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Objectives

- Discuss the fact that IBD is a systemic disease process
Extraintestinal manifestations
Extraintestinal complications
Concomitant autoimmune conditions
- Discuss epidemiology, prevalence, clinical course, and freatment opftions for the
major extraintestinal manifestations we see in clinical practice

Arthritis
Peripheral arthritis
Axial arthritis
Skin
Erythema nodosum
Pyoderma gangrenosum
Eyes
Scleritis / episcleritis
Uveitis
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IBD:A systemic disease

- Steroids

- TNF blockers

- JAK inhibitors

- STP inhibitors

- IL 12 & 23 / IL 23 inhibitors

Selectivity

- Vedolizumab
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How do we classify

Extraintestinal Manifestations Extraintestinal Complications Concomitant Autoimmune Conditions

Uveitis / episcleritis / scleritis Osteoporosis (disease, steroids) Rheumatoid arthritis
Primary sclerosing cholangitis Psoriasis (anti-TNF) Ankylosing spondylitis
Axial arthritis SLE (anti-TNF) SLE

Peripheral arthritis (Type |) NAFLD (steroids) Psoriasis

Peripheral arthritis (Type Il) Avascular necrosis (steroids) Psoriatic arthritis
Pyoderma gangrenosum Gallstones Autoimmune hepatitis
Erythema nodosum Kidney stones Alopecia areata

Sweet’s syndrome UTI due to fistulae Thyroid disease
Pulmonary vasculitis Thromboembolic disease Hydradenitis suppuritiva
Stomatitis Anemia Multiple sclerosis
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Time course of exiraintestinal manifestations

IBD
diagnosis
30 years after diagnosis:
50% of patients have an EIM
EIM EIM EIM EIM EIM EIM EIM EIM EIM
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Vavricka et al. Extraintestinal Manifestations of Inflammatory Bowel Disease. Inflamm Bowel Dis. 2015 Aug;21(8):1982-92.
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Relationship between EIM activity to IBD

acftivity

Parallel Separate May or May
Course Course of Not Parallel
EIM of IBD IBD Disecase Activity
Axial arthropathy v
Peripheral arthropathy v v
(Type D) (Type II)
Erythema nodosum v
Pvoderma gangrenosum v
Sweet’s syndrome v
Oral aphthous ulcers v
Episcleritis v
Uweitis v
PSC v

Adapted from Trikudanathan et al.”

Vavricka et al. Extraintestinal Manifestations of Inflammatory Bowel Disease. Inflamm Bowel Dis. 2015 Aug;21(8):1982-92.
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IBD associated peripheral arthropathy

- 30% of IBD patients
- Little or no joint destruction (usually)
- Seronegative arthralgia / arthritis

- Risk factors:
- Colonic involvement
- Perianal disease
- Smoking
- Other extraintestinal manifestations
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IBD associated peripheral arthropathy

Type 1 (Pauciarticular arthritis) Type 2 (Polyarticular arthritis

35% prevalence in UC 24% prevalence in UC

29% prevalence in CD 20% prevalence in CD

Less than 5 joints 5 or more joints

Mainly large joints Mainly small joints

Asymmetric involvement Usually symmetric; may be erosive
Parallels intestinal disease activity Independent of intestinal disease activity
Self-limited episodes that usually last < 10 weeks Persistent and progressive inflammation

Su CG, et al. Extraintestinal manifestations of inflammatory bowel disease. Gastroenterol Clin North Am. 2002;31:307-327.
Orchard TR, et al. Peripheral arthropathies in inflammatory bowel disease: their articular distribution and natural history. Gut. 1998;42:387—-391.
Rodriguez-Reyna TS, et al. Rheumatic manifestations of inflammatory bowel disease. World J Gastroenterol. 2009;15:5517-5524.
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IBD associated axial arthropathy

.- Associated with HLA-B27 in 50-70% of cases
- MRI can show inflammation, bone marrow edema, and bony erosions

- Sacrailliitis is usually bilateral and characterized by low back and buttock
pain after rest that improves with activity

- Asymptomatic sacraoiliitis: 50%

- Clinical sacroiliitis: 8%
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Treatment of Type | peripheral arthritis

- Treat the gut!

