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Abstract

To identify missed opportunities in HIV prevention, diagnosis, and linkage to care, we enrolled 183 hospitalized,
HIV-infected, ART-naive Kenyan children 0-12 years from four hospitals in Nairobi and Kisumu, and reviewed
prevention of mother-to-child transmission of HIV (PMTCT), hospitalization, and HIV testing history. Median
age was 1.8 years (IQR=0.8, 4.5). Most mothers received HIV testing during pregnancy (77%). Among mothers
tested, 60% and 40% reported HIV-negative and positive results, respectively; 33% of HIV-diagnosed mothers did
not receive PMTCT antiretrovirals. First missed opportunities for pediatric diagnosis and linkage were due to
failure to test mothers (23.1%), maternal HIV acquisition following initial negative test (45.7%), no early infant
diagnosis (EID) or provider-initiated testing (PITC) (12.7%), late breastfeeding transmission (8.7%), failure to
collect child HIV test results (1.2%), and no linkage to care following HIV diagnosis (8.7%). Among previously
hospitalized children, 38% never received an HIV test. Strengthening initial and repeat maternal HIV testing and
PITC are key interventions to prevent, detect, and treat pediatric HIV infections.

Introduction

REVENTION OF MOTHER-TO-CHILD TRANSMISSION of HIV

(PMTCT) programs have dramatically reduced new in-
fant HIV infections." The PMTCT cascade is designed to
identify maternal HIV infection in pregnancy, provide anti-
retroviral treatment (ART), diagnose infant HI'V infection, and
commence ART. Completing the cascade presents the best
opportunity to prevent and detect infant infection. However,
completion requires women to interact with healthcare sys-
tems at multiple points. Missing any step along the cascade
reduces benefit from downstream interventions.

In resource-limited settings, women and children may fall
out of the cascade at several points. Women may miss HIV
testing during pregnancy.' Women who test HIV-negative
during pregnancy may acquire HIV later, with high trans-
mission risk to their infants.”> Among identified HIV-infected
women, not all access ART."*** Early infant diagnosis (EID)

systems may fail due to problems with specimen processing,
or failure to return results.>® Provider-initiated testing and
counseling (PITC) for HIV is recommended for children
presenting to hospitals but is inadequately implemented.’
Finally, ch1ldren diagnosed with HIV may not promptly link
to care.”® These missed opportunities contribute to prevent-
able pediatric HIV infection. Understanding where women
and children are most likely to miss services is useful to
strengthen programs strategically.

Among hospitalized HIV-infected children, we evaluated
prior PMTCT, HIV testing, and hospitalization history to
identify gaps in diagnosis and linkage to care.

Methods

This analysis utilized pre-randomization data from a clin-
ical trial (NCT02063880) aimed at determining whether ur-
gent ART reduced mortality among hospitalized HIV-infected
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children. The study was approved by the University of
Nairobi/Kenyatta National Hospital Ethics and Research
Committee and the University of Washington Institutional
Review Board. Between July 2013 and March 2015, we re-
cruited HIV-infected, ART-naive children aged 0-12 years
hospitalized at Kenyatta National Hospital (KNH), Mbagathi
District Hospital (MDH), Kisumu East District Hospital
(KEDH), and Jaramogi Oginga Odinga Teaching and Re-
ferral Hospital (JOOTRH). KNH and JOOTRH serve as
national and regional referral centers for urban and rural
populations, respectively. MDH serves about 1000 patients
daily from urban areas in Nairobi and has a bed capacity of
400, while KEDH serves 250 patients daily from both urban
and rural population surrounding Kisumu city with bed ca-
pacity of 180.

As part of the inclusion criteria for the larger study, chil-
dren with central nervous system infection were excluded.
HIV testing was conducted as part of hospital procedures
using two rapid HIV tests for children aged >18 months, and
HIV DNA PCR for children <18 months per national
guidelines.”'® PMTCT guidelines in Kenya have changed
over the years from pilot projects on short course ARVs in
2000, with expanded use in 2004 to option A and option B+
when possible in 2012.'"'? Caregivers provided information
on PMTCT history, past hospitalizations, and previous HIV
testing. Missing data are noted in table footnotes.

We summarized descriptive characteristics using medians,
interquartile ranges, and proportions. We compared propor-
tions using Chi-squared tests. Systems gaps that missed a
child’s infection were defined as the first step in the PMTCT,
EID, and PITC systems that was missed; mother—infant pairs
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were counted once in these analyses. Data were analyzed
using STATA 11 software (Stata Corporation, College Sta-
tion, TX).

