference in the rate of change in
CD4 by sex leading up to transition (p = 0.10). Although
prior to transfer CD4 was higher amongst those of non-
black ethnicity, this difference was non-significant (30
(−26, 86) cells/mm3; p = 0.30) and the rate of change
did not differ by ethnicity leading up to transition
(p = 0.28).

After transition, sex and ethnicity influenced the rate of
change in CD4; assuming independent effects (tested by
fitting a 4-level categorical variable, data not shown), CD4
declined among black males (−20 (−34, −5) cells/mm3 per
year post transition; p = 0.007), remained relatively stable
among black females (4 (−9, 18) cells/mm3 per year;
p = 0.51), and increased in white males (15 (−8, 37) cells/
mm3 per year; p = 0.22) and white females (39 (17,60)
cells/mm3 per year; p <0.001). After controlling for other
factors, overall CD4 counts were higher among people born
in later calendar years (14 (7, 22) cells/mm3 per later year),
and among those with suppressed viral load compared to
those with non-suppressed viral load (135 (125, 144) cells/
mm3). There was no association between CD4 count and
having been born abroad (p = 0.98). There was no evidence
for an interaction between time after transition and either
changing hospital at transfer (p = 0.23) or age at transfer
(p = 0.49), indicating that the rate of change in CD4 post-
transfer did not differ according to these factors.

Figure 2 shows the association between sex and CD4
slopes pre- and post-transfer, for modelled patients of
black ethnicity, born in the UK, with a nadir CD4 of 207
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Figure 1. CD4, viral load, age at transfer and death, and periods where no ART was prescribed, for 7 patients who died.
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cells/mm3 and an age at transfer to adult care of 17.5 years
(sample means), with no change of hospital at transfer. As
transition approached, slopes declined for both males and
females, and values were slightly lower for females.
However after transition, the decline in CD4 for males
continued, whilst for females it levelled off.

In paediatric care, 2% of CD4 measures followed a gap of
≥1 year since the previous measure; in adult care this went
up to 4%. There was no evidence for an effect of time since
last CD4 (< versus ≥1 year) (p = 0.13) and other model
coefficients changed very little when this term was
included.

Discussion
In our study of young people with HIV who had been
followed in our national paediatric cohort and subsequently
transferred to adult care, we identified 271 in a cohort of
adults attending outpatient clinics in the UK. The median
duration of follow-up in paediatric care was 12 years, and
adult care 3 years. A key advantage of our analysis was
having a complete national paediatric dataset, from which
we could link to patients attending adult clinics participat-
ing in UK CHIC.

We found no difference overall in the median CD4
count at either 12 months prior to leaving paediatric
care (465 cells/mm3) or 12 months after starting adult
care (460 cells/mm3), and the proportion with at least
one CD4 count <200 cells/mm3 in the 12 months pre-
and post-transfer was similar, at 21% and 23%, respec-
tively. This was much higher than a figure of 10% of
patients in UK CHIC overall with CD4 count <200 cells/
mm3 at any time in the 24 months prior to their last visit
in 2013 (S Jose, personal communication). Post-transfer
CD4 in our study was similar to a mean of 413 cells/
mm3 reported from a group of 46 young adults (7 with
perinatal HIV) aged 17–24 years, 48 weeks after starting

adult care in Chicago [28]. Another US study of 50 young
adults (19 with perinatal infection) with a median age of
28 years (older than our study), who were transitioning to
adult care in Baltimore, also reported no difference
between the CD4 count 12 months pre- and post-transfer
(median 347 cells/mm3 vs. 351 cells/mm3, respectively)
[29]. Interestingly, our findings were also not dissimilar
to a median CD4 change of 374 cells/mm3 at 48 weeks
from a baseline CD4 count of 170 cells/mm3 among 31
children and adolescents aged 9–19 years with perinatal
HIV infection starting ART for the first time in a commu-
nity-based ART programme in Cape Town, South Africa
[30]. Our CD4 findings suggest that post-transition, PHIV
are in worse health than other adults with HIV in the UK,
and reasons for this need further exploration. However,
the relatively short gap between the end of paediatric
care and the start of adult among these young people,
coupled with no difference in median CD4 count pre- and
post-transfer, is reassuring.

