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ABSTRACT

Aims To estimate the association of smoking status with rates of (i) infection, (ii) hospitalization, (iii) disease severity and
(iv) mortality from SARS-CoV-2/COVID-19 disease. Design Living rapid review of observational and experimental stud-
ies with random-effects hierarchical Bayesian meta-analyses. Published articles and pre-prints were identified via
MEDLINE and medRxiv. Setting Community or hospital, no restrictions on location. Participants Adults who received
a SARS-CoV-2 test or a COVID-19 diagnosis. Measurements Outcomes were SARS-CoV-2 infection, hospitalization, dis-
ease severity and mortality stratified by smoking status. Study quality was assessed (i.e. ‘good’, ‘fair’ and ‘poor’).
Findings Version 7 (searches up to 25 August 2020) included 233 studies with 32 ‘good’ and ‘fair’ quality studies in-
cluded in meta-analyses. Fifty-seven studies (24.5%) reported current, former and never smoking status. Recorded
smoking prevalence among people with COVID-19 was generally lower than national prevalence. Current compared with
never smokers were at reduced risk of SARS-CoV-2 infection [relative risk (RR) = 0.74, 95% credible interval (Crl) = 0.58—
0.93, T = 0.41]. Data for former smokers were inconclusive (RR = 1.05, 95% Crl = 0.95-1.17, T = 0.17), but favoured
there being no important association (21% probability of RR > 1.1). Former compared with never smokers were at some-
what increased risk of hospitalization (RR = 1.20, Crl = 1.03-1.44, t = 0.17), greater disease severity (RR = 1.52,
Crl = 1.13-2.07, t = 0.29) and mortality (RR = 1.39, 95% Crl = 1.09-1.87, t = 0.27). Data for current smokers were
inconclusive (RR = 1.06, CrT = 0.82-1.35, t = 0.27; RR = 1.25, CrI = 0.85-1.93, © = 0.34; RR = 1.22, 95%
Crl = 0.78-1.94, t = 0.49, respectively), but favoured there being no important associations with hospitalization and mor-
tality (35% and 70% probability of RR > 1.1, respectively) and a small but important association with disease severity
(79% probability of RR > 1.1). Conclusions  Compared with never smokers, current smokers appear to be at reduced risk
of SARS-CoV-2 infection, while former smokers appear to be at increased risk of hospitalization, increased disease severity
and mortality from COVID-19. However, it is uncertain whether these associations are causal.
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INTRODUCTION

COVID-19 is a respiratory disease caused by the SARS-
CoV-2 virus. Large age and gender differences in case
severity and mortality have been observed in the ongoing
COVID-19 pandemic [1]; however, these differences are
currently unexplained. SARS-CoV-2 enters epithelial cells
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through the angiotensin-converting enzyme 2 (ACE-2)
receptor [2]. Some evidence suggests that gene expression
and subsequent receptor levels are elevated in the airway
and oral epithelium of current smokers [ 3,4], thus putting
smokers at higher risk of contracting SARS-CoV-2. Other
studies, however, suggest that nicotine down-regulates

the ACE-2 receptor [5]. These uncertainties
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notwithstanding, both former and current smoking is
known to increase the risk of respiratory viral [6,7] and
bacterial [8,9] infections and is associated with worse
outcomes once infected. Cigarette smoke reduces the respi-
ratory immune defence through peri-bronchiolar inflam-
mation and fibrosis, impaired mucociliary clearance and
disruption of the respiratory epithelium [10]. There is also
reason to believe that behavioural factors (e.g. regular
hand-to-mouth movements) involved in smoking may
increase SARS-CoV-2
current smokers. However, early data from the COVID-19

infection and transmission in

pandemic have not provided clear evidence for a negative
impact of current or former smoking on SARS-CoV-2 infec-
tion or COVID-19 disease outcomes, such as hospitalization
or mortality [11]. It has also been hypothesized that
nicotine might protect against a hyperinflammatory
response to SARS-CoV-2 infection, which may lead to
adverse outcomes in patients with COVID-19 disease [12].

There are several reviews that fall within the scope of
smoking and COVID-19 [11,13-18]. We aimed to produce
a rapid synthesis of available evidence pertaining to the
rates of infection, hospitalization, disease severity and mor-
tality from SARS-CoV-2/COVID-19 stratified by smoking
status. Given the increasing availability of data on this
topic, this is a living review with regular updates. As evi-
dence accumulates, the review will be expanded to include
studies reporting COVID-19 outcomes by alternative nico-
tine use (e.g. nicotine replacement therapy or e-cigarettes).

METHODS
Study design

This is a living evidence review, which is updated as new
evidence becomes available [19]. We adopted recom-
mended best practice for rapid evidence reviews, which
involved limiting the search to main databases and having
one reviewer extract the data and another verify [20]. This
study was not pre-registered, but evolved from a report
written for a UK medical society [21]. The most recent
(and all future) version(s) of this living review is https://
www.geios.com/read/latest-UJR2AW. A completed Pre-
ferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA)
Supporting information, Fig. S1.

checklist is included in

Eligibility criteria

Studies were included if they:

1. Were primary research studies using experimental (e.
g. randomized controlled trial), quasi-experimental (e.
g. pre- and post-test;) or observational (e.g. case—con-
trol, retrospective cohort, prospective cohort) study
designs;

2. Included adults aged 16 + years;
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3. Recorded as outcome (i) results of a SARS-CoV-2 diag-
nostic test (including antibody assays), (ii) clinical diag-
nosis of COVID-19, (iii) hospitalization with COVID-19,
(iv) severity of COVID-19 disease in those hospitalized
or (v) mortality from COVID-19;

4. Reported any of the outcomes of interest by self-reported
or biochemically verified smoking status (e.g. current
smoker, former smoker, never smoker) or current
vaping or nicotine replacement therapy (NRT) use;

5. Were available in English; and

6. Were published in a peer-reviewed journal, as a
pre-print or a public health report by reputable agents
(e.g. governments, scientific societies).

Search strategy

The following terms were searched for in Ovid MEDLINE
(2019-search date) as free text or Medical Subject
Headings:

1. Tobacco Smoking/ or Smoking Cessation/ or Water Pipe
Smoking/ or Smoking/ or Smoking Pipes/ or Cigar
Smoking/ or Smoking Prevention/or Cigarette
Smoking/ or smoking.mp. or Pipe Smoking/or Smoking,
Non-Tobacco Products/or Smoking Water Pipes/

2. Nicotine/or nicotine.mp. or Electronic Nicotine Delivery
Systems/ or Nicotine Chewing Gum/

3. vaping.mp. or Vaping/

4.1lor2or3

5. Coronavirus/ or Severe Acute Respiratory Syndrome/or
Coronavirus Infections/ or covid.mp.

6.4 and 5

The following terms were searched for in titles, abstracts

and full texts in medRxiv no time limitations):

1. covid (this term captures both covid and SARS-CoV-2)
AND smoking

2. covid AND nicotine

3. covid AND vaping

Additional articles/reports of interest were identified

through mailing lists, Twitter, the International Severe

Acute Respiratory and Emerging Infection Consortium

(ISARIC) and the US Centers for Disease Control and Pre-

vention (CDC). Where updated versions of pre-prints or

public health reports were available, old versions were
superseded.