Results

Of 183 HIV-infected children identified, median age was
1.8 years (IQR 0.8, 4.5). Almost all (97%) were breastfed,
with the majority (75%) of those under 18 months still
breastfeeding.

Missed opportunities for antenatal HIV diagnosis

Among the 176 women with available testing history, most
[136 (77%)] reported HIV testing during pregnancy, with
higher rates of testing among mothers of younger children
[85%, 77%, 62% tested in <1.5-, 1.5- to 5-, and 5- to 12-year-
old children, respectively, p=0.005 (Table 1)]. Of women
tested for HIV, over half (60%) reported testing HI'V negative.

Missed opportunities in pediatric HIV prevention

Among 53 mothers testing positive in PMTCT, 35 (67%)
received ARVs during pregnancy, and 20 (38%) of their in-
fants received prophylaxis. Among 51 mothers who provided
information about PMTCT ARVs, 36% mother—infant pairs
received ARVs for both mother and child, 34% received
ARVs for mother but not child, and 30% received ARVs for
neither mother nor child; one pair had ARVs for child but
not mother. In one pair, the mother tested negative during
pregnancy but tested positive at delivery and the infant re-
ceived PMTCT ARVs (Table 1).

TABLE 1. DEMOGRAPHIC CHARACTERISTICS, PMTCT, AND HOSPITALIZATION HISTORY

All 0-1.5 years 1.5-5 years 5—12 years
N=183 N=381 N=58 N=44
Median (IQR) Median (IQR) Median (IQR) Median (IQR)
n orn (%) n orn (%) n orn (%) n orn (%) p Value
Child age (years) 183 1.8 (0.8,4.5) 81 0.8 (0.3, 1.2) 58 24 (1.9,3.5) 44 7.0(6.3,89 N/A
Female child 183 88 (48) 81 42 (52) 26 (45) 44 20 (45) 0.440
Mother tested for HIV 176 136 (77) 80 68 (85) 57 44 (77) 39 24 (62) 0.005
in pregnancy”
HIV test negativeA 132* 79 (60) 68 34 (50) 43 30 (70) 21 15 (71 0.029
HIV test positive 132* 53 (40) 68 34 (50) 43 13 (30) 21 629
Mother received ARVs 52 35 (67) 33 24 (73) 13 8(62) 5 3(60) 0.429
Child received ARVs® 53 20 (38) 34 12 (35) 13 6 (46) 5 240 0.628
Child previously hospitalized®® 182 65 (36) 81 19 (24) 58 24 (41) 43 22 (51 0.001
Child prev1ously tested 181 88 (49) 80 37 (46) 58 28 (48) 43 23 (53) 0.460
for HIVA©
HIV test positive® 80¢ 38 (48) 32 13 (41) 28 10 (36) 21 15 (71) 0.044
Ever breastfed 179 173 (97) 81 81 (100) 57 53 (93) 41 39 (95) 0.082
Currently breastfeeding 183 70 (38) 81 61 (75) 58 9 (16) 4 0 (0) >0.001

%4 mothers were missing test result information; 8 children

were missing test result information; ‘42 (65%) had 1 previous

hospitalization, 13 (20%) had 2, 6 (9%) had 3, 4 (6%) had 4+ hospitalizations.
dHI\/ testing through early infant diagnosis (EID), through provider initiated testing and counseling (PITC), or other testing program.

Mlssed opportunities in HIV infection diagnosis.
BMissed opportunities in HIV infection prevention. (Among 51

mother—child pairs where the mother tested positive in PMTCT and

complete information was available about mother and child PMTCT ARVs, 18 pairs had ARVs for both mother and child, 17 pairs had
ARVs for mother but not child, 15 pairs had ARVs for neither mother nor child, one pair had ARVs for child but not mother. In one
mother—child pair, the mother tested negative during PMTCT and was not given maternal ARVs but then tested positive at delivery so the

child was given PMTCT ARVs).
Missed opportunities in HIV infection linkage to care.
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Missed opportunities for pediatric HIV diagnosis

Only half [88 (49%)] of children had previously received
an HIV test. Prior to the current hospitalization, 36% (65) of
children had been hospitalized before; 35% (23) of them
hospitalized more than once. Children previously hospital-
ized were more likely to have tested for HIV compared to
never hospitalized children (62% vs. 41%, p=0.009). How-
ever, among previously hospitalized children, 38% had never
received an HIV test. Older children were more likely than
younger children to have had prior hospitalization [51% vs.
41% vs. 24% among 5-12, 1.5-5, and 0-1.5 year age groups,
respectively (p=0.001) (Table 1)].

