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Abstract

Background: Sickle cell disease (SCD) is a multisystem disorder characterized by a wide spectrum of clinical
manifestations and severity. Studies investigating potential effects of co-morbid human immunodeficiency virus
(HIV) and SCD have produced conflicting results, and additional investigations are needed to elucidate whether the
interaction between the two disease states might impact both HIV and SCD clinical outcomes. The association of
HIV infection with clinical and laboratory characteristics of patients with SCD was assessed.

Methods: This nested case-control study included individuals with SCD with HIV treated at six Brazilian SCD
centers. Clinical and laboratory data were abstracted from medical records. HIV positive participants were compared
to age, gender, center, and SCD genotype matched HIV negative participants (ratio 1:4). Individual clinical outcomes
as well as a composite outcome of any SCD complication and a composite outcome of any HIV-related
complication were compared between the two groups.
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Results: Fifteen HIV positive participants were included, 12 (80%) alive and 3 (20%) deceased. Most of the HIV
positive patients had HbSS (60%; n=9), 53% (n = 8) were female, and mean age was 30 + 13 years. The frequency of
individual SCD complications of acute chest syndrome/pneumonia, sepsis/bacteremia, pyelonephritis, ischemic
stroke, hemorrhagic stroke, abnormal transcranial Doppler (TCD), and pulmonary hypertension was higher in HIV
positive participants when compared to HIV negative, although analyzed individually none were statistically
significant. HIV positive participants had significantly higher risk of any SCD complication and of a composite HIV-
related complication compared to the HIV negative group (HR =4.6; 95%Cl 1.1-19.6; P=0.04 and HR=7.7; 95%Cl
1.5-40.2; P=0.02, respectively). There was a non-significant trend towards higher risk of any infections in
participants with HIV positive (HR = 3.5; 95%Cl 0.92-13.4; P=0.07). Laboratory parameters levels were not
significantly different in individuals with and without HIV.

Conclusions: In summary, our study in SCD patients shows that those with HIV have an increased risk of any SCD
complication and HIV-related complications, as well as a suggestive but not significantly increased risk of infections.

Keywords: Sickle cell disease, HIV, Disease interaction, Risk factor

Background

Sickle cell disease (SCD) is a set of genetic disorders caused
by mutations in the HBB gene, which encodes the beta-
globin chain of hemoglobin [1]. Population estimates
propose that every year nearly 300,000-400,000 neonates are
born with SCD worldwide, around 75% in sub-Saharan
Africa [2]. In Brazil, 3500 newborns are born with SCD an-
nually, though the incidence varies considerably between the
states [3]. SCD is a multisystem disorder characterized by a
wide spectrum of clinical manifestations and severity. Gen-
etic and environmental factors play a role in the phenotype
diversity of SCD, including the occurrence of infections [1].

The World Health Organization data estimates that in
2018 approximately 36.9 million people were infected with
human immunodeficiency virus (HIV) worldwide, the ma-
jority in the African continent [4]. In Brazil, approximately
860,000 (630,000 — 1,100,000) individuals were living with
HIV in 2017 [5]. In the last three decades, advances in diag-
nosis and treatment have led to considerable progress in
the life expectancy of patients with HIV [6], as well as in
those with SCD [1]. Both diseases have become chronic ill-
nesses, especially in developed countries. As SCD and HIV
are endemic in overlapping geographic areas, including in
Brazil, the coexistence of both diseases has been reported
[7]. One systematic review suggested that HIV may worsen
symptoms of SCD [7]. Both HIV and SCD are independent
risk factors for certain outcomes such as stroke, avascular
necrosis, pulmonary hypertension, kidney disease and infec-
tions. Therefore, it is possible that HIV and SCD may inter-
act to increase the risk of these complications.

Studies investigating potential effects of co-morbid
HIV and SCD have produced conflicting results. Some
studies found no relationship between HIV infection and
clinical manifestations of SCD [8], whereas others found
a higher occurrence of infections [9, 10] in individuals
with both diseases. A review of the Nationwide Inpatient
Databases of the Healthcare Cost and Utilization Project

in the US demonstrated that hospitalized children with
SCD and HIV had a significantly higher risk of bacterial
infection and sepsis than those with SCD without HIV;
the length of hospital stay was longer in individuals with
SCD and HIV compared to those without HIV (8.0 days
vs. 4.3 days, respectively), and the mean charges associ-
ated with the hospitalization were also higher ($18,291
vs. $9584) [10]. Another study showed that the incidence
of serious invasive pneumococcal infections (meningitis)
observed among HIV positive patients with SCD was
significantly higher (>10 times) than that observed
among SCD patients without HIV [9]. However, a retro-
spective study involving 1415 individuals with SCD from
Brazil showed no relationship between HIV infection and
clinical severity of SCD [8]. Contrary to this relationship
of SCD potentially exacerbating HIV outcomes, some
studies have indicated that SCD may protect against HIV
infection [11, 12] and others suggested an improvement in
HIV progression and outcomes in individuals with SCD
[9, 13]. Therefore, additional studies are needed to eluci-
date whether the interaction between the two disease
states might impact both HIV and SCD clinical outcomes.
Moreover, potential associations between HIV and SCD
and the other acute and chronic manifestations and la-
boratory features of SCD have not been studied in detail.
In this study, we evaluated the association of HIV infec-
tion with clinical and laboratory characteristics of patients
with SCD from Brazil. In addition, we described HIV out-
comes in patients with SCD and HIV.

Methods

Study design and setting

This nested case-control study is part of the Recipient
Epidemiology and Donor Evaluation Study (REDS-III)
Brazilian SCD cohort which is a collaboration between
Vitalant Research Institute in San Francisco, CA, USA
and six comprehensive sickle cell centers in Brazil: 1)
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Fundagdo Hemominas in Belo Horizonte (HBH), Juiz de
Fora (JFO), and Montes Claros (MOC), in the Minas
Gerais state; 2) Hemorio in Rio de Janeiro, Rio de
Janeiro state; 3) Funda¢io Hemope in Recife, Pernam-
buco state; and 4) The Child Institute at Hospital das
Clinicas da Faculdade de Medicina da Universidade de
Sao Paulo (HCFMUSP) in Sao Paulo, Sdao Paulo state. De-
tails of the design and recruitment procedures for the
REDS-III SCD cohort have been published previously
[14]. The REDS-III Brazilian SCD cohort was conducted
as part of the international component of the multi-center
USA National Institutes of Health, National Heart, Lung,
and Blood Institute (NHLBI) REDS-III program that con-
ducts research focused on the safety and adequacy of the
blood supply and impact of blood transfusion in recipients
in the USA, Brazil, China and South Africa [15].

