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Insights into the role of cannabis in the
management of inflammatory bowel disease
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Abstract: Over the last decade, interest in the therapeutic potential of cannabis and its
constituents (e.g. cannabidiol) in the management of inflammatory bowel diseases (IBD) has
escalated. Cannabis has been increasingly approved for a variety of medical conditions in
several jurisdictions around the world. In animal models, cannabinoids have been shown to
improve intestinal inflammation in experimental models of IBD through their interaction with
the endocannabinoid system. However, the few randomized controlled trials of cannabis or
cannabidiol in patients with IBD have not demonstrated efficacy in modulating inflammatory
disease activity. Cannabis may be effective in the symptomatic management of IBD. Given the
increasing utilization and cultural acceptance of cannabis, physicians need to be aware of its
safety and efficacy in order to better counsel patients. The aim of this review is to provide an
overview of the role of cannabis in the management of patients with IBD.
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Introduction

The inflammatory bowel diseases (IBD), which
comprise Crohn’s disease (CD) and ulcerative
colitis (UC), are chronic immune-mediated dis-
eases of the gastrointestinal tract.! IBD is char-
acterized by periods of inflammatory flares,
quiescence, and relapse, which places a substan-
tial psychologic, emotional, and symptomatic
burden on affected individuals.? The incidence
and prevalence of IBD globally continues to
rise.>7 The current therapeutic goals in managing
patients with IBD are: a reduction in inflamma-
tion, elimination of symptoms, improvement in
quality of life, and the prevention of complica-
tions.® Advances in the understanding of the
immunopathological mechanisms behind the dis-
ease have led to the development of a number of
new effective therapies used in the induction and
maintenance of remission of disease activity.?
These have reduced the need for surgery and hos-
pitalizations, and have led to improved patient
quality of life.! Current therapies, however, are
not effective in all patients, and patients that do
respond often lose response over time!!>!12 Some

patients also complain of symptoms even when
inflammation is controlled and in remission.
Cannabis may be an adjunct to medications in
controlling inflammation, as well as improving a
patient’s symptoms and quality of life.!3

Cannabis, a drug made up of the flowers and
buds of the Cannabis sariva plant, has been used
therapeutically for centuries.!15 Ancient Chinese
cultures have reported use in their medical prac-
tices, dating back as early as 2700 BC.!5 Although
widely used recreationally during the 19th and
20th centuries, the use of medical cannabis has
exploded over the last decade, as a result of main-
stream cultural acceptance and legalization in
several countries around the world.

Cannabis contains over 100 different constitu-
ents, with A%-tetrahydrocannabinol (THC) and
cannabidiol (CBD) being the most prominent
and best characterized.!® These act on the endo-
cannabinoid system (ECS),!” and have demon-
strated analgesic and antinociceptive activity in
several animal and human models.!82! The
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primary clinical use of cannabis has been in the
management of acute and chronic pain. It may be
useful in reducing the use and dependence on
opioids in the management of pain. The constitu-
ents of cannabis, however, also act on a number
of other central and peripheral receptors, and can
impact cytokine and immunoglobulin production
as well as control immune cell migration.2224
Cannabis has been demonstrated to have anti-
inflammatory effects, and therefore may be useful
in the treatment of a number of chronic inflam-
matory conditions including IBD.25:26

Patients will often turn to complementary medi-
cations, including cannabis, in the management
of their IBD. Many physicians are unaware of the
potential therapeutic role of cannabis, due to its
relatively recent emergence and legalization for
medical use.27-28 They should, however, be famil-
iar with the its current use, evidence for a role in
symptom management and disease control, as
well as potential adverse effects, in order to safely
advise patients. The aim of this review is to pro-
vide an overview of the role of cannabis in the
management of patients with IBD. Relevant
manuscripts were included after a comprehensive
abstract review of the PubMed library and the
Cochrane database using the keywords ‘cannabis,
cannabidiol, inflammatory bowel disease, Crohn’s
disease and ulcerative colitis’.

