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Abstract
Background: Angiotensin-converting-enzyme-2, being the receptor for SARS-CoV-2, is increased in the use of RAAS
inhibitors. Therefore, concerns have been raised over risks of SARS-CoV-2 infection and poor prognosis of COVID-19
in persons with prior exposure to these drugs. This study aimed to systematically review available evidence for
associations between exposure to RAAS inhibitors with susceptibility to SARS-CoV-2 infection and clinical outcomes
in infected persons. It hopes to address the question on the effects of RAAS inhibitors on the risk of COVID-19 and
its prognosis.
Main body: Search was conducted in the databases of PubMed, Scopus, Cochrane, Embase and MedRxiv.org from
December 2019 to May 31, 2020, using relevant keywords. Additional articles were identified through handsearching of reference lists. Studies that reported associations between positive tests to COVID-19 and use of RAAS
inhibitors, and treatment outcomes of COVID-19 patients who had exposure to RAAS inhibitors were considered
eligible. The Newcastle–Ottawa scale was used to assess risk of bias in individual studies. The review was conducted
in line with Preferred Regulatory Items for Systematic Reviews and Meta-Analysis (PRISMA) guidelines 2009. From
the 952 studies screened and 2 studies from reference hand-searching, 18 were reviewed. Four studies evaluated
the risks for SARS-CoV-2 infection among RAAS inhibitors users, and 16 (including 2 of the 4 studies) evaluated the
clinical outcomes associated with previous exposure to RAAS inhibitors.
Conclusion: Evidence does not suggest higher risks for SARS-CoV-2 infection or poor disease prognosis in the use
of RAAS inhibitors. This suggests the continued use of RAAS inhibitors by patients with existing needs, which
supports the position statements of American Heart Association and European societies for Cardiology.
Keywords: SARS-CoV-2, COVID-19, Prognosis, Hypertension, Cardiovascular diseases, Angiotensin-converting
enzyme inhibitors (ACEI), Renin–angiotensin–aldosterone system (RAAS), Angiotensin-2 receptor blockers (ARB)

Background
Coronavirus disease 2019 (COVID-19) is a disease
resulting from the infection of severe acute respiratory
syndrome coronavirus-2 (SARS-CoV-2) which has resulted in a global pandemic, after its origination from
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Wuhan, China, in December, 2019 [1]. Fever, cough, fatigue and gastrointestinal symptoms appear to be the
most common clinical features of COVID-19 [2]. Although fatality appears to be predominantly associated
with older age, case distribution and severity is influenced by demographic makeup of a population [2].
Persons with comorbidities, particularly cardiovascular
diseases appear to be at higher risks of morbidity and
mortality from COVID-19 [3, 4]. Studies suggest
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hypertension and diabetes to be the most common comorbidities in COVID-19, with higher risk associated with
older age [4–6]. Persons with hypertension account for
majority of the cases and appear to have severe illness
from the disease [4]. Diabetes has also been shown to be a
predisposing factor for severe COVID-19 illness, with high
mortality [4].
Electrolyte balance and blood pressure are regulated
by the renin–angiotensin–aldosterone system (RAAS),
which has the ACE/Ang11/ATIR and the ACE2/Ang(17)Mas receptor, as its pathways [7]. It is an essential
vasoactive system involved in the haemostasis of cardiovascular and kidney functions. During the management
of cardiovascular diseases (CVD) and diabetes, RAAS effects are frequently altered by its inhibition by several
pharmacological agents such as angiotensin-converting
enzyme inhibitors (ACEI), angiotensin 11 receptor
blockers (ARB) and aldosterone antagonists [8].
The continued use of renin–angiotensin–aldosterone
system inhibitors in persons with cardiovascular diseases
and other diseases requiring renal protection has raised
safety concerns among several researchers amid the
COVID-19 pandemic. This class of drugs has been suggested to upregulate ACE2 [9, 10], which is the receptor
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for SARS-CoV-2 binding in humans [11], suggesting
higher risks of infection and poor prognosis in users
[12]. Coronaviruses which are enveloped and singlestranded RNA viruses possess binding affinity for ACE2
human receptors and also possess mechanisms for host
cell adaptation [13]. The infection of the ACE2-bearing
cells is mediated by the spike (S) protein of the coronaviruses [12, 14]. The spike protein which occurs in two
structurally distinct forms as the pre-fusion and postfusion forms, first binds to the cell surface through its
S1 subunit [12]. The S1 domain of the spike protein of
SARS-CoV efficiently binds to ACE2 and allows replication of the virus, showing ACE2 to be a functional receptor for SARS-CoV [15]. It has been noted in animal
studies that SARS spike protein reduces ACE2 expression, resulting in the promotion of lung injury [11]. This
reduction results in an imbalance in the ACE/Ang11/
ATIR axis and the ACE2/Ang (1-7)/Mas receptor axis
[16] (Fig. 1).
RAAS inhibitors commonly used in the pharmacological management of hypertension may result in increased expression of angiotensin-converting enzyme 2
(ACE2) [9, 10], which is employed by Coronaviruses for
cell infection [12], thereby mediating the susceptibility of