Study participants and procedures

The REDS-III infrastructure was utilized to identify eligible
patients for this study. As HIV is relatively rare in the SCD
population in Brazil [8, 11], HIV positive individuals were
actively searched among all SCD patients treated at the
REDS-III participating sickle cell centers (not limited to pa-
tients enrolled in the REDS-III SCD cohort) in order to in-
clude the maximum possible number of HIV positive
patients. In order to limit survival bias, all patients with
SCD and HIV diagnosed during the 10 years prior to the
beginning of this study were considered eligible, whether
alive or deceased. Individuals with SCD followed at partici-
pating sickle cell centers are screened regularly for HIV,
and databases of serology testing were used to identify pa-
tients who were HIV positive, alive or deceased. Addition-
ally, all individuals enrolled in the REDS-III SCD cohort
were tested for HIV as part of that study.

Living HIV positive patients receiving care at the par-
ticipating centers were recruited at routine center visits
from 2013 to 2015. Details of the study were explained
and interested subjects who signed the informed consent
were interviewed and had a blood specimen collected.
Medical records were abstracted for all living patients
who consented and those HIV positive SCD patients
who were deceased.

The REDS-III SCD cohort was utilized to identify
HIV negative SCD patients to serve as HIV negative
controls in the comparison of SCD outcomes between
HIV positive and HIV negative SCD patients. HIV-
participants in the REDS-III SCD cohort were
matched 4:1 to HIV positive patients with SCD on
gender, age (+ 5years), center, and SCD genotype.
When more than four potential controls were avail-
able for any-one HIV positive patient with SCD, the
HIV negative participants were randomly selected
from all identified potential candidates.
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Eligibility criteria

Inclusion criteria for HIV positive participants were: 1)
diagnosis of SCD; 2) diagnosis of HIV (per the medical
record and/or per the HIV-test obtained for REDS-III
SCD cohort participants); and 3) at least one year of out-
patient follow-up by a REDS-III center in the past 10
years. Inclusion criteria for HIV negative participants in-
cluded 1) inclusion in REDS-III SCD cohort 2) documen-
tation of negative HIV serology and 3) met matching
criteria of age, gender, center, and SCD genotype.

Ethical review

Ethical approval, including a waiver of consent for de-
ceased patients, was granted by the University of Califor-
nia, San Francisco Institutional Review Board (IRB), the
Brazilian National Ethical Committee for Research and
each participating center IRB. All living participants gave
written informed consent for participation.

Measurements

Data collection instruments

A structured interview, and medical record data abstrac-
tion were performed for all consenting subjects at en-
rollment. For deceased participants, only medical record
data abstraction was performed. For HIV positive partic-
ipants, medical record abstraction included both SCD
and HIV outcomes data. The interview captured com-
prehensive demographic data. Additionally, a self-
administered audio computer-assisted self-interview
(ACASI-QDS Software, Nova Research Co, Bethesda,
MD) containing a survey to evaluate sexual and other
risk behaviors related to HIV transmission was adminis-
trated to HIV positive participants older than 18 years of
age [16]. Medical records were reviewed by hematolo-
gists or research nurses under the supervision of hema-
tologists, and clinical, laboratory, and treatment data
were abstracted using standardized definitions of the
clinical manifestations of SCD [17]. The longitudinal
retrospective data collection included key SCD or HIV
outcomes from the participants’ entire life, from birth to
the day that medical record was reviewed. Details of hos-
pitalizations (indication and length of stay), blood trans-
fusions (indications) and laboratory data collected in the
year prior to enrollment were also abstracted. Partici-
pants not included in the REDS-III SCD cohort, but in-
cluded in this study to describe HIV positive outcomes
in SCD followed the same clinical protocols for SCD
management as those included in the cohort, and data
collection of those participants followed the same
methods briefly described above and previously de-
scribed in detail [14]. Medical records abstraction of de-
ceased patients was performed using the same
instruments used for the other participants. The labora-
tory data used in the analyses were performed in the
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year prior to study enrollment, therefore all laboratory
values were obtained after HIV diagnosis in HIV positive
participants. A comprehensive electronic database was
created to centralize all clinical, laboratory, and manage-
ment information [14].

Laboratory methods

Laboratory testing to confirm HIV status of live HIV positive
participants and all REDS-III SCD cohort participants was
performed at Fundagdo Pré-Sangue, Sdo Paulo, Brazil. The
Architect HIV Ag/Ab Combo (Abbott Diagnostics, Abbott
Park, IL, USA) chemiluminescent immunoassay was used for
screening. A second test using the Genscreen Ultra HIV Ag-
Ab enzyme immunoassay (Bio-Rad, Redmond, WA, USA)
was performed in all samples that had a positive screening
test. Western blot HIV 1/2 BLOT 2.2 (MP Biomedicals Asia
Pacific Pte Ltda, Singapore) was used for confirmation of HIV
infection. All tests were performed and interpreted in accord-
ance with the manufacturer’s instructions.

HIV viral load measurement was performed following
a previously published procedure [18] on blood samples
collected at enrollment of all living participants with
HIV positive. Drug resistance testing was conducted by
Sanger sequencing.

Statistical analysis

Our principal outcomes of interest to compare between
HIV positive and HIV negative SCD participants were
key SCD clinical manifestations - acute chest syndrome,
cholecystitis, sepsis/bacteremia, meningitis, splenic se-
questration, acute renal failure, chronic renal failure, py-
elonephritis, osteomyelitis, avascular necrosis, ischemic
stroke, hemorrhagic stroke, abnormal transcranial Dop-
pler (TCD), retinopathy, priapism, leg ulcers, pulmonary
hypertension, number of sickle cell pain crises in the
year before enrollment in the study, and hospitalizations
the year before enrollment. Each clinical outcome was
analyzed individually in addition to comparing the oc-
currence of at least one of these outcomes between HIV
positive and HIV negative SCD participants. In addition,
composite outcomes were created by grouping outcomes
in common clinical categories together. Any infections
(acute chest syndrome/pneumonia, pyelonephritis,
osteomyelitis, sepsis/bacteremia, or meningitis) were an-
alyzed together as one infectious disease outcome. In the
same way, the occurrence of at least one ischemic stroke
or an abnormal TCD were analyzed together as a com-
bined neurologic outcome called ischemic stroke/abnor-
mal TCD. The occurrence of at least one of any clinical
outcomes known to occur at increased frequency in HIV
positive individuals (pneumonia, pyelonephritis, osteo-
myelitis, sepsis/bacteremia, meningitis, ischemic stroke,
avascular necrosis, pulmonary hypertension, chronic
renal failure) were analyzed together as a combined
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outcome called HIV-related complications. Secondary
outcomes were SCD laboratory parameters [hemoglobin
(Hb), white blood cell (WBC), platelets, reticulocyte, cre-
atinine, lactate dehydrogenase (LDH), total and direct
bilirubin, and fetal hemoglobin (HbF)]. The primary pre-
dictor variable was HIV diagnosis.