Cannabis: mechanistic considerations
Cannabis contains a number of chemically active
compounds, including cannabinoids, terpenoids,
flavonoids, and alkaloids.?° The most active con-
stituent is the cannabinoid, THC, which is
responsible for the well-characterized psycho-
tropic effects associated with cannabis use. There
are, however, over 100 other active cannabinoids
that have been identified, each which modulates
one or more components of the body’s ECS.30 A
basic knowledge of the ECS is essential to under-
stand how cannabis may be beneficial in patients
with IBD.

The ECS consists of cannabinoid receptors,
endogenous ligands for these receptors, and the
enzymes for their synthesis and degradation.!7-30
The human body naturally produces endocannbi-
noids, which are lipid-mediators that bind to can-
nabinoid receptors, found throughout the body
(Figure 1). This complex system is involved in
regulating a number of cognitive and physiological

processes in the central nervous system including
pain, mood, appetite, stress, and memory.17-31,32
In addition, the ECS regulates physiological pro-
cesses outside of the brain, including those in the
heart, gastrointestinal tract, reproductive system,
and bone, to name a few.33-37 Physiological and
pharmacological studies have demonstrated the
ECS is widely distributed throughout the gastro-
intestinal tract, and is involved in regulation of
food intake, emesis, gastric secretion, gastric and
intestinal motility, visceral sensation, and intesti-
nal inflammation.?® The cannabinoids found in
cannabis (phytocannabinoids) act as exogenous
ligands for several of the receptors of the ECS.2°
Several synthetic cannabinoids structurally analo-
gous to the endocannabinoids have also been
developed, and these share a similar biological
action.

The two primary endocannabinoid receptors that
have been isolated are the G-protein coupled can-
nabinoid receptors CB, and CB,.%° CB, receptors
are located primarily on neural tissue including
central and peripheral neurons as well as the
enteric nervous system (Figure 1).4! CB, recep-
tors are also expressed in the central nervous sys-
tem, although most are located in immune tissues,
including neutrophils, macrophages, epithelial
cells, and subsets of T and B cells.*!42 In general,
CB, signaling mediates neuromodulatory func-
tion, while CB, signaling mediates immunomod-
ulatory activity.

CB, receptors are important in the control of gas-
trointestinal motility and gastric intestinal secre-
tion.?”#3 CB, receptor agonists were shown to
reduce gastrointestinal propulsion and transit in
animal models.*%%> Although the action on secre-
tory function has been less studied, one study did
demonstrate that gastric acid secretion was
reduced with CB, activation.#¢ This suggests a
therapeutic potential for the treatment of diarrhea
in patients with IBD.

CB, receptor activation has also been demon-
strated to increase appetite, and to promote food
intake and energy conservation.*?

Several i vitro studies have demonstrated the
importance of both the CB, and CB, in modulat-
ing intestinal inflammation. CB, and CB, recep-
tor agonists reduced experimentally induced
intestinal inflammation in several murine studies,
whereas antagonists were shown to exacerbate
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Figure 1. A schematic representation of the sites of action of cannabis (depicted by the cannabis leaf] in

the brain gut axis. Cannabis acts predominantly on CB; in the brain and the enteric nervous system of the
gastrointestinal tract. CB, receptors, located on immune cells, are also sites of action of cannabis, and these
cells will be increased in states of inflammation. CB, receptors may also regulate gut barrier function at the

level of the epithelium. Visceral pain is regulated by CB;

receptors on spinal primary afferents and in the

spinal cord. Nausea and vomiting is regulated by CB, and possibly CB, receptors in the brainstem (vomiting)
and the insular cortex (nausea). Adapted from Maccarrone and colleagues.?’

inflammation.#8-39 The ECS was physiologically
involved in protecting against excessive colonic
inflammation with activation of these receptors,
dampening smooth muscle irritation and control-
ling cellular pathways involved in inflammatory
responses.’® Activation of the CB, and CB, recep-
tors was also demonstrated to reduce visceral sen-
sitivity and pain associated with colonic distention
in animal models.>!-33

