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Aim: The epidemiology of human respiratory syncytial virus (HRSV) infection has not 
yet been systematically investigated in Africa. This systematic review and meta-
analysis are to estimate the prevalence of HRSV infections in people with acute res-
piratory tract infections (ARTI) in Africa.
Method: We searched PubMed, EMBASE, Africa Journal Online, and Global Index 
Medicus to identify observational studies published from January 1, 2000, to August 
1, 2017. We used a random-effects model to estimate the prevalence across studies. 
Heterogeneity (I2) was assessed via the chi-square test on Cochran’s Q statistic. 
Review registration: PROSPERO CRD42017076352.
Results: A total of 67 studies (154 000 participants) were included. Sixty (90%), seven 
(10%), and no studies had low, moderate, and high risk of bias, respectively. The prev-
alence of HRSV infection varied widely (range 0.4%-60.4%). The pooled prevalence 
was 14.6% (95% CI 13.0-16.4, I2 = 98.8%). The prevalence was higher in children 
(18.5%; 95% CI 15.8-21.5) compared to adults (4.0%; 95% CI 2.2-6.1) and in people 
with severe respiratory tract infections (17.9%; 95% CI 15.8-20.1) compared to those 
with benign forms (9.4%; 95% CI 7.4-11.5); P-values <0.0001. The HRSV prevalence 
was not associated with sex, subregion in Africa, setting, altitude, latitude, longitude, 
and seasonality.
Conclusion: This study suggests a high prevalence of HRSV in people with ARTI in 
Africa, particularly among children and people with severe clinical form. All innova-
tive strategies to curb the burden should first focus on children which present the 
highest HRSV-related burden.

K E Y W O R D S
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1  | INTRODUC TION

Worldwide, acute respiratory tract infections (ARTI) are one of 
the leading causes of hospitalization, morbidity, and mortality 
among children under five.1 Globally, human respiratory syncytial 

virus (HRSV) is the most common pathogen identified in infants 
and young children with bronchiolitis and pneumonia. Based on 
published and unpublished studies, a global systematic and meta-
analysis by Shi and colleagues showed that an incidence of 33.1 (95% 
CI, 21.6-50.3) million of cases of ARTI was associated with HRSV 
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each year in children aged less than 5 years. A total of 3.2 (95% 
CI, 2.7-3.8) million of these infections were severe cases requiring 
hospitalization. Approximately 40-74.5 thousand deaths were esti-
mated in children <5 with ARTI in this meta-analysis.2 Another meta-
analysis had previously showed that the incidence of HRSV infection 
in developing countries was more than twice greater than that of 
developed countries and that 91% of hospitalizations and nearly all 
deaths (99%) were registered in developing countries where access 
to health care is limited.3 Preterm infants, those under 2 years, those 
over 65 years, and immunocompromised patients, are at higher risk 
of hospitalization for HRSV infections.4 Patients with a history of 
atopy, congenital heart disease, congestive heart failure, chronic 
obstructive pulmonary disease, neuronal and muscular disorders, 
and cancer are also at high risk for the development of severe HRSV 
infections.5 To date, there are more than 60 HRSV vaccine develop-
ment programs at various stages. Some of them could be used in the 
next decade.

Africa, a continent in which most countries are developing with 
limited resources for health, the ecology in this continent can give 
it a particular epidemiology regarding HRSV infection. To the best 
of our knowledge, to date, no systematic review and meta-analysis 
have been conducted in Africa on the epidemiology and drivers of 
HRSV infection. Therefore, we conducted a systematic review and 
meta-analysis to estimate the prevalence and drivers of HRSV infec-
tion among people with ARTI in Africa. We have done this work to 
provide accurate data to guide health policymakers and to identify 
information gaps to guide future research.

2  | MATERIAL AND METHODS

2.1 | Search strategy and selection criteria

We performed a comprehensive and exhaustive search of 
MEDLINE through PubMed, Excerpta Medica Database (EMBASE), 
Africa Journals Online, and Global Index Medicus to identify all 
relevant articles published on HRSV in Africa from January 1, 
2000, until August 31, 2017, regardless of language of publica-
tion. Both text words and medical subject heading terms were 
used. The following terms and their variants were used for HRSV: 
“HRSV,” “human respiratory syncytial virus,” and “respiratory syn-
cytial virus.” Individual country names for the 54 African coun-
tries and African subregion names such as “Northern Africa” or 
“Southern Africa” were also used as additional key search terms 
for more abstracts on the subject. African country names were 
introduced both in English and in languages relevant to each coun-
try, for example, “Ivory Coast” and “Côte d’Ivoire”. Where country 
names have changed over time, old and new names were included, 
such as “Zaire” and “Democratic Republic of Congo”. Titles and 
abstracts of all eligible papers were reviewed, and full texts of 
articles were accessed. Search strategy conducted in PubMed is 
shown in Table S1. This search strategy was adapted to fit with 
other databases. A manual search which consists in scanning the 
reference lists of eligible papers and other relevant review articles 

was conducted. The search in electronic databases was conducted 
on September 6, 2017.