Continuous variables were presented as means with
standard deviation (SD), and compared with the two-
tailed Student’s t test. Categorical variables were pre-
sented as proportions and compared with chi-squared
test or Fisher’s exact test. For time to onset of SCD clin-
ical manifestations, we used cox proportional hazards re-
gression analysis with HIV status as the time-varying
covariate, stratified by matched group (gender, age, cen-
ter, SCD genotype) [19], taking into account that clinical
manifestations may have occurred prior to the HIV diag-
nosis. The time of HIV diagnosis was used to adjust
time-varying HIV status. Time was defined as the time
from birth to first event, or the end of study follow-up
(date of medical record review) if they did not have the
event of interest, in which case they were right censored.
The proportional hazard assumptions were assessed
using the Schoenfeld test for non-proportional hazards.
If the model would not fit (due to small numbers), we
performed a chi-squared test for a crude assessment.
Poisson regression models were used for all count out-
comes (number of hospital admissions in previous year
and number of sickle cell pain episodes in previous year)
and a random effect for matching group to determine
the incidence risk ratio. All analyses were conducted
using Stata 15.1 (Stata Corp., College Station, TX, USA).
For the composite outcomes, a p-value < 0.05 was con-
sidered significant. For clinical manifestations, we used a
Bonferroni correction for 21 tests (p <0.0024), and for
laboratory data we corrected for 9 tests (p < 0.0056).

Results

Participants’ descriptions

The six participating centers were actively treating 9676
SCD patients in 2013 and 2793 participants were in-
cluded in the SCD cohort from 2013 to 2015. The total
number of patients treated in the ten years prior to 2013
was not known, but we identified 23 HIV positive SCD
patients at the six participating centers in this time
period (3 were deceased). Out of 23 HIV positive SCD
patients identified, two individuals did not consent to
participation in this study, and six could not be reached
during the enrollment period. Therefore, we included
15/23 (65.2%) HIV positive participants in this study, 7
within the REDS-III SCD cohort and 8 additional HIV
positive SCD patients who were not enrolled in the co-
hort but treated at the participating centers (Fig. 1); 12
(80%) participants were alive and 3 (20%) deceased.
Mean age at the time of data abstraction was 30+ 13
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The six REDS-III centers were actively treating 9,676
patients with SCD in 2013 and 2,793 participants were
included in the REDS-IIl cohort from 2013-2015

Two HIV positive individuals did not

23 HIV positive individuals were identified in
all SCD population treated at the participating
REDS-III centers

SCD patients without HIV who were
enrolled in the cohort
N =2,786

consent to participation, and six could \
not be reached during the enroliment |

|

period

15 individuals with both SCD and HIV
recruited at REDS-III centers, 7 within the
cohort and 8 additional HIV positive SCD

patients who were not enrolled in the cohort

Matched HIV negative controls
(age, gender, center, and SCD
genotype)

Individuals with SCD and HIV positive
N =15 (12 living and 3 deceased)

Individuals with SCD and HIV
negative
N =60

between HIV positive and HIV negative individuals

Fig. 1 Study sampling. The six Recipient Epidemiology and Donor Evaluation Study (REDS-Ill) centers were actively treating 9676 sickle cell
disease (SCD) patients in 2013 and 2793 were included in the cohort from 2013 to 2015. Out of 23 with SCD and HIV infection identified in the
participating centers, 15 were included in this study; of these, 7 were participating in the SCD cohort and 8, were not. Sixty HIV negative
participants included in the cohort matched by sex, age, REDS-IlIl center, and SCD genotype were randomly selected to compare SCD outcomes

years for the 15 HIV positive SCD participants. Sixty
HIV negative participants were selected from the REDS-
III SCD cohort for comparison of SCD outcomes. HIV
positive and HIV negative groups were similar with re-
spect to the matching variables of age, gender, SCD
genotype, and REDS-III center (Table 1). Most HIV
positive patients had HbSS (60%; n =9), 53% (1 = 8) were
female, and 60% (n=9) were from Hemorio (Table 1).
Three (20%) among the 15 individuals with HIV received
chronic transfusion therapy (CTT), and one (6.7%) was
receiving hydroxyurea (HU) treatment. The indication
for CTT was stroke prevention in two (66.6%) individ-
uals, and recurrent vaso-occlusive episode (VOE) in one
(33.3%) patient. Probably due to the small number of in-
dividuals, there was no significant difference between liv-
ing and deceased HIV positive participants. However, all
three deceased HIV positive participants were HbSS.

HIV characteristics and outcomes in HIV positive
participants with SCD

All HIV positive participants except one (14 of 15) re-
ceived antiretroviral therapy (ART). Efavirenz, Tenofovir,
and Stavudine were the most common drugs that had
been prescribed. At the time of the HIV diagnosis, 11
(73.3%) participants were asymptomatic, two (13.3%)
had acute clinical symptoms (fever and skin rash), one
(6.6%) received the diagnosis of acquired immunodefi-
ciency syndrome (AIDS), and for one (6.6%) participant
the information was unknown. The history of opportun-
istic infections among the 15 participants with HIV

positive included recurrent bacterial infections (26.7%;
4/15), candidiasis of bronchi, trachea or lungs (6.7%; 1/
15), cytomegalovirus (6.7%; 1/15), and recurrent pneu-
monia (6.7%; 1/15). Data about the suspected mode of
HIV transmission were available in the medical records
of 11 (73.3%) out of 15 HIV positive participants: 5
(45.5%) heterosexual sex; 2 (18.2%) transfusion; 2
(18.2%) men who have sex with men (MSM); and 2
(18.2%) vertically transmitted infection. The mean of the
most recent CD4 count recorded in the charts was 1053 +
636.04 mm?> (8/15 had data available). The viral load was
not detected in seven (58.3%) out of 12 live HIV positive
participants. The mean viral load was 2.42 + 1.36 log cop-
ies / mL for five participants with virus detected. The
identification of HIV subtype in seven participants showed
that four had subtype B and three had subtype F; the
prevalence of HIV drug resistance among seven HIV posi-
tive participants was 14.3% (1/7). T69TADN and K103N
were the point mutations conferring resistance to the
non-nucleoside reverse transcriptase inhibitor. The cause
of death of three participants HIV positive was heart fail-
ure, respiratory failure, and unknown.

