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IDENTIFICATION, ASSESSMENT AND INITIAL MEDICAL TREATMENT OF 

Ulcerative Colitis 
CLINICAL CARE PATHWAY



Perform Lab Testing1, 3

• CBC
• CMP
• CRP
• ESR
• C. difficile assay
• Stool cultures

Perform Colonoscopy/ 
Sigmoidoscopy1, 4, 5*

Select Imaging Modalities  
(If Indicated)

MAKE DIAGNOSIS AND ASSESS INFLAMMATORY STATUS (1)

*  In patients with severe colitis, flexible sigmoidoscopy 
is safer and preferred over colonoscopy.4, 5

• Bloody diarrhea
• Tenesmus
• Urgency
• Abdominal pain
• Fever

Assess Symptoms/Signs1–3 

• Weight loss
• Joint swelling/redness
• Localized abdominal tenderness
• Signs of anemia
• Cutaneous signs

ASSESS COMORBIDITIES AND DISEASE AND THERAPY-RELATED COMPLICATIONS (2)

Assess Patient Preferences, Belief Systems, Disease 
Knowledge, Depression, Psychosocial Support

Treat Infection (C. difficile, Other Bacteria,  
CMV, Parasites) 

Stop Aspirin or NSAIDs

Educate and Support Patient

Modify Therapy

Treat DVT/PE

Colectomy

Consult Surgery

* Colectomy is recommended for: 1) endoscopically unresectable polypoid high-grade or low-grade dysplasia, 2) invisible 
high-grade dysplasia on random biopsies, and 3) invisible low-grade dysplasia on random biopsies if the dysplasia is 
found (a) at more than one site (multifocal dysplasia), (b) on more than one occasion (repetitive dysplasia), and/or (c) at 
the time of initial screening colonoscopy (prevalent dysplasia).6

Patient Engagement and Coping

Infection

Aspirin or NSAIDs

Non-Compliance

Adverse Reaction to  
Medical Therapy 

Thromboembolic Complications

Colorectal Cancer/Dysplasia*

Toxic Megacolon/ 
Fulminant Colitis



STRATIFY ACCORDING TO COLECTOMY RISK (3)

Identify Patient at Low Risk  
for Colectomy 

• Limited anatomic extent
• Mild endoscopic disease

Identify Patient at High Risk for Colectomy 

INDUCTIVE AND MAINTENANCE THERAPY (LOW-RISK) (4)

Inductive Therapy 
• Oral 5ASA17, 18 and/or
• Rectal 5ASA18 and/or
• Oral budesonide19 or prednisone20 and/or
• Rectal steroids21, 22

Rectal 5ASA is first line therapy in distal UC23

Maintenance Therapy
•  Maintenance with oral 5ASA and/or  

rectal 5ASA17, 18, 24

• Taper steroid over 60 days

Inductive and Maintenance 
Therapy (High Risk, Outpatient) (5)

Inductive and Maintenance 
Therapy (High Risk, Outpatient) (5)

REMISSION

NO REMISSION RELAPSE

• Extensive colitis7–10

• Deep ulcers11

• Age <408 
• High CRP and ESR8, 12, 13

• Steroid-requiring disease8, 9, 12, 14

• History of hospitalization9

• C. difficile infection15

• CMV infection16

INDUCTIVE AND MAINTENANCE THERAPY (HIGH RISK, OUTPATIENT) (5)

Induction Therapy

•  Short course of steroids with initiation 
of thiopurine19, 20

• Anti-TNF with or without thiopurine25–29 *,**

•   Vedolizumab, with or without 
immunodulator30 ***

Continue anti-TNF, with or  
without thiopurine26, 29, 32

Continue vedolizumab, with or  
without immunomodulator30

Options:
•  Thiopurine23,31 and taper steroids over 60 days
• Anti-TNF, with or without thiopurine26,29,32

•  Vedolizumab, with or without thiopurine  
or methotrexate30 

Therapy for High-Risk Outpatient 
Not in Remission (6) 

Therapy for High-Risk Outpatient 
Not in Remission (6)

Maintenance Therapy

REMISSION

NO REMISSION RELAPSE

*  Combination therapy with a thiopurine is more efficacious than anti-TNF monotherapy25 and should be considered, especially in 
patients who have failed one or more anti-TNF agents.

**  Extrapolating from data in Crohn’s disease, methotrexate may be used instead of thiopurines to decrease anti-TNF 
immunogenicity.33,34

***  Extrapolating from data with anti-TNF agents, thiopurines and methotrexate may be used to decrease vedolizumab immunogenicity.