Missed opportunities in linkage to care

Nearly half (48%) of the children with a previous HIV test
had tested positive and were not on ART (Table 1).

Relative contribution of individual systems gaps

The first systems gap that led to the child being lost from
the system was determined for each mother—child pair. In this
analysis, each of the 173 infections with complete history was
counted once. The majority of child infections were missed
due to failures in recognizing maternal infection: 23.1% were
undetected because their mothers did not receive an HIV test,
and 45.7% because their mothers tested negative during
pregnancy. Twenty-three percent of child infections were
missed because EID testing was not done; 12.7% of children
had never tested for HIV through EID or PITC systems; 1.2%
of children had an HIV test but did not return for results; 8.7%
tested negative and presumably acquired HIV infection af-
terward. Finally, 8.7% were identified as HIV-infected but
had not initiated ART (Fig. 1).

Discussion

In this study, among critically ill HIV-infected children,
we defined the health systems gaps where they fell out of the
HIV prevention, diagnosis, and care cascade. In our study,
approximately half of previously undiagnosed infections
could be linked back to maternal HIV acquisition in preg-
nancy and ~20% to missed maternal antenatal HIV testing.
Strengthening these two intervention systems could have
high impact for preventing or detecting pediatric HIV.

While HIV testing in pregnancy was high, a large propor-
tion of HIV-infected children were not identified as HIV-
exposed since their mothers tested negative during pregnancy.
There are few systems designed to detect incident HIV in-
fection during pregnancy or postpartum, a gap that contributes
a substantial—and increasing—proportion of new infant in-
fections.'> Women who test HIV negative may become in-
fected later during pregnancy or postpartum; high viremia in
acute infection is associated with higher MTCT than chronic
HIV infections acquired before pregnancy.”? WHO guidelines
recommend repeat HIV testing in late pregnancy in areas with
generalized epidemics.'* In Kenya, guidelines recommend
repeat HIV testing in the third trimester for those tested before
28 weeks.'? However, repeat testing is poorly implemented,
leaving women and children at risk for transmission events."
Optimized PMTCT programs must prevent and detect new
HIV infection during pregnancy and identify opportunities for
continued risk reduction counseling postpartum.
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Our study shows historical improvements in antenatal HIV
testing with higher rates among mothers of younger children.
However, there are still gaps in provision of ARVs for
PMTCT. In 2012, 94% of pregnant women attending ante-
natal clinic in Kenya received a HIV test, while 71% of those
known to be HIV-infected received ARVs for PMTCT.'®
Many children acquired HIV in our study despite mothers
receiving PMTCT, in part due to incomplete prophylaxis. In
our study, almost two-thirds of HIV-exposed infants did not
receive ARV prophylaxis, likely due to systems failures in
referral mechanisms or individual- and community-level
barriers.'”'® This suggests that provision and uptake of ma-
ternal and infant PMTCT ARVs warrants additional atten-
tion.

Nearly half the children in our study had previously tested
for HIV. The WHO estimated that in 2012, only 39% of HIV-
exposed infants in resource-limited settings were tested for
HIV within 2 months of life;19 in Kenya this was 64% in
2010, still well below universal coverage.20 An additional
consideration for EID programs is the potential for delayed
HIV diagnosis in the setting of ART, where suppressed infant
virus may lead to false negative PCR tests or delayed sero-
conversion.?! Efforts to implement faster result turnaround
time, better identification of children, and point-of-care
testing may improve EID.”

PITC is a useful strategy to diagnose children.
However, universal PITC requires a reliable supply of test
kits, laboratory capacity for testing, human resources, and
adequate referral mechanisms.*> Non-universal PITC selec-
tively tests the most ill children, diagnosing those already
symptomatic.?* In our study, 38% of previously hospitalized
children had never tested for HIV, illustrating a missed op-
portunity for PITC. Pediatric clinics are busy and PITC ap-
proaches need to be strategic—perhaps using opt-out or
saliva testing to maximize testing efficiencies.

HIV-infected children are less likely to receive ART than
adults.”® All previously diagnosed children in our study had
not initiated ART, which could be a consequence of earlier
guidelines deferring ART in children based on immunologic
or clinical criteria. As the most recent Kenya Guidelines
(June 2014) indicate empiric start of ART for children <10
years,”® pediatric ART coverage is expected to increase. The
unique barriers to ART initiation and retention for children
continue to be challenging.'>%2

Our study was limited in that we relied on maternal report
of PMTCT and child history, which may be subject to recall
bias; we were not able to verify this information. We were not
able to determine where previous child HIV testing had
occurred—through EID, PITC, or other HIV testing pro-
gram—and therefore not able to determine which system
missed diagnosing these pediatric infections. Older children
had more time to accrue hospitalizations and therefore tem-
poral trends of hospitalization history should not be inter-
preted from these data.

