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INTRODUCTION : 
 

Ulcerative colitis (UC) is a chronic disease affecting the large 

intestine, with an increasing incidence worldwide.  

 

 

Nearly 1 million individuals each in the United States and Europe  

are affected by this condition and many more globally. 
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UC is a chronic immune-mediated inflammatory condition 

of the large intestine that is frequently associated with  

Inflammation of the rectum but often extends proximally to  

Involve additional areas of the colon.  

 

The absence of rectal involvement has been noted in fewer than  

5% of adult patients with UC at diagnosis but may be seen in up  

to one-third of pediatric-onset colitis 
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The initial presentation of new UC is characterized by symptoms  

of an  inflamed rectum, namely : 

 

bleeding, urgency, and tenesmus (a sense of pressure). 

 

 The condition may present at any time and at all ages, but there  

Is a predominant age distribution of onset that peaks between 

ages 15 and 30 years. 
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DIAGNOSIS, ASSESSMENT, AND PROGNOSIS OF 
ULCERATIVE COLITIS : 

Key concept statements : 

 

1. The diagnosis of UC should be suspected in patients with 

hematochezia and urgency. 

 

2. Infectious etiologies should be excluded at the time of  

diagnosis. 
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3. Colonoscopy with intubation of the ileum and biopsies of  

Affected and unaffected areas should be obtained to confirm the  

Diagnosis of UC by a trained pathologist with expertise in   

Gastrointestinal pathology when possible. 

 

4. Categories of disease extent include  

 proctitis (within 18 cm of the anal verge,distal to the  

        rectosigmoid junction), 

  left sided colitis (extending from the sigmoid to the  splenic 
flexure), 

   extensive colitis (beyond the splenic flexure). 
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5. If the terminal ileum is normal, further evaluation of the  

Stomach and small bowel by upper endoscopy and cross-sectional  

Imaging is not needed unless there are other symptoms or findings  

To suggest proximal GI involvement or a diagnosis of Crohn’s disease 

(CD) rather than UC. 
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6. Definitions of disease severity are needed to guide treatment 

decisions; definitions should be based on  

 

  patient-reported outcomes (PROs) (bleeding and normalization 
of  bowel habits) 

 

  inflammatory burden (endoscopic assessment including 

extent and severity and markers of inflammation), 

 

   disease course (need for hospitalization, need for steroids, and  

failure  To respond to medications), 

 

  disease impact (functionality and QoL). 8 



7. Fecal calprotectin (FC) can be used in patients with UC as 

a noninvasive marker of disease activity and to assess response  

To therapy and relapse. 
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Recommendations : 

1. We recommend stool testing to rule out Clostridioides difficile 

(C. diff) in patients suspected of having UC 

 (strong recommendation, very low quality of evidence). 
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2. We recommend against serologic antibody testing to establish  

Or rule out a diagnosis of UC 

(strong recommendation, very low Quality of evidence). 
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3. We recommend against serologic antibody testing to  

determine the prognosis of UC (strong recommendation, very  

low quality of evidence). 
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Summary of evidence : 

Symptoms of bloody diarrhea, mucous, urgency, tenesmus, and  

abdominal cramping should trigger consideration of a UC  

diagnosis, particularly in the absence of an alternate cause. 
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In addition, a thorough history should assess the presence of 

extraintestinal manifestations including : 

 

joint, skin, ocular, and oral manifestations, and symptoms  

suggesting hepatobiliary involvement. 
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Potential precipitants of UC may include :  

 

  Recent smoking cessation 

  

 nonsteroidal anti-inflammatory drug (NSAID) use  

 

  enteric infections 
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C. diff infection (CDI) is increasingly recognized as complicating a  

Significant proportion of patients with UC and is associated with  

 

 an increased risk of hospitalizations 

  surgery  

 and even mortality 

  

The prevalence of CDI among patients with newly diagnosed or  

relapsing IBD ranges from 5% to 47%.  
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Other enteric infections that could mimic UC include infection  

with 

 

Escherichia coli (E. coli O157:H7), Salmonella, Shigella, Yersinia, 

and Campylobacter and parasitic infections such as amebiasis in 

the right clinical setting.  

 

Therefore, an infectious etiology should always be suspected and  

excluded at the time of diagnosis in the right clinical setting. 
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For most patients, a complete colonoscopy including examination of  

The terminal ileum should be performed. This allows for assessment 

of the full extent of disease at diagnosis and can rule out distal ileal 

involvement, which can be seen with CD.  

 

Subsequent examinations can then assess response to therapy.  

 

However, in individuals with severe disease, a complete colonoscopy  

may be associated with a greater risk of perforation, and in this case, a  

Sigmoidoscopy with biopsies is sufficient. 
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Endoscopic features of inflammation include  

 

 loss of vascular markings, 

  granularity and friability of the mucosa,  

 erosions  

 

 in the setting of severe inflammation, deep ulcerations and  

spontaneous bleeding.  
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Routine upper endoscopic evaluation is not required in adults 

with a new diagnosis of UC and should be restricted to those  

With symptoms of upper gastrointestinal disease.  
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Gastritis and erosions may be seen in up to one-third of patients with  

UC.  

 

Imaging the small bowel with CT or MRI is also not routinely required  

in all patients with normal appearance of the terminal ileum on  

colonoscopy. 

 

 However, in those with abdominal symptoms not explained by  

endoscopically active disease, with suspicion of CD (such as  

predominantly  Watery diarrhea, weight loss, or abdominal pain), or  

where proximal extent of involvement cannot be evaluated because of  

severity of  inflammation, CT, MRI, or video capsule endoscopy may be  

useful. 
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Once a diagnosis of UC is made, determining the severity of 

disease becomes important.  