THERAPY FOR HIGH-RISK OUTPATIENT NOT IN REMISSION (6)

(6A)

(6C)

(6B)

(6D)

Options: 
• Anti-TNF +/- thiopurine*,**
• Vedolizumab +/- immunomodulator***

• Thiopurine (optimize 6TGN concentrations)
• Proctocolectomy

Failure to Respond to Prednisone
Failure to Maintain Steroid-

Induced Remission on Thiopurine

Subtherapeutic 6TGN
(<230 pmol 6-TGN/8×108 RBCs)

Increase Dose and 
Recheck Metabolites◊

Switch to Anti-TNF 
or Vedolizumab

Therapeutic 6TGN
(>230 pmol 6-TGN/8×108 RBCs)

Anti-TNF With or 
Without Thiopurine

Vedolizumab With or 
Without Immunomodulator

OR

Loss of Response to Anti-TNF

Subtherapeutic  
Level  

No or Low Ab

•  Increase dose and/ 
or decrease interval

•  Consider adding 
immunomodulator35 

•  Switch within 
class

•  Switch to 
vedolizumab 
with or without 
immunomodulator

Subtherapeutic  
Level  

High Ab

Therapeutic 
Level

Loss of Response to Vedolizumab

Increase Dose to 300 mg 
Every 4 Weeks36 

Switch to Anti-TNF With or 
Without Thiopurine

NON-RESPONSE

*  Combination therapy with a thiopurine is more 
efficacious than anti-TNF monotherapy25 and should be 
considered, especially in patients who have failed one 
or more anti-TNF agents.

**  Extrapolating from data in Crohn’s disease, 
methotrexate may be used instead of thiopurines to 
decrease anti-TNF immunogenicity.33,34

***  Extrapolating from data with anti-TNF agents, 
thiopurines and methotrexate may be used to 
decrease vedolizumab immunogenicity.

◊  The addition of allopurinol (while decreasing the 
thiopurine dose to 1/4 of the previous dose) may 
be considered at centers with experience with 
this approach and recognizing the risks of severe 
myelosuppression and infection.



INDUCTIVE AND MAINTENANCE THERAPY (HIGH RISK, INPATIENT) (7)

Inductive Therapy* 
Options:

• IV steroids3, 5, 23, 37

• Infliximab
• IV cyclosporine36

IV steroid-induced remission  
maintenance options:

• Thiopurine
•  Anti-TNF, with or without 

Thiopurine**, ✖

•  Vedolizumab, with or 
without immunomodulator✚

IV steroid failure options: 
• Infliximab5, 23, 39–41

• Cyclosporine5, 23, 40–42

• Colectomy5, 23

IV Cyclosporin-induced remission maintenance options:
• Start thiopurine5

•  Anti-TNF, with or without Thiopurine**, ★

• Vedoluzimab, with or without immunomodulator✚

IV cyclosporine failure✦

• Colectomy5, 23

Infiximab-induced remission 
maintenance:

•  Infliximab with or  
without Thiopurine5,**, ✖

Infliximab failure✦

• Colectomy5, 23

IV STEROIDS INFLIXIMAB

IV CYCLOSPORINE

*  All hospitalized patients should receive prophylaxis for venous thromboembolism.5, 43–44

**  Combination therapy with a thiopurine is more efficacious than anti-TNF monotherapy25 and should be considered, 
especially in patients who have failed one or more anti-TNF agents.

✖  Extrapolating from data in Crohn’s disease, methotrexate may be used instead of thiopurines to decrease anti-TNF 
immunogenicity.33, 34

✚  Extrapolating from data with anti-TNF agents, thiopurines and methotrexate may be used to decrease vedolizumab 
immunogenicity.

✦  Sequential rescue therapy (IFX-CSA or CSA-IFX) may be considered for select patients only in centers with experience 
with this approach and recognizing the risks of severe infection and death.23

Clinical care pathways are formulated by an expert physician panel through the review of existing clinical practice guidelines and 
systematic reviews. For pathway decisions points where no guidelines or systematic reviews exist, recommendations are made based 
on review of the available data. The clinical care pathways are not created using the GRADE methodology.

AUTHORS 
Themistocles Dassopoulos, Russell Cohen, Ellen Scherl, Ronald Schwartz, Lawrence Kosinski and Miguel Regueiro



1.  D’Haens G, Sandborn WJ, Feagan BG, et al. A review of activity indices and 
efficacy end points for clinical trials of medical therapy in adults with ulcerative 
colitis. Gastroenterology 2007;132:763-86.

2.  Rao SS, Holdsworth CD, Read NW. Symptoms and stool patterns in patients with 
ulcerative colitis. Gut 1988;29:342-5.

3.  Truelove SC, Witts LJ. Cortisone in ulcerative colitis; final report on a therapeutic 
trial. Br Med J 1955;2:1041-8.

