S

ELS

Since January 2020 Elsevier has created a COVID-19 resource centre with
free information in English and Mandarin on the novel coronavirus COVID-
19. The COVID-19 resource centre is hosted on Elsevier Connect, the

company's public news and information website.

Elsevier hereby grants permission to make all its COVID-19-related
research that is available on the COVID-19 resource centre - including this
research content - immediately available in PubMed Central and other
publicly funded repositories, such as the WHO COVID database with rights
for unrestricted research re-use and analyses in any form or by any means
with acknowledgement of the original source. These permissions are
granted for free by Elsevier for as long as the COVID-19 resource centre

remains active.



LETTERS TO THE EDITOR

material attached to journal articles has
not been edited, and the authors take
responsibility for the accuracy of all

data.
O

Potential Competing Interests: Dr Rosenblatt
reports support from Weill Comell Medical
Center. He also owns stocks in Gilead (outside
the submitted work). The other authors report
no competing interests.

ORCID
Adam P.  Buckholz: https://orcid.org/
JMCP3108_0000-0002-0068-353X

1. Zhu N, Zhang D, Wang W, et al. China Novel
Coronavirus Investigating and Research Team.
A novel coronavirus from patients with pneu-
monia in China, 2019. N Engl | Med. 2020;
382(8):727-733.

2. Zhang C, Shi L, Wang F-S. Liver injury in COVID-
19: management and challenges. Lancet. 2020;5(5):
428-430.

3. Bosch X, Poch E, Grau JM. Rhabdomyolysis and
acute kidney injury [published correction appears
in N Engl | Med. 2011;364(20):1982]. N Engl |
Med. 2009;361(1):62-72.

4. Jin M, Tong Q. Rhabdomyolysis as potential late
complication associated with COVID-19. Emerg
Infect Dis. 2020;26(7):1618-1620.

5. Crum-Cianflone NF. Nonbacterial myositis. Curr
Infect Dis Rep. 2010;12(5):374-382.

https://doi.org/10.1016/j.mayocp.2020.09.005

Association of ®
Renin-Angiotensin

System Blockers With
Outcomes in Patients

with COVID-19

To The Editor: Conflicting findings
have been reported regarding the
safety of angiotensin-converting-

enzyme inhibitors (ACEls) and
angiotensin  receptor  blockers
(ARBs) during the COVID-19

pandemic.]’2 In reference to the
recently published review outlining
the relationship between renin-
angiotensin system (RAS) and
COVID-19 infection,” we present
additional data regarding the associ-
ation of RAS inhibitors with out-
comes in patients with COVID-19.

Mayo Clin Proc. ® November 2020:95(11):2557-2572
www.mayoclinicproceedings.org

The  COVID-19  pandemic,
affecting more than 4.5 million peo-
ple across the globe, has caused sig-
nificant morbidity and mortality.”*
Angiotensin-converting-enzyme 2
(ACE2) has been implicated in the
entry of severe acute respiratory syn-
drome (SARS)-Cov-2 virus into host
cells.” As RAS antagonists have
been suggested to upregulate ACE2
in few animal models, concerns
have been raised that these drugs
might be associated with increased
risk of infection or severe disease
from COVID-19." Whether such
patients on ACEIs or ARBs should
continue these drugs has become a
matter of debate. Accordingly, we
performed a meta-analysis to study
the cumulative evidence for associa-
tion of the use of ACEIs and ARBs
with risk of mortality and severe
illness with COVID-19.