In our study although the proportion who were pre-
scribed ART increased after transition, this could in part
have been driven by a move towards universal ART in
recent years [31]. However, the proportion with two con-
secutive viral loads greater than 400 copies/mL or one viral
load >10,000 copies/mL in the 12 months pre- versus post-
transition did not change (47%, 52%). This is substantially
higher than the 10.2% with confirmed viral rebound
reported in the broader UK CHIC population of adults
starting ART for the first time [32]. Only around half of
young adults in our study had a continually suppressed
viral load pre- and post-transition, and the viral load trajec-
tories of those who died after transfer to adult care indi-
cated poor ART adherence. In the Netherlands, among 59
adolescents transitioning to adult care at median 19 years
of age, around 26% had two consecutive viral loads greater
than 400 copies/mL at 12 months post-transition, lower
than the proportion reported in our study, although over

Table 2. Key outcomes in paediatric and adult care (n = 271)

Paediatric care Adult care

n (%) /median [IQR] p value

Prescribed ART at last follow-up 200 (74%) 228 (84%) 0.001

CD4 count 12 months pre/post transfer (n = 204*) 465 [288,668] 460 [290,670] 0.38

CD4 < 200 cells/mm3 at least once in 12 months pre/post

transfer (n = 195*)

41 (21%) 45 (23%) 0.39

Two consecutive VL >400 copies/mL or one VL>10,000 copies/

mL in 12 months pre/post transfer for those on ART for at least

6 months (n = 131*)

37 (28%) 38 (29%) 0.85

Two consecutive VL >400 copies/mL or one VL>10,000 copies/

mL in 12 months pre/post transfer irrespective of ART status

(n = 196*)

92 (47%) 102 (52%) 0.12

IQR, interquartile range; ART, antiretroviral therapy*n = number with paediatric and adult care data.
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a shorter period of follow-up [33]. In the Baltimore study,
57% of young adults had a suppressed viral load (<400
copies/mL) at 12 months post-linkage to adult care [29].
These findings are in contrast to 76% viral suppression (<40
copies/mL) at last follow-up reported from 67 adolescents
engaged in a transition programme and transferred to adult
care in Northern Thailand [34].

Trends in CD4 count among adolescents during the
transition period varied by key socio-demographic and
clinical characteristics, as well as by whether patients
were pre- or post-transition. First, CD4 was higher both
pre- and post-transition in patients with higher nadir CD4
compared to lower nadir CD4. This trend is consistent
with current HIV treatment guidelines [35], and similar
findings have been reported in studies of adults with HIV
[36]; for example, among HIV seroconverters with viral
suppression, the absolute CD4 count attained after ART
start was highly dependent on both baseline and nadir
CD4 counts [37]. However, the CD4 count declined in
most groups of people as they approached transition,

with a greater rate of decline in those with a higher
nadir CD4 count. Declines in CD4 prior to transition
may be reflective of growing autonomy and worse adher-
ence during adolescence, and may themselves precipitate
transfer to adult care. Second, after transition, the CD4
count continued to decline in black males, but remained
constant in white males and black females, and increased
in white females. This finding warrants further investiga-
tion, especially considering that the majority of people in
our study were black African, and just under half of
participants were male. An analysis of adults attending
HIV clinics in England, Wales and Northern Ireland
reported that black African people had higher risk of
loss-to-follow-up than other ethnic groups [18]. In the
Netherlands study, there were no differences in virologi-
cal failure by gender [33], but other studies have not
reported any gender differences.

Third, CD4 was higher in patients with later birth years. The
majority of patients in our study were born pre-1996, so before
the combination therapy era, and although somemay not have

Table 3. Univariable and multivariable predictors of CD4 count change during transition to adult care

Univariablec Multivariable (n = 262b)

Predictor Coefficient 95% CI p value Coefficient 95% CI p value

Constant 154.0 65.6, 242.5 0.001

Main effects:a

Time before transition (per 1 year before transition) 9.2 1.7, 16.8 0.016 2.5 −9.5, 14.5 0.681

Time after transition (per 1 year after transition) −2.3 −12.7, 8.0 0.658 −19.6 −33.8, −5.4 0.007

Female −19.2 −72.4, 34.0 0.479 −41.1 −84.5, 2.3 0.064

Non-black ethnicity −80.6 −146.7, −14.4 0.017 29.7 −26.2, 85.6 0.298

Born abroad −3.5 −58.5, 51.6 0.902 −0.5 −43.7, 42.8 0.983

Year of birth (per 1 year increase) 20.0 11.5, 28.5 <0.001 13.7 6.7, 20.8 <0.001

Nadir CD4 cell count (per 10 cells/mm3 increase) 7.8 6.4, 9.3 <0.001 5.9 4.3, 7.4 <0.001