Selection of studies
One reviewer screened titles, abstracts and full texts against
the inclusion criteria.

Data extraction

Data were extracted by one reviewer and verified (i.e. inde-
pendently checked against pre-prints and published re-
ports) by another on (i) author (year); (ii) date published;
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(iii) country; (iv) study design; (v) study setting; (vi) sample
size; (vii) sex; (viii) age; (ix) smoking status (e.g. current,
former, never, not stated, missing); (x) use of alternative
nicotine products; (xi) SARS-CoV-2 testing; (xii) SARS-
CoV-2 infection; (xiii) diagnosis of COVID-19; (xiv) hospi-
talization with COVID-19; (xv) disease severity in those
hospitalized with COVID-19; and (xvi) mortality.

Quuality appraisal

The quality of included studies was assessed to determine
suitability for inclusion in meta-analyses. Studies were
judged as ‘good’ quality if they: (i) had < 20% missing data
on smoking status and used a reliable self-report measure
that distinguished between current, former and never
smoking status; AND (ii) used biochemical verification of
smoking status and reported results from adjusted analy-
ses; OR reported data from a representative/random sam-
ple. Studies were rated as ‘fair’ if they fulfilled only
criterion (i) and were otherwise rated as ‘poor’. The quality
appraisal was conducted by one reviewer and verified by a
second.

Evidence synthesis

A narrative synthesis was conducted. Data from ‘good’ and
‘fair’ quality studies were pooled in R version 3.6.3 [22]. In
a living review where new data are regularly added to the
analyses, it may be more appropriate to use a Bayesian (as
opposed to frequentist) approach where prior knowledge is
used in combination with new data to estimate a posterior
risk distribution. A Bayesian approach mitigates against
the issue of performing multiple statistical tests, which
can inflate family-wise error. A series of random-effects
hierarchical Bayesian meta-analyses were performed with
the brms [23] package to estimate the relative risk for each
comparison with accompanying 95% credible intervals
(CrIs). We first defined prior distributions for the true
pooled effect size (1) and the between-study heterogeneity
(), with u specified as a normal distribution with a mean
equal to the derived point estimate from each comparison
of interest in the immediately preceding version of this liv-
ing review [24], and t specified as a half-Cauchy distribu-
tion with a mean of O and standard deviation of 1. The
half-Cauchy distribution was selected to reflect prior
knowledge that high levels of between-study heterogeneity
are more likely than lower levels. Markov chain Monte
Carlo methods (20000 burn-ins followed by 80000 itera-
tions) were then used to generate a risk distribution for
each study, in addition to a pooled effect for the posterior
risk distribution. We report forest plots with the pooled
effect for the posterior risk distribution displayed as the
median relative risk (RR) with an accompanying 95% Crls.
We used the empirical cumulative distribution function
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(ECDF) to estimate the probability of there being a 10%
reduction or 10% increase in the RR (i.e. RR > 1.1 or
RR <0.9). Due to a lack of indication as to what constitutes
a clinically or epidemiologically meaningful effect (e.g. with
regard to onward disease transmission or requirements for
intensive care beds), we deemed a 10% change in risk as
small, but important. Where data were inconclusive (as
indicated by Crls crossing RR = 1.0), to disambiguate
whether data favoured no effect or there being a small
but important association, we estimated whether there
was > 75% probability of RR > 1.1 or RR <0.9.

Two sensitivity analyses were performed. First, a
minimally informative prior for x4 was specified as a normal
distribution with a mean of O and standard deviation of
1 and t as described above. Second, an informative prior
as described above for u was used with t specified as a
half-Cauchy distribution with a mean of 0.3 and
standard deviation of 1 to reflect greater between-study
heterogeneity.

To aid in the visualization of smoking prevalence in the
included studies, 95% bootstrap percentile confidence
intervals (CIs) were calculated for each study. We
performed 1000 bootstrap replications, with the 2.5th
and 97.5th percentiles of the empirical distribution
forming the 95% bootstrap percentile CIs [25]. It should
be noted that prevalence estimates in the included studies
were not adjusted for age, sex, socio-economic position or
region within countries.

DATA AVAILABILITY

All data contributing to the current and future review
versions are https://doi.org/10.6084/m9.
figshare.12756020. All code required to reproduce the
current and future analyses are https://doi.org/10.5281/
zenodo.4002046.

RESULTS

In the current review (version 7) with searches up to 25
August 2020, a total of 347 new records were identified,
with 233 studies included in a narrative synthesis and
32 studies included in meta-analyses (see Fig. 1).

Study characteristics

Characteristics of included studies are presented in Table 1.
Studies were conducted across 33 countries. Sixty-two
studies were conducted in the United States, 53 in China,
26 in the United Kingdom, 13 in Spain, 12 in Mexico, 11
in France, seven in Italy, six across multiple international
sites, four in Brazil and Iran, three in Israel and Turkey,
two in Bangladesh, Chile, Denmark, Finland, India, Japan
and Qatar and one from 15 further countries (see
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Records identified
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Records carried forward from
review v6
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via medRxiv
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review team (n = 5)

Records different from v6 with

Yy

reasons:
- superseded by updated versions
(n=2)

Titles/abstracts screened

Titles/abstracts excluded (n = 232)

(n = 603)

\ Full texts excluded
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\

- no data on smoking status
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Y

Studies included in
narrative

-not primary data (n = 32)

synthesis
233)

(n=

Y

Studies included in

meta-analysis
(n=32)

FIGURE | Preferred Reporting ltems for Systematic Reviews and Meta-Analyses (PRISMA) flow diagram of included studies.

Supporting information, Fig. S1). The majority of studies
used observational designs (see Supporting information,
Table S1). One hundred and fifty-five studies were con-
ducted in hospital settings, 62 studies included a commu-
nity component in addition to hospitalized patients, 14
studies were conducted exclusively in the community,
one study was conducted in a quarantine centre and one
did not state the study setting. Studies had a median of
404 (interquartile range = 115-1631) participants. The
majority of studies (93.5%) used reverse transcriptase—
polymerase chain reaction (RT-PCR) for confirmation of
SARS-CoV-2 infection, 2.6% used an antibody test to con-
firm prior infection and 3.9% further studies relied on a
combination of RT-PCR and clinical diagnosis (see
Supporting information, Table S1).