Risk factors for HIV (ACASI data) in HIV positive
participants with SCD

Nine (75%) out of 12 alive HIV positive participants
were > 18 years and therefore responded to the ACASI
questionnaire about risk factors for HIV infection (see
Additional file 1). Most participants who responded to
ACASI reported being straight/heterosexual (8/9; 88.9%)
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Table 1 Demographic and treatment characteristics of the HIV
positive SCD participants and identified HIV negative SCD
controls analyzed to describe HIV outcomes and evaluate the
association of HIV infection with SCD outcomes in Brazil

HIV-positive HIV-negative P-value
(n=15) (n =60)

Characteristics n (%) or mean +SD

Age (years)® 300+130 309+135 >0.99

Gender >0.99
Male 7 (47) 28 (47)

Female 8 (53) 32 (53)

SCD genotype >0.99
Hb SS 9 (60) 36 (60)

Hb SC 5(333) 20 (333)
Hb SB + —thalassemia 1(6.7) 4(6.7)

Hemocenter 0.94
Hemorio 9 (60) 38 (63.3)
Hemominas-HBH 4 (26.7) 12 (20)
Hemominas-MOC 1(6.7) 6 (10)

Hemope 16.7) 4(6.7)

Hydroxyurea therapy 0.27
Yes 16.7) 14 (23.3)

No 14 (93.3) 46 (46.7)

Chronic transfusion therapy 0.63
Yes 3 (20) 7(11.7)

No 12 (80) 53 (88.3)

?Age at time of enrollment or age when died for participants who had
deceased. SD standard deviation; SCD sickle cell disease; HBH Hemocenter of
Belo Horizonte; MOC Hemocenter of Montes Claros

and had a mean of 13.6 lifetime sexual partners. Most
participants (6/9; 66.7%) disclosed 1-2 sexual partners
in previous year. No participants disclosed having sex
with partners of same gender, although the mode of
transmission was reported as MSM in the medical rec-
ord for one participant who responded to the ACASI
questionnaire. One (1/9; 11.1%) participant reported sex
with someone who used injected drugs and one (1/9;
11.1%) reported had sex with a man who has had sex
with another man. Four (4/9; 44.4%) reported use of il-
legal drugs, but none disclosed injecting drug use. Most
participants reported no tattoo and piercing. One (1/9;
11.1%) participant had been in jail. Out of five partici-
pants currently working, one (1/5; 20%) reported a nee-
dle stick injury. All participants received at least one
transfusion in their lifetime.

Comparison of clinical data between HIV positive and HIV
negative SCD participants

Cox proportional-hazards models demonstrated that
HIV positive participants had significantly higher risk of
occurrence of composite HIV-related complications
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(HR =7.7; 95%CI 1.5-40.2; P =0.02) and any SCD com-
plication (HR=4.6; 95%CI 1.1-19.6; P=0.04) when
compared to the HIV negative group (Table 2). There
was trend towards significant higher risk of any infec-
tions in participants with HIV positive compared to
those HIV negative (HR=3.5; 95%CI 0.92-134; P=
0.07). The frequency of individual SCD complications,
ACS/pneumonia, sepsis/bacteremia, pyelonephritis, is-
chemic stroke, hemorrhagic stroke, abnormal TCD, and
pulmonary hypertension, were higher in HIV positive
participants when compared to HIV negative, although
not statistically significant. Cox proportional-hazards
models demonstrated that HIV positive participants had
no significantly different risk of occurrence of SCD clin-
ical manifestations when compared to the HIV negative
group when we analyzed each clinical manifestation sep-
arately, albeit with limited statistical power. Likewise, the
incidence risk ratio of sickle cell pain in the year prior to
enrollment in the study and hospitalizations in the year
before enrollment were similar in the HIV positive and
HIV negative groups. No participant had acute renal fail-
ure or meningitis.

Association of HIV infection with laboratory data

Platelets, reticulocytes, and lactate dehydrogenase levels were
higher, and hemoglobin and fetal hemoglobin levels were
lower in HIV positive participants than those with HIV nega-
tive, although not statistically significant (Table 3).

Discussion

This study is one of few to longitudinally investigate the
association of HIV infection with the clinical phenotype
of SCD. The results indicate that HIV infection likely
worsens the clinical presentation of SCD, as we demon-
strated an increased risk of any SCD complication as a
composite outcome in HIV positive compared to HIV
negative SCD participants.

HIV and SCD separately are associated with increased
risk of infections and other clinical conditions [6, 20],
and we did observe a significant synergistic effect in our
analysis; participants with both SCD and HIV had higher
risk of HIV-related complications and any SCD compli-
cations, and a suggestive but not significantly higher risk
of any infections compared to those without HIV. This
confirms results of other studies that have suggested
HIV increases the risk of clinical complications in SCD
[9, 10]. Recently, the prevalence of SCD was shown to
be significantly lower in infants with HIV infection from
Uganda in a large cross-sectional study, suggesting com-
bined deleterious effects and higher mortality in children
with SCD and HIV [21, 22]. Therefore, establishment of
HIV infection as a modifier of the severity of SCD may
lead to more targeted surveillance and the use of thera-
peutic interventions for prevention of morbidity and
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Table 2 Association between HIV infection status and clinical outcomes of sickle cell disease
HIV-positive (n=15) HIV-negative (n =60) Effect-size measure (95% C|)? P-value

Clinical manifestations n (%)

Composite outcomes

Any SCD complications
Yes 13(92.9) 45 (76.3) HR=46 (1.1-19.6) 0.04
No 1(7.1) 14 (23.7)

HIV-related complications
Yes 13 (92.9) 40 (67.8) HR=77(1.5-40.2) 0.02
No 1(7.1) 19 (32.2)

Any infections®
Yes 11(78.6) 32 (57.1) HR=35 (092-134) 0.07
No 3(214) 24 (42.9)

Single outcomes

Acute chest syndrome/pneumonia®
Yes 11 (78.6) 31 (574) HR=2.12 (0.56-8.2) 027
No 3(214) 23 (42.6)

Cholecystitis®
Yes 0(0) 2 (34) > 0.99°
No 15 (100) 57 (96.6)

Sepsis/Bacteremia
Yes 1(6.7) 1(1.7) 0.36°
No 14 (933) 59 (98.3)

Splenic sequestration
Yes 1(6.7) 4(6.8) >0.99°
No 14 (933) 55(93.2)

Chronic renal failure
Yes 16.7) 3(5) >0.99°
No 14 (933) 57 (95)

Pyelonephritis
Yes 1(6.7) 0(0) 0.20°
No 14 (93.3) 60 (100)

Osteomyelitis
Yes 0(0) 1(1.7) > 0.99°
No 15 (100) 57 (983)

Avascular necrosis
Yes 2(133) 11 (183) >0.99°
No 13 (86.7) 49 (81.7)

Ischemic stroke
Yes 2(133) 4 (6.7) 0.59¢
No 13 (86.7) 56 (93.3)

Hemorrhagic stroke
Yes 1(6.7) 0(0) 0.20°
No 14 (93.3) 60 (100)

Abnormal TCD®
Yes 1(25) 2(11.0) HR=1.14 (0.10-12.7) 092

No 3 (75) 16 (88.9)
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Table 2 Association between HIV infection status and clinical outcomes of sickle cell disease (Continued)

HIV-positive (n=15) HIV-negative (n =60) Effect-size measure (95% C|)? P-value
Clinical manifestations n (%)
Proliferative sickle retinopathy®
Yes 0 (0) 9 (25) 03¢
No 6 (100) 27 (75)
Priapism (males)b
Yes 0 (0) 2(7.) >0.99°
No 7 (100) 26 (92.9)
Leg ulcers
Yes 1(6.7) 7(11.7) HR=127(0.13-124) 0.84
No 14 (93.3) 53 (88.3)
Pulmonary hypertension®
Yes 1 (20) 2 (6.5) 037°
No 4 (80) 29 (93.5)
Ischemic stroke/abnormal TCD
Yes 3(20) 5(85) HR=24(039-14.3) 034
No 12 (80) 54 (91.5)
Hospitalizations in previous year
Yes 4(26.7) 18 (30) IRR=0.5 (0.2-1.0) 0.05
No 11 (733) 42 (70)
Sickle cell pain in previous year
Yes 2(133) 14 (233) IRR=0.3 (0.1-14) 013
No 13 (86.7) 46 (76.7)