Fig. 1 Cell infection of SARS-CoV-2 and the role of renin-angiotensin-aldosterone system [17]
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cells to SARS-CoV and SARS-CoV-2 infections [12, 18].
The observed target cells for SARS-CoV-2 which includes lung alveolar epithelial cells, the kidneys and the
heart are made up of broadly expressed angiotensin 2
[19], with higher levels occurring in clinical conditions
[20]. They are also largely expressed in the testis and at
lower levels in vascular smooth muscle cells [21].
Angiotensin-2 receptor blockers (ARBs) significantly increase cardiac ACE2 levels and circulating angiotensin-2,
also ACE inhibitors particularly lisinopril, was observed to
increase ACE2 expression in an animal study [10]. Another animal study showed increased expression of ACE2
in the kidneys following the use of an angiotensin 2 receptor blocker [22]. These findings have resulted in concerns
that the use of RAAS inhibitors may increase the risk of
SARS-CoV-2 infection [23, 24]. Meanwhile, the potential
therapeutic effect of Angiotensin-1 receptor (ATIR)
blockers in COVID-19 has also been suggested [25], and
demographics such as older age and male have been associated with upregulation of ACE2 [26, 27].
RAAS inhibitors are associated with protection of the
lungs from severe acute injury in COVID-19, and this is
attributed to increased levels of ACE2 [28, 29]. They are
also reported to alleviate LPS-induced pneumonia injury
[30]. Also, infusion of recombinant ACE2 resulted in a
significant prevention of lung injuries in acute respiratory distress syndrome (ARDS) patients [31], which is
highly suggestive of the protective role of ACE2 on the
lungs in COVID-19. ACE2 is therefore very essential for
the protection of the lungs from ARDS, injury following
assaults and acute lung failure which is one of the complications associated with COVID-19 [28, 31, 32]. ACE
is also involved in immune-modulatory effects as it decreases Th1/Th2 cytokine ratios and inflammatory cytokines in chronic heart failure [33].
This study systematically reviewed the available evidence for increased susceptibility to SARS-CoV-2 infection in persons with previous exposure to RAAS
inhibitors, and the association between RAAS inhibitors
and COVID-19 prognosis in infected persons to provide
evidence for clinical guidance.

