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ARS QUESTION 1

Which is an established risk factor for post-operative Crohn’s disease
recurrence:

A. Cannabis exposure

B. HLA-DQA1*05 allele

C. Smoking cessation

D. Prior intestinal resection

Q IBDHorizons



ARS QUESTION 2

Which is NOT recommended after ileocecal resection for Crohn’s disease:

. Checking Vitamin B12 levels
. Serial stool calprotectin

. Initiation of probiotics

O O o >

. Colonoscopy 6-12 months after surgery regardless of symptoms

Q IBDHorizons



Present clinical case for session 6:

Clinical Case 6

20-year-old with CD underwent ileocecal resection for stricture and
fistula. Prior to surgery had been on infliximab which is now
discontinued. They report doing well 3 months after surgery.

Q IBDHorizéns
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Crohn’s Disease

Natural History of Disease
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Course of CD After Diagnosis
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. *Calculations based upon all patients alive. Binder V et al. Gut.1985;26:146.
... IBDHorizons



... IBDHorizons

Cumulative Probability
of Surgery After Diagnosis of CD
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Rates of Postoperative Recurrence

Endoscopic

- 70% at 6 months !

- 73% 2 to > 90% at 1 year3*

*-(approximately 50% having ‘severe’ recurrence (Rutgeerts score = 2)

Clinical

- 20%-35% after 1 year %4

- 34%-86% after 3 years 24
Surgical

- 25% after 5 years 24

- 35% after 10 years 24

Rutgeerts P et al. Lancet. 1991; 338: 771-774

Rutgeerts, P, et al Gastroenterology. 1990; 99: 956-963
Olaison P et al. Gut. 1992; 33: 331-335

- Swoger J, et al. Gastroenterol Clin North Am. 2012; 41: 303-314

Pene

.. IBDHorizons



Actuarial Analysis of Symptomatic Recurrence in Patients
Stratified According to Severity of Endoscopic Lesions

symptom free
survival (%)
I

z \ .
~+——.. IBDHorizons Rutgeerts P, et al. Gastroenterology. 1990;99:956-963
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Endoscopic Recurrence Score

no lesions
< 5 aphthous lesions

> 5 aphthous lesions with normal intervening

MuUcCOoSa

diffuse aphthous ileitis with diffusely inflamed

MUuUcCOSa

diffuse inflammation with large ulcers,

nodules, and/or narrowing

Rutgeerts P, Geboes K, Vantrappen G, et al Gastroenterology 1990;99:956-983.
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The Clinical Significance of Anastomotic Ulcers After lleocolic
Resection to Predict Postoperative Recurrence of Crohn’s Disease
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Abstract
Background The Rutgeer is used to predict postoperative recurrence in CD patients after ileocolic resection and is
primaril sed on endoscopic findings at the neoterminal ileum. However, the optimal assessment of anastomotic ulcers
(AUs) rem: subject to debate.
Aims We aimed to investig: association between anastomotic ulcers (AUs) and endoscopic recurrence in post ve
e (CD) patients.
ngle-center retrospective study., conducted between 2000 and 2016, evaluated postoperative CD patients with
ission at the first ileocolonoscopy within 1 year after ileocolic resection and those who underwent subsequent
ileocolonoscopic v-up. The study outcome w i ce of AUs in pr ting endoscopic recurrence.
Results Among 116 patients who were in endos ic ssion defined as the RS of i0 to il at the index postoperative
ileocolonoscopy, 8 » (98/116) underwent subsequent ileocolonoscopies. During the media .0 (interquartile
range, 3-53.3) of follow-up after the
Furthermore, 65.8% (48/73) with AUs and 75. 40/53) w : defined as either an ulcer occupying > 1/4 of the
circumference, >3 u onfined to anasto: ing, or any ulcers extending to the ileocolonic mucosa, showed endo i
recurrence. On multiv AUs (a a 1 95%
P <0.001) and major AUs (aHR, 3.64; 95% CI, 1.95-79; 0.0C S ted with endoscopic recurrence.
Conclusions AU: iated with a significantly high risk of endoscopic recurrence in postoperative CD patients who
are in endoscopic remission.

