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Microscopic colitis (MC), including collagenous colitis (CC)
and lymphocytic colitis (LC), has emerged as a common cause
of chronic diarrhea with an annual overall incidence of 4.14
per 100,000 person-years (CC) and 4.85 per 100,000 person-
years (LC), respectively.' While most patients experience an
indolent disease course with occasional relapses, it undeni-
ably affects their quality of life. No curative therapy exists, but
most patients respond well to budesonide, which represents
the treatment of choice with up to 90% achieving clinical re-
mission after induction therapy. However, in a European mul-
ticenter prospective registry, 49% of 381 patients had persis-
tent activity or frequently relapsing (>2/year) disease when
budesonide was stopped.” A minority (3% of > 14,000 patients)
definitely had budesonide-refractory disease in a Danish co-
hort study and 18% of patients have a continuous suboptimal
response to budesonide needing more than one prescription
per year beyond the 1st year (CC: 21.8% and LC: 13.8%).” Such
patients may be candidates for immunosuppressive advanced
therapies as used for other forms of inflammatory bowel dis-
ease. Emerging data describe anti-tumor necrosis factor (anti-
TNF) or anti-integrin therapy for budesonide-refractory MC,
prior to surgical intervention."

We report the case of a 39 years old lady with a history of
watery diarrhea up to 10 times daily and peripheral arthritis.
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Informed consent has been obtained. Rheumatoid arthritis
was diagnosed and treated conventionally with steroids, non-
steroidal inflammatory drugs and methotrexate. A decreased
vascular colonic pattern was observed during endoscopy while
histologic evaluation showed both an increased number of in-
flammatory cells within the lamina propria and increased in-
traepithelial CD3 positive lymphocytes revealing a diagnosis
of LC. Nonsteroidal therapy was reduced when the diagnosis
of LC was made. She was not receiving any other medication.
Budesonide and systemic corticosteroids (prednisolone up to
20 mg/day) had no effect on the diarrhea. After 12 months,
anti-TNF therapy was started for her rheumatoid arthritis but
this also had no impact on the diarrhea. Diarrhea persisted,
with a substantial effect on her quality of life, as did LC, con-
firmed histologically (no fewer than 5 procedures over 4
years), until her rheumatoid arthritis lost response to anti-TNF
therapy. To offer better control of the rheumatoid condition,
she was then switched to upadacitinib (UPA), a selective Janus
kinase inhibitor-1 (JAK 1) inhibitor (15 mg once daily) and
unexpectedly, her diarrhea resolved within days. Endoscopic
evaluation 5 months after UPA initiation revealed a normal
mucosa and complete normalization of the histologic lesions.
Sixteen months after initiation, the patient remains free of di-
arrhea and continues UPA 15 mg/day.

The etiology and pathophysiology of MC are not well un-
derstood but MC shows a T-helper 1 (Th1) mucosal cytokine
profile. Interferon-y (IFN-y) is the dominant cytokine in CC,
but TNF-a in LC, together with increased mRNA levels of in-
terleukin (IL)-8 and IL-15.° There is also evidence of a mixed
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Th17/Tc17 and Th1/Tcl mucosal cytokine profile and mRNA
levels of IFN-y, 1L-12, IL-17A, IL-21, and IL-22 have been re-
ported to be up-regulated compared to controls.” JAK1 is in-
volved in IL-2, IL-4, IL-6, IL-15 and IFN signalling.” The rapid
onset of action, together with its reported safety profile’ makes
UPA an attractive option for new indications such as budesonide-
refractory MC. Randomized studies should be considered.
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