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GASTROENTEROLOGY CLINIC PEER REVIEWED

Ulcerative colitis
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With the continuing evolution of treatments and
therapeutic targets for ulcerative colitis (UC), the
outlook for patients with this condition has
improved greatly in recent years. GPs are a crucial
part of shared care for these patients, with an
important role in addressing the physical, social
and mental health consequences of UC and its
treatment.

Icerative colitis (UC) is a chronic inflammatory bowel

disease (IBD) characterised by chronic inflammation of

thelarge intestine. The pathogenesis of IBD is incompletely
understood; however, the interaction of genetic, immune,
microbiota and environmental factors are thought to lead to
immune dysregulation and intestinal damage.'

Australia has one of the highest incidences of IBD in the
world, at around 30 per 100,000 population.>* The peak age for
diagnosis of UC s the third and fourth decades oflife, resulting
in a rising and compounding prevalence.** Without adequate
disease control, UC may result in gastrointestinal symptoms
such as bloody diarrhoea, faecal urgency, incontinence, abdom-
inal pain, fatigue, weight loss and nutritional deficiencies,
together with extraintestinal manifestations that include arthritis,
skin disease and iritis. These manifestations may have a signif-
icant impact on quality of life in many patients, reducing
productivity and social participation.
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The treatment of UC has evolved significantly over the past two
decades with the development of biologic-based therapy and small
molecule inhibitors. Therapy aims to induce and maintain disease
remission to minimise gastrointestinal symptoms and risk of
long-term disability, colectomy and colorectal cancer.® Given the
complex management of UC, patients should ideally be managed
by a multidisciplinary team comprising gastroenterologists, spe-
cialist IBD nurses, dietitians, pharmacists, psychologists, colorectal
surgeons and GPs to achieve optimal health outcomes.”

This article provides an update on the management of adult
patients with UC, including preventive care, with a focus on the
role of the GP. The clinical presentation and diagnosis of UC
are beyond the scope of this article and were reviewed in the
March 2023 issue of Medicine Today.®

Disease classification
Treatment of UC is guided by the anatomical extent of disease
and severity. The Montreal classification categorises UC as:>'
o proctitis — disease involving only the rectum
o left-sided colitis — disease distal to the splenic flexure
o pancolitis — disease extending proximal to the splenic
flexure (Figure).
Over time, the distribution of disease can extend or regress."

Treatment targets

The treatment targets in most patients with UC comprise:'*

o clinical remission - this short-term target to improve
quality of life is conventionally defined as stool frequency
of three or fewer daily and the absence of rectal bleeding"

« endoscopic healing - this is defined by normalisation of
vascular pattern, absence of mucosal friability, erosions and
ulceration. It has been increasingly recognised as an
independent predictor of reduced risk of long-term
complications and is now regarded as an important
treatment goal for most patients.’? Recent data suggest
histological remission may further improve long-term
outcomes; it is an evolving aspirational treatment goal'*"

« normalisation of inflammatory markers (C-reactive
protein [CRP] and faecal calprotectin) - these noninvasive
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GASTROENTEROLOGY CLINIC continued

Proctitis (30%)

Left-sided colitis (30%)

Extensive colitis (40%)

Figure. Montreal classification of the extent of disease activity (red highlight) in ulcerative colitis (percentage of total cases).

disease activity markers have been
shown to correlate with endoscopic
activity in UC and have an
established role as surrogate indices'®

« normal health-related quality of life
- improvement in quality of life may
require additional measures, such as
dietary and psychological therapies,
as well as independent management
of immune-mediated extraintestinal
manifestations.

Assessment of disease activity

Assessment of disease activity requires a
detailed history of symptoms, including
bowel frequency, consistency, blood and
mucus passage, urgency, nocturnal bowel
actions and incontinence, as well as

assessment of fatigue, weight loss, dietary
intake and modifications and extraintes-
tinal manifestations. It is important to
complement this history with an assess-
ment of objective markers of disease activ-
ity, including serum CRP and albumin
levels, iron deficiency with or without
anaemia, and faecal calprotectin.
Endoscopic assessment has the most
supporting evidence for predicting future
disease course. However, in light of the
practical limitations related to cost, access
and patient acceptance, it should be used
judiciously.” Intestinal ultrasound exam-
ination was recently described as a useful
modality for disease assessment and has
anincreasing rolein tertiary IBD centres.'®
So far, evidence supporting this modality

TABLE 1. MODIFIED TRUELOVE AND WITTS CRITERIA FOR SEVERITY OF ULCERATIVE

COLITIS
Criterion Mild Moderate Severe*
Stool frequency <4 4105 26

Abbreviation: ESR = erythrocyte sedimentation rate.

tachycardia or raised ESR.?"??

