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The impact of tobacco smoking on treatment choice and
efficacy in inflammatory bowel disease
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Smoking significantly increases the risk of developing and worsens Crohn’s disease (CD), yet protects against the development
and reduces the severity of ulcerative colitis. It is less clear whether smoking impacts the efficacy of therapeutics in inflamma-
tory bowel disease (IBD). We review the literature regarding the relationship between smoking and the efficacy of medical and
surgical therapy in IBD. Smoking is associated with alterations in thiopurine metabolism and may affect time to disease relapse.
The outcomes of anti-tumor necrosis factor therapy in active smokers appear neutral with data lacking for newer biologics.
Smoking increases the risk of postoperative recurrence in those requiring resection for CD, likely attributable to perturbations
of the gut microbiota although further implications of these for disease onset/progression and treatment efficacy remain un-
clear. Multiple lifestyle and psychosocial confounders are likely under-recognized cofactors in the association between smok-
ing and IBD. Despite the widely promulgated risks associated with cigarette smoking in CD, more incisive data are required
to further elucidate the actual relationship between smoking and disease pathways, while accounting for the several negative
cofactors prevalent in smokers which cast uncertainty on the magnitude of the direct effect of smoking on disease pathophysi-
ology and the efficacy of therapy. (Intest Res 2021;19:158-170)
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INTRODUCTION

Smoking is the leading cause for preventable death and ac-
counts for 9% of the total burden of disease." With widespread
health promotion initiatives there has been a 10% decrease in
smoking rates over the last two decades and up to 75% of young
adults aged between 18 and 24 have never smoked, an in-
crease of 6% over the last 5 years.”

In contrast relatively higher rates of smoking have persisted
in patients with inflammatory bowel disease (IBD), in particu-
lar Crohn’s disease (CD), with prevalence rates of those who
have ever smoked ranging between 8.7% and 64% in large co-
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horts.’ It is well established that smoking significantly increas-
es the risk of developing and worsens the disease course of
CD, yet is protective against the development and reduces the
severity of ulcerative colitis (UC)."” However, what is less clear
is whether smoking impacts the efficacy of therapeutics in
IBD. Given the increased choice and availability of therapies
with differing mechanisms of action, it may be surmised that
for patients who continue smoking (i.e, failing efforts at cessa-
tion as is often encountered) there may be a preferred treat-
ment option given a potential differential impact (positive,
negative, or neutral) of smoking on individual treatments.
Hence, the aim of this paper was to review the literature re-
garding the relationship between smoking and the efficacy of
medical and surgical therapies in IBD, with particular refer-
ence to CD. A proposed algorithm for the approach to the
management of IBD in smokers is proposed based on this re-
view (Fig. 1).
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Fig. 1. Algorithm for approach to management of inflammatory bowel disease (IBD) in smokers. Qol, quality of life; UC, ulcerative colitis;

TNF, tumor necrosis factor.

METHODS

A comprehensive review of the English literature for relevant
articles from 1946 until April 2019 was performed using Med-
line (Ovid host), Embase, and the Cochrane central library.
The search strategy was designed and conducted by experi-
enced medical library staff following discussion with the study
investigators. The following key words and Medical Subject
Headings (MeSH) were used either alone or in combination

”

“inflammatory bowel’ “disease’ ‘crohn*” “ulcerative’, “nicotine”
“tobacco’ “smoking’ “smoking cessation’, “smoking reduction’,
“tobacco use cessation’, ‘electronic nicotine delivery systems,

”ou VNG » u 0«

“tobacco products; “smoker*’ “vaping’ ‘cigarette®’, “steroid*’
“azathioprine’, “biologic*, “infliximab), “thiopurine®, “‘dilatation’,
“tumor’, “tumour’, “necrosis factor’, “mesalamine’, “5 ASA’ “5
aminosal, “relapse®’, “recurr®, “outcome®’, “remission’, “re-
lapse®, “recurr®, “outcome*” and “remission.” The title and ab-
stract for identified studies were evaluated and studies that
did not relate to the research questions of interest were ex-
cluded. Additional studies were identified by a separate
search of the reference list of identified relevant studies and
review articles. A total of 354 articles were identified from the

initial search.

