Medicine

ISystematic Review and Meta-Analysis

Cause of hospitalization and death in the
antiretroviral era in Sub-Saharan Africa published
2008-2018

A systematic review
Manimani Riziki Ghislain, MMSc®" ©@, Gloire-Aime Aganze Mushebenge, MPharm®, Nombulelo Magula, PhD?

Abstract N\
Background: Worldwide despite the availability of antiretroviral therapy, human immunodeficiency virus/acquired immunodefi- |
ciency syndrome still causes morbidity and mortality among patients. In Sub-Saharan Africa, human immunodeficiency virus/
acquired immunodeficiency syndrome remains a major public health concern. The aim of this study was to identify the causes of
morbidity and mortality in the modern antiretroviral therapy era in Sub-Saharan Africa.

Methods: \We conducted a systematic review according to the Preferred Reporting ltems for Systematic Review and Meta-Analysis
guidelines. We searched relevant studies from 3 databases which are Google Scholar, PubMed, and CINAHL. Two review authors
independently screened titles, abstracts, and full-text articles in duplicate, extracted data, and assessed bias. Discrepancies were
resolved by discussion or arbitration of a third review author. R software version 3.6.2 was used to analyze the data. Maximum values
were used in order to show which disease was mostly spread out by looking at the highest prevalence reported. This systematic
review protocol was registered with the International Prospective Register of Systematic Reviews (PROSPERO).

Results: A total of 409 articles were obtained from the database search, finally 12 articles met the inclusion criteria and were eligible
for data extraction. Among them, 3 were conducted in Nigeria, 2 were conducted in Uganda, 3 were conducted in South Africa, 1 in
Gabon, 1 in Ethiopia, 1 in Ghana, and 1 in Burkina Faso. In most of the included studies, tuberculosis was the leading cause of
hospitalization which accounted for between 18% and 40.7% and it was also the leading cause of death and accounted for between
16% and 44.3%, except in 1 which reported anemia as the leading cause of hospitalization and in 2 which reported wasting
syndrome and meningitis respectively as the leading causes of death. Opportunistic malignancies accounted between for 1.8% to
5% of hospitalization and 1.2% to 9.8% of deaths.

Conclusions: Tuberculosis is the commonest cause of hospitalization and death in Sub-Saharan Africa, but it is always followed by
other infectious disease and other non-AIDS related causes.

Abbreviations: ART = antiretroviral therapy, CD4 = cluster of differentiation 4, HIV/AIDS = human immunodeficiency virus/
acquired immunodeficiency syndrome, Q2 = median, PICO = population, intervention, comparator and outcome, PLHIV = patients
living with HIV, PRISMA = Preferred Reporting Items for Systematic Reviews and Meta-Analyses, UKZN = University of KwaZulu-

