Shedding Light
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Recognize the frequency of
bowel urgency in patients i
with Crohn’s disease (CD) and si;!

the impact on patient quality » =¥
of life (QoL). ‘Lol
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Incorporate assessments for

bowel urgency as part of B
thorough symptom evaluatioq
for patients with CD. N~

- Rk W N “ N 3
S . . : A
LEARNINE oy i,
£ I\\ \ J : { - s g N <l
(7 [ = ( T \ T § ¢ o : ' _;,.ly\ : -
JBJEC | | S e, =
.‘ \d A ) 'I
. f
1 SR
P

-
= I




Engage patients in open
communication about their
bowel urgency as part of
shared decision-making
In order to improve clinical
outcomes. —_
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Audience RESPONSERS

How often do you incorporate bowel urgency
assessments into your evaluation of patients with
Crohn’s disease (CD)?

A. Always
B. Usually
C. Seldom
D

. Never

oSMERE



Symptom Impact in CD

Millie D. Long, MD, MPH



The Impactiof;
bowel urgency:
Cristina C.



Risk stratification

@ Individualized therapy

@ Therapeutic ceiling and sequencing

@ Treatment for special populations

Improved monitoring strategies

@E@) Therapeutic de-escalation strategies

Restoring quality of life

CME (F)
Revés J, etal. Curr Res Pharmacol Drug Discov. 2021:2:100070. CLTFITTERS



Proportion of Patients with CD Reporting
Bowel Urgency by Advanced Therapy Cohort

45% 41.0%
39.2

40% 36.0% ’
35%
300/2 29.5% 2879
25% 20.3%
20%
15%
10%

5%

0%

TNFi Non-TNFi

® Enrollment 6 months 12 months

TNFi = tumor necrosis factor inhibitor.
Lewis JD, et al. Am J Gastroenterol. 2023;118(12S):S7.

Worsening of Bowel Urgency Symptoms

i

TNFi Non-TNFi
N =332 N =200
21.3% 19.9%
21.7% 19.4%
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Symptoms Most Impacting QoL in CD

- Bowel

urgency

o O

Adapted from Dibley L, et al. Dig Dis Sci. 2021;66(10):3330-3342.



Symptoms Most Impacting QoL in CD

[ Multiple aggravators ]

Relentless and
unpredictable symptoms

- Bowel

urgency

Far-reaching
negative impact

o O

Adapted from Dibley L, et al. Dig Dis Sci. 2021;66(10):3330-3342.



Symptoms Most Impacting QoL in CD

. Requires constant planning
Multiple aggravators and adaptation

Relentless and
Fatigue unpredictable symptoms

- Bowel

urgency

Creates uncertainty/anxiety

Mental health

. Relationship closeness and intimacy
Far-reaching

negative impact

Work or school performance

Social isolation and stigma

Adapted from Dibley L, et al. Dig Dis Sci. 2021;66(10):3330-3342.



Patients Wlth ~

to Improve withisii Tr

Most Important Treatment Targets for Patients

50%

40.2%

40%

30%

20%

10%

0%
Improving quality of life

CasellasF,et al. Dig Liver Dis. 2017;49(2):152-156.

Pain and urgency are 2 symptoms
patients hope to controlin CD

33.3% /

Completely resolving symptoms

13.0%

Normal colonoscopy

ME
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The Cycle fgl )

Increased
uncertainty and

e anxiety

Constant planning urgency
and adaptation to cope
with symptoms

~ Fatigue

Worsening
symptoms

oSMERE

Adapted from DibleyL, et al. Dig Dis Sci. 2021;66(10):3330-3342.



Bowel urgency was among the top three most frequently reported CD symptoms
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CONFIDE = Communicating Needs and Features of IBD Experiences CM E l'

Schreiber S, et al. Am J Gastroenterol. 2023;118(10S):S815. CUTFITTERS

¥



Patients with CD

Less often than monthly At least once per month

<«

US (n = 126) 75%

Europe (n = 295) Bowel Urg ency

70%

US (n = 84) 8% o 61% Bowel Urgency-Related
Europe (n=202) 13% 15% 45% Accidents

US (n = 215) ST 9% Diaper/Pad/Other
Europe (n = 547) 3B% 1% 40% Protection Use

Bowelurgencyis justas much of anissuein CDas itis in UC

UC = ulcerative colitis. CM E f -*

Schreiber S, et al. Am J Gastroenterol. 2023;118(10S):S815. CLTFITTERS




CONFIDE Survey Results

81% of US and 85% of European HCPs did not rank bowel HCPs do not proactively discuss bowel urgency and
urgency among the symptoms most reported by patients bowel urgency-related accidents with patients
Ranking of HCP-perceived top three CD symptoms reported by patients HCP-reported reasons for not proactively discussing

bowel urgency
5%

Not relevant/treatment availability 4%
33 34
45 Patient should discuss with different HCP 5%
9%
59 56
11%

o 76 Other reason 10%
= %
n Uncomfortable leading this discussion A 13%
Q 20 ’
(@)
I 9 - 24%