“The result of the Cox proportional hazards regression analysis was presented as a priority stratified by matched group; due to insufficient number of
events, the cox proportional-hazards model did not fit, and no effect-size measure was presented. Pvariables with missing values. “Fisher exact test. C/
confidence interval; SCD sickle cell disease; TCD transcranial Doppler; HR hazard ratio; IRR incidence risk ratio; “Any SCD complication” was defined as
the presence of any of the following complications during the patient’s lifetime: acute chest syndrome, cholecystitis, sepsis/bacteremia, meningitis,
splenic sequestration, acute renal failure, chronic renal failure, pyelonephritis, osteomyelitis, avascular necrosis, ischemic stroke, hemorrhagic stroke,
abnormal transcranial Doppler (TCD), retinopathy, priapism, leg ulcers, vaso-occlusive episode, or pulmonary hypertension; “HIV-related complications”
was defined as the presence of any of the following complications during the patient’s lifetime: pneumonia, pyelonephritis, osteomyelitis, sepsis/
bacteremia, meningitis, ischemic stroke, avascular necrosis, pulmonary hypertension, or chronic renal failure; “Any infections” was defined as the
presence of any of the following complications during the patient’s lifetime: acute chest syndrome/pneumonia, pyelonephritis, osteomyelitis, sepsis/
bacteremia, or meningitis

Table 3 Association between HIV infection status and laboratory data among 75 subjects enrolled in the study from Brazil

HIV-positive (n=15) HIV-negative (n =60) P-value

Laboratory parameters mean = SD

Hemoglobin (g/dL) 90+23 98 + 21 024
White blood cell (10%/L) 108 + 4.7 108 4 55 099
Platelets (10°/L) 410 +152.7 344 + 1145 009
Reticulocyte (%) 109 +82 84 +49 0.17
Log Creatinine (mg/dL) -0.55+05 —045+ 06 062
Lactate Dehydrogenase (UI/L) 6109 + 585.9 4443 + 2354 0.17
Total bilirubin (mg/dL) 251+18 257 +19 093
Direct bilirubin (mg/dL) 060 +03 072+13 0.77
Fetal hemoglobin (%) 33 +45 81+72 0.05

SD standard deviation
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mortality as the interaction of the two diseases may re-
sult in therapeutic challenges. Accordingly, special care
should be given to patients with co-existing SCD and
HIV. Lowe et al. reported the case of a 42-year-old
woman with HbSC and HIV who was admitted to the
hospital five times in one year after the initiation of ART
(stavudine and didanosine). ART was postulated to in-
crease the frequency of sickle cell crises [23]. Further-
more, Odera et al. described an 18-month old African
girl with SCD and perinatal HIV infection who devel-
oped severe hypersensitivity reaction to first-line ART.
ART was interrupted and side effects abated. However,
on the day prior to the initiation of an alternative regi-
men of ART, the patient was admitted to the hospital
and died from pneumonia [24]. Other reports also de-
scribed therapeutic challenges in the treatment of pa-
tients with SCD and HIV [25, 26].

Although not significant, in our study we observed dif-
ferences in the laboratory parameters that could indicate
that individuals with HIV have more severe SCD pheno-
type. Overall high levels of hemolysis markers (e.g. retic-
ulocytes and LDH), lower levels of total Hb and HbF
and, higher WBC counts have been associated with in-
creased SCD morbidity and mortality. High levels of re-
ticulocytes have been associated with higher risk of
ischemic stroke [27], and hemolytic anemia (low Hb and
high LDH) has been associated with increased pulmon-
ary hypertension risk [28]. The lower HbF level in HIV
positive participants can be attributed to a lower HU
therapy usage than HIV negative participants. The ob-
served differences in therapeutic approaches for HIV
positive and HIV negative, although not significant, may
be due to the absence of treatment guidelines for pa-
tients with both diseases which shows that it is safe to
use HU together with the other drugs used to manage
HIV infection. In addition, although mostly reversible,
side effects of hydroxyurea therapy in individuals with
SCD, such as neutropenia and thrombocytopenia, could
lead to serious consequences for patients with coexisting
HIV [29]. Neutropenia and thrombocytopenia have been
associated with HIV disease progression [30, 31], includ-
ing the development of lethal secondary infections [31].
We observed a higher proportion of HIV positive partic-
ipants on CTT for secondary stroke prevention, probably
reflecting a high risk of cerebrovascular disease in those
patients with HIV positive.

While our results and others indicate HIV may worsen
SCD, multiple studies have demonstrated a lower preva-
lence of HIV in individuals with SCD than comparison
populations [11, 12], and earlier studies described less
severe HIV outcomes in patients with both diseases.
Godeau et al. reported none of 8 HIV positive SCD pa-
tients had progressed to AIDS, even without ART [16].
Bagasra et al. compared 18 HIV positive SCD patients to
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36 HIV positive non-SCD controls matched for age, race
and gender. They reported 8 (44%) of 18 individuals with
SCD were long-term non-progressors (LTNP) compared
to 5 (13.9%) of 36 LTNP in controls with an average fol-
low up of 10years (p =0.0193). Death due to AIDS oc-
curred in 5 (23%) of 18 patients with HIV and SCD vs.
22 (61%) of 36 of controls [13]. In one previous case re-
port, spontaneous resolution of HIV-associated ne-
phropathy in a patient with SCD was described. The
improvement of renal function correlated with the de-
cline in viral load [32]. In our study, most participants
with HIV were asymptomatic at diagnosis, demonstrated
a relatively high CD4 cell count and low or absent viral
load, suggesting that most HIV positive participants
were under control for HIV. Only one was diagnosed
with AIDS and no death due to AIDS occurred in our
sample, although one cause of death was unknown. Fur-
ther studies are needed to elucidate the interaction be-
tween the two disease states that might impact HIV
outcomes. Speculated mechanisms for lower HIV preva-
lence and/or progression in SCD has included an inhib-
ition of HIV replication due to the immunologic
changes and pro-inflammatory component of SCD
pathophysiology, changes in iron metabolism [11], ab-
sence of splenic function [13], as well as the CCR5 delta
32 allele frequency that confers resistance against HIV
[33]. Additional investigations are warranted to define
the pathophysiological mechanism of protection against
HIV infection in individuals with SCD, including in vitro
and experimental studies to identify possible differences
in the amount and structure of CD4 and chemokine-
receptors that may affect viral competence to recognize
the infection receptors.