Viral suppression (time updated)

Non-suppressed, ≥400 copies/mL 0.0 0.0

Suppressed, <400 copies/mL 131.6 122.4, 140.7 134.5 125.2, 143.8

Missing 58.9 15.6, 102.3 <0.001 60.6 16.2, 105.1 <0.001

Interactions with time before transition (per 1 year):

Nadir CD4 cell count (cells/mm3)

0–99 - 0.0

100–199 10.1 −5.5, 25.5

200–299 12.5 −2.9, 27.9

300+ 27.7 9.0, 46.4 0.038

Interactions with time after transition (per 1 year):

Female 24.0 6.0, 41.9 0.009

Non-black ethnicity 34.1 11.6, 56.6 0.003

CI, confidence interval
aMain effects can be considered in isolation (i.e. ignoring interactions) when all other variables are equal to 0 (continuous) and notably at
transition or equal to the baseline category (categorical).
bNumber of participants.
cUnivariable models number of participants, n = 271 except for non-black ethnicity (n = 266), born abroad (n = 266), nadir CD4 cell count
(n = 269).
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presented for care until after 1996, this finding gives an indica-
tion of how improvements in treatment over time have
improved clinical outcomes, as shown elsewhere [21,38,39]. It
may also indicate improved transition planning in more recent
calendar year periods. Fourth, those with suppressed viral load
had substantially higher CD4 counts than those with non-sup-
pressed viral load, highlighting the continued importance of
adherence to ART in this population. Fifth, we found no effect
of age at transfer, or having changed hospital at transfer, on
CD4 after transition. In the Netherlands study, the average age
at transition was 18–19 years, and this age group was also
associated with the highest risk of virological failure [33]. The
lack of effect of age at transfer in our studymay be indicative of
clinics trying to ensure that transition planning is developmen-
tally appropriate and that the point of transfer is tailored to the
individual person’s needs, as recommended by UK transition
guidance, rather than occurring at or by a specific threshold as
is practice in other countries [22,29,33,40]. However half of our
cohort transitioned between the ages of 16 and 18 years, and
sowe do not know if outcomesmay have improved if transition
had been delayed until young people were in their 20 s.
Additionally, the finding that changing hospital at transfer did
not affect CD4 post-transition may again suggest a joined up
approach between paediatric and adult care where a change in
hospital does occur.

Our study has several limitations. The UK CHIC study does
not include all adults receiving care in the UK, and so we were
not able to link all young people who were documented in
CHIPS as having transferred to adult care. In turn we were
unable to measure loss-to-follow-up or mortality in those not
linked to UK CHIC, as those who had moved to adult care
could have been attending other non-UK CHIC clinics or could
have died prior to an adult care visit. We also did not focus on
any gaps between paediatric and adult care, because visit

frequency in the UK depends on where a patient is on their
treatment pathway as well as their CD4 level, and our patients
were an “in treatment” group by virtue of them being linked
between the two datasets. We are currently in the process of
gaining consent to follow all PHIV into adult care in the UK,
and plan subsequent analyses which can measure loss-to-
follow-up and care gaps. However mortality ascertainment
in UK CHIC was good, as data on deaths are linked with
national mortality registers and are also reported by partici-
pating clinics. Adherence data were not available, and so we
could only investigate the role of viral load as a predictor of
CD4 count change. Additionally, the UK CHIC dataset does not
have complete reporting of hospitalizations, a potentially
important measure of the success of transition. Research in
several disease areas has found poorer attendance and
increases in avoidable hospitalization post-transfer into adult
care, neither of which was measurable in our study [3,41].
Finally, the CHIPS and UK CHIC datasets are largely focussed
on clinical and biological markers of HIV, and thus we were
not able to consider the potential role of other factors, includ-
ing cognition andmental health. Poorer outcomesmay be due
to psychosocial issues as well as biological factors, including
cognitive and mental health issues [42–44], stigma and dis-
crimination [45], HIV disclosure [46] and parental loss [47].
This limits the clinical message of our findings, and further
exploration of the role of a wider set of factors is required
using in-depth cohort data.