Modified Rutgeerts score

i0 No lesions in the distal ileum

il <5 aphthous lesions in the distal ileum

Lesions confined to the ileocolonic anastomosis (including anastomotic stenosis)

> 5 aphthous ulcers or large lesions, with normal mucosa in-between, in the neo-terminal ileum
th or without anastomotic lesions)

Diffuse aphthous ileitis with diffusely inflamed mucosa

Large ulcers with diffuse mucosal inflammation or nodules or stenosis in the neo-terminal ileum

IBDHorizons Kim JY, et al. Dig Dis Sci 66, 3132-3140 (2021). https://doi.org/10.1007/s10620-020-06599-3



Risk Factors for Postop Endoscopic and Clinical Recurrence of Crohn’s
Disease After Surgical Resection

Related to the patient

» Active smoking

« Younger age at disease onset

« Familial history of inflammatory bowel disease

« Past or current extraintestinal manifestations

« Genetic factors (NOD2/CARD15 mutations)

« Intestinal microbiota (abundance or paucity of certain
bacterial families or species)

Risk factors Related to the disease

for postoperative e——)p - llealorileocolic disease location

reécurrence in « Penetrating disease pattern

Crohn’s disease « Perianal disease
« Extensive intestinal involvement (or extensive resection)
« Shorter time from diagnosis to intestinal resection
« Previous bowel resection
« High titres of antibodies against Saccharomyces cerevisiae
« Granulomas present in the resection specimen
« Severe myenteric plexitis in the resection specimen

Related to surgery

« The Kono-S type of anastomosis

Pascua N et al. Aliment. Pharmacol. Ther. 2008; 28(5): 545-556.
L IBDHorizons Dasharathy SS, et al. Digestive Diseases and Sciences (2022) 67:3508—-3517

Domenech E, et al. UEG Education 2022; 22: 5-7.



Diagnostic Accuracy of Fecal Calprotectin Postoperatively in Crohn’s

Disease

FC threshold
Included studies

Total patients

Sensitivity (95% Cl]

Specificity (95% Cl]

DOR (95% Cl)

Positive LR (95% Cl)

Negative LR (95% CI)

Rho

FC 50 pg/g
;
528

90% (83-96%])
17 =73%

36% (25-47%)
2= 66.6%

5.72 (2.41-13.73)
12=0%

1.41(1.18-1.72]
12 =30.1%

0.29 (0.11-0.51)
7=0%

0.87

FC 100 pg/g
9
588

81% (71-91%)
17 =83.1%

57% (48-64%)
12 =38.2%

6.35 (2.93-13.04)
17 =8.4%

1.88 (1.52-2.28]
2 =0%

0.33 (0.16-0.54)
17 = 58.8%

0.68

FC 150 pg/g
6
340

70% (59-81%])
I?=518%

69% (61-77%)
2= 249%

5.92(2.61-12.17)
I =554%

2.35(1.60-3.39]
2= 44.9%

0.43 (0.26-0.63)
I?=60.2%

0.10

FC 200 pg/g
6
284

55% (43-69%)]
7= 49.7%

71% (62-79%)]
12 = 48.7%

3.32(1.50-7.14)
2 =32.1%

1.96 (1.28-3.00]
?2=171%

0.63 (0.40-0.86)
7= 42.7%

0.23

Cl, confidence interval; DOR, diagnostic odds ratio; FC, fecal calprotectin; LR, likelihood ratio; Rho, Spearman'’s

correlation coefficient.

IBDHorizons

Tham YS et al. Ther Adv Gastroenterol 2018, Vol. 11: 1-12




Evaluation of Postoperative Recurrence in Crohn’s Disease

IBDHorizons

CLINICAL REVIEW

Capsule Endoscopy,Magnetic Resonance Enterography,and Small
Bowel Ultrasound for Evaluation of Postoperative Recurrence in
Crohn’s Disease: Systematic Review and Meta-Analysis