Main text
Systematic review of eligible articles, searched from databases
of PubMed, Scopus, Cochrane, Embase and MedRxiv.org
from December, 2019 up to May 31, 2020, was performed.
Keywords used for the search were COVID-19, SARS-CoV2, Coronavirus diseases 2019, Angiotensin-converting enzyme inhibitors (ACEI), Angiotensin 11 receptor blockers
(ARB) and Renin-Angiotensin-Aldosterone System (RAAS).
Additional articles were identified through hand-searching of
reference lists. Abstracts of the studies were read, and only
articles that reported studies on association between
COVID-19 and use of RAAS inhibitors were assessed for
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eligibility. Primary outcomes of interests were increased risk
of SARS-CoV-2 infection and worsened COVID prognosis
associated with RAAS inhibitors. Original articles and metaanalyses that reported treatment outcomes of adult COVID19 patients who had exposure to RAAS inhibitors were included in the review, as they provide evidence for the association. Original articles that evaluated the association between
exposure to RAAS inhibitors and risk of SARS-CoV-2 infection were also included in the review (Fig. 2). Narrative reviews, commentary, correspondences, and viewpoints were
excluded in the study. The studies were in English language
and reported the outcomes of interest. The review was conducted in line with Preferred Regulatory Items for Systematic
Reviews and Meta-Analysis (PRISMA) guidelines 2009 [34].
Data extraction from reports was performed independently
to reduce the risk of bias. Methods employed in the recruitment of study participants, the methods of result analyses
and outcome were used to assess risk of bias of individual
studies, and this was done using the Newcastle–Ottawa scale
for observational studies [35]. See supplementary file for risk
of bias assessment tables, s1 and s2.
A total of 952 studies were screened following their
relevance to the subject of this review, and 133 were
considered eligible. However, 117 articles were letters,
narrative reviews, commentaries and case reports, and
therefore were not included in the study. A total of 16
studies from the databases and 2 handpicked studies
from references were therefore included in the review.
Four studies evaluated the risks for testing positive to
COVID-19 among RAAS users, and 16 (including 2 of
the 4 studies earlier mentioned) evaluated the risks for
increased severity and mortality associated with RAAS
therapy in COVID-19 patients.
Relationship between positive tests for SARS-CoV-2 and
use of RAAS inhibitors

Findings from a retrospective single-centre study in Florida, USA [36] involved a cohort of 18,472 persons who
were tested for COVID-19, among which 12.5% took
ACEI/ARB. The retrospective data was collected between March 8 and April 12, 2020. Findings from the
study showed 1735 persons tested positive, and no significant relationship was found between use of ACEIs/
ARBs and a positive test to SARS-CoV-2 infection, after
overlap propensity score weighting. However, the study
also found the risk of severe and critical illness to be associated with the use of ACEIs and ARBs, respectively.
This however requires further evaluation among a randomized, larger population for a more objective conclusion. Although propensity scores were used to reduce
bias, additional cofounders which would be better controlled in a randomized study may have affected the results. Again, potential eligible persons may have been
excluded from COVID-19 testing based on the testing
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Fig. 2 Flowchart showing steps in the qualitative synthesis of evidence from literature

criteria of the region; and this will not allow for
generalization of the findings as selection was based on
tested individuals.
Similarly, another retrospective study by Renyolds
et al. observed 5892 COVID-19-positive cases in New
York [37] from a study population of 12,594 and did not
find any significant association between COVID-19 infection and previous therapy with antihypertensive medications, including ACEIs and ARBs. However, persons
on beta blockers were observed to have slightly significantly reduced occurrence of positive tests in the study.
Data used for the study were obtained from health records of March 1 to April 15, 2020. The antihypertensive
medications also did not appear to be significantly associated with the risk of severe illness among the patients.
Several limitations of the study, among which are the
study design and actual sensitivity of testing methods
employed, will warrant further study for evaluation.
Also, data on medication history received directly from
users or caregivers of COVID-19 patients may provide
more current and appropriate information than electronic health record as used in the study. Although propensity score was used in data analysis, unmeasured
cofounding is not unlikely.
Also, Rentsch et al. reported lack of significant association between testing positive to COVID-19 and exposure to ACEI/ARBs among older population of 54–75
years old in the USA [38]. The researchers retrospectively evaluated a healthcare record from February 8 to