Conclusions
Our findings suggest that CD4 in patients with perinatally
acquired HIV was already declining in the period before
transition to adult care, and that after transfer to adult
care there was some reversal in this trend in some groups.
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Figure 2. The association between sex and CD4 slopes over time for a hypothetical patient with the following characteristics: black
ethnicity, born in the UK in 1991, nadir CD4 of 207, transferred to adult care at 17.5 years (sample means), no hospital change at transfer.
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Post-transition, CD4 declined in black males, but remained
stable in black females, and increased in white males and
females; these findings are worrying and warrant further
monitoring. Furthermore, those with suppressed viral load
had higher CD4 counts, highlighting the ongoing need for
interventions to improve adherence during adolescence
and transition. Age at transfer and having changed hospital
at transfer had no effect on CD4 post-transition, but later
calendar year of birth was associated with higher CD4.
These findings lend support to improvements in transition
planning in the UK in recent years, the individual approach
to age at transition, and coordination of services across
paediatric and adult care. However, the much higher pro-
portion of young people with perinatally acquired HIV hav-
ing a CD4 < 200 cells/mm3 in adult care, compared to other
patients, is of great concern, and reasons for this require
further investigation.

Authors’ affiliations
1MRC Clinical Trials Unit, University College London (UCL), UCL, London, UK;
2Research Department of Infection and Population Health, UCL, London, UK

Competing interests

The authors declare that they have no competing interests.

Authors’ contributions
AJ, JC, SJ, HA, DMG, and CS designed the study. TH undertook the data
linkage. FP undertook the statistical analysis, under the guidance of SJ, DF,
and CS. AJ wrote the first draft of the paper. All authors commented on the
paper and approved the final version.

Acknowledgements
Collaborative HIV Paediatric Study (CHIPS):

Funding: CHIPS is funded by the National Health Service (London Specialised
Commissioning Group) and has received additional support from Bristol-
Myers Squibb, Boehringer Ingelheim, GlaxoSmithKline, Roche, Abbott, and
Gilead Sciences.

CHIPS Steering Committee: Hermione Lyall, Karina Butler, Katja Doerholt,
Caroline Foster, Nigel Klein, Esse Menson, Andrew Riordan, Delane
Shingadia, Gareth Tudor-Williams, Pat Tookey, Steve Welch. MRC Clinical
Trials Unit: Intira Jeannie Collins, Claire Cook, Donna Dobson, Keith
Fairbrother, Diana M. Gibb, Ali Judd, Lynda Harper, Francesca Parrott, Anna
Tostevin, Nadine Van Looy.

Participating hospitals: Republic of Ireland: Our Lady’s Children’s Hospital
Crumlin, Dublin: K Butler, A Walsh. UK: Birmingham Heartlands Hospital,
Birmingham: S Scott, Y Vaughan, S Welch; Blackpool Victoria Hospital,
Blackpool: N Laycock; Bristol Royal Hospital for Children, Bristol: J
Bernatoniene, A Finn, L Hutchison; Calderdale Royal Hospital, Halifax: G
Sharpe; Central Middlesex Hospital, London: A Williams; Chelsea and
Westminster Hospital, London: EGH Lyall, P Seery; Coventry & Warwickshire
University Hospital, Coventry: P Lewis, K Miles; Derbyshire Children’s Hospital,
Derby: B Subramaniam; Derriford Hospital, Plymouth: L Hutchinson, P Ward;
Ealing Hospital, Middlesex: K Sloper; Eastbourne District General Hospital,
Eastbourne: G Gopal; Glasgow Royal Hospital for Sick Children, Glasgow: C
Doherty, R Hague, V Price; Great Ormond St Hospital for Children, London: H
Bundy, M Clapson, J Flynn, DM Gibb, N Klein, V Novelli, D Shingadia; Halliwell
Children’s Centre, Bolton: P Ainsley-Walker; Harrogate District Hospital,
Harrogate: P Tovey; Homerton University Hospital, London: D Gurtin;
Huddersfield Royal Infirmary, Huddersfield: JP Garside; James Cook Hospital,
Middlesbrough: A Fall; John Radcliffe Hospital, Oxford: D Porter, S Segal; King’s
College Hospital, London: C Ball, S Hawkins; Leeds General Infirmary, Leeds: P
Chetcuti, M Dowie; Leicester Royal Infirmary, Leicester: S Bandi, A McCabe;