Data collected via the interview showed some well-
known risk factors for HIV infection were the suspected
mode of transmission in our SCD population such as sex
with someone who used injected drugs and at least two
partners in the past 12 months [34, 35]. However, trans-
mission was also associated with the treatment of SCD
though transfusions. Information about the major modes
of transmission in the SCD population may enable effect-
ive prevention interventions to reduce HIV transmission,
especially in areas where HIV and SCD are endemic.

This study has some limitations. First, the low number
of individuals with both SCD and HIV may have resulted
in a lack of statistical power to detect associations, espe-
cially on single clinical complications analysis or for
those with missing observations. Multinational studies,
including African countries and other nations where
both SCD and HIV are prevalent, should be designed to
overcome this power limitation. Although we matched
HIV positive and HIV negative participants, our results
might be confounded by SCD severity due to the pheno-
type variability within SCD genotypes. Second, our study
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may have been limited by the retrospective design and
potentially missing data captured in medical records.
Lastly, the generalization of the study findings is limited
as we were unable to include all the patients identified
with HIV positive and SCD in the participating centers.
Nevertheless, this is the largest study to date to our
knowledge to longitudinally assess the association of
HIV with SCD phenotypes. In addition, this is the first
study to assess the association of HIV with multiple la-
boratory and clinical characteristics of SCD.

In summary, our study indicates that HIV infection was
associated with an increased risk of development of a
composite of key SCD clinical manifestations when com-
pared to HIV negative patients with SCD. Also, our de-
scriptive data suggests a less severe clinical presentation of
HIV in patients with SCD. We suggest that efforts should
be made to define multidisciplinary protocols and guide-
lines to provide clear instructions on best management
practices for individuals with both diseases.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/512879-020-05366-z.

Additional file 1. Additional Table 1 - Risk factors for HIV infection
among HIV-positive subjects with SCD.

Abbreviations

SCD: Sickle cell disease; HIV: Human immunodeficiency virus; REDS-

ll: Recipient Epidemiology and Donor Evaluation Study; HBH: Hemominas in
Belo Horizonte; JFO: Juiz de Fora; MOC: Montes Claros; NHLBI: National
Institutes of Health, National Heart, Lung, and Blood Institute;

IRB: Institutional Review Board; Hb: Hemoglobin; WBC: White blood cell;
LDH: Lactate dehydrogenase; HbF: Fetal hemoglobin; SD: Standard deviation;
CTT: Chronic transfusion therapy; HU: Hydroxyurea; VOE: Vaso-occlusive
episode; ART: Antiretroviral therapy; AIDS: Acquired immunodeficiency
syndrome

Acknowledgements

The authors acknowledge all participants and parents for their cooperation
in the study. The authors also thank the staff at all participating Brazilian and
American centers. Without their help, this study would not have been
possible. We also thank Philip J. Norris and Edward L. Murphy for their
review of the manuscript. This work was supported by the NHLBI Recipient
Epidemiology and Donor Evaluation Study-lll: International Component
(Brazil), with the participation of the following centers and investigators. Bra-
zilian participants - Instituto de Medicina Tropical de Sao Paulo (USP) - Ester
C. Sabino, Cecilia Alencar; Fundagdo Pré-Sangue (Sao Paulo) - Alfredo Men-
drone Jr, Cesar de Almeida Neto, Ligia Capuani; Instituto de Tratamento do
Cancer Infantil (Sdo Paulo) - Miriam Park; Faculdade de Medicina da Universi-
dade de Sao Paulo (Séo Paulo) - Paula Blatyta; Hemominas - Belo Horizonte
(Minas Gerais) - Anna Bérbara de Freitas Carneiro-Proietti, Carolina Miranda
Teixeira, Tassila Salomon, Franciane Mendes de Oliveira, Valquiria Reis. Hemo-
minas; Montes Claros (Minas Gerais) — Rosemere Afonso Mota, José Wilson
Sales; Hemominas - Juiz de Fora (Minas Gerais) — Daniela de Oliveira Wer-
neck; Fundagao Hemope - Recife (Pernambuco) — Paula Loureiro, Aderson
Aratjo, Maria do Carmo Valgueir; Hemorio - (Rio de Janeiro) - Clarisse Lobo,
Claudia Maximo; Instituto de Matemdtica e Estatistica da Universidade de
Sdo Paulo - USP (Séo Paulo) - Jodo Eduardo Ferreira, Marcio Katsumi Oikawa,
Pedro Losco Takecian, Mina Cintho Ozahata, Rodrigo Muller de Carvalho. US
Investigators: Vitalant Research Institute and University of California San Fran-
cisco - Brian Scott Custer, Michael P. Busch, Shannon Kelly and Thelma There-
zinha Gongalez; RTI - Research Triangle Institute — Donald Brambilla, Liliana R

Page 10 of 11

Preiss, Christopher McClure; UCSF Benioff Children’s Hospital Oakland - Caro-
lyn Hoppe; National Heart, Lung, and Blood Institute, NIH — Simone A. Glynn.

Authors’ contributions

ABCP, ECS, SK, and BC contributed to the study conception and design. Data
collection and material preparation were performed by PFB, CAN, ABCP,
DOWR, RAM, TTG, PL, CM, SOGM, and MVFP. Data analysis was performed by
ARB, PFB, DV, TJH, SK, and BC. The first draft of the manuscript was written
by ARB and all authors commented on previous versions of the manuscript.
All authors read and approved the final manuscript.

Funding

This work was supported by the National Institutes of Health, National Heart,
Lung, and Blood Institute under Grant HHSN2682011000071. André Rolim
Belisdrio had a scholarship from the International Traineeships in AIDS
Prevention Studies program (ITAPS) to participate in a scientific manuscript
writing program at University of California, San Francisco.

Availability of data and materials
The datasets used and/or analysed during the current study are available
from the corresponding author on reasonable request.

Ethics approval and consent to participate

Ethical approval, including a waiver of consent for deceased patients, was
granted by the University of California, San Francisco Institutional Review
Board (IRB), the Brazilian National Ethical Committee for Research and each
participating center IRB. All living participants gave written informed consent
for participation. All procedures performed in studies involving human
participants were in accordance with the ethical standards of the
institutional and/or national research committee and with the 1964 Helsinki
Declaration and its later amendments or comparable ethical standards.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details

'Fundacio Hemominas, Alameda Ezequiel Dias, 321, Belo Horizonte, Minas
Gerais 30130-110, Brazil. 2Disciplina de Ciéncias Médicas, Faculdade de
Medicina da Universidade de Sao Paulo, Sdo Paulo, SP, Brazil. *University of
California, San Francisco (UCSF), San Francisco, CA, USA. “Universidade
Federal de S&o Jodo Del Rei, Sdo Jodo del Rei, Minas Gerais, Brazil.
°Faculdade de Medicina (FMUSP) and Instituto de Medicina Tropical,
Universidade de Sio Paulo, Sdo Paulo, Brazil. ®Fundacio Pré-Sangue
Hemocentro de Sao Paulo, S&do Paulo, SP, Brazil. 7Fundagéo Hemope, Recife,
Pernambuco, Brazil. ®Universidade de Pernambuco, Recife, Pernambuco,
Brazil. °Fundacio Hemorio, Rio de Janeiro, Brazil. '°ITACI, Unidade de
Onco-hematologia, Instituto da Crianga, HCFMUSP, Sdo Paulo, Brazil.
"Vitalant Research Institute, San Francisco, USA. UCSF Benioff Children'’s
Hospital Oakland, Oakland, USA.

