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ABSTRACT
SARS-CoV-2 is the virus responsible for the ongoing 
COVID-19 outbreak. The virus uses ACE2 receptor for 
viral entry. ACE2 is part of the counter-regulatory renin-
angiotensin-aldosterone system and is also expressed in 
the lower respiratory tract along the alveolar epithelium. 
There is, however, significant controversy regarding the 
role of ACE2 expression in COVID-19 pathogenesis. Some 
have argued that decreasing ACE2 expression would result 
in decreased susceptibility to the virus by decreasing 
available binding sites for SARS-CoV-2 and restricting 
viral entry into the cells. Others have argued that, like 
the pathogenesis of other viral pneumonias, including 
those stemming from previous severe acute respiratory 
syndrome (SARS) viruses, once SARS-CoV-2 binds to 
ACE2, it downregulates ACE2 expression. Lack of the 
favourable effects of ACE2 might exaggerate lung injury 
by a variety of mechanisms. In order to help address this 
controversy, we conducted a literature search and review 
of relevant preclinical and clinical publications pertaining 
to SARS-CoV-2, COVID-19, ACE2, viral pneumonia, SARS, 
acute respiratory distress syndrome and lung injury. Our 
review suggests, although controversial, that patients 
at increased susceptibility to COVID-19 complications 
may have reduced baseline ACE2, and by modulating 
ACE2 expression one can possibly improve COVID-19 
outcomes. Herein, we elucidate why and how this potential 
mechanism might work.

INTRODUCTION
I pictured myself as a virus or cancer cell 
and tried to sense what it would be like.—
Jonas Salk
The counter-regulatory (also named alter-

native or non-canonical) renin-angiotensin-
aldosterone system (RAAS), especially ACE2, 
the receptor for SARS-CoV-2, has been 
implicated in the pathogenesis of COVID-
19.1 2 However, there is significant controversy 
whether overexpression of ACE2 would facili-
tate infection (given greater sites of entry) or 
restrict manifestations of the disease process 
(given favourable homeostatic effects).3–7 Due 
to its immediate relevance, we reviewed the 
available literature pertaining to SARS-CoV-2 
interaction with ACE2, mechanistic signifi-
cance of ACE2 signalling and specific drugs 
that could potentially modulate ACE2 

expression. Referencing Dr Salk’s famous 
quote, to better understand potential thera-
peutic strategies against COVID-19, it would 
be important to either support or oppose 
repurposing commonly available drugs based 
on their impact on ACE2 expression or 
activity.

BASIC VIROLOGY
SARS-CoV-2 is an RNA virus of the same genus 
as the severe acute respiratory syndrome 
coronavirus of 2002–2003 (SARS-CoV) and 
the Middle East respiratory syndrome coro-
navirus (MERS-CoV).8 However, in terms 
of genetics and viral entry, SARS-CoV-2 
more closely resembles that of other SARS 
viruses, including SARS-CoV, and uses the 
same receptor for entry into the host cells—
ACE2; MERS uses dipeptidyl peptidase 4 
(also known as CD26) receptors.9 10 This 
spike glycoprotein uses the serine protease 
TMPRSS2 for priming, essential for entry 
into ACE2 bearing target cells.2 ACE2 has 
10-fold to 20-fold greater binding affinity to 
SARS-CoV-2 compared with SARS-CoV.1 11 
SARS-CoV-2 expresses a unique coronavirus 
spike glycoprotein that does not cross-react 
with previously published SARS monoclonal 
antibodies.1

Tissue tropism
Since SARS-CoV-2 spikes the ACE2 receptor, 
it can be expected that cells with higher 
ACE2 expression would be the most vulner-
able. With single-cell RNA-sequencing 
(scRNA-seq), ACE2 in humans is primarily 
expressed at higher levels in type II alveolar 
cells in the lung, proximal tubule cells in the 
nephron, myocardial cells, epithelial cells 
in the ileum and oesophagus, and urothe-
lial cells in the bladder.12 However, nasal 
mucosa and bronchial samples, interestingly, 
showed less expression of ACE2. A separate 
study found high expression of ACE2 in 
the oral epithelium as well, especially along 
the tongue, although less than that seen in 
the lung, kidney and heart muscle.13 ACE2 
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receptors are more commonly expressed in the cells of 
the lower than the upper respiratory trees. In fact, there 
is evidence of persistent SARS-CoV-2 in sputum samples 
even days after symptoms have subsided.14 This probably 
explains why the most common COVID-19 signs and 
symptoms are lower respiratory in nature (ie, cough, 
expectoration, dyspnoea and lung infiltrates on imaging) 
without significant upper respiratory findings (ie, nasal 
congestion).15 16 Nonetheless, COVID-19 is highly conta-
gious possibly due to the increased susceptibility of infec-
tion in the oral mucosa.15 16 Throat swabs from early on in 
the disease course found high viral isolation.14

It has also been theorised that the unique presence of a 
furin cleavage site along COVID-19’s glycoprotein could 
explain COVID-19’s ability to bind to tissue with relatively 
lower ACE2 expression.17 Since furin is a widely expressed 
protease in the respiratory tract, COVID-19 uses it to 
increase its infectiveness and transmissibility.17 The furin 
site is not present in other SARS viruses, but is found in 
certain avian influenza viruses and MERS-CoV.18–20 Both 
avian influenza and MERS-CoV viruses were significantly 
less infectious compared with COVID-19; thus, a combi-
nation of other viral characteristics is most likely to blame 
for COVID-19’s high infectious rate. An in vitro study 
proposed that COVID-19’s S protein was able to undergo 
syncytium formation with ACE2+ cells in a protease-
independent fashion, thereby promoting viral spread.21 
However, the exact significance and efficiency of COVID-
19’s protease-independent syncytial formation in vivo 
require further investigation. A recent work showed that 
both cleavage and syncytium were abolished by treatment 
with furin inhibitors decanoyl-RVKR-chloromethylketone 
and naphthofluorescein. These furin inhibitors might 
become promising antiviral agents for prevention and 
treatment of SARS-CoV-2 infections.22

ACE2 binding
The efficiency of SARS strains to bind to ACE2 may be an 
indicator of their infectiveness in humans. This is extrap-
olated from the observation that SARS-CoV more effec-
tively used ACE2 compared with the SARS strain of the 
lesser outbreak in 2003–2004. Similarly, the SARS coro-
navirus strains found on civets neither effectively target 
ACE2 and therefore did not infect humans.23 Computer 
modelling confirms that although SARS-CoV-2 has higher 
affinity to ACE2, its receptor-binding domain is not as 
efficient in recognising ACE2 as SARS-CoV; however, 
SARS-CoV-2 is more efficient in recognising the ACE2 
receptor compared with the SARS strain of the smaller 
outbreak in 2003–2004.10 24

Cytotoxicity
Although the cytotoxic strength of SARS-CoV-2 following 
ACE2 binding is yet to be compared with that seen 
with SARS-CoV, the more potent cytotoxic potential of 
SARS-CoV-2 might be due to its greater efficiency in 
using ACE2 receptors. In addition to the increased travel 
volume over the past two decades, the differences between 

SARS-CoV-2 and SARS-CoV affinity to the ACE2 recep-
tors most likely explain why the SARS-CoV-2 outbreak 
has become far more widespread than the SARS-CoV 
outbreak. SARS-CoV-2 has sufficient binding capacity to 
ACE2 for human-to-human transmission yet is far more 
likely to cause no or mild symptoms in most cases. This 
makes it extraordinarily difficult to identify cases and to 
initiate quarantine.

PATHOGENESIS
Lung injury
The actual mechanism of COVID-19 manifestation 
after ACE2 receptor spiking remains to be elucidated. 
However, since SARS-CoV-2 shares similar structural 
features with SARS-CoV, we can theoretically extrapolate 
its pathogenesis from previous knowledge. In vivo models 
show that SARS-CoV spike protein primarily localises to 
ACE2 receptors on bronchial epithelial cells and alve-
olar pneumocytes.25 SARS-CoV spike protein significantly 
enhanced the severity of lung injury following chem-
ically induced inhalation injury; however, the presence 
of spike protein alone was not sufficient to induce signif-
icant lung disease.25 The virus then gains entry to the 
cell by endocytosis, resulting in downregulation of ACE2 
protein expression in the lungs. This is due to activation 
of A disintegrin and metalloproteinase-17 (ADAM17) 
cleaving the ACE2 N-terminal.25 26 Therefore, we could 
surmise that SARS-CoV-2 also decreases ACE2 expression 
(figure 1).10 24

In the classic RAAS cascade, ACE converts angiotensin 
I (Ang I) to angiotensin II (Ang II). Ang II then acti-
vates Ang II type 1 receptor (AT1R), classically leading 
to vasoconstriction, but also promotion of inflamma-
tion, fibrosis and microvascular permeability.27 ACE2, 
an ACE homologue, is a part of the vasoprotective/
anti-inflammatory axis of the counter-regulatory RAAS, 
which also includes Ang II type 2 receptor and the angio-
tensin-(1–7) (Ang-(1–7))-mitochondrial assembly (MAS) 
receptor axis.28 29 ACE2 naturally converts Ang I to angio-
tensin-(1–9), which is then converted to Ang-(1–7) by 
ACE or by neutral endopeptidase.29 ACE2 also converts 
Ang II directly to Ang-(1–7); the latter pathway to creating 
Ang-(1–7) has significantly higher catalytic efficiency.28 
Ang-(1–7) then goes on to activate the MAS pathway.