www.irjournal.org

THE RELATIONSHIP BETWEEN CONCURRENT
SMOKING AND OUTCOMES OF SPECIFIC THER-
APEUTICS IN IBD

1. Aminosalicylates and Inmunomodulators
No studies were identified that explored a link between effica-
cy of aminosalicylates and smoking status. The immunomod-
ulators azathioprine and 6-mercaptopurine are purine ana-
logues metabolized via a well described enzymatic pathway,
with the 6-thioguanine nucleotides (TGN) determined to be
the active metabolite. Multiple studies have shown an associa-
tion between smoking and higher 6-TGN levels.”” In a retro-
spective study of 132 patients, Poon et al.” examined the influ-
ence of multiple clinical variables on 6-TGN levels and found
smokers to have higher levels in comparison with non-/ex-
smokers (odds ratio [OR], 1.43; 95% confidence interval [CI],
1.02-2.02; P=0.041). They did not report on any clinical mark-
ers of disease response. The mechanism for the increase in
6-TGN levels is unclear particularly given that previous studies
have been demonstrated that smoking may upregulate xan-
thine oxidase transcription and activity.”

Moreover, a few studies have reported on the potential im-
pact of smoking on the efficacy of thiopurines. In a retrospec-
tive study of 163 patients with steroid-dependent IBD it was
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found that active smoking did not adversely impact rates of
steroid-free remission achieved with thiopurine therapy.” This
effect persisted across both the CD and UC cohorts, though
among the CD subgroup active smoking resulted in a higher
probability of requiring new steroid course during follow-up
(53% vs. 23%, P=0.028). In addition, active smoking was the
only independent factor associated with a higher risk of dis-
continuation of thiopurine therapy because of adverse effects.’

Thiopurines also appear effective in preventing postopera-
tive recurrence in CD. The TOPPIC study, a randomized con-
trol trial (RCT) comparing mercaptopurine and placebo in
preventing postoperative recurrence after surgical resection,
found that smokers treated with mercaptopurine were less
likely to have disease recurrence at 3 years compared to smok-
ers treated with placebo (hazard ratio [HR], 0.13;95% CI, 0.04-
0.46)." Conversely there was no difference in recurrence rates
between the mercaptopurine and placebo groups in non-
smokers. Moreover, there was no disparity in reoperation rates
as per a retrospective analysis of smoking and azathioprine
between smokers and non-smokers."" Hence, these findings
potentially suggest that despite concurrent smoking, com-
mencing thiopurines early after surgical resection in smokers
remains an effective strategy. However, less favorable results
have been found in studies which assessed short term re-
sponse. The POCER (Post-operative Crohn’s Endoscopic Re-
currence) study, a prospective study assessing postoperative
recurrence in CD, found that regardless of therapy with either
metronidazole, azathioprine or adalimumab, smoking signifi-
cantly increased the risk of endoscopic disease recurrence at
18 months."

It has also been suggested that smoking prolongs the time
to recurrence following thiopurine cessation. In a retrospec-
tive analysis of 141 CD patients in remission treated with aza-
thioprine for a period of 98.4 +5.7 months, non-smoking was
in fact associated with earlier relapse (OR, 2.8; P=0.006)."
These findings were also demonstrated by a GETAID study
which found that smoking was actually protective of relapse in
those treated with azathioprine for extended durations (>36
months)." The underlying mechanistic explanation for this is
unclear, but might possibly relate to a prolongation of effect of
smoking on azathioprine metabolism, leading to persistent
activity well beyond cessation of therapy.