- Not a priority 13%

Patient seems uncomfortable 9%
18%
- . 18%
Insufficient time 21%
: . . 42%
. . i Expect the patient to bring this up
Diarrhea Persistent Blood in stool 34%
abdominal pain HCPs (%)
US: @1 m2 3  Not Ranked Europe = US
Europe: M1 2 © 3 ' Not Ranked
. E (¢
HCPs = health care professionals. CLUTERITTERS

Schreiber S, et al. Am J Gastroenterol. 2023;118(10S):S815.



» Embarrassment was the most
common reason for patient discomfort
in discussing bowel urgency and bowel
urgency-related accidents with HCPs

» Only 40% of US and 27% of
European patients were completely
comfortable discussing bowel urgency
with their HCPs

Schreiber S, et al. Am J Gastroenterol. 2023;118(10S):S815.

CONFIDE Surnvey: RESUltS

Patient-reported reasons for not feeling comfortable
discussing bowel urgency

Embarrassment _73% 64%
HcP cannot help [ 30% 17%
HCP does not understand _ 30% 24%
wasting HCP's time  [JJl| 20% 14%
HCP makes me nervous - 17% 25%
Hard to explain [l 17% 31%
Nt erouen e | 17
other | 7% 16%
HCP is not interested . 7% 3%

m Us Europe

oSMERE



Impact of IBD on Dl yAACHVIRY,
» 79% of patients limited physical activity
» 34% of patients reported avoiding running or jogging

» Reasons for limited activity
» 70% fatigue/tiredness
» 69% disease flare-ups
» 61% increased toilet urgency

IBD = inflammatorybowel disease. CM E | -*
Tew GA, etal. Inflamm Bowel Dis. 2016;22(12):2933-2942. OUTFITTERS



Reasons for Avoiding Activity in IBD

80
70 B 8-
60 B
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40
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2% r1
2% <@ IC = interstitial cystitis c E ! *
@ ySUUS. . CUTFITTERS
© Tew GA, etal. Inflamm Bowel Dis.2016;22(12):2933-2942.




Activity Adaptationin IBD

Activities Avoided
70

60

50

e:, 40 e B cb(n=378)
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Tew GA, etal. Inflamm Bowel Dis. 2016;22(12):2933-2942.
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IBD and Séxdé{f

.

» Sexual functioning, satisfaction, and drive can be negatively impacted by IBD
and can impact QoL

70% never or rarely ask patients

—i—| about sexual dysfunction
‘ __|_. Survey of 426 gastroenterologists

75% did not change treatment if a
patient reported sexual dysfunction

Gastroenterology surveyreported barriers to addressing sexual
dysfunctionduring appointments

Lack of knowledge Lack of experience Lack of time Embarrassment

(80%) (58%) (44%) (30%)

oSMERE

RomanoL,etal. Dig LiverDis. 2022;54(11):1494-1501. Mantzouranis G. J Crohns Colitis. 2015;9(12):1160-1168.



Impact of Bowel UIGERCYOTIRSEXULI AT

Patient-provided reasons for avoiding or decreasing sexual activity Patients who avoided or decreased
sexual activity in the last 3 months

31%

Bowel urgency 41%

21%

Decreased sexual desire 37%

g
B ‘
X

. 100%
Fear of bowel urgency-related accidents
Fear of bowel movementaccidents M 90%
Tiredness/fatigue [EEG—G—_—_—H—c 80%
37%
Fear of fecal seepage | —— 70%
Worsening of abdominal pain during sexual.. i m—— L ~
’ P 9 5o e S 60%
Abdominal pain [— %
Pain in the genital area during sexual activity THES— .o g 50%
Increased stool frequency EEEE—— E 40%
Difficulty reaching orgasm/climax during... 30%
H H R 15%
Feeling physically unattractive _ 19% 20%
Seff-conscious about not feeling clean — e
. . 10%
Perianal pain [—C
Blood in stoo] [E— 0%
Decreased arousal ‘ 8% Europe us
Unable to get of maintain an erection B
- % EEurope ®US
Other reason(s) related to my condition 2%
DubinskyMC, et al. United States and European patientperspectives on the impactof moderate-to-severe ulcerative colitis on sexual activity: CILJTFI'I'I'EFFS l' -*

Communicating Needs and Features of IBD Experiences (CONFIDE) survey. Presented at: Digestive Disease Week [DDW]; 2023. Abstract No. 1139.



