Inducing remission in Crohn’s disease
NICE Pathways bring together everything NICE says on a topic in an interactive
flowchart. NICE Pathways are interactive and designed to be used online.
They are updated regularly as new NICE guidance is published. To view the latest
version of this NICE Pathway see:
http://pathways.nice.org.uk/pathways/crohns-disease
NICE Pathway last updated: 29 March 2021

This document contains a single flowchart and uses numbering to link the boxes to the
associated recommendations.
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Person with active Crohn's disease

No additional information

2

Enteral nutrition for children and young people

Consider enteral nutrition as an alternative to a conventional glucocorticosteroid to induce
remission for:
children in whom there is concern about growth or side effects
young people in whom there is concern about growth.
NICE has published an evidence summary on promoting tolerance of enteral feeds in children
and young people: domperidone.

3

Drug treatment: monotherapy

Offer monotherapy with a conventional glucocorticosteroid (prednisolone, methylprednisolone or
intravenous hydrocortisone) to induce remission in people with a first presentation or a single
inflammatory exacerbation of Crohn's disease in a 12-month period.
Consider budesonide1 for a first presentation or a single inflammatory exacerbation in a
12-month period for people:
who have one or more of distal ileal, ileocaecal or right-sided colonic disease and
if conventional glucocorticosteroids are contraindicated, or if the person declines or cannot
tolerate them.
Explain that budesonide is less effective than a conventional glucocorticosteroid, but may have
fewer side effects. (See the recommendations on surgery [See page 10] for when to consider
surgery early in the course of the disease for people whose disease is limited to the distal
ileum.)
Consider aminosalicylate treatment2 for a first presentation or a single inflammatory
exacerbation in a 12-month period if conventional glucocorticosteroids are contraindicated, or if
the person declines or cannot tolerate them. Explain that aminosalicylates are less effective
than a conventional glucocorticosteroid or budesonide but may have fewer side effects than a
conventional glucocorticosteroid.
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1

Although use is common in UK clinical practice, at the time of publication (May 2019), budesonide did not have a

UK marketing authorisation specifically for children and young people. The prescriber should follow relevant
professional guidance, taking full responsibility for the decision. Informed consent should be obtained and
documented. See the General Medical Council's Prescribing guidance: prescribing unlicensed medicines and
devices for further information.
2

Although use is common in UK clinical practice, at the time of publication (May 2019), mesalazine, olsalazine and

balsalazide did not have UK marketing authorisation for this indication. The prescriber should follow relevant
professional guidance, taking full responsibility for the decision. Informed consent should be obtained and
documented. See the General Medical Council's Prescribing guidance: prescribing unlicensed medicines and
devices for further information.
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Do not offer budesonide or aminosalicylate treatment for severe presentations or exacerbations.
Do not offer azathioprine, mercaptopurine or methotrexate as monotherapy to induce remission.

4

Drug treatment: add-on treatment

Consider adding azathioprine or mercaptopurine1 to a conventional glucocorticosteroid or
budesonide2 to induce remission of Crohn's disease if:
there are 2 or more inflammatory exacerbations in a 12-month period or
the glucocorticosteroid dose cannot be tapered.
Assess TPMT activity before offering azathioprine or mercaptopurine. Do not offer azathioprine
or mercaptopurine if TPMT activity is deficient (very low or absent). Consider azathioprine or
mercaptopurine at a lower dose if TPMT activity is below normal but not deficient (according to
local laboratory reference values).
Consider adding methotrexate3 to a conventional glucocorticosteroid or budesonide to induce
remission in people who cannot tolerate azathioprine or mercaptopurine, or in whom TPMT
activity is deficient, if:
there are 2 or more inflammatory exacerbations in a 12-month period or
the glucocorticosteroid dose cannot be tapered.
Follow BNF/BNFC cautions on prescribing methotrexate.
See monitoring for guidance on monitoring the effects of azathioprine, mercaptopurine and
methotrexate.