Methotrexate, an antimetabolite that influences multiple
enzymes utilizing folate for the synthesis of purines and py-
rimidines, has been increasingly used in the management of
CD in recent decades. One retrospective study assessed the
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efficacy of antimetabolites including methotrexate in main-
taining remission of CD incorporated smoking status in the
analysis. Within the cohort of 92 patients where anti-tumor
necrosis factor (TNF) therapy was ceased following remission
and maintenance antimetabolite therapy continued, active
smoking was identified as a risk factor for relapse (HR, 1.91;
95% CI, 1.11-3.27; P=0.02) as well as perianal disease.” The
potential interaction between methotrexate efficacy and
smoking status has been further delineated in rheumatologi-
cal studies. For instance, in a review of the Swedish Rheuma-
tology Register of 1,430 patients treated with methotrexate,
current smokers were less likely to achieve a “good response”
at 3 months and at later review date post commencing metho-

trexate.'®

In a further study assessing the factors associated
with inadequate response to methotrexate in 108 patients
with rheumatoid arthritis previously naive to disease modify-
ing antirheumatic drugs, showed that current smoking and al-
cohol consumption at baseline were predictive of inadequate

response to therapy.'”

2. Anti-TNF Agents

Traditional dogma, anecdotal experience and some studies
have linked active smoking with an attenuated clinical re-
sponse to anti-TNF therapy in IBD, particularly CD, compared

with non-smokers."**

There are multiple potential mecha-
nisms at play. Smokers administered infliximab for CD exhibit
lower median trough levels than non-smokers (3.4 mg/L vs.
13.3 mg/L).* In addition, anti-infliximab antibodies were
found to be significantly higher in smokers than in non-smok-
ers, implying a diminished response to infliximab in CD based
on pharmacokinetic effects.”

From a pharmacodynamic perspective, smokers with rheu-
matoid arthritis have been found to exhibit increased TNF-a
release from stimulated T lymphocytes isolated from periph-
eral blood samples.”

However, despite these findings, the overall impact of con-
current smoking on the efficacy of anti-TNF agents remains
somewhat unclear. A systematic review by Narula and Fedor-
ak* specifically analyzed smoking and its impact on the effi-
cacy of infliximab across 10 studies comprising a total of 1,779
patients. Eight of these showed no difference in response and
relapse rates for both luminal and fistulizing CD although the
remaining 2 studies demonstrated that smokers had reduced
early response rates and shorter time to relapse.

Also, a more recent meta-analysis examining the impact of
smoking on early response to infliximab by Inamdar et al.**

www.irjournal.org
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analyzed 8 studies, comprising 1,658 patients. Most were pro-
spective studies and assessed both luminal and fistulizing CD.
Again, no clear association was found between smoking and
response to infliximab, with a relative risk (RR) of 0.99 (95%
CL, 0.88-1.11; P=0.0143) for infliximab response among smok-
ers. The limitations of this meta-analysis were similar to those
encountered by Narula et al. (indeed, both included similar
studies). These methodological limitations included the lack
of consistency and variation in the definition of smoking, both
in terms of duration and quantity of smoking. There were also
varied methods in data collection both prospective and retro-
spectively acquired and application of different symptom-based
disease indices (e.g, Harvey Bradshaw Index vs. Crohn’s Dis-
ease Activity Index).

3. Non-Anti-TNF Biologics and Small Molecules

In one of the first real world efficacy studies of vedolizumab in
CD, a reduced likelihood of achieving clinical remission after
12 months of vedolizumab was demonstrated in current or
former smokers (HR, 0.47; 95% CI, 0.25-0.89).** Furthermore,
with reference to its fellow anti-a4 integrin molecule natali-
zumab, smoking was associated with a higher likelihood of
anti-natalizumab antibody development in multiple sclerosis
patients and smoking was associated with higher risk of re-
lapse in multiple sclerosis patients on natalizumab.>*

We were unable to identify any studies that have examined
the relationship between response to ustekinumab in IBD
while accounting for smoking status. One study in psoriasis
showed no difference in therapeutic response between smok-
ers and non-smokers when assessed at 3-, 6-, and 12-month
timepoints of ustekinumab treatment.”” However another
study found that those deemed to be “insufficient” responders
were more likely to have a smoking habit of >20 cigarettes per

28

day.” Interestingly, ustekinumab appears to be the most effec-
tive option for treatment of anti-TNF induced psoriasiform skin
lesions in IBD, which have been characterized by the presence
Th17 and Th1 cell infiltrates and higher concentrations of inter-
leukin (IL)-17A-expressing T cells. Smoking (OR, 4.24; 95% CI,
1.6-13.6) was found to be the strongest predictor of these skin
lesions, hence one might extrapolate that ustekinumab could
be a preferred biologic option in current smokers as at least in
a subset of patients, smoking may promote inflammatory
pathways amenable to ustekinumab’s anti-IL-12/IL-23 activity,
though this obviously requires further confirmation both from
amechanistic and clinical perspective.”