Diana E. Yung, MD,* Ofir Har-Noy, MD,” Yuen Sau * Shomron Ben-Hori
Rami Eliakim, MD,” Anastasios Koulaouzidis, DM, * and Uri Kopylov, MD*

recurrence, quantified by the Rut;
ule endoscopy (C

the need for ileocolonoscopy

matic literature search for studies compar e racy of CE, M , i C for detection of post-
operative recurrence in CD. We calculated pooled diagnostic sensitivity, specificity. diagnostic odds ratio (DOR), and area under the curve (AUC)
for each compa
, the pooled sensitivity
0.94. MRE had p

ssment of postoperative endoscopic recurrence in CD. These modalities should gain wider
alue of those diagnostic findings merits evaluation in further prospective studies.
Key Word: nance enter postoperative recurrence, small bowel ultra-
sound, systematic review

p to one-third of Crohn’s disease (CD) patients will is inevitable.” Inflammatory lesions at the anastomotic site
ry at least once during the course of their appear in 70 ients within a y sury
y is not curative in CD, di 3 e e ¢ ity of the S s > 1 with the r
 publication Au endoscopic score that was designed to evaluate the severity
al digital content is availabl . citatio of anastomotic inflammation and to predict future clinical
relapse.” [leocolonoscopy is considered the ref indard
fo essment of endoscopic recurrence is recommended
within the first 6-12 months following surgery.® Several modal-
ities are available ¢ el (SB) assessment, for example,
i onance (MR) ente
phy (with seve: i niques and pr
such as MR enteroclysis and diffusion-w
phy), and SB ultrasound (including SB
ult and contra: e EUS]).
The ov i ic yield (DY) of these modalities has
been cons : rable’; nevert >ach modality
its relative advantages and limitations. Although considere

) X standard, ileocolonoscopy is invasive and asso-
Oxford Univ 8/

e-mail: journa ‘mis X
doi: 10.1093 comfort. Noninvasive and endoscopic techniques may be able
Published online 19 De to provide an accurate and safe alternative to ileocolonoscopy

ciated with procedural risks and often significant patient dis-

Inflamm Bowel Dis » Volume 24, Number I, Janua www.ibdjournal.org

Capsule Endoscopy

Sensitivity was 100% (95% CI, 91%-100%),
Specificity was 69% (95% ClI, 52%—-83%),
DOR was 30.8 (95% ClI, 6.9-138), and

AUC was 0.94.

MRI Enterography

Sensitivity of 97% (95% CI, 89%-100%),
Specificity of 84% (95% CI, 62%—96%),
DOR of 129.5 (95% ClI, 16.4-1024.7),
AUC of 0.98.

Ultrasonography

« Sensitivity of 89% (95% CI, 85%—-92%),
« Specificity of 86% (95% ClI, 78%—-93%),
 DOR of 42.3 (95% ClI, 18.6-96.0), and

« AUC0.93.

« DOR Diagnostic Odds Ratio

« AUC Area Under the Curve



Crohn’s Disease Postoperative Management Algorithm

.. IBDHorizons

Perioperative Risk
Assessment

Anti-TNF therapy
No therapy plus

0 1oLk
initially Immunomodulator?-2

Colonoscopy at
6-12 months
postoperative®

Colonoscopy at
6 months
postoperative®

No recurrence Recurrence No recurrence Recurrence

I dul Increase anti-TNF
mmunomodulator Colonoscopy or choose

Colonoscopy :
or anti-TNF - -
every 1-3 years therapy every 1-3 years alterr:z;erab’;;loglc

Other considerations:
If tolerated, consider use of metronidazole or ornidazole for at least 3 months
In patients previously intolerant to anti-TNF therapy, consider use of ustekinumab or vedolizumab as a
postoperative biologic of choice; some centers may consider anti-TNF monotherapy with proactive monitoring
If using fecal calprotectin to guide management, measure fecal calprotectin at 3 months, and if > 150 ug/g perform
colonoscopy at 6 months. If fecal calprotectin < 50 ug/g at 3 months, perform colonoscopy at 12 months and
monitor fecal calprotectin.

Barnes E. Curr Opin Gastroenterol 2020; 36

. 277-288.