We considered observational studies (cross-sectional, case-
control, and cohort). In the case of duplicate reports, the most 
comprehensive/complete and up-to-date version was considered. 
We considered studies including patients with clinical diagnosis of 
acute respiratory tract infection as defined in each study. Studies 
among populations with underlying medical conditions, studies con-
ducted during an outbreak period, case series or studies in which 
HRSV was imported cases were excluded. The search for HRSV had 
to be conducted systematically or by sampling of the population 
in the presence of defined inclusion criteria (respiratory signs) and 
HRSV detection by polymerase chain reaction (PCR) technique on 
respiratory samples. Studies lacking or with not extractable primary 
data and/or explicit method description were excluded. In the case 
of missing data, we contacted authors of the paper. We planned to 
use Google Translate in the case of other languages than French, 
English, or Spanish.

Two investigators independently screened records based on 
titles and abstracts for eligibility. Full texts of articles deemed po-
tentially eligible were retrieved. Further, these investigators inde-
pendently assessed the full text of each study for eligibility and 
consensually retained studies to be included. Disagreements when 
existing were solved through a discussion.

2.2 | Data extraction and management

Data were extracted using a preconceived and tested data ab-
straction form. In the cases of missing data, authors were directly 
contacted to provide missing information. Two investigators inde-
pendently extracted data including name of the first author, pub-
lication year, study design, setting, sampling method, respiratory 
samples collection period, timing of data analysis, number of vi-
ruses screened, site of recruitment location (country, city, latitude, 
longitude, and altitude), clinical presentation, number of patients 
screened, number of patients infected with HRSV, diagnostic tech-
niques used, and proportion of male participants. We assigned a 
United Nations Statistics Division (UNSD) African region (central, 
eastern, northern, southern, and western) to each study regarding 
the country of recruitment.6 We considered two groups of clinical 
presentation; severe respiratory tract infection (SRTI) including se-
vere acute respiratory infection, acute lower respiratory infections, 
bronchitis, bronchiolitis, pneumonia, severe or very severe pneu-
monia, and benign respiratory tract infection (BRTI) including upper 
respiratory tract infection, and influenza-like illness. Using Google 
Global Positioning System, we assigned altitude, latitude, and longi-
tude according to the cities and country of recruitment.7 In the case 
of multicities, we considered the median. Disagreements between 
investigators were reconciled through discussion and consensus or 
an arbitration of a third investigator.

Two investigators evaluated risk of bias in included studies using 
an eight-item rating scale.8 These items included (a) participation re-
sponse rate more than 75% agree to participate or analysis to show 
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whether respondents and nonrespondents were similar for the so-
ciodemographic characteristics; (b) ARTI clearly defined; (c) method 
of inclusion identical for all subjects; (d) description of diagnostic 
technique; (e) same type of sample collected for all patients (naso-
pharyngeal aspirate, nasal, or throat swab); (f) standardized method 
for sample collection (quantity of aspirate or of liquid used for the 
nasal wash with any virological medium transport for swabs); (g) anal-
ysis performed according to relevant subgroups (by age classes, by 
center, or by symptomatology, for example); and (h) and presentation 
of data sources (counts are presented, not only percentages). Each 
item was assigned a score of 1 (Yes) or 0 (No), and each score was 
summed across items to generate an overall study quality score. The 
total score was ranged from 0 to 8 with the overall score categorized 
as follows: 6-8: “low risk of bias,” 3-5: “moderate risk,” and 0-2: “high 
risk.” Disagreements were solved through discussion and consensus.

2.3 | Data synthesis and analysis

Data analyses used the “meta” and “metafor” packages of the statis-
tical software r (version 3.3.3, The R Foundation for statistical com-
puting, Vienna, Austria). Unadjusted prevalence and standard errors 
of HRSV infection were recalculated based on the information of 
crude numerators and denominators provided by individual stud-
ies. To keep the effect of studies with extremely small or extremely 
large prevalence estimates on the overall estimate to a minimum, 
the variance of the study-specific prevalence was stabilized with the 
Freeman-Tukey double-arcsine transformation before pooling the 
data within a random-effects meta-analysis model.9 Symmetry of 
funnel plot and Egger’s test served to assess the presence of publica-
tion bias.10 A P-value <0.10 on Egger test was considered indicative 
of statistically significant publication bias.