March 30, 2020 from a population of 2,026,227. The
study was not peer-reviewed as at the time of this review, but provides potential evidence to allay fears and
confusion on ACE/ARB therapy in the course of
COVID-19 pandemic. ARBs/ACEIs were not reported to
be associated with COVID-19-positive tests; however,
age, race and sex, among others, were associated with
risk of positive test.
In a case–population study in Lombardy, Italy, Mancia
et al. evaluated the risk of RAAS inhibitors and COVID19 [39]. In the retrospective study, 6272 cases were
matched to 30,759 population from February 21 to
March 11, 2020. Although the use of ACEIs and AREBs
was more common in the COVID-19 cases, it was observed that the use of ARB and ACEI was not associated
with COVID-19 among the patients (95% CI, 0.86 to
1.05) and 0.91 (95% CI, 0.87 to 1.07), respectively. Potential for cofounders is associated with the study.
The above four studies are observational and therefore
possess the inherent limitations of observational studies
but provide evidence that does not suggest increased risk
of contracting COVID-19 in the use of ACEIs/ARBs.
Prognosis of COVID-19 in patients on therapy with RAAS
inhibitors

The use of ARBs/ACEIs may facilitate SARS-COV-2 infection and replication, but the clinical outcomes associated with it are not certain. For adequate and
appropriate clinical decisions, several studies are being
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conducted to assess and determine the effects of RAAS
inhibitors on risks for severe COVID-19 illness and
prognosis. Several randomized clinical trials have also
been proposed to enhance the clinical knowledge in this
area of focus. Among these is a randomized clinical trial
with NCT04338009 identifier, which hopes to assess the
effects of RAAS on COVID-19 severity by assessing the
outcomes of COVID-19 associated with continuation
and discontinuation of ARBs and ACEIs [40]. With the
unavailability of sufficient evidence to consider the risks
of RAAS inhibitor therapy in COVID-19; the Council of
Hypertension of the European Society of Cardiology has
advised the continued use of the drugs [41, 42].
Contrary to the hypothesis of poor clinical outcomes
associated with ACEI/ARB use in COVID-19, a study by
Abajo et al., conducted in Madrid, Spain [43] involving
1139 cases and 11,390 control COVID-19 patients in
multicenter, reported that the use of RAAS was not associated with increased risk of COVID-19 illness and
hospital admission (adjusted OR = 0.80, 0.64 to 1.00 and
1.10, 0.88 to 1.37 for ACEI and ARB, respectively). A
total of 43.6 and 33.6% used RAAS inhibitors among the
case and the control groups, respectively. The duration
of study was from March 1 to March 24, 2020, and findings suggest protection from severe COVID-19associated illness among diabetes patients who used
RAAS inhibitors (adjusted OR = 0.53, 95% CI, 0.34 to
0.80). The multicentre design and large sample size add
strength to the study, and findings are reassuring but require further studies for evaluation.
Similarly, another study conducted in London, UK
[44] found the use of ACE inhibitors to be associated
with reduced risk of COVID-19 severity and mortality.
The study noted that only 14% of COVID-19 patients
with previous exposure to ACE inhibitors either died or
had critical illness as compared with 29% of patients
without a history of ACEI use. This finding may be explained by the reported protective effects of RAAS inhibitors from severe acute lung injury in COVID-19.
Patients who had ACEI/ARBs exposure were significantly older and had more comorbidities than others in
the cohort. Data for the study were retrospectively collected from March 1 to March 22, 2020. The study,
however, consisted of a small sample size of 205 patients
drawn from two centres and, therefore, may not be an
accurate representation of the larger population.
De Spiegeleer et al. [45] found no significant relationship between the use of ACEIs/ARBs and absence of
symptoms in COVID-19 (OR 0.75; CI 0.25–1.85; p =
0.556) (Table 1). The researchers also found that ACEI/
ARB use was not significantly associated with serious
clinical outcomes of COVID-19 (OR 0.79; CI 0.26–1.95;
p = 0.629). The researchers however, advised caution in
interpreting the lack of statistical significance, sighting
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the small sample size as a possible factor. The retrospective study was conducted among 154 patients in 2
nursing homes in Belgium, and data were collected from
March 1 to April 16, 2020. The analysis included adjustment for covariates which were age, sex, comorbidities
and functional status. Although the study comprised a
small sample size, it draws attention to the effects of
ACEIs/ARBs on the older population with COVID-19.
Findings from a retrospective study in Wuhan, China
[46] also encourages the continued use of ACEIs and
ARBs in COVID-19. The single-centre study which involved 1178 COVID-19 patients found no significant association between patients with current exposure to ACEIs
and ARBs with patients without such exposure. Data from
January 15 to March 15, 2020 collected for the study
showed that out of the 362 (30.7%) patients who had
hypertension, 115 (31.8%) were managed with ACEI/
ARBs. It also noted that the ACEI/ARBs were not associated with severity and mortality from COVID-19. There
was no significant difference between ACEI/ARB users in
the groups with severe and non-severe disease (32.9% vs
30.7%; p = 0.65), with “survivours and non-survivours”
(27.3% vs 33.0%; p = 0.34). The duration of retrospective
data collection was moderate, but the study was carried
out in a single centre. Therefore, replications with a randomized study design in a larger population will provide
better evaluation of these associations. It is noteworthy
that patients who were exposed to ACEIs/ARBs were not
comparably matched with others in this study.
Furthermore, another retrospective study conducted in
China [47], among 511 COVID-19 patients with focus on
the elderly (> 65 years old), observed ARB use prior to
hospitalization to be significantly associated with decrease
in severity as compared with patients who had no history
of antihypertensive drug therapy. Data from patients who
were admitted between December 29, 2019 and February
29, 2020 were analyzed for the study. Other antihypertensive drug groups also studied were persons who took calcium channel blockers, beta blockers, thiazides and ACE
inhibitors. The researchers also performed a meta-analysis
using 3 previous studies, and findings suggest that ACEIs/
ARBs may be associated with decreased pneumoniarelated mortality. Although, encouraging findings are seen
in this study particularly for the elderly, it should be noted
that the potential for bias from cofounders is not unlikely.
Also, analysis for significant differences was not done for
some groups of antihypertensive drug users due to small
sample size.
Another study in the USA [38] involved a much larger,
older population and reported the absence of significant relationship with the use of ACEI/ARB and hospitalization/intensive care in COVID-19. Data from a secure health record
was collected retrospectively for a cohort of 2,026,227, from
which 585 (15.4% of 3789 persons who tested positive)
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Table 1 Characteristics of the studies
Study