A comprehensive search in elec-
tronic databases (MEDLINE and
EMBASE) was performed for studies
published between November 1,
2019, and May 31, 2020. The
following key terms were used for
search in different combinations:
coronavirus 2019, COVID-19, SARS-
Cov-2,  renin-angiotensin  system,
angiotensin-converting-engyme, angio-
tensin-converting-enzyme  inhibitors,
ACEI, angiotensin receptor blockers,
ARB, and outcomes. Inclusion criteria
were studies published in peer-
reviewed journals and reporting out-
comes based on use of ACEIs or
ARBs in COVID-19. Two reviewers
(A.G.and A.R.) screened the study ti-
tles and abstracts, followed by full
manuscript evaluation. From individ-
ual studies, we collected baseline
characteristics of patients including
proportion of patients with hyperten-
sion and those taking ACEIs or ARBs.
The primary outcome was in-hospital
mortality. Secondary outcome was se-
vere or critical illness— need for
care unit,

intensive invasive

mechanical ventilation, or mortal-
ity—as defined per individual study
protocol. We used the Cochrane re-
view manager 5.3 for statistical anal-
ysis. Random-effects model with
Mantel-Haenszel method was used
to calculate the pooled odds ratios
(ORs) with 95% confidence intervals
(CIs) for each end point. This meta-
analysis was conducted in accordance
with the Preferred Reporting Items for
Systemic Reviews and Meta-Analyses
(PRISMA) guidelines.8

After initial screening and full
text review, 15 studies were identi-
fied to report outcomes based on
use of ACEIs or ARBs in patients
with confirmed COVID-19."*>%%°
One study was excluded because of
retraction by the authors.'” Thus, a
total of 14,882 COVID-19—positive
patients (n=5323 ACEI/ARB,
n=9559 non-ACEI/ARB) among 14
studies were included. Compared
with patients not on RAS inhibitors,
patients using RAS inhibitors had
similar risks for mortality (OR 1.14
[0.73-1.76]; P=.57) and severe
illness (1.18 [0.91-1.54]; P=0.21)
(Figure). In subanalyses restricted
to patients with hypertension, use
of ACEIs and ARBs was associated
with significantly lower mortality
(0.64 [0.45-0.89]), whereas the
trend of severe or critical illness
(0.76 [0.52-1.12]) remained nonsig-
nificant compared with non-ACEI
and ARB users (Supplemental
Figure, available online at http:/
www.mayoclinicproceedings.org).

Currently available data from
observational studies have shown
contrasting findings regarding the
relationship between the use of
ACEIs and ARBs and outcomes in
patients with COVID-19. In this
context, our meta-analysis,
including >14,000 patients, recon-
ciles the findings of existing studies
and shows that use of ACEIs and
ARBs is mnot associated with

2559


https://orcid.org/JMCP3108_0000-0002-0068-353X
https://orcid.org/JMCP3108_0000-0002-0068-353X
https://doi.org/10.1016/j.mayocp.2020.09.005
http://www.mayoclinicproceedings.org
http://www.mayoclinicproceedings.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.mayocp.2020.09.010&domain=pdf
http://www.mayoclinicproceedings.org

MAYO CLINIC PROCEEDINGS

B

ACEI/ARB Non-ACEI/ARB 0dds ratio Odds ratio

Study or subgroup Events  Total Events  Total  Weight M-H, random., 95% CI M-H. random, 95% CI

Conversano et al. 21 68 21 123 14.4% 2.17[1.08, 4.36] —_—

Guo et al. 7 19 43 168 10.5% 1.70 [0.63, 4.58] —_—r

Li,J etal. 21 115 56 247 16.6% 0.76 [0.44, 1.33] —a

Mehta et al. 8 2101 34 1984 13.2% 1,69 [0.77,371] B B

Meng et al. 0 17 | 25 1.7% 047[0.02, 12.14]

Wang et al. 30 62 103 282 16.7% 1.63 [0.94, 2.84] T——

Yang et al. 2 43 8 125 57% 0.71 [0.15,3.50] —_—

Yudong et al. 4 22 13 90 8.1% 1.32[0.38,451] R

Zhang et al. 7 188 92 940 13.19% 0.36 [0.16,0.78] —_—

Total (95% CI) 745 3494 100.0% 1.14[0.73.1.76] >

Total events 100 371

Heterogeneity: Tau?=0.22; Chi?=17.90, df=8 (P=.02); I>=55% r T 1

Test for overall effect: 7=057 (P=.57) 00l 0.1 I 10 100

A Favours [ACEI/ARB] Favours [Non-ACEI/ARB]