- TNF blockers and JAK inhibitors
usually preferred,
but most important is

achieving infestinal remission S8
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Treatment of Type | peripheral arthrifis

* Vedolizumab is a gut selective a4 B7 integrin inhibitor

* Multi-center French study evaluating patients with IBD and
inflammatory arthritis

* Remission of inflammatory arthralgias

70%

was significantly associated with
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Tadbiri s, et al. Impact of vedolizumab therapy on extra-intestinal manifestations in patients with inflammatory bowel disease: a multicentre cohort study nested in the OBSERV-IBD cohort. Aliment Pharmac

. 2018 Feb;47(4):485-493.
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Treatment of Type Il peripheral arthritis

Optimize IBD therapy
- TNF blockers

- JAK Inhibitors

- 2Ustekinumab

- 22 Rizankizumab

NSAID’s
. Celecoxib safe and effective in 2 RCT's

Corticosteroids (oral and infraarticular)

Sulfasalazine

Methotrexate

Guillo L, et al. Ustekinumab for extra-intestinal manifestations of inflammatory bowel disease: a systematic literature review. J Crohns Colitis 2021;15:1236-1243.
Sandborn W, et al. Safety of Celecoxib in Patients With Ulcerative Colitis in Remission: A Randomized, Placebo-Controlled, Pilot Study. Clin Gastroenterol Hepatol . 2006 Feb;4(2):203-11.
El Miedany Y, et al. The gastrointestinal safety and effect on disease activity of etoricoxib, a selective cox-2 inhibitor in inflammatory bowel diseases. Am J Gastroenterol 2006;101:311-317.
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Do nonselective NSAID's lead 1o IBD
relapsee

- NSAID’'s can cause ulcers throughout the Gl tract

- Conflicting studies about the use of nonselective NSAID's and IBD
exacerbation

- Mainly retrospective case-control studies

- Large prospective study (Manitoba registry) 49% of IBD patients used
NSAID’s without an increased risk of flares

- Recent negative systematic review and meta-analysis (2018) does not
suggest an increased risk of flares

Bernstein CN, et al. A prospective population-based study of triggers of symptomatic flares in IBD. Am J Gastroenterol. 2010;105(9):1994-2002.
Moninuola 0, et al. Systematic Review and Meta-analysis: Association Between Acetaminophen and Non-steroidal Anti-inflammatory Drugs (NSAIDs) and Risk of Crohn’s Disease and Ulcerative Colitis
Exacerbation. Aliment Pharmacol Ther. Jun;47(11):1428-1439.
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Do nonselective NSAID's lead to IBD

relapse?¢

Source RR (952 CI) Weight(2a)
Crohn's Discasc
Evans (1997) 1.12 (0. 48, 2.60) 26.48
Felder (2000) 17.10¢(2.24, 130.43)10.58
Bonner ( 2000) - 0.34 (0.08, 1.52) 15.86
Hensley (2015) 1.1S5S (O.18, 7.40) 11.97
Long (2016) 1.65(1.12, 2.449) 35.10
Subtotal (I-sguared = 60.326, p = 0.039) —] 1.42 (0.65, 3.09) 100.00
Ulcecrative Colitis
Rampton (1933) Sy 1.61 (0.68, 3.82) 15.76
Foster (1989) S 1.63 (0.72, 3.69) 16.43
Evans (1997) 1.72 (0.62, 4.78) 13.63
Felder (2000) P 18.60 (2.38, 145 .37)5.61
Bonner (2000) - 0.65 (0.14, 3.05) 82,49
Dhingra (2012) 3.81 (1.04, 13.93) 10.60
Hensley (2015) > 0.16 (0.03, 0.91) 722
Long (2016) — 1.25 (0.82. 1.91) 2228
Subtotal (I-squared = 56.12%, p — 0.026) - 1.52 (0.87, 2.63) 100.00
Inflaimmatory Bowel Disease
Evans (1997) -— 1.35 (0.72, 2.55) 12.10
Felder (2000) 17.71 (2.41, 130.09)2.49
Aalyvkke (2000) 1.95 (1.15, 3.30) 14.00
Domiinitz (2000) 0.93 (068, 1.27) 1802
Mever (2006) 6.31 (1.16, 34.35) 3.30
Bermstein (2010) 0.99 (0.61, 1.60) 14.81
Fecagin (2014) 1.02 (0O.51, 2.05) 11.08
Hensley (2015) —> 042 (014, 1.25) 6.54
Long (2016) 1.39 (0.99, 1.949) 17.64
Subtotal (I-squared = 63 .29, p = 0.005) 1.29 (0.92, 1.80) 100.00
NOTE: Weights are from random effects ana
T |
D068 S 145

