Procedure | Canberra Health Services
Acute Severe Ulcerative Colitis (ASUC) in Adults 
[bookmark: _Hlk157074578]CHS26/085
Contents
Purpose	2
Scope	2
Section 1 - Background and Definition	2
Section 2 - Initial Patient Assessment (Emergency Department)	3
Section 3 - Initial Management of ASUC (Admitting registrar)	4
Section 4 - Daily Review and Maintenance Therapy (Gastroenterology home team)	6
Section 5 - Salvage Therapy Assessment	7
Section 6 - Follow-Up	8
Evaluation	9
Related policies, procedures, guidelines and legislation	9
References	10
Definition of terms	11
Search terms	12
Attachments	12
Attachment 1 - Management of Acute Severe Ulcerative Colitis (ASUC)	14



[bookmark: _Toc225770617]Purpose
This procedure provides advice to medical officers to assist in managing acute severe 
ulcerative colitis (ASUC) patients in the emergency department and as inpatients. 
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This procedure applies to medical officers working within their scope of practice in the following areas of the Canberra Hospital and North Canberra Hospital (NCH):

Emergency Departments 
Gastroenterology 
General Medicine
Surgical teams managing ASUC.
Back to Contents
[bookmark: _Toc225770619]Section 1 - Background and Definition
Ulcerative colitis (UC) is an inflammatory bowel disease (IBD) characterised by chronic inflammation of the large intestine.1 Its pathophysiology is poorly understood, but it is thought to be a result of a dysregulated immune response to environmental, microbiota and immune factors. Australia has a high incidence of IBD with 30 per 100,000 people affected and a prevalence of 334 per 100,000 as per data from 2017 to 2019.2 Patients with UC have a 20% lifetime risk of presenting with ASUC. ASUC is defined as per the modified Truelove and Witts criteria which includes the patient’s stool frequency, presence of blood in stool, their heart rate, temperature and Erythrocyte Sedimentation Rate (ESR) value.3 ASUC is the first presentation in up to 15% of newly diagnosed UC patients. This diagnosis should be considered in patients presenting to the emergency department with protracted bloody diarrhoea3. Even in an age of ever-increasing therapies for IBD, ASUC carries a significant risk of colectomy and mortality.4 The diagnosis of ASUC can be made if the patient does not have an infectious cause and has six or more bloody stools per day with systemic symptoms as in Table 1.
 Modified Truelove and Witts Index
	
	Mild
	Moderate
	Severe

	Stool frequency
	<4
	4-6
	>6

	Blood in stool
	Nil or minimal
	Moderate
	Large

	Heart rate >90 beats per minute
	No
	No
	Yes

	Temperature >37.8 degrees Celsius
	No
	No
	Yes

	Haemoglobin <105g/L
	No
	No
	Yes

	ESR >30mm/hr or C-Reactive Protein (CRP) >30mg/L
	No
	No
	Yes


Diagnosis is mild if all six mild criteria are satisfied.
Diagnosis is severe if criteria for frequency of bowel movement and one or more other severe feature(s) are present
Diagnosis is moderate when variables fall between these criteria.
Hospital admission is essential for all patients meeting ASUC criteria, and they should be under the care of a gastroenterology team, they should not be admitted to AMU. At North Canberra Hospital these patients can be admitted under a General Medical team with daily Gastroenterology consultation. Optimal management of ASUC patients includes a multidisciplinary team approach involving a gastroenterologist specialising in IBD, a colorectal surgeon, dietitians and pharmacist.
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History5
Key features to illicit on history include:
A history of UC - if not present, consider this to be a first presentation
Current management regimen - medications and adherence
Number of bowel actions per day at presentation and at baseline
How many of the bowel actions have blood in it 
Presence of nocturnal diarrhoea
 Presence of abdominal pain, and consideration of possible toxic megacolon
Is the patient experiencing nausea suggestive of potential bowel obstruction 
History of patient contacts and recent travel exposures.
Recent use of antibiotics.
Examination
Vital signs 
Abdominal exam: presence of abdominal distension, guarding, peritonism, bowel sounds 
Per rectal examination: blood on examining glove
A weight is essential as sequential therapies are weight based.
Blood tests
Full blood count (FBC)
Urea, electrolytes and creatinine (UEC)
CRP
Liver function test (LFT)
Calcium, magnesium, phosphate
Group and hold.
Stool tests
Stool microscopy, culture and sensitivity
Faecal bacterial and viral PCR multiplex
Clostridiodes difficile (C. Diff) toxin 
Faecal calprotectin. 
Imaging
Abdominal x-ray: to look for toxic megacolon 
CT abdomen/pelvis: consider this in patients with moderate abdominal pain/peritonism and concerns of bowel perforation or obstruction.
Referral
Phone call to the on-call gastroenterologist or gastroenterology registrar to discuss admission. 
If there are significant delays between the emergency department and ward, treatment should be commenced in the emergency department.
In case of shock, complications, or other concerning other features, refer to the colorectal team during normal business hours or acute surgical registrar afterhours.
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For a summary of the management of ASUC, refer to Attachment 1.
All ASUC patients need rapid initial therapy to treat their inflammation. The following therapy is recommended as per Table 2 which can be started by either the admitting medical registrar or emergency registrar. This should be done once the diagnosis has been confirmed by discussing with the gastroenterologist or gastroenterology registrar on call.
Initial Management of ASUC Patients
	Therapy
	Details of therapy
	Comments