In addition to CB, and CB,, other molecular tar-
gets for the cannabinoids have been identified,
including the G-protein coupled receptors 18, 55,
and 119 (GRP55 and GRP119); the peroxisome
proliferator-activated receptor (PPAR); the sero-
tonin-1A receptor (5-HT1A); and the transient
receptor potential vanilloid 1 (TRPV1.)38:5456
The administration of cannabis, through its inter-
action with the various receptors of the ECS,
modulates the gastrointestinal system by increas-
ing appetite and reducing nausea, gastric secre-
tions, intestinal contractility, peristalsis, visceral
sensation as well as intestinal inflammation
(Figure 1).38

Cannabis use in patients with IBD

Patients with IBD often turn to complementary
medications, including various forms of cannabis,
to combat symptoms related to their disease.
Patients have reported using cannabis to relieve
symptoms of abdominal pain, nausea, diarrhea,
anorexia, as well as to improve mood and quality
of life.>”-59 In an anonymous questionnaire-based
study, IBD patients reported that cannabis
improved abdominal pain (83.9%), abdominal
cramping (76.8%), joint pain (48.2%), and, to a
lesser extent, diarrhea (28.6%).57

Large epidemiological studies to determine the
proportion of people with IBD that use cannabis
have been difficult to perform due to the legali-
ties associated with cannabis use. Several
patient-reported studies indicate that between
6.8 and 17.6% of IBD patients actively use
cannabis,27:57-60

A Spanish study demonstrated that 10% of IBD
patients used cannabis; however, only one-third
of these patients informed their physician about
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active use.?’” A larger internet based survey of
1666 IBD patients across the United States
reported that only 12.8% had discussed use with
their physician.5!

A Canadian study performed in 2011 evaluated
291 patients with IBD and found that 11.6% with
UC and 16% with CD were active users,>® with
51% of patients with UC and 48% of patients
with CD reporting cannabis use during their life-
time. In this latter study, patients with a history of
abdominal surgery, chronic analgesic use, and
complementary medicine use were more likely to
use cannabis for symptom relief. A large popula-
tion-based study explored the patterns of canna-
bis use in patients with IBD.%° They demonstrated
that patients with IBD were more likely to have
used cannabis as compared with non-IBD
controls.%0 Patients with IBD also had an earlier
age of onset of cannabis use (15.7 years versus
19.6 years). There does appear to be a high rate
of cannabis use among younger patients with
IBD, with a study in a pediatric IBD clinic (18—
21 years of age) reporting that 70% of 53 patients
surveyed were current or past marijuana users.%2

Modes of administration

There are a number of potential ways of consum-
ing cannabis, including inhalation, oral ingestion,
or through topical application. Inhalation, which
includes smoking or inhaling vapors formed by
local heating (‘vaping’) rapidly elevate THC levels
in the blood stream, with an effect starting in 15—
30 min and typically lasting 2—3 h.%3 Oral prepara-
tions include ingestible oils, liquid extracts, or
incorporating cannabis products with food.
Consuming oral preparations results in a lower
bioavailability and delayed onset of action, typi-
cally starting after around an hour and lasting for
6—8 h.%* Various topical preparations are available
and are generally used for localized pain manage-
ment.®> A number of factors influence cannabis
absorption, including recent meals, and compo-
nents of these meals, inhalation techniques, and
the temperature of the vaporizer, which lead to
significant variability in bioavailability.°

Cannabis as a therapeutic option for IBD
Crohn’s disease

A small observational study performed in Israel in
2011 was the first published report of cannabis as

a therapeutic option in CD.%7 Of the 30 patients
reviewed, 21 demonstrated significant improve-
ment in subjective disease activity, as defined by
a = 4-point reduction in Harvey Bradshaw Index
(HBI) following cannabis treatment. Cannabis
use was associated with reduced need for other
medications as well as surgery. Safety data was
not reported in this study. The same research
group performed the first randomized controlled
trial of medical cannabis in CD,%8 with 21 patients
randomized to cannabis (twice daily cigarettes
containing 115 mg of THC) or placebo. Clinical
remission, as defined by a Crohn's Disease
Activity Index (CDAI) <150, was achieved in
45% in the cannabis group and 10% in the pla-
cebo group; however, this did not meet statistical
significance. Of those treated with cannabis, 90%
demonstrated a clinical response (decrease in
CDAI of >100) and 25% were also able to stop
corticosteroid therapy. Cannabis use was associ-
ated with significant improvements in quality of
life, pain scores, and appetite, but did not demon-
strate improvement in objective markers such as
C reactive protein (CRP). There were no differ-
ences in adverse effects between groups.