 

 

We have proposed new definitions of mildly, moderately, and  

severely active disease that incorporate both PROs and  

laboratory- and endoscopy-based values (Table 4 and Figure 1). 
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Active UC is frequently marked by an elevation in CRP and ESR. 

 

Although such markers are nonspecific and may be elevated with other  

causes of systemic inflammation, they often correlate with the  

endoscopic severity of disease. 

 

 Such markers also have prognostic significance and have a role in  

predicting  the risk of colectomy and response to therapy  

 

However, up to a quarter of patients with endoscopically active disease  

May have a normal CRP 
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Demonstration of fecal leukocytes alone is not sufficiently sensitive,  

nor is it specific for the diagnosis or assessment of the activity of UC.  

 

FC is a nonspecific neutrophilic marker of inflammation and is  

elevated in infectious and inflammatory colitis but not in   

noninflammatory causes of diarrhea such as irritable bowel  

syndrome.  
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Serologic markers such as perinuclear antineutrophil cytoplasmic 

antibodies (pANCAs) may be found in up to 70% of patients with  

UC, and combination of negative anti– Saccharomyces cerevisiae  

antibodies with elevated pANCA levels has been proposed to  

facilitate establishing a diagnosis of UC 

 

However, the pooled sensitivity of antibody testing for diagnosis  

of UC is low, and such markers are not used for establishing or  

ruling out a diagnosis of UC 
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Determination of the extent and severity of disease is important 

to select the appropriate treatment algorithm. 

 

 

 Extent of the disease should be characterized according to the  

Montreal classification as proctitis (E1), left-sided colitis (E2), or  

Extensive colitis (E3) (extension proximal to the splenic flexure) 

28 



Commonly, severity of UC has been classified according to the 

Truelove and Witts’ criteria published in 1955.  

 

Mild colitis is defined as fewer than 4 bowel movements daily,  

Normal temperature, heart rate, hemoglobin (11 g/dL), and ESR 

(20 mm/hr). 
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Severe disease is defined by bowel frequency greater than 6  

times a day in conjunction with fever, tachycardia, anemia, or an  

elevation in ESR 
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Several quantitative disease activity indexes are available 

 including the Mayo score (Table 5), Seo Index, 

Rachmilewitz Index, Simple Clinical Colitis Activity Index 

(SCCAI) Index,, PRO2, and the Pediatric UC Activity  Index 
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In the absence of endoscopy, other objective markers of  

Inflammation can be considered such as normalization of CRP  

And FC. 

 

 More recent measures of remission now include 

 

  symptomatic remission (no rectal bleeding and no urgency) 

 

 Endoscopic evidence of mucosal healing. 
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Retrospective data have investigated histologic remission as a  

potential therapeutic target and have shown histologic  

quiescence and histologic normalization to be predictive of  

relapse-free survival. 

 

 However, only a small percentage of patients seem to reach  

these end points. The available data do not yet support  

histologic healing or normalization as a goal of treatment for  

patients with UC. 
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There are several tools to quantify endoscopic activity in UC,  

although few have been rigorously validated .  

 

 

The Mayo endoscopic score is frequently used in clinical trials  

and is simple to use in clinical practice, ranging from 0 for normal  

or inactive disease to 3 for severely active disease 
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the UC Endoscopic Index of Severity (UCEIS) has recently been  

proposed (Table 7)  

 

This score incorporates 3 items 

 vascular pattern 

 bleeding 

 Erosions and ulcers 

 

quantifying each on a scale of 0–3 (0–2 for vascular pattern) for a  

total  score ranging between 0 and 8.  
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Evaluation of UC during relapses should include  

Assessment of severity of symptoms  and potential triggers : 

 

  enteric infections (particularly C. diff) 

  NSAID use 

  recent smoking cessation 

  Nonadherence to therapy is common in patients with UC and is  

associated with an increased risk of relapse and cost of care. 
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UC is an evolving disease, and the risk of disease extension  

should be kept in mind in individuals with initially localized  

disease, particularly with nonresponse to topical treatment. 

 

 

Up to 46% of patients with proctitis and 70% with left-sided 

colitis may develop extensive colitis on follow-up 
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 Extensive colitis 

  need for systemic steroids 

  young age at diagnosis 

  elevated CRP or ESR 

 Patients with a previous hospitalization for their UC 

 

 are associated with higher rates of colectomy. 

 

The yield of genetic or serologic markers in predicting severity  

and  course of UC has been modest at best, and their use cannot  

be  recommended in routine clinical practice based on available data 

41 



 

42 



GOALS FOR MANAGING PATIENTS WITH 
ULCERATIVE COLITIS : 

Key concept statements : 
 

8. UC is a chronic condition for which therapy is required to  

induce and maintain remission; therapeutic decisions 

should be categorized into those for (i) induction and 

(ii) maintenance, with a goal of obtaining and maintaining 

a steroid-free remission. 

 

9. Strategies for management of UC should reflect the patient’s  

And provider’s goals and recognize the chronic nature of 

 the disease. 
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10. Corticosteroid-free remission may be defined based on 

symptoms, endoscopic findings, or disease impact without 

ongoing corticosteroid use.  

 

Symptomatic remission relates to improvement in PROs,  

 

whereas endoscopic healing is defined as restoration of intact  

mucosa without friability.  

 

Deep remission is a combination of symptomatic remission and 

endoscopic healing and is a preferred goal of management. 
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11. Selection of induction and maintenance therapies for UC  

Should be based on disease extent, severity, and prognosis. 
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12. Initial treatment of UC should focus on restoration of normal  

Bowel frequency and control of the primary symptoms of  

bleeding and urgency.  

 

An endoscopically healed mucosa is associated with sustained  

remission and reduced risk of colectomy. 
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13. Histologic remission is associated with some improved  

Clinical outcomes but has not yet been validated prospectively as  

an end point of treatment. 