ACEI/ARB Non-ACEI/ARB 0Odds ratio 0dds ratio

Study or subgroup Events  Total Events  Total  Weight M-H, random, 95% CI M-H, random, 95% CI

de Abajo et al. 215 497 178 642 13.9% 1.99 [1.55, 2.55] ——

Feng et al. 4 33 120 443 44% 0.37 [0.13, 1.08] R ——

Li,J etal. 57 15 6 247 11.0% LI [071,1.73] ——

Li, X et al. 19 42 247 503 8.3% 0.86 [045, 1.61] —_—

Mancia et al. 364 2896 253 3376 14.9% 1.77 [1.50, 2.10] -

Mehta et al. 47 212 228 1523 12.4% 1.62[1.14,2.30] —

Meng et al. 4 17 12 25 3.0% 0.33[0.08, 1.31] —

Reynolds et al. 275 1110 274 1101 14.6% 0.99 [0.82, 1.21] -

Yang et al. 15 43 36 125 7.1% 132 [0.63,2.77] e

Yudong et al. 3 22 13 90 3.1% 0.94[0.24,361] —

Zhang et al. 9 188 51 940 7.2% 0.88[0.42, 1.81] —_—

Total (95% CI) 5175 9015 100.0% 1.18[0.91, 1.54] <

Total events 1012 1528

Heterogeneity: Tau?=0.1 I; Chi?=43.54, df=10 (P<.00001); 1’=77% : : .

Test for overall effect: Z=1.26 (P=21) 001 0.1 | 10 100

Favours [ACEI/ARB]

FIGURE. Forest plots comparing outcomes between ACEl and ARB users vs nonusers. A, Mortality. B, Severe or critical illness.
ACEl = angiotensin-converting-enzyme inhibitor; ARB = angiotensin receptor blocker.

Favours [Non-ACEI/ARB]

increased risk of mortality or severe
illness among a broad patient popu-
lation with COVID-19. Although
hypothesis generating, our finding
of reduced mortality associated
with use of ACEIs and ARBs in pa-
tients with hypertension is concor-
dant with few other retrospective
studies.”'® Of relevance, recent
studies have suggested a lower
SARS-Cov-2 viral load and inflam-
matory marker levels in hyperten-
sive patients taking ACEIs or ARBs
compared with other antihyperten-
sive medications.'*'® Our findings
have important implications for the

management of patients with
COVID-19 and  cardiovascular
2560

disease; SARS-CoV-2—mediated
downregulation of ACE2 and im-
mune dysregulation with endothe-
lial dysfunction, myocardial injury,
and prothrombotic state might
lead to a downward spiral, thus ac-
counting for worse outcomes in
these patients.”’ Although the role
of ACE2 as cellular receptor for
SARS-CoV-2 entry into host cells
is proven, human studies have
been inconclusive with respect to
the effect of RAS inhibitors on
ACE2 levels.”” Furthermore, con-
tradictory to the speculation that
RAS inhibitor-mediated ACE2 upre-
gulation might increase risk of
infection, ACE2 expression has

been suggested to protect against
severe lung injury in these
patients.23

There are several limitations to
our study. First, our pooled ana-
lyses were based on observational
studies that have inherent risk of
bias, owing to confounding vari-
ables. Patients taking ACEIs or
ARBs have increased burden of
other comorbidities that might
make them more prone to fatality.
However, despite this potential
bias, we observed no association of
use of ACEIs or ARBs with
increased risk of mortality or severe
illness. Second, ascertainment of
drug data is limited in individual
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retrospective studies. It remains un-
known whether continuation or
withdrawal of these drugs during
hospitalization  influenced out-
comes in patients admitted with
COVID-109.

In conclusion, our study
provides reassurance that there is
no increased risk of mortality or
severe illness in patients using
ACEIs and ARBs compared with
nonusers. In patients with hyper-
tension, use of ACEs and ARBs
might be associated with reduced
mortality: however, these findings
need to be confirmed in prospective
randomized controlled trials.
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To The Editor: Current guidelines
and health professional recommen-
dations endorse the continuation of
both antihypertensives angiotensin-
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