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ABSTRACT

Upadacitinib has shown efficacy in the treatment of moderate-to-severe ulcerative colitis and Crohn’s disease (CD). The use of
upadacitinib in the treatment of chronic antibiotics-refractory pouchitis (CARP), as well as CDof the pouch, has not been previously
reported. We treated a series of 6 patients with CARP or CD of the pouch with a minimal 6 weeks of upadacitinib. The patients
showed minimal or no significant improvement in clinical and endoscopic presentations. Our findings warrant further study to
validate the efficacy and safety of upadacitinib in the treatment of CARP or CD of the pouch.
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INTRODUCTION

The management of chronic antibiotics-refractory pouchitis (CARP) and Crohn’s disease (CD) of the pouch has been challenging.
The inflammatory disorders of the pouch are common causes of poor quality of life and pouch failure.1 Upadacitinib is a Janus kinase
1 (JAK) inhibitor that has shown efficacy in the treatment of moderate-to-severe ulcerative colitis (UC) and CD.2,3 There have been
reports in literature of using other JAK inhibitors such as tofacitinib in the treatment of CARP and CD of the pouch with a roughly
50% response rate.4,5 The use of upadacitinib in the treatment of CARP, as well as CDof the pouch, had not been previously reported.
We report a small case series of 6 patients withCARP orCDof the pouchwho receivedminimal 6weeks of upadacitinib in our Pouch
Center.

CASE REPORTS

Patient 1, a 23-year-old man, had undergone colectomy and 2-stage ileal pouch-anal anastomosis (IPAA) in 2020 for medically
refractory UC. He developed urgency, frequency, and intermittent incomplete evacuation with endoscopically confirmed pouchitis
soon after pouch surgery. He has been on antibiotics, mesalamine, or budesonide, or adalimumab individually, with no significant
improvement. The patient underwent pouchoscopy, which showed severe pouchitis, cuffitis, and afferent limb syndrome. He was
treated upadacitinib for 6.5 weeks without a response in symptoms. Repeat pouchoscopy in 6 weeks after the therapy showed no
improvement in severe pouchitis and cuffitis. He was switched to vedolizumab and 40 sessions of hyperbaric oxygen therapy.

Patient 2, a 59-year-old man, had undergone 3-stage IPAA in 2009 for medically refractory UC. His postoperative course was
complicated by pouch inlet stricture, presacral sinus, and pouch fistula since 2015. He developed diarrhea, nocturnal symptoms, and
incontinence. He was treated with ciprofloxacin and tinidazole with some response. Because of the concern for the CD of the pouch,
he was also given adalimumab, ustekinumab, vedolizumab, and tofacitinib monotherapy. The inlet stricture was treated with
multiple sessions of endoscopic stricturotomy, and the pouch-to-pouch fistula was treated with fistulotomy. He was also recom-
mended for hyperbaric oxygen therapy with no significant clinical response. He was eventually started on upadacitinib for a total of
16 weeks, but he also failed to respond when assessed on pouchoscopy after 14 weeks. He is now being considered for risankizumab.
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Table 1. Clinical presentation and response to treatment with upadacitinib

Patient 1 Patient 2 Patient 3 Patient 4 Patient 5 Patient 6

Age (yr) 23 59 71 59 24 19

Gender Male Male Male Male Male Male

Smoking No No No Former No No

Precolectomy diagnosis UC UC UC UC UC UC

Extraintestinal manifestations No No Arthritis No Arthritis Autoimmune hepatitis; primary

sclerosing cholangitis

Year of pouch constructed 2020 2009 1996 2001 2015 2021

Type of the pouch J J J J J J

Pouch diagnosis (CARP/CD of the

pouch/cuffitis)

CARP;

cuffitis

CD of the pouch CD of the pouch CARP CARP CARP

Year of diagnosis of CARP/CD of the

pouch/cuffitis

2020 2015 2022 2021 2015 2021

Any use of steroids for pouch before

upadacitinib

Budesonide Budesonide No Budesonide Prednisone Budesonide

Use of anti-TNF for pouch before

upadacitinib

Adalimumab Adalimumab Adalimumab Infliximab;

adalimumab

Adalimumab No

Use of ustekinumab for pouch

before upadacitinib

No Yes Yes Yes No Yes

Use of vedolizumab for pouch

before upadacitinib

Yes Yes No Yes Yes No

Use of other small-molecule agents

before upadacitinib

No Tofacitinib Tofacitinib Tofacitinib No No

PDAI symptom subscores at the

time of upadacitinib

4 4 3 4 4 4

PDAI endoscopy scores at the time

of upadacitinib (prepouch ileum/

body/cuff)

6/6/6 4/0/2 0/0/0

Enterovesicle fistula

0/1/0 0/1/2 0/1/6

PDAI symptom subscores after

upadacitinib

4 3 3 5 4 4

Duration from start of upadacitinib

to endoscopic evaluation (wk)

6.5 14.7 8.7 17.6 8.1 11.7

PDAI endoscopy scores at after

upadacitinib (prepouch ileum/

body/cuff)