Decision / Indication
For Surgery

* Review prior CD therapies,
failure reasons

* Discuss natural history of
postop CD

* Perform preop Risk Factor
Assessment to determine
postop medical therapy

* High risk: continue biologic
therapy if already on® or obtain
labs, insurance approval for
new starts

* Smoking: Refer or prescribe
cessation

* Optimize nutrition

* Wean steroids (if elective, able)

Click B et al.
Practical
Gastroenterol
March 2021; 13- 25

.. IBDHorizons

* Follow for postoperative
complications
* DVT prophylaxis

6 months postop

* Check fecal calprotectin
* Colonoscopy: Rutgeerts’ scoring:
* 2i2h: Start, dose optimize, or
change biologic and repeat
colonoscopy in 6 mo
* i0-i2a: Monitor with g3-6 mo
fecal calprotectin and repeat
colonoscopy in 1 yr
* Consider enterography (CT or MR)
if history of proximal small bowel
CD, or unable to intubate neo-TI
during colonoscopy

* Monitor for Vitamin B12 deficiency,

bile acid diarrhea
* Smoking cessation

Crohn’s Disease Postoperative Management Algorithm

2 — 4 weeks postop

* Review operative note:
anastomosis details,
ileostomy,? surgical
pathology; update Risk Factor
Assessment, prophylaxis plan

* Review Start/continue
biologic if no contraindication
per surgeon

* Consider fecal calprotectin

* Stress smoking cessation

3 months postop

* Consider fecal calprotectin: if
>150, consider early
colonoscopy

* Ensure biologic
started/continued

* Consider proactive
therapeutic drug monitoring

* Smoking cessation

2- If diverting loop ileostomy present, can delay biologic initiation and postop timeline until ileostomy take down.



Systematic Review and Network Meta-Analysis
of Medical Therapies to Prevent Recurrence of
Post-Operative Crohn'’s Disease

Efficacy of Therapy on Postoperative Endoscopic Crohn’s Disease Recurrence

League table showing the efficacy of treatments for prevention of endoscopic recurrence of Crohn’s disease at 12
months post-operation, defined as a Rutgeerts score of 2i2.

Anti-TNF-«
0.42[0.10; 1.74] Anti-TNF-a and
5-ASA
0.3210.09; 1.10] 0.76 [0.26;2.19]  Anti-TNF-« and
5-Nitroimidazole
0.22 [0.07; 0.72]  0.53[0.20; 1.41] 0.70]0.46; 1.08] Thiopurine and

5-Nitroimidazole
0.15[0.05; 0.49 0.14; 0.95] 0.49[0.29;0.82] 0.70[0.52;0.93] 5-Nitroimidazole
0.15]0.05; 0.46  [0.14; 0.90] 0.4710.27; 0.83] 0.67[0.47;0.96] 0.97]0.74; 1.26] Thiopurine
0.14 10.04; 0.43 0.14; 0.78] 0.43]0.24;0.79] 0.62[0.40; 0.95] 0.88]0.62; 1.26] 0.91[0.70; 1.19] 5-ASA
0.13[0.04; 0.39 0.12; 0.75] 0.40[0.23;0.69] 0.56 [0.40; 0.80] 0.81[0.64; 1.03] 0.84[0.74;0.94] 0.92[0.70; 1.20] Placebo

Note: Combined direct and indirect evidence. The treatments are shown in relative ranking of efficacy.
The treatment in the top-left position is considered ‘best’, and shaded boxes represent statistically

significant comparisons. The comparisons should be read from left to right.

IBDHorizons Burr NE, et al. Journal of Crohn's and Colitis, 2019; 693—-701



Systematic Review and Network Meta-Analysis
of Medical Therapies to Prevent Recurrence of
Post-Operative Crohn’s Disease

Efficacy of Therapy on Postoperative Clinical Crohn’s Disease Recurrence

League table showing the efficacy of treatments for prevention of clinical recurrence of Crohn’s disease at

12 months post-operation.

Anti-TNF-a and
S5-Nitroimidazole

0.41 [0.15; 1.15]

0.22 [0.02; 2.20]
0.18 [0.03; 1.06]
0.09 [0.01; 1.26]

0.06 [0.01; 0.42]
0.05 [0.01; 0.41]
0.05 [0.01; 0.37]

Thiopurine and

5-Nitroimidazole
0.52 [0.06; 4.20]
0.44 [0.105 1.84]
0.21 [0.02; 2.47]

0.14 [0.03; 0.76]
0.13 [0.02; 0.75]
0.11 [0.02; 0.68]

Anti-TNF-q
0.84 [0.19; 3.84]
0.41 [0.05; 3.16]