MUSIC Study=SigniiiCenf=roRp LGN
with CD Reported BOWEINSIGENGY

Bowel No or Minimal
L Urgency Bowel Urgency o
Characteristic (UNRS 2-10)* (UNRS 0-1)* P Value
n =883 n =650
Age (years), mean (SD) 54.1 (15.5) 53.4(16.1) .320
0 .
Female gender,n (%) 632 (73) 452 (70) .290 58% of patlents reported
bowel urgency
Education (> high school), n (%) 789 (89) 601 (92) .039
Caucasian (White), n (%) 789 (89) 592 (91) -
Currentsmoking (yes), n (%) 29 (3) 11 (2) .053
Body mass index, mean (SD) 26.8 (6.3) 25.3(4.9) <.001 Bowel urgency was higher among
Disease duration (years), mean (SD) 25.7 (14.1) 23.7 (13.7) .003 patlents with aCtIVG_ dlsea_se _aS
comparedto those in remission
Ever Gl surgery(yes), n (%) 540 (61 311 (48 <.001
(oD 49 (87% vs 48%, p < .001)
Ever Gl hospitalization (yes), n (%) 649 (73) 417 (64) <.001
Number hospitalizations, mean (SD) 3.9(2.6) 3.1(2.3) <.001
Remission (yes), n (%) 544 (62) 599 (92) <.001

*Urgency w as measured using 11-point UNRS: 0-1 = no minimal bow elurgency, 2-10 =bow elurgency.
**Chi-square testw as used to compare no or minimal bow elurgency vs bowelurgencyfor each of the categorical variables and t-test w as used for continuous variables.
Gl = gastrointestinal; SD = standard deviation. E
F

Long MD, et al. Prevalence of bow elurgency and its association w ith quality of life in a real-w orld Crohn’s disease population: results fromthe Measuring Urgency
Symptoms in Inflammatory Bow el Disease Collaboration (MUSIC) study. Poster presented at American College of Gastroenterology [ACG]; 2023. CUTFITTERS



. . L Of those in remission, bowel urgency was
Patients with bowel urgency had significantly . . . . ! .
worse quality of life significantly associated with anxiety, pain, fatigue,
and worse social satisfaction
50 50
p <.001 for
all measures
S 40 g 40
@ @ p=.001  p=.001
= o p =.001
= 30 = 30
g o
= "‘g p=.001
c 20
20 23 24 S
.g 21 € 20 21 19
o
= &
£ 10 14 14 13 a 10 13 12 12
0 0
. . . . Worse Fatigue Slee Pain Anxie Depression
Worse Fatigue Sleep Pain Anxiety Depression Social g Disturbe?nce Interference b4 P
Social Disturbance Interference ; ;
- ; Satisfaction
Satisfaction PROMIS Measures
u
PROMIS Measures
®Bowel Urgenc No or Minimal Bowel Urgenc
® Bowel Urgency No or Minimal Bowel Urgency gency gency
Long MD, et al. Prevalence of bow el urgency and its association w ith quality of life in a real-w orld Crohn’s disease population: results fromthe Measuring Urgency c M E ! *

Symptoms in Inflammatory Bow el Disease Collaboration (MUSIC) study. Poster presented at American College of Gastroenterology [ACG]; 2023.

COUTFITTERS



Summary: ImpactoRBOWEINSIENCY

» Urgency is prevalent in Crohn’s disease
» Embarrassment is a common reason patients avoid bringing it up

» Almost half of patients report using pads, liners, or diapers at least
once a week due to bowel urgency

» Patients frequently avoid physical and social activities due to bowel
urgency

» Urgency is the most commonly reported reason for decreasing sexual
activity

oSMERE



Assessments

for Bowel Urgency
Marla Dubinsky, MD



Audience RespoNSENs

Which of the following assessments captures bowel
urgency impact in patients with CD?