Luton and Dunstable Hospital, Luton: M Eisenhut; Mayday University Hospital,
Croydon: J Handforth; Milton Keynes General Hospital, Milton Keynes: PK Roy;
Newcastle General Hospital, Newcastle: T Flood, A Pickering; Newham General
Hospital, London: S Liebeschuetz; Norfolk & Norwich Hospital, Norwich: C
Kavanagh; North Manchester General Hospital, Manchester: C Murphy, K
Rowson, T Tan; North Middlesex Hospital, London: J Daniels, Y Lees;
Northampton General Hospital, Northampton: E Kerr, F Thompson;
Northwick Park Hospital Middlesex; M Le Provost, A Williams; Nottingham
City Hospital, Nottingham: L Cliffe, A Smyth, S Stafford; Queen Alexandra
Hospital, Portsmouth: A Freeman; Raigmore Hospital, Inverness: T Reddy;
Royal Alexandra Hospital, Brighton: K Fidler; Royal Belfast Hospital for Sick
Children, Belfast: S Christie; Royal Berkshire Hospital, Reading: A Gordon; Royal
Children’s Hospital, Aberdeen: D Rogahn; Royal Cornwall Hospital, Truro: S
Harris, L Hutchinson; Royal Devon and Exeter Hospital, Exeter: A Collinson, L
Hutchinson; Royal Edinburgh Hospital for Sick Children, Edinburgh: L Jones, B
Offerman; Royal Free Hospital, London: V Van Someren; Royal Liverpool
Children’s Hospital, Liverpool: C Benson, A Riordan; Royal London Hospital,
London: A Riddell; Royal Preston Hospital, Preston: R O’Connor; Salisbury
District General Hospital, Salisbury: N Brown; Sheffield Children’s Hospital,
Sheffield: L Ibberson, F Shackley; Southampton General Hospital,
Southampton: SN Faust, J Hancock; St George’s Hospital, London: K Doerholt,
S Donaghy, K Prime, M Sharland, S Storey; St Luke’s Hospital, Bradford: S
Gorman; St Mary’s Hospital, London: EGH Lyall, C Monrose, P Seery, G
Tudor-Williams, S Walters; St Thomas’ Hospital (Evelina Children’s Hospital),
London: R Cross, E Menson; Torbay Hospital, Torquay: J Broomhall, L
Hutchinson; University Hospital Lewisham, London: D Scott, J Stroobant;
University Hospital of North Staffordshire, Stoke On Trent: A Bridgwood, P
McMaster; University Hospital of Wales, Cardiff: J Evans, T Gardiner; Wexham
Park, Slough: R Jones; Whipps Cross Hospital, London: K Gardiner.

United Kingdom Collaborative HIV Cohort (UK CHIC):

Funding: UK CHIC is funded by the UK Medical Research Council (Grant
numbers G0000199, G0600337, G0900274 and M004236). The views
expressed in this poster are those of the researchers and not necessarily
those of the Medical Research Council.

UK CHIC Steering Committee: Jonathan Ainsworth, Sris Allan, Jane Anderson,
Abdel Babiker, David Chadwick, Valerie Delpech, David Dunn, Martin Fisher,
Brian Gazzard, Richard Gilson, Mark Gompels, Phillip Hay, Teresa Hill,
Margaret Johnson, Sophie Jose, Stephen Kegg, Clifford Leen, Fabiola
Martin, Mark Nelson, Chloe Orkin, Adrian Palfreeman, Andrew Phillips,
Deenan Pillay, Frank Post, Jillian Pritchard, Caroline Sabin, Memory
Sachikonye, Achim Schwenk, Anjum Tariq, Roy Trevelion, John Walsh.

UK CHIC Central Co-ordination: University College London (Teresa Hill,
Sophie Jose, Andrew Phillips, Caroline Sabin); Medical Research Council
Clinical Trials Unit at UCL (MRC CTU at UCL), London (David Dunn, Adam
Glabay).

UK CHIC Participating Centres: Brighton and Sussex University Hospitals
NHS Trust (M Fisher, N Perry, S Tilbury, E Youssef, D Churchill); Chelsea and
Westminster Hospital NHS Foundation Trust, London (B Gazzard, M Nelson,
R Everett, D Asboe, S Mandalia); King’s College Hospital NHS Foundation
Trust, London (F Post, H Korat, C Taylor, Z Gleisner, F Ibrahim, L Campbell);
Mortimer Market Centre, University College London (R Gilson, N Brima, I
Williams); Royal Free NHS Foundation Trust/University College London (M
Johnson, M Youle, F Lampe, C Smith, R Tsintas, C Chaloner, S Hutchinson, C
Sabin, A Phillips, T Hill, S Jose, A Thornton, S Huntington); Imperial College
Healthcare NHS Trust, London (J Walsh, N Mackie, A Winston, J Weber, F
Ramzan, M Carder); Barts and The London NHS Trust, London (C Orkin, J
Lynch, J Hand, C de Souza); Homerton University Hospital NHS Trust,
London (J Anderson, S Munshi); North Middlesex University Hospital NHS
Trust, London (J Ainsworth, A Schwenk, S Miller, C Wood); The Lothian
University Hospitals NHS Trust, Edinburgh (C Leen, A Wilson, S Morris);
North Bristol NHS Trust (M Gompels, S Allan); Leicester, University
Hospitals of Leicester NHS Trust (A Palfreeman, K Memon, A Lewszuk);
Middlesbrough, South Tees Hospitals NHS Foundation Trust (D Chadwick, E
Cope, J Gibson); Woolwich, Lewisham and Greenwich NHS Trust (S Kegg, P
Main, Dr Mitchell, Dr Hunter), St George’s Healthcare NHS Trust (P Hay, M
Dhillon); York Teaching Hospital NHS Foundation Trust (F Martin, S Russell-