Blood in stool Nil or minimal | Moderate amount | Large amount
Heart rate >90 beats per min No No Yes
Temperature 237.8°C No No Yes
Haemoglobin <105g/L No No Yes
ESR >30 mm/h No No Yes

* Criteria for acute severe ulcerative colitis: 26 bloody stools with at least one other criterion of anaemia, fever,
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islimited in patients with isolated proctitis
because of the limited views obtained.”®

Multiple validated and unvalidated
disease indices have been described,
including the Mayo Disease Severity
Score, Simple Clinical Colitis Activity
Index (SCCAI) and modified Truelove
and Witts Severity Index, with the general
aim of grading current disease activity as
mild, moderate or severe (Table 1).1°%
Patients meeting criteria for acute severe
UC should be referred urgently for hos-
pital admission and treatment with intra-
venous corticosteroids.*

Medical therapy
The various options for medical therapy
are summarised in Table 2.

5-Aminosalicylates
5-Aminosalicylates (5-ASAs) have long
been used for the induction and mainte-
nance of remission in people with mild to
moderate UC. They include sulfasalazine,
mesalazine, balsalazide and olsalazine, all
of which are prodrugs of the active ami-
nosalicylate component. All are available
as oral preparations. Mesalazine is also
available as a topical formulation for rectal
administration.” The median time to
clinical response for 5-ASAs is about two
to four weeks.”

Induction of remission using 5-ASAs
usually requires doses of 4 to 4.8g of oral
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mesalazine or equivalent, with daily dosing
shown to be as effective as split day dosing,
while resulting in improved adherence.”
In people with distal disease (affecting the
rectum or rectosigmoid), monotherapy with
a topical 5-ASA can be used. If remission
is not achieved with topical therapy alone,
oral 5-ASAs can be added in combination.”
In people with pancolitis and left-sided
disease, both oral and topical therapy is
recommended to induce remission, but
maintenance can be sustained with oral
5-ASA monotherapy.®** Sulfasalazine may
have additional benefit in patients with
IBD-related arthritis symptoms.?
Topical mesalazine formulations can
be administered as suppositories (con-
centrating in the rectum), foam enemas
(taking effect in the sigmoid colon) or
liquid enemas (effect extends to the
splenic flexure). To ensure clinical effec-
tiveness and adherence, education about
proper administration of these products
is crucial. Patients can continue on top-
ical therapy alone; however, patient pref-
erence and adherence are often a barrier
to ongoing topical treatment.*
Mesalazine is usually well tolerated,
with adverse effects that include headache,
abdominal pain and, rarely, interstitial
nephritis.?? Sulfasalazine may cause
deranged liver biochemistry and anaemia,
as well as the dose-related effects of head-
ache and nausea, and rare severe reactions
such as Stevens-Johnson syndrome and
toxic epidermal necrolysis.* Patients should
have routine full blood counts (FBE) and
liver function tests (LFTs) performed while
using sulfasalazine. Folic acid supplemen-
tation may help mitigate these risks.*’

Corticosteroids

Topical and oral corticosteroids should be
used only for the induction of remission.
For patients with moderate to severe UC,
systemic corticosteroids are used for induc-
tion. In the community; oral prednisolone
40 to 60 mg can be used for induction until
symptoms improve, followed by a taper of
5 to 10mg weekly, typically over six to eight
weeks.? Patients with acute severe UC

TABLE 2. MEDICAL THERAPY OPTIONS FOR ULCERATIVE COLITIS

Medication

Route of
administration

Suggested dose

Induction of remission

Maintenance of remission

5-Aminosalicylate.