Received: 18 May 2020 Accepted: 19 August 2020
Published online: 27 August 2020

References

1. Piel FB, Steinberg MH, Rees DC. Sickle cell disease. N Engl J Med. 2017
376(16):1561-73. https://doi.org/10.1056/NEJMra1510865.

2. Piel FB, Patil AP, Howes RE, Nyangiri OA, Gething PW, Dewi M, Temperley
WH, Williams TN, Weatherall DJ, Hay SI. Global epidemiology of sickle
haemoglobin in neonates: a contemporary geostatistical model-based map
and population estimates. Lancet. 2013;381(9861):142-51. https//doi.org/10.
1016/50140-6736(12)61229-X.

3. Cangado RD, Jesus JA. A doenca falciforme no Brasil. Rev Bras Hematol
Hemoter. 2007,29(3):203-6.

4. WHO (2018) Number of people (all ages) living with HIV. http://apps.who.
int/gho/data/view.main.22100WHO?lang=en. Accessed 19-June-2019 2019.

5. Unaids (2018) Report on the Global HIV/AIDS Epidemics. Unaids. Accessed
07/10/2019 2019.


https://doi.org/10.1186/s12879-020-05366-z
https://doi.org/10.1186/s12879-020-05366-z
https://doi.org/10.1056/NEJMra1510865
https://doi.org/10.1016/S0140-6736(12)61229-X
https://doi.org/10.1016/S0140-6736(12)61229-X
http://apps.who.int/gho/data/view.main.22100WHO?lang=en
http://apps.who.int/gho/data/view.main.22100WHO?lang=en

Belisario et al. BMC Infectious Diseases

20.

21,

22.

23.

24.

(2020) 20:638

Deeks SG, Overbaugh J, Phillips A, Buchbinder S. HIV infection. Nat Rev Dis
Primers. 2015;1:15035. https://doi.org/10.1038/nrdp.2015.35.

Owusu ED, Visser BJ, Nagel IM, Mens PF, Grobusch MP. The interaction
between sickle cell disease and HIV infection: a systematic review. Clin
Infect Dis. 2015;60(4):612-26. https.//doi.org/10.1093/cid/ciug32.

Neto JP, Lyra IM, Reis MG, Goncalves MS. The association of infection and
clinical severity in sickle cell anaemia patients. Trans R Soc Trop Med Hyg.
2011;105(3):121-6. https://doi.org/10.1016/j.trstmh.2010.11.007.

Godeau B, Bachir D, Schaeffer A, Brun-Buisson C, Billy |, Portos JL, Galacteros
F. Severe pneumococcal sepsis and meningitis in human immunodeficiency
virus-infected adults with sickle cell disease. Clin Infect Dis. 1992;15(2):327-9.
Kourtis AP, Bansil P, Johnson C, Meikle SF, Posner SF, Jamieson DJ. Children
with sickle cell disease and human immunodeficiency virus-1 infection: use
of inpatient care services in the United States. Pediatr Infect Dis J. 2007;
26(5):406-10. https://doi.org/10.1097/01.inf.0000259953.79654.d0.

Nouraie M, Nekhai S, Gordeuk VR. Sickle cell disease is associated with
decreased HIV but higher HBV and HCV comorbidities in U.S. hospital
discharge records: a cross-sectional study. Sex Transm Infect. 2012,88(7):528-
33. https://doi.org/10.1136/sextrans-2011-050459.

Kelly S, Jacobs ES, Stone M, Keating SM, Lee TH, Chafets D, Heitman J,
Dimapasoc M, Operskalski E, Hagar W, Vichinsky E, Busch MP, Norris PJ,
Custer B, Recipient E, Donor Evaluation S. Influence of sickle cell disease on
susceptibility to HIV infection. PLoS One. 2020;15(4):¢0218880. https://doi.
org/10.1371/journal pone.0218880.

Bagasra O, Steiner RM, Ballas SK, Castro O, Dornadula G, Embury S, Jungkind D,
Bobroski L, Kutlar A, Burchott S. Viral burden and disease progression in HIV-1-
infected patients with sickle cell anemia. Am J Hematol. 1998,59(3):199-207.
Carneiro-Proietti ABF, Kelly S, Miranda Teixeira C, Sabino EC, Alencar CS,
Capuani L, Salomon Silva TP, Araujo A, Loureiro P, Maximo C, Lobo C, Flor-
Park MV, Rodrigues DOW, Mota RA, Goncalez TT, Hoppe C, Ferreira JE,
Ozahata M, Page GP, Guo Y, Preiss LR, Brambilla D, Busch MP, Custer B,
International Component of the NRE, Donor Evaluation S. Clinical and
genetic ancestry profile of a large multi-Centre sickle cell disease cohort in
Brazil. Br J Haematol. 2018;182(6):895-908. https://doi.org/10.1111/bjh.15462.
Kleinman S, Busch MP, Murphy EL, Shan H, Ness P, Glynn SA, National Heart
L, Blood Institute Recipient E, Donor Evaluation S. The National Heart, Lung,
and Blood Institute Recipient epidemiology and Donor Evaluation study
(REDSAIII): a research program striving to improve blood donor and
transfusion recipient outcomes. Transfusion. 2014;54(3 Pt 2):942-55. https//
doi.org/10.1111/trf.12468.

Pluhar E, McDonnell Holstad M, Yeager KA, Denzmore-Nwagbara P, Corkran
C, Fielder B, McCarty F, Diiorio C. Implementation of audio computer-
assisted interviewing software in HIV/AIDS research. J Assoc Nurses AIDS
Care. 2007;18(4):51-63. https://doi.org/10.1016/jjana.2007.05.002.

Ballas SK, Lieff S, Benjamin LJ, Dampier CD, Heeney MM, Hoppe C, Johnson
CS, Rogers ZR, Smith-Whitley K, Wang WC, Telen MJ, Investigators CSCC.
Definitions of the phenotypic manifestations of sickle cell disease. Am J
Hematol. 2010;85(1):6-13. https;//doi.org/10.1002/ajh.21550.

Brasil. Manual técnico para o diagnostico da infeccao pelo HIV em adultos e
criancas. Brasilia: Ministério da Saude; 2018.

Mansournia MA, Hernan MA, Greenland S. Matched designs and causal
diagrams. Int J Epidemiol. 2013;42(3):860-9. https.//doi.org/10.1093/ije/dyt083.
Kato GJ, Piel FB, Reid CD, Gaston MH, Ohene-Frempong K, Krishnamurti L, Smith
WR, Panepinto JA, Weatherall DJ, Costa FF, Vichinsky EP. Sickle cell disease. Nat
Rev Dis Primers. 2018:4:18010. httpsy//doi.org/10.1038/nrdp.2018.10.