4.  Annese V, Daperno M, Rutter MD, et al. European evidence based consensus for 
endoscopy in inflammatory bowel disease. J Crohns Colitis 2013;7:982-1018.

5.  Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with 
severe ulcerative colitis: Toronto consensus statements. Am J Gastroenterol 
2012;107:179-94; author reply 195.

6.  Farraye FA, Odze RD, Eaden J, et al. AGA medical position statement on the 
diagnosis and management of colorectal neoplasia in inflammatory bowel 
disease. Gastroenterology 2010;138:738-45.

7.  Burisch J, Pedersen N, Cukovic-Cavka S, et al. Initial disease course and 
treatment in an inflammatory bowel disease inception cohort in Europe: the 
ECCO-EpiCom cohort. Inflamm Bowel Dis 2014;20:36-46.

8.  Cvancarova M, Solberg IC, Vatn M, et al. Risk matrix model for prediction of 
colectomy in a population based study of ulcerative colitis patients. The IBSEN 
study. Gut 2010;59:A36.

9.  Dias CC, Rodrigues PP, Costa-Pereira AD, et al. Clinical predictors of colectomy 
in patients with ulcerative colitis: systematic review and meta-analysis of cohort 
studies. J Crohns Colitis 2014. [in press]

10.  Hoie O, Wolters FL, Riis L, et al. Low colectomy rates in ulcerative colitis 
in an unselected European cohort followed for 10 years. Gastroenterology 
2007;132:507-15.

11.  Carbonnel F, Gargouri D, Lemann M, et al. Predictive factors of outcome of 
intensive intravenous treatment for attacks of ulcerative colitis. Aliment 
Pharmacol Ther 2000;14:273-9.

12.  Sandborn WJ, Rutgeerts P, Feagan BG, et al. Colectomy rate comparison after 
treatment of ulcerative colitis with placebo or infliximab. Gastroenterology 
2009;137:1250-60; quiz 1520.

13.  Travis SP, Farrant JM, Ricketts C, et al. Predicting outcome in severe ulcerative 
colitis. Gut 1996;38:905-10.

14.  Khan NH, Almukhtar RM, Cole EB, et al. Early corticosteroids requirement after 
the diagnosis of ulcerative colitis diagnosis can predict a more severe long-term 
course of the disease - a nationwide study of 1035 patients. Aliment Pharmacol 
Ther 2014;40:374-81.

15.  Issa M, Vijayapal A, Graham MB, et al. Impact of Clostridium difficile on 
inflammatory bowel disease. Clin Gastroenterol Hepatol 2007;5:345-51.

16.  Jones A, McCurdy JD, Loftus EV, Jr., et al. Effects of Antiviral Therapy for 
Patients With Inflammatory Bowel Disease and a Positive Intestinal Biopsy for 
Cytomegalovirus. Clin Gastroenterol Hepatol 2014 [in press]

17.  Ford AC, Achkar JP, Khan KJ, et al. Efficacy of 5-aminosalicylates in ulcerative 
colitis: systematic review and meta-analysis. Am J Gastroenterol 2011;106:601-
16.

18.  Ford AC, Khan KJ, Achkar JP, et al. Efficacy of oral vs. topical, or combined oral 
and topical 5-aminosalicylates, in Ulcerative Colitis: systematic review and 
meta-analysis. Am J Gastroenterol 2012;107:167-76; author reply 177.

19.  Sandborn WJ, Travis S, Moro L, et al. Once-daily budesonide MMX(R) extended-
release tablets induce remission in patients with mild to moderate ulcerative 
colitis: results from the CORE I study. Gastroenterology 2012;143:1218-26 e1-2.

20.  Ford AC, Bernstein CN, Khan KJ, et al. Glucocorticosteroid therapy in 
inflammatory bowel disease: systematic review and meta-analysis. Am J 
Gastroenterol 2011;106:590-9; quiz 600.

21.  Lennard-Jones JE, Baron JH, Connell AM, et al. A double blind controlled trial of 
prednisolone-21-phosphate suppositories in the treatment of idiopathic proctitis. 
Gut 1962;3:207-10.

22.  Sandborn WJ, Bosworth B, Zakko S, et al. Budesonide foam induces 
remission in patients with mild to moderate ulcerative proctitis and ulcerative 
proctosigmoiditis. Gastroenterology 2015;148:740-750

23.  Dignass A, Lindsay JO, Sturm A, et al. Second European evidence-based 
consensus on the diagnosis and management of ulcerative colitis part 2: current 
management. J Crohns Colitis 2012;6:991-1030.

24.  Ford AC, Khan KJ, Sandborn WJ, et al. Efficacy of topical 5-aminosalicylates 
in preventing relapse of quiescent ulcerative colitis: a meta-analysis. Clin 
Gastroenterol Hepatol 2012;10:513-9.