S

Mesalazine Oral 2 to 4.8g daily in 1 or 1 to 3g daily in 1 or
2 doses 2 doses
PR enema 1to 4¢gdailyin 1 or 1to 4g, frequency
2 doses variable
PR suppository | 1g once or twice daily 1g, frequency variable
Sulfasalazine Oral 2 to 4 g daily in 1 or 1to 2gdailyin 1 or
2 doses 2 doses
Olsalazine Oral 1.5 to 3g daily in 1 or 1to 2g daily in 1 or
2 doses 2 doses
Balsalazide Oral 6.75g daily in 1 or 2 to 3g daily in 1 or 2 doses
3 doses
Immunomodulators
Azathioprine Oral - 2 to 2.5mg/kg daily
6-mercaptopurine | Oral - 1 to 1.5 mg/kg daily
Ciclosporin I\ 2mg/kg as 24-hour infusion | -
or 2 to 3 divided doses
Tacrolimus PR suppository | 2 mg daily for 4 weeks -
Anti-tumour necrosis factor
Infliximab IV or SC* 5mg/kg IV at weeks O, 2 5mg/kg IV every 8 weeks
and 6
Adalimumab SC 160mg at week 0, 80mg | 40mg every 2 weeks from
at week 2 week 4
Golimumab SC 200 mg at week 0, 100mg | 100 mg every 4 weeks
at week 2
Anti-interleukin 12/13
Ustekinumab Single IV 260 to 520 mg single IV 90mg SC every 8 weeks
induction then | dose, depending on from week 8 after
SC weight induction

Anti-integrin

Vedolizumab

IV or SC*

300mg IV at weeks 0, 2
and 6

300mg IV every 8 weeks
from week 14

Janus kinase inhibitors

Tofacitinib Oral 10 mg twice daily for 8 to 5mg twice daily
16 weeks
Upadacitinib Oral 45 mg daily for 8 to 16 15 to 30 mg daily

weeks

Sphingosine 1-phosphate receptor

modulator

Ozanimod

Oral

0.23 mg daily on days 1
to 4, then 0.46 mg daily
on days 5 to 7 and

0.92 mg daily from day 8

Abbreviations: IV = intravenous; PR = per rectum; SC = subcutaneous.

* For SC dosing, see Pl.

0.92 mg daily
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GASTROENTEROLOGY CLINIC continued

should be admitted to hospital for intrave-
nous corticosteroids equivalent to a min-
imum of hydrocortisone 300 mg daily.*

Itisimportant to be vigilant for the well
established adverse effects of corticosteroids
and to attempt to limit exposure to a max-
imum of three months.* Corticosteroid-
sparing agents should be considered in
patients requiring more than one course
of systemic corticosteroids in a 12-month
period.>?*

Budesonide multimatrix is a colonic-
release corticosteroid that can be used to
treat patients with mild to moderate UC
refractory to maximal 5-ASA therapy. It
has a high first-pass metabolism by the
liver, thus reducing systemic effects.” The
typical dose is 9mg once daily for up to
eight weeks.*

Rectal formulations of budesonide and
prednisolone can also help in the induc-
tion of remission for patients with proctitis
or left-sided disease.®

Immunomodulators

Azathioprine and 6-mercaptopurine
Thiopurines (6-mercaptopurine and
azathioprine) are immunomodulators
that are used for the maintenance of
remission in patients who have disease
relapse on 5-ASA therapy and those
who are corticosteroid-dependent.’**”
They are corticosteroid-sparing agents
thatare thought to reduce T-cell function.
They are metabolised via the thiopurine
S-methyltransferase (TPMT) enzyme, and
polymorphisms in the gene encoding
this enzyme can lead to variable enzyme
activity and potential toxicity. Hence,
patients should undergo TPMT genotype
testing before starting thiopurine ther-
apy.*® Thiopurines can take up to three
months to take effect, and a weaning
course of corticosteroids can be used
concurrently to achieve remission.”

The metabolism of thiopurine medi-
cations can be altered by coadministration
of xanthine oxidase inhibitors such as
allopurinol.*® Coadministration may result
in toxicity (myelosuppression) if conven-
tional doses of thiopurines are used.
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However, in the 25 to 33% of patients who
experience ‘shunting’ with thiopurine
monotherapy (preferential metabolism to
less effective and potentially toxic thiop-
urine metabolites), low doses of thiopu-
rines in combination with allopurinol may
be prescribed to improve therapeutic
effect.***? Specialist gastroenterologist
advice is recommended before pursuing
such a strategy.