6/6/6 4/0/1 0/0/0

No enterovesicular

symptoms

0/1/0 1/0/1 0/1/6

Improvement of extraintestinal

manifestations

NA NA NA NA Resolution of symptoms of juvenile

rheumatoid arthritis

No improvement in liver function

tests
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Patient 3, a 71-year-old man, had undergone IPAA in 1996 for
medically refractory UC. He presented with frequent diarrhea
with nocturnal seepage and dyschezia. Pouchoscopy showed
pouch prolapse, mild anastomotic stricture, and suspected
perianal fistula since 2021. Anorectal manometry showed
paradoxical contractions with a sawtooth pattern. The patient
underwent biofeedback therapy with partial response. He was
initially diagnosed with chronic pouchitis and was treated with
ciprofloxacin, tinidazole, and tofacitinib without response. He
was later diagnosed with CD of the pouch based on the de-
velopment of an enterovesicular fistula. He was given 12 weeks
of upadacitinib with mild improvement in pouch and urinary
symptoms. Mild improvement of inflammation was observed
on pouchoscopy at week 8.

Patient 4, a 59-year-old man, had undergone IPAA in 2001 for
medically refractoryUC.Hewas found to have a complexfistula
confirmed on MRI and severe pouchitis on pouchoscopy with
concerns for CD of the pouch. He has been treated with rifax-
imin, ciprofloxacin, tinidazole, pramocaine foam, budesonide,
in conjunction with adalimumab, vedolizumab, infliximab,
ustekinumab, and tofacitinib sequentially. He continued to
develop multiple courses of perianal abscesses requiring anti-
biotics. He had a pouch revision in 2020 with no improvement
in symptoms. His course was soon complicated by pouch inlet
stricture treated with endoscopic stricturoplasty; presacral si-
nus was treated with endoscopic sinusotomy; active pouchitis,
and cuffitis were treated with ciprofloxacin, tinidazole, bude-
sonide, adalimumab, and then tofacitinib. He was then treated
with upadacitinib for 19 weeks with no significant improve-
ment in symptoms. Repeat pouchoscopy at week 17 showed
persistent multiple ulcerated inlet strictures.

Patient 5, a 24-year-old man, had undergone 2-stage IPAA in
2011. The initial pouch was complicated by an anastomotic leak
and fistula, requiring a redo pouch in 2015. His redo pouch was
complicated by recurrent sinus as well as CARP soon. The re-
current sinus was treated successfully with endoscopic sinus-
otomy. CARP was treated with ciprofloxacin, tinidazole, and
vedolizumab with minimal improvement in symptoms. On the
other hand, the patient also has juvenile rheumatoid arthritis
treated with etanercept and methotrexate. He had a repeat
pouchoscopy, showing active pouchitis with clinical symptoms
of diarrhea and arthralgia. Hewas started on upadacitinib. After
6 weeks, he reported significant improvement in arthritis
symptoms but no change in abdominal cramping, bloating,
pelvic pain, and stool frequency. A repeat pouchoscopy at week
8 showed modest improvement in endoscopic inflammation.

Patient 6, a 19-year-old man with a complex history of UC,
primary sclerosing cholangitis, and autoimmune hepatitis,
underwent a 3-stage IPAA surgery in 2021. He developed
persistent pouchitis, enteritis, and cuffitis with symptoms of
stool frequency, incomplete evacuation, excessive straining,
and rectal burning in the same year. He was treated with
ciprofloxacin, metronidazole, mesalamine, budesonide, andTa
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ustekinumab.He has also been treated with azathioprine for the
autoimmune hepatitis. Because of the uncontrolled symptoms,
he was started on upadacitinib, azathioprine, and budesonide.
He reported he had not noticed a difference after being on
upadacitinib for 16 weeks (Table 1).

DISCUSSION

In summary, we present 6 predominantly male patients with
postoperative biologics-exposed CARP or CD of the pouch who,
after 6 weeks or more of upadacitinib, showed minimal or
no significant improvement in clinical and endoscopic pre-
sentations. Interestingly, upadacitinib seemed to have had a posi-
tive impact on extraintestinal manifestations. Age, duration of
pouchitis, and concurrent use of other medications, such as
budesonide, did not show any significant difference in outcome.

Acute pouchitis usually responds favorably to short-term
courses of antibiotic agents.6,7 The treatment for CARP and
CD of the pouch is more complicated. CARP has recently been
listed 1 of 5 difficult-to-treat inflammatory bowel disease con-
ditions by an expert panel from the International Organization
of IBD.8 It has been reported that the use of anti–tumor necrosis
factor, ustekinumab, and vedolizumab may be effective in the
treatment of CARP.9–11 In patients with inadequate response to
biologics, tofacitinib has been trialed inmultiple case series with
inconsistent response rate.4,12

The patients in our current series have also failed most con-
ventional antibiotics, biologics, and tofacitinib. Because of the
practice pattern of our subspecialty Pouch Center, patients of-
ten had concurrent structural and/or functional disorders of the
pouch, which may be contributing factors for poor response to
medical therapy. Our findings warrant further study to validate
the efficacy and safety of upadacitinib in the treatment of CARP
or CD of the pouch in a larger population.
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