 

14. Control of mucosal inflammation may reduce dysplasia risk. 
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15. Given the chronic nature of UC and the therapies for UC,  

Monitoring for disease-related and drug-related complications is  

important. 

 

This should incorporate preventive strategies as outlined here  

and in a separate guideline from the ACG 

48 



16. Routine visits are recommended to monitor for relapse and 

address health maintenance needs. 

 

17. Patients with UC should be screened for coexistent anxiety  

And depressive disorders, and when identified, patients should  

be provided with resources to address these conditions. 
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Recommendations : 

 
4. We suggest treating patients with UC to achieve mucosal  

Healing (defined as resolution of inflammatory changes  

(Mayo endoscopic subscore 0 or 1)) to increase the likelihood of  

sustained steroid-free remission and prevent hospitalizations  

and surgery (conditional recommendation, low quality of evidence). 

50 



5. We suggest FC as a surrogate for endoscopy when endoscopy  

is not feasible or available to assess for mucosal healing  

(conditional recommendation, very low quality of evidence). 
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Summary of evidence : 

Symptoms alone should not be used as the only measure of  

remission, and patients need to be educated about these  

concepts, as symptomatic remission can lag behind healing. 

 

 In addition, a large portion of patients with UC have been shown  

to have mucosal inflammation without clinical symptoms.  

 

Therefore, it is important to rely on objective clinical targets and  

Use validated scores and instruments (including endoscopy) in 

confirming remission  
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 Resolution of rectal bleeding and urgency 

 

 normalization of bowel habits 

 

  improvement in general well-being  

 

should be the goal for patient reported symptoms. 
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The targets for UC were composite end points that include  

resolution of rectal bleeding, normalization of bowel habits, and  

a Mayo endoscopic subscore of 0 or 1. 

 

these end points should be assessed at a minimum every 3  

months during the active phase of disease 
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There is a need for less invasive markers of inflammation. Such 

markers can be used to assess for  

 

  subclinical detection of disease relapse 

  response to therapy  

  distinction between  inflammatory and noninflammatory 
causes  of symptoms 

 

There are studies exploring fecal lactoferrin, FC, and, more  

recently, fecal immunohistochemical tests of hemoglobin 
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FC levels correlate with degrees of endoscopic and histologic  

inflammation in UC and therefore have been proposed as a  marker  

of disease activity to guide treatment.  

 

FC levels are : 

 more sensitive and specific than serum  inflammatory markers  

 and obviously also less invasive than endoscopy or mucosal  

Biopsies 

 

so this assessment has become routine for many clinicians who are  

Managing patients with UC 
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FC therefore has been proposed as a monitoring tool to assess  

response to therapy or subclinical relapse.  

 

Higher levels of FC correlate with more endoscopically severe  

disease, but absolute levels may not correlate with the colonic  

extent of inflammation. 

57 



An FC cutoff value of 150 mg/kg achieved the highest summation 

of sensitivity and specificity for clinical remission and endoscopic  

remission 

 

Further research into optimal cutoffs of FC will guide clinical  

practice, but the available data support it as an appropriate  

surrogate to sigmoidoscopy or colonoscopy for assessment and  

monitoring of mucosal inflammation. 
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MANAGEMENT OF ULCERATIVE COLITIS : 
Induction of remission in mildly active UC : 

Key concept statements : 
 
18. Patients with mildly active UC and a number of prognostic factors 
associated with an increased risk of hospitalization or surgery 
should be treated with therapies for moderately to severely active 
disease (Table 8).  
 
Each prognostic factor carries a different weight and must be discussed in a  
shared decision-making fashion with the patient. For example, age alone is  
a weaker prognostic factor than severe endoscopic activity. 
However, young age combined with another factor may represent  
sufficient criteria to treat according to the moderately to severely active  
disease protocol. 
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19. Patients with mildly active UC should be reassessed to  

Determine response to induction therapy within 6 weeks. 
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20. Fecal microbiota transplantation (FMT) requires more study  

And clarification of treatment before use as a therapy for UC. 

 

 

21. Complementary therapies such as probiotics and curcumin  

Require further study with adequate power and clarification of  

end points. 
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Recommendations : 

6. In patients with mildly active ulcerative proctitis, we recommend 

rectal 5-aminosalicylate therapies at a dose of 1 g/d for induction of 

remission (strong recommendation, high-quality evidence). 
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7. In patients with mildly active left-sided UC, we recommend  

Rectal 5-aminosalicylate enemas at a dose of at least 1 g/d  

preferred over rectal steroids for induction of remission  

(strong recommendation, moderate quality of evidence). 
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8. In patients with mildly active left-sided UC, we suggest rectal  

5-aminosalicylate enemas at a dose of at least 1 g/d combined  

With oral 5-aminosalicylate at a dose of at least 2 g/d compared  

with oral 5-aminosalicylate therapy alone for induction of remission 

(conditional recommendation, low quality of evidence). 
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9. In patients with mildly active left-sided UC who are intolerant  

Or nonresponsive to oral and rectal 5-aminosalicylate (5-ASA) at 

appropriate doses (oral at least 2 g/d and rectal at least 1 g/d),  

We recommend oral budesonide multi-matrix (MMX) 9 mg/d for  

Induction of remission 

 (strong recommendation, moderate quality of evidence). 
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10. In patients with mildly active extensive UC, oral 5-ASA at a  

Dose of at least 2 g/d is recommended to induce remission  

(strong recommendation, moderate quality of evidence). 
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11. In patients with UC of any extent who fail to respond to 5- 

ASA therapy, we recommend oral systemic corticosteroids to  

Induce remission 

(strong recommendation, low quality of evidence). 
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12. In patients with mildly active UC who fail to reach remission  

With appropriately dosed 5-ASA (at least 2 g/d oral 5-ASA and/or  

at least 1 g/d rectal 5-ASA), we suggest against changing to an  

Alternate 5-ASA formulation to induce remission.  