Natal.
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1. Introduction

Worldwide, despite the availability of antiretroviral therapy
(ART), human immunodeficiency virus (HIV)/acquired immu-
nodeficiency syndrome (AIDS) still causes morbidity and
mortality among patients. Since the first outbreak of HIV in
1981, 39 million people have died due to HIV and related
diseases.''! In Sub-Saharan Africa, HIV/AIDS is a major public
health concern. In 2009, 70% of the estimated 33 million people
living with HIV (PLHIV), are in Sub-Saharan Africa.!”! This
region is the most affected by HIV/AIDS with 68% of the world’s
patients living with HIV."*! According to WHO (2013), 74% of
HIV related deaths were in Sub-Saharan Africa.'*! In 2014 studies
reported that 25.8 million people were estimated to be living with
HIV.B! According to UNAIDS (2018), Sub-Saharan Africa,
particularly Eastern and Southern Africa remains the region most
affected by the HIV epidemic accounting for 45% of the world’s
HIV infections and 53% of people living with HIV globally.!* In
this region in 2017, 19.6 million of adults and children were
living with HIV, 800,000 of adults and children were newly
infected with HIV and 380,000 of adults and children died due to
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AIDS.!! In the same year, in Western and Central Africa, 6.1
million of adults and children were living with HIV, with 370,000
adults and children newly infected with HIV, and 280,000 adults
and children dying due to AIDS.'! Tuberculosis remains the
leading cause of death among people living with HIV, causing 1
in 3 AIDS-related deaths.!”! All included studies were aimed at
assessing either cause of death or of hospitalization among
PHLIV during the antiretroviral therapy era. In ART services in
Sub-Saharan Africa the proportion of patients with tuberculosis
is extremely variable, ranging between 5% and 40%.!%! Some
studies from Africa reported that 10% to 20% of deaths among
PLHIV are attributable to cryptococcal meningitis.” %! Recently,
the global burden of cryptococcal meningitis has been re-
estimated at 223,100 cases (162,500 cases in Sub-Saharan Africa)
leading to 181,100 annual deaths (135,900 deaths in Sub-
Saharan Africa). The highest annual incidence of cryptococcal
meningitis has been found in Nigeria (27,100 cases), South Africa
(21,400 cases), Mozambique (18,600 cases), India (18,300
cases), Uganda (12,200 cases), Ethiopia (9600 cases), Kenya
(9000 cases), and Zambia (5000 cases).”’ Anemia is the most
common hematological manifestation of HIV disease and is
frequent among patients living with HIV on ART in Sub-Saharan
Africa, with a prevalence ranging from 45% to 87%.!"
Among PLHIV, chronic kidney disease (CKD) has been
observed as one of the main complications, with a prevalence
ranging from 3.5% to 48.5% in Sub-Saharan Africa.'*
Antiretroviral therapy has improved the life expectancy of
patients living with HIV/AIDS.'"¥! Maximal and durable
suppression of viral replication, restoration of immunologic
function, reduction of HIV-related morbidity and mortality,
improvement of quality of life, and prolonging survival are the
major goals of ART.'* The fast growth in ART coverage
represents one of the great public health success stories in the
recent history of HIV care that led to reduction of mortality
and improvement of quality of life of people living with
HIV/AIDS."™ However, despite the availability of ART, a
substantial proportion of PLHIV have continued to be
hospitalized and die from both AIDS-related and non-AIDS-
related causes.!"*! This study is therefore aimed at identifying
the determinants of morbidity and specific causes of mortality
in the modern ART era in Sub-Saharan Africa.

2. Methods

We followed the Preferred Reporting Items for the Systematic
Reviews and Meta-analysis Protocols (PRISMA-P) 2015 guide-
line."®! The protocol of this study is registered in PROSPERO
with registration number: CRD42019141933. We searched
Observational studies reporting on morbidity and mortality in
the ART era in Sub-Saharan Africa.

2.1. Eligibility criteria
2.1.1. Inclusion criteria.

e Studies reporting on causes of hospitalization and causes of
death in the antiretroviral era in Sub-Saharan Africa.

e Studies published in the period of 2008 to 2018.

e Studies reporting on PLHIV and those on ART.

e Studies reporting on adult men or women aged 18years or
older.

e Peer-reviewed English language publications.

e Observational studies published in Sub-Saharan Africa.
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2.1.2. Exclusion criteria.

e Studies reporting on morbidity or mortality on non HIV
patients.

e Studies reporting on adult men or women under the age of 18
years.

2.2. Search strategy for identifying relevant studies

To identify relevant studies, we searched in the following
database: Google Scholar, Pub Med, and CINAHL. Studies
published in English from January 2008 to December 2018,
conducted in Sub-Saharan Africa. The main search strategy
conducted in PubMed/Medline was as follows: “(((Morbidity
OR Opportunistic infection related HIV) [MeSH Terms]) AND
(Mortality OR Death) [MeSH Terms]) AND ((ART OR
Antiretroviral therapy) [MeSH Terms]) AND ((Sub-Saharan
Africa) [MeSH Terms])). We adapted this search strategy for a
possible extension to other databases and we also contacted
experts in the field to identify additional eligible studies and we
manually searched reference lists from relevant studies.