Heterogeneity was evaluated by the chi-square test on 
Cochrane’s Q statistic,11 which was quantified by H and I2 values. 
The I2 statistic estimates the percentage of total variation across 

studies due to true between-study differences rather than chance. 
In general, I2 values greater than 60%-70% indicate the presence of 
substantial heterogeneity. The value of H close to 1 is indicative of 
some homogeneity between studies.12 Subgroup analyses were per-
formed for the following subgroup: age groups (0-5/>5 years, chil-
dren/adults), sex, clinical presentation, setting, hemisphere (north/
south), location according to Greenwich meridian (East/West), by 
median altitude, and UNSD African Regions. Univariable and mul-
tivariable meta-regressions were used to test for an effect of study 
and participants’ characteristics. To be included in multivariable 
meta-regression analysis, a P value <0.25 in univariable analysis was 
considered. For categorical variables, the global P value was consid-
ered for the inclusion in multivariable models. A P value <0.05 was 
considered statistically significant. We reported the explained het-
erogeneity (R²) for the residual heterogeneity of HRSV prevalence. 
Following crude overall prevalence, two sensitivity analyses were 
conducted: one considering only studies with low risk of bias and an-
other one considering only studies conducted in complete season(s).

The Centre for Reviews and Dissemination guidelines was used 
for the methodology of this review.13 The Preferred Reporting Items 
for Systematic Reviews and Meta-Analyses guidelines served as the 
template for reporting the present review (Table S2).14 This review 
is registered in the PROSPERO International Prospective Register of 
Systematic Reviews, registration number CRD42017076352.

3  | RESULTS

3.1 | Review process

We identified 718 records; after elimination of duplicates, 683 re-
cords remained. After screening of titles and abstracts, we found 
539 records to be irrelevant and excluded them. We assessed full 
texts of the remaining 144 papers for eligibility, of which 78 were ex-
cluded with reasons (Figure 1). The inter-rater agreement for study 

F IGURE  1 Review process
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selection was high (κ = 0.81). Finally, 66 full texts including 67 stud-
ies were included (one paper included two studies).15-80

3.2 | Characteristics of included studies

Sixty (90%), seven (10%), and no studies had low, moderate, and 
high risk of bias, respectively. Studies were published between 
2010 and 2017. Data were from 20 countries. Respiratory sam-
ples were collected between January 2006 and April 2016. Most 
of data came from cross-sectional studies, used consecutive sam-
pling method, and prospective design. Most of studies included 
only children with proportion of males varying between 44.1% 
and 69.8%. Real-time reverse transcription-polymerase chain re-
action was the most used diagnosis method. Most of studies was 
conducted in both urban and rural settings and in Eastern Africa 
region (Table 1). Individual characteristics of included studies are 
in the Table S3.

3.3 | Prevalence of HRSV infection among ARI 
in Africa

Table 2 summarizes results from meta-analyses. The prevalence 
varied widely from 0.4% to 60.4% across countries. The distribution 
of the prevalence was not uniform in the continent (Figure 2). The 
overall prevalence was 14.6% (95% CI 13.0-16.4) in a pooled sam-
ple of 154 000 participants with ARTI (Figure 3). The funnel plot did 
not suggest any publication bias (Figure S1), and this result is con-
firmed by the Egger test (Table 2). The prevalence in studies with 
low risk of bias was not different to the overall prevalence (Table 2). 
Substantial heterogeneity was present for overall and within all sub-
groups (Table 2). Publication bias was found for the following sub-
group analyses: SRTI, North Hemisphere, and Northern Region of 
Africa (Table 2).

3.4 | Subgroup analyses

The prevalence was higher among children (18.5%, 95% CI 15.8-
21.5) compared to adults (4.0%, 95% CI 2.2-6.1; P < 0.0001), 
among people aged <5 years (22.6%, 95% CI 18.8-26.6) compared 
to those aged >5 years (6.0%, 95% CI 3.8-8.6; P < 0.0001), and 
among people with SRTI (17.9%, 95% CI 15.8-20.1) compared to 
those with BRTI (9.4%, 95% CI 7.4-11.5; P < 0.0001) (Table 2). 
There was no difference for UNSD subregions of Africa, sex, 
setting, hemisphere, and distribution by Greenwich meridian 
(Table 2).