CDAI
HBI

UNRS
IBDQ
| don’t know

mooOw>

oSMERE



e
Defining Bowe

Definition Use in Study N

Inability to defer defecation for more than 15 minutes 4

N
o

No definition

Not making it to the toilet in time

Immediate need to defecate

Hurry to/immediately go to the bathroom/unable to make itin time
Simple Clinical Colitis Activity Index (SCCAI) definition

Having to rush to the toilet to avoid an accident

Sudden and severe urge to defecate

Inability to defer defecation for more than 5 minutes after the first call to stool

Having to urgently visit the toilet to pass stool

Urgency to go to the bathroom

S I N IO I I I ORI IS

An irresistible and urgent desire to defecate

CME ()
Caron B, et al. Clin Gastroenterol Hepatol. 2023;21(6):1403-1413.e27. CLTFITTERS



Barriers to ldentin ineg Bowsl Urgancy -
In Patients with €D

‘ 55% of patients

Does normal stool report urgency
frequency mean no B symptoms with no

bowel urgency? change in stool
frequency

4

DibleyL, Norton C. Inflamm Bowel Dis. 2013;19(7):1450-1462. DubinskyMC, et al. Qual Life Res. 2023;32(12):3403-3415.

DU%I'IMI'EES @



Commonly Used COIDISEreEC iU AL e
i | Y

» Clinical Disease Activity Index (CDAI)

» Harvey-Bradshaw Index (HBI)

» Inflammatory Bowel Disease Questionnaire (IBDQ)
» Patient reported outcome-2 (PRO-2)

EE
Di Palma JA, Farraye FA. Gastroenterol Hepatol (NY). 2011;7(3):163-169. OUTEITTERS
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Commonly Used Ei» as%y]iy

o

None of the commonly used scales
capture bowel urgency severity

Di Palma JA, Farraye FA. Gastroenterol Hepatol (NY). 2011;7(3):163-169.
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The Urgency NUmERCIREUNEISEAE

Patients with CD have indicated that it is important to have a bowel urgency scale that
distinguishes between different levels of severity instead of just a yes or no

How severe was your urgency (sudden or immediate need) to have a bowel movement
in the past 24 hours?

0 1 2 3 4 5 6 7 8 9 10
No Worst
urgency possible
urgency

» Patients report the severity of their bowel urgency symptoms overthe past 24 hours
» Weekly average scores are calculated as mean score over a 7-day period
» Higher scores indicate worse urgency severity (e.g., immediacy of need to have a bowel movement)

The UNRS was used in the mirikizumab phase Il studies to assess bowel urgency whereas the
upadacitinib phase Il studies used a yes/no binary scale

DubinskyMC, et al. J PatientRep Outcomes.2022;6(1):31.Danese S,etal. Lancet. 2022;399:2113-2128. D’Haens G, etal. N Engl J Med. CILJTFI'I'I'EFES ! '*
2023;388(26):2444-2455.



Second N-ECCOICONEENSHEESIETEBII:
Caring for Patients\VitiNE1

“A major life impact is the need to be near atoilet. Urgency can be
severe, with some patients reporting less than 30 seconds between calls to
stool and actual defecations. Fear of losing bowel controlis so great that
some patients always worry about where the nearest toilet is.”

“Recent evidence suggests that, at some point of the disease course,
between 31% and 74% of people with IBD experience fecal incontinence,
not necessarily related to disease activity.”

“Despite it being a major concern, incontinence is rarely
reported to or addressed by clinicians.”

N-ECCO = Nurses European Crohn’s and Colitis Organization. CILJTFI'I'I'EFFS |' '*
KempK, et al. J Crohns Colitis. 2018;12:760-776.



FDA Guidance for, D“QVQIDPINQ Nawy Drug;w .

“We encourage sponsors to explore the effect of an
investigational drug on additional symptoms of CD identified by
subjects as important but that are not captured within the CDAI

(e.g., urgency) using fit-for-purpose
patient-reported outcome (PRO) instruments.”

FDA = U.S. Food and Drug Administration. OU%I'IMI'EFES |' '*
FDA. Crohn’s Disease: Developing Drugs For Treatment. Guidance For Industry. FDA.gov Website. 2022. https:/www.fda.govmedia/158001/download.



Assessment of BoOWEINSIENGYZ
Patient-Reported OUICOINES

FDA and EMA haverecommended that clinical parameters, endoscopicfindings,and
patient-reported symptoms be separately quantified and reported in IBD trials

PRO tools developed per FDA
guidancethat include

= — _ Note: Apart from the UNRS, the
— measures of urgency: other PROs listed include multiple
— » Symptoms and Impacts items and measure symptoms
— . : i assessed by traditionally used
__/ || Questionnaire for CD (SIQ-CD) scales (e.g., SES-CD, CDEIS) and
» Crohn’s Disease Patient-Reported therefore may be duplicative

Outcomes Signs and Symptoms
(CD-PRO/SS) Diary

» UNRS

EMA = European Medicines Agency; PRO = patient-reported outcome; pSCCAI = Patient Simple Clinical Colitis Activity Index.
FDA. Patient-Reported Outcome Measures: Use in Medical Product Developmentto SupportLabeling Claims. FDA.gov Website. 2009. CM E || EIE

www.fda.govimedia/77832/download. Dulai PS, et al. AlimentPharmacol Ther.2020;51:1047-1066. Higgins PDR, etal. J Patient Rep Outcomes. CLUTFITTERS
2017;2:24.Ghosh S, et al. J Crohns Colitis. 2021;15:228-237. DubinskyMC, et al. Qual Life Res. 2023;32(12):3403-3415.



