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Dear Editor-in-Chief

It was with great interest that we read the recent
paper by Shakhsi-Niaei et al. (1). The authors
demonstrated a better effect on viral RBD bind-
ing site for three natural products, including Sai-
kosaponin A, Baicalin, and Glycyrrhizin, and
proposed them as the compounds to inhibit the
SARS-CoV-2 binding site of angiotensin-
converting enzyme 2 (ACE2). We aim to discuss
this case from another aspect.

Mortality in patients on angiotensin-converting
enzyme inhibitors (ACElIs)/ angiotensin receptor
blockers (ARBs) did not differ from that in other
patients (2). Furthermore, among patients with
diabetes and hypertension, lower mortality was
documented in patients with COVID-19 on
ACEIs/ARBs (2). In the meta-analysis,
ACEIs/ARBs were not associated with the mor-
tality risk in patients with COVID-19. However,
ARBs and ACEIs may have protective ad-
vantages, particularly in patients with hyperten-
sion (3). In another meta-analysis on 30 studies
involving more than 10,000 adults, Asian patients
with COVID-19 on ACEIs/ARBs showed a
lower risk of severe disease or death (4).

Natural products containing bioactive com-
pounds by modulating ACE2 activity may pre-
vent and mitigate the entry and fusion of SARS-

CoV-2 (5). At the beginning of the ongoing pan-
demic, we proposed the potential use of Persian
herbs in COVID-19 through inhibition of angio-
tensin-converting enzyme 2 and discussed the in
vitro outcomes of phytochemical evaluation on
20 natural products conducted before the pan-
demic. The laboratory results showed the highest
ACE-inhibitory effect for a list of plants (6). A
study utilizing plant bioresources supported this
hypothesis with different natural products (5).

In a pharmacological review study, several plants
used in Traditional Persian Medicine (TPM) pro-
posed for treatment of COVID-19 due to thera-
peutic activities, primarily through cytoprotective,
anti-inflammatory, antiviral, anti-apoptotic, and
antioxidant mechanisms (7). Considering our re-
port (6) and the potential of TPM (7), random-
ized controlled trials are warranted to establish
the efficacy of natural products potentially used
as ACEI/ARB candidates in COVID-19.
Traditional remedies and medicinal plants have
been commercialized during the COVID-19
pandemic (8); however, evidence is lacking even
after approximately two years of the pandemic.
Additionally, the risks of poisoning, abuse, and
practicing pseudoscience should be considered
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when discussing the potential use of TPM and
herbs during a pandemic.

With the emergence of new viral strains (9) and
the likelihood of living with COVID-19 for a
long time (10), further evidence is necessary to
determine the effectiveness of natural products
against COVID-19. Policies should integrate
TPM into the healthcare system, without con-
flicts of interest, focusing mainly on evidence and
clinical trials instead of infodemics.

Conflicts of interest

The authors declare that there are no conflicts of
interest.

References

1. Shakhsi-Niaei, M, Soureshjani EH, Babaheydari
AK (2021). In Silico Compatison of Separate
or Combinatorial Effects of Potential Inhibi-
tors of the SARS-CoV-2 Binding Site of
ACE2. Iran | Public Health, 50(5):1028-1036.

2. Fakhrae Z, Bitaraf S, Nashibi R, et al (2021). Ef-
fect of Angiotensin-Converting Enzyme In-
hibitors and Angiotensin Receptor Blockers
on the Clinical Outcome in COVID-19 Pa-
tents with Hypertension. | Cell Mol Anesth,
6(4):323-8.

3. Baral R, Tsampasian V, Debski M, et al (2021).
Association  between — Renin-Angiotensin-
Aldosterone System Inhibitors and Clinical
Outcomes in Patients with COVID-19: A

1199

Systematic Review and Meta-analysis. L4N.4
Network Open, 4(3), €213594.

Xie Q, Tang S, Li Y (2022). The divergent pro-
tective effects of angiotensin-converting en-
zyme inhibitors and angiotensin receptor
blockers on clinical outcomes of coronavitus
disease 2019 (COVID-19): a systematic re-
view and meta-analysis. Awn Palliat Med,
11(4):1253-1263.

Abubakar MB, Usman D, El-Saber Batiha G, et
al (2021). Natural Products Modulating Angi-
otensin Converting Enzyme 2 (ACE2) as Po-
tential COVID-19 Therapies. Front Pharmacol,
12:629935.

Heidary F, Varnaseri M, Gharebaghi R (2020).
The Potential Use of Persian Herbal Medi-
cines against COVID-19 Through Angioten-
sin-Converting Enzyme 2. Arch Clin Infect Dis,
15(COVID-19):¢102838.

Bahramsoltani R, Rahimi R (2020). An Evalua-
tion of Traditional Persian Medicine for the
Management of SARS-CoV-2. Front Pharma-
col, 11:571434.

Villena-Tejada M, Vera-Ferchau 1. Cardona-
Rivero A, et al (2021). Use of medicinal plants
for COVID-19 prevention and respiratory
symptom treatment during the pandemic in
Cusco, Peru: A cross-sectional survey. PhoS
One, 16(9), €0257165.

Shekhar R, Garg I, Pal S, Kottewar S, Sheikh AB
(2021). COVID-19 Vaccine Booster: to boost
ot not to boost. Infect Dis Rep, 13(4):924-929.

10. Samui P, Mondal ], Khajanchi S (2020). A math-

ematical model for COVID-19 transmission
dynamics with a case study of India. Chaos So-
dtons Fractals, 140:110173.

Available at:  http://ijph.tums.ac.ir


http://ijph.tums.ac.ir/