Smoking status

Categorization of smoking status was heterogeneous (see
Table 1). One hundred and forty-five studies collected data
on smoking status through routine electronic health re-
cords (EHRs), 59 studies used a bespoke case report form
for COVID-19 and 29 studies did not state the source for in-
formation on smoking status. None of the studies verified
smoking status biochemically. Notably, only 57 (24.4%)
studies reported current, former and never smoking status
(see Supporting information, Table S2a), with a further 17
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studies reporting ever and never smoking status (see
Supporting information, Table S2b). The remaining 159
studies reported current, current/former or current and
former smoking status but did not explicitly state whether
remaining participants were never smokers or if data were
missing on smoking status (see Supporting information,
Table S2c). Seventy-eight studies explicitly reported the
proportion with missing data on smoking status, which
ranged from 0.08 to 96.4%.

Use of alternative nicotine products

Five studies recorded the use of alternative nicotine prod-
ucts in current and/or former smokers but did not report
COVID-19 outcomes stratified by nicotine use [26-30].

Quality appraisal

One study was performed in a random, representative pop-
ulation sample and was rated as ‘good’ quality. Forty-six
studies were rated as ‘fair’ quality. The remaining 186
studies were rated as ‘poor’ quality (see Table 1).

Smoking prevalence by country

Unadjusted smoking prevalence compared with overall es-
timates for national adult smoking prevalence split by
country and study setting is presented in Fig. 2a,b. Lower

Addiction, 116, 1319-1368
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FIGURE 2 (a) Weighted mean prevalence of current smoking in included studies with 95% bootstrap confidence intervals (Cls) compared with

national current smoking prevalence (solid red lines), split by country. Shape corresponds to study setting (community, community and hospital, hos-

pital) and shape size corresponds to relative study sample size. (b) Weighted mean prevalence of former smoking in included studies (where this was
reported) with 95% bootstrap Cls compared with national former smoking prevalence (solid red lines), split by country. Shape corresponds to study
setting (community, community and hospital, hospital) and shape size corresponds to relative study sample size. [Colour figure can be viewed at

wileyonlinelibrary.com]

than expected current smoking prevalence was generally
observed. Former smoking prevalence was more similar
to expected prevalence when reported. National smoking
prevalence estimates used for comparison are presented
in Supporting information, Table S3.

SARS-CoV-2 testing by smoking status

Three studies provided data on access to SARS-CoV-2 diag-
nostic testing for those meeting local testing criteria by
smoking status. In a cohort study of US military veterans
aged 54-75 years [31], current smokers were more likely
to receive a test: 42.3% (1603 of 3789) of the sample were
current smokers compared with 23.8% of all veterans aged
50+ years using any tobacco product between 2010 and
2015 [32]. In the UK Biobank cohort [33], former
(RR=1.29,95% CI =1.14-1.45, P < 0.001) and current
(RR = 1.44, 95% CI = 1.20-1.71, P < 0.001) compared

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction

with never smokers were more likely to receive a test in a
multivariable analysis. In an Australian rapid assessment
screening clinic for COVID-19 [34], 9.4% (397 of 4226)
of the self-referred sample (subsequently assessed by a
health-care professional to decide on testing) were current
smokers. Current compared with former or never smokers
were less likely to require a test (RR = 0.93, 95%
CI = 0.86-1.0, P = 0.045).

SARS-CoV-2 infection by smoking status

Forty-five studies provided data on SARS-CoV-2 infection
for people meeting local testing criteria by smoking status
(see Table 2). Meta-analyses were performed for one ‘good’
and 16 ‘fair’ quality studies (see Figs 3 and 4). Current
smokers were at reduced risk of testing positive for SARS-
CoV-2 compared with never smokers (RR = 0.74, 95%
Crl = 0.58-0.93, t = 0.41, 95% CI = 0.24-0.64). The

Addiction, 116, 1319-1368
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FIGURE 2 Continued.

probability of current smokers being at reduced risk of
infection compared with never smokers (RR < 0.9) was
95%. Former compared with never smokers were at
increased risk of testing positive, but data were inconclusive
(RR = 1.05, 95% CrI = 0.95-1.17, = = 0.17, 95%
CI = 0.10-0.26) and favoured there being no important
association. The probability of former smokers being at
increased risk of infection (RR > 1.1) compared with never
smokers was 21%. Results were materially unchanged in
the two sensitivity analyses (see Supporting information,
Fig. S2).

Hospitalization for COVID-19 by smoking status

Twenty-nine studies examined hospitalization for
COVID-19 disease stratified by smoking status (see Table 3).
Meta-analyses were performed for eight ‘fair’ quality
studies (see Figs 5 and 6). Current (RR = 1.06,
Crl = 0.82-1.35, t = 0.27, 95% CI = 0.08-0.55) and
former (RR = 1.20, CrI = 1.03-1.44, t = 0.17, 95%
CI = 0.06-0.37) compared with never smokers were at
increased risk of hospitalization with COVID-19, but data
for current smokers were inconclusive, and favoured there
being no important association. The probability of current

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction

and former smokers being at increased risk of hospitaliza-
tion compared with never smokers was 35 and 89%,
respectively. Results were materially unchanged in two
sensitivity analyses (see Supporting information, Fig. S3).

Disease severity by smoking status

Sixty studies reported disease severity in hospitalized
patients stratified by smoking status (see Table 4). Severe
(as opposed to non-severe) disease was broadly defined
as requiring intensive treatment unit (ITU) admission, re-
quiring oxygen as a hospital inpatient or in-hospital death.
Meta-analyses were performed for eight ‘fair’ quality stud-
ies (see Figs 7 and 8). Current (RR = 1.25, Crl = 0.85—
1.93, © = 0.34, 95% CI = 0.01-0.86) and former
(RR =1.52,CrI = 1.13-2.07,t=0.29,95% CI = 0.47—
0.66) compared with never smokers were at increased risk
of greater disease severity; data for current smokers were
inconclusive, but favoured there being a small but impor-
tant association. The probability of current and former
smokers having increased risk of greater disease severity
compared with never smokers was 79 and 98%, respec-
tively. Results were materially unchanged in two sensitivity
analyses (see Supporting information, Fig. S4).

Addiction, 116, 1319-1368
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FIGURE 3 Forest plot for risk of testing positive for SARS-CoV-2 in current versus never smokers. *This was a ‘good’ quality study. [Colour figure

can be viewed at wileyonlinelibrary.com]

Forest plot of former smokers and risk of testing positive

Petrilli
Niedzwiedz
Houlihan
Govind
Parrotta
Kolin
Merkely*
Cho
Woolford
Auvinen
Rentsch

de Lusignan
Gu
Eugen-Olsen
Israel

Fillmore
Iversen

Pooled Effect

~

)

1 2
Relative Risk [95% Credible Interval]

1.46 [1.32, 1.62]
1.33[1.13, 1.57]
1.17[0.92, 1.52]
1.09[0.77, 1.59]
1.05[0.78, 1.41]
1.05[0.94, 1.17]
1.04[0.76, 1.42]
1.031[0.9, 1.19]
1.03[0.94, 1.13]
1.03[0.76, 1.39]
11[0.85, 1.16]
0.99 [0.85, 1.14]
0.95 [0.84, 1.08]
0.94 [0.73, 1.18]
0.84 [0.77, 0.91]

1.06 [0.95, 1.19]
1.03 [0.86, 1.25]

1.05[0.95, 1.17]
3

v6 testing prior

Review version
=*— Previous version (v6)
. Current version (v7)

=% Pooled effect

FIGURE 4 Forest plot for risk of testing positive for SARS-CoV-2 in former versus never smokers. *This was a ‘good’ quality study. [Colour figure

can be viewed at wileyonlinelibrary.com]

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction

Addiction, 116, 1319-1368


http://wileyonlinelibrary.com
http://wileyonlinelibrary.com

David Simons et al.

1344

(sanunuo))

(%95°5S) (%€9)  (%ELTL) (%8€) eI El0)
(04 - = (%29°1%) ST - - 9¢ 9T - - (%LTL0)9 - - T VAS ‘duepy
(%F€)
(%0 16) (%02°8) 14T (%00°T6) (%00'8)  (%S9)
- 0SS 8T - - - 124¢ 1€ - 908¢S - - - 697  S8F8S 9S/68  soyonouuero
(%EFT1L) (%cs)  (%00°00T) (%L%)
ST - - (%LS880)9 - - 1C 61 - - (%00°0) 0 - - 61 0% Aypney)
(%S¥'SL) (%9%)  (%BIT'18) (%€S)
60¢ - - (%SS¥F2) 89 - - 11T 79t - - (%68'8T) 19 - - 1943 009 OoseoUBIURI)
(%TT)
(%€5°06) (%L%'6) 069 (%64°16) (%1T'8) (%8T1)
- 88FII - {ila - - 4 - 98T /L1 - 9%S1 - - T€88T S/870T uaumIdyg
(%FF+6) (%95°S)  (%EF)  (%SS'86) (%SFTD  (%99)
15 - - - - € $S 89 - - - - 1 69 €I soya]
(%80°F%2) (%€8°'T0)  (%60F)  (%8S)  (%T9'T8) (%T9°T8) (%STTD)  (%ET9)  (%IF)
- 620T - - 865 TIT  6€4T 0€91 0¢91 - - e 12T €61 TI/%  sopery-oHg
(%66)
(%85°9%) (%8T'1%)  (%FTTD)  (%0) (%T15°5S) (%T8%E)  (%99°6) (543
- - 299 - cIe €6 097 - - PL¥YIC - TESPEL €ECLE 98¢ 60T 8¢ Jourey
(%0€°92) (%9€'9)  (%PELT)  (%E) (%09°58) (%787 (%8S'TT)  (%96)
- - 43 - ins 0¢ A - - 84S¢ - 811 8% 081¥ €Sch JIonouex
(%E6'16) (%20'8)  (%09)  (%09°68) (%0F'01)  (%6€)
8€SS - - - - 98%  $T09 IS¢ - - - - 80F  TT6E 9766  BIOA-O[[LIR)
(%6¥°62) (%cL)  (%EEcL) (%£2)
53 - - (%1500 8 - - 6¢ 1T - = (%2990 % - - ST $S Axzyoqn]
(%16°92) (%96'81)  (%TI¥H)  (%FS) (%18°82) (%611 (%LT6)  (%ST)
- - €S9 - 191 <S¢ 6¥8 - - 611 - 8T ! 1ST 0001 ouerZUAZIY
(%26°T6) (%TTs)  (BI8'T)  (%Td)  (%9TL6) (%95 1) (%6T'T)  (%ZL) (Oad
68¢T - - - 82 LT P6FL 700S - - - 08 19  ¢PIS ££99 SN) moyy
(%61°4E) (%ETTE) (%8S TE)  (%IS) (%68°0%) (%9%°€€) (%5950 (%8F)
- - 901 - 68 06 68T - - o1t - 06 69 69T $S¢ yosyuay
(%) (%) 4ayous (%) (%) 12yous (%) (%) (%) u (%) (%) 4ayous (%) (%) 12yous (%) (%) (%)u oMo doymy
PaIv)s 10N umouyun Aayows dautiof Ayows Ayows paIv)s 10N umouyun Ayowis AauLiof Apowis Ayows y1a
J4d0IN 120N JIua.LmnY) AQULIOT JuLINY [420IN 10N JIua.Lm) AQULIO] JUILINY uoyvmdoq
paziidsoy Ayumnuio)

'snyejs gunjowss £q 6 T-ATAOD YMM uonezie)dsoH ¢ IIV.L

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



1345

Living rapid review of smoking and COVID-19

[013U0D) 9SESI(] J0§ SIPIUD) =) (D ‘O[qe[leAR 10U = YN

(%8T°SL) (%TL¥72) (%67)  (%TTS8) (%8LF1) (%02)

799¢ - - ¥/8 - - 9¢sg S8¢T/ - - €971 - - 8%S8 #8071 ued
(%90°ST) (%9T°¢%) (%82 1%) (%gS)  (%0O¥'TT) (%S8°5S) (%S2°12) (%99)

807 965 - 118 - - I8¢I 819 - T9ST 009 - - 6S4T 0F1¥ nyse(

(%12)

(%0F°€T) (%18°1S) (%TeL0)  (%l¥'L) 082  (%9%¥2) (%¥%0°08) (%S6'8T)  (%SS9)  (%8L)

8¥cCT - £698 - G8SH $STI 91 L89%1 - T¥00¢ - 6LETT 1€6¢  6£009 61892 ozzry
(%C6°¢6) (%809)  (%97) (%00°¢6) (%00°2)  (%¢€L)

- L¥T - - - 91 €9C - 169 - - - 4 1572 9001 opxombz]
(%€0°T6) (%26°2)  (%L9) (%FS 1) (%TE)

- LTT - - - 1T 8¢T - (%9%'86) ¥9 - - - T <9 €0T Kreqoz,
(%TE€6) (%89'9)  (%0T1) (%79°86) (%8€'T)  (%68)

- <201 - - - Ll TSIT - 6TH6 - - - €T 19%6 €1201 so1e0g
(%61°09) (%1€)  (%FTT8) (%89)

0¢1 - - (%18'6%) 98 - - 91T 68¢ - - (%92°21) %8 - - €Ly 689 Apuopy
(%86°29) (%c0Te) (%1S)  (%88°T8) (%8%)

e - - FIT - - 9s¢ 9.T - = (%TT°L1) LS - - 1333 689 uaAngN
(%ET9T) (%T0'8S) (%19°070)  (%FT'S)  (BIS)  (%BISFI) (%TT'99) (%8TET)  (%62'S)  (%S8F)

SFF - 06T - S9¢ IFL TPLC 9/¢ - 8291 - yA%S IPT 8¢ST 6.TS [1][SEEX
(%60%) (%9¢°12) (%1%)  (%TLZ9T) (%8 12) (%89)

6 - 28T (%SSH2) ¥ - - 0T 49 - 7T (%06'TT) L€ - - 11€ 1€S Aquoqyy
(%T€09) (%00°2€) (%8970 (%TH) (%L%'69) (%99%0)  (%z8°S)  (%LS)

- - Y44 - 8¢T (0] €€ - - 933 - 97T 0¢ 11¢ $88 no
(%FS+9) (%FS)  (%S6°¢L) (%S¥)

16 - - (%9%'S€) 0S - - 91 88 - - (%S097) 1€ - - 611 097  [eauy-osis
(%TTZT) (%97°¢S)  (%00°ST)  (%LL) (%T6T0) (%ST9S)  (%€8°00)  (%F2)

- - 97 - 8 8¢ 7St - - ins - LT 01 8% 961 ouisseren
(%TF'19) (%65°8€) (%92)  (%0L'8L) (%€0)

817 - - €T - - 999 <8 - - (%0€'12) €T - - 801 9% uewid[ng
(%E8'T19) (%F8TE)  (%ee's)  (%IL) (%EEC8S) (%90°1¢)  (%19°01) (%87

- - 607 - I1tT 8T 8¢¢ - - L - 157 $1 43! 0L% eIRAIN

(%) (%) 12y01us (%) (%) 12y0ws (%) (%) (%) u (%) (%) 10youus (%) (%) 12y0ws (%) (%) (%)u aui00310 Loymy

pavIs 10N umouyun Aayouts Aautiof Aayouwis Aayowis pa3s JON umouyun Aayowis Aautiof Aayows Aayouwis yim
J4d0IN 120N JIU2LINYD AQULLIOT JUILINYD J4d0IN 120N JIULINY AQULIOT JuaLINY uonvmdoq

paziIdso Mmumuiuio)

(ponunuo)) ¢ d|qey,

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



1346 David Simons et al.

Hamer

Yanover

Rentsch

Garassino

Petrilli

Argenziano

Miyara

Gu

Pooled Effect

1

1 2
Relative Risk [95% Credible Interval]

Forest plot of current smokers and risk of hospital admission

1.41[1.13,1.77]
1.38[1.01, 2.01]
1.14[0.95, 1.37]

1.11[0.88, 1.4]
1.01[0.89, 1.14]
0.87 [0.73, 1.04]
0.85[0.62, 1.11]

0.85[0.52, 1.23]

1.06 [0.82, 1.35]

v6 hospitalisation prior

3

Review version
=~ Previous version (v6)

=&~ Current version (v7)

FIGURE 5 Forest plot for risk of hospitalization in current versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]

Yanover

Hamer

Gu

Petrilli

Garassino

Argenziano

Rentsch

Miyara

Pooled Effect

Forest plot of former smokers and risk of hospital admission

1.4 [1.05, 2.33]
1.36[1.18, 1.58]
1.31[1.14, 1.52]
1.28[1.21, 1.36]
1.12[0.91, 1.35]
1.07 [1.01, 1.13]
1.06 [0.88, 1.26]

1.02[0.91, 1.15]

1.2 [1.03, 1.44]

3
Relative Risk [95% Credible Interval]

v6 hospitalisation prior

Review version
=*— Previous version (v6)

=% Current version (v7)

FIGURE 6 Forest plot for risk of hospitalization in former versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction

Addiction, 116, 1319-1368


http://wileyonlinelibrary.com
http://wileyonlinelibrary.com

1347

Living rapid review of smoking and COVID-19

(sanunuo))

(%00°00T) (%1€)  (%00°16) (%89)
VAq - - (%000) 0 - - VA4 16 - - (%006) 6 - - 001 VA4l [oequafy
(%99°62) (%F<°07) (%SS)  (%ETLY) (%FF)
VA4 - - 4 - - 6S ¥ - - (%2719 - - VA4 901 gueg ‘ulx
(4} 0 0 0
(%00°08) (%1¥%)  (%T6'92) (%FS)
91 - - (%0000 ¥ - - 0T 0T - - (%80€09 - - 9T 8% ©BOIY B[ 9p
(%EE€6) (%1%) (%S0'98) (%8S)
- - 8¢ (%299 T - - 0¢ - - L& (%S6'€T) 9 - - (52 ¢/ 3uorx ‘3uayy
(%00°08) (%00°07) (%02) (%00°08) (%ECTET) (%0€)
- - 8T - Z (%00°0)0 93 - - 1 - 7 (%2991 ST 0S [pelpey
(%96°98) (%FE)  (%16°06) (%59)
oF - - (%F0€D) 9 - - 9% 08 - - (%606) 8 - - 88 Pel udy ‘Ys
(%F9°%6) (%L2€)  (%LSF6) (%T9)
€S - - - - (%9¢9) € 9¢ /8 - - (%9 S - - 6 8T duof ‘oery
(%92°£8) (%0T) (%00°C6) (%68)
- 4 - (wbTTr - - i - 16¢ - (% ¥ - - 164 LY X ‘g
¢ (%¥%TTI) 9 6 6< (%00°8) ¥¢ S A nx ‘s
(%00°0)  (%ecce)  (%Ta) (%12°S8) (%6TFL) (%)
- (%2999 % - - 0 T 9 - 8T - - - ¢ 1T LT wry
(%00°T2) (%07) (%00°T6) (%08)
- 8T - (%00'87) Z - - ST - 16 - (%006) 6 - - 00T 6Tl ued ‘Suepy
(%88°%8) (%TTST) (%ES) (%S0°T6) (%9%)
- % - - - - - (% - - 1598 3
9% 1 9¢ (A 61T (%S6'2) TT S 1943 ny
(%8%°C¢) (%2£°08)  (%S29€)  (%IF) (%8%°0%) (%SS'1E)  (%86°27)  (%8S)
- - 8¢ - 9¢ 157 L1T - - 89 - €S VA4 891 68T yosyuay
(%00°0) (%00°001)  (%00T) Suep
- - (%o - (%—) 0 (%= 0 (%0) 0 - - 0 = (%000) 0 € ¢ ¢ ‘Guenpy
(%00°0) (%00°0)  (%00°00T)  (%TT) (%00°0) (%00°001)  (%88)
- - 0 - 0 1 [ - - 0 - (%000) 0 8 8 6 ueM
(%00°0) (%£999)  (%e€ce)  (%99) (%00°0) (%00°00T) (%EE)
- - 0 - 4 T 9 - - 0 - ¢ (%0000 ¢ 6 duo( ‘Sueyy,
(%16°LL) (%ETS)  (%98°9T)  (%ST) (%98'98) (%TeT)  (%e8'TT)  (%F8)
- - PET - 6 6¢ (A - - 6. - 4 80T <16 S801T ‘ueno
(%) (%) 12youts (%) (%) 1ayows (%) (%) 12y0uus (%) u (%) (%) 4ayous (%) (%) 12youis (%) 1ayouis — (9,) 4ayous (%) u AIL1202S doyny
%EEM JON :Ee:«:: .E«QEM .\ES(S\. .%«QE@ oLy %Esm JON SSQ:«:: .\E«S\:m L@EL&. Aoudo UL f.bs
\LMSQZ A20IN] \“:mt:,u AJULIO] \LSSZ 120N \;EE.\EO :Q.EEEEM

ISDISIP 212095

ISDISIP 249049S-UON

snyeys Junjows Aq A)119A3s aseasi(] F HIdV.L

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



David Simons et al.

1348

(sanunuo))
(%EF12) (%00T1)
- - - - - - 0T - - (%2880 ¥ - - P1 ! orwioy
(%16°0%) (%€6°L%) (%ETH) (%¥67¢S) (%T19°0€) (%01°S)  (%EL)
(%S9 D ¥ (%0T9) ST 66 - 91T (%1€ 8 6T - 0L¢ - 01¢ G¢ 989 876 Jozopmy]
(%00°99) (%00°27) (%00°2) (%61°S2) (%IT°07) (%02%)  (%E£9)
861 - - - 18 1z 00% - - - 201 Y4 499 43 Ip[equen
(%ECE8) (%6T°58) (%S8)
S - = (%9911 - - 9 6T - = (%ILFD S - - 43 (0i2 Agpney)
(%65°98) (BIFCD)  (%L¥) (%16'8%) (%60°19) (%TS)
- 12 - - - 11 78 - 57 - L% - - 76 FLI npm
(%91°%9) (%S6°0€) (%92%)  (%TE) (%F0°02) (%S¢ €0) (%299)  (%L9)
- TS - - L¥T 8¢ 86/ - G811 - - S6¢ TIT  T69T 06%C 81eo ‘wry
(%SS16) (%8%)  (%L9'F6) (%TS) 0100UO0Y
<9 - - (%<¥'8)9 - - 12 12 - - (%EC9) P - - S/ 9%1 -o1onbep
(%68°88) (%09)  (%65°T6) (%0%)
w - - (BITTID 6 - - 18 0s - - (WIFL ¥ - - ¥ GeT  Suerf ‘uay)
(%0€°16) (%FE)  (%E6'€6) (%S9)
SOT - - (%04'8) 01 - - STT 10T - - (%209) €1 - - [atd (Y43 1OMIA-BIPN
(%FT1°LS) (%6TF1) (%880 (%ST) (%06°19) (%EE€E) (%S2)
- - ¥ - 1 T Z - - €T - L (%9LF) 1 1C 8T qmog
(%00°00T) (%81)  (%S8¥'¥6) (%18)
VAS - - - - (%000) 0 L€ FS1 - - - - (%Ts9) 6 €91 00T euIdoy
(%TTT8) (%82721)  (%8T)  (%S2°98) (%ST€T)  (%I8)
(2 - - - - 91 06 L¥E - - - - 139 00% 06% ureg
(%00°88) (%00CT) (%€ (%08°86) (%92)
44 - - - - ¢ Y4 8 - - - - (%0711 €8 801 oex
(%S6°S8) (%SOFT)  (%927)  (%68°16) (%IT'8)  (%EL)
01 - - - - LT 17T 90¢ - - - - LT 1333 657 3uog
(%8€°56) (%e€)  (%89F6) (%Tes)  (%99)
T - - - - (%9%) 9 0¢T 6%C - - - - ! €9¢ €6¢ [efoD
(%) (%) 42youts (%) (%) 4ayous (%) (%) 12yowus (%) u (%) (%) 4ayous (%) (%) 42youis (%) 4ayouis (9, 4ayous (%) u AIL1902S Aoy
%ESM J0N Sse:«:: \E«QEw LM:\:\S.\ Lm«esm ua.Lmy) @Esm JON 559&:: .\E«Q_\tm (SELQ.\ AIUWLLO UL :ﬁ\:
\\552 A20IN] \Hzm\tzb AULIO \xm\—mz A90IN] \H:w\E:D :cﬁE:Q@w

ISDISIP 21909S

ISDISIP 2420IS-UON

(ponunuo)) F I[qel,

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



1349

Living rapid review of smoking and COVID-19

(sanuruo))
(%¥FL68) (%ET°) (%Te)  (%90°S6) (%£9)
0z - - - ¥o(%ET9) ¥ 8. PST - - - (%0£€)9 (%eTT)T 91 0Fc  oeD ‘Bueyy,
(%00°9¢€) (%00°95) (%00°8) (%S¥)  (%L£9°97) (%£9799) (%ECET) (%FS)
6 - il - Z (%0000 Y4 8 - A - Foo(%eeo T 0¢ 99 X0
(%ECLY) (%£9°C1) (%¥7)  (%8T1°¢6) (%S2)
T€T - - 6T - - 0ST VAS 4 - - (%T8'9) tg - - 69% 619 X
(%¥67CS) (%1F60)  (%92'TD)  (%79)  (%00°0S) (%00°07) (%00°07)  (%00°0T)  (%LE)
(%88°S) T - 6 - S 4 A S - 4 - 4 1 (0] /T TURIMOONEBN
(%00°01) (%00°5€) (%00°sS)  (%I¢) (%L1°59) (%1767 (%89)
¥ ! - - - 44 0%  (%T99) S 8S - - - 9T 68 6C1 [ored
(%LT°L8) (%€2TD) (%20 (%FT68) (%92°01)  (%EgL)
FPT - - - - 1C 91 86¢ - - - - 8% 9% ¥ 119 [exuas
(%00°08) (%99)  (%00°007) (%EE)
4 - - (%0008) T - - b4 L4 - - (%000) 0 - - 4 9 no ‘uif
(%88°17) (%T9°99) (%91)  (%€9'8T) (%¥8°59) (%€s°ST) (%€8)
L - 17 (%0S°TT) ¥ - - 43 0¢ - 901 Y4 - - 191 €61 [nadguod
(%FE6S) (%99°0%) (%ET)  (%94°2L) (%¥TTT) (%98)
$S - - VA - - 16 9% - - el - - 865 689 Apuapy
(%6¥%°61) (%TTTs) (%¥8°€7) (%FFF)  (%9S)  (%8EFI) (%9¢°19) (%69°8T) (%8S°S)  (%£9)
61 - LIS - 9¢¢ 4% 066 0S¢ - 2901 - Y43 L6 6EL1 67LT 1| [SEE%]
(%¥TTs) (%S sh) (%ST) (%L2¥°69) (%99%7) (%28°S)  (%LS)
- - 0z - 19 (%bTO ¢ Pel - - 933 - 97T 0¢ T1S $88 no
(%ST9S) (%S2°€%) (%8T)  (%OL'TL) (%0€°87) (%T18)
1T - - 1T - - 8% 7St - - 09 - - 414 09T [[eIWy-0sIS
(%T07¢6) (%86'9) (%Tg) (%¥%9°28) (%9¢°CT) (%29)
- - oF - ¢ - 197 - - 8. - 11 - 68 €T umgpserepy
(%€L°€6) (%87)  (%8T°06) (%T12)
69T - - (%LT9) 81 - - 18T 0s9 - - (%cL6) 0L - - 0TL £00T ua)
(%0£°06) (%0€'6)  (%ET) (%06'16) (%0T'8)  (%98)
- L1901 - - - 680T 90ZTT - 8TLI1L - - - 77€9 05082 95/ 68  SOUONOUTRI)
(%) (%) 4qows (%) (%) 4yows (%) (%) 4qows (%) u (%) (%) 4»ous (%) (%) 4qowss (%) 1ayouis  (9;) 4oyouts (%) u fni0aas doymy
wEEm JON :EQ:%E xmv?:\:w LS\EQ LSNQE@ ua.Lmy %Esm JON ESQ:V:E \G«Q_\:m (SELQR AUWAO UL f.bs
\Lgmz A20IN] \EELSU AoWLIOT \LSGZ A20IN] \“tn\C:O :QEEE@&

ASDISIP 212098

ISDISIP 24209S-UON

(ponunuo)) ¢ dqeL

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



David Simons et al.

1350

(%00°0€) (%00°02) (%8)  (%8T°09) (%28°6€)  (%T16)
9 - - - - 2! 0T 9¢1T - - - - 06 97T 9%T np
(%eecs) (%2997 (%0€)  (%F1°82) (%9817 (%T9)
P - - - - 4s S61 11¢ - - - - /8 86¢ 19  udyp ‘oeyy,
(%€6°0) (%1S°19) (%0T°€€) (%SEP) X0)
4 - 164 - LTh 9¢ 9871 - - - - - - YN - -Aorsiddip
(%F¥+6) (%ST)  (%18°68) (%6T°01)  (%SZ)
43 - - - - (%95°9) T 9¢ L6 - - - - ins 80T 44! ung ‘novz,
(%00°S2) (%00°S7)  (%ST) (%T8°29) (%8T°7E)  (%F8)
- 71 - - - ¥ 91 - 65 - - - 8T L8 €01 poysIoN
(%S2°ST) (%06°6€) (%9€°¥%) (%SS)  (%TTFI) (%LT°L%) (%19°8¢€) (%FF)
0TI - $0¢ 8¢¢ - - 79/ 88 - 76T 65T - - 619 18¢€T nyseq
(%6T+T) (%00°0S) (%10 (%6TFD)  (%ST) (%00°S2) (%£9°9T) (%S2)
¥ - i - 9 i 8T (%9L¥) ¥ - €9 - PT (%LS°€) € 78 48 OIPIUOIN
(%00°8¢€) (%0079 (%8T) (%98°68) (%FT°01)  (%I8)
- 61 - - - 1€ 0S - S61 - - - 44 21T 29T (0]
0oy
(%€L°S8) (%LTFT)  (%8T)  (%08°T6) (%0T°2)  (%I8) -zayoues
TP1T - - - - 06T  TE¢ST 18656 - - - - € $T09 5294 ‘[93100H
(%FF08) (%95°61) (%96F)  (%6€)  (%TL08) (%P TT) (%S89)  (%09)
76T - - 12 - 8T €9¢ 8¥¥ - - 69 - 8¢ 999 816 SOOIRIN
(%69°T8) (%9)  (%66F8) (%TO'ST) (%€6)
¥ - - (%ICZD) 6 - - 49 S89 - - 171 - - 908 8S8 ueIwQ
(%00°88) (%00T)
99 - - (%00°CD) 6 - - S/ - - - - - - VN Sz ueyz,
(%6T+F) (%18°5S) (%18)  (%00°0Z) (%81)
61 - - $C - - 197 L - - (%00°0¢) ¢ - - 01 ¢¢  ewysemy
(%) (%) 42youts (%) (%) 4ayous (%) (%) 12yowus (%) u (%) (%) 4ayous (%) (%) 42youis (%) 4ayouis (9, 4ayous (%) u AIL1902S Aoy
%EEm J0N Sse:«:: \E«QEm LM:\:\S.\ Lm«esm ua.Lmy) @Esm JON 559&:: .E«Q_\:m (SELQ.\ AIUWLLO UL :ﬁ\:
[4d0IN 120N JIUdLIND AQULIOT JAd0IN AD0IN /ALY uoyvmdoq

ISDISIP 21909S

ISDISIP 2420IS-UON

(ponunuo)) F I[qel,

Addiction, 116, 1319-1368

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction



Living rapid review of smoking and COVID-19 1351

Forest plot of current smokers and risk of severe disease
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FIGURE 7 Forest plot for the risk of severe disease in current versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]

Forest plot of former smokers and risk of severe disease
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FIGURE 8 Forest plot for the risk of severe disease in former versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]
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Mortality by smoking status

Fifty studies reported mortality from COVID-19 by smoking
status (see Table 5), with nine ‘fair’ quality studies included
in meta-analyses (see Figs 9 and 10). Current (RR = 1.22,
95% Crl = 0.78-1.94, 1= 0.49, 95% CI = 0.16-0.99) and
former (RR = 1.39, 95% Crl = 1.09-1.87, t = 0.27, 95%
CI = 0.05-0.58) compared with never smokers were at in-
creased risk of in-hospital mortality from COVID-19. Data
for current smokers were inconclusive, but favoured there
being no important association. The probability of current
and former smokers being at greater risk of in-hospital
mortality compared with never smokers was 70 and
97%, respectively. Results were materially unchanged in
two sensitivity analyses (see Supporting information,
Fig. S5).