Recent InnOVAtIOHSE
Urgency Score oAU UIISEVIiNED

How severewas your urgency (sudden or immediate need) to have a
bowel movementin the past 24 hours?

No Worst possible
urgency urgency

(" )

Urgency Score

» Bowel urgency is a distinct symptom of CD

» Urgency score is correlated highly with patient global rating
\ of severity scores )

oSMERE

DubinskyMC, et al. Qual Life Res. 2023;32(12):3403-3415.



PsychomethiCEVallai DIioIguNIRSE
UNRS Score Distiiuiens

» Participants registered ]
full range of weekly 2 = Baseline (N = 1,148)
average UNRS scores W Week 12 (N =1,087)
(0 to 10) at baseline and 20 -
at Week 12

» Mean UNRS score was
higher (worse) at
baseline than at Week
12 (6.2 vs 3.7)

» Weekly averages were >
appropriate to
summarize daily UNRS T S S e e s
scores

UNRS Score

15 ~

10 A

Participants (%)

EF
DubinskyMC, et al. J PatientRep Outcomes.2022;6:114. OUTHTTERS



== PGRS improvement = 2
== PGRC =1o0r2
Clinical remission

0.5 1

0.4 1

0.3 1

0.2 1

Youden’s Index

0.1 1

(0 T T T T T T T

0 1 2 3 4 5 6 7 8 9 10
UNRS Improvement Threshold

Youden’s Index from an anchor-based analysis ofimprovementin UNRS from baseline toweek 12

Psychom et CEValUEH OO TRUINIRESE
Patient ImprovemenEioMmBESEINE

/2 3-point improvement on\
UNRS vyields best balance
between sensitivity and
specificity of any UNRS

threshold at identifying large

improvement in overall

\ symptom severity /

Clinical remission was defined as Mayo stool frequency subscore of0, or 1 with a = 1-pointdecrease from baseline;a Mayo rectal bleeding subscore of 0;

and a Mayo endoscopicsubscore of 0 or 1 (excluding friability)

PGRC = Patient Global Rating of Change; PGRS = PatientGlobal Rating of Severity.
DubinskyMC, et al. J PatientRep Outcomes.2022;6:114.

oSMERE



Why BowellUrgency;

Bowel urgency is
one of the most
important
symptoms for
patients and has a
significant impact
on patient quality
of life and
psychosocial
function.

-

HCPs are not
always routinely
assessing bowel
urgency in clinical
practice, and
there is a
communication
gap between
HCPs and their
patients.

f

\VI2HErSHESUIMINENR

Bowel urgency is
being increasingly
recognized in
guideline
recommendations
and consensus
statements as a
key component of
CD.

The UNRS
moves beyond
yes/no data and
assesses severity
over time; it has
utility in both
clinical trials and
clinical practice.

DubinskyMC, et al. Qual Life Res. 2023;32(12):3403-3415. Petryszyn PW, Paradowski L. Adv Clin Exp Med. 2018;27:813-818. Rubin DT, etal. Inflamm

Bowel Dis. 2021;27:1942-1953. Ueno F, et al. J Gastroenterol. 2017,52:555-567. Ananthakrishnan AN, et al. Gastroenterology. 2021;160:445-451. CME; *
Bernstein CN, et al. J Clin Gastroenterol.2016;50:803-818. Kemp K, et al. J Crohns Colitis. 2018;12:760-776.Lamb CA, et al. Gut. 2019;68(Suppl 3): CUTETTERS
s1-s106. Surti B, et al. Dig Dis Sci. 2013;58:1313-1321.



Treatment Planning
Angelina E. Collins, MSN, ANP-BC



Treatment
planning in
bowel urgency:
Cristina C.



Patient Caser VictoficlVIZOR//E woman%’“;

X

» HPI: 29-year-old woman diagnosed with colonic Crohn’s disease |
with perianal phenotype CD 3 years ago .

» Current treatment: Infliximab 5 mg/kg every 8 weeks

Patient Statements

“l worry about having “l have stopped going Bl e ©
: . makeit to the bathroom

accessto abathroom out with friends and o : :

o in time twice this
at work and have cut family if | am unsureof

" . ., month and have started
back my hours. the bathroom situation. . .
\ ) carrying extraclothes.