Judd A et al. Journal of the International AIDS Society 2017, 20(Suppl 3):21577
http://www.jiasociety.org/index.php/jias/article/view/21577 | http://dx.doi.org/10.7448/IAS.20.4.21577

78



Sharpe); Coventry, University Hospitals Coventry and Warwickshire NHS
Trust (S Allan, A Harte, S Clay); Wolverhampton, The Royal
Wolverhampton Hospitals NHS Trust (A Tariq, H Spencer, R Jones);
Chertsey, Ashford and St Peter’s Hospitals NHS Foundation Trust (J
Pritchard, S Cumming, C Atkinson); Public Health England, London (V
Delpech); UK Community Advisory Board (R Trevelion).

Role of the funding sources
The funding sources had no role in the study design, collection, analysis and
interpretation of data, writing of the report or decision to submit the paper
for publication.

References

1. World Health Organization. Health for the world’s adolescents. A second
chance in the second decade. Geneva: World Health Organization; 2014.
2. Rianthavorn P, Ettenger RB, Malekzadeh M, Marik JL, Struber M.
Noncompliance with immunosuppresssive medications in pediatric and adoles-
cent patients receiving solid-organ transplants. Transplantation. 2004;77:778–82.
3. Chief Medical Officer. Annual report of the Chief Medical Officer. Our children
deserve better: prevention pays. London: Department of Health; 2013.
4. Viner RM. Do adolescent inpatient wards make a difference? Findings
from a national young patient survey. Pediatrics. 2007;120:749–55.
5. Crowley R, Wolfe I, Lock K, McKee M. Improving the transition between
paediatric and adult healthcare: a systematic review. Arch Dis Child.
2011;96:548–53.
6. National Institute for Health and Care Excellence. Transition from chil-
dren’s to adult services: scope consultation. London: National Institute for
Health and Care Excellence; 2014.
7. Yeung E, Kay J, Roosevelt GE, Brandon M, Yetman AT. Lapse of care as a
predictor for morbidity in adults with congenital heart disease. Int J Cardiol.
2008;125:62–5.
8. Lotstein DS, Seid M, Klingensmith G, Case D, Lawrence JM, Pihoker C,
et al. Transition from pediatric to adult care for youth diagnosed with type 1
diabetes in adolescence. Pediatrics. 2013;131:e1062–70.
9. Busse FP, Hiermann P, Galler A, Stumvoll M, Wiessner T, Kiess W, et al.
Evaluation of patients’ opinion and metabolic control after transfer of young
adults with type 1 diabetes from a pediatric diabetes clinic to adult care.
Horm Res. 2007;67:132–38.
10. UNAIDS. Children and HIV fact sheet. Geneva: UNAIDS; 2016.
11. Lowenthal ED, Bakeera-Kitaka S, Marukutira T, Chapman J, Goldrath K,
Ferrand RA. Perinatally acquired HIV infection in adolescents from sub-
Saharan Africa: a review of emerging challenges. Lancet Infect Dis.
2014;14:627–39.
12. MahyM. Explaining global adolescent mortality data: where do the numbers
come from and what do they mean? Abstract presented at: AIDS 2016; Durban,
South Africa. 2016 18-22 July. Available from: programme.aids2016.org.
13. Kyu HH, Pinho C,Wagner JA, Brown JC, Bertozzi-Villa A, Charlson FJ, et al.
Global and national burden of diseases and injuries among children and
adolescents between 1990 and 2013: findings from the global burden of
disease 2013 study. JAMA Pediatr. 2016;170:267–87.
14. Kahana SY, Fernandez MI, Wilson PA, Bauermeister JA, Lee S, Wilson CM,
et al. Rates and correlates of antiretroviral therapy use and virologic sup-
pression among perinatally and behaviorally HIV-infected youth linked to
care in the United States. J Acquir Immune Defic Syndr. 2015;68:169–77.
15. Zanoni BC, Mayer KH. The adolescent and young adult HIV cascade of
care in the United States: exaggerated health disparities. AIDS Patient Care
STDS. 2014;28:128–35.
16. Agwu AL, Lee L, Fleishman JA, Voss C, Yehia BR, Althoff KN, et al.
Aging and loss to follow-up among youth living with human immunode-
ficiency virus in the HIV research network. J Adolesc Health.
2015;56:345–51.
17. Fish R, Judd A, Jungmann E, O’Leary C, Foster C. Mortality in perinatally
HIV-infected young people in England following transition to adult care: an
HIV Young Persons Network (HYPNet) audit. HIV Med. 2013;15:239–44.
18. Rice BD, Delpech VC, Chadborn TR, Elford J. Loss to follow-up among
adults attending human immunodeficiency virus services in England, Wales,
and Northern Ireland. Sex Transm Dis. 2011;38:685–90.