Decreased ACE2 results in increased Ang II availability 
that could bind to AT1R. This should increase vascular 
permeability, resulting in non-cardiogenic pulmonary 
oedema and severe acute lung injury.27 In a small study 
of 12 patients with COVID-19 in Shenzhen, China, 
there was a linear association between viral load and 
lung injury with Ang II, but was not found to be statisti-
cally significant (p=0.06), likely due to inadequate study 
power.30 However, it should be of note that the role of 
pulmonary oedema in COVID-19 remains unclear. 
A common clinical presentation of non-cardiogenic 
pulmonary oedema is dyspnoea with hypoxaemia and 
an absence of cardiogenic aetiology (ie, low pulmonary 
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arterial wedge pressures). Interestingly, it was shown by 
Guan et al15 that in hospitalised patients with COVID-19, 
dyspnoea is relatively low (18.7%) despite a high prev-
alence of hypoxaemia, abnormal CT scans and require-
ments for supplemental oxygen. This phenomenon has 
been termed as ‘happy hypoxaemia’.31 More studies are 
required to further evaluate this unique presentation of 
pulmonary oedema in COVID-19.

Increased Ang II in the plasma has been shown to 
correlate with the severity of lung injury for other viral 
infections as well. In mice infected by respiratory syncy-
tial virus (RSV), ACE2 expression decreased in the lung 
tissue and was correlated with an increase in plasma Ang 
II levels and lung injury severity.32 Furthermore, ACE2 
knockout mice suffered from more significant lung 
injury compared with wildtype mice.32 Plasma Ang II 
levels were shown to be strongly associated with mortality 
in patients who suffered from influenza A/H7N9 (also 
known as avian influenza virus) during the outbreak in 
China in 2013.33 In fact, the model strength of using Ang 
II to predict mortality was higher than that of C reactive 
protein (area under the curve, AUC=0.875 vs AUC=0.76) 

and various respiratory functional metrics, including 
partial pressure of oxygen (PaO2)/fraction of inspired 
oxygen (FiO2) (AUC=0.75) and Pneumonia Severity 
Index score (AUC=0.825).33 However, ACE2 expression 
was not obtained. Nonetheless, we can speculate that 
alterations in the RAAS resulting in decreased ACE2 and 
increased Ang II aggregate lung injury from certain viral 
infections.

Inflammatory response
The decreased expression of ACE2 prevents the degra-
dation of des-Arg9 bradykinin (DABK) by the epithelial 
cells in the lungs.34 Increased DABK results in the acti-
vation of DABK/bradykinin receptor B1, which in turn 
results in the release of proinflammatory chemokines by 
the lung epithelium. Specifically, C-X-C motif chemokine 
ligand 5 (CXCL5), macrophage inflammatory protein 
2 (MIP2), C-X-C motif ligand 1 (CXCL1) and tumour 
necrosis factor-alpha (TNF)-α are released, leading to an 
exaggerated neutrophilic response, thereby worsening 
lung injury. Additionally, overexpression of ACE2 via 
genetic therapy increased the production of Ang-(1–7), 

Figure 1  SARS-CoV-2 entry into the cell. SARS-CoV-2 binds to ACE2 through the receptor-binding domain (RBD) of spike 
protein. The L455, F486, Q493, S494, N501 and Y505 residues in SARS-CoV-2 RBD interact with K31, E35, D38, M82 and 
K353 residues of ACE2 receptor. Notably, the RBD of SARS-CoV-2 tends to generate a large binding interface of 1204 Å, along 
with an extended contact with the N-terminal helix of ACE2, and the higher affinity of the virus for ACE2 binding. For entry, 
S1 and S2 subunits dissociate from each other through cleavage by a protease, such as TMPRSS2. Furin also cleaves the 
site between both S1 and S2 subunits of the SARS-CoV-2 spike protein and serves as the alternative pathway of activation, 
especially in cells with lower TMPRSS2 expression.108
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upregulation of the MAS pathway, inhibition of the extra-
cellular signal-regulated kinase (ERK)/nuclear factor 
kappa B (NF-κB) pathway, and hence prevention of exag-
gerated inflammatory response seen in acute respiratory 
distress syndrome (ARDS) (figure 2).35 36 Decreased ERK/
NF-κB activation via MAS has been shown to reduce trans-
forming growth factor-beta (TGF-β) and interleukin (IL)-
6.36 If SARS-CoV-2 also decreases ACE2 expression, we 
would expect that there would be less Ang-(1–7) produc-
tion. This would decrease activation of MAS, leading to 
an upregulation of ERK/NF-κB, as also TGF-β and IL-6 
release to significantly increase inflammatory and fibrotic 
responses. Interestingly, Peiró and Moncada37 recently 
proposed that the use of Ang-(1–7) or one of its mimetics 
should be considered among other strategies to prevent 
damage in high-risk patients with COVID-19.

Indeed, several early studies show that COVID-19 
severity is associated with increased plasma levels of cyto-
kines such as IL-6.38–40 Furthermore, in a meta-analysis, 
procalcitonin level, which is a known marker of systemic 
inflammatory response syndrome, was found to be five-
fold higher in patients with severe COVID-19.41 42 There-
fore, procalcitonin and IL-6 measurements provide a 
window to the assessment of severity of COVID-19 and 
improved prediction for prognosis.

A recent transcriptional analysis of bronchial alveolar 
lavage (BAL) samples and peripheral blood mononu-
clear cells (PBMCs) from three patients with COVID-19 
demonstrated significantly higher expression of proin-
flammatory cytokines, including TGF-β, in both samples, 
compared with that seen from three healthy donors.43 
Interestingly, there was little detection of viral RNA in 
PBMCs, yet there was significant activation of proinflam-
matory pathways (including neutrophilic activators) and 
apoptotic in lymphocytes. The virus, therefore, can induce 
apoptosis in lymphocytes without direct infection. They 
also did not find increased expression of IL-6 in PBMCs 
or IL-6 receptors in the lung epithelium, thus possibly 
contradicting previous findings showing increased IL-6 

in blood correlating with disease severity. However, given 
that there is no clinical information regarding severity or 
treatment of these three patients, it is difficult to iden-
tify IL-6’s role in the disease. Furthermore, the authors 
stated that lymphopaenia in infected patients could be 
attributed to either endogenous or exogenous cortico-
steroids. Nonetheless, evidence points towards exces-
sive cytokine release as a fundamental aspect towards 
COVID-19 pathogenesis. Thus, as expected, suppressing 
this inflammatory response with dexamethasone has 
shown to reduce mortality in severely ill patients with 
COVID-19.44

Acute respiratory distress syndrome
Initial physician reports of COVID-19 indicated that 
ARDS was not a commonly reported diagnosis during 
hospital admission (3.4%) and that most of the patients 
received a diagnosis of pneumonia (91.1%).15 However, 
it was identified via a meta-analysis of 10 early COVID-19 
papers that there were significant variation and signifi-
cant publication bias in regard to reporting the incidence 
of ARDS (p=0.008 via Egger’s test).16 Therefore, it is diffi-
cult to ascertain whether these initial studies reliably 
reported the incidence of ARDS.

ARDS is often difficult to distinguish from pneumonia 
without BAL because significant bilateral pneumonia 
clinically mimics ARDS.45 Using an unbiased stan-
dardised measurement for assessing and reporting the 
incidence of ARDS could help reduce publication bias. 
A single-centre retrospective study reported that of the 
201 initial patients who were hospitalised with confirmed 
COVID-19 pneumonia, 84 (41.8%) developed ARDS as 
defined by the WHO Interim Guidelines (based on the 
Berlin definition), of which 44 died (52.2%).46 47 Simi-
larly, a multicentre retrospective study that also used the 
Berlin criteria for ARDS found that of the 191 patients 
hospitalised with COVID-19, 59 (31%) developed ARDS 
(the median time from onset of illness to ARDS was 12 
days), resulting in more of these patients dying (93%).48 

Figure 2  The ACE2 mechanism. Ang II is converted by ACE2 to become Ang-(1–7). Ang-(1–7) activates the MAS 
receptor signalling pathway, which then inhibits ERK/NF-κB, resulting in no cytokine release. Ang II, angiotensin II; ERK, 
extracellular signal-regulated kinase; MAS, mitochondrial assembly; NF-κB, nuclear factor kappa B; NO, nitric oxide; PSNS, 
parasympathetic nervous system; SNS, sympathetic nervous system.
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Severely ill patients may develop dyspnoea and hypox-
aemia within a week of symptom onset. The development 
of ARDS was most strongly associated with older age, 
although interestingly neutrophilia was also found to be 
associated with ARDS, although modestly.