A larger anonymous questionnaire-based study
looking at cannabis use in 313 consecutive IBD
patients looked at pattern of use and subjective,
beneficial, and adverse effects associated with
self-administration of cannabis.’” Cannabis was
used by 17.6% of patients, with reported improve-
ments in abdominal pain, cramping, joint pain,
and diarrhea. The use of cannabis for more than
6 months in patients with CD was a strong pre-
dictor for requiring surgery, with an odds ratio of
around 5. Cannabis use may be providing symp-
tomatic benefit in these patients without modu-
lating disease activity, thereby leading to
progressive disease and increased complications
including surgery. The results of this study, and
other questionnaire-based studies, should be
interpreted with caution due to a number of
inherent biases. Participation was voluntary and
anonymous, which may lead to selection bias in
choosing patients that did use cannabis and
wanted to promote cannabis. There may be a sig-
nificant reporting bias if patients over or underes-
timate perceived benefit and side effects.
Additionally, prior clinical trials and surveys did
not include colonoscopy to assess mucosal heal-
ing. Colonoscopy is necessary to differentiate
whether symptoms improved due to reduced
inflammatory disease activity.
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A more recent study investigated oral CBD in 19
patients with medically refractory CD.%° These
patients were refractory to standard therapy (ster-
oids, thiopurines, or TNF antagonists), and were
randomized to receive 10 mg of oral CBD or pla-
cebo twice daily for 8 weeks. This was a negative
study, with no improvement in disease activity as
measured by the CDAI as well as several labora-
tory parameters between groups. There were,
however, no significant differences in adverse
effects in the treatment group as compared with
placebo. This pilot study introduced the use of an
oral formulation of cannabis as a therapeutic
option in IBD. Further studies looking at differ-
ent dosing and larger numbers of patients are
required to assess efficacy in CD.

Ulcerative colitis

There have been even fewer clinical studies look-
ing at cannabis as a treatment option in UC as
compared with CD. The first randomized con-
trolled trial was published in 2018 and investi-
gated the safety and efficacy of a CBD rich
botanical extract in patients with UC.70 Patients
(n=60) with mild-to-moderate ulcerative colitis,
on a stable dose of mesalamine therapy, were ran-
domized to receive a once daily oral capsule con-
taining 50 mg CBD-rich botanical extract or
placebo for 10 weeks. The CBD extract was not
well tolerated, with 90% of patients reporting
treatment-related adverse effects as compared
with 48% receiving placebo. Adverse effects did
lead to higher rates of discontinuation in the treat-
ment group, the main side effect being dizziness,
with resolution following treatment cessation.
There was no difference in the primary endpoint
of clinical remission (Mayo score of <2 with no
subscore >1) between groups (28% for CBD-
extract and 26% for placebo.) There was, how-
ever, a trend toward improved quality of life scores
and improvement in patients’ global impression of
change based on per-protocol analysis.

An abstract presentation at European Crohn’s
and Colitis Organization Congress (ECCO) 2018
reported on effects of smoking cannabis cigarettes
as compared with placebo in 28 patients with
moderate-to-severe UC.”! Those randomized to
cannabis demonstrated improved clinical disease
activity scores, with no significant improvement
in endoscopic disease activity scores. Biomarkers,
including fecal calprotectin and CRP, however,
did not change significantly.