2.3. Data collection, analysis, and synthesis

Two reviewers followed independently inclusion criteria for
selecting studies, articles were identified and screened by their
titles and abstracts for eligibility. The full texts of articles were
retrieved. The process of literature selection and reasons for
exclusion and inclusion were documented by a Preferred
Reporting Items for Systematic Review and Meta-Analysis flow
diagram (Fig. 1).'”! The information about the most causes of
hospitalization and death related to HIV in the antiretroviral
treatment was captured into a spreadsheet, and analyzed using R
statistical computing software of the R Core Team, 2020, version
3.6.2. The count and percentages were summarized in the form of
quartiles (Q1, Q2, and Q3). The proportions were further
graphically visualized in the form of a multiple bar chart for ease
of comparison. Maximum values were used in order to show
which disease was mostly spread out by looking at the highest
prevalence reported. This review was based on publish data, it
did not involve contact with participants, therefore no ethical
approval was required for it to be conducted. However, the
present review was part of a large study approved by the
University of KwaZulu-Natal/Biomedical Research Ethics Com-
mittee (UKZN/BREC) under reference number BE 345/19.

3. Results

For the initial search, a total of 409 articles were retained, the
number of studies was reduced to 12 after applying the exclusion
criteria (Fig. 1).

3.1. Characteristics of included studies

Out of 22 reviewed articles, 12 articles were eligible for data
extraction (Table 1). All 12 studies included were published
between 2008 and 2018 in English and they were conducted in
Sub-Saharan Africa. Of these, 3!'32% were conducted in Nigeria,
2121221 \were conducted in Uganda, 3 were conducted in South
Africa,*37211 in Gabon,?®! 1 in Ethiopia,””' 1 in Ghana,*®' and
1 in Burkina Faso.**! The total sample size of 12 studies was
14,619 participants, predominantly women. According to the
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From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews
and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097. doi:10.1371/journal. pmed1000097 for more information,

visit www.prisma-statement.org. A total of 409 articles were retained, after applying the exclusion criteria the number of studies was

reduced to 12 articles.

Figure 1. PRISMA flow diagram. From: Moher et al."” A total of 409 articles were retained, after applying the exclusion criteria the number of studies was reduced

to 12 articles.

study designs of the included studies, we noticed 7 retrospective
chart/cohort  studies,1872023:26:28:291 3 rogpective  stud-
ies,2122231 2 cross-sectional study.***”! All included studies
were aimed at assessing either cause of death or the most frequent
diagnoses among PLHIV during the antiretroviral therapy era. In
all included studies the commonest cause of hospitalization was
tuberculosis ! 82426:27:2%! except in 128! and the most common
cause of death was tuberculosis in all the included studies'"®
24.26-291 oxcept in 2,123 We summarized the characteristics of
all included studies in Table 1, and from this list, we extracted
data related to the causes of hospitalization and death in the
modern ART era in Sub-Saharan Africa. Most of the articles
reported on death than hospitalization, and tuberculosis was the
most disease reported (Table 1).

A total of 398 studies were excluded as they did not meet the
inclusion criteria, of those 10 underwent a full manuscript review
and were found to have no valuable data for the following
reasons: 3 systematic reviews,13! 1 article outside of Sub-
Saharan Africa,®"! 6 articles not responding to the research
question.33~40!

Figure 2 reports the prevalence (%) of articles that described
the causes of death and of hospitalization. Six articles reported
both causes of death and hospitalization, 5 articles reported
causes of death and 1 reported causes of hospitalization.
Tuberculosis was the most reported disease by many of the
articles. Fifty-eight percent and 92% of analyzed studies
investigated TB to be most reported disease that conduct to
hospitalization and death respectively, followed by cryptococcal
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Figure 2. Prevalence of articles. The prevalence (%) of articles that described the causes of death in red and of hospitalization in green. Six articles reported both
causes of death and hospitalization, 5 articles reported causes of death and one reported causes of hospitalization.

meningitis. The least reported disease was Candidiasis with 17%
of hospitalizations and 17% of deaths.