 

Alternative therapeutic classes should be considered.  

(conditional recommendation, low quality of evidence). 
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13. In patients with mildly active UC of any extent, we suggest  

Using a low dose (2–2.4 g/d) of 5-ASA compared with a higher  

Dose (4.8 g/d), as there is no difference in the remission rate 

(conditional recommendation, very low quality of evidence). 
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14. In patients with mildly to moderately active UC not  

responding to oral 5-ASA, we recommend the addition of  

budesonide MMX 9 mg/d to induce remission  

(strong recommendation, moderate quality of evidence). 
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15. In patients with mildly to moderately active UC of any extent  

using 5-ASA to induce remission, we recommend either once- 

daily or more frequently dosed oral 5-ASA based on patient  

preference to optimize adherence, as efficacy and safety are no  

Different 

 (strong recommendation, moderate quality evidence). 
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The typical starting doses of oral prednisone are 40–60mg/d, 

usually in a single dose, and clinical response is expected within  

5–7 days of treatment.  

 

There were no observed differences, however, when starting at  

doses higher than 60 mg/d.  

 

The duration of systemic corticosteroids should be as short as  

possible with early initiation of steroid-sparing therapy.  

 

The speed of the taper should be guided by clinical symptoms,  

cumulative steroid exposure, and onset of action of alternate  

therapies. 72 



Budesonide is a locally acting corticosteroid with high firstpass 

metabolism and minimal systemic side effects.  

 

In patients with UC who fail to respond to 5-ASA, budesonide  

MMX 9 mg for 8 weeks was found to be superior in achieving a  

combined end point of clinical and endoscopic remission compared  

with continuing 5-ASA and placebo 
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Maintenance of remission in patients with previously mildly 
active UC : 

Recommendations : 

 

16. In patients with mildly active ulcerative proctitis, we recommend  

Rectal 5-ASA at a dose of 1 g/d for maintenance of remission 

 (strong recommendation, moderate quality of evidence). 
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17. In patients with mildly active left-sided or extensive UC, we 

recommend oral 5-ASA therapy (at least 2 g/d) for maintenance  

of remission  

(strong recommendation, moderate quality of evidence). 
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18. We recommend against systemic corticosteroids for 

maintenance of remission in patients with UC 

 (strong recommendation, moderate quality of evidence). 
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In a recent Cochrane meta-analysis, oral 5-ASA compared with  

sulfasalazine was associated with a higher rate of failure to  

maintain clinical or endoscopic remission and a higher rate of 

failure to maintain remission in general (RR, 1.08; 95% CI, 

0.92–1.26).  

 

However, sulfasalazine is often limited by intolerance (headache  

and nausea), allergy to the sulfa moiety, and need for multiple  

daily doses. 
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MANAGEMENT OF MODERATELY TO SEVERELY ACTIVE 
ULCERATIVE COLITIS : 

Induction of remission : 

Key concept statements : 

 

22. Strategies for the management of the nonhospitalized  

Patient with moderately to severely active UC are similar with  

the exception of a few considerations in which the data exist  

specifically for a patient with moderately active UC: 
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a. 5-ASA therapy could be used as monotherapy for induction of 

moderately but not severely active UC. 

 

b. In patients with moderately active UC, consider nonsystemic 

corticosteroids such as budesonide MMX before the use of 

systemic therapy. 

 

c. In patients with severely active UC, consider systemic 

corticosteroids rather than topical corticosteroids. 
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23. Robust data on combination anti-tumor necrosis factor (TNF)  

And immunomodulator therapy in moderately to severely active  

UC exist only for infliximab and thiopurines. 
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24. Patients who are primary nonresponders to an anti-TNF  

(defined as lack of therapeutic benefit after induction despite  

Adequate drug levels) should be evaluated and considered for  

Alternative mechanisms of disease control  

(e.g., in a different class of therapy) rather than cycling to  

another drug within the anti-TNF class. 
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25. In patients with moderately to severely active UC who had an 

initial response but subsequently lost efficacy to one anti-TNF 

therapy, we recommend alternative anti-TNF therapy 

 (but not the biosimilar to the original brand) compared with no 

treatment for induction of remission. 
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26. The patient with nonresponse or loss of response to therapy  

Should be assessed with therapeutic drug monitoring to identify  

The reason for lack of response and whether to optimize the  

existing therapy or to select an alternate therapy. 
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27. Obtain consultation with a surgeon and consider colectomy  

In patients with moderately to severely active UC who are  

refractory or intolerant to medical therapy. 
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Recommendations : 

19. In patients with moderately active UC, we recommend oral 

budesonide MMX for induction of remission  

(strong recommendation, moderate quality of evidence). 
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20. In patients with moderately to severely active UC of any  

extent, we recommend oral systemic corticosteroids to induce  

remission 

(strong recommendation, moderate quality of evidence). 
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21. In patients with moderately to severely active UC, we  

Recommend against monotherapy with thiopurines or methotrexate  

for induction of remission  

(strong recommendation, low quality of evidence). 
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22. In patients with moderately to severely active UC, we 

recommend anti-TNF therapy using adalimumab, golimumab, 

or infliximab for induction of remission  

(strong recommendation, high quality of evidence). 
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23. In patients with moderately to severely active UC who have  

failed 5-ASA therapy and in whom anti-TNF therapy is used for  

Induction of remission, we suggest against using 5-ASA for added  

Clinical efficacy 

 (conditional recommendation, low quality of evidence). 
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24. When infliximab is used as induction therapy for patients  

With moderately to severely active UC, we recommend combination 

therapy with a thiopurine  

(strong recommendation,moderate quality of evidence for  

azathioprine). 

