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Fibrostenotic Crohn's Disease:
Present and Future




ARS QUESTION 1

Which is TRUE regarding strictures in Crohn’s Disease:

A. Longstanding Crohn’s strictures should be biopsied to check for malignancy

B. Concomitant intra-lesional steroid injection improves endoscopic balloon dilation
outcomes

C. Anti-TNF intralesional injection is routinely indicated
D. All colonic strictures should be surgically removed
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ARS QUESTION 2

Which feature is a contraindication to endoscopic balloon dilation:

A. Stricture length of <4 cm
B. Presence of colonic stricture
C. Absence of ulceration near or within the stricture

D. Presence of adjacent fistula or deep ulceration
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Clinical Case 5

21-year-old with newly diagnosed with isolated 12cm ileal Crohn’s
disease characterized by ulcers, stenosis that cannot be traversed.
She is currently on no treatment and reports abdominal pain,
nausea, and decreased stool output.

Q IBDHorizons



Fibrostenotic Crohn’s Disease:
Present and Future

Christina Ha MD FACG AGAF
Mayo Clinic Arizona
Scottsdale AZ

Acknowledgement:

Florian Rieder MD, Cleveland Clinic Foundation
#WetheFibrosisLab @IBD_FloMD
https://www.lerner.ccf.org/immuno/rieder/



https://www.lerner.ccf.org/immuno/rieder/

Disclosures

Grant support:
« Pfizer
« Helmsley Charitable Trust

Advisory Board/Consultant:
« AbbVie
* Bristol Myers Squibb
« Genentech
* InDex Pharmaceuticals
e Janssen
* Organon
* Pfizer
« Takeda




ODbjectives

« Summarize the role of medications in CD patients with stricture
 Highlight the indications for endoscopic stricture interventions

* Review the surgical approach to stricturing Crohn’s disease

* Review new developments in reversing fibrosis




Crohn’s disease behavior at presentation

Diagnosis 5 year Follow-up
At 5 years:
o 22% required
oo surgery
i o 36% hospitalizations
10%

o 10% progressed
from B1 to B2

4%

89%

1%
100% - Burisch et al. Gut. 2019;68(3):423-33.



Stricturing Crohn's disease:

Radiologic definitions

* Wall thickness
 3-5mm [US]

e 3mm [CT], >5 mm [CT]
e 3mm [MRI]

Prestenotic dilation

Inflammation Fibrosis

> 25 mm [US]
Luminal diameter > 25-40 mm [CT]
4 mm [US]

<6-12 mm [CT]

Zappa Inflamm Bowel Dis 2011; adapted from J. Panes

Wall thickness X X
T2 hypersignal X X
Delayed X
hyperenhancement

Layered X
enhancement

Comb sign X X
Fistula X X

SLIDE Modified from FLORIAN RIEDER MD



Factors associated with higher rate of success

with medical therapy

* On immunosuppressive treatment

e CD Obstructive score > 4

o rated 0-6 based on abdominal pain, N/V,
hospitalization, dietary modifications)

* Duration obstructive symptoms
(weeks) <5

* Length of stricture < 12cm

 Maximal small bowel diameter
proximal to stricture (18-29 mm)

* Marked enhancement on delayed T1
weighted sequence

* No fistula

Yoram Bouhnik et al. Gut 2018;67:53-60
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Figure 1 The observed probability of success at week 24 in 93*
patients with Crohn's disease and symptomatic small bowel stricture(s)
according to the clinicoradiological prognostic scoret. *93 of 97
patients had a delayed T1weighted sequences; +for details see table 3.



Indications for endoscopic dilation

* Symptomatic ileal or ileocecal valve

strictures

o CAUTION RE: Colonic strictures = dysplasia
or cancer in 3.5% of IBD patients with colonic
strictures

* [solated anastomotic strictures

* Upper Gl strictures =2if technically
feasible

* Ulcerated stenosis/inflamed stenosis 2
not an absolute contraindication

Cross sectional imaging is important to exclude penetrating

complications, length and angulation

SLIDE COURTESY OF FLORIAN RIEDER MD



Efficacy of endoscopic balloon dilation

Systematic review: n=1463 with n=3213 dilatations

Dilation Median % 95% Cl %
Technical success 89 87 -91
Clinical efficacy 81 75 -85
Major complications* 2.8 2.1-3.9

*Perforation, bleeding, dilation related surgery

Stricture <5cm associated with surgery free outcome
Each 1cm increase = 8% increase in hazard for surgery

Duodenal stricture 5x risks for surgery
Active disease NOT associated with increased risk
Anastomotic and primary strictures = similar surgical, re-dilation rates

IBOH Bettenworth Inflamm Bowel Dis 2017; East Clin Gastro Hepatol 2007; Di Nardo Gastrointest Endosc 2010; Atreja J Crohn’s Colitis 2013 SLIDE COURTESY OF FLORIAN RIEDER MD
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Considerations for endoscopic
Interventions for stricturing disease

1.1 Computed tomography enterography or magnetic resonance enterography, with or without retrograde contrast enema,
should be done before the endoscopic intervention Recommend imaging before endoscopy

1.2 Optimal bowel preparation should be done before colonoscopy, pouchoscopy, and ileoscopy Good prep is key

1.3 Monitored anaesthesia care or general anaesthesia is recommended for patients undergoing deep enteroscopy, anticipated
long-lasting or technically challenging endoscopic procedures, or for those with significant comorbidities Use MAC