Table 2 reports tuberculosis, anemia, and toxoplasmosis were
the leading reason of hospitalization 40.7%, 34.2%, and 29.3%,
respectively. Pneumocystosis is the least cause of hospitalizations
accounting for 0.2%.

In Table 3, tuberculosis, anemia, and meningitis were the
leading cause of death at 44.3%, 30.2%, and 28.6%,
respectively. The least cause of death was pneumocystosis with
1.4%.

4. Discussion

The objective of this study was to identify the causes of
hospitalization and causes of death among PLHIV in the ART era
in Sub-Saharan Africa. The causes reported were opportunistic
infections, opportunistic malignancies, and non-AIDS related.
Among opportunistic infections, in most of the included studies,
tuberculosis was the commonest leading cause of hospitalization

and death among people living with HIV. It accounted for
between 18% and 40.7% of hospitalization (Table 2) and 16%
and 44.3% (Table 3) of death. The prevalence of death reported
due to tuberculosis was higher than what had been reported in
Thailand.*!! This may be a consequence of many countries in
Sub-Saharan Africa not having well developed medical analysis
laboratory, therefore late diagnosis of tuberculosis could imply
the increased rate of mortality. Non-expanding access and late
initiation of antiretroviral therapy and anti-tuberculosis treat-
ment in some countries in Sub-Saharan Africa could also increase
the burden of the disease.[**! Studies conducted in Rio de Janeiro,
Brazil estimated 80% of reduction of tuberculosis incidence for
PLHIV associated with the use of antiretroviral therapy.[**!
Many patients in Sub-Saharan Africa arrived at the hospital atan
advanced stage of disease with cluster of differentiation 4 (CD4)
<200 cells/mm?>. Many patients do not have information on disease
because of lack of counseling and testing services in the region.**!
If patients start ART at the higher baseline CD4 count, there is
a potential to decrease morbidity and mortality.**! Among the
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Prevalence of the cause of hospitalization.

Diagnosis

Number of studies Min Q1 Q2 Q3 Max
Tuberculosis 7 18 19.1 24.9 31.4 40.7
Anemia 2 10 16.1 221 28.2 34.2
Toxoplasmosis 3 1.8 8 14.2 21.7 29.3
Pneumonia 2 16.3 18.7 21 23.3 25.7
Cachexia 1 19.8 19.8 19.8 19.8 19.8
ARV_toxicities 4 41 8.5 10.8 13.2 18.1
Septicemia 1 16.4 16.4 16.4 16.4 16.4
Herpes 2 1.8 53 8.9 12.4 15.9
Candidiasis 2 14.2 145 14.9 15.2 15.6
Gastroenteritis 3 6.5 8.7 10.9 11.8 12.6
Cryptoccocal meningitis 3 1.8 5.3 8.8 9.9 11
Others 2 4.2 5.9 7.6 9.2 10.9
Non communicable disease 2 3.6 5 6.3 7.7 9.1
Sepsis 2 5 5.6 6.2 6.7 7.3
Malignancies 4 1.8 1.9 3.4 4.8 5
No_diagnosed 1 4 4 4 4 4
Renal failure 1 3.6 3.6 3.6 3.6 3.6
Meningitis 1 1.8 1.8 1.8 1.8 1.8
Psychiatric 2 1.1 1.2 1.3 1.4 1.5
Pneumocystosis 1 0.2 0.2 0.2 0.2 0.2
Q2 =median.

included studies, one reported from Ghana did not find
tuberculosis as the first cause of hospitalization in Sub-Saharan
Africa, it reported anemia as the first cause of hospitalization.*®!
The included studies reported that anemia accounted for 34.2%
of hospitalization (Table 2) and 30.2% of death (Table 3).
Similarly, in America, another study among African women
living with HIV found almost the same result.*®! Anemia is a
known independent risk factor for death among patients living
with HIV. It has been reported that 59% of patients who suffer

from anemia are likely to die even if other opportunistic
infections associated with it are treated appropriately.*”! Anemia
is known to be multifactorial, several factors such as poor
nutrition, malaria, hookworm infection, and other infections
have been reported among its causes.!*8! Other studies showed a
relation between the prevalence of anemia and HIV.[**% This
may be a result of late initiation of ART. A study in South Africa
showed that early initiation of ART resolved 66% of anemia in
HIV positive patients after just 1 year of treatment.”*'! Two of the

Prevalence of the cause of death.