IBD-combined

A prospective observational study assessed the
impact of inhaled cannabis on quality of life and
disease activity.’? Patients (n=13) with long
standing IBD, (11 CD and 2 UC) were pre-
scribed cigarettes (50 g dry processed plant/
month) and followed up for 3 months. Patients
reported improvements in health perception
(p=0.001), social functioning (p =0.0002), abil-
ity work (p=0.0005), physical pain (p =0.004),
and depression (p =0.007). There were also sig-
nificant improvements in disease activity in the
patients with CD, measured by the HBI as well as
a significant improvement in weight.

An unpublished meta-analysis of 100 patients
from nonrandomized studies and randomized
controlled trials up until July 2018, looking at
safety and efficacy of cannabis/cannabinoids in
IBD was presented at the ECCO Congress
2019.73 The authors concluded that cannabinoids
were not effective in inducing remission of disease
(RR=1.29,95% CI 0.68-2.47). They did report,
however, significant differences in disease activity
scores in the intervention group compared with
the control group. There was improvement in
symptom and quality of life scores associated with
cannabinoids. The data suggest a limited efficacy
of cannabis in inducing remission of disease activ-
ity. The current studies, however, are small, with
various formulations, doses, and mechanisms of
delivery. The main observational and randomized
clinical trials are summarized in Table 1.

Safety and adverse effects

The long-term safety profile of cannabis in
patients with IBD has not been established. The
current studies, which include use of oral and
inhaled formulations, describe common side
effects, including headache, sleepiness, nausea,
and dizziness.®”70 The study of the CBD-rich
botanical extract reported increased rates of
adverse effects in patients randomized to the ther-
apeutic product as compared with placebo; how-
ever, the majority of these were mild-to-moderate
in severity.”? Adverse effects did lead to higher
rates of discontinuation in the treatment group.
The main adverse effect reported was dizziness,
with resolution following treatment cessation.
There were no significant differences in adverse
effects in the other randomized trials. Cannabis
use has been associated with a number of adverse
short- and long-term physical and psychological
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Table 1. Summary of observational studies and clinical trials of cannabis in inflammatory bowel disease.

Study Year Country  Study design IBD Number Product Safety Findings
Naftali¢? 2011 Israel Retrospective CD 30 Oral or Not reported  Improvement in disease
Observational Inhaled activity (=4 point
Cannabis reduction in HBI score].
A reduction in need for
other medications
Lahat’? 2012 Israel Prospective CD 13 50g dry Not reported  Improvement in quality
Observational and processed of life scores and disease
uc cigarettes activity indices (HBI)
per month
Naftali¢® 2013  Israel Prospective CD 21 Cigarettes No difference  No difference in clinical
Placebo containing in adverse remission. (CDAI
Controlled Trial 115 mg THC effects score <150) Benefits
twice daily between in clinical response
groups (decrease in CDAI of
>100) and steroid
use. Improvement in
symptoms (sleep and
appetite)
Naftali¢? 2017  lIsrael Prospective CD 19 Oral CBD No difference  No beneficial effects in
Placebo 10 mg twice in adverse IBD. (Decrease in CDAI
Controlled Trial daily effects >70)
between Safe and well tolerated
groups
Irving”® 2018  United Double Blind uc 60 Oral capsule  Higher mild-  Not effective in inducing
Kingdom  placebo containing 50  moderate remission. (Mayo score
controlled, mg CBD rich  adverse of <2 with no sub score
Parallel-group botanical effects in >1)
extract taken  treatment Improved quality of life
twice daily group (90% and global impression of

versus 48% in

change scores.

placebo)

CBD, cannabidiol; CD, Crohn’s disease; CDAI, Crohn's Disease Activity Index; HBI, Harvey-Bradshaw Index; IBD, inflammatory bowel diseases; THC,
A’-tetrahydrocannabinol; UC, ulcerative colitis.

health effects in studies of the general population.*
The adverse effects are exacerbated in young
people.