90 



25. In patients with moderately to severely active UC,  

we  recommend vedolizumab for induction of remission  

(strong recommendation, moderate quality of evidence). 
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26. In patients with moderately to severely active UC who have 

previously failed anti-TNF therapy, we recommend vedolizumab  

for induction of remission. 

(strong recommendation, moderate quality of evidence). 

92 



27. In patients with moderately to severely active UC,  

we recommend tofacitinib 10 mg orally b.i.d. for 8 weeks to  

induce remission 

(strong recommendation, moderate quality of evidence). 
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28. In patients with moderately to severely active UC who have  

previously failed anti-TNF therapy, we recommend tofacitinib for  

induction of remission  

(strong recommendation, moderate quality of evidence). 
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29. In patients with moderately to severely active UC who are  

responders to anti-TNF therapy and now losing response, we  

suggest measuring serum drug levels and antibodies (if there is  

not a therapeutic level) to assess the reason for loss of response  

(conditional recommendation, very low quality of evidence). 
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In patients with moderately to severely active UC who 

were naive to anti-TNF agents and immunomodulators and who 

had normal thiopurine methyltransferase activity, combination 

therapy with infliximab 5 mg/kg (loading 0, 2, and 6 weeks) and 

azathioprine (2.5 mg/kg orally) was superior to monotherapy 

with either agent alone in inducing corticosteroid-free clinical 

remission at 16 weeks 
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There are limited data on the role of methotrexate in combination  

with an anti-TNF agent in UC.  

 

Extrapolating data from patients with CD, it is possible that 

methotrexate may offer the same benefit in terms of reducing 

immunogenicity and improving drug concentrations when used 

in combination with an anti-TNF agent and may be the preferred 

immunomodulator for combination therapy in those at a higher 

risk of adverse effects of thiopurines such as young men or those 

with multiple skin cancers. 

97 



The anti-integrin drug vedolizumab is an effective therapy for 

induction of remission of moderately to severely active UC.  

 

The mechanism of this therapy (inhibition of alpha-4 beta-7  

integrins) targets the mucosal immune system of the gut, and  

therefore, the therapy has had a favorable safety profile with a  

lower risk of infections when compared with more systemic  

immunosuppression. 
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Up to one-fifth of patients receiving anti-TNF agents may 

not respond initially, and an additional 10%–15% may lose 

response every year despite an initial benefit. 
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There are several reasons for low serum levels of 

drug, including : 

 

 increased clearance due to increased inflammatory burden,  

 protein loss from a permeable inflamed mucosa, 

 the development of neutralizing antidrug antibodies, 

 other patient-related factors such as increased body mass 

index or male sex 
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Maintenance of remission in patients with previously 
moderately to severely active UC : 
Key concept statements : 

 

28. 5-ASA therapy for maintenance of remission is likely not as 

effective in previously severely active UC compared with 

previously moderately active UC. 
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29. Budesonide MMX has not been studied for maintenance of 

remission of previously moderately to severely active UC. 

102 



30. Most clinical trials and available data demonstrate a benefit  

of using the steroid-sparing therapy that induces remission to 

maintain that remission. 
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31. There is insufficient evidence supporting a benefit for  

proactive therapeutic drug monitoring in all unselected patients  

with UC in remission. 
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32. We suggest elective proctocolectomy in patients with UC  

failing maximal medical management. 
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Recommendations : 

30. In patients with previously moderately to severely active UC  

Who have achieved remission but previously failed 5-ASA  

therapy and are now on anti-TNF therapy, we recommend  

against using concomitant 5-ASA for efficacy of maintenance of  

remission 

(conditional recommendation, low quality of evidence). 
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31. We recommend against systemic corticosteroids for  

maintenance of remission in patients with UC  

(strong recommendation, moderate quality of evidence). 

107 



32. For patients with previously moderately to severely active UC  

now in remission due to corticosteroid induction, we suggest 

thiopurines for maintenance of remission compared with no 

treatment or corticosteroids  

(conditional recommendation, low quality of evidence). 
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33. In patients with previously moderately to severely active UC  

now in remission, we recommend against using methotrexate for 

maintenance of remission  

(conditional recommendation, low quality of evidence). 

109 



34. We recommend continuing anti-TNF therapy using  

adalimumab, golimumab, or infliximab for maintenance of  

remission after anti-TNF induction in patients with previously  

moderately to severely active UC.  

(strong recommendation, moderate quality of evidence). 

110 



35. We recommend continuing vedolizumab to maintain  

remission in patients with previously moderately to severely  

active UC now in remission after vedolizumab induction  

(strong recommendation, moderate quality of evidence). 
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36. We recommend continuing tofacitinib for maintenance of 

remission in patients with previously moderately to severely  

active UC now in remission after induction with tofacitinib  

(strong recommendation, moderate quality of evidence). 
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Although the optimal tapering regimen has not been  

determined, the dose is usually reduced over 8–12 weeks 
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MANAGEMENT OF THE HOSPITALIZED PATIENT WITH 
ACUTE SEVERE ULCERATIVE COLITIS : 

Key concept statements : 

 

33. All patients admitted with acute severe ulcerative colitis  

(ASUC) should have stool testing to rule out CDI. 
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Acute severe ulcerative colitis (ASUC) 

is defined as : 

 

 the presence of 6 or more bowel movements daily 
accompanied by 

 at least 1 systemic sign of toxicity including tachycardia, fever, 
anemia (hemoglobin,10.5 g/dL), or elevated inflammatory 
markers (ESR . 30 mm/hr) 
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34. All patients with ASUC should undergo a flexible sigmoidoscopy 

within 72 hours, and preferably within 24 hours of admission.  