Tofacitinib, an inhibitor of Janus kinase 1 and 3, has recently

www.irjournal.org
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been shown to be effective in the management of patients
with UC.” To date there are no studies which have examined
the impact smoking status has on the efficacy of tofacitinib in
the treatment of UC. In the rheumatological cohort where to-
facitinib is used mainly in the treatment of rheumatoid arthri-
tis there is poor quality evidence mainly in abstract form that
suggests smoking has no deleterious effect on response to to-
facitinib.”

Recently there has been safety concerns over the use of to-
facitinib at the higher dose of 10 mg twice daily identified in a
post-marketing safety trial.”” However, a recent post-hoc anal-
ysis of trials of tofacitinib in patients with UC found there was
no significant difference in the rates of deep vein thrombosis
or pulmonary embolism in patients treated with tofacitinib
compared to those on no treatment.” Nevertheless, given the
potentially increased risk of thrombosis and venous thrombo-
embolism in smokers, caution is advisable prior to commenc-
ing tofacitinib in smokers with UC. Finally, the risk of herpes
zoster infection with tofacitinib appears augmented by cur-
rent smoking status.”'

4. Fecal Microbiota Transplant

The intestinal microbiota is believed to play an integral role in
the pathogenesis of IBD.” This has naturally piqued interest in
the role of fecal microbiota transfer (FMT) in the management
of IBD. A recent systematic review and meta-analysis con-
cluded that FMT was effective in achieving induction of remis-
sion in patients with UC.* In addition, a recent pilot study
highlighted that once remission of UC was achieved with
FMT, 8 weekly FMT was effective maintenance treatment out
to 48 weeks.”” Furthermore, the utility of FMT in CD holds ear-
ly promise, with remission rates of over 50% reported in 4 case
reports and 7 prospective uncontrolled studies.”

However as yet, no studies to date have attempted to assess
whether smoking is an influential cofactor in FMT treatment
outcomes. Nevertheless, smoking has been shown to poten-
tially affect the gut microbiota by altering immune-microbial
interactions within the gut as well as mucus production.” For
instance, gut microbial diversity has been shown to be altered
by smoking status, with higher levels of Bacteroides spp one of
the most striking findings, which then appears to decrease fol-
lowing smoking cessation.”

5. The Impact of Smoking Status on Surgical/

Endoscopic Intervention(s)
While there has been significant advancement in the medical
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therapy of IBD a significant proportion of patients fail to
achieve durable remission and require surgical resection.”
Particularly in CD, a large number of patients will experience
disease recurrence proximal to the site of surgical anastomo-
sis, of which up to a third will be symptomatic and a small but
significant proportion will require a subsequent resection." In
the POCER study, endoscopic recurrence was prospectively
assessed following surgical resection. Smoking was found to
be a strong risk factor for postoperative recurrence with recur-
rence rates of 67% versus 49% (OR of 2.4), despite optimiza-
tion of medical therapy."” A risk of similar magnitude was also
demonstrated in a meta-analysis of observational studies
which demonstrated a 2-fold risk of clinical recurrence and
reoperation rates with smoking.”

Another subsequent meta-analysis assessed the impact of
smoking on the need for a subsequent first surgical resection
in both CD and UC. Again, it was found that smoking in-
creased the risk of surgical intervention in CD, though the risk
was only increased in current and not former smokers. Con-
versely, smoking was not associated with increased rates of
colectomy in patients with UC.* Importantly, this meta-analy-
sis included historical data where biologics were either not yet
established or emerging, so it is impossible to deduce the im-
pact of contemporary medical therapies on the risk of surgical
resection in this context.