Short term

The acute effects of cannabis are usually tran-
sient, lasting a few minutes to hours after con-
sumption.”> Cannabis has a number of
psychotropic effects, the main reason for its rec-
reational use. This varies between individuals,
but can include euphoria, a heightened awareness
of music and color, and increased appetite.
However, it can have a number of negative cen-
tral effects, including impaired working and epi-
sodic memory loss/lapse.”%77 Memory impairment

is usually dose dependent, with the onset of effect
occurring more rapidly if inhaled rather than if
consumed orally. Cannabis has also been shown
increase impulsivity, reduce inhibition, and
impair decision-making.”8

Cannabis and its active component, THC, is
known to produce transient, dose-dependent psy-
chotic symptoms, including hallucinations and
delusions, in human studies.”® Heavy use, partic-
ularly with high potency forms, and early age of
onset of use, increase the risk of psychotic symp-
toms and development of psychotic illness.”9-8!
Other short-term adverse effects that have been
described include panic, anxiety, tachycardia,
and dry mouth.28
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There has been a recent increase in the consump-
tion of foods containing cannabis (edibles) in
both the recreational and medicinal setting.82 The
most significant difference between ingestion and
inhalation of cannabis is the delayed onset of
action associated with ingestion.% This may lead
to greater than intended consumption of the drug
before it has taken effect, resulting in serious
adverse effects, overdose, and even death.82-8¢ To
promote safe use and prevent adverse effects, it is
important to educate patients on how edibles
affect the body.

Long term

Prolonged cannabis has been associated with a
number of long-term neurocognitive side effects.
One of the main long-term consequences is the
risk of addiction. Among individuals who experi-
ment with cannabis, 9% became dependent, with
higher rates of dependence if initially consumed
as a teenager.8%-8¢ As with other addictive sub-
stances, attempting to stop may lead to with-
drawal symptoms, which makes cessation
difficult.87 Cannabis has also been labeled a gate-
way drug, with increased susceptibility to other
drug addictions.88

Although long-term memory impairments have
been reported, confounding factors such as base-
line cognitive function, concurrent use of other
cognitively impairing substances, mental health
comorbidities, and age of use make a causal rela-
tionship difficult to establish.”> Functional neuro-
imaging studies have demonstrated subtle
differences in brain activity between cannabis users
and controls; however, the clinical implications of
these differences are difficult to determine.8 Use
during adolescence, a period of brain develop-
ment, is associated with reduced functional con-
nectivity of the brain.?%1 This is reflected in a
significant decline in IQ scores in adolescents that
frequently use cannabis, with a greater decline in
more persistent users.%?

Cannabis use has been associated with a number
of mental health issues. Epidemiological research
suggests chronic use increases the risk of psychoses
and may exacerbate the clinical course of patients
with schizophrenia.80%:81:93 There has also been an
association with anxiety and depression.94-96

Prolonged cannabis use is associated with a num-
ber of physiological effects. Cannabis has also

been demonstrated to have detrimental effects on
male and female fertility, and may also impact
fetal neurodevelopment.®7-%° There has also been
an association with increased cardiovascular risks,
including ischemic strokes and myocardial infarc-
tions, particularly with larger doses of cannabis.100
Smoking cannabis has also been associated with
chronic bronchitis and increased rates of respira-
tory infection.10!

The most commonly reported gastrointestinal
side effect is the development of cannabis
hyperemesis syndrome.!02%:103 This syndrome,
seen in chronic cannabis users, is characterized by
recurrent episodes of severe nausea, intractable
vomiting, and abdominal pain, with a diagnosis
based on the Rome IV criteria.!9%105 The patho-
physiology of the syndrome remains unknown;
however, there may be an underlying genetic pre-
disposition.1%¢  Symptomatic relief may be
achieved by taking a hot shower, with resolution
of the problem with cannabis cessation.97

As with any medical therapy, the use of cannabis
is associated with risks and adverse effects.
Physicians should be aware of these potential
risks. The limited studies in IBD have not
reported any serious side effects but the follow-up
duration was limited. Further studies are required
to determine the long-term safety profile of can-
nabis in the management of IBD.

Cannabis in pregnancy

There is very limited data exploring the effects of
cannabis during pregnancy and lactation.!08
Cannabinoids are small lipophilic molecules and
have been demonstrated to cross the placenta in
several animal models.198109 They have also
been detected in breast milk; however, concen-
trations are low, at only 0.8% of the maternal
exposure.!10:111 Tn comparison, alcohol passes
freely into breast milk at approximately the same
concentration as in maternal blood.1?

