LETTER TO THE EDITOR

Double Biologic
Therapy for Refractory
Stricturing Crohn’s
Disease: A Successful
Case of Deep Remission
with Ustekinumab and
Vedolizumab

Stricturing Crohn’s disease (CD) is a severe
phenotype that presents unique challenges
to therapeutic management. Emerging lit-
erature suggests that anti-TNF monoclonal
antibody (mAb) therapies are inadequate
for preventing progression to stricture. We
hereby present a case of a patient with re-
fractory CD who required multiple sur-
gical resections despite several anti-TNF
treatment regimens. Subsequent surgical
complications were avoided after chan-
ging to combination vedolizumab and
ustekinumab therapies every 4 weeks. This
case argues for a tailored approach to CD
therapy based on disease phenotype and
demonstrates that combination therapy
with ustekinumab and vedolizumab is a
viable option for patients with stricturing
disease.
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To the Editors,

Stricturing Crohn’s disease (CD)
constitutes a severe phenotype associ-
ated with bowel obstruction and high
morbidity.! Surgical resection is a first-
line therapy for symptomatic strictures,
but disease recurs without subsequent
medical therapy.>3 Though antitumor
necrosis factor (TNF) biologics induce
and maintain remission in CD, many
patients are refractory.* New ther-
apies such as ustekinumab (UST) and
vedolizumab (VDZ), biologic agents
that block IL-12p40/IL-23 cytokines
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and mucosal recruitment of o4f7-
expressing lymphocytes, respectively,
may be more appropriate for stricturing
phenotypes. Given the relative safety
of these drugs and distinct therapeutic
profiles, we believe these agents (UST/
VDZ) may provide synergistic benefits.
Reports of UST/VDZ dual biologic
therapy (DBT) for refractory CD are
sparse, yet encouraging.’ In this report,
we present the case of an anti-TNF
mADb refractory patient with stricturing
CD who benefited from DBT.

A 35-year-old white male with
a history of multiple strictures re-
quiring surgical resection was re-
ferred to our clinic in 2014 (Fig. 1).
Previously failed treatments included
azathioprine combined with infliximab,
adalimumab, and certolizumab. Each
failure resulted in intestinal stricture
requiring resection. Subsequently, he
failed both combination of metho-
trexate (MTX) and certolizumab, and
MTX with golimumab, leading to a
proctocolectomy with end ileostomy in
2015. He initiated vedolizumab every
8 weeks (Q8) postoperatively and felt
well for 3 years despite exhibiting ele-
vated fecal calprotectin. Vedolizumab
was switched to ustekinumab in 2018
after ileoscopy revealed inflammation
and a nonobstructing ileal stricture.
Unfortunately, soon after therapeutic
switch, he developed hematochezia
from 2 ileal ulcers, requiring hos-
pitalization and blood transfusion.
Ustekinumab dosing was increased to
every 4 weeks (Q4), and azathioprine
(175 mg) and budesonide (9 mg/d) were
added. After 3 months, ileoscopy re-
vealed 2 ulcers in the neoterminal ileum
(TI). Vedolizumab Q8 was reinitiated
in addition to ustekinumab Q4 with
azathioprine. After 4 months on this
regimen, the patient improved symp-
tomatically, but the neo-TI ulcers per-
sisted. Vedolizumab was increased to
Q4, and a decadron taper was initi-
ated. Ileoscopy performed 4 months
later demonstrated a normal neo-TI,
and histologic evaluation confirmed
deep remission. Remission persisted

through completion of the decadron
taper and budesonide discontinuation.
He remains on azathioprine with DBT.
No adverse side effects have occurred
with maximum dosage of combination
ustekinumab and vedolizumab therapy.
We believe this case speaks to the im-
portance of tailoring therapeutic re-
gimens based on CD phenotype. We
believe avoidance of anti-TNF mAb
agents may be preferable in stricturing
CD and demonstrate that UST/VDZ
combination therapy is a safe and effi-
cacious alternative.
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FIGURE 1. Timeline of treatment modalities employed in CD patient from 1998 to 2020. Anti-TNF therapies utilized from 1998 to 2015 resulted in
recurrent strictures and surgical resections. Vedolizumab (VDZ) every 8 weeks (Q8) and ustekinumab (UST) Q8 failed to induce remission but did
not result in surgical or stricture formation. Dose escalation of VDZ and UST every 4 weeks (Q4) allowed the patient to achieve steroid-free deep

remission.
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