	Commence

	IV steroids
	IV methylprednisolone 40-60mg daily (preferred)
OR 
IV hydrocortisone 100mg QID
	Note: this can be given even whilst infectious stool screen is pending.
After 3 days patients should be stepped down to oral prednisolone 40mg daily. Aim to wean by 5mg per week or as per treating gastroenterologist.

	IV hydration
	IV crystalloids and electrolyte replacement at an appropriate rate based on clinical signs of dehydration
	

	Venous thromboembolism (VTE) prophylaxis
	Chemical VTE prophylaxis
Enoxaparin 40mg once daily
Should be adjusted based on weight and renal function. 
	Note: given ASUC is an inflammatory state and patients are hypercoagulable, VTE prophylaxis must not be forgotten

	Strict stool chart
	Nursing staff to keep detailed bowel history
	Please give the patients a pen and paper to document timings of bowel actions and presence of blood

	Immunomodulator
	Azathioprine, 6-mercaptopurine (6MP), or thioguanine. 
	Need to check thiopurine methyltransferase (TPMT) and Nudix hydrolase 15 (NUDT15) prior to escalating therapy.

	Entire Enteral Nutrition (EEN)
	Consider use of EEN in select patients. Given orally or via nasogastric tube in consultation with dietitian. 
	

	Blood transfusion
	Not generally required unless Hb <70 and judicious transfusion protocol, 1 unit rather than 2. 
	Consider iron infusion prior to packed cell transfusion

	Discontinue

	Oral and rectal 5-aminosalicylates (e.g. sulfasalazine, mesalazine)
	Withhold this in the acute setting6
	

	Aggravating medications
	Cease non-steroidal anti-inflammatory drugs (NSAIDs)
Cease anti-diarrheal 
Cease anticholinergics
Limit opioids 
	In cases of severe pain consider tramadol in the absence of contraindications

	Other team input

	Colorectal team
	The colorectal team should be consulted within the first 24 hours
	This is to facilitate early review for any disease complications (toxic megacolon or acute surgical abdomen) and determine the need for possible bowel resection