Adverse effects of thiopurines include
pancreatitis, with a prevalence of 3%. If
this occurs, the thiopurine should be
ceased immediately.* Other adverse effects
include myelosuppression, specifically
leukopenia, and hepatotoxicity.” Conse-
quently, patients should be monitored with
FBE, LFTs and measurement of levels of
thiopurine metabolites. Testing for vari-
ants in the genes that encode TPMT and
nudix hydrolase 15 (NUDT15), another
enzyme involved in thiopurine metabo-
lism, may be useful to identify patients at
risk of myelotoxicity and intolerance.**

A small absolute increased risk of spe-
cific malignancies with thiopurines has
been described. Patients with IBD treated
with thiopurines have a twofold increased
risk of nonmelanoma skin cancers and
should undergo annual skin checks and
be advised on sun protection.* They also
have a slightly increased risk of lymphoma,
especially if they are positive for Epstein-
Barr virus (EBV); EBV status should be
determined before commencing thiopu-
rine treatment.* There may also be an
increased risk of high-grade cervical dys-
plasia and cervical cancer in patients with
IBD treated with thiopurines.”*

Methotrexate

Methotrexate is commonly used as an
immunomodulator in patients with
Crohn’s disease, but studies on its use in
patients with UC have not shown signif-
icant efficacy.”® Methotrexate may be used
in selected patients concurrently treated
with anti-tumour necrosis factor (TNF)
therapies to reduce the risk of anti-drug
antibody formation and thus improve
durability of effect.”
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Advanced therapies

Advanced therapies for patients with UC
encompass biologic therapies (monoclonal
antibodies) and novel small molecule
inhibitors. These medications have revo-
lutionised the management of patients
with UC over the past two decades. Clin-
ical response rates in clinical trials have
ranged from 30 to 60% over the first eight
to 12 weeks, with endoscopic remission
usually slower in onset.”*” Maintenance
of response differs across the different
agents, but generally 50 to 80% of patients
who respond remain in clinical remission
at 12 months and beyond. Real-world
response rates have generally been
reported to be higher than those achieved
in clinical trials, which may be related to
factors such as dose escalation and less
refractory patient cohorts than those par-
ticipating in clinical trials.®’

Despite their effectiveness, these
advanced therapies come at significant
healthcare expense, ranging from about
$10,000 to $25,000 annually.®' Biosimilar
medications are now available for some
biologics, which has helped reduce cost.®%

Biologics

Currently available biologic therapies for
the treatment of UC include monoclonal
antibodies to TNF-alfa, the integrin a4f37
and the interleukin (IL) 12/23. These agents
are indicated for patients with moderate
to severe UC who have not had an adequate
response or are intolerant to immunomod-
ulator therapy; they can be prescribed only
by a qualified gastroenterologist. Factors
that contribute to the choice of biologic
therapy include route of administration,
extraintestinal manifestations of disease,
side-effect profile and need for rapid
induction.

Anti-tumour necrosis factor

Infliximab, adalimumab and golimumab
are indicated for patients with moderate
to severe UC.** These agents inhibit the
production of TNF-alfa, a proinflamma-
tory cytokine implicated in the pathogen-
esis of UC.
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Infliximab can be administered either
subcutaneously or intravenously, with the
intravenous formulation shown to rapidly
induce remission in patients with moderate
to severe UC. Golimumab and adali-
mumab are administered as subcutaneous
injections. Anti-TNF medications are
effective for the treatment of many
immune-mediated extraintestinal mani-
festations of UC, such as joint disease and
skin and ocular complications.

Anti-TNF drugs are associated with
an increased risk of opportunistic and
serious infections, especially when they
are used in combination with an immu-
nomodulator.” Anti-TNF drugs may also
be associated with a slightly increased risk
of lymphoma and melanoma.* They are
contraindicated in patients with multiple
sclerosis and in those with New York
Heart Association class III to IV heart
failure.*

Anti-interleukin 12/23

Ustekinumab is a monoclonal antibody
that inhibits the p40 subunit common to
the proinflammatory cytokines IL-12 and
IL-23. It was listed on the PBS for the treat-
ment of moderate to severe UC in May
2023.% It is given as a single intravenous
induction infusion based on weight,
followed by a 90 mg subcutaneous dose
every eight weeks. Safety data from trials
of up to four years have been reassuring
to date, with adverse effects comparable
with placebo.”>5¢

Anti-integrin

The anti-integrin antibody, vedolizumab,
is indicated for moderate to severe UC
when the response to immunomodulator
therapy is inadequate.”” Vedolizumab is
administered as an infusion every eight
weeks. It acts predominantly by inhibiting
the interaction between a4p7-integrin on
lymphocytes and adhesion molecules on
the intestinal vascular endothelium. This
prevents the migration of lymphocytes
into the intestinal mucosa, reducing intes-
tinal inflammation.” This mechanism of
action gives vedolizumab a favourable
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safety profile, as it does not have a systemic
immunosuppressive effect.