Sample
size

Study design Outcomes

Limitations

Mehta et al. 2020 [36], records
from March 8 to April 12, 2020

1735

Retrospective

No association between positive tests to
COVID-19 and use of ACEI/ARB

Small sample size, inherent bias from
observational studies

Reynolds et al. 2020 [37], data
from March 1 to April 15, 2020

5892

Retrospective

No association between risk of positive tests to Small sample size, potential confounder
COVID-19 and risk of severe illness with use of bias
ARB/ACEI

Rentsch et al. 2020 [38], data
from February 8 to March 30,
2020

585

Retrospective

Encouraged continued use of ACEI/ARBs.
Drugs not associated with need for intensive
care

Mancia et al. 2020 [39], records
from February 21 to March 11,
2020

6272

Retrospective

ARB/ACEI use not associated with increased
Study design was not randomised
risk of contracting COVID-19, severity and mortality from the disease

Abajo et al. 2020 [43], health
1139
records from March 1 to March
24, 2020

Retrospective
case–control

ARBs/ACEIs use did not increase risk for
hospitalization in COVID-19 patients

Possible confounders

Bean et al. 2020 [44], data from 205
March 1 to March 22, 2020

Observational
(prospective)

ARBs/ACEIs appeared to reduce morbidity and
mortality in COVID-19

Small sample size, single-centre, short
follow-up, not peer-reviewed (as at the
time of this study)