	Dietitian
	High protein supplementation7
	

	IBD CNC 
	Review with information and helpline details
	

	Pharmacy
	Inform early if likely to require biologic therapy
	

	Stoma therapist
	Inform early if requiring surgery
	


It is recommended that patients get flexible sigmoidoscopy within 24 hours of presentation, without any bowel prep, consider one fleet enema 30 mins prior to flexible sigmoidoscopy which should be performed with limited carbon dioxide insufflation. Biopsies for histology and cytomegalovirus should be taken.
Antibiotics are not routinely recommended unless the patient is suspected to have an abdominal perforation or toxic megacolon. 
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Patients should be reviewed daily by a gastroenterology team. The following parameters should be noted:
Vital signs: tachycardia should be monitored as may be early sign of deterioration. 
Abdominal exam: monitor for distension or peritonism
Daily review of stool chart: number of bowel actions in 24 hours, presence of blood 
Daily blood tests: FBE, UEC, CMP, CRP, LFTs 
Daily abdominal x-ray if the patient is febrile, tachycardic or abdominal pain is worsening 
Colorectal review. 
As an inpatient consider performing work-up for biologic initiation: ("Biologic Workup", Attachment 1, page 14)
Thiopurine Methyltransferase (TPMT) level
Tuberculosis (TB) risk test using Quantiferon Gold and a chest x-ray
Hepatitis B serology (HBsAg, HBsAb and HBcAb), hepatitis C Ab
Human Immunodeficiency Virus (HIV) serology 
Measles, Mumps, Rubella (MMR) serology
Cytomegalovirus (CMV) serology
Epstein-Barr virus (EBV) serology
Varicella-zoster virus (VZV) serology
Fasting lipids (for patients being consider for JAK inhibitor therapy).
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Patients failing to respond to systemic corticosteroid therapy undergo assessment at day 3 to determine requirement for salvage therapy or colectomy.
Failure of systemic corticosteroids is determined by the Oxford criteria:
more than eight stools per day
more than three stools per day with a CRP greater than 45 mg/L.
Colectomy is predicted in 85% of the patients that meet one of these criteria.8
Salvage Therapies
Infliximab
Infliximab is the main salvage therapy used in ASUC at the Canberra Hospital for patients with ASUC unresponsive to IV steroids. Newer agents such as tofacitinib and upadacitinib have also been shown to be effective in achieving remission in patients with ASUC. However, Infliximab remains currently the preferred salvage therapy. This remains in keeping with evidence based local and international guidelines. Infliximab is ordered through the digital health record as a weight-based medication. A phone call should be made to the pharmacy as early as possible to prepare for administration. For further information on administering infliximab, refer to the Infliximab Administration Guidelines - Adults Only, available on the Policy and Guidance Documents Register.
The regimen for infliximab is an intravenous dose of 5mg/kg on day three if the patient has not responded to systemic corticosteroids. At day 3, IV corticosteroids should be stepped down to oral prednisolone 40mg daily. If responding to initial infliximab salvage therapy the standard induction should be completed with a following 5mg/kg dose at week 2 and 6 – IBD CNC to arrange these appointments as an outpatient.
Initial dose escalation of infliximab 10mg/kg should be considered in patients with severe disease – low serum albumin (less than 35g/L), high CRP (more than 50mg/L), Mayo 3 disease on endoscopic examination. The decision for initial dose escalation should be made in consultation with an IBD specialist gastroenterologist.
Assessment of the efficacy of the salvage therapy should occur daily. If the patient’s condition deteriorates or fails to improve, consider either repeating salvage therapy with an escalated infliximab dose (10mg/kg) after a further three days (day 6) or discuss with surgeons. Note that currently the 10mg/kg dose is not currently on the formulary and will require an Independent Patient Use (IPU) form (available on the HealthHub at Individual Patient Use (IPU) Application Form 2021.docx) to be submitted to the Drugs and Therapeutics Committee (DTC).
When treating patients with ASUC who previously failed infliximab, consider Upadacitinib or Tofacitinib or discussion with specialist IBD gastroenterologist. At this stage any strategy should be individualised and should be reviewed by an IBD specialist gastroenterologist. 
Recent data from the PREDICT-UC trial (NCT02770040) demonstrate that early infliximab levels and pharmacokinetic clearance are predictive of treatment outcomes in ASUC.9 Lower day 3 serum infliximab levels and high drug clearance were associated with increased risk of colectomy and reduced response to standard dosing. While clearance measurement is currently unavailable in our setting, point-of-care infliximab trough levels may assist in early risk stratification and guide dosing decisions.