0.27 [0.08; 0.89]
0.24 [0.08; 0.76]
0.22 [0.07; 0.71]

5-Nitroimidazole
0.49 [0.07; 3.54]  Anti-TNF-a and
5-ASA

0.65[0.11; 3.78]
0.59 [0.10; 3.34]
0.53[0.10; 2.84]

Placebo
0.90[0.52; 1.58]
0.8210.48; 1.41]

0.32 [0.13; 0.80]
0.29 [0.10; 0.84]
0.26 [0.09; 0.75]

Thiopurine
0.91[0.56; 1.46]

5-ASA

Note: Combined direct and indirect evidence. The treatments are shown in relative ranking of efficacy. The treatment in
the top-left position is considered ‘best’ and shaded boxes represent statistically significant comparisons. The
comparisons should be read from left to right. Clinical recurrence was defined as per the individual study criteria.

Conclusions: “In network meta-analysis, anti-TNF-a therapies alone, or in combination, appear to be the best
medications for preventing endoscopic post-operative recurrence of CD.”

IBDHorizons

Burr NE, et al. Journal of Crohn's and Colitis, 2019; 693701




Indications for Surgical Therapy in Ulcerative Colitis

Emergency situations
« Fulminant disease activity unresponsive to maximal medical therapy
» Toxic megacolon
» Perforation
 Hemorrhage

Elective situations

» Disease activity refractory to medical therapy

« Complications related to adverse effects of chronic
medical therapy

» Intestinal dysplasia or mass lesion

« Cancer

* Chronic disease

» Growth retardation in children

... IBDHorizons

Cima RC, et al Arch Surgery 2005; 140:300



Management After Colectomy
Hartmann’'s Pouch

Active Symptoms
= Mucous in the stool or BRBPR
« Diversion colitis
* Active UC in remaining colon
* Infection- C diff, etc.
= Abdominal Pain
« Consider cross sectional imaging - ? Crohn’s disease
« Growth retardation in children

Survelillance

» Endoscopic every 1-2 years for dysplasia carcinoma detection

= |f considering IPAA or anastomosis in the future- consider cross sectional
imaging (CTE or MRE) and endoscopic study

Laboratory Assessment
= Check CBC, CMP, vitamin D at least once annually if no biologics; more

frequently if using biologic therapy
... IBDHorizons



Conclusion IBDHorizons

= The majority of patients with Crohn’s disease will require an intestinal resection at some point in their
lifetime.

= Postoperative management of these patients remains a challenge.

= |t is important to identify high-risk patients who exhibit risk factors for recurrence and to aggressively
treat these patients to prevent or ameliorate recurrence of their Crohn’s disease.

= All patients regardless of their risk should have an ileocolonoscopy 6-12 months postoperatively (6
months postoperative if low-risk and on no therapy) to initiate or adjust medications in cases of
endoscopic recurrence (ileal score 2i2).

= Even if asymptomatic, if endoscopic recurrence is present of adequate significance, therapy should be
Initiated or optimized.

= An algorithm for approaching postoperative Crohn’s disease patients has been shared.

= Surveillance and routine lab assessment in patients with UC s/p partial colectomy and Hartman’s pouch
IS appropriate
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ARS QUESTION 1

Which is an established risk factor for post-operative Crohn’s disease
recurrence:

A. Cannabis exposure

B. HLA-DQA1*05 allele

C. Smoking cessation

D. Prior intestinal resection

Q IBDHorizons
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Which is an established risk factor for post-operative Crohn’s disease
recurrence:

A. Cannabis exposure

B. HLA-DQA1*05 allele

C. Smoking cessation

D. Prior intestinal resection
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ARS QUESTION 2

Which is NOT recommended after ileocecal resection for Crohn’s disease:

. Checking Vitamin B12 levels
. Serial Stool calprotectin

. Initiation of probiotics

O O o >

. Colonoscopy 6-12 months after surgery regardless of symptoms

Q IBDHorizons



ARS QUESTION 2

Which is NOT recommended after ileocecal resection for Crohn’s disease:

A. Checking Vitamin B12 levels
B. Serial Stool calprotectin
C. Initiation of probiotics

D. Colonoscopy 6-12 months after surgery regardless of symptoms

Q IBDHorizons
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