19. The Pursuing Later Treatment Options II (PLATO II) project team. Risk of
triple-class virological failure in children with HIV: a retrospective cohort
study. Lancet. 2011;377:1580–87.
20. Judd A, Lodwick R, Noguera Julian A, Gibb DM, Butler K, Costagliola D, et al.
Higher rates of triple class virologic failure in perinatally HIV-infected teenagers
compared to heterosexually infected young adults in Europe. HIV Medicine.
2016 Sep 14. doi: 10.1111/hiv.12411.
21. Judd A, Doerholt K, Tookey PA, Sharland M, Riordan A, Menson E,
et al. Morbidity, mortality, and response to treatment by children in the
United Kingdom and Ireland with perinatally acquired HIV infection during
1996-2006: planning for teenage and adult care. Clin Infect Dis.
2007;45:918–24.
22. National Institute for Health and Care Excellence. Transition from chil-
dren’s to adults’ services for young people using health or social care
services. London: National Institute for Health and Care Excellence; 2016.
23. Ely A. Guidance for clinics on transition. Bristol: Children’s HIV
Association; 2015.
24. Gibb DM, Duong T, Tookey PA, Sharland M, Tudor-Williams G, Novelli V,
et al. Decline in mortality, AIDS, and hospital admissions in perinatally HIV-1
infected children in the United Kingdom and Ireland. Br Med J.
2003;327:1019–24.
25. UK Collaborative HIV Cohort Steering Committee. The creation of a large
UK-based multicentre cohort of HIV-infected individuals: the UK collabora-
tive HIV cohort (UK CHIC) study. HIV Med. 2004;5:115–124.
26. Collins IJ, Foster C, Tostevin A, Tookey PA, Riordan A, Dunn D, et al.
Clinical status of adolescents with perinatal HIV at transfer to adult care in
the UK/Ireland. Clin Infect Dis. Forthcoming.
27. Centers for Disease Control and Prevention. 1994 revised classification
system for human immunodeficiency virus infection in children less than 13
years of age. Morb Mortal Wkly Rep. 1994;43:1–10.
28. Ryscavage P, Anderson EJ, Sutton SH, Reddy S, Taiwo B. Clinical out-
comes of adolescents and young adults in adult HIV care. J Acquir Immune
Defic Syndr. 2011;58:193–7.
29. Ryscavage P, Macharia T, Patel D, Palmeiro R, Tepper V. Linkage to and
retention in care following healthcare transition from pediatric to adult HIV
care. AIDS Care. 2016;28:561–5.
30. Nglazi MD, Kranzer K, Holele P, Kaplan R, Mark D, Jaspan H, et al. Treatment
outcomes in HIV-infected adolescents attending a community-based antiretro-
viral therapy clinic in South Africa. BMC Infect Dis. 2012;12:21.
31. World Health Organization. Guideline on when to start antiretroviral
therapy and on pre-exposure prophylaxis for HIV. Geneva: World Health
Organization; 2015.
32. Jose S, Quinn K, Dunn D, Cox A, Sabin C, Fidler S. Virological failure
and development of new resistance mutations according to CD4
count at combination antiretroviral therapy initiation. HIV Med.
2016;17:368–72.
33. Weijsenfeld AM, Smit C, Cohen S, Wit FW, Mutschelknauss M, van der
Knaap LC, et al. Virological and social outcomes of HIV-infected adolescents
and young adults in the Netherlands before and after transition to adult
care. Clin Infect Dis. 2016;63:1105–12.
34. Hansudewechakul R, Pongprapass S, Kongphonoi A, Denjanta S,
Watanaporn S, Sohn AH. Transition of Thai HIV-infected adolescents to
adult HIV care. J Int AIDS Soc. 2015;18:20651.
35. World Health Organization. Consolidated guidelines on the use of anti-
retroviral drugs for treating and preventing HIV infection. Geneva: World
Health Organization; 2016.
36. McKinnon LR, Kimani M, Wachihi C, Nagelkerke NJ, Muriuki FK, Kariri
A, et al. Effect of baseline HIV disease parameters on CD4+ T cell
recovery after antiretroviral therapy initiation in Kenyan women. PLoS
One. 2010;5:e11434.
37. Kulkarni H, Okulicz JF, Grandits G, Crum-Cianflone NF, Landrum ML, Hale
B, et al. Early postseroconversion CD4 cell counts independently predict CD4
cell count recovery in HIV-1-postive subjects receiving antiretroviral therapy.
J Acquir Immune Defic Syndr. 2011;57:387–95.
38. Brady MT, Oleske JM, Williams PL, Elgie C, Mofenson LM, Dankner WM,
et al. Declines in mortality rates and changes in causes of death in HIV-1-
infected children during the HAART era. J Acquir Immune Defic Syndr.
2010;53:86–94.