The first postmortem case reports of biopsies of lungs 
from patients with COVID-19 demonstrated significant 
bilateral diffuse alveolar damage with cellular fibro-
myxoid exudates.49 50 There were signs of significant 
desquamation of the pneumocytes, hyaline membrane 
formation and pulmonary oedema classically seen with 
ARDS. There was evidence of intense interstitial mono-
nuclear inflammatory infiltrates which were dominated 
by lymphocytes. There was also evidence of enlarged 
amphophilic granular pneumocytes indicating viral 
cytopathic-like changes. The lung biopsy indicated signif-
icant inflammatory response and oedema, like that seen 
in downregulated ACE2 animal models and similar to 
that seen from SARS-infected animals and from SARS-
infected human lung biopsies.25 51 This finding also 
correlates with that seen from postmortem lung samples 
infected with H5N1, showing significant lung injury due 
to an exaggerated inflammatory response via excessive 
cytokine release.52

Possible postinfection consequences
There are few data regarding patient outcomes after 
resolution of COVID-19 pneumonia due to its novelty. 
However, it can be reasonably inferred that some patients 
with significant COVID-19 pneumonia and lung damage 
will subsequently develop chronic fibrotic change in 
the lungs. Patients with viral pneumonia are usually 
at increased risk of pulmonary fibrosis, possibly due to 
release of TGF-β to promote tissue repair after signifi-
cant inflammatory response.53 Two studies of surviving 
patients with SARS 2002 pneumonia showed significant 
fibrotic changes present in 45% of survivors at 1 month 
in one of the studies, while the other study demonstrated 
significant lung fibrosis in 36% of survivors at 3 months 
and 30% at 6 months.54 55 Additionally, exercise capacity 
and quality of life of these patients were compromised 
compared with the normal population. Therefore, 
patients who have survived significant COVID-19 pneu-
monia would need to be monitored for potential respira-
tory deterioration and fibrotic consequences.

RISK FACTORS FOR COVID-19 COMPLICATIONS AND ACE2 
EXPRESSION
Age and sex
As discussed earlier, decrease in ACE2 expression levels 
beyond a certain threshold by COVID-19 is the most 
likely explanation for progression to severe lung damage 
and potential fibrosis (figure 3). Therefore, prevention 
of ACE2 from reaching below this threshold by increasing 
its relative expression would most likely help prevent 
worsening lung injury.

It has been shown that ACE2 expression in animal 
models decreases with ageing and is lower in men than in 
women (oestrogen upregulates ACE2; also ACE2 is on the 
X chromosome), thereby explaining the phenomenon 
that older men are more likely to succumb to COVID-
19-associated pulmonary complications.56 57 In human 
atrial myocardium samples, 17β-oestradiol expression 
(E2) significantly increased the expression of ACE2.58 
After menopause the E2 levels decrease and therefore 
ACE2 expression could also decrease; however, it is not 
known if this is significant enough to reduce its protective 
effect in the lungs.59 Nonetheless, age in and of itself is a 
strong risk factor for COVID-19-associated complications. 
Compared with COVID-19-infected patients aged 30–59, 
infected patients below 30 were less about half as likely 
to die, while infected patients over 59 were at a fivefold 
increased risk of dying.60 Furthermore, the risk of symp-
tomatic infection increased with age at about 4% per year 
for patients between 30 and 60 years old.60

Hypertension
Hypertension has been strongly associated with COVID-19 
pneumonia and is one of the most commonly associated 
comorbidities seen in patients with severe COVID-19 
pneumonia.46 61 In a preprint study, Lu et al62 analysed the 
characteristics of 265 patients with COVID-19 and found 
that 17.2% of mild to moderate patients were hyperten-
sive and 45.5% of severe patients were hypertensive. This 
suggests that patients with COVID-19 who were hyperten-
sive may correspond to more severe cases. Other initial 
reports demonstrated similar findings.63 64 A multicentre 
retrospective study of 191 COVID-19 hospitalisations 
found that hypertension was significantly associated with 
non-survivors (48% vs 23%, p=0.0008) and was a signif-
icant risk factor for in-hospital death (OR, 3.05; 95% 
CI 1.57 to 5.92).48 Overall, a recent meta-analysis of 10 
articles reporting 3403 patients in total found that hyper-
tension was the most prevalent underlying comorbidity 
in hospitalised patients with COVID-19.65 However, this 
may be caused by higher portions of hospitalised patients 
being older and are therefore more prone to being 
hypertensive.

It is known that hypertension decreases the expres-
sion of ACE2 significantly; thus, patients with hyperten-
sion are more prone to have ACE2 levels below a certain 
threshold, making them more vulnerable to significant 
lung pathology from COVID-19 infection.66 ACE2 serves 
as a negative regulator of RAAS and can directly metab-
olise Ang II to generate the beneficial heptapeptide 
Ang-(1–7), whose actions are often opposite to those 
attributed to the Ang II and its type 1 receptor (AT1R) 
signalling. A recent study suggested that in patients with 
hypertension and comorbid heart failure, the plasma 
ACE2 levels decreased and were accompanied by upreg-
ulation of Ang II levels and downregulation of Ang-(1–7) 
levels.67 After treatment with recombinant human ACE2 
in these patients, plasma Ang II was downregulated and 
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Ang-(1–7) level increased, suggesting that ACE2 regu-
lates Ang II metabolism in humans.

Smoking and pollution
Normally, one would expect that patients who smoke 
would be at higher risk for lung complications associ-
ated with viral infection.68 However, smoking has failed 
to show a significantly high association with severity of 
COVID-19 pneumonia.46 48 63 69 70 In the same study 
mentioned above, of the 191 COVID-19 hospitalisa-
tions, there were no differences in smoking prevalence 
between non-survivors and survivors (9% vs 4%, p=0.21) 
and smoking was not a significant risk factor for in-hos-
pital death (OR, 2.23; 95% CI 0.65 to 7.63).48 Nonethe-
less, it did appear to trend towards an association. Inter-
estingly, according to a preprint scRNA-seq study, Asian 
smokers and former smokers had significantly higher 
ACE2 expression in the lungs compared with that seen 
with non-Asian smokers, although Caucasian smokers 
did not have higher ACE2 levels.71 This preliminary study 
may indicate a gene–smoking interaction conferring to 
varying ACE2 levels depending on genes and smoking. 
Brake et al72 demonstrated visually in surgically resected 
lung tissue that there were more ACE2 receptors in 
patients who smoke with normal lung function and those 
who have chronic obstructive pulmonary disease (COPD) 

when compared with non-smokers. Regardless, smoking 
does increase one’s risk for hypertension, cardiovas-
cular disease and COPD, which were all associated with 
increased risk for severe COVID-19 pneumonia in initial 
Chinese studies.48 73 Therefore, we expect that smoking 
would eventually be a significant risk factor once larger 
more diverse studies are published.

Recently, however, a preprint study identified that long-
term exposure to fine particulate matter (PM2.5) from air 
pollution may be associated with increased mortality rates 
in patients with COVID-19.74 It has been shown that PM2.5 
leads to significant pulmonary inflammation by inducing 
RAAS.75 76 In a mouse model, ACE2 deficiency resulted 
in slower lung recovery from PM2.5.

77 This indicates that 
ACE2 may be a protective responder to chronic particle 
exposure, although COVID-19 may overburden ACE2’s 
protective capability by further exacerbating the under-
lying inflammatory process.

Chronic obstructive pulmonary disease
One study identified, via a meta-analysis of available tran-
scriptomic lung data sets, that ACE2 is expressed higher 
in patients with COPD compared with controls.78 The 
previously mentioned study by Brake et al also found 
more staining of ACE2+ cells in the lung tissue.72 COPD 
does in fact have a strong association with worse cases of 

Figure 3  SARS-CoV-2-associated lung damage based on different ACE2 thresholds. A theoretical model illustrating the 
severity of lung damage in patients with normal or higher baseline expression (green solid line) versus those who have lower 
baseline ACE2 expression due to certain comorbidities or risk factors (red solid line). Patients with higher baseline ACE2 
expression never meet their critical ACE2 expression threshold (green dotted line) and thus are less likely to experience 
significant lung damage. Meanwhile, patients with lower baseline ACE2 expression are more likely to reach their ACE2 
expression threshold (red dotted line) and therefore suffer more severe lung injury.
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COVID-19 pneumonia. One larger retrospective study of 
1590 patients with COVID-19 from China showed that 
COPD, after adjusting for age and smoking status, was 
strongly associated with adverse composite endpoint, 
defined as admission to intensive care unit (ICU), invasive 
ventilation or death (HR, 2.68; 95% CI 1.42 to 5.048).79 
Another study of 339 patients with COVID-19 who were 
over 60 from Wuhan, China found that COPD was more 
prevalent in patients who died (HR, 3.72; CI 1.94 to 7.13, 
p<0.001).80 Overall, though, there has not been strong 
evidence correlating COPD with increased infectious risk 
with COVID-19.65 This may indicate that the virus is still 
highly infectious regardless of ACE2 expression, and the 
increased risk of poor outcomes could stem from poorer 
lung function rather than increased ACE2 expression.

Differences between circulating ACE2 and membrane ACE2
Circulating ACE2 (soluble ACE or sACE2) is produced 
after being shed from cell membranes due to a disintegrin 
and a metalloprotease ADAM17; therefore, membrane 
ACE2 and plasma ACE2 activities and expressions do not 
necessarily positively correlate with one another.81 Plasma 
ACE2 is significantly less catalytic and less abundant than 
membrane ACE2 found in the lung epithelium. In fact, 
ACE2 plasma expression is essentially undetectable in 
healthy individuals, about 100-fold lower in expression 
compared with ACE plasma expression. Nonetheless, 
increased ACE2 in plasma correlates highly with cardio-
vascular disease risk factors.82 In the Leeds Family Study, 
out of 534 healthy white Europeans from 89 pedigrees 
of 133 households, only 40 had noticeably detectable 
ACE2 plasma expression above 2.7 pM.82 These 40 indi-
viduals were older, had higher waist/hip ratios, higher 
rates of hypertension, elevated fasting glucose, hyper-
triglyceridaemia, hypercholesterolaemia and elevated 
neprilysin levels. High-density lipoprotein levels were the 
only statistically significant laboratory value that was posi-
tively correlated with quantitative circulating ACE2 levels 
(p=0.03).