Endoscopic balloon dilatation of stricturing CD is an effec-
tive, alternative to surgery in selected patients and has been
shown effective for alleviating obstructive symptoms and
avoiding surgery, with rates of surgical resection post dilata-
tion of 30% after 5 years." While a short stricture length and
absence of ulceration have been characterized as favorable
prognostic factors, conversely smoking appears to double the
risk of future stricture recurrence and the need for further in-
tervention."

IS SMOKING PURELY TO BLAME?

1. Direct Toxic Effects of Cigarette Smoke on Intestinal
Milieu/Autoimmunity

While there is little doubt, as this review has already demon-
strated, that smoking is detrimental to treatment outcomes in
IBD based on a multitude of observational data, there are re-
markably few studies that have explored the underlying
mechanisms of which and how particular constituents of to-
bacco smoking affect the intestinal milieu and/or relevant im-
mune-inflammatory pathways.
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The pathogenesis and mechanisms of how smoking leads
to many chronic diseases such as chronic obstructive airway
disease and cardiovascular disease has been well estab-
lished.”*" In IBD, smoking has been shown to exert opposite
effects on UC and CD. Yet the actual components of cigarette
smoke that interact with the intestinal mucosa, immune cells
and microbiota leading to and/or influencing this disease
state remain elusive. This is largely due to the large number of
toxic substances that are generated through combustion re-
leasing >5,000 compounds, a significant proportion of which
are ingested via the gastrointestinal (GI) tract."® Also, intestinal
function is impaired by the particulate matter consumed in
cigarette smoke with alterations in intestinal mucus secretion,
mucosal microcirculation and mucosal repair processes."

Moreover, at a cellular level cigarette smoke has been
shown to affect the dendritic cell phenotypes by way of altera-
tion in molecular and receptor function, with differential im-
pacts in UC compared with CD samples when exposed to cig-
arette smoke.” Alternate effects on dendritic cells have been
demonstrated through exposure to carbon monoxide (CO) in
cigarette smoke. CO prevents the maturation of dendritic cells
and lowers the production of pro-inflammatory cytokines and
the proliferation of effector T cells, whereas it stimulates the
secretion of the anti-inflammatory cytokine IL-10 which may
explain the beneficial effects in UC.”' Reasons as to why this
anti-inflammatory effect predominates in UC as opposed to
CD remain uncertain, yet further differences in cytokine levels
have been elucidated, with reduced IL-1§ and IL-8 levels in
smokers with UC and reduced IL-8 for smokers with CD.*

Further to the effects on immune cellular function, one ani-
mal study demonstrated that cigarette smoking triggers colitis
in mice mediated by CD4+ interferon-y+ T cells.”* Studies of
peripheral blood lymphocytes have also shown modified
telomerase expression in smokers with CD.”!

Another potential explanation for cigarette smokings role in
the risk of development of IBD may be due to influences on
gene expression. Studies of sibling pairs with IBD have shown
that smokers tend to develop CD and non-smokers are more
likely to develop UC.” Genetic studies have identified that the
genes RNF138, MT2A, and STEAP3 are up-regulated in smok-
ers with CD, highlighting a potential link between smoking,
gene expression and disease development.™

As described previously the composition of gut microbiota
has been implicated in the development and course of IBD. A
few studies have evaluated whether the gut microbiota might
be implicated in the differing influence of cigarette smoke on

www.irjournal.org
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UC and CD. Opstelten et al.”” examined gut microbial diversity
in fecal samples from patients with CD and found that species
diversity was significantly reduced in smokers, with reduc-
tions in the species Collinsella, Enterorhabdus, and Gordoni-
bacter in particular. Others have identified significantly higher
amounts of Bacteroides and Prevotella in smokers with CD
compared to non-smokers.”

2. The Interrelationship of Smoking and Other
Lifestyle Factors Which May Also Negatively Impact
Treatment Qutcomes in IBD

Contemporary data have demonstrated shifting trends of
smoking within the IBD cohort that is dependent on geograph-
ical and socioeconomic factors. While the rates of CD have re-
mained stable in developed nations across Europe in the 21st
century, the proportion of non-smokers has increased. The
opposite is true within developing nations across Asia for in-
stance, where rates of CD are increasing and non-smoking
rates have decreased.”