3.5 | Factors associated with prevalence of 
HRSV infections

In univariable meta-regression analysis, the prevalence was as-
sociated with clinical presentation (R2 = 8.99%) and age groups 
(R2 = 38.84%). In multivariable meta-regression analysis, the preva-
lence was higher in children compared to adults (adjusted odds ratio: 

1.28, 95% CI: 1.09-1.52, P = 0.0041). Variables included in the multi-
variable model (clinical presentation, age groups, diagnostic method) 
explained 42.8% of the 97.6% residual heterogeneity of HRSV prev-
alence (Table S4).

TABLE  1 Characteristics of included studies

Characteristics Data

Design, n (%)

Cross-sectional 63 (94)

Case-control 4 (6)

Setting, n (%)

Rural 12 (18)

Urban 10 (15)

Urban and rural 29 (43)

Not described 16 (24)

Sampling method, n (%)

Consecutive 57 (85)

Systematic 3 (4)

Random 6 (9)

Timing, n (%)

Prospective 64 (96)

Retrospective 3 (4)

Clinical presentation

BRTI 9 (13)

SRTI 38 (57)

BRTI and SRTI 20 (30)

Population, n (%)

Children 39 (58)

Adults 2 (3)

Children and adults 26 (39)

Region, n (%)

Eastern (Kenya = 17; Madagascar = 2; 
Malawi = 1; Mozambique = 2; Reunion = 1)

22 (33)

Southern (Botswana = 1; Malawi = 1; 
Mozambique = 1; South Africa = 12; 
Zambia = 1)

15 (22)

Northern (Egypt = 10; Morocco = 3; Sudan = 1) 14 (21)

Western (Burkina Faso = 2; Côte d’Ivoire = 1; 
Ghana = 2; Niger = 1; Nigeria = 1; 
Senegal = 5)

12 (18)

Central (Cameroon = 2; Gabon = 1; Central 
Africa Republic = 1)

4 (6)

Diagnostic technique, n (%)

Real-time RT-PCR 64 (96)

Conventional RT-PCR 3 (4)

Latitude, median (1st; 3rd quartiles), in decimal 
degrees

3.5 (−9.4; 15.0)

Longitude, median (1st; 3rd quartiles), in decimal 
degrees

30.5 (11.8-34.4)

Altitude, median (1st; 3rd quartiles), in meters 252 (28.5-1012.5)
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4  | DISCUSSION

This systematic review and meta-analysis of data from 67 studies 
involving 154 000 individuals found a pooled prevalence of HRSV 
infection of 14.6% in people with ARTI in Africa, with substantial 
heterogeneity. Sensitivity analysis including only studies with low 
risk of bias and another one including only studies conducted in 
complete seasons gave similar results. The drivers of high prevalence 
of HRSV infection included being children and having SRTI.

The prevalence of HRSV infection in people with ARTI from 
Africa found in this review is close to that found in other systematic 
reviews from another place. A systematic review with meta-analysis 
in China found a prevalence of 18.7% (95% CI 17.1-20.5, 135 stud-
ies from 2010 to 2015) attributable to HRSV.81 Another systematic 
review with meta-analysis of 21 studies (1996-2013) in Iran yielded 
to a prevalence of 18.7%.82 Another meta-analysis including par-
ticipants with lower ARTI from Latin America found a prevalence 
varying from 40.9% among children aged less than 1 year to 12.6% 
adults aged more than 65 years.83 One should note that these 
three systematic reviews included studies using less sensitive and 
less specific immunofluorescence and immune-chromatographic 
techniques. Our review included studies using only reverse tran-
scriptase PCR. The interpretation of the prevalence found in our 
study should consider the involvement of other infectious agents 
in the occurrence of ARTI. Indeed, the presence of coinfection with 
other viruses should be considered. These coinfections may have 

a synergistic effect in the occurrence of ARTI. Similarly, bacterial 
superinfection that may favor clinical presentation in the form of 
SRTI should also be considered. Thus, this prevalence of 14.6% in 
our study could not represent the proportion of ARTI cases attrib-
utable to HRSV alone, but its implication on the occurrence of ARTI 
in people from Africa. However, this hypothesis, involvement of 
bacterial superinfection or viral coinfection on the occurrence of 
STRI in the presence of HRSV infection, needs to be investigated 
in futures studies.

