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Summary of the Clinical Problem
Ulcerative colitis is a chronic, immune-mediated disease character-
ized by chronic mucosal inflammation that typically starts in the rec-
tum but can extend to the entire colon. Common symptoms in-

clude rectal bleeding, diarrhea,
abdominal pain, fecal urgency,
and tenesmus.1 Diagnosis of UC
requires colonoscopy with visu-
alization of the terminal ileum

and findings of inflammation such as loss of vascular markings, mu-
cosal granularity, and erosions, as well as biopsy of affected and un-
affected areas. This guideline reviews evaluation and newer treat-

ments of suspected and known UC.2,3 Recommendations for
colonoscopic surveillance or health maintenance for patients with
UC were not reviewed.

Characteristics of the Guideline Source
This guideline was developed by the ACG, with recommendations
established by the GRADE process (eTable in the Supplement). The
guideline contains 40 SRs. Of these, QOE was high in 4, moderate
in 28, and very low in 8.

Evidence Base
Among patients with suspected new-onset UC and in those hospi-
talized for acute severe UC, stool testing for C difficile infection prior
to UC treatment is recommended. The prevalence of C difficile ranges
from 5% to 47% in relapsing UC,3 and patients with UC may lack typi-
cal risk factors for C difficile such as recent antibiotic use or hospi-
talization. Other infectious etiologies should be excluded as part of
a comprehensive evaluation.3

Treatment goals for UC include resolution of rectal bleeding, nor-
malization of bowel habits, and absence of inflammation on
colonoscopy.4 A meta-analysis of 25 diagnostic accuracy studies (3120
participants) reported that fecal calprotectin evaluated every 3 to 6
months, even in asymptomatic patients with UC, can be a surrogate
for endoscopic surveillance, as it correlates with endoscopic and
histologic remission (sensitivity, 87.3%; specificity, 77.1%).

Initiation of treatment for patients with UC is often deter-
mined by disease severity based on mild, moderate, or severe in-
flammation. Mild UC is defined by fewer than 4 stools a day, normal
hemoglobin, erythrocyte sedimentation rate (ESR) less than 30
mm/h, fecal calprotectin greater than 150 to 200 μg/g, and low vali-
dated endoscopy scores, including a Mayo Endoscopic Score of 1 or
an Ulcerative Colitis Endoscopic Index of Severity (UCEIS) score of
2 to 4.3 In a meta-analysis of 7 randomized clinical trials (RCTs) (729
participants), higher remission rates based on colonoscopy find-
ings were reported with rectal 5-ASA (1-3 g/d) vs placebo (56.4% vs
19.8%; odds ratio, 5.31; 95% CI, 3.15-8.92) among patients with mild
to moderate ulcerative proctitis.5 For patients with mild left-sided
UC, rectal 5-ASA should be combined with oral 5-ASA (�2 g/d).

Moderate to severe UC is defined as 6 to 10 stools daily, fre-
quent fecal urgency and hematochezia, ESR 30 mm/h or more, he-
moglobin less than 75% of normal, and a Mayo Endoscopic Score
of 2 to 3 or a UCEIS score of 5 to 8.3 Systemic corticosteroids (typi-
cally 40-60 mg/d, tapered over 8-12 weeks depending on clinical
response and initiation of steroid-sparing therapy) can be an initial
management strategy for induction of remission in patients with
moderate to severe UC3; to avoid complications from excessive use,
these should not be used for maintenance of remission.

Acute severe UC is defined as at least 6 stools daily with at least
1 systemic sign of toxicity such as tachycardia, fever, anemia, or el-
evated inflammatory markers, eg, an ESR of at least 30 mm/h or el-
evated C-reactive protein.3 Hospitalization is typically required for
intravenous (IV) corticosteroid therapy (methylprednisolone,
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MAJOR RECOMMENDATIONS
• Stool testing is recommended to exclude Clostridioides

difficile infection before diagnosing UC (strong recom-
mendation [SR]; very low quality of evidence [QOE]) and
in patients hospitalized with acute severe UC (SR; moder-
ate QOE).

• Fecal calprotectin is recommended to assess response to
therapy and evaluate suspected relapses (SR; moderate
QOE).

• For patients with mildly to moderately active ulcerative
proctitis, rectal 5-aminosalicylic acid (5-ASA) at a dosage
of 1 g/d is recommended for induction of remission
(SR; moderate QOE).

• For patients with mild to moderate UC of any extent who do
not improve with 5-ASA therapy, an oral systemic corticoste-
roid (typically prednisone, 40-60 mg/d, tapered over 8-12
weeks) is recommended to induce remission (SR; low QOE).

• For patients with moderate to severe UC, induction of
remission is recommended with anti–tumor necrosis
factor (TNF) therapies, interleukin 23 subunit p19 (IL-
23p19) inhibitors, Janus kinase (JAK) inhibitors,
sphingosine-1-phosphate (S1P) receptor modulators,
ustekinumab, or vedolizumab (all: SR; moderate QOE).