Small molecule agents

Janus kinase inhibitors

Tofacitinib and upadacitinib are oral Janus
kinase (JAK) inhibitors that block
cytokine signalling and reduce inflam-
mation.”! They have been shown to rapidly
induce and maintain remission in patients
with UC. They have a dose-dependent
association with an increased risk of seri-
ous infections, especially herpes zoster
(shingles).”>”* JAK inhibitors are associ-
ated with increased risk of dyslipidaemia,
major adverse cardiovascular events and
venous thromboembolism.” The patient’s
lipid profile should be checked at baseline
and eight to 12 weeks after commencing
JAK inhibitor therapy.”

Sphingosine-1-phosphate receptor
inhibitors

Ozanimod is a sphingosine-1-phosphate
receptor modulator that regulates lym-
phocyte migration and blocks infiltration
into inflamed mucosa.” It has been shown
to induce and maintain remission in
patients with moderate to severe UC. It
may be associated with hypertension,
bradyarrhythmia and macula oedema in
patients with increased risk, such as those
with diabetes mellitus.”

Surgery

Despite advances in medical therapy,
patients with medically refractory disease
- either chronically active disease or an
acute severe episode that requires hospit-
alisation — may need colectomy.” Further,
patients with longstanding active disease
are at increased risk for the development
of colitis-associated dysplasia and cancer.
Surveillance for dysplasia and evolving
endoscopic techniques may enable
endoscopic resection of foci of dysplasia,
but in the case of multifocal dysplasia,
especially that deemed to be endoscop-
ically unresectable, colectomy may be
the most appropriate option. Such cases
are best discussed in a multidisciplinary
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setting of gastroenterologists, colorectal
surgeons and pathologists.””

After colectomy, options for long-term
restitution of faecal output include a
permanent end ileostomy, ileal pouch
anal anastomosis or, in specific cases, an
ileorectal anastomosis.” The choice of
option typically involves shared decision
making between the patient, surgeon and
gastroenterologist, depending on multiple
disease- and lifestyle-related factors.

Extraintestinal manifestations
Up to 50% of patients with IBD develop
at least one extraintestinal manifestation
of disease with a significant impact on
quality of life.”*** Extraintestinal mani-
festations can precede the diagnosis of
IBD or develop later in the disease course.
The most common are arthritis, skin
disease and eye inflammation; less com-
monly, the liver, kidneys or pancreas are
involved. Some extraintestinal manifes-
tations parallel disease activity and
respond to treatment of intestinal inflam-
mation; however, others occur inde-
pendently of disease state and may require
targeted therapy.®'

Inflammatory arthropathies are the
most common extraintestinal manifes-
tation, with a prevalence of 7 to 25% in
patients with IBD. They include ankylos-
ing spondylitis, reactive arthritis and
psoriatic arthritis.®? Skin manifestations
include erythema nodosum and pyo-
derma gangrenosum.®” Ocular manifes-
tations occur in about 12% of patients
with IBD, with the most common being
episcleritis, scleritis and uveitis; they are
often independent of bowel disease
activity.¥

The choice of IBD medication for an
individual may be influenced by the
presence of specific extraintestinal
manifestations, as some biologics and
small molecule inhibitors are more
effective for controlling these symptoms
than others.®* For example, TNF-alfa
antagonists and JAK inhibitors may be
chosen for patients with axial spondylo-
arthropathy.®* GPs should screen for
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extraintestinal manifestations and also
consider nonpharmacological manage-
ment options that can provide symptom
relief, such as physical exercise and phys-
iotherapy for arthropathies.*

Managing an acute flare

Patients may present to their GP with a
change in their bowel symptoms from
baseline. This could include increased
frequency of bowel motions, bloody diar-
rhoea, mucus, faecal urgency or abdom-
inal pain. Taking a detailed history is
important to help guide investigations
and management; suggested questions are
shown in the Box. If the patient meets the
criteria for acute severe UC, they should
be referred urgently to hospital for further
management.