There is conflicting evidence about the impact of
cannabis during pregnancy, with a number of
observational studies in humans confounded by
inaccurate reporting in use and confounding fac-
tors associated with use that may impact pregnancy
outcomes.!13 Several meta-analyses suggest that
cannabis use may be associated with adverse out-
comes, including low birth weigh, stillbirth, and
preterm delivery.114-116 There is emerging evidence
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that cannabis may impact neurological develop-
ment, impairing brain maturation, predisposing
the neonate to neurodevelopmental disorders and
long-term effects on cognitive function.108:109:114
Until more evidence about the short- and long-
term effects of cannabis in pregnancy is available,
women should be advised not to use it during
pregnancy and while breastfeeding.

Guidelines and clinical recommendations

Due to the current lack of evidence for the effi-
cacy of cannabis in IBD, clinical guidelines and
recommendations to assist physicians remain lim-
ited. Two recent Cochrane database reviews that
reviewed the evidence of cannabis in CD and
UC, respectively, were unable to make any firm
conclusions on the safety or efficacy of cannabis
in IBD.117

The Canadian Association of Gastroenterology
released a position statement in 2018 on the use
of cannabis for several gastroenterologic and
hepatologic disorders.!!8 They stated that canna-
bis does not appear to alter the course of the dis-
ease in IBD (for better or worse) based on the
current evidence available. They have also recom-
mended that medical cannabis should not replace
current approved medical therapies for patients
with IBD.

A clinical, scientific, and regulatory review com-
missioned by the American Crohn’s and Colitis
Foundation recently concluded that, although
cannabis may help control symptoms and improve
quality of life in patients with IBD, it has not been
demonstrated to modify disease behavior.!3 This
article outlined the current legal, regulatory, and
logistic hurdles in investigating medical cannabis
for IBD in the United States.

Conclusion and future directions

There is emerging evidence that cannabis may
play a role in the management of patients with
IBD. Many patients are already using cannabis to
help manage symptoms associated with the dis-
ease, and physicians cannot ignore this when tak-
ing histories and managing their patients.

The current studies that have explored the use of
cannabis in IBD have demonstrated improvement
in a number of gastrointestinal symptoms as well
as patient quality of life. There has been no clear

evidence, however, that cannabis modulates
inflammation or improves disease activity. The
majority of the current literature is retrospective
observational data. The few randomized trials that
have been performed are small and insufficiently
powered to detect any clinically significant differ-
ences between cannabis and placebo. Large pro-
spective randomized controlled studies with
standardized preparations of cannabis and long-
term follow up are required to assess the effective-
ness of cannabis in IBD. There have been many
regulatory obstacles in research involving medical
cannabis in a number of countries around the
world, including the United States. A recent
review, released by the Crohn’s and Colitis
Foundation (United States) has called for govern-
ment and regulatory policy change to facilitate fur-
ther research into cannabinoid-based therapies.!3

Patients often do not report cannabis use to their
treating physician. As with any drug, cannabis is
associated with potential risks and long-term
adverse effects. To better counsel patients, it is
important for physicians managing IBD to be
aware of how patients are using cannabis to man-
age their symptoms, the current evidence for its
use, as well as potential adverse effects.

In summary, cannabis may improve clinical
symptoms but has not demonstrated any improve-
ment in disease activity in IBD. The risks and
benefits of use should be considered for each indi-
vidual patient. Cannabis should not replace cur-
rent effective therapies in IBD, but can be used as
a complementary adjunct in certain patients. IBD
patients who are taking cannabis should be
advised against taking it if their medical and fam-
ily history dictates otherwise (e.g. pregnancy, age,
family history of mental illness, etc.). Further
large clinical trials looking at different formula-
tions, doses, modes of administration, and long-
term safety and efficacy are required to evaluate
the effectiveness of cannabis in IBD.
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