Kiyaga C, Hernandez AG, Ssewanyana |, Schaefer BA, McElhinney KE, Ndeezi
G, Howard TA, Ndugwa CM, Ware RE, Aceng JR. Sickle cell screening in
Uganda: high burden, human immunodeficiency virus comorbidity, and
genetic modifiers. Pediatr Blood Cancer. 2019:27807. https://doi.org/10.
1002/pbc.27807.

Ndeezi G, Kiyaga C, Hernandez AG, Munube D, Howard TA, Ssewanyana |,
Nsungwa J, Kiguli S, Ndugwa CM, Ware RE, Aceng JR. Burden of sickle cell
trait and disease in the Uganda sickle surveillance study (US3): a cross-
sectional study. Lancet Glob Health. 2016;4(3):2195-200. https://doi.org/10.
1016/52214-109X(15)00288-0.

Lowe SH, Prins JM, van der Lelie J, Lange JM. Does highly active
antiretroviral therapy induce sickle cell crises? Aids. 2002;16(11):1572-4.
Odera EB, Kwobah C, Stone G, Some F, Vreeman RC. Sickle cell disease and
HIV: a case highlighting management challenges for children in a resource-
limited setting. J Int Assoc Providers AIDS Care. 2014;13(2):113-6. https://doi.
0rg/10.1177/2325957413508320.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

Page 11 of 11

Eholie SP, Ouiminga M, Ehui E, Nzunetu G, Ouattara SI, Konan AV, Anglaret
X, Bissagnene E. Avascular osteonecrosis of the femoral head in three west
African HIV-infected adults with heterozygous sickle cell disease. Antivir
Ther. 2009;14(7):1011-4. https://doi.org/10.3851/IMP1398.

Lawrence C, Nagel RL. Compound heterozygosity for Hb S and HB C
coexisting with AIDS: a cautionary tale. Hemoglobin. 2001;25(3):347-51.
Meier ER, Fasano RM, Estrada M, He J, Luban NL, McCarter R. Early
Reticulocytosis and Anemia are associated with abnormal and conditional
Transcranial Doppler velocities in children with sickle cell Anemia. J Pediatr.
2016;169(227-231):e221. https.//doi.org/10.1016/j,jpeds.2015.10.031.
Fonseca GH, Souza R, Salemi VM, Jardim CV, Gualandro SF. Pulmonary
hypertension diagnosed by right heart catheterisation in sickle cell disease.
Eur Respir J. 2012;39(1):112-8. https://doi.org/10.1183/09031936.00134410.
Nevitt SJ, Jones AP, Howard J. Hydroxyurea (hydroxycarbamide) for sickle
cell disease. Cochrane Database Syst Rev. 2017;4:CD002202. https://doi.org/
10.1002/14651858.CD002202.pub2.

Torre D, Pugliese A. Platelets and HIV-1 infection: old and new aspects. Curr
HIV Res. 2008,6(5):411-8. https://doi.org/10.2174/157016208785861140.

Shi X, Sims MD, Hanna MM, Xie M, Gulick PG, Zheng YH, Basson MD, Zhang P.
Neutropenia during HIV infection: adverse consequences and remedies. Int Rev
Immunol. 2014;33(6):511-36. https//doi.org/10.3109/08330185.2014.893301.
Blankson JN, Basseth CR, Kuperman M, Fine DM. Spontaneous resolution of
HIV-associated nephropathy in an elite controller. Aids. 2011;25(8):1135-7.
https://doi.org/10.1097/QAD.0b013e3283458805.

Chies JA, Hutz MH. High frequency of the CCR5delta32 variant among
individuals from an admixed Brazilian population with sickle cell anemia.
Braz J Med Biol Res. 2003;36(1):71-5.

de Almeida NC, McFarland W, Murphy EL, Chen S, Nogueira FA, Mendrone
A Jr, Salles NA, Chamone DA, Sabino EC. Risk factors for human
immunodeficiency virus infection among blood donors in Sao Paulo, Brazil,
and their relevance to current donor deferral criteria. Transfusion. 2007;47(4):
608-14. https.//doi.org/10.1111/j.1537-2995.2007.01161 x.

de Almeida-Neto C, Goncalez TT, Birch RJ, de Carvalho SM, Capuani L, Leao
SC, Miranda C, Rocha PC, Carneiro-Proietti AB, Johnson BR, Wright DJ,
Murphy EL, Custer B, NhIbi Retrovirus Epidemiology Donor Study-li
International Component B. Risk factors for human immunodeficiency virus
infection among Brazilian blood donors: a multicentre case-control study
using audio computer-assisted structured interviews. Vox Sang. 2013;105(2):
91-9. https://doi.org/10.1111/vox.12028.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions



https://doi.org/10.1038/nrdp.2015.35
https://doi.org/10.1093/cid/ciu832
https://doi.org/10.1016/j.trstmh.2010.11.007
https://doi.org/10.1097/01.inf.0000259953.79654.d0
https://doi.org/10.1136/sextrans-2011-050459
https://doi.org/10.1371/journal.pone.0218880
https://doi.org/10.1371/journal.pone.0218880
https://doi.org/10.1111/bjh.15462
https://doi.org/10.1111/trf.12468
https://doi.org/10.1111/trf.12468
https://doi.org/10.1016/j.jana.2007.05.002
https://doi.org/10.1002/ajh.21550
https://doi.org/10.1093/ije/dyt083
https://doi.org/10.1038/nrdp.2018.10
https://doi.org/10.1002/pbc.27807
https://doi.org/10.1002/pbc.27807
https://doi.org/10.1016/S2214-109X(15)00288-0
https://doi.org/10.1016/S2214-109X(15)00288-0
https://doi.org/10.1177/2325957413508320
https://doi.org/10.1177/2325957413508320
https://doi.org/10.3851/IMP1398
https://doi.org/10.1016/j.jpeds.2015.10.031
https://doi.org/10.1183/09031936.00134410
https://doi.org/10.1002/14651858.CD002202.pub2
https://doi.org/10.1002/14651858.CD002202.pub2
https://doi.org/10.2174/157016208785861140
https://doi.org/10.3109/08830185.2014.893301
https://doi.org/10.1097/QAD.0b013e3283458805
https://doi.org/10.1111/j.1537-2995.2007.01161.x
https://doi.org/10.1111/vox.12028

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study design and setting
	Study participants and procedures
	Eligibility criteria
	Ethical review
	Measurements
	Data collection instruments
	Laboratory methods

	Statistical analysis

	Results
	Participants’ descriptions
	HIV characteristics and outcomes in HIV positive participants with SCD
	Risk factors for HIV (ACASI data) in HIV positive participants with SCD
	Comparison of clinical data between HIV positive and HIV negative SCD participants
	Association of HIV infection with laboratory data

	Discussion
	Supplementary information
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