ME (¢

HPI = historyof presentillness. OUTHTTERS



Patient Case:

“l worry about having

accessto abathroom

at work and have cut
back my hours.”

Wigge izt V. (contintscl)

Urgency-Related Symptoms

“l have stopped going
out with friends and
family if | am unsure of
the bathroom situation.”

“l haven’tbeen able to
make it to the bathroom
in time twice this
month and have started

carrying extraclothes.”

Patient Treatment Goals

Identify the ideal
number of hours/shift
length and develop a
work bathroom plan.

Identify “rescue
interventions” to support
social and family
activities.

Identify potential bowel
urgency triggers.
Trial interventions to
improve overall bowel
control.

\_ _/
ME

COUTFITTERS
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%

Discussion: What:would'you‘do
lext fori Victoria?

[ ]
o-@ /\’f?-‘

o7 I
Faculty Discussion




L
Next Step SV CIO MV

Lab (normalrange) Patient Values
Infliximab trough
(goal =2 5 yg/mL) 6 hg/mL
CRP (<5 mg/L) 12 mg/L
Fecal calprotectin (50-200
310 pg/
ug/mg) R
Stool culture, enteric :
Negative
pathogens
Clostridioides difficile Negative
Ova and parasite negative None seen

oSMERE



Approach to Bowel Urgency

Targeted assessment for bowel urgency
 Patient reports symptoms of urgency

« UNRS Initiation of effective therapy
or
Inflammation controlled? — No » optimization of current therapy

Yes*

!

Pharmacologic and

non-pharmacologic interventions
|

Medications
Antidiarrheals

Addressing anorectal Psychosocial support
dysfunction  Psychotherapy

Dietary

modification
« Low FODMAP
diet

Bile acid sequestrants
Tricyclic antidepressants
Pancreatic enzymes

» Biofeedback therapy » Coping strategies
* Pelvic floor PT

*Inflammation is controlled buturgencyremains. CM E i _*
FODMAP = fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PT = physical therapy. CUTFITTERS

Adapted from Caron B, et al. Clin Gastroenterol Hepatol.2023;21(6):1403-1413.e27.



Approach to Bowel Urgency

Targeted assessment for bowel urgency
 Patient reports symptoms of urgency

« UNRS Initiation of effective therapy
or
Inflammation controlled? — No —| optimization of current therapy
Yes* |

!

Pharmacologic and

non-pharmacologic interventions
|

Medications
Antidiarrheals

Addressing anorectal
dysfunction

Dietary Psychosocial support

» Psychotherapy
» Coping strategies

modification
« Low FODMAP
diet

» Biofeedback therapy
* Pelvic floor PT

Bile acid sequestrants
Tricyclic antidepressants
Pancreatic enzymes

*Inflammation is controlled buturgencyremains. CM E i _*
FODMAP = fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PT = physical therapy. CUTFITTERS

Adapted from Caron B, et al. Clin Gastroenterol Hepatol.2023;21(6):1403-1413.e27.



Approach to Bowel Urgency

Targeted assessment for bowel urgency
 Patient reports symptoms of urgency

« UNRS Initiation of effective therapy
or
Inflammation controlled? — No » optimization of current therapy
Yes*
1

Pharmacologic and

non-pharmacologic interventions
1

Medications
Antidiarrheals

Addressing anorectal Psychosocial support
dysfunction  Psychotherapy

Dietary

modification
« Low FODMAP
diet

Bile acid sequestrants
Tricyclic antidepressants
Pancreatic enzymes

» Biofeedback therapy » Coping strategies
* Pelvic floor PT

*Inflammation is controlled buturgencyremains. CM E i _*
FODMAP = fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PT = physical therapy. CUTFITTERS

Adapted from Caron B, et al. Clin Gastroenterol Hepatol.2023;21(6):1403-1413.e27.



Antidiarrheals*

» Antidiarrheal agents (e.g., loperamide) can improve bowel urgency
caused by both inflammatory and non-inflammatory mechanisms

» Normalizes colon transit time and is thought to increase internal
anal sphincter (IAS) tone

*Not an FDA-approved indication. M E I'-*
DubinskyM, et al. Am J Gastroenterol. 2023;118(11):1940-1953. Read M, et al. Dig Dis Sci. 1982;27(9):807-814. Sun WM, et al. Scand J Gastroenterol. ¢ ITETTERS
1997;32(1):34-38.



Studies have indicated that
loperamide decreases several
functional gastrointestinal
symptoms, such as fecal

urgency and stool frequency,
and can improve stool
consistency and resting anal
sphincter function in individuals
with diarrhea-predominant IBS
and inactive IBD.