5

Drug treatment: biological therapy

Infliximab and adalimumab
When a person with Crohn's disease is starting infliximab or adalimumab (in line with the NICE
technology appraisal guidance recommendations below), discuss options of:
monotherapy with one of these drugs or
combined therapy (either infliximab or adalimumab, combined with an
immunosuppressant).
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1

Although use is common in UK clinical practice, at the time of publication (May 2019) mercaptopurine and most

preparations of azathioprine did not have a UK marketing authorisation for this indication. The prescriber should
follow relevant professional guidance, taking full responsibility for the decision. Informed consent should be
obtained and documented. See the General Medical Council's Prescribing guidance: prescribing unlicensed
medicines and devices for further information.
2

Although use is common in UK clinical practice, at the time of publication (May 2019) budesonide did not have a

UK marketing authorisation specifically for children and young people. The prescriber should follow relevant
professional guidance, taking full responsibility for the decision. Informed consent should be obtained and
documented. See the General Medical Council's Prescribing guidance: prescribing unlicensed medicines and
devices for further information.
3

Although use is common in UK clinical practice, at the time of publication (May 2019) not all formulations of

methotrexate have a UK marketing authorisation for this indication, and the licensed formulations only have a UK
marketing authorisation for adults. The prescriber should follow relevant professional guidance, taking full
responsibility for the decision. Informed consent should be obtained and documented. See the General Medical
Council's Prescribing guidance: prescribing unlicensed medicines and devices for further information.
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Tell the person there is uncertainty about the comparative effectiveness and long-term adverse
effects of monotherapy and combined therapy.
The following recommendations are from NICE technology appraisal guidance on infliximab and
adalimumab for the treatment of Crohn's disease.
Infliximab and adalimumab, within their licensed indications, are recommended as treatment
options for adults with severe active Crohn's disease (see below) whose disease has not
responded to conventional therapy (including immunosuppressive and/or corticosteroid
treatments), or who are intolerant of or have contraindications to conventional therapy.
Infliximab or adalimumab should be given as a planned course of treatment until treatment
failure (including the need for surgery), or until 12 months after the start of treatment, whichever
is shorter. People should then have their disease reassessed (see below) to determine whether
ongoing treatment is still clinically appropriate.
Treatment as described above should normally be started with the less expensive drug (taking
into account drug administration costs, required dose and product price per dose). This may
need to be varied for individuals because of differences in the method of administration and
treatment schedules.
Infliximab, within its licensed indication, is recommended as a treatment option for people with
active fistulising Crohn's disease whose disease has not responded to conventional therapy
(including antibiotics, drainage and immunosuppressive treatments), or who are intolerant of or
have contraindications to conventional therapy. Infliximab should be given as a planned course
of treatment until treatment failure (including the need for surgery) or until 12 months after the
start of treatment, whichever is shorter. People should then have their disease reassessed (see
below) to determine whether ongoing treatment is still clinically appropriate.
Treatment with infliximab or adalimumab (see above) should only be continued if there is clear
evidence of ongoing active disease as determined by clinical symptoms, biological markers and
investigation, including endoscopy if necessary. Specialists should discuss the risks and
benefits of continued treatment with patients and consider a trial withdrawal from treatment for
all patients who are in stable clinical remission. People who continue treatment with infliximab or
adalimumab should have their disease reassessed at least every 12 months to determine
whether ongoing treatment is still clinically appropriate. People whose disease relapses after
treatment is stopped should have the option to start treatment again.
Infliximab, within its licensed indication, is recommended for the treatment of people aged 6–17
years with severe active Crohn's disease whose disease has not responded to conventional
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therapy (including corticosteroids, immunomodulators and primary nutrition therapy), or who are
intolerant of or have contraindications to conventional therapy. The need to continue treatment
should be reviewed at least every 12 months.
For the purposes of this guidance, severe active Crohn's disease is defined as very poor
general health and one or more symptoms such as weight loss, fever, severe abdominal pain
and usually frequent (3–4 or more) diarrhoeal stools daily. People with severe active Crohn's
disease may or may not develop new fistulae or have extra-intestinal manifestations of the
disease. This clinical definition normally, but not exclusively, corresponds to a CDAI score of