As PMTCT programs implement increasingly effective
ARVs and improve EID testing efforts, fewer infants who
receive PMTCT will become infected resulting in fewer new
infant infections being diagnosed through PMTCT programs.
In the absence of PMTCT coverage expansion and repeat
testing during pregnancy, a majority of new infant HIV in-
fections will be diagnosed outside of PMTCT systems.?*° In
order to reach virtual elimination of MTCT, PMTCT

7,22,23
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coverage and repeat HIV testing during pregnancy will need
to be expanded. Repeat maternal testing should be prioritized
due to the high proportion of infant infections missed due to
this single gap in the current analysis. Additionally, universal
PITC, along with targeted testing strategies to identify HIV-
infected children prior to symptomatic illness, will be crucial
to detect infections missed by PMTCT programs. Finally,
strengthening linkage to care will also be critical to reduce
pediatric HIV-related morbidity and mortality.

Acknowledgments

The authors thank the PUSH study participants and their
families, without whom this research would not be possible.
We thank the PUSH administrative, clinical, and data team
for their dedication and support. We thank Dr. Bhavna
Chohan’s laboratory for performing HIV PCR tests. We
thank members of the Kizazi Working Group, UW Global
Center for Integrated Health of Women, Adolescents and
Children (Global WACh), and Kenya Research and Training
Center (KRTC) for their support during the preparation of
this article.

Author contributions: DCW, GIS, JAS, LMC, EMO,
ADW, and INN conceptualized the article. ADW, INN pre-
pared the final draft. DCW, GIS, JAS, EMO, SBN, HMO,
DIJC, JAO, VOO, and LMC made contributions and revi-
sions. All authors read and approved the final version.

Funding source: This research was funded by ROI-
HDO023412, K24-HD054314 (PI for both: GJ-S), and K12
HDO000850 (LMC) from the Eunice Kennedy Shriver Na-
tional Institute of Child Health and Human Development
(NICHD) and F31-MH099988 (ADW) from NIMH. This
publication was also supported in part by the University of
Washington CFAR (P30 AI027757), REDCap ULITR
000423 from NCRR/NIH, the UW Global Center for
Integrated Health of Women, Adolescents and Children
(Global WACh), and the Pediatric Scientist Development
Program (PSDP) through grants from the American Acad-
emy of Pediatrics and American Pediatric Society (LMC). Its
contents are solely the responsibility of the authors and do not
necessarily represent the official views of the NIH. The
funding sources were not involved in the analyses or inter-
pretation of data.

Author Disclosure Statement

None of the authors was paid to write this article by a
pharmaceutical company or other agency.

References

1. World Health Organization. Towards universal access:
Scaling up priority HIV/AIDS interventions in the health
sector. 2010.

2. Drake AL, Wagner A, Richardson B, John-Stewart G. In-
cident HIV during pregnancy and postpartum and risk of
mother-to-child HIV transmission: A systematic review and
meta-analysis. PLoS Med 2014;11:e1001608.

3. Ferguson L, Lewis J, Grant AD, et al. Patient attrition be-
tween diagnosis with HIV in pregnancy-related services
and long-term HIV care and treatment services in Kenya:
A retrospective study. J Acquir Immune Defic Syndr 2012;
60:¢90-e97.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

123

. Stinson K, Boulle A, Coetzee D, Abrams EJ, Myer L. In-

itiation of highly active antiretroviral therapy among
pregnant women in Cape Town, South Africa. Trop Med
Int Health 2010;15:825-832.

. Ciaranello AL, Park JE, Ramirez-Avila L, Freedberg KA,

Walensky RP, Leroy V. Early infant HIV-1 diagnosis
programs in resource-limited settings: Opportunities for
improved outcomes and more cost-effective interventions.
BMC Med 2011;9:59.

. Hassan AS, Sakwa EM, Nabwera HM, et al. Dynamics and

constraints of early infant diagnosis of HIV infection in
Rural Kenya. AIDS Behav 2012;16:5-12.

. Weigel R, Kamthunzi P, Mwansambo C, Phiri S, Kazembe

PN. Effect of provider-initiated testing and counselling and
integration of ART services on access to HIV diagnosis and
treatment for children in Lilongwe, Malawi: A pre- post
comparison. BMC Pediatr 2009;9:80.

. Hsiao NY, Stinson K, Myer L. Linkage of HIV-infected

infants from diagnosis to antiretroviral therapy services
across the Western Cape, South Africa. PLoS One 2013;8:
e55308.