De Spiegeleer et al. 2020 [45],
health record from March 1 to
April 16, 2020

154

Retrospective

ARB/ACEI use was neither associated with
absence of COVID-19 symptoms nor serious
clinical outcomes

Small sample size

Li et al. 2020 [46], records from
January 15 to March 15, 2020

1178

Retrospective

ACEI/ARB use was not significantly associated
with severity and mortality from COVID-19

Single-centre study, not randomised

Liu et al. 2020 [47], records
from December 29, 2019 to
February 29, 2020

511
elderly

Retrospective

Drugs associated with decreased disease
severity

Small sample size of understudied
groups, not peer-reviewed (as at the
time of the study)

Meng et al. 2020 [48], records
from January 11 to February
23, 2020

42

Retrospective

Lower levels of IL-6 and reduction in viral load, Very small sample size
with the use of ACEIs/ARBs

Rossi et al. 2020 [49], health
records from February 22 to
April 2, 2020

2653

Retrospective

Study drugs not associated with risk of
mortality

Potential for confounders

Yang et al. 2020 [50], data from 2068
January 5 to February 22, 2020

Retrospective

Lower case of critical illness and mortality in
ARB/ACEI users

Single-centre, potential confounders

Feng et al. 2020 [51], data from 476
January 1 to February, 15, 2020

Retrospective

Use of ACEIs/ARBs appeared to lower risks of
severe COVID-19 illness

Potential confounders, small sample size

Zhang et al. 2020 [52], data
from December 31 2019 to
February 20, 2020

1128

Retrospective

ACEI/ARB use associated with lower mortality

Potential confounders

Peng et al. 2020 [53], health
records January 20 to February
15, 2020

112

Retrospective

ACEIs/ARBs not associated with critical illness
and mortality in COVID-19

Small sample size

Huang et al. 2020 [54], data
from February 7 to March 3,
2020

50

Retrospective

No significant difference in disease course in
the use of ACEIs/ARBs and other classes of
antihypertensive

Small sample size

Zhang et al. 2020 [55], clinical
data up to May 9, 2020

14
studies

Meta-analysis

ARBs/ACEIs not associated with higher risk of
COVID-19 infection, severity and mortality

Potential confounders, small number of
eligible studies

Guo et al. 2020 [56], clinical
data up to May 13, 2020

9
studies

Meta-analysis

ARB/ACEI use not associated with increase
severity of COVID-19

Potential confounders

COVID-19 cases of 54–75 years old were studied. ACE/ARB
users made up 40.5% of studied cases. These findings are
suggestive of the continued use of these classes of drugs for
clinical needs, even in high-risk COVID-19 communities.
Meanwhile, the design of this study and its findings were yet
to be evaluated by peer review as at the time of this review.

Not yet peer-reviewed (as at the time of
the study)