*Improved stool consistency, decreased fecal urgency and stool frequency.
Pezzone MA, Wald A. Gastroenterol Clin North Am.2002;31(1):347-357. Efskind PS, et al. Scand J Gastroenterol. 1996;31(5):463-468.van Outryve M,

ToussaintJ.J Int Med Res. 1995;23:335-341.

Antidiarrheals

Patients with CD

Loperamide vs placebo over 1 week (van Outryve and Toussaint)

After firstweek (1 mg after each unformed stool):

» Both investigator’s and patients' evaluations of global efficacy* were
significantly in favor of loperamide (p =.025 and p = .020)

+ Patient-reported severity of diarrhea was improved with loperamide
comparedto placebo (p =.046)

* Change in abdominal pain was significant for loperamide oxide
(p =.020) but not for placebo

After second week (responders to first week continued to 1 mg twice daily)
+ Both the investigator's and the patients' assessments of global efficacy
and symptom improvement continued to favor loperamide (difference

was not significant)

ME

COUTFITTERS
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B TS
Y Tricyclic Antidepressants*

/

-

Q. After 4 weeks, 13 (72%) of patients with IFI
experienced a "satisfactory result’ (no soiling
episodes or urgency of defecation atall and full
continence to fluid and solid stool)

Idiopathic fecal incontinence (IFI)

n = 18 with IFI

» 8 (44%) complained of urgency of defecation
n = 24 controls

Incontinence

Amitriptyline 20 mg daily x 4 weeks Median pretreatment score 16

p <.001
Median posttreatment score 3

Evaluated before and after 4 weeks of therapy:
» Idiopathic fecal incontinence scores Bowel Frequency (BM/day)

» Number of bowel movements .
» Computerized ambulatory anorectal pressures Median pretreatment 3
» Pudendal nerve terminal motor latencies p<.001
Median posttreatment 1
*Tricyclic antidepressants are not FDA approved for treatmentof bowel urgency. E
BM = bowel movement; NS = not significant. '*

Santoro GA, et al. Dis Colon Rectum.2000;43(12):1676-1681. CUTFITTERS



Is Urnclar Conirol

Tricyclic AnUdepressants*

Results of Pretreatment and Posttreatment Anorectal Physiology Measurements
in Patients with Idiopathic Fecal Incontinence

Pretreatment Posttreatment P Value

Median resting and pressure

Daytime 64 68 NS

Nocturnal 26 16 NS
Median resting rectal pressure

Daytime 32 32 NS

Nocturnal 12 12 NS
Median maximum and squeeze pressure 108 123 NS
Internal sphincter relaxations

Median no. per hour 3.1 3.3 NS

Median anal pressure 38 34 NS

Median rectal pressure 30 32 NS
Rectal motor complexes

Median no. per hour 4.5 1.2 <.05

Median anal pressure 49 66 <.001

Median rectal pressure 94 58 <.05

*Tricyclic antidepressants are not FDA approved for treatmentof bowel urgency. NS = not significant; pressures are in centimeters of water. E i ‘*

Santoro GA, et al. Dis Colon Rectum.2000;43(12):1676-1681. CUTFITTERS



Patient Case: Henl Y L, 99 Y/o fnzin)

» HPI. diagnosed with CD 3 years ago
» No previous surgeries for Crohn’s disease, prior cholecystectomy
» Current treatment: Ustekinumab 90 mg every 8 weeks (previously on infliximab)
» Current symptoms: reports fatigue, making it difficult to concentrate at work, and
bowel urgency, making it difficult to leave the house or be away from a restroom
after eating any food
» Previous interventions for urgency:
» Previously tried prn loperamide 2 mg after meals, then 4 mg after meals with
limited relief to urgency
» Amitriptyline 10 mg at bedtime x 3 month trialed, limited improvement to
urgency
» Difficulty following a low-FODMAP diet and gave up after 2 weeks

What is your plan for this patient? CME (¢

COUTFITTERS




Next Steps: Henryug

» Laboratory and stool studies
» FCP, CRP

» Consider infectious workup (enteric pathogens, Clostridioides
difficile, ova/parasite testing)

» Plan for colonoscopy
» Review for changes in home, work, and social life
» ldentify potential stress or anxiety triggers for bowel urgency

oSMERE



Lab (normal range)

CRP (<5 mg/L) 4 mg/L

Fecal calprotectin (50-200

45 ug/
Hg/mg) HO
Stool culture, enteric :
Negative
pathogens
Clostridioides difficile Negative
Ova and parasite negative None seen

» Colonoscopy report: normal vascular pattern visible throughout (possible tertiary
arborization), no spontaneous bleeding or bleeding to light touch CME
CILJTFI'I'I'ERSF-*



Discussion: How would you have
conversations about treatment
options with Henry:2



Approach to Bowel Urgency

Targeted assessment for bowel urgency
 Patient reports symptoms of urgency

« UNRS Initiation of effective therapy
or
Inflammation controlled? — No » optimization of current therapy

Yes*

!