DISCUSSION

This living rapid review found uncertainty in the major-
ity of 233 studies arising from the recording of smoking
status. Notwithstanding these uncertainties, compared
with overall adult national prevalence estimates, recorded
current smoking rates in most countries were lower than
expected. In a subset of better of quality studies (n = 17),
current smokers had a reduced risk of testing positive
for SARS-CoV-2 but appeared more likely to present for
testing and/or receive a test. Data for current smokers
on the risk of hospitalization, disease severity and
mortality were inconclusive, but favoured there being
no important associations with hospitalization and
mortality and a small but important increase in the risk
of severe disease. Former smokers were at increased risk
of hospitalization, disease severity and mortality com-
pared with never smokers.

Issues complicating interpretation

Interpretation of results from studies conducted during the
first phase of the SARS-CoV-2 pandemic is complicated by
several factors (see Fig. 11):

1. Exposure to SARS-CoV-2 is heterogeneous, with differ-
ent subgroups at heightened risk of infection at differ-
ent stages of the pandemic. This will likely introduce
bias in studies assessing the rate of infection by
smoking status conducted early on.

2. Current and former smokers may be more likely to
meet local criteria for community testing due to in-
creased prevalence of symptoms consistent with
SARS-CoV-2 infection, such as cough, increased spu-
tum production or altered sense of smell or taste
[35]. Evidence from a small number of studies indi-
cates that current smokers may be more likely to pres-
ent for testing, hence increasing the denominator in
comparisons with never smokers and potentially

© 2020 The Authors. Addiction published by John Wiley & Sons Ltd on behalf of Society for the Study of Addiction

inflating the rate of negative tests in current smokers.
Infection positivity rates estimated among random
samples will be more informative than currently
available data. We identified one population study con-
ducted in Hungary reporting on seroprevalence and
smoking status [36]; however, the response rate was
fairly low, at 58.8%, and the current smoking rate
was 10 percentage points below national prevalence
estimates, thus questioning the representativeness of
the final sample. Smoking status is being collected in
at least two large representative infection and antibody
surveys in the United Kingdom [37,38].

. Testing for acute infection requires swabbing of the

mucosal epithelium, which may be disrupted in
current smokers, potentially altering the sensitivity of
assays [39].

. Diagnostic criteria for SARS-CoV-2 infection and

COVID-19 have changed during the course of the pan-
demic [40]. It was not possible to extract details on the
specific RT-PCR technique or platforms used across
the included studies due to reporting gaps. Different
platforms have varying sensitivity and specificity to de-
tect SARS-CoV-2 infection.

. Most included studies relied on EHRs as the source of

information on smoking status. Research shows large
discrepancies between EHRs and actual behaviour
[41]. Known failings of EHRs include implausible
longitudinal changes, such as former smokers being
recorded as never smokers at subsequent hospital
visits [41]. Misreporting on the part of the patient
(perhaps due to perceived stigmatization) has also
been observed, with biochemical measures showing
higher rates of smoking compared with self-report in
hospitalized patients in the United States [42]. It is
hence possible that under-reporting of current and
former smoking status in hospitals occurred across
the included studies.

. Individuals with severe COVID-19 symptoms may

have stopped smoking immediately before admission
to hospital and may therefore not have been recorded
as current smokers (i.e. reverse causality).

. Smokers with COVID-19 may be less likely to receive a

SARS-CoV-2 test or present to hospital due to lack of
access to healthcare, and may be more likely to die in
the community from sudden complications (i.e.
self-selection bias) and thus not be recorded.

. If there is a protective effect of nicotine on COVID-19

disease outcomes, abrupt nicotine withdrawal upon
hospitalization may lead to worse outcomes [12].

. During periods of heightened demand of limited

healthcare resources, current and former smokers
with extensive comorbidities may have reduced prior-
ity for intensive care admission, thus leading to higher
in-hospital mortality.

Addiction, 116, 1319-1368
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findings summarized in our review. First, clinical trials of
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FIGURE 9 Forest plot for the risk of mortality in current versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]
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FIGURE 10 Forest plot for the risk of mortality in former versus never smokers. [Colour figure can be viewed at wileyonlinelibrary.com]
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FIGURE Il A schematic of some of the interpretation issues for the association of smoking and SARS-CoV-2/COVID-19. *Indicates potential

confounding with smoking status.

the posited therapeutic effect of nicotine could have im-
portant implications both for smokers and for improved
understanding of how the SARS-CoV-2 virus causes dis-
ease in humans. Such trials should focus upon medicinal
nicotine (as smoked tobacco is a dirty delivery mecha-
nism that could mask beneficial effects) and potentially
differentiate between different modes of delivery (i.e. in-
haled versus ingested), as this can affect pharmacokinet-
ics [48] and potential therapeutic effects. A second
research priority would be a large, representative (ran-
domly sampled) population survey with a validated as-
sessment of smoking status which distinguishes
between recent and long-term ex-smokers—ideally bio-
chemically verified—and assesses seroprevalence and
links to health records.

In the meantime, public-facing messages about the pos-
sible protective effect of smoking or nicotine are premature.
In our view, until there is further research, the quality of
the evidence does not justify the huge risk associated with
a message likely to reach millions of people that a lethal ac-
tivity, such as smoking, may protect against COVID-19. It
continues to be appropriate to recommend smoking cessa-
tion and emphasize the role of alternative nicotine prod-
ucts to support smokers to stop as part of public health
efforts during COVID-19. At the very least, smoking cessa-
tion reduces acute risks from cardiovascular disease and
could reduce demands on the health-care system [49].
GPs and other health-care providers can play a crucial
role—brief, high-quality and free on-line training is
available at National Centre for Smoking Cessation and
Training.

CONCLUSION

Across 233 studies, recorded smoking prevalence was gen-
erally lower than national prevalence estimates. Current
smokers were at reduced risk of testing positive for SARS-
CoV-2 and former smokers were at increased risk of hospi-
talization, disease severity and mortality compared with
never smokers.
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