Circulating ACE2 has also been found to be mostly 
expressed in patients with heart failure, and expression 
was correlated with severity of heart failure.83 In circu-
lating ACE2 67% of variance was ascribed to genetic 
factors and had marked familial clustering.82 Therefore, 
using circulating ACE2 expression as a marker of ACE2 
activity would be difficult for use in the general popula-
tion. Contrarily, detectable expression levels may be more 
likely found in patients with decreased ACE2 expression 
in the lungs due to excessive shedding from cellular 
membranes by ADAM17.81

POTENTIAL THERAPEUTIC INTERVENTIONS FOR MANIPULATION 
OF ACE2
Ang II receptor blockers
ACE2 receptor works in concert with AT1R. When Ang 
II binds to AT1R, the ACE2 receptor dissociates from 
AT1R and it is internalised and degraded intracellularly 

(figure 4).84 Additionally, ACE2 competes with AT1R for 
local Ang II. Thus, it has been shown that Ang II receptor 
blockers (ARBs) significantly increase ACE2 receptor 
expression in animal models by preventing its dissocia-
tion.85 ARBs therefore in COVID-19 could contribute 
to (1) preventing the reduction of ACE2 to a certain 
threshold that leads to overt cytokine release and (2) 
preventing pulmonary oedema and acute lung injury due 
to overactivation of AT1R in the presence of Ang II.27

In humans, however, the use of ARBs has not been 
shown to significantly increase plasma ACE2 levels, 
causing scepticism about the potential role of ARBs on 
ACE2 potentiation in humans. However, as mentioned, 
it would be difficult to detect noticeable differences in 
ACE2 expression and activity solely based on plasma 
samples. Therefore, measuring plasma ACE2 protein 
levels is a poor option to assess ACE2 activity after 
therapy. Up-to-date clinical evidence for ARBs to treat 
COVID-19 is unavailable. Regardless, in a retrospective 
study of 22 996 patients, inpatient ARB use for hospital-
ised patients with pneumonia over the age of 65 was asso-
ciated with reduced 30-day mortality (OR, 0.47; 95% CI 
0.30 to 0.72).86 Also, in patients with COPD, ARBs were 
reported to be associated with reducing the risk of pneu-
monia.84 87 Thus, even though COPD is associated with 
increased ACE2 expression, it is possible that increasing 
ACE2 expression even further with ARBs could still be 
lung-protective. Furthermore, Soto et al88 conducted a 
respective cohort including 215 225 patients and found 
there is an association between the use of ARBs and a 
delay in the progression of pulmonary complications.

Similarly, in an experimental setting where lung 
injury was induced by SARS spike protein and acid chal-
lenge, losartan therapy was associated with substantially 
attenuated damage; therapeutic benefits were almost 
immediately appreciable with significant change in per 
cent elastance.25 Since ARBs are low-risk, inexpensive 
and widely available drugs, it would be of considerable 
interest to see if ARBs could attenuate or even prevent 
significant lung injury in patients with COVID-19. Given 
the benefits, ARBs would be most beneficial in the early 
disease process to prevent lung injury. Therefore, it is 
important to establish retrospective cohort studies or 
prospective randomised controlled trials to observe the 
effect of ARBs on the clinical outcome of COVID-19. 
Fortunately, trials are currently under way to investigate 
the effects of ARBs on COVID-19-related complications 
(NCT04312009, NCT04311177).

ACE inhibitors
ACE inhibitors (ACEis) also increase ACE2 levels by 
reducing the conversion of Ang I to Ang II, thereby 
preventing Ang II binding to AT1R and ACE2 inter-
nalisation.85 ACEis were also shown to be significantly 
associated with reduced 30-day mortality in the previ-
ously mentioned study of hospitalised patients with 
pneumonia. ACEi in a murine model protected against 
acute lung injury after lipopolysaccharide inhalation by 
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increasing ACE2 expression and decreasing IL-6 and 
TNF-α release36; however, this protective effect and its 
effect on ACE2 is controversial.3 4 In a murine myocardial 
ischaemia-reperfusion model, enalaprilat administration 
was associated with inhibition of kininase II activity and 
in increased DABK formation, which could promote an 
inflammatory response.89 Given the more direct effect of 
ARBs to enhance ACE2 expression, ARB might comprise 
a better initial candidate than ACEis.

Other RAAS antagonists
Mineralocorticoid receptor antagonists (MRAs) have 
shown to induce ACE2 expression in murine macrophages 
and the heart after 1 month of therapy.90 MRA also 
restricted neutrophil and macrophage infiltration in the 
lungs after bleomycin exposure and attenuated cytokine 
release of IL-6 and TNF-α.91 Interestingly, aldosterone 
itself failed to affect ACE2 expression and activity in 
human mesangial cell in vitro, but increased ACE activity 
and decreased MAS receptor expression.92 The reduced 
MAS might promote an inflammatory response, and the 
increased ACE activity could increase in Ang II systemi-
cally, leading to further reduction in ACE2 expression. 
In the mesangial cells in vitro, Ang II most likely does not 
bind to AT1R in the presence of MRA. Intranuclear seques-
tration of Ang II by MRA reduces its binding to AT1R 
systemically resulting in increased ACE2 expression. On 
the contrary, spironolactone treatment decreased MAS 

receptor levels by reducing local Ang-(1–7) expression in 
mesangial cells, thereby increasing DABK activation and 
cytokine release. However, given that MRA systemically 
appears to reduce Ang II expression, it may be protec-
tive in the lungs, although more studies are required. 
Regardless, like ACEi, there is less direct evidence that 
MRA produces similar protective effects in a viral-related 
acute lung injury.

Contrary to other RAAS inhibitors mentioned, the 
renin antagonist aliskiren was associated with reduced 
ACE2 expression in a diabetic nephropathy rat model 
after 6 weeks of treatment.93 The mechanism of this has 
not yet been explored, although we expect increasing 
ACE2 to be more lung-protective compared with 
decreasing ACE2. Therefore, aliskiren would not be a 
desirable therapeutic option.

Diminazene aceturate
Diminazene aceturate (DIZE) is a Food and Drug 
Administration-approved anti-trypanosomal medica-
tion that was identified via computational modelling 
to activate ACE2; it was then shown to be cardioprotec-
tive against myocardial infarction and could attenuate 
pulmonary hypertension by increasing ACE2 activity in 
preclinical models.94 95 DIZE has been shown to reduce 
the severity of inflammation and oxidative stress from 
hyperoxic lung injury, most likely by increasing ACE2 
activity by promoting MAS inhibition of DABK.96 DIZE 

Figure 4  Natural degradation of ACE2. ACE2 remains in approximation of AT1R on the cell membrane. Arrival of Ang II 
decreases the physical association and results in ubiquitination and ACE2 internalisation followed by lysosomal degradation. 
AT1R antagonism prevents degradation by stabilisation of the ACE2-AT1R complex and also renders favourable effects by 
mitochondrial assembly receptor activity.84 Ang II, angiotensin II; AT1R, Ang II type 1 receptor.
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has yet to be studied in the setting of viral pneumonia; 
however, given its ability to increase ACE2 expression and 
to attenuate lung injury, it could be an interesting exper-
imental therapeutic to protect the lung from certain 
ACE2 modulating viral infections.

Soluble ACE2
ACE2 soluble proteins have been in development for 
several years now to treat ARDS. A recombinant form of 
human ACE2 (GSK2586881) was under clinical investi-
gation to attenuate lung injury associated with ARDS 
and was shown to be safe and effective in decreasing Ang 
II in humans.97 Furthermore, it was shown that sACE2 
attenuated lung injury in mice after infection from 
RSV and exposure to SARS spike protein.27 32 Recently, 
it was demonstrated that sACE2 prevented the entry of 
SARS-CoV-2 into cell lines by saturating the virus binding 
sites.98 Therefore, it has been theorised that sACE2 both 
could reduce lung injury associated with decreased ACE2 
and could also potentially prevent viral entry.99 Although 
this molecule is currently not available for clinical use, 
this could be a promising therapeutic option to reduce 
SARS-CoV-2 viral load, possibly reducing COVID-19-
associated complications. There are currently expedited 
clinical trials to evaluate if intravenously administered 
sACE2 would be effective in treating COVID-19 illness 
(NCT04287686).

Statin therapy
As mentioned before, COVID-19 mortality is strongly 
associated with history of cardiovascular disease. Dyslip-
idaemia leading to atherosclerotic plaque formation is 
a main risk factor resulting in cardiovascular disease. In 
a rabbit model, it was shown that high-cholesterol diet 
resulted in downregulation of ACE2 protein expression 
in the heart and kidneys, but interestingly not mRNA 
activity.100 Treatment with atorvastatin increased histone 
H3 acetylation of the ACE2 promoter region in the heart, 
resulting in increased ACE2 mRNA expression, yet not the 
kidney. Atorvastatin did, however, increase ACE2 protein 
expression overall in the kidneys and in the heart. The 
disconnection between ACE2 mRNA levels and ACE2 
protein levels still requires significant investigation as the 
interaction between transcriptional regulation and post-
translational modifications of ACE2 has not been well 
described. Nonetheless, statin’s role in COVID-19 infec-
tion could be of interest due to its epigenetic modulation 
of ACE2 expression in certain organs.

CONCERNS FOR INCREASED ACE2
It may be argued though that increased expression of 
ACE2 could increase the virulence of SARS-CoV-2 as there 
would potentially be more binding sites for the virus.3 6 In 
a small study of 76 patients with COVID-19, those with 
more severe COVID-19 symptoms had significantly higher 
viral loads compared with that seen from mild cases.101 
Mild cases also had earlier viral clearance compared with 
more severe cases. It should be noted though that the 

severe group included significantly older patients (55.6 
years vs 43.6 years). Furthermore, classification of severe 
was defined as respiratory distress, oxygen desaturation, 
partial pressure of arterial oxygen, or severe respiratory 
complications such as requiring mechanical ventilation, 
septic shock or non-respiratory organ failure. There were 
no deaths in either group, and no differences in the prev-
alence of presenting symptoms such as dyspnoea, fever 
or cough between groups. The only reported difference 
between the severe group and the mild group, besides 
viral load, was admission to ICU, which was 76.7% in the 
severe group vs 0% in the non-severe group. Therefore, 
it is difficult to truly ascertain from this study whether 
viral load was associated with clinical severity or there 
was selection bias because the severe group consisted of 
older patients who are more likely to be admitted to the 
ICU due to anticipation of increased viral complications. 
Pujadas et al102 did demonstrate that SARS-CoV-2 viral 
load was a statistically significant predictor of mortality, 
but the increased risk was very low after adjusting for clin-
ical characteristics (only 7% increase per log-transformed 
copy per millilitre). Utilisation of the antiviral remdesivir 
did reduce the median time to recovery for COVID-19, 
but not mortality.103 Therefore it can be interpreted that 
SARS-CoV-2 viral load may have low significance in terms 
of mortality and COVID-19 severity.

Regardless, SARS-CoV-2 appears to be less cytotoxic 
when compared with SARS-CoV, as described previously. 
Furthermore, the characteristics associated with lower 
ACE2 expression such as older age, male sex and hyper-
tension are more strongly associated with risk factors for 
COVID-19 severity. Conversely, the characteristics associ-
ated with higher ACE2 expression such as younger age, 
female sex, normotensive and possibly even Asians who 
smoke are all not strongly associated with COVID-19. 
Additionally, patients who are immunosuppressed are not 
necessarily at higher risk for COVID-19 infection.104 105 
Therefore, we argue that we should be more concerned 
of the risk of COVID-19 decreasing ACE2 leading to 
acute lung injury, rather than COVID-19 in and of itself as 
a cytotoxic virus. Since SARS-CoV-2 has a relatively strong 
affinity to ACE2 and since SARS-CoV-2 has been shown 
to already be a highly contagious virus as is, increasing or 
decreasing ACE2 expression will most likely not affect the 
rates of initial infection nor viral clearance significantly.

In a small retrospective study, it was shown that 
ACE2 expression promoters such as ACEi or ARBs did 
not significantly affect the morbidity and mortality of 
COVID-19 infection.64 However, this study did not sepa-
rate patients who used ACEi or ARBs. In a large matched 
case cohort study from Italy, ACEi and ARB use was more 
frequent among patients with COVID-19 in compar-
ison with healthy controls, but there was no association 
between ACEi or ARB and COVID-19 risk. This is most 
likely due to the higher cardiovascular disease burden 
among ACEi/ARB users.106 Similarly, other antihyperten-
sives with less ACE2 modulating capabilities (ie, calcium 
channel blockers, beta-blockers and diuretics) also failed 
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to be associated with COVID-19 risk. Even though this 
study did not demonstrate ACEi/ARB benefits against 
COVID-19, ARBs did show a modest but not statistically 
significant association with reduced COVID-19 risk for 
severe or fatal cases (OR 0.83; CI 0.87 to 1.07, p>0.05). 
Importantly, ARB dosage was not taken into consider-
ation and a randomised control study of different ARB 
dosages in patients with COVID-19 with similar cardio-
vascular disease profiles would be needed to adequately 
characterise any potential benefits of such therapy.

ARBs have more theoretical evidence for increasing 
ACE2 and attenuating viral-induced lung injury, and 
assessing only ARB’s role in COVID-19 may show bene-
fits. Additionally, activation of ACE2 expression leads to 
decreased release of TGF-β and attenuation of pulmonary 
fibrosis, which may be a future complication following 
recovery from severe COVID-19.107 Therefore, increasing 
ACE2 expression would most likely help prevent 
secondary fibrotic changes following COVID-19 pneu-
monia. Consequently, therefore, increasing ACE2 has 
more theoretical benefits for patients with SARS-CoV-2 
infection.

CONCLUSIONS
Based on the mechanistic understanding, certain readily 
available drugs targeting ACE2 expression could be 
repurposed to help treat COVID-19. The scientific basis 
behind this assumption is not derived from rigorous 
clinical trial evidence. However, given the gravity of the 
current outbreak, these theoretical drugs may find useful 
experimental applications.

Acknowledgements  We would like to thank all the front-line workers who have 
contributed greatly during this ongoing pandemic.

Contributors  FC is the first author and compiled this review. SL, XX, BS, Y-YZ, AC, 
JN and PL provided equal contributions to different aspects of the review.

Funding  This work was supported by grants from the Agencia Nacional de 
Investigacion y Desarrollo (ANID), Chile: FONDAP 15130011 and FONDECYT 
1200490 (to SL).

Competing interests  None declared.

Patient consent for publication  Not required.

Ethics approval  The paper is a review and did not require ethical approval from 
any institution.

Provenance and peer review  Not commissioned; externally peer reviewed.

Data availability statement  Data sharing not applicable as no datasets generated 
and/or analysed for this study.

Open access  This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non-commercial. See: http://​creativecommons.​org/​licenses/​by-​nc/​4.​0/.

ORCID iDs
Farhan Chaudhry http://​orcid.​org/​0000-​0003-​0951-​7279
Xiang Xie http://​orcid.​org/​0000-​0002-​0632-​4626

REFERENCES
	 1	 Wrapp D, Wang N, Corbett KS, et al. Cryo-EM structure of 

the 2019-nCoV spike in the prefusion conformation. Science 
2020;367:1260–3.

	 2	 Hoffmann M, Kleine-Weber H, Schroeder S, et al. SARS-CoV-2 
cell entry depends on ACE2 and TMPRSS2 and is blocked by a 
clinically proven protease inhibitor. Cell 2020;181:271–80.

	 3	 Mourad J-J, Levy BI. Interaction between RAAS inhibitors and 
ACE2 in the context of COVID-19. Nat Rev Cardiol 2020;17:313.

	 4	 Zheng YY, YT M, Zhang JY, et al. COVID-19 and the cardiovascular 
system. Nat Rev Cardiol 2020.

	 5	 Vaduganathan M, Vardeny O, Michel T, et al. Renin-Angiotensin-
Aldosterone system inhibitors in patients with Covid-19. N Engl J 
Med 2020.

	 6	 Fang L, Karakiulakis G, Roth M. Are patients with hypertension and 
diabetes mellitus at increased risk for COVID-19 infection? The 
Lancet Respiratory Medicine 2020;8:e21.

	 7	 Brojakowska A, Narula J, Shimony R, et al. Clinical Implications of 
SARS-CoV-2 Interaction With Renin Angiotensin System. J Am Coll 
Cardiol 2020;75:3085–95.

	 8	 Zhou P, Yang X-L, Wang X-G, et al. A pneumonia outbreak 
associated with a new coronavirus of probable bat origin. Nature 
2020;579:270–3.

	 9	 Lu G, Hu Y, Wang Q, et al. Molecular basis of binding between 
novel human coronavirus MERS-CoV and its receptor CD26. Nature 
2013;500:227–31.

	 10	 Andersen KG, Rambaut A, Lipkin WI, et al. The proximal origin of 
SARS-CoV-2. Nat Med 2020;26:450–2.

	 11	 Liu Y, Gayle AA, Wilder-Smith A, et al. The reproductive number of 
COVID-19 is higher compared to SARS coronavirus. J Travel Med 
2020;27. doi:10.1093/jtm/taaa021

	 12	 Zou X, Chen K, Zou J, et al. Single-Cell RNA-seq data analysis on 
the receptor ACE2 expression reveals the potential risk of different 
human organs vulnerable to 2019-nCoV infection. Front Med 
2020;14:185–92.

	 13	 Xu H, Zhong L, Deng J, et al. High expression of ACE2 receptor 
of 2019-nCoV on the epithelial cells of oral mucosa. Int J Oral Sci 
2020;12:8.

	 14	 Wölfel R, Corman VM, Guggemos W, et al. Virological assessment 
of hospitalized patients with COVID-2019. Nature 2020;581:465–9.

	 15	 Guan WJ, ZY N, Hu Y, et al. Clinical characteristics of coronavirus 
disease 2019 in China. N Engl J Med 2020.

	 16	 Sun P, Qie S, Liu Z, et al. Clinical characteristics of hospitalized 
patients with SARS-CoV-2 infection: a single arm meta-analysis. J 
Med Virol 2020.

	 17	 Walls AC, Park Y-J, Tortorici MA, et al. Structure, function, 
and antigenicity of the SARS-CoV-2 spike glycoprotein. Cell 
2020;183:1735.

	 18	 Park Y-J, Walls AC, Wang Z, et al. Structures of MERS-CoV spike 
glycoprotein in complex with sialoside attachment receptors. Nat 
Struct Mol Biol 2019;26:1151–7.

	 19	 Tse LV, Hamilton AM, Friling T, et al. A novel activation mechanism 
of avian influenza virus H9N2 by furin. J Virol 2014;88:1673–83.

	 20	 Garten W, Braden C, Arendt A, et al. Influenza virus activating host 
proteases: identification, localization and inhibitors as potential 
therapeutics. Eur J Cell Biol 2015;94:375–83.