Janus kinase (JAK) inhibitors
Tofacitinib and upadacitinib are oral Janus kinase (JAK) inhibitors that are highly effective for induction and maintenance of remission in patients with UC.10 Like infliximab their onset of effect is rapid and are playing an emerging role in the treatment of ASUC especially in patients with previous exposure to infliximab. They can also be considered if the patient has failed infliximab therapy. Note that currently JAK inhibitors are not currently on the formulary and will require an IPU form to be submitted to the DTC.
High dose tofacitinib (10mg three times a day) has been shown to be effective and safe in the treatment of ASUC.11
Upadacitinib at 45mg daily (standard induction dose) has emerging evidence for efficacy in patients with ASUC.12
Alert:
Tofacitinib and Upadacitinib come with a black box warning with their use in patients13:
with history of atherosclerotic cardiovascular disease or other cardiovascular risk factors (such as current or past smokers).
with current or history of cancer.
who are 65 years of age and older.
If any of these are present, advice should be sought from IBD specialist. Once started on JAK inhibitors, patient should receive a dose of varicella vaccination – this can be obtained in the Canberra Hospital through completion of an IPU form and submission to the DTC. 
Surgery
If medical salvage therapy fails, or there are life-threatening complications of ASUC such as toxic megacolon or intra-abdominal perforation, then surgery is indicated. The operation of choice is a subtotal colectomy and end-ileostomy, but is at the discretion of the operating consultant surgeon.14 This surgeon ideally should have experience in performing colectomies for ASUC. A stoma therapist should review the patient in preparation. Infliximab does not increase postoperative complications of colectomy, and surgery should not be deferred based on exposure to these medications.
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Given the high risk of relapse after an episode of ASUC, short-term follow-up must be arranged prior to discharge:
Follow-up should occur within 2-4 weeks of discharge.
Ideally, this review should be with a gastroenterologist experienced in IBD management, either in the public outpatient clinic or through a private specialist clinic.
The follow-up visit should include: 
· clinical assessment of symptoms and recovery
· review of maintenance therapy and adherence
· monitoring for complications or need for treatment escalation.
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[bookmark: _Hlk170467190]Outcome
ASUC patients will be managed according to this procedure across CHS facilities.
Timely diagnosis and initiation of evidence-based therapy will be achieved.
Day 3 assessment for steroid response and salvage therapy will be consistently performed.
Appropriate infliximab dosing and monitoring will be implemented as per protocol.
Multidisciplinary involvement (gastroenterology, colorectal surgery, dietetics, pharmacy) will occur for all ASUC admissions.
Reduction in variability of care and improvement in clinical outcomes, including decreased colectomy rates and complications.
[bookmark: _Hlk170467240]Measures
Audit of inpatient records after 12 to 24 months to confirm adherence to key steps:
· Documentation of Truelove and Witts criteria on admission.
· Initiation of IV corticosteroids within recommended timeframe.
· Day 3 assessment for salvage therapy documentation.
· Review of colectomy rates and length of stay for ASUC patients.
Appropriate infliximab dosing and monitoring as per protocol.
Feedback from gastroenterology team and multidisciplinary reviews.
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Policies
· Medication Handling
Procedures
Infection Prevention and Control
Patient Identification and Health Care Activity Matching 
Vital Signs and Early Warning Scores – the Canberra Hospital Inpatients
Vital Signs and Early Warning Scores – North Canberra Hospital
Guidelines 
Consent for Healthcare Treatment
Infliximab Administration Guidelines - Adults Only
Legislation
Health Records (Privacy and Access) Act 1997
Human Rights Act 2004
Work Health and Safety Act 2011
Carers Recognition Act 2021
Other
Australian Charter of Healthcare Rights
Back to Contents
[bookmark: _Toc225770627]References
Sandborn WJ, Ghosh S, Panes J, Schreiber S, D’Haens G, Tanida S, et al. Efficacy of upadacitinib in a randomized trial of patients with active ulcerative colitis. Gastroenterology. 2020;158(8):2139-49. e14.
Truelove S, Witts L. Cortisone in ulcerative colitis. British medical journal. 1954;2(4884):375.
Solberg IC, Lygren I, Jahnsen J, Aadland E, Høie O, Cvancarova M, Bernklev T, Henriksen M, Sauar J, Vatn MH, Moum B; IBSEN Study Group. Clinical course during the first 10 years of ulcerative colitis: results from a population-based inception cohort (IBSEN Study). Scand J Gastroenterol. 2009;44(4):431-40. doi: 10.1080/00365520802600961