 

This should be used to assess endoscopic severity of inflammation  

and to obtain biopsies to evaluate for cytomegalovirus (CMV) colitis. 
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35. All patients with ASUC should be assessed for the presence  

of toxic megacolon on a regular basis during the hospital  

admission. 
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36. Response in patients with ASUC should be monitored using  

 

 stool frequency 

 rectal bleeding 

 physical examination, vital signs 

 serial CRP measurements 
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37.NSAIDs, opioids, and medications with anticholinergic side  

effects should be avoided in ASUC. 
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38. In patients failing to adequately respond to medical therapy  

by 3–5 days or with suspected toxicity, surgical consultation  

should be obtained. 
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39. The choice between infliximab and cyclosporine should be 

based on provider experience with the agent, history of previous 

failure of immunomodulator or anti-TNF therapy, and serum 

albumin. 
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40.  

 Toxic megacolon 

 colonic perforation 

 severe refractory hemorrhage 

 refractoriness to medical therapy  

 

    are indications for surgery in patients with ASUC. 
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41. Infliximab and cyclosporine do not increase postoperative 

complications of colectomy, and surgery should not be deferred 

based on this exposure. 
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Recommendations : 

37. In patients with ASUC, we recommend DVT prophylaxis to  

prevent venous thromboembolism (VTE)  

 

(strong recommendation, low quality of evidence). 
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38. In patients with ASUC, we recommend testing for CDI  

 

(strong recommendation, moderate quality of evidence). 
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39. In patients with ASUC and concomitant CDI, we recommend 

treatment of CDI with vancomycin instead of metronidazole 

(strong recommendation, low quality of evidence). 
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40. We recommend against the routine use of broad-spectrum 

antibiotics in the management of ASUC  

(strong recommendation, low quality of evidence). 
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41. We suggest against total parenteral nutrition for the purpose  

of bowel rest in ASUC  

(conditional recommendation, very low quality of evidence). 
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42. In patients with ASUC, we recommend methylprednisolone 

60 mg/d or hydrocortisone 100 mg 3 or 4 times per day to  

Induce remission.  

(strong recommendation, low quality of evidence). 
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43. In patients with ASUC failing to adequately respond to  

Intravenous corticosteroids (IVCS) by 3–5 days, we recommend  

medical rescue therapy with infliximab or cyclosporine  

(strong recommendation, moderate quality of evidence). 
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44. In patients with ASUC who achieve remission with infliximab 

treatment, we recommend maintenance of remission with the 

same agent  

(strong recommendation, moderate quality of evidence). 
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45. In patients with ASUC who achieve remission with  

Cyclosporine treatment, we suggest maintenance of remission  

with thiopurines. 

(conditional recommendation, low quality of evidence). 
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46. In patients with ASUC who achieve remission with  

Cyclosporine treatment, we suggest maintenance of remission  

with vedolizumab. 

(conditional recommendation, very low quality of evidence). 
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Patients with ASUC : 

 

should be admitted to the hospital for inpatient management, 

IVCS therapy initiation in addition to supportive care with fluids 

and electrolytes.  

 

Up to one-quarter of patients with UC may develop ASUC  

requiring hospitalization, resulting in colectomy in 40% of  

patients  
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We recommend initial C. diff testing in patients with ASUC  

 

Various tests are available for the diagnosis of CDI in this setting,  

the most common ones being ELISA against C. diff toxins A+B  

and nucleic acid amplification tests such as PCR 

 

The latter tests are more sensitive, but emerging evidence  

suggests that they may result in false-positive results,  

particularly in patients without documented diarrhea 
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Patients with UC and CDI have  : 

 

 4-fold increase in mortality 

 Longer hospital stays 

 higher rate of colectomy 

 emergency department visits 

 therapy escalation 

  hospitalizations up to 1 year after the index episode 

 

Patients with IBD who develop CDI also frequently lack the  

traditional risk factors associated with C. diff, such as previous  

hospitalization or antibiotic use 
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 more extensive disease 

 more severe disease 

 immunosuppression (in particular corticosteroid use)  

     may be associated with a higher risk of CDI. 

 

Although controlled trial data are limited, emerging evidence  

Suggests a higher failure rate with metronidazole, suggesting  

that oral vancomycin should be the first-line agent for treatment  

of CDI in the hospitalized patient with ASUC 
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As a complete colonoscopy in patients with severe inflammation  

may be associated with higher rates of colonic dilation and perforation 

 

a carefully performed flexible sigmoidoscopy with minimal insufflation 

by an experienced operator is sufficient for most patients.  

 

Although there are no standardized endoscopic activity scores specific  

to ASUC, endoscopic findings of deep ulcerations correlate with failure  

of corticosteroid therapy and need for rescue therapy or colectomy. 
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CMV colitis may affect up to one-third of patients with ASUC 

refractory to corticosteroid therapy.  

 

 

Risk factors for CMV include : 

 

 medically refractory disease 

 treatment with corticosteroids 

     (less consistently immunomodulators and biologics), 

 presence of endoscopic ulceration 
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Endoscopically, CMV has a predisposition for actively inflamed  

tissues; biopsies from the base of the ulcer have the greatest  

yield.  

 

 

Histologic evidence of viral cytopathic effect on hematoxylin- 

eosin has poor sensitivity in identifying CMV disease.  

 

Immunohistochemistry staining, rapid viral culture methods, and  

PCR-based assays are the preferred modalities to diagnose CMV  

disease 
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Evidence suggests a higher rate of treatment refractoriness and need 

for colectomy in patients with demonstrable CMV colitis. 

 

Consequently, identification of this disease should prompt treatment 

with antiviral therapy in the setting of refractoriness to steroids or 

biologic therapy.  