These geographic factors illustrate the complexities in a
chronic disease entity like IBD, with a multifactorial etiopatho-
genesis and multiple, relatively weak predictive associations
of disease prognosis, in assessing whether a variable such as
smoking status truly has an independent, significant impact
on disease course and/or treatment outcomes. Furthermore,
most of the data assessing cigarette smoking’s effect on IBD
and treatments are primarily from uncontrolled observational
studies where it is difficult to account for, much less eliminate,
the effects of residual confounders. With regards to smoking
status, the list of potential confounders which may impact any
association between smoking and adverse outcomes in IBD

Psych
comorbidity

Personality
factors
(e.g., addictive

Sedentary/
lack of
exercise

Poor
medication
adherence

Smoking cofactors

Poor diet
traits) '
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are legion as depicted in Fig. 2.

For instance, at least among the general population, those
who smoke are also less likely to engage in other health-seek-
ing behaviors such as consuming a healthier diet and engag-
ing in regular physical activity.” Yet exercise may have a pro-
tective role in the development and course of IBD. The recent

1% examined 10 studies from

meta-analysis by Engels et a
1990 to 2015 and found that high levels of exercise correlated
with a reduced risk (RR, 0.63; 95% CI, 0.50-0.79) of CD in
comparison with those with low exercise levels. Moreover, in a
large prospective study of IBD patients in remission (1,308 CD
and 549 UC/indeterminate colitis), higher levels of physical
activity were associated with lower rates of active disease of
CD (RR, 0.72; 95% CI, 0.55-0.94).° A similar association was
found in UC/indeterminate colitis however the results were
not statistically significant (RR, 0.78; 95% CI, 0.54-1.13). Multi-
ple studies have also shown that exercise improves disease re-
lated quality of life in IBD patients.”®

Furthermore, active smoking status has been linked with
consumption of high energy (lower quality) diets, exemplify-
ing the so-called “Western diet” which in turn has been impli-
cated in the development of IBD.*"* Moreover, observational
studies have shown that the risk of developing CD was re-
duced by a diet high in fruit fiber and to a lesser degree vegeta-
ble fiber.””*" Indeed, recent interventional dietary studies have
shown promise in improved disease control in CD, such as
the CD exclusion diet.”” Yet conversely, current smoking status
has been associated with lower fruit and vegetable intake,
even when controlling for gender and socioeconomic group.™

Moreover, there are considerable data supporting the no-
tion that smokers typically exhibit lower rates of treatment ad-

IBD

severity/
course

Fig. 2. Smoking cofactors. ETOH, ethanol; IBD, inflammatory bowel disease.

www.irjournal.org
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herence than non-smokers. For instance in a large employer
claims database study, current smokers were found to have
significantly lower rates of compliance with cancer screening
programs as well as lower medication adherence for multiple
chronic conditions, findings which persisted even with adjust-
ment for age, sex, ethnicity, income level, and educational
achievement.” Indeed also in IBD, current smoking was asso-
ciated with poor adherence to oral aminosalicylate therapy in
a Korean study (OR of 4.1), nonadherence to anti-TNF thera-
pies (both infliximab and adalimumab) in another study, and
higher rates of nonadherence to (any) medications in women
with IBD during pregnancy was demonstrated in smokers in
the study by Nielsen et al.”*™

The link between smoking status and psychiatric disorders
is also highly pertinent to IBD where, as in other chronic dis-
ease states, rates of comorbid anxiety and depression for in-
stance are far higher than the general population.” In turn,
psychiatric comorbidity in IBD has been independently asso-
ciated with increased disease activity, poorer disease out-
comes (e.g, increased healthcare utilization) thus poorer
quality of life.” ™ In addition, smoking has been associated
with higher rates of opioid dependence, alcohol dependence
and other substance use disorders. These cofactors again may
adversely impact on disease course and treatment adherence
inIBD.”™"

Hence, one might postulate that given the potentially large
effect size of the aforementioned factors associated with both
smoking status and IBD, that the magnitude of any direct
mechanistic or toxic effect of smoking constituents on the in-
testinal milieu or treatment(s) might in fact be dwarfed by
these cofactors, as represented in Fig. 2.