300 or more, or a Harvey-Bradshaw score of 8 to 9 or above.
When using the CDAI and Harvey-Bradshaw Index, healthcare professionals should take into
account any physical, sensory or learning disabilities, or communication difficulties that could
affect the scores and make any adjustments they consider appropriate.
Treatment with infliximab or adalimumab should only be started and reviewed by clinicians with
experience of TNF inhibitors and of managing Crohn's disease.
NICE has written information for the public on infliximab and adalimumab.
Remsima (infliximab biosimilar) for subcutaneous injection
NICE has published an evidence summary on Remsima (infliximab biosimilar) for subcutaneous
injection for managing Crohn's disease and ulcerative colitis.
Therapeutic monitoring of TNF-alpha inhibitors
The following recommendations are from NICE diagnostics guidance on therapeutic monitoring
of TNF-alpha inhibitors in Crohn's disease (LISA-TRACKER ELISA kits, IDKmonitor ELISA kits,
and Promonitor ELISA kits).
The LISA-TRACKER, IDKmonitor and Promonitor enzyme-linked immunosorbent assay (ELISA)
kits show promise for therapeutic monitoring of TNF-alpha inhibitors in people with Crohn's
disease but there is insufficient evidence to recommend their routine adoption across the NHS.
Laboratories currently using LISA-TRACKER, IDKmonitor and Promonitor ELISA kits for
therapeutic monitoring of TNF-alpha inhibitors in people with Crohn's disease whose disease
loses response to TNF-alpha inhibitors should:
have specialist expertise in immunoassay analysis, including an understanding of the
technical factors that may affect the results of the ELISA kits
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work closely with the treating or referring clinician, in a network, to ensure appropriate use
of the tests and interpretation of the results
work with clinicians to collect data through a prospective study, for local audit, or for
submission to an existing registry. (The IBD Registry is being adapted to receive data on
TNF-alpha inhibitor levels and antibodies against TNF-alpha inhibitors. When this facility is
available, all data should be entered onto the database; see section 7.2 of the guidance).
Further research is recommended on the clinical and cost effectiveness of using LISATRACKER, IDKmonitor and Promonitor ELISA kits for therapeutic monitoring of TNF-alpha
inhibitors in people with Crohn's disease whose disease responds to treatment with TNF-alpha
inhibitors (see section 7.3 of the guidance).
Ridascreen for monitoring infliximab
NICE has published a medtech innovation briefing on RIDASCREEN tests for monitoring
infliximab in inflammatory bowel disease.
Ustekinumab
The following recommendations are from NICE technology appraisal guidance on ustekinumab
for moderately to severely active Crohn's disease after previous treatment.
Ustekinumab is recommended, within its marketing authorisation, as an option for treating
moderately to severely active Crohn's disease, that is, for adults who have had an inadequate
response with, lost response to, or were intolerant to either conventional therapy or a TNF-alpha
inhibitor or have medical contraindications to such therapies.
The choice of treatment between ustekinumab or another biological therapy should be made on
an individual basis after discussion between the patient and their clinician about the advantages
and disadvantages of the treatments available. If more than 1 treatment is suitable, the least
expensive should be chosen (taking into account administration costs, dosage and price per
dose).
Ustekinumab should be given until treatment failure (including the need for surgery) or until 12
months after the start of treatment, whichever is shorter. People should then have their disease
reassessed in accordance with NICE's recommendations for infliximab and adalimumab for the
treatment of Crohn's disease (see above) to see whether treatment should continue.
NICE has written information for the public on ustekinumab.
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Vedolizumab
The following recommendations are from NICE technology appraisal guidance on vedolizumab
for treating moderately to severely active Crohn's disease after prior therapy.
Vedolizumab is recommended as an option for treating moderately to severely active Crohn's
disease only if:
a TNF-alpha inhibitor has failed (that is, the disease has responded inadequately or has lost
response to treatment) or
a TNF-alpha inhibitor cannot be tolerated or is contraindicated.
Vedolizumab is recommended only if the company provides it with the discount agreed in the
patient access scheme.
Vedolizumab should be given as a planned course of treatment until it stops working or surgery
is needed, or until 12 months after the start of treatment, whichever is shorter. At 12 months,
people should be reassessed to determine whether treatment should continue. Treatment
should only continue if there is clear evidence of ongoing clinical benefit. For people in complete
remission at 12 months, consider stopping vedolizumab, resuming treatment if there is a
relapse. People who continue vedolizumab should be reassessed at least every 12 months to
decide whether continued treatment is justified.
People whose treatment with vedolizumab is not recommended in this NICE guidance, but was
started within the NHS before this guidance was published, should be able to continue
treatment until they and their NHS clinician consider it appropriate to stop.
NICE has written information for the public on vedolizumab.