Turner D, Walsh CM, Steinhart AH, Griffiths AM. Response to corticosteroids in severe ulcerative colitis: a systematic review of the literature and a meta-regression. Clin Gastroenterol Hepatol. 2007 Jan;5(1):103-10. doi: 10.1016/j.cgh.2006.09.033. Epub 2006 Dec 4. 
Rosiou K, Selinger CP. Acute severe ulcerative colitis: management advice for internal medicine and emergency physicians. Intern Emerg Med. 2021 Sep;16(6):1433-1442. doi: 10.1007/s11739-021-02704-0. Epub 2021 Mar 22. 
Ben-Horin S, Har-Noy O, Katsanos KH, Roblin X, Chen M, Gao X, Schwartz D, Cheon JH, Cesarini M, Bojic D, Protic M. Corticosteroids and mesalamine versus corticosteroids for acute severe ulcerative colitis: a randomized controlled trial. Clinical Gastroenterology and Hepatology. 2022 Dec 1;20(12):2868-75
Adamina M, Gerasimidis K, Sigall-Boneh R, Zmora O, de Buck van Overstraeten A, Campmans-Kuijpers M, Ellul P, Katsanos K, Kotze PG, Noor N, Schäfli-Thurnherr J, Vavricka S, Wall C, Wierdsma N, Yassin N, Lomer M, Perioperative Dietary Therapy in Inflammatory Bowel Disease, Journal of Crohn's and Colitis, Volume 14, Issue 4, April 2020, Pages 431–444.
Travis SP, Farrant JM, Ricketts C, Nolan DJ, Mortensen NM, Kettlewell MG, Jewell DP. Predicting outcome in severe ulcerative colitis. Gut. 1996 Jun;38(6):905-10.
M Choy, C F D Li Wai Suen, D Con, K Boyd, R Pena, K Burrell, O Rosella, D Proud, R Brouwer, A Gorelik, D Liew, W Connell, E Wright, K Taylor, A Pudipeddi, M Sawers, B Christensen, W Ng, J Begun, G Radford-Smith, M Garg, N Martin, D R Van Langenberg, N S Ding, L Beswick, R W Leong, M P Sparrow, P De Cruz, P872 PREDICT UC: Optimising Infliximab Induction therapy for Acute Severe Ulcerative Colitis – A Randomised Controlled Trial, Journal of Crohn's and Colitis, Volume 18, Issue Supplement_1, January 2024, Page i1611
Jena A, Mishra S, Sachan A, Singh H, Singh AK, Sharma V. Tofacitinib in Acute Severe Ulcerative Colitis: Case Series and a Systematic Review. Inflamm Bowel Dis. 2021 Aug 19;27(9):e101-e103. doi: 10.1093/ibd/izab087.
Steenholdt C, Dige Ovesen P, Brynskov J, Benedict Seidelin J. Tofacitinib for Acute Severe Ulcerative Colitis: A Systematic Review. J Crohns Colitis. 2023 Aug 21;17(8):1354-1363. doi: 10.1093/ecco-jcc/jjad036.
Gilmore R, Tan WL, Fernandes R, An YK, Begun J. Upadacitinib Salvage Therapy for Infliximab-Experienced Patients with Acute Severe Ulcerative Colitis. J Crohns Colitis. 2023 Dec 30;17(12):2033-2036. doi: 10.1093/ecco-jcc/jjad115
Agrawal M, Kim ES, Colombel JF. JAK Inhibitors Safety in Ulcerative Colitis: Practical Implications. J Crohns Colitis. 2020 Aug 1;14(Supplement_2):S755-S760. doi: 10.1093/ecco-jcc/jjaa017.
Rubin DT, Ananthakrishnan AN, Siegel, CA, Sauer BG, Long, MD. ACG Clinical Guideline: Ulcerative Colitis in Adults. The American Journal of Gastroenterology 114(3):p 384-413, March 2019
Back to Contents
[bookmark: _Toc225770628]Definition of terms
ASUC – Acute Severe Ulcerative Colitis: A severe flare of ulcerative colitis requiring hospital admission and intensive medical therapy.
CMV – Cytomegalovirus: A virus that can complicate ulcerative colitis, especially in immunosuppressed patients.
CNC – Clinical Nurse Consultant: A senior nurse providing expert clinical advice and support.
CMP – Calcium, Magnesium, and Phosphate: Electrolyte panel important in ASUC management.
CRP – C-Reactive Protein: A blood marker of inflammation.
EBV – Epstein–Barr Virus: A virus relevant in immunosuppressed patients.
ED – Emergency Department: The hospital department providing immediate care for acute illnesses and injuries.
ESR – Erythrocyte Sedimentation Rate: Another marker of systemic inflammation.
FBE – Full Blood Examination: A blood test measuring hemoglobin, white cells, and platelets.
IBD – Inflammatory Bowel Disease: A group of disorders including ulcerative colitis and Crohn’s disease.
IFX – Infliximab: A biologic medication (anti-TNF agent) used as salvage therapy in ASUC.
IHC – Immunohistochemistry: A laboratory technique used to detect specific antigens in tissue samples.
JAK – Janus Kinase: A family of enzymes targeted by certain oral immunomodulatory drugs (e.g., tofacitinib, upadacitinib).
LFTs – Liver Function Tests: Blood tests assessing liver health.
TPMT – Thiopurine Methyltransferase: An enzyme tested before starting thiopurine drugs to avoid toxicity.
UC – Ulcerative Colitis: A chronic inflammatory bowel disease affecting the colon.
UEC – Urea, Electrolytes, and Creatinine: Blood tests assessing kidney function.
VTE – Venous Thromboembolism: A condition involving blood clots in veins; ASUC patients are at increased risk.
VZV – Varicella–Zoster Virus: The virus causing chickenpox and shingles; relevant for immunosuppression risk assessment.
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[image: Flowchart diagram outlining emergency department, admitting registrar, and gastroenterology team protocols for managing acute severe ulcerative colitis (ASUC).]
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