3. The Role of Unconscious and Other Biases Which
May Additionally Impact Treatment Qutcomes in
Smokers

In addition to the multiple confounding factors above inexora-

bly linked with smoking status and the overall impact on IBD

and other chronic diseases, clinicians need to be cogniscent of
unconscious (or overt) bias in relation to smokers, who have
increasingly become somewhat marginalized in the 21st cen-
tury. This bias has the potential to then only further compro-
mise treatment outcomes in smokers. A clinician or health
payer can easily depict smoking-related disease as self-inflict-
ed, similar to alcohol and liver disease or poor diet and obesity
and thus punitively restrict access to certain treatment options
for these patients accordingly. This has the potential to result
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in a reservation to prescribing actively smoking patients dose
intensification of biologics for secondary loss of response, giv-
en the expense and resource implications, especially if the in-
dividual is unable or unwilling to quit smoking. Yet this raises
ethical concerns and ultimately in a universal or user-pays
healthcare setting, this is perhaps inappropriate. For example,
one would not refuse emergency surgery for a motor vehicle
accident victim on the basis that they were not wearing a seat
belt. Unless health payers adopt a more utilitarian approach to
smoking and legislate accordingly, it remains incumbent on
clinicians to provide high quality, consistent medical care to
all individuals and smoking is just one of many unhealthy be-
haviors that humans engage in, often despite the risks.”

4. Challenges and Failures of Smoking Cessation
Efforts: Should E-Cigarettes Be Promoted as a
Pragmatic Alternative?

In addition to the potential biases as described above, there is

the potential for non-smokers and/or clinicians to underesti-

mate the difficulties of achieving durable smoking cessation.
Despite the wide range of therapies available and evaluated
for smoking cessation, including non-pharmacological (e.g,
counselling, cognitive-behavioral therapy, hypnotherapy) and
pharmacological therapies (including nicotine replacement
therapy [NRT], varenicline and bupropion),” the reality is that
durable cessation rates remain low, including in patients with
smoking-affected chronic diseases. For instance, amongst all
adult smokers in the United States in 2015, only 7.4% were suc-
cessful in smoking cessation.”' Success rates in the IBD popula-
tion are particularly hampered by lack of access to support ser-
vices with over 90% of smokers with IBD having never received
any support to cease smoking and of those who received sup-
port only 4% were counselled by their primary physician.”
One controversial yet pragmatic option in the setting of un-
successful cessation is e-cigarettes. Compared to conventional
combustible cigarettes, e-cigarettes appear to in some respects
pose less health risks. The lifetime risk of cancer from using e-

¥ Further to this a Co-

cigarettes is 0.4% of that of cigarettes.
chrane review in 2016 found that no serious adverse effects
have been detected in e-cigarette use.”” The most common
side effects of e-cigarettes are mouth and throat irritations
which resolve over time. Public Health England has promoted
the use of e-cigarettes as a tool for smoking cessation and
maintains that e-cigarettes are 95% less harmful than ciga-
rettes.”

Hajek et al.”” demonstrated in a 2019 RCT of 886 partici-
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pants that e-cigarettes are more effective for smoking cessa-
tion than NRT, when both were combined with behavioral
therapy. The 1-year abstinence rate in the e-cigarette group
was 18.0% compared with 9.9% in the NRT group (RR, 1.83;
95% CI, 1.30-2.58; P<0.001). Prior to this study, numerous
smaller RCTs found modest associations between e-cigarette
use and smoking cessation and other prospective observa-
tional studies found mixed results.”"*

An issue that has plagued the use of e-cigarettes are the lack
of regulations to control the quality and composition of ingre-
dients used in e-cigarettes. Furthermore, the aerosols generat-
ed by these products typically contain a variety of substances
including but not limited to nicotine, flavorings, additives and
tetrahydrocannabinol (THC).”' It is no surprise that recent
studies have raised concerns about other potential serious
side effects of the use of e-cigarettes. These include case re-
ports of traumatic injury as a result of e-cigarette explosion as
well as the emerging syndrome of e-cigarette, or vaping, prod-
uct use-associated lung injury (EVALI).”" The emerging
clinical syndrome of EVALI is of particular concern with the
Center for Disease Control and Prevention reporting 60 cases
that have ultimately resulted in the death of those affected.” It
is important that clinicians are aware of these significant risks
when counselling patients who are either currently using e-
cigarettes or considering its use a substitute for smoking ciga-
rettes.