Again, an observational study in Shenzhen, China by
Meng et al. suggests beneficial effects of ARBs and
ACEIs in the clinical outcomes of COVID-19 [48]. The
retrospective study noted lower rates of severe COVID19 illness and lower levels of IL-6 in patents who took
ARBs or ACEIs. The findings were from clinical data of
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patients admitted between January 11 and February 23,
2020. Findings suggest enhanced immunity in patients
who were on ACEI or ARB therapy, as increased CD3
and CD8 T cell counts were noted in this group. Viral
load was also reportedly reduced in the ACEI/ARB
group, as compared with the control group where other
classes of antihypertensive drugs were used. Meanwhile,
from a total of 417 COVID-19 patients drawn for the
study, only 42 patients represented the ACEI and ARB
group, constituting a small number of clinical cases.
Therefore, findings cannot be extrapolated to the larger
population.
In an Italian population-based study that comprised
2653 COVID-19 patients, it was observed that previous
therapy with ACEI did not show association with risk of
mortality (HR 0.97, 95% CI 0.69 to 1.34) [49]. The study
which was aimed at understanding the factors that influence the natural course of COVID-19, generated its data
from archived data and involved only symptomatic patients. Researchers retrospectively observed a cohort
from a health record data from February 27 to April 2,
2020. Age and comorbidities were statistically adjusted
in the analysis of the results.
Again, a retrospective single-centre study [50] among
126 COVID-19 patients with pre-existing hypertension,
of which 43 were treated with ACEI or ARB, evaluated
the association between ACEI/ARB use and clinical outcome of COVID-19. A group of 125 non-hypertensive
patients were included as control for the study. The patients were observed from January 5 to February 22,
2020. A population of 1942 hypertensive, non-COVID19 patients were included for external control. In this
Chinese study, the ARB/ACEI group were observed to
have lower cases of critical illness and lower mortality
than the control group, but the difference was not statistically significant. The drugs were suggested to have
exerted anti-inflammatory effects and improved clinical
outcome of the patients. These findings are suggestive of
positive association between RAS inhibitors and
COVID-19 natural course, but were yet to be validated
by peer review during the review period.
In a study by Feng et al., a significant difference in the
use of ACEI/ARBs and disease severity was reported,
with a higher percentage of patients who had moderate
illness using ACEIs/ARBs (87.5 and 85.2% respectively)
[51]. The retrospective study included 476 patients who
were drawn from 3 hospitals in China, and clinical data
was collected from January 1 to February 15, 2020. Although cofounders were not accounted for in the analysis and it was mostly descriptive, it suggests safety of
RAAS therapy in COVID-19.
A retrospective study with data drawn from 9 hospitals
in Hubei, China [52] included 1128 adult COVID-19 patients with history of hypertension, of which 188 persons
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where on ACEI/ARB therapy. The clinical data were
drawn from December 31, 2019 to February 20, 2020.
The median age of the group was 64, and interquartile
range was 55–68, while the non-ACEI/ARB group had a
median age of 64 and interquartile range of 57–69. The
ACEI/ARB group was made up of 188 patients, while
the control group was composed of 940 COVID-19 patients who did not take ACEI/ARB. Findings from the
study showed significantly lower mortality rate in the
ACEI/ARB group, in unadjusted mortality rate (p =
0.01), which was consistent after adjusting for cofounders for all-cause mortality (p = 0.03), and in propensity score analysis (p = 0.03). Potential residual
cofounders may not be completely ruled out, hence the
need for a case–control validation of findings.
Peng et al. [53] observed no significant difference in
the association between the use of ACEI/ARB and critical disease in COVID-19, as well as its use and COVID19-related mortality, in patients with co-existing cardiovascular diseases. The retrospective study involved 112
persons who were diagnosed of COVID-19 in a hospital
in Wuhan, China between January 20 and February 15,
2020. The study population was divided into critical
group (ICU = 16) and general group (n = 96), with the
critical group having a significantly higher BMI (p =
0.003). The study however, utilised a small sample size.
Another study in Wuhan, China [54] observed that
there was no significant difference in the clinical outcomes (severity, clinical course and mortality) of ACEI/
ARB therapy in COVID-19 and therapy with other classes of antihypertensive, among COVID-19 hypertensive
patients. Using data from a health record, the researchers retrospectively studied 50 COVID-19 patients
with hypertension from February 7 to March 3, 2020.
The study group was made up of 20 patients who were