1.7 Prophylactic antibiotics can be considered in patients who are at risk for procedure-associated bacterial translocation
(at the discretion of the endoscopist) Antibiotics for higher risk patients

1.8 Systemic corticosteroid exposure is associated with an increased risk of complications from endoscopic interventions
Steroids increase complications

1.9 Biologics can be safely continued in patients undergoing endoscopic intervention No need to hold biologics

2.14 To rule out malignancy, a biopsy of the stricture should be taken at the index EBD, or a diagnostic endoscopy should
be done Check for malignancy in longstanding strictures

2.15 Concurrent intralesional steroid injection following EBD is not recommended No role for steroid injections

2.16 There is no substantial evidence of benefit from intralesional injection of anti-tumour necrosis factor biologics alone or in
combination with EBDt No role for intralesional biologic injections




Suggested endoscopic balloon dilation technigue

1
2
3
4

U

. Choose the right balloon size depending on stricture severity
. Use the guidewire to stabilize the balloon

. Inflate to 15t diameter on hold for 60 seconds

. Deflate, and re-inflate to higher diameter and hold for 60

seconds

. Careful when ‘pulling’ the scope with balloon through stenosis
. Insufficient data to recommend steroid or other injectable

therapies (e.g. anti-TNF)



Other potential endoscopic technigues for strictures

Electroincision

* Potential use for anorectal strictures

* Reserve for refractory strictures

e Refer to centers with experience

* 10% complications = mostly bleeding

Stent placement:

* Observational data only

* Short-term success rates variable

 Complications: stent migration, fistulae

* Fully covered metal stents may be
considered for refractory strictures

Swaminath Inflamm Bowel Dis 2008; Branche Endoscopy 2012; Shen et al. Lancet Gastroenterol Hepatol. 2020;5:393-405. SLIDE COURTESY OF FLORIAN RIEDER MD
Paine Gastrointest Endosc 2013. Lan and Shen. Inflamm Bowel Dis. 2017




Contraindications to endoscopic treatment

* Abscess, fistula, phlegmon, high grade dysplasia or malignancy
* Strictures > 5cm
* Technically unfeasible due to angulation/position, inaccessible

* Serial dilatation — is feasible, but consider symptoms free
interval, technical feasibility, patient preference, Qol, dietary
restrictions

i Fecal Stream )

Stricturex
Inflammation

SLIDE COURTESY OF FLORIAN RIEDER MD



Endoscopic vs Surgical management of
Stricturing Crohn’s Disease

Location, length, accompanying features, technical feasibility,

symptom free interval and patient preference (EL3)

P N

Endoscopic dilation Stricturoplasty
-Short strictures < 5cm (EL2) -Multiple strictures - Long strictures
-Serial dilation feasible (EL3) -Prior extensive bowel - Abscess, fistula, phlegmon
-Inflammation not a resections (EL4) - Dysplasia, malignancy (EL3)

contraindication (EL3)
-Anastomotic strictures
-Concomitant techniques not
routinely recommended (EL3)
-Intermittent obstructive
episodes

-Long interval prior surgery

Rieder et al. J Crohn Colitis. 2016;10:873-885. SLIDE COURTESY OF FLORIAN RIEDER MD




Future directions:
Anti-fibrotics

Potential targets:

* TGF-B — transforming growth factor -
involved in fibrogenesis through
activation of mesenchymal cells

* |L-36 —interleukin-36 = induces gene
expression for fibrogenesis

* Rho-kinase inhibition 2 may
prevent/reverse fibrosis in animal
models

Sleiman et al. Expert Rev Gastroenterol Hepatol. 2022;15(4):401-11.

List of potential ani-fibrotic agents that have been iested In murnne of hnman intestinal models.

orpanoid culhme, colom
with CD}
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cD pu:hem: oprUITEnCe in asymgrhomatic
strictupes
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Summary:

e Strictures most amenable for dilation are:
o“Short” (< 5cm)

o “Straight” (can easily pass the TTS dilator + guidewire without
resistance)

o“Safe” (no evidence of penetrating disease, deep ulceration)

* Recommend surgical resection for CD High-Risk features
severe endoscopic disease (e.g. deep [, dagnoss T <30years
ulcers, 14 disease) Anatomic involvement ) Extensive

. - ianal and vere |
e Start or optimize treatment: P e oneg ' YES
olInflammatory strictures Ulcers Deep
oPost-endoscopic dilation Prior surgical resection | YES
. . . cusY
oPost-operatively — higher risk patients ~ |>newbe o | YES




Recommended approach to Crohn’s disease strictures

Obstructive

symptoms

Adjust medical therapy REsiioise Maintenance medical
Obtain cross-sectional Yes forCD therapy
imaging Evidence of Non-response or
inflammation s
Consider admission if acute symptoms
small bowel obstruction
: Associated
1. Evaluate stricture ey =
complications™® or

characteristics on imaging and EBD technically not
endoscopy: location, length, feasible
angulation, associated

complications*

Consider postoperative prophylactic
medical therapy

2. Involve multidisciplinary team Endoscopically

. plnary accessible straight Endoscopic balloon
3. Di t S stricture, <5 cm in dilation

. Discuss options wi atien ;

j ; fength anc? WiOout Consider adjusting medical therapy
associated A
BT after dilation
complications

IBDH Sleiman et al. Expert Rev Gastroenterol Hepatol. 2022;15(4):401-11.
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Clinical Case 5
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disease characterized by ulcers, stenosis that cannot be traversed.
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