	 21	 Ou X, Liu Y, Lei X, et al. Characterization of spike glycoprotein of 
SARS-CoV-2 on virus entry and its immune cross-reactivity with 
SARS-CoV. Nat Commun 2020;11:1620.

	 22	 Cheng Y-W, Chao T-L LC-L, et al. Furin inhibitors block SARS-
CoV-2 spike protein cleavage to suppress virus production and 
cytopathic effects. Cell Reports.

	 23	 Li W, Zhang C, Sui J, et al. Receptor and viral determinants 
of SARS-coronavirus adaptation to human ACE2. Embo J 
2005;24:1634–43.

	 24	 Wan Y, Shang J, Graham R, et al. Receptor recognition by the 
novel coronavirus from Wuhan: an analysis based on decade-
long structural studies of SARS coronavirus. J Virol 2020;94. 
doi:10.1128/JVI.00127-20

	 25	 Kuba K, Imai Y, Rao S, et al. A crucial role of angiotensin converting 
enzyme 2 (ACE2) in SARS coronavirus-induced lung injury. Nat Med 
2005;11:875–9.

	 26	 Haga S, Yamamoto N, Nakai-Murakami C, et al. Modulation of TNF-
alpha-converting enzyme by the spike protein of SARS-CoV and 
ACE2 induces TNF-alpha production and facilitates viral entry. Proc 
Natl Acad Sci U S A 2008;105:7809–14.

	 27	 Imai Y, Kuba K, Rao S, et al. Angiotensin-converting enzyme 2 
protects from severe acute lung failure. Nature 2005;436:112–6.

	 28	 Rice GI, Thomas DA, Grant PJ, et al. Evaluation of angiotensin-
converting enzyme (ACE), its homologue ACE2 and neprilysin in 
angiotensin peptide metabolism. Biochem J 2004;383:45–51.

http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0003-0951-7279
http://orcid.org/0000-0002-0632-4626
http://dx.doi.org/10.1126/science.abb2507
http://dx.doi.org/10.1016/j.cell.2020.02.052
http://dx.doi.org/10.1038/s41569-020-0368-x
http://dx.doi.org/10.1016/S2213-2600(20)30116-8
http://dx.doi.org/10.1016/S2213-2600(20)30116-8
http://dx.doi.org/10.1016/j.jacc.2020.04.028
http://dx.doi.org/10.1016/j.jacc.2020.04.028
http://dx.doi.org/10.1038/s41586-020-2012-7
http://dx.doi.org/10.1038/nature12328
http://dx.doi.org/10.1038/s41591-020-0820-9
http://dx.doi.org/10.1093/jtm/taaa021
http://dx.doi.org/10.1007/s11684-020-0754-0
http://dx.doi.org/10.1038/s41368-020-0074-x
http://dx.doi.org/10.1038/s41586-020-2196-x
http://dx.doi.org/10.1016/j.cell.2020.11.032
http://dx.doi.org/10.1038/s41594-019-0334-7
http://dx.doi.org/10.1038/s41594-019-0334-7
http://dx.doi.org/10.1128/JVI.02648-13
http://dx.doi.org/10.1016/j.ejcb.2015.05.013
http://dx.doi.org/10.1038/s41467-020-15562-9
http://dx.doi.org/10.1038/sj.emboj.7600640
http://dx.doi.org/10.1128/JVI.00127-20
http://dx.doi.org/10.1038/nm1267
http://dx.doi.org/10.1073/pnas.0711241105
http://dx.doi.org/10.1073/pnas.0711241105
http://dx.doi.org/10.1038/nature03712
http://dx.doi.org/10.1042/BJ20040634


11Chaudhry F, et al. Open Heart 2020;7:e001424. doi:10.1136/openhrt-2020-001424

Basic and translational research

	 29	 Paz Ocaranza M, Riquelme JA, García L, et al. Counter-regulatory 
renin-angiotensin system in cardiovascular disease. Nat Rev 
Cardiol 2020;17:116–29.

	 30	 Liu Y, Yang Y, Zhang C, et al. Clinical and biochemical indexes from 
2019-nCoV infected patients linked to viral loads and lung injury. 
Sci China Life Sci 2020;63:364–74.

	 31	 Archer SL, Sharp WW, Weir EK. Differentiating COVID-19 
pneumonia from acute respiratory distress syndrome and high 
altitude pulmonary edema: therapeutic implications. Circulation 
2020;142:101–4.

	 32	 Gu H, Xie Z, Li T, et al. Angiotensin-converting enzyme 2 inhibits 
lung injury induced by respiratory syncytial virus. Sci Rep 
2016;6:19840.

	 33	 Huang F, Guo J, Zou Z, et al. Angiotensin II plasma levels are linked 
to disease severity and predict fatal outcomes in H7N9-infected 
patients. Nat Commun 2014;5:3595.

	 34	 Sodhi CP, Nguyen J, Yamaguchi Y, et al. A Dynamic Variation of 
Pulmonary ACE2 Is Required to Modulate Neutrophilic Inflammation 
in Response to Pseudomonas aeruginosa Lung Infection in Mice. J 
Immunol 2019;203:3000–12.

	 35	 Li Y, Cao Y, Zeng Z, et al. Angiotensin-converting enzyme 2/
angiotensin-(1-7)/Mas axis prevents lipopolysaccharide-induced 
apoptosis of pulmonary microvascular endothelial cells by inhibiting 
JNK/NF-κB pathways. Sci Rep 2015;5:8209.

	 36	 Li Y, Zeng Z, Li Y, et al. Angiotensin-converting enzyme inhibition 
attenuates lipopolysaccharide-induced lung injury by regulating the 
balance between angiotensin-converting enzyme and angiotensin-
converting enzyme 2 and inhibiting mitogen-activated protein 
kinase activation. Shock 2015;43:395–404.

	 37	 Peiró C, Moncada S. Substituting Angiotensin-(1-7) to Prevent Lung 
Damage in SARS-CoV-2 Infection? Circulation 2020;141:1665–6.

	 38	 Chen N, Zhou M, Dong X, et al. Epidemiological and clinical 
characteristics of 99 cases of 2019 novel coronavirus pneumonia in 
Wuhan, China: a descriptive study. Lancet 2020;395:507–13.

	 39	 Zhang C, Wu Z, JW L, et al. The cytokine release syndrome (CRS) 
of severe COVID-19 and interleukin-6 receptor (IL-6R) antagonist 
tocilizumab may be the key to reduce the mortality. Int J Antimicrob 
Agents 2020;105954.

	 40	 Yuan J, Zou R, Zeng L, et al. The correlation between viral 
clearance and biochemical outcomes of 94 COVID-19 infected 
discharged patients. Inflamm Res 2020;69:599–606.

	 41	 BalcI C, Sungurtekin H, Gürses E, et al. Usefulness of procalcitonin 
for diagnosis of sepsis in the intensive care unit. Crit Care 
2003;7:85–90.

	 42	 Lippi G, Plebani M. Procalcitonin in patients with severe 
coronavirus disease 2019 (COVID-19): a meta-analysis. Clinica 
Chimica Acta 2020;505:190–1.

	 43	 Xiong Y, Liu Y, Cao L, et al. Transcriptomic characteristics 
of bronchoalveolar lavage fluid and peripheral blood 
mononuclear cells in COVID-19 patients. Emerg Microbes Infect 
2020;9:761–70.

	 44	 Dexamethasone in hospitalized patients with Covid-19 — 
preliminary report. New England Journal of Medicine 2020.

	 45	 Ferguson ND, Frutos-Vivar F, Esteban A, et al. Acute respiratory 
distress syndrome: underrecognition by clinicians and 
diagnostic accuracy of three clinical definitions. Crit Care Med 
2005;33:2228–34.

	 46	 Wu C, Chen X, Cai Y, et al. Risk factors associated with acute 
respiratory distress syndrome and death in patients with 
coronavirus disease 2019 pneumonia in Wuhan, China. JAMA 
Intern Med 2020.

	 47	 WHO. Clinical management of severe acute respiratory infection 
(SARI) when COVID-19 disease is suspected: interim guidance, 
2020.

	 48	 Zhou F, Yu T, Du R, et al. Clinical course and risk factors for 
mortality of adult inpatients with COVID-19 in Wuhan, China: a 
retrospective cohort study. Lancet 2020;395:1054–62.

	 49	 Xu Z, Shi L, Wang Y, et al. Pathological findings of COVID-19 
associated with acute respiratory distress syndrome. Lancet Respir 
Med 2020.

	 50	 Tian S, Hu W, Niu L, et al. Pulmonary pathology of early-phase 
2019 novel coronavirus (COVID-19) pneumonia in two patients with 
lung cancer. J Thorac Oncol 2020;15:700–4.

	 51	 Hsiao CH, Wu M-Z, Chen C-L, et al. Evolution of pulmonary 
pathology in severe acute respiratory syndrome. J Formos Med 
Assoc 2005;104:75–81.

	 52	 Gu J, Xie Z, Gao Z, et al. H5N1 infection of the respiratory tract and 
beyond: a molecular pathology study. Lancet 2007;370:1137–45.

	 53	 Sheng G, Chen P, Wei Y, et al. Viral infection increases the 
risk of idiopathic pulmonary fibrosis: a meta-analysis. Chest 
2020;157:1175–87.

	 54	 Xie L, Liu Y, Xiao Y, et al. Follow-Up study on pulmonary 
function and lung radiographic changes in rehabilitating severe 
acute respiratory syndrome patients after discharge. Chest 
2005;127:2119–24.