Moninuola 0, et al. Systematic Review and Meta-analysis: Association Between Acetaminophen and Non-steroidal Anti-inflammatory Drugs (NSAIDs) and Risk of Crohn’s Disease and Ulcerative Colitis
Exacerbation. Aliment Pharmacol Ther. Jun;47(11):1428-1439.
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COX-2 inhibitors in IBD

- Sandborn et al randomized 222 patients with UC in remission to receive
200mg celecoxib vs placebo twice daily for 14 days

- 3% in the celecoxib group vs 4% in the placebo experienced a disease
exacerbation

- El Meidany et al compared 76 IBD patients on etoricoxib vs 70 patients on
placebo

- 10.53% of study patients experienced a symptomatic flare vs 11.43% of control
patients

Sandborn W, et al. Safety of Celecoxib in Patients With Ulcerative Colitis in Remission: A Randomized, Placebo-Controlled, Pilot Study. Clin Gastroenterol Hepatol . 2006 Feb;4(2):203-11.

El Miedany Y, et al. The gastrointestinal safety and effect on disease activity of etoricoxib, a selective cox-2 inhibitor in inflammatory bowel diseases. Am J Gastroenterol 2006;101:311-317.
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Treatment of axial arthropathy

- Physical therapy referral for a structured exercise program

- TNF blockers

- NSAID’s (Celecoxib)

Secukinumab-{IL-17/ blocker}

- No benefit from sulfasalazine, methotfrexate, IL-12/23 or IL-23 blockade

- 2 JAK inhibitors — positive data for tofacitinib for phase Il frials in AS; phase
Il frial underway

Rogler G et al. Extraintestinal Manifestations of Inflammatory Bowel Disease: Current Concepts, Treatment, and Implications for Disease Management. Gastroenterology . 2021 Oct;161(4):1118-1132
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Dermatologic manifestations of IBD

- 5-15% of patients with IBD
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Erythema Nodosum

* Prevalence of 5% - 10% in IBD patients; female preponderance

e Tender, red /violet, raised, subcutaneous nodules 1-5cm in
diameter

* Most typical on the extensor surfaces of the lower extremities
e Anterior tibial region

* Can also be localized on the thighs or forearm (up to 15%)
 Skin biopsies not necessary

* Treat the underlying disease!

e Usually heals without scars
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Pyoderma Gangrenosum
- 1.5% of patients with inactive IBD vs 2-3% of patients with active IBD

- 50% of patients with PG have underlying IBD

- Begins as an erythematous pustule / nodule [ rapidly develops info a
deep ulcer

- Mainly on the legs, but can also occur in the head and neck, and on the
trunk

- Can also occur around stoma

- Avoid skin biopsies

Rogler G et al. Extraintestinal Manifestations of Inflammatory Bowel Disease: Current Concepts, Treatment, and Implications for Disease Management.