6

Maintaining remission in Crohn's disease

See Crohn's disease / Maintaining remission in Crohn's disease

7

Surgery for disease limited to the distal ileum

Consider surgery as an alternative to medical treatment early in the course of the disease for
people whose disease is limited to the distal ileum, taking into account the following:
benefits and risks of medical treatment and surgery
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risk of recurrence after surgery (appendix N of the full guideline contains observational data
on recurrence rates after surgery)
individual preferences and any personal or cultural considerations.
Record the person's views in their notes.
Consider surgery early in the course of the disease, or before or early in puberty, for children
and young people whose disease is limited to the distal ileum and who have:
growth impairment despite optimal medical treatment and/or
refractory disease.
Discuss treatment options with the child or young person and their family members or carers (as
appropriate), and within the multidisciplinary team.

Quality standards
The following quality statement is relevant to this part of the interactive flowchart.
Inflammatory bowel disease
3.

8

Surgery

Apheresis

Interventional procedures
NICE has published guidance on leukapheresis for inflammatory bowel disease with special
arrangements for consent and audit.
NICE has published guidance on extracorporeal photopheresis for Crohn's disease, which
should not be used outside the context of research.
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Glossary
CDAI
Crohn's Disease Activity Index
IBD
inflammatory bowel disease
TNF
tumour necrosis factor
TPMT
thiopurine methyltransferase

Sources
Crohn's disease: management (2019) NICE guideline NG129
Ustekinumab for moderately to severely active Crohn's disease after previous treatment (2017)
NICE technology appraisal guidance 456
Vedolizumab for treating moderately to severely active Crohn's disease after prior therapy
(2015) NICE technology appraisal guidance 352
Infliximab and adalimumab for the treatment of Crohn's disease (2010) NICE technology
appraisal guidance 187
Therapeutic monitoring of TNF-alpha inhibitors in Crohn's disease (LISA-TRACKER ELISA kits,
IDKmonitor ELISA kits, and Promonitor ELISA kits) (2016) NICE diagnostics guidance 22
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Your responsibility
Guidelines
The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals and
practitioners are expected to take this guideline fully into account, alongside the individual
needs, preferences and values of their patients or the people using their service. It is not
mandatory to apply the recommendations, and the guideline does not override the responsibility
to make decisions appropriate to the circumstances of the individual, in consultation with them
and their families and carers or guardian.
Local commissioners and providers of healthcare have a responsibility to enable the guideline
to be applied when individual professionals and people using services wish to use it. They
should do so in the context of local and national priorities for funding and developing services,
and in light of their duties to have due regard to the need to eliminate unlawful discrimination, to
advance equality of opportunity and to reduce health inequalities. Nothing in this guideline
should be interpreted in a way that would be inconsistent with complying with those duties.
Commissioners and providers have a responsibility to promote an environmentally sustainable
health and care system and should assess and reduce the environmental impact of
implementing NICE recommendations wherever possible.

Technology appraisals
The recommendations in this interactive flowchart represent the view of NICE, arrived at after
careful consideration of the evidence available. When exercising their judgement, health
professionals are expected to take these recommendations fully into account, alongside the
individual needs, preferences and values of their patients. The application of the
recommendations in this interactive flowchart is at the discretion of health professionals and
their individual patients and do not override the responsibility of healthcare professionals to
make decisions appropriate to the circumstances of the individual patient, in consultation with
the patient and/or their carer or guardian.
Commissioners and/or providers have a responsibility to provide the funding required to enable
the recommendations to be applied when individual health professionals and their patients wish
to use it, in accordance with the NHS Constitution. They should do so in light of their duties to
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have due regard to the need to eliminate unlawful discrimination, to advance equality of
opportunity and to reduce health inequalities.
Commissioners and providers have a responsibility to promote an environmentally sustainable
health and care system and should assess and reduce the environmental impact of
implementing NICE recommendations wherever possible.

Medical technologies guidance, diagnostics guidance and interventional procedures
guidance
The recommendations in this interactive flowchart represent the view of NICE, arrived at after
careful consideration of the evidence available. When exercising their judgement, healthcare
professionals are expected to take these recommendations fully into account. However, the
interactive flowchart does not override the individual responsibility of healthcare professionals to
make decisions appropriate to the circumstances of the individual patient, in consultation with
the patient and/or guardian or carer.
Commissioners and/or providers have a responsibility to implement the recommendations, in
their local context, in light of their duties to have due regard to the need to eliminate unlawful
discrimination, advance equality of opportunity, and foster good relations. Nothing in this
interactive flowchart should be interpreted in a way that would be inconsistent with compliance
with those duties.
Commissioners and providers have a responsibility to promote an environmentally sustainable
health and care system and should assess and reduce the environmental impact of
implementing NICE recommendations wherever possible.
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