	 55	 Hui DS, Joynt GM, Wong KT, et al. Impact of severe acute 
respiratory syndrome (SARS) on pulmonary function, functional 
capacity and quality of life in a cohort of survivors. Thorax 
2005;60:401–9.

	 56	 Oelkers WK. Effects of estrogens and progestogens on the renin-
aldosterone system and blood pressure. Steroids 1996;61:166–71.

	 57	 Sampson AK, Moritz KM, Denton KM. Postnatal ontogeny of 
angiotensin receptors and ACE2 in male and female rats. Gend 
Med 2012;9:21–32.

	 58	 Bukowska A, Spiller L, Wolke C, et al. Protective regulation of the 
ACE2/ACE gene expression by estrogen in human atrial tissue from 
elderly men. Exp Biol Med 2017;242:1412–23.

	 59	 Carcaillon L, García-García FJ, Tresguerres JAF, et al. Higher 
levels of endogenous estradiol are associated with frailty in 
postmenopausal women from the toledo study for healthy aging. J 
Clin Endocrinol Metab 2012;97:2898–906.

	 60	 JT W, Leung K, Bushman M, et al. Estimating clinical severity of 
COVID-19 from the transmission dynamics in Wuhan, China. Nature 
Medicine 2020.

	 61	 Yang J, Zheng Y, Gou X, et al. Prevalence of comorbidities in the 
novel Wuhan coronavirus (COVID-19) infection: a systematic review 
and meta-analysis. Int J Infect Dis 2020.

	 62	 Lu H, Ai J, Shen Y, et al. A descriptive study of the impact of 
diseases control and prevention on the epidemics dynamics 
and clinical features of SARS-CoV-2 outbreak in Shanghai, 
lessons learned for metropolis epidemics prevention. medRxiv 
2020;2020.2002.2019:20025031.

	 63	 Zhang J-J, Dong X, Cao Y-Y, et al. Clinical characteristics of 140 
patients infected with SARS-CoV-2 in Wuhan, China. Allergy 
2020;75:1730–41.

	 64	 Peng YD, Meng K, Guan HQ, et al. [Clinical characteristics and 
outcomes of 112 cardiovascular disease patients infected by 2019-
nCoV]. Zhonghua Xin Xue Guan Bing Za Zhi 2020;48:E004.

	 65	 Emami A, Javanmardi F, Pirbonyeh N, et al. Prevalence of 
underlying diseases in hospitalized patients with COVID-19: a 
systematic review and meta-analysis. Arch Acad Emerg Med 
2020;8:e35.

	 66	 Crackower MA, Sarao R, Oudit GY, et al. Angiotensin-converting 
enzyme 2 is an essential regulator of heart function. Nature 
2002;417:822–8.

	 67	 Basu R, Poglitsch M, Yogasundaram H, et al. Roles of angiotensin 
peptides and recombinant human ACE2 in heart failure. J Am Coll 
Cardiol 2017;69:805–19.

	 68	 Godoy P, Castilla J, Soldevila N, et al. Smoking may increase 
the risk of influenza hospitalization and reduce influenza vaccine 
effectiveness in the elderly. Eur J Public Health 2018;28:150–5.

	 69	 Cai H. Sex difference and smoking predisposition in patients with 
COVID-19. Lancet Respir Med 2020;8:e20.

	 70	 Gao J, Tian Z, Yang X. Breakthrough: chloroquine phosphate has 
shown apparent efficacy in treatment of COVID-19 associated 
pneumonia in clinical studies. Biosci Trends 2020;14:72–3.

	 71	 Cai G. Bulk and single-cell transcriptomics identify tobacco-use 
disparity in lung gene expression of ACE2, the receptor of 2019-
nCov. medRxiv 2020:2020.2002.2005.20020107.

	 72	 Brake SJ, Barnsley K, Lu W, et al. Smoking upregulates 
angiotensin-converting enzyme-2 receptor: a potential adhesion 
site for novel coronavirus SARS-CoV-2 (Covid-19). J Clin Med 
2020;9. doi:10.3390/jcm9030841

	 73	 Ockene IS, Miller NH. Cigarette smoking, cardiovascular disease, 
and stroke: a statement for healthcare professionals from the 
American Heart Association. American Heart Association Task 
Force on Risk Reduction. Circulation 1997;96:3243–7.

	 74	 Wu X, Nethery RC, Sabath BM, et al. Exposure to air pollution 
and COVID-19 mortality in the United States. medRxiv 
2020:2020.2004.2005:20054502.

	 75	 Tamagawa E, Bai N, Morimoto K, et al. Particulate matter exposure 
induces persistent lung inflammation and endothelial dysfunction. 
Am J Physiol Lung Cell Mol Physiol 2008;295:L79–85.

	 76	 Aztatzi-Aguilar OG, Uribe-Ramírez M, Arias-Montaño JA, et al. 
Acute and subchronic exposure to air particulate matter induces 
expression of angiotensin and bradykinin-related genes in the 
lungs and heart: angiotensin-II type-I receptor as a molecular 
target of particulate matter exposure. Part Fibre Toxicol 
2015;12:17.

	 77	 Lin C-I, Tsai C-H, Sun Y-L, et al. Instillation of particulate matter 
2.5 induced acute lung injury and attenuated the injury recovery in 
ACE2 knockout mice. Int J Biol Sci 2018;14:253–65.

http://dx.doi.org/10.1038/s41569-019-0244-8
http://dx.doi.org/10.1038/s41569-019-0244-8
http://dx.doi.org/10.1007/s11427-020-1643-8
http://dx.doi.org/10.1161/CIRCULATIONAHA.120.047915
http://dx.doi.org/10.1038/srep19840
http://dx.doi.org/10.1038/ncomms4595
http://dx.doi.org/10.4049/jimmunol.1900579
http://dx.doi.org/10.4049/jimmunol.1900579
http://dx.doi.org/10.1038/srep08209
http://dx.doi.org/10.1097/SHK.0000000000000302
http://dx.doi.org/10.1161/CIRCULATIONAHA.120.047297
http://dx.doi.org/10.1016/S0140-6736(20)30211-7
http://dx.doi.org/10.1007/s00011-020-01342-0
http://dx.doi.org/10.1186/cc1843
http://dx.doi.org/10.1016/j.cca.2020.03.004
http://dx.doi.org/10.1016/j.cca.2020.03.004
http://dx.doi.org/10.1080/22221751.2020.1747363
http://dx.doi.org/10.1097/01.CCM.0000181529.08630.49
http://dx.doi.org/10.1016/S0140-6736(20)30566-3
http://dx.doi.org/10.1016/j.jtho.2020.02.010
http://www.ncbi.nlm.nih.gov/pubmed/15765160
http://www.ncbi.nlm.nih.gov/pubmed/15765160
http://dx.doi.org/10.1016/S0140-6736(07)61515-3
http://dx.doi.org/10.1016/j.chest.2019.10.032
http://dx.doi.org/10.1378/chest.127.6.2119
http://dx.doi.org/10.1136/thx.2004.030205
http://dx.doi.org/10.1016/0039-128X(96)00007-4
http://dx.doi.org/10.1016/j.genm.2011.12.003
http://dx.doi.org/10.1016/j.genm.2011.12.003
http://dx.doi.org/10.1177/1535370217718808
http://dx.doi.org/10.1210/jc.2012-1271
http://dx.doi.org/10.1210/jc.2012-1271
http://dx.doi.org/10.1111/all.14238
http://dx.doi.org/10.3760/cma.j.cn112148-20200220-00105
http://www.ncbi.nlm.nih.gov/pubmed/32232218
http://dx.doi.org/10.1038/nature00786
http://dx.doi.org/10.1016/j.jacc.2016.11.064
http://dx.doi.org/10.1016/j.jacc.2016.11.064
http://dx.doi.org/10.1093/eurpub/ckx130
http://dx.doi.org/10.1016/S2213-2600(20)30117-X
http://dx.doi.org/10.5582/bst.2020.01047
http://dx.doi.org/10.3390/jcm9030841
http://dx.doi.org/10.1161/01.cir.96.9.3243
http://dx.doi.org/10.1152/ajplung.00048.2007
http://dx.doi.org/10.1186/s12989-015-0094-4
http://dx.doi.org/10.7150/ijbs.23489


Open Heart

12 Chaudhry F, et al. Open Heart 2020;7:e001424. doi:10.1136/openhrt-2020-001424

	 78	 Pinto BGG, Oliveira AER, Singh Y, et al. ACE2 expression is 
increased in the lungs of patients with comorbidities associated 
with severe COVID-19. J Infect Dis 2020;222:556–63.

	 79	 Guan WJ, Liang WH, Zhao Y, et al. Comorbidity and its impact on 
1590 patients with Covid-19 in China: a nationwide analysis. Eur 
Respir J 2020.

	 80	 Wang L, He W, Yu X, et al. Coronavirus disease 2019 in elderly 
patients: characteristics and prognostic factors based on 4-week 
follow-up. J Infect 2020;80:639–45.

	 81	 Guy JL, Lambert DW, Warner FJ, et al. Membrane-associated zinc 
peptidase families: comparing ACE and ACE2. Biochim Biophys 
Acta 2005;1751:2–8.

	 82	 Rice GI, Jones AL, Grant PJ, et al. Circulating activities of 
angiotensin-converting enzyme, its homolog, angiotensin-
converting enzyme 2, and neprilysin in a family study. Hypertension 
2006;48:914–20.