. National AIDS and STI Control Programme MoH Kenya.

Operational Manual for Implementing Provider-Initiated
HIV Testing and Counselling in Clinical Settings. Nairobi,
2010.

Chohan BH, Emery S, Wamalwa D, et al. Evaluation of a
single round polymerase chain reaction assay using dried
blood spots for diagnosis of HIV-1 infection in infants in an
African setting. BMC Pediatr 2011;11:18.

National AIDS and STI Control Programme MoH Kenya.
Guidelines for Prevention of Mother to Child Transmission
(PMTCT) of HIV/AIDS in Kenya. Nairobi 2009.

National AIDS and STI Control Programme MoH Kenya.
Guidelines for Prevention of Mother to Child Transmission
(PMTCT) of HIV/AIDS in Kenya. Nairobi 2012.

Johnson LF, Stinson K, Newell ML, et al. The contribution
of maternal HIV seroconversion during late pregnancy and
breastfeeding to mother-to-child transmission of HIV. J
Acquir Immune Defic Syndr 2012;59:417-425.

World Health Organization. Guidance on Global Scale Up of
the Prevention of Mother to Child Transmission of HIV. To-
wards Universal Access for Women, Infants and Young Chil-
dren and Eliminating HIV and AIDS among Children. 2007.
Moodley D, Esterhuizen TM, Pather T, Chetty V, Ngaleka
L. High HIV incidence during pregnancy: Compelling
reason for repeat HIV testing. AIDS 2009;23:1255-1259.
National AIDS and STI Control Programme (NASCOP)
MoH Kenya. Kenya AIDS Indicator Survey 2012: Final
Report. Nairobi: NASCOP, 2014.

Kohler PK, Ondenge K, Mills LA, et al. Shame, guilt, and
stress: Community perceptions of barriers to engaging in
prevention of mother to child transmission (PMTCT) pro-
grams in western Kenya. AIDS Patient Care STDS 2014;28:
643-651.

Onono M, Owuor K, Turan J, Bukusi EA, Gray GE, Cohen
CR. The role of maternal, health system, and psychosocial
factors in prevention of mother-to-child transmission failure
in the era of programmatic scale up in western Kenya: A case
control study. AIDS Patient Care STDS 2015;29:204-211.
UNAIDS. Global Report: UNAIDS Report on the Global
AIDS Epidemic 2013 2013.

Global HIV/AIDS Response: Epidemic Update and Health
Sector Progress towards Universal Access: WHOU-
NAIDSUNICEF, 2011.



124

21.

22.

23.

24.

25.
26.

King CC, Carrie Ziemniak C, Micheal G. Hudgens MG,
et al. Delayed HIV Detection in Infants Exposed to ARV
Prophylaxis During Breastfeeding, Abstract #33. Con-
ference on Retroviruses and Opportunistic Infections
(CROI), Seattle, WA; 2015;0-2:33.

Mutanga JN, Raymond J, Towle MS, et al. Institutionalizing
provider-initiated HIV testing and counselling for children:
An observational case study from Zambia. PLoS One 2012;
7:€29656.

Kankasa C, Carter RJ, Briggs N, et al. Routine offering
of HIV testing to hospitalized pediatric patients at university
teaching hospital, Lusaka, Zambia: Acceptability and feasi-
bility. J Acquir Immune Defic Syndr 2009;51:202-208.
Ahmed S, Kim MH, Sugandhi N, et al. Beyond early infant
diagnosis: Case finding strategies for identification of HIV-
infected infants and children. AIDS Nov 2013;27 Suppl 2:
S$235-5245.

UNAIDS. The Gap Report 2014.

National AIDS and STI Control Programme (NASCOP)
MoH Kenya. Guidelines on Use of Antiretroviral Drugs for

217.

28.

29.

NJUGUNA ET AL.

Treating and Preventing HIV Infection: A Rapid Advice
2014.

Coulibaly M, Meda N, Yonaba C, et al. Missed opportu-
nities for early access to care of HIV-infected infants in
Burkina Faso. PLoS One 2014;9:e111240.

Kellerman SE, Sugandhi N. Pediatric AIDS in the elimi-
nation agenda. PLoS Med 2013;10:e1001503.

Kellerman S, Essajee S. HIV testing for children in
resource-limited settings: What are we waiting for? PLoS
Med 2010;7:1000285.

Address correspondence to:

Dr. Irene Njuguna

Department of Pediatrics and Child Health
University of Nairobi

P.O. Box 19676

Nairobi 00202

Kenya

E-mail: njugunairene06 @yahoo.com



