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Vedolizumab Treatment of Budesonide-refractory Microscopic Colitis
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Case

A 61-year-old woman with lymphocytic colitis for six years
presented with ongoing diarrhea despite use of budesonide 6 mg
daily. She had taken Meloxicam when she was diagnosed, but
diarrhea persisted. Prior medications included initial treatment
with bismuth subsalicylate, cholestyramine, and loperamide
which were ineffective. She started an induction course of
budesonide the year following diagnosis, with good response.
However, due to frequently relapsing diarrhea, she required
multiple induction courses of budesonide and eventually
required maintenance budesonide. Daily doses alternated
between 3 to 6 mg of budesonide, which she continued for
nearly four years.

At the time of presentation, she had been taking budesonide 6
mg daily for the preceding ten months. Lowering budesonide
below this threshold resulted in increased bowel movements.
Despite used of 6 mg budesonide, she reported five to seven
watery bowel movements per day. She denied any significant
weight loss. Physical examination was unremarkable. Labora-
tory evaluation for alternate causes of diarrhea were negative,
including evaluation for Celiac disease and infectious etiolo-
gies.

She was started on Vedolizumab for budesonide-refractory
microscopic colitis. After completing induction she had con-
siderable reduction in her bowel movements. Stool output
improved to one formed movement daily, with 1-2 watery
bowel movement each week. She tapered off budesonide com-
pletely within 3 months of starting vedolizumab maintenance
infusions. Due to prolonged budesonide use, she developed
secondary adrenal insufficiency requiring hydrocortisone. She
is following closely by endocrinology, directly tapering hydro-
cortisone. Baseline bone density testing was normal.

Discussion

Microscopic colitis is found in up to 10% of all patients
evaluated for chronic diarrhea.! Diagnosis of microscopic
colitis requires chronic, watery, non-bloody diarrhea, in combi-
nation with a normal (or almost normal) appearing colon on
colonoscopy, with distinct histologic findings. Microscopic
colitis can histologically as either collagenous colitis or
lymphocytic colitis. In collagenous colitis, a sub-epithelial
collagen band spanning at least 10 micrometers in thickness is
present. Lymphocytic colitis has at least 20 intraepithelial
lymphocytes per 100 epithelial cells. Due to the patchiness of

the disease, at least 8 biopsies should be taken from different
areas of the colon.?

Pathophysiology of microscopic colitis involves migration of
medications or bacterial antigens into the colonic sub-epithelial
space, with dysregulated immune and inflammatory reactions.
Proton pump inhibitors and non-steroidal anti-inflammatory
drugs are strongly implicated in drug-induced microscopic
colitis.®> There also may be a component of bile acid mal-
absorption in this disease.

Treatment for microscopic colitis involves stopping any
medication that may be contributing to disease development.
Cholestyramine may be useful in mild cases of microscopic
colitis.* For more moderate or severe cases, budesonide is
strongly recommended for induction of remission.> However,
up to 80% of patients with microscopic colitis will relapse after
discontinuing budesonide.! Some patients require repeat
induction courses of budesonide. Most relapsing patients
require long-term budesonide maintenance. Lower doses of
long-term budesonide (3 mg daily or every other day), up to 9
years is considered safe with no increased osteopenia,
hypertension, cataracts, glaucoma, or diabetes mellitus.®

However, patients who do not respond or have a suboptimal
response to budesonide need alternate therapy. Currently
limited evidence supports the use of biological agents in
microscopic colitis, limited to case reports and limited case
series. Anti-TNF agents (infliximab and adalimumab) as well
as the anti-integrin agent vedolizumab have shown promise in
treating budesonide-refractory disease. A paucity of random-
ized controlled trials makes it difficult to directly compare the
efficacy of these agents. Most patients placed on biologic
therapy for budesonide-refractory disease respond.” Diverting
ileostomy is an acceptable alternative for patients failing all
medical therapy.

Conclusion

Budesonide is first-line therapy for the induction and main-
tenance of remission in microscopic colitis. Patients in which a
provoking medication cannot be identified and discontinued,
have high rates of diarrhea relapse. Biologic therapies like
vedolizumab show promise in treating budesonide-refractory
disease.
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