	 83	 Epelman S, Tang WHW, Chen SY, et al. Detection of soluble 
angiotensin-converting enzyme 2 in heart failure: insights into the 
endogenous counter-regulatory pathway of the renin-angiotensin-
aldosterone system. J Am Coll Cardiol 2008;52:750–4.

	 84	 Deshotels MR, Xia H, Sriramula S, et al. Angiotensin II mediates 
angiotensin converting enzyme type 2 internalization and 
degradation through an angiotensin II type I receptor-dependent 
mechanism. Hypertension 2014;64:1368–75.

	 85	 Ferrario CM, Jessup J, Chappell MC, et al. Effect of angiotensin-
converting enzyme inhibition and angiotensin II receptor blockers 
on cardiac angiotensin-converting enzyme 2. Circulation 
2005;111:2605–10.

	 86	 Mortensen EM, Nakashima B, Cornell J, et al. Population-based 
study of statins, angiotensin II receptor blockers, and angiotensin-
converting enzyme inhibitors on pneumonia-related outcomes. Clin 
Infect Dis 2012;55:1466–73.

	 87	 Lai C-C, Wang Y-H, Wang C-Y, et al. Comparative effects of 
angiotensin-converting enzyme inhibitors and angiotensin 
II receptor blockers on the risk of pneumonia and severe 
exacerbations in patients with COPD. Int J Chron Obstruct Pulmon 
Dis 2018;13:867–74.

	 88	 Soto M, Bang SI, McCombs J, et al. Renin angiotensin system-
modifying therapies are associated with improved pulmonary 
health. Clin Diabetes Endocrinol 2017;3:6.

	 89	 Lamontagne D, Nadeau R, Adam A. Effect of enalaprilat on 
bradykinin and des-Arg9-bradykinin release following reperfusion of 
the ischaemic rat heart. Br J Pharmacol 1995;115:476–8.

	 90	 Keidar S, Gamliel-Lazarovich A, Kaplan M, et al. Mineralocorticoid 
receptor blocker increases angiotensin-converting enzyme 
2 activity in congestive heart failure patients. Circ Res 
2005;97:946–53.

	 91	 Lieber GB, Fernandez X, Mingo GG, et al. Mineralocorticoid 
receptor antagonists attenuate pulmonary inflammation and 
bleomycin-evoked fibrosis in rodent models. Eur J Pharmacol 
2013;718:290–8.

	 92	 Stoll D, Yokota R, Sanches Aragão D, et al. Both aldosterone and 
spironolactone can modulate the intracellular ACE/ANG II/AT1 and 

ACE2/ANG (1-7)/MAS receptor axes in human mesangial cells. 
Physiol Rep 2019;7:e14105.

	 93	 Ding W, Li X, Wu W, et al. [Aliskiren inhibits angiotensin II/
angiotensin 1-7(Ang II/Ang1-7) signal pathway in rats with diabetic 
nephropathy]. Xi Bao Yu Fen Zi Mian Yi Xue Za Zhi 2018;34:891–5.

	 94	 Qi Y, Zhang J, Cole-Jeffrey CT, et al. Diminazene aceturate 
enhances angiotensin-converting enzyme 2 activity and attenuates 
ischemia-induced cardiac pathophysiology. Hypertension 
2013;62:746–52.

	 95	 Shenoy V, Gjymishka A, Jarajapu YP, et al. Diminazene attenuates 
pulmonary hypertension and improves angiogenic progenitor cell 
functions in experimental models. Am J Respir Crit Care Med 
2013;187:648–57.

	 96	 Fang Y, Gao F, Liu Z. Angiotensin-converting enzyme 2 attenuates 
inflammatory response and oxidative stress in hyperoxic lung injury 
by regulating NF-κB and Nrf2 pathways. QJM 2019;112:914–24.

	 97	 Khan A, Benthin C, Zeno B, et al. A pilot clinical trial of recombinant 
human angiotensin-converting enzyme 2 in acute respiratory 
distress syndrome. Crit Care 2017;21:234.

	 98	 Monteil V, Kwon H, Prado P, et al. Inhibition of SARS-CoV-2 
infections in engineered human tissues using clinical-grade soluble 
human ACE2. Cell 2020;181:905–13.

	 99	 Zhang H, Penninger JM, Li Y, et al. Angiotensin-converting enzyme 
2 (ACE2) as a SARS-CoV-2 receptor: molecular mechanisms and 
potential therapeutic target. Intensive Care Med 2020;46:586–90.

	100	 Tikoo K, Patel G, Kumar S, et al. Tissue specific up regulation 
of ACE2 in rabbit model of atherosclerosis by atorvastatin: 
role of epigenetic histone modifications. Biochem Pharmacol 
2015;93:343–51.

	101	 Liu Y, Yan L-M, Wan L, et al. Viral dynamics in mild and severe 
cases of COVID-19. Lancet Infect Dis 2020;20:656–7.

	102	 Pujadas E, Chaudhry F, McBride R, et al. SARS-CoV-2 viral load 
predicts COVID-19 mortality. Lancet Respir Med 2020;8:e70.

	103	 Beigel JH, Tomashek KM, Dodd LE, et al. Remdesivir for the 
treatment of Covid-19 — final report. N Engl J Med Overseas Ed 
2020;383:1813–26.

	104	 Faye AS, Lee KE, Laszkowska M, et al. Risk of adverse outcomes 
in hospitalized patients with autoimmune disease and COVID-19: 
a matched cohort study from New York City. J Rheumatol 2020. 
doi:10.3899/jrheum.200989

	105	 Chaudhry F, Bulka H, Rathnam AS, et al. COVID-19 in multiple 
sclerosis patients and risk factors for severe infection. J Neurol Sci 
2020;418:117147.

	106	 Mancia G, Rea F, Ludergnani M, et al. Renin–Angiotensin–
Aldosterone system blockers and the risk of Covid-19. New 
England Journal of Medicine 2020;382:2431–40.

	107	 Prata LO, Rodrigues CR, Martins JM, et al. Original research: 
ACE2 activator associated with physical exercise potentiates the 
reduction of pulmonary fibrosis. Exp Biol Med 2017;242:8–21.

	108	 Lippi G, Lavie CJ, Henry BM, et al. Do genetic polymorphisms 
in angiotensin converting enzyme 2 (ACE2) gene play a role in 
coronavirus disease 2019 (COVID-19)? Clin Chem Lab Med 
2020;58:1415–22.

http://dx.doi.org/10.1093/infdis/jiaa332
http://dx.doi.org/10.1016/j.jinf.2020.03.019
http://dx.doi.org/10.1016/j.bbapap.2004.10.010
http://dx.doi.org/10.1016/j.bbapap.2004.10.010
http://dx.doi.org/10.1161/01.HYP.0000244543.91937.79
http://dx.doi.org/10.1016/j.jacc.2008.02.088
http://dx.doi.org/10.1161/HYPERTENSIONAHA.114.03743
http://dx.doi.org/10.1161/CIRCULATIONAHA.104.510461
http://dx.doi.org/10.1093/cid/cis733
http://dx.doi.org/10.1093/cid/cis733
http://dx.doi.org/10.2147/COPD.S158634
http://dx.doi.org/10.2147/COPD.S158634
http://dx.doi.org/10.1186/s40842-017-0044-1
http://dx.doi.org/10.1111/j.1476-5381.1995.tb16357.x
http://dx.doi.org/10.1161/01.RES.0000187500.24964.7A
http://dx.doi.org/10.1016/j.ejphar.2013.08.019
http://dx.doi.org/10.14814/phy2.14105
http://www.ncbi.nlm.nih.gov/pubmed/30554582
http://dx.doi.org/10.1161/HYPERTENSIONAHA.113.01337
http://dx.doi.org/10.1164/rccm.201205-0880OC
http://dx.doi.org/10.1093/qjmed/hcz206
http://dx.doi.org/10.1186/s13054-017-1823-x
http://dx.doi.org/10.1016/j.cell.2020.04.004
http://dx.doi.org/10.1007/s00134-020-05985-9
http://dx.doi.org/10.1016/j.bcp.2014.11.013
http://dx.doi.org/10.1016/S1473-3099(20)30232-2
http://dx.doi.org/10.1016/S2213-2600(20)30354-4
http://dx.doi.org/10.1056/NEJMoa2007764
http://dx.doi.org/10.3899/jrheum.200989
http://dx.doi.org/10.1016/j.jns.2020.117147
http://dx.doi.org/10.1056/NEJMoa2006923
http://dx.doi.org/10.1056/NEJMoa2006923
http://dx.doi.org/10.1177/1535370216665174
http://dx.doi.org/10.1515/cclm-2020-0727

	Manipulation of ACE2 expression in COVID-19
	ABSTRACT
	Introduction
	Basic virology
	Tissue tropism
	ACE2 binding
	Cytotoxicity

	Pathogenesis
	Lung injury
	Inflammatory response
	Acute respiratory distress syndrome
	Possible postinfection consequences

	Risk factors for COVID-19 complications and ACE2 expression
	Age and sex
	Hypertension
	Smoking and pollution
	﻿Chronic obstructive pulmonary disease﻿
	Differences between circulating ACE2 and membrane ACE2

	Potential therapeutic interventions for manipulation of ACE2
	Ang II receptor blockers
	ACE inhibitors
	Other RAAS antagonists
	Diminazene aceturate
	Soluble ACE2
	Statin therapy

	Concerns for increased ACE2
	Conclusions
	References