25.  Panaccione R, Ghosh S, Middleton S, et al. Combination therapy with infliximab 
and azathioprine is superior to monotherapy with either agent in ulcerative 
colitis. Gastroenterology 2014;146:392-400 e3.

26.  Sandborn WJ, van Assche G, Reinisch W, et al. Adalimumab induces and 
maintains clinical remission in patients with moderate-to-severe ulcerative 
colitis. Gastroenterology 2012;142:257-65 e1-3.

27.  Reinisch W, Sandborn WJ, Hommes DW, et al. Adalimumab for induction of 
clinical remission in moderately to severely active ulcerative colitis: results of a 
randomised controlled trial. Gut 2011;60:780-7.

28.  Sandborn WJ, Feagan BG, Marano C, et al. Subcutaneous golimumab induces 
clinical response and remission in patients with moderate-to-severe ulcerative 
colitis. Gastroenterology 2014;146:85-95; quiz e14-5.

29.  Rutgeerts P, Sandborn WJ, Feagan BG, et al. Infliximab for induction and 
maintenance therapy for ulcerative colitis. N Engl J Med 2005;353:2462-76.

30.  Feagan BG, Rutgeerts P, Sands BE, et al. Vedolizumab as induction and 
maintenance therapy for ulcerative colitis. N Engl J Med 2013;369:699-710.

31.  Khan KJ, Dubinsky MC, Ford AC, et al. Efficacy of immunosuppressive therapy 
for inflammatory bowel disease: a systematic review and meta-analysis. Am J 
Gastroenterol 2011;106:630-42.

32.  Sandborn WJ, Feagan BG, Marano C, et al. Subcutaneous golimumab maintains 
clinical response in patients with moderate-to-severe ulcerative colitis. 
Gastroenterology 2014;146:96-109 e1.

33.  Feagan BG, McDonald JW, Panaccione R, et al. Methotrexate in combination 
with infliximab is no more effective than infliximab alone in patients with 
Crohn’s disease. Gastroenterology 2014;146:681-688 e1.

34.  Vermeire S, Noman M, Van Assche G, et al. Effectiveness of concomitant 
immunosuppressive therapy in suppressing the formation of antibodies to 
infliximab in Crohn’s disease. Gut 2007;56:1226-31.

35.  Ben-Horin S, Waterman M, Kopylov U, et al. Addition of an immunomodulator to 
infliximab therpay eliminated antidrug antibodies in serum and restores clincial 
response of patients with inflammatory bowel disease. Clin Gastroenterol 
Hepatol. 2013;11:444-7.

36.  Sands B, Dubinsky M, Vermeire S, et al. Effects of Increased Vedolizumab 
Dosing Frequency on Clinical Remission and Response in Ulcerative Colitis and 
Crohn’s Disease. Inflamm Bowel Dis 2014;20:S67. 

37.  Turner D, Walsh CM, Steinhart AH, et al. Response to corticosteroids in severe 
ulcerative colitis: a systematic review of the literature and a meta-regression. 
Clin Gastroenterol Hepatol 2007;5:103-10.

38.  D’Haens G, Lemmens L, Geboes K, et al. Intravenous cyclosporine versus 
intravenous corticosteroids as single therapy for severe attacks of ulcerative 
colitis. Gastroenterology 2001;120:1323-9.

39.  Jarnerot G, Hertervig E, Friis-Liby I, et al. Infliximab as rescue therapy in severe 
to moderately severe ulcerative colitis: a randomized, placebo-controlled study. 
Gastroenterology 2005;128:1805-11.

40.  Laharie D, Bourreille A, Branche J, et al. Ciclosporin versus infliximab in patients 
with severe ulcerative colitis refractory to intravenous steroids: a parallel, open-
label randomised controlled trial. Lancet 2012;380:1909-15.

41.  Williams JG, Alam MF, Alrubaiy L, et al. Comparative Clinical Effectiveness Of 
Infliximab And Ciclosporin For Acute Severe Ulcerative Colitis: Early Results 
From The Construct Trial. United European Gastroenterol J. 2014;2:A28.

42.  Lichtiger S, Present DH, Kornbluth A, et al. Cyclosporine in severe ulcerative 
colitis refractory to steroid therapy. N Engl J Med 1994;330:1841-5.

43.  Van Assche G, Dignass A, Bokemeyer B, et al. Second European evidence-based 
consensus on the diagnosis and management of ulcerative colitis part 3: special 
situations. J Crohns Colitis 2013;7:1-33.

44.  Nguyen GC, Bernstein CN, Bitton A, et al. Consensus statements on the 
risk, prevention, and treatment of venous thromboembolism in inflammatory 
bowel disease: Canadian Association of Gastroenterology. Gastroenterology 
2014;146:835-848 e6.

SOURCE