• Systemic corticosteroids are not recommended for main-
tenance of remission in mild, moderate, or severe UC (SR;
moderate QOE).
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60 mg/d, or hydrocortisone, 100 mg 3-4 times daily). Patients are
considered to have steroid-refractory UC if they still have 8 or more
stools per day or 3 to 7 stools per day with C-reactive protein greater
than 45 mg/L after 3 to 5 days of IV corticosteroids. Rescue thera-
pies for steroid-refractory disease include infliximab and cyclospor-
ine, which have similar short-term efficacy (response rates, 60%-
80%; mean response time, 5-7 days).6 If remission is achieved,
maintenance therapy with infliximab is recommended; if cyclospor-
ine is used, various studied maintenance treatment options exist.3

Monotherapy, which is recommended for induction of remis-
sion in patients with moderate to severe UC, includes systemic cor-
ticosteroids, anti-TNF therapies, vedolizumab (an integrin recep-
tor antagonist), IL-23p19 inhibitors, JAK inhibitors, S1P receptor
modulators, and ustekinumab (an IL-12 and IL-23 inhibitor). The or-
der and sequencing of these therapies should be individualized
based on shared decision-making considering disease severity, fre-
quency and route of administration, concurrent inflammatory ar-
thritis or skin conditions such as psoriasis, overall risk of infection,
and presence of extraintestinal manifestations of UC.

Anti-TNF agents approved for UC include infliximab, adalim-
umab, and golimumab. When infliximab is used, it should be com-
bined with a thiopurine, which favorably increases trough concen-
trations and decreases risk of immunogenicity with anti-TNF
antibodies that neutralize infliximab’s therapeutic effect, increase
clearance, or cause adverse reactions including hypersensitivity.

Vedolizumab is administered IV for induction and then by sub-
cutaneous injection for maintenance. Vedolizumab targets the gut
by binding α4-β7 integrins, thereby reducing likelihood of systemic
immunosuppression associated with other agents such as anti-
TNF agents and JAK inhibitors.3 In the only comparative trial of mod-
erate to severe UC (769 patients), vedolizumab achieved higher rates
of clinical remission compared with the anti-TNF agent adalim-
umab (31.3% vs 22.5%; P = .006) and more improvement on colo-
noscopy (Mayo Endoscopic Score �2: 39.7% vs 27.7%; P < .001).7

Ustekinumab is superior to placebo for both biologic-naive pa-
tients and those with previous use of biologics. In an RCT of 961
patients with moderate to severe UC, remission was achieved in
15.6% of those receiving ustekinumab every 8 weeks vs 5.3% for pla-

cebo (P < .001); among those achieving remission, clinical remis-
sion rates were sustained at week 44 in 43.8% with ustekinumab
vs 24.0% with placebo (P < .001).

Advanced oral therapies include S1P receptor modulators and
JAK inhibitors. S1P receptor modulators (ozanimod and etrasimod)
are small molecules that inhibit lymphocytes from leaving lymph
nodes, preventing their migration to the bowel.3 Etrasimod was
shown to be effective in patients with isolated proctitis.3 Advan-
tages of JAK inhibitors include rapid onset and efficacy in moder-
ate to severe disease8 and lack of immunogenicity.

Three monoclonal antibodies target IL-23p19: guselkumab, mir-
ikizumab, and risankizumab. In a recent meta-analysis (25 RCTs; 2836
patients), 22.8% of patients with moderate to severe UC or Crohn
disease achieved remission with these agents vs 8.9% with pla-
cebo (risk ratio [RR], 2.69; 95% CI, 1.80-4.03). To date, there have
been no trials comparing the efficacy of different anti–IL-23 thera-
pies for treatment of UC.

A systematic review and network meta-analysis9 studied the
safety of each UC therapy described above in patients with moder-
ate to severe UC and reported no statistically significant differ-
ences between adverse events (AEs) or serious AEs (SAEs). Spe-
cific AEs and SAEs, which were extracted from each of the 29
included studies, included increased risk of herpes zoster infection
with both JAK inhibitors (2.67 per 100 person-years) and S1P recep-
tor modulators (RR, 1.75; 95% CI, 1.09-2.80). S1P receptor modu-
lators were also associated with transient cardiovascular events in-
cluding bradycardia (RR, 2.64; 95% CI, 1.77-3.96) and atrioventricular
block (RR, 1.73; 95% CI, 1.03-2.91).

Discussion
These guidelines should be viewed as the preferred approach to treat-
ing patients with UC, with choice of treatment requiring shared deci-
sion-making considering factors such as disease severity, disease prog-
nosis, comorbidities, treatment route of administration, safety profile,
cost,andtreatmentavailability(insurancecoverage).Comparativetrials
for induction and remission regimens along with further research on
specific, predictive biomarkers to assess overall response to treat-
ment are needed to improve individualization of UC treatment.
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