treated with ACEI/ARB, while the control group was
made up of 30 patients who were treated with other
classes of antihypertensive drugs. The antihypertensive
drugs were not withdrawn during therapy for COVID19. The researchers noted that serum cardiac troponin I
(cTnI) and N-terminal pro hormone (NT-proBNP) were
significantly lower in the ACEI/ARB group (p = 0.03 and
p = 0.04 respectively), but this was age dependent. The
participants in the ACEI/ARB group were younger than
the group whose hypertension was managed by other
classes of antihypertensive drugs (mean age = 52.65 ±
13.12 and mean age = 67.77± 12.84 respectively; p =
0.000), and this may have influenced the findings. The
small sample population also poses several limitations to
the study and its findings. The study only focused on inpatients; hence, the outcomes in the milder cases were
not included.
The previously reported population–case–control
study conducted in the Lombardy region of Italy in 6272
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confirmed COVID-19 patients also evaluated the effects
of ARB/ACEI on disease severity and mortality [39].
After matching the patients to 30,759 health service
users in the region, ACEIs/ARBs was also reported not
to be associated with severity and mortality from
COVID-19, adjusted odds ratio for ARB 0.83 (95% CI,
0.63 to 1.10) and adjusted ratio for ACEI 0.91 (95% CI,
0.69 to 1.21). More persons with exposure to ACEI and
ARB were found among the cases than the control, and
the researchers attributed this to higher prevalence of
cardiovascular conditions in the cases.
Similarly, a meta-analysis [55] of 14 articles that composed of more than 19,000 cases of COVID-19 showed
that exposure to ACEI/ARB was not associated with
higher risks for COVID-19 infection (OR = 0.99; 95% CI,
0.95–1.04; p = 0.672). ACEI/ARB therapy was also not
found to be associated with increased severity and mortality in COVID-19 patients (OR = 0.98; 95% CI 0.87–1.09; p
= 0.69 and OR 0.73, 95% CI 0.5–1.07; p = 0.111, respectively). Meanwhile, significantly lower risk of mortality was
associated with the use of ACEI/ARB use as compared
with other antihypertensive medications (OR = 0.48, 95%
CI 0.29–0.81 p = 0.006). Relevant article up to May 9,
2020 were used in the analysis. The potentials for selection
bias and effects of cofounding socio-demographics in the
individual studies, which may influence the reliability of
results, may not be overlooked.
Another meta-analysis included 9 studies and a total
of 3936 COVID-19 patients who were previously diagnosed of hypertension [56]. Eligible studies up to May
13, 2020 were included in the study. The researchers
noted that exposure to ACEI/ARB was not associated
with increased COVID-19 severity (OR = 0.71; 95% CI
0.46–1.08 p = 0.11) but was significantly associated with
lower mortality rate (OR = 0.57; 95% CI 0.38–0.84; p =
0.004). It is imperative to note that selection bias may
also influence the accuracy of these reports.
This study has enhanced evidence showing the insignificant association between SARS-CoV-2 and COVID19 with RAAS inhibitors. This is relevant in providing
basis for relevant counsel by health care providers during this pandemic. Meanwhile, several limitations were
associated with the individual studies, one of which was
the use of small sample size in a majority of them which
may not be reflective of the larger populations. The majority of the studies also had high potentials for cofounder bias, inherent in observational studies, following
the predominant retrospective study design. Some of the
articles were also pre-prints, which were yet to be validated by peer review and hence are not to be relied for
medical decisions. Findings from case–control prospective randomized clinical trials with large sample, will be
more representative of the true associations and provide
more objective conclusions. Also, incomplete reporting
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may not be completely ruled out in this review which
may influence the accuracy of findings. Only 5 databases
were searched for eligible articles, and this may likely
pose risk of selection bias.

Conclusion
Despite potential enhanced expression of ACE2 during
therapy with RAAS inhibitors, available evidence shows
no significant associations between exposure to RAAS
inhibitors and susceptibility to COVID-19, as well as
poor disease prognosis. The results show that RAAS
therapy may not be associated with higher risks for contracting COVID-19, higher risks of disease severity and
mortality from COVID-19. Associations that relate to
improved clinical outcomes were rather seen, suggesting
beneficial effects of its continued use among patients
with clinical needs, regardless of COVID-19.
This finding therefore supports the position statements of the American Heart Association and the European Societies of Cardiology on the continued use of
RAAS inhibitors in COVID-19 patients and persons in
high-risk communities, except medically recommended
otherwise.
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