Before starting a course of corticoster-
oids, patients should have investigations
to exclude causes other than IBD, includ-
ing basic blood tests (FBE; urea, electro-
lytes and creatinine levels; LFTs; CRP)
and faecal tests (faecal microscopy; culture
and sensitivity testing, and tests for
Clostridioides difficile toxin and faecal
calprotectin). After infection has been
excluded, therapy for a flare should be
commenced, with higher dose 5-ASAs or
corticosteroids. Contact with the patient’s
gastroenterologist or IBD team would be
desirable for further guidance and to
ensure early follow up.

Preventive care

The chronic nature of UC coupled with
the long-term use of immunomodulators
and immunosuppressants places patients
at higher risk of multiple adverse health
outcomes, including infections, malig-
nancy, nutritional deficiencies, reduced
bone health and, understandably, poorer
mental health. The role of the GP as part
of the multidisciplinary team is crucial in
the proactive management of these com-
plications. In general, six-monthly iron
studies and measurement of vitamin B12,
folate and vitamin D levels are recom-
mended. Replacement should be instituted
when a deficiency is identified.

Vaccines
Before commencing immunomodulators
and biologic therapy, all patients should:
o Dbe screened for latent infections,
including hepatitis B, hepatitis C,
HIV infection and tuberculosis
o have their immunity to vaccine-
preventable infections confirmed,
particularly infections that require
live vaccines, as these may be
contraindicated in patients
receiving immunosuppressant
therapy.®
In general, patients with IBD should
receive vaccinations in line with the
national vaccination schedule, including
hepatitis A, hepatitis B, tetanus, human
papillomavirus, meningococcus, influ-
enza, pneumococcus, COVID-19, measles,
diphtheria and pertussis. Patients with
IBD are at increased risk of contracting
influenza compared with age-matched
controls and should receive annual influ-
enza vaccination.®* IBD is also associated
with an increased risk of pneumonia.’”
Patients with IBD should receive the pneu-
mococcal vaccine in line with national
guidelines.*s Immunosuppressed patients
with IBD, especially those treated with
JAK inhibitors, are also at increased risk
of herpes zoster and may benefit from
receiving the recombinant shingles
vaccine.®

Malignancy screening

Patients with UC have an increased risk
of colorectal cancer compared with the
normal population.* Endoscopic surveil-
lance (colonoscopy) for dysplasia should
commence at eight years after the diag-
nosis of UC.*’ Patients with concurrent
primary sclerosing cholangitis should
commence surveillance at diagnosis.*’
Surveillance intervals are shortened in
patients with moderate to severe active
inflammation, a family history of colorec-
tal cancer, colonic strictures and previous
dysplasia.* Women should also be
enrolled in age-appropriate national
cervical cancer screening programs.*
There is insufficient evidence to support

MedicineToday

IMPORTANT QUESTIONS FOR
PATIENTS WITH AN ACUTE FLARE OF
ULCERATIVE COLITIS

¢ How many bowel motions in 24 hours?
e Is there blood or mucus in the stools?

¢ Is there faecal urgency or
incontinence?

* Do you need to get up overnight to
open your bowels?

e Have you got abdominal pain?

* Have you missed doses of your regular
IBD medications?

* Have you been travelling?
* Have you used any antibiotics recently?
* Do you have any sick contacts?

Abbreviation: IBD = inflammatory bowel disease.

a more intensive screening program.
Additionally, patients receiving anti-TNF
therapies are at increased risk of lym-
phoma and skin cancers. GPs plays a
crucial role in regular screening for these
cancers.”

Nutrition

Patients with UC are at risk of malnutri-
tion, which is associated with poor clinical
outcomes.” Patients should be screened
at diagnosis and regularly thereafter
for nutritional status, weight changes
and serum iron, folate, vitamin B12 and
vitamin D levels. Other nutrients, such
asvitamin A, vitamin C, vitamin E, potas-
sium, calcium, magnesium, phosphate,
zinc and selenium, may be checked in
appropriate patients with suspected
multiple nutritional deficiencies.” Inclu-
sion of a dietitian in the patient’s treatment
team can help provide tailored dietary
advice.

One third of patients with IBD and
active disease have iron deficiency, which
hasa significant impact on quality of life.”
Systemic inflammation may limit the
absorption of oral iron; current interna-
tional guidelines recommend intravenous
iron for patients with IBD and active
disease, moderate to severe anaemia or
intolerance to oral iron.”
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Smoking cessation

Although cigarette smoking may reduce
the risk of a diagnosis of UC, the effects
on disease prognosis and course are less
clear. Other adverse effects, including the
risk of malignancy, cardiovascular disease
and subsequent death, are higher in smok-
ers than nonsmokers.”>** Patients should
be counselled on the benefits of smoking
cessation and medications optimised to
reduce the risk of worsening of disease
activity.”

Cardiovascular health

Although data are inconsistent, patients
with IBD have been shown to have a
slightly increased risk of cardiovascular
disease.**® This risk may be greater in
patients treated with JAK inhibitors. Mon-
itoring and treatment of elevated serum
lipid levels is important in these patients.
Ozanimod is associated with hypertension
in some patients, and this should be
treated appropriately.”®

Mental health

Along with recognising the physical
symptoms of UC, GPs should regularly
screen for psychological symptoms,
particularly at the time of UC diagnosis
and during flares.”” Rates of anxiety and
depression are higher in patients with IBD
compared with the general population.”®
It has been shown that a higher burden of
UC symptoms predicts a greater level of
perceived stress in those with UC, but
there is no evidence that higher perceived
stress predicts worsening symptoms or
intestinal inflammation.”

Itis crucial to understand the psycho-
logical burden of IBD so that collaborative
care models can be adequately resourced
and utilised by the GP and patient to
optimise the patient’s health and quality
oflife." This care model can include the
use of psychological therapies, pharma-
cological interventions, screening meas-
ures and physical activity.”” Both active
psychotherapeutic treatments such as
cognitive behavioural therapy (CBT) and
antidepressants have been shown to
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reduce symptoms of depression and anx-
iety in patients with IBD.!°%1%2

Bone health

Patients with UC are at increased risk of
reduced bone mineral density (BMD) and
bony fractures, the pathogenesis of which
is multifactorial. * Although corticosteroid
use is a known risk factor for reduced
BMD, other factors may contribute.'®®
Patients should be screened for risk factors
for reduced BMD, including low vitamin
D and calcium levels, and supplementation
implemented as appropriate. Regular
weight-bearing exercise and smoking
cessation should be encouraged.®* The
Gastroenterology Society of Australia
recommends a screening dual-energy x-ray
absorptiometry (DEXA) scan at diagnosis
and then periodically thereafter."*

Most medications used to
treat UC have excellent safety data
in pregnancy and breastfeeding,
except for methotrexate,

JAK inhibitors and [ozanimod]

Pregnancy planning and
management

Pregnancy planning is an important con-
sideration for patients with UC. Ideally,
patients should be in remission for three
to six months before conception, as disease
activity during pregnancy is associated
with adverse fetal outcomes, including
pre-term birth and low birth weight.'”
Pre-pregnancy counselling by a specialist
IBD service has been shown to improve
maternal adherence with medications and
maternal and fetal outcomes.%*1%

Most medications used to treat UC
have excellent safety data in pregnancy
and breastfeeding, except for methotrex-
ate, JAK inhibitors and sphingosine
1-phosphate receptor modulators.
Cessation of other medications in the
context of pregnancy should be avoided.
Regular monitoring of disease activity
in pregnancy is reccommended. The use
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of noninvasive markers such as faecal
calprotectin level and intestinal ultra-
sound examination is supported by
emerging data, with endoscopic assess-
ment also considered safe in selected
patients, especially in the second
trimester.'0510%110

Complementary and alternative
medicines

Alongside conventional therapy, some
patients may pursue complementary and
alternative medications (CAMs). Many
of these therapies lack robust evidence.
The European Crohn’s and Colitis Organ-
isation has published consensus state-
ments on CAMs to help clinicians discuss
these therapies with patients."! Curcumin
at doses of 1500 to 3000 mg daily has been
studied in multiple small randomised
controlled trials, with some noting mild
effectiveness in preventing relapse.">'"
Curcumin should be prescribed with
caution, with rare reports of liver injury
associated with medications containing
curcumin.'*

Conclusion

The number of patients in Australia living
with UC continues to increase. Modern
therapeutic targets and treatments may
result in satisfactory clinical remission
and quality of life and reduce the risk of
complications in most patients. GPs are
a crucial part of shared care for patients
with UC, as they are in the position to
help address both the direct physical
impacts of UC and the indirect physical,
social and mental health consequences,
to ensure good long-term outcomes for
their patients. M7
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