Judd A et al. Journal of the International AIDS Society 2017, 20(Suppl 3):21577
http://www.jiasociety.org/index.php/jias/article/view/21577 | http://dx.doi.org/10.7448/IAS.20.4.21577

79

http://dx.doi.org/10.1111/hiv.12411


39. Patel K, Hernan MA, Williams PL, Seeger JD, McIntosh K, Van Dyke RB,
et al. Long-term effectiveness of highly active antiretroviral therapy on the
survival of children and adolescents with HIV infection: a 10-year follow-up
study. Clin Infect Dis. 2008;46:507–15.
40. Maturo D, Powell A, Major-Wilson H, Sanchez K, De Santis JP, Friedman
LB. Development of a protocol for transitioning adolescents with HIV infec-
tion to adult care. J Pediatr Health Care. 2011;25:16–23.
41. Fleming E, Carter B, Gillibrand W. The transition of adolescents with
diabetes from the children’s health care service into the adult health care
service: a review of the literature. J Clin Nurs. 2002;11:560–7.
42. Malee K, Tassiopoulos K, Smith R, Hazra R, Allison S, Brouwers P, et al.
Behavioral and emotional risks among children and adolescents with peri-
natal HIV exposure and HIV infection. Abstract presented at: NIMH Annual
International Research Conference on the Role of Families in Preventing and
Adapting to HIV/AIDS; Providence, Rhode Island: RI. 2008.

43. Wood SM, Shah SS, Steenhoff AP, Rutstein RM. The impact of AIDS
diagnoses on long-term neurocognitive and psychiatric outcomes of
surviving adolescents with perinatally acquired HIV. AIDS.
2009;23:1859–65.
44. Smith R, Chernoff M, Williams PL, Malee KM, Sirois PA, Kammerer B,
et al. Impact of HIV severity on cognitive and adaptive functioning during
childhood and adolescence. Pediatr Infect Dis J. 2012;31:592–8.
45. Hogwood J, Campbell T, Butler S. I wish I could tell you but I can’t:
adolescents with perinatally acquired HIV and their dilemmas around self-
disclosure. Clin Child Psychol Psychiatry. 2013;18:44–60.
46. Greenhalgh C, Evangeli M, Frize G, Foster C, Fidler S. Intimate relation-
ships in young adults with perinatally acquired HIV: partner considerations.
AIDS Care. 2013;25:447–50.
47. Cervia JS. Easing the transition of HIV-infected adolescents to adult care.
AIDS Patient Care STDS. 2013;27:692–6.

Judd A et al. Journal of the International AIDS Society 2017, 20(Suppl 3):21577
http://www.jiasociety.org/index.php/jias/article/view/21577 | http://dx.doi.org/10.7448/IAS.20.4.21577

80


	Abstract
	Introduction
	Methods
	Results
	Discussion
	Conclusions
	Authors&#x2019; affiliations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Role of the funding sources
	References