 

In patients who are responding to standard treatment of UC such as  

intravenous steroids, studies have not demonstrated that there is an  

added benefit to antiviral treatment. 
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When treating CMV colitis, the most commonly studied agent is 

Ganciclovir, administered initially intravenously and  

Subsequently orally for a 14-day course, with a response 

rate around 70%.  

 

Oral therapy with valganciclovir may also be appropriate in  

selected patients. 
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Features suggestive of severe colitis on plain abdominal films 

include : 

 thickened colonic wall  

 loss of haustrations 

 mucosal islands (edematous mucosa surrounded by ulcerations) 

 

In 1 study, the presence of 3 or more dilated, gas-filled small bowel loops  

indicated a high likelihood of nonresponse to medical therapy and need for  

colectomy. 

 

In addition, plain abdominal radiographs may be useful in identifying  

colonic Dilation (transverse colon diameter .5.5 cm), which predicts a  

worse outcome. 
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Abdominal imaging should be in conjunction with 

a careful physical examination eliciting abdominal tenderness, 

rebound, guarding, tympany, and ileus.  

 

 

Cross-sectional imaging with CT should be restricted to patients  

with a suspected extraluminal complication, perforation, and in  

those newly diagnosed where the distinction between CD and  

UC may not be apparenton sigmoidoscopy. 
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Close monitoring of patients with ASUC is essential to identify 

early nonresponders to IVCS therapy who may require medical  

or surgical rescue therapy.  

 

Day-to-day monitoring should include assessment of vital signs,  

physical examination to evaluate for abdominal distension or  

tenderness, and assessment of frequency of bowel movements,  

presence of visible blood, abdominal pain, and systemic  

symptoms. 
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Several indexes have been proposed to identify nonresponders  

to therapy. 

 

 The most widely recognized is the Oxford index where more  

than 8 bowel movements on day 3 of IVCS treatment  

 

or 3–8 bowel movements along with a CRP> 45 mg/L predicted  

colectomy in 85% of patients meeting the above criteria 
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Other parameters predicting failure of steroid therapy include : 

 

 hypoalbuminemia  

 colonic 

 elevation in ESR > 75 mm/hr 

  body temperature > 38 °C 
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NSAIDs have been associated with IBD-related hospitalizations 

and disease relapses in up to one-third of patients . 

Consequently, they should be avoided in ASUC.  

 

Opioids and agents with anticholinergic side effects may  

precipitate colonic dilation and toxicity and have been associated  

with poor outcomes including risk of infections and mortality  

and should be avoided. 
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A combination approach with nonpharmacologic measures (such 

as heating pads), acetaminophen, in conjunction with anxiolytics 

and sedatives may be helpful to allay pain in a significant  

Proportion of patients. 
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All patients hospitalized with ASUC should be closely followed 
by a multidisciplinary team.  
 
Surgical consultation should be obtained for patients who are  
failing IVCS and are initiating rescue therapy. 
 
 In addition to medically refractory disease, urgent surgery is indicated  
for patients who develop  toxic megacolon (fewer than 5% of patients  
with ASUC), perforation, or massive hemorrhage.  
 
Delayed surgery in ASUC is associated with poor outcomes and must  
be  avoided. The preferred surgical treatment of choice is a subtotal or  
a total colectomy with end ileostomy. 
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Inflammatory bowel disease is associated with an increased 

risk of VTE. This risk is particularly apparent in hospitalized  

patients and is proportional to severity of inflammation 

 

Other factors contributing to VTE risk in these patients include  

 

 loss of antithrombotic proteins 

 use of corticosteroids 

 reduced mobility 

 abdominal surgery 
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thromboprophylaxis with low-molecular-weight heparin should 

be given to all hospitalized patients with acute colitis.  

 

Subcutaneous low-molecular-weight heparin seems to be safe  

even in patients with active bleeding from their UC and is not  

Associated with worsening hemorrhage 
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Given the known association between antibiotics and risk of CDI  

in this population, the use of antibiotics should be restricted to  

those with suspected extraluminal complications or systemic  

signs of toxicity. 
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Systemic IVCS are the main stay of treatment of ASUC 

 

No benefit to a dose higher than 60 mg of methylprednisolone.  

IVCS can be administered as a single dose, divided doses, or a  

continuous drip with no difference in efficacy.  

 

Topical corticosteroid therapy may additionally help patients  

with symptoms of distal involvement. 
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Response to IVCS is usually apparent within 3–5 days of  

initiation, and additional response after 7 days is unlikely.  

 

Thus, prolonged IVCS therapy beyond this duration without  

initiation of rescue therapy cannot be recommended 
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In the setting of suspected CDI or CMV infection, it may be  

necessary to continue IVCS therapy, as the effect of infection  

may not be separable from that of the underlying colitis. 
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2 mg/kg is the targeted cyclosporine dose for treatment of ASUC,  

with additional studies describing drug levels in the range of  

200–400 for efficacy.  

 

Although cyclosporine has similar efficacy to IVCS, its use should  

Be restricted to those failing IVCS therapy except in patients who 

have contraindications or intolerance to corticosteroids. 
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There are no data on the use of adalimumab, golimumab,  

vedolizumab, or tofactinib as rescue therapy in ASUC, and their  

use cannot currently be recommended in this setting.  

 

Routine use of medical salvage therapy in patients failing 

infliximab or cyclosporine therapy cannot be recommended and 

may be associated with a significant risk of adverse outcomes. 
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The choice between cyclosporine and infliximab should be made based  

on provider experience with each drug. 

 

 Infliximab is commonly use in the outpatient management of both CD  

And UC, and consequently, there is greater provider familiarity with 

dosing and monitoring for adverse events.  