We found in this review that the prevalence of HRSV infection 
was higher in children compared to adults. This is consistent with 
other reviews.4,5,81-83 Similar data were found in developed coun-
tries.84 This means that the etiologies of ARTI including viruses and 
other agents such as bacteria are not the same between adults and 
children. Indeed, in the published literature, HRSV infections appear 
as one of the major cause of mortality and morbidity including causes 
of hospitalizations in children and not among adults.85-87 Children 
may have a naturally weak immune system compared to adults when 
facing HRSV infection.88 Innovative strategies to curb the burden 
should first focus on children which present the highest HRSV-
related burden.2 Effective and efficient maternal HRSV vaccine and 
monoclonal antibody use may help to curb the disease burden in this 
vulnerable population. In fact, an effective maternal immunization 
or if newborn antibody immunization is successful,89,90 it is possible 
to decrease by 80% the involvement of HRSV in the occurrence of 
ARTI in children.2,91

F IGURE  2 Distribution of prevalence 
of Human Respiratory Syncytial virus 
infection among patients with ARI in 
Africa continent
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F IGURE  3 Meta-analysis results for 
the prevalence of human respiratory 
syncytial virus prevalence in Africa
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We found a higher prevalence of HRSV infection in SRTI 
compared to BRTI patients. A review in China reported a higher 
prevalence in inpatients compared outpatients.81 SRTI clinical pre-
sentation may mainly due to the coinfection with bacteria; there-
fore, this clinical presentation could reflect the consequence of a 
superinfection of HRSV infection. We did not find any association 
between prevalence and altitude, latitude, and longitude suggest-
ing that these parameters do not influence the distribution of HRSV 
throughout the Africa continent. In addition, there was no differ-
ence in distribution across Africa subregions. One would have ex-
pected that the increasing distance from the equator or in case of 
the increasing altitude, one can have an increase of the prevalence.

Results from this study should be interpreted with caution in 
the context of its limitations. First, we found substantial heteroge-
neity in estimation of the prevalence of HRSV infection in people 
with ARI across studies. Although we identified some sources of 
heterogeneity, there may still be other sources of heterogeneity 
not investigated. These other sources of heterogeneity could in-
clude environmental temperature, humidity, pluviometry, exposure 
to smoking, and air pollution. However, we were unable to assess 
these factors as source of heterogeneity because they were not 
reported in primary included studies. Second, countries and UNSD 
African regions were not uniformly represented, partly owing to 
difficult retrieval of African medical literature, especially for older 
articles and those published in local journals. This can limit the gen-
eralizability of findings to the entire African continent. Thirdly, even 
though we aimed at including all age groups, most of studies were 
conducted in pediatric populations. Our findings therefore mainly 
reflect the prevalence of HRSV infection in children with ARI.

To the best of our knowledge, this article is among the first sys-
tematic reviews that use meta-analysis to summarize data on prev-
alence of HRSV infection in people with ARI in Africa. Strengths of 
this systematic review and meta-analysis include the use of pre-
defined protocol, a comprehensive search strategy, and involvement 
of two independent investigators in all stages of the review pro-
cess. We included only studies that identified HRSV using a refer-
ence standard method for diagnosis, the reverse transcriptase PCR. 
Although we found publication bias in some subgroup analyses, no 
publication bias was found in the main analyses suggesting that we 
were unlikely to have missed studies that could alter the findings. 
Nine-tenths of the studies were assessed as having low risk of bias in 
their methodological quality, suggesting that we can be confident to 
the quality of the findings in this review. In addition, the sensitivity 
analyses including only studies with low risk and studies with com-
plete season(s) yielded to very close prevalence to that in the crude 
analysis. A multivariable meta-regression analysis was conducted 
helping to control potential confounders for source of variation in 
HRSV prevalence.

This study suggests a high prevalence of HRSV in people with 
ARTI in Africa, particularly among children and people with severe 
clinical form presentation. As such, HRSV infections in people with 
ARTI in Africa should deserve more attention from healthcare pro-
viders, researchers, policymakers, and stakeholders from the health 

sector for improved detection, overall proper management, and ef-
ficient control. Actual influenza surveillance systems implemented 
in Africa could add routine screening of HRSV in collected samples. 
Efforts to address this burden could mainly focus on primary pre-
vention including development and implementation of vaccines 
against HRSV. Strategies and funding to expand the use of vaccines 
and other primary prevention methods in this resource-constrained 
continent are needed. All innovative strategies to curb the burden 
should first focus on children which present the highest HRSV-
related burden.
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