Gastroenterology . 2021 Oct;161(4):1118-1132.
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Treatment of Pyoderma Gangrenosum

- Early disease
- Topical steroids tacrolimus
- Intralesional steroids or cyclosporine

. Extensive disease 15 line
- Oral steroids
- TNF blockers

. Extensive disease 2"d line
- Oral cyclosporine
- Ustekinumab, Risankizumab, Thalidomide, IVIG, Hyperbaric oxygen
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Treatment of Pyoderma Gangrenosum

- Infliximalb 5mg/kg vs placebo at week 0O
- Primary endpoint: Clinical improvement at week 2 2> 46% vs 6%

- Non-responders at week 2: open label extension with another dose of
infliximalb at week 2

- Further clinical assessments at week 4 and week 6

- 69% improved
- 21% in complete remission
- (31% did not improve)

- Important predictor of response: PG present for < 12 weeks

Infliximab for the treatment of pyoderma gangrenosum: a randomised, double blind, placebo controlled trialBrooklyn TN, et al. Gut. 2006 Apr;55(4):505-9.
NORTH CAROLINA SOCIETY OF GASTROENTEROLOGY ANNUAL MEETING 2018



Ocular manifestations of IBD

Anatomy of the Eye

Ciliary body
Ciliary zonule

Cornea
Iris
Pupil
Aqueous

humor (in \\ '

anterior segment)

Lens :

Scleral venous sinus y Central artery and
(canal of Schlemm) L vein of the retina

Vitreous humor - Optic disc
(in posterior segment) (blind spot)

(@)
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Scleritis, Episcleritis

Episcleritis is the most common ocular manifestation

Scleritis < 1% of IBD patients

Both parallel disease course

Topical corticosteroids
- Increased infraocular pressure

- Cataracts
Oral corticosteroids

NSAID's (COX 2 inhibitors)

Rogler G et al. Extraintestinal Manifestations of Inflammatory Bowel Disease: Current Concepts, Treatment, and Implications for Disease Management.

Gastroenterology . 2021 Oct;161(4):1118-1132.
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Uveltls

- Topical steroids (anterior)

Inflammation of the uveal fract (iris, ciliary body, and choroid)

Up to 5% of patients with IBD

Often does not parallel disease activity

First-line therapy:

- Intraocular steroids injections (posterior)

Systemic therapy:
- TNF blockers
- Methotrexate

Jaffe, GJ, et al. Adalimumab in Patients with Active Noninfectious Uveitis. N Engl J Med. 2016 Sep 8;375(10):932-43
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Summary

- Consider extraintestinal manifestations, IBD complications, and
concomitant autoimmune conditions when deciding upon IBD therapy

- Joint > skin > eyes

- Although most extraintestinal manifestations run a parallel disease course
to underlying IBD, some do not

- Multidisciplinary approach is key
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CME/MOC QUESTION

- Which of the following extraintestinal manifestations typically does not
parallel disease activity:

- A) Type | peripheral arthritis
- B) Erythema nodosum

- C) Pyoderma gangrenosum
- D) Scleritis
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CME/MOC ANSWER

- B - Erythema Nodosum

*F@ North Carolina Society of Gastroenterology Annual Meeting 2023



	Slide 1
	Slide 2: DISCLOSURES
	Slide 3: Objectives 
	Slide 4: IBD:A systemic disease 
	Slide 5: How do we classify
	Slide 6: Time course of extraintestinal manifestations
	Slide 7: Relationship between EIM activity to IBD activity
	Slide 8: IBD associated peripheral arthropathy
	Slide 9: IBD associated peripheral arthropathy
	Slide 10: IBD associated axial arthropathy
	Slide 11: Treatment of Type I peripheral arthritis
	Slide 12: Treatment of Type I peripheral arthritis
	Slide 13: Treatment of Type II peripheral arthritis
	Slide 14: Do nonselective NSAID’s lead to IBD relapse?
	Slide 15: Do nonselective NSAID’s lead to IBD relapse?
	Slide 16: COX-2 inhibitors in IBD
	Slide 17: Treatment of axial arthropathy
	Slide 18: Dermatologic manifestations of IBD
	Slide 19: Erythema Nodosum
	Slide 20: Pyoderma Gangrenosum
	Slide 21: Treatment of Pyoderma Gangrenosum
	Slide 22: Treatment of Pyoderma Gangrenosum
	Slide 23: Ocular manifestations of IBD
	Slide 24: Scleritis, Episcleritis
	Slide 25: Uveitis
	Slide 26: Summary
	Slide 27: CME/MOC QUESTION
	Slide 28: CME/MOC ANSWER