The effects of e-cigarettes on the disease course and re-
sponse to therapy in IBD remains unclear. In a 2018 pilot
study, Stewart et al.”” found as expected, that compared to
controls, tobacco smokers had significantly altered intestinal
bacterial profiles, yet e-cigarette users had similar oral and in-
testinal microbiota as controls. Further research is needed to
examine the impact of e-cigarettes on the GI system and its
diseases.

DISCUSSION

In real world practice, smoking cessation, similar to endo-
scopic or histologic healing may be seen as an aspirational
goal which, despite clinicians and patients” considerable ef-
forts, unfortunately may be durably achieved in only a minori-
ty of cases. Hence, as demonstrated in this review, manage-
ment for patients with IBD should engender a holistic ap-
proach which addresses not only smoking cessation but also
multiple other lifestyle cofactors such as diet, exercise and
mental health plus optimization of medical therapeutics.
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This review has reiterated that cigarette smoking is one of
the strongest predictors of poorer prognosis and to a some-
what lesser extent, response to treatment in CD. There is evi-
dence to suggest that smoking may promote antibody devel-
opment to multiple biologics, thus confer risk of loss of re-
sponse accordingly and increase the risk of postoperative re-
currence and subsequent surgeries in CD. However further
data supporting a detrimental impact on treatment outcomes
per se are surprisingly sparse. For instance, 2 large meta-anal-
yses were unable to depict an effect of smoking status on re-
sponse to infliximab,”**’ and smoking, if anything, may have a
positive impact on thiopurine metabolism and related treat-
ment response.

Therefore, if a patient is unable to achieve smoking cessa-
tion with appropriate support, the available evidence implies
that current smokers with CD should in fact be treated more
aggressively with biologic and/or thiopurine therapy in an at-
tempt to mitigate future disease risk, especially future surger-
ies. This is in contrast to the alternative, somewhat biased ap-
proach of withholding treatment escalation in smokers until
they quit, in the hope that this will enhance disease outcomes
thereafter. But this process may take years and in reality, is sta-
tistically unlikely to happen, leading to problematic treatment
delays and potentially further IBD complications. Instead,
there is a clear need to aggressively optimize medical therapy
which represents one potentially modifiable variable to offset
the multiplicity of negative cofactors associated with active
smoking status that likely have a detrimental role in the course
and severity of IBD, yet are not so easily modifiable, including
socioeconomic and educational status, dietary behaviors and
medication (non)adherence.

Future directions of research into smoking and IBD should
also explore the potential for e-cigarettes to aid smoking ces-
sation and in the interim, minimize tobacco consumption in
IBD patients. There is evidence for growing popularity of e-cig-
arette use in the general and in the IBD population, the latter

with rates of approximately 4%.”

Although there are current
concerns around safety and lack of industry regulation, if
these can be addressed, this may hold significant promise for

refractory smokers in particular.

CONCLUSIONS
Despite the well-known risks associated with cigarette smok-

ing in CD, we require more sophisticated “big data” type stud-
ies to further elucidate the true relationship between smoking
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and disease pathways, while accounting for the several nega-
tive cofactors found in active smokers which cast significant
uncertainty on the magnitude of the direct effect of smoking
on disease pathophysiology. There are also remarkably little
data on smoking cessation strategies and outcomes specifi-
cally in IBD populations.

Finally, smokers with CD represent a challenge to clinicians
and can be a source of frustration given their adverse disease
prognosis and perceived poor health behavior. Nevertheless,
there is a shared responsibility to achieve health by both pa-
tients and clinicians. Smoking cessation strategies should
therefore be repeatedly offered and promoted by clinicians
with success more likely to be achieved in a well-resourced,
multidisciplinary, holistically-minded healthcare setting,
along with considerable patience.
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