Pharmacologic and

non-pharmacologic interventions
|

Medications
Antidiarrheals

Addressing anorectal Psychosocial support
dysfunction  Psychotherapy

Dietary

modification
« Low FODMAP
diet

Bile acid sequestrants
Tricyclic antidepressants
Pancreatic enzymes

» Biofeedback therapy » Coping strategies
* Pelvic floor PT

*Inflammation is controlled buturgencyremains. CM E i _*
FODMAP = fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PT = physical therapy. CUTFITTERS

Adapted from Caron B, et al. Clin Gastroenterol Hepatol.2023;21(6):1403-1413.e27.



Approach to Bowel Urgency

Targeted assessment for bowel urgency
 Patient reports symptoms of urgency

« UNRS Initiation of effective therapy
or
Inflammation controlled? — No » optimization of current therapy
Yes*
1

Pharmacologic and

non-pharmacologic interventions
1

Medications
Antidiarrheals

Addressing anorectal Psychosocial support
dysfunction  Psychotherapy

Dietary

modification
« Low FODMAP
diet

Bile acid sequestrants
Tricyclic antidepressants
Pancreatic enzymes

» Biofeedback therapy » Coping strategies
* Pelvic floor PT

*Inflammation is controlled buturgencyremains. CM E i _*
FODMAP = fermentable oligosaccharides, disaccharides, monosaccharides, and polyols; PT = physical therapy. CUTFITTERS

Adapted from Caron B, et al. Clin Gastroenterol Hepatol.2023;21(6):1403-1413.e27.



Bile Acid Malabsorption (BAM) in IBD

Inflammatory
Stimuli

Normal Bile
Acid Pool

Altered Bile
Acid Pool

Sulfated
BA

Primary
BA

Eubiosis

Dysbiosis in IBD with |
bacterial species diversity

1

= 1

. I
Tolerogenic Inmune Response | Pro-Inflammatory Immune Response

1

BA = bile acid. QUTFITTERS Q

Adapted from Biagioli M, et al. Cells. 2021;10(6):1281.
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Bile Acid MalabsorpuonNEAV)NTNEDE

Abnormal SeHCAT retention seen in:

90% of patients with 28% of patients who had

bowel resections not undergone resection

Nyhlin H, etal. Gut. 1994;35(1):90-93. Farrugia A, et al. Frontline Gastroenterol.2020;12(6):500-507.

oSMERE



Rectal inflammation is the main cause of bowel urgency in IBD

Other potential causes:

Bile acid Small intestinal
malabsorption bacterial overgrowth

Poor rectal Anal sphincter

Neurologic

compliance dysfunction

oSMERE

Nigam GB, et al. Therap Adv Gastroenterol.2018;11:1756284818816956.
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Components of Biofeedback Therapy for
Fecal Incontinence and Bowel Urgency

Phase 1: Assessmentand Education

 Evaluation of defecation behavior with manometry or
electromyography (EMG) probe

Phase 2: Active Exercise and Training

* Strength training—improve speed, duration, and
timing of voluntary contractions of the external anal
sphincter

* Rectal sensory training—tolerate larger volumes
until a normal level of urge sensation is achieved

+ Coordination training—increase voluntary anal
contraction in response to rectal filling to increase
threshold for urgency

Phase 3: Weaning and Reinforcement

 As patient gains confidence in muscle control, the
frequency of therapy is reduced

* Number, frequency, intensity, and duration of sessions
highly individualized for each patient

Upcle

Biofeedback is a self-regulation technique that attempts
to teach patients with defecatory defects to strengthen

pelvic floor muscles, retain rectal sensation, and
coordinate pelvic floor muscles during evacuation

- B Cantractlon
Anorectal manometry testing A
T
g
ra el Al
3 g 7 E
3 3 3
g 2 g g
=4 = = =5
23 L j : g1 83
Resting Sgueezs Push Ballean fill

Lee HJ, etal.J Neurogastroenterol Motil. 2013;19(4):532-537. CM E I'-*
Western Sydney University: Gl Motility Disorders Unit.2018. CLITFITTERS



When InflammatiofNSAUNEETRCOTTTO I 2
Biofeedback Therapy

45-97% patients w/out IