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Nicotine treatment and smoking
cessation in the era of COVID-19
pandemic: an interesting alliance

To the Editor:

Since the declaration of the coronavirus disease 2019 (COVID-19) outbreak as a pandemic, the worldwide
medical community has been racing against time to identify effective therapeutic agents to constrain the
disease and reduce the effects of severe acute respiratory syndrome-coronavirus-2 (SARS-CoV-2) infection.
Recently, the nicotinic hypothesis has been proposed; according to this, the acetylcholine receptor
(nAChR) might play a key role in the pathophysiology of COVID-19 and, thus, should be a potential
therapeutic target to reduce COVID-19 burden and its complications [1]. Since nicotine replacement
therapy has long been used to treat tobacco dependence, this is an interesting hypothesis with important
implications.

The infectivity and systemic manifestations of SARS-CoV-2 seem to be, at least partially, modulated via
the renin-angiotensin-aldosterone system (RAAS), which is an elegant cascade of vasoactive peptides that
orchestrate key processes in human physiology [2]. SARS-CoV-2 invades the human cells after binding to
its functional receptor, that is angiotensin-converting enzyme 2 (ACE2), which is found in several organs,
including the heart and the kidneys, but it dominates on lung alveolar epithelial cells [3]. This virus
binding to ACE2 potentially alters the function of the latter, resulting in massive loss of ACE2 function,
enhancing the pathogenetic process of cardiorespiratory failure (figure 1) [3]. The loss of ACE2 has proved
to induce the production of reactive oxygen species in animal models [5], while it may also have
deleterious effects on cardiac and lung structures and function, due to the unopposed angiotensin II
accumulation [2, 6].

Nicotine is a cholinergic agent that modulates RAAS [1, 7]. However, published data regarding the exact
effect of nicotine on ACE2, in relation to COVID-19 infection, are somehow contradictory. There are
studies which indicate that nicotine downregulates ACE2 levels, thereby decreasing the number of
potential virus “entry-points” into the cells, which could reduce its infectivity [1]. Contrary to that, other
data suggest that nicotine might upregulate ACE2 levels. Recently, Russo et al [8] indicated in vitro
induction of ACE2 in human lung alveolar epithelial cells, which were continuously treated with nicotine;
this upregulation was conducted only through the nicotinic acetylcholine receptor o7 subunit
(07-nAChRs) signalling pathway (figure 1). Although ACE2 upregulation may promote cellular uptake of
SARS-CoV-2 [8], other authors suggest that it may also be a defensive mechanism to counteract the
deleterious effects of angiotensin II, resulting in less organ damage and reduced disease severity [7]. Since
there is as yet no definite evidence on whether nicotine administration may affect COVID-19 progression
through the RAAS, this is a hypothesis that warrants further investigation.

Another interesting hypothesis is that nicotine might have an impact on the course of COVID-19 through
its properties as an anti-inflammatory agent and a neurotransmitter. Nicotine is an important inhibitor of
several pro-inflammatory cytokines, such as interleukin (IL)-1, IL-6 and tumour necrosis factor, acting
through the cholinergic anti-inflammatory pathway via the o7-nAChRs receptor of the macrophages
(figure 1) [7]. Since cytokine storm appears to be the hallmark in severe COVID-19 cases [7, 9], one could
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FIGURE 1 The complex interaction between severe acute respiratory syndrome-coronavirus-2 (SARS-CoV-2), nicotine and the
renin-angiotensin-aldosterone system. SARS-CoV-2 binds to the its functional receptor on alveolar epithelial cells, that is angiotensin-converting
enzyme (ACE)2. This binding results in viral endocytosis and replication, along with ACE2 downregulation. Nicotine might interact with RAAS in
multiple ways: 1) by upregulating angiotensin Il type | receptor, and thus by inducing angiotensin Il deleterious effects; and 2) by downregulating
ACE2, and thus reducing the number of potential virus entries or by upregulating ACE2, via nicotinic acetylcholine receptor a7 subunit
(07-nAChR). The latter signalling pathway may also result in the downregulation of cytokine production by the macrophages [2, 4]. ATIR:
angiotensin Il type | receptor; TNF: tumour necrosis factor; IL: interleukin.

hypothesise that exogenous nicotine administration might enhance the cholinergic anti-inflammatory
pathway and contribute to maintaining a balanced immune response against the virus infection [7].
However, other published data suggest that nicotine exposure promotes respiratory viral infections, such as
influenza, through the impaired cytokine signalling and suppressed leukocyte migration [10]; thus,
whether the immunomodulatory effect of nicotine regarding COVID-19 infection might be favourable or
not needs to be further investigated. Moreover, neuroinvasion is a common feature of SARS-CoV-2
infection, while anosmia and ageusia are frequent manifestations among COVID-19 patients. Similarly, in
patients with Parkinson’s disease, oflaction is reduced early in the course of the disease, as a sign of
abnormal cholinergic transmission [11], while data from animal models of Parkinson’s disease suggest that
nicotine may improve oflactory impairment [12]. Again, the potential efficacy of nicotine supplementation
for COVID-19 patients with anosmia, needs to be further tested.

Under this scope, is there any potential role of smoking in the era of the pandemic? The answer given by
all health providers has to be unanimous and definite: no! Apart from nicotine, tobacco preparations
contain more than 5000 chemical compounds, hundreds of which are known carcinogens or are associated
with several cardiovascular or respiratory disorders [13]; the presence of these comorbidities is a major
risk factor both for infection by SARS-CoV-2 and the development of critical disease, among infected
patients [14, 15]. With regards to COPD, recently published data indicate that it is an independent risk
factor for severe COVID-19 disease [16] and for intensive care unit admission [17] due to the
SARS-CoV-2 infection. Smoking exposure is associated with a diminished, early epithelial-initiated
antiviral response to other respiratory viruses, such as rhinovirus, an effect which could contribute to the
increased susceptibility of subjects to prolonged respiratory viral infections [18]. Smoking is also known to
cause lung damage through the activation of inflammatory cytokines, and to affect the function of
circulating immune cells [11], actions that may also contribute to COVID-19 disease outcome. In
agreement to these, current smoking was recently identified as an independent predictor of severe
complications and increased mortality among COVID-19 patients [19, 20].

In the era of the pandemic, the two approaches may both prove to be beneficial. Medicinal nicotine should
be rapidly examined in placebo-controlled trials for a potential role in the prevention and treatment of
COVID-19 disease, and plans for such a trial were recently announced by French researchers [1]. Nicotine
preparations are approved worldwide, have been used for decades and have an appealing safety profile,
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even when they are used in populations with several comorbidities as they have few contraindications, are
not expensive and are easily available [1]. Moreover, smoking cessation should be further motivated, as a
general public health measure. There is a risk, though: nicotine preparations to be massively
bought over-the-counter without evidence of efficacy and smoking cessation to be abandoned, although it
is the single most effective intervention to increase life expectancy in the general population. Thus, strong
scientific evidence, adequate health system awareness and organisation, and reliable media campaigns are
all crucial in order for this alliance to work.
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