Diagnosis

Number of studies Min Q1 Q2 Q3 Max
Tuberculosis 8 16 224 24 35.8 443
Anemia 2 52 8.1 i 20.6 30.2
Meningitis 4 1 4.7 53 11 28.6
Toxoplasmosis 2 1.7 8.2 14.6 211 27.5
Gastroenteritis 4 4.1 7.1 9.2 13.9 24.5
Others 1 6.5 11 154 19.9 24.4
no_diagnosed 2 4 9 14 19 24
Pneumonia 6 1 3.6 58 8.7 23
Sepsis 2 13 17 21 211 211
Septicemia 3 3.1 3.6 8.4 14 171
Candidiasis 2 5.2 7.7 101 12.6 15
Cryptoccocal meningitis 6 0.4 3.5 8.8 12 13
Malignancies 5 1.2 55 6.3 7.9 9.8
Non communicable disease 3 1.4 2.1 2.8 5.1 7.4
Renal failure 2 0.9 2 3 4.2 53
ARV_toxicities 2 3.3 3.4 35 3.7 3.8
Hepatitis 1 2 2.2 2.5 2.7 29
Liver failure 1 2.8 2.8 2.8 2.8 2.8
Psychiatric 2 0.7 1.1 15 2 24
Pneumocystosis 1 1.4 1.4 1.4 1.4 1.4
Q2 =median.


http://www.md-journal.com

Ghislain et al. Medicine (2021) 100:43

included studies in Burkina Faso,'**! and in Ethiopia,”*”! did not

find tuberculosis as the most cause of death, they found wasting
syndrome and bacterial meningitis, respectively. Similarly, out of
the included studies, other studies did not find tuberculosis as the
first leading cause of hospitalization and of death, in Europe,
precisely in French Guyana, they reported that among AIDS-
related deaths the most frequent diseases were histoplasmosis and
toxoplasmosis.>*!

In Taiwan, Asia, it was reported that the first HIV-associated
opportunistic infections were esophageal candidiasis.**! Oppor-
tunistic malignancies accounted between 1.8% and 5% of
hospitalization (Table 2) and 1.2% and 9.8% of death in our
included studies (Table 3). It was noticed that kaposi sarcoma
was the most reported™ 2122251 35 cause of hospitalization and
death among PLHIV. Lack of detecting early neoplasm through
screening may imply the increase of the disease in Sub-Saharan
Africa because many medical laboratories in Sub-Saharan Africa
do not have devices and laboratories required to support the
screening.”* Many people initiate ART when kaposi sarcoma is
already at advanced stages."*! Similarly, in India, kaposi sarcoma
had been reported as the most opportunistic malignancy between
2% and 5%.°"

Among non-AIDS related, in some of our included studies,
ARV toxicities were shown to cause morbidity and mortali-
ty. 181921 The prevalence was almost the same in the 3 studies.
To reduce morbidity and mortality, counseling about the adverse
effects of antiretroviral drugs and aggressive monitoring of
patients must be conducted before and after initiation to the
antiretroviral therapy.’® Other non-AIDS related conditions
such as non-communicable disease, psychiatric, had been
reported on in some of our included studies.['®*%2*2%1 A better
knowledge of the commonest comorbidities is very important to
improve health promotion, prevention, and care among HIV
patients. Poverty, limited access to ART, malnutrition, and
interruption of supply at the program level had been found to be
among the factors which limit the control of HIV and the
effectiveness of ART in African countries.!®!

In conclusion, tuberculosis was the most common cause of
hospitalization and death in Sub-Saharan Africa according to the
included studies, this was followed by other infectious diseases,
opportunistic malignancies, and other non-AIDS related causes.
To reduce morbidity and mortality in the ART era, all the
different causes of hospitalization and causes of death must be
attended to.
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