 

By contrast, as cyclosporine is used less frequently and only at select  

centers, its use in steroid-refractory colitis should be restricted to  

providers who are familiar with dosing, monitoring trough  

concentrations, and managing adverse effects. 
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In addition, patients with lower serum cholesterol or magnesium  

are at a greater risk of neurological adverse events from  

Cyclosporine therapy and should be considered for treatment  

with infliximab. 
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Indications for colectomy in UC include : 

(i) ASUC or (ii) chronic refractory UC not responding to traditional medical 

therapy  

or (iii) development of dysplasia and/or carcinoma in chronic UC.  

 

The absolute indications for surgery in ASUC include toxic megacolon,  

perforation, uncontrolled severe hematochezia,and multiorgan dysfunction  

 

Colectomy should also be considered in any patient who fails to progress  

after 3–5 days of corticosteroids.  

 

Delays in surgery can be associated with an increased risk of postoperative  

complications. Delayed surgery 
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The definition of chronic refractory UC can include either : 

 individuals who are refractory to induction of remission with 
biologics, corticosteroids, or small molecule therapies 

 

  individuals who are corticosteroid dependent. 

 

 Patients who meet these criteria should be considered for  

surgery and offered early referral and consultation with a  

surgeon. 
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Overall postoperative mortality associated with colectomy for UC  

was 1% 

 

Of the various therapies for UC, prolonged corticosteroids 

in particular are associated with an increased risk of  

Postoperative infectious complications in observational studies  

after surgery 

 

Preoperative anti-TNF was associated with an increased risk of  

postoperative infectious complications in CD but not in UC. 
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Another factor heavily influencing surgical outcomes is  

nutritional status/malnourishment. 

 

Optimization of nutritional status should be considered in the  

period before colectomy if possible. 

 

Poor nutritional status is associated with increased in-hospital 

mortality, increased length of stay and costs, and increased  

Infection rates. 
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Definitions of malnourishment include : 

 weight loss 10%–15% in the previous 6 months 

  body mass index < 18.5 kg/m2 

  serum albumin < 30 g/L 

 

Enteral and/or parenteral options should be considered in  

malnourished patients with UC based on individual clinical  

scenarios. 
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COLORECTAL CANCER PREVENTION IN 
ULCERATIVE COLITIS : 

Key concept statements : 

 

42. Screening and subsequent surveillance colonoscopy to assess  

For dysplasia in individuals with UC of extent greater than the  

Rectum should start 8 years after diagnosis. 
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43. Patients with UC and primary sclerosing cholangitis (PSC)  

Should undergo a screening colonoscopy at the time of diagnosis  

of UC and surveillance annually thereafter 
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44. Surveillance colonoscopies in patients with UC should be 

performed at 1- to 3-year intervals based on the combined 

risk factors for colorectal cancer (CRC) in UC and the findings on  

previous colonoscopy.  
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45. During colonoscopic examination in patients with UC, the 

endoscopist should identify raised lesions and abnormal pit 

patterns and perform targeted biopsies. 

 

 Endoscopically discrete lesions should be removed, clearly  

labeling and separating distinct lesions and segments of the  

colorectum. 
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46. Most neoplasia in UC is visible with standard- or high- 

definition white-light examinations. 

170 



47. It is unclear whether segmental random biopsies are still  

Required during surveillance colonoscopy in UC. 
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48. Pathologic interpretation of UC-associated neoplasia should  

be performed by a pathologist experienced in gastrointestinal 

pathology, and neoplastic findings should be reviewed by a  

Second experienced pathologist. 
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49. When dysplasia in UC of any grade is discrete and has been 

completely removed, proctocolectomy may not be necessary.  

 

 

If surgery is not performed, subsequent surveillance colonoscopy 

should initially be performed at shortened intervals. 
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50. When dysplasia in UC is not resectable or is multifocal, the  

Patient should be referred for proctocolectomy 
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51. Patients with UC who have extensive inflammatory polyps  

may not be able to have adequate surveillance and should be 

informed about this fact and that more frequent surveillance or 

surgery may be required. 
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52. No medical therapy has demonstrated sufficient prevention  

of dysplasia or CRC to avoid colonoscopic surveillance in UC. 
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53. Patients with UC-associated dysplasia who are undergoing 

ongoing active surveillance may benefit from the use of 

augmented visualization by dye spray chromoendoscopy in their 

first examination after UC-associated dysplasia was detected. 
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54. Fecal DNA testing and CT colonography are not  

recommended for screening or surveillance of UC-associated  

neoplasia because of insufficient evidence. 
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Recommendations : 

47. We suggest colonoscopic screening and surveillance to  

Identify neoplasia in patients with UC of any extent beyond the  

rectum 

(conditional recommendation, very low quality of evidence). 
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48. When using standard-definition colonoscopes in patients  

with UC undergoing surveillance, we recommend dye spray 

chromoendoscopy with methylene blue or indigo carmine to 

identify dysplasia  

(strong recommendation, low quality of evidence). 
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49. When using high-definition colonoscopes in patients with UC 

undergoing surveillance, we suggest white-light endoscopy with 

narrow-band imaging or dye spray chromoendoscopy with 

methylene blue or indigo carmine to identify dysplasia  

(conditional recommendation, low quality of evidence). 
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CRC is a well-described complication of chronic UC, and the risk  

factors include : 

 

  longer duration of disease 

  increased inflammatory activity 

 younger age of diagnosis 

 greater extent of colonic inflammation 

 coexisting PSC, 

 family history of a first-degree relative with CRC 
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The classical description of dysplasia in UC includes flat, 

spreading lesions rather than sessile or pedunculated polyps. 

 

When flat dysplasia in UC is confirmed, historically, this has been 

associated with a high rate of synchronous or metachronous 

cancer.  

 

By contrast, discrete, polypoid, “adenoma-like” lesions are likely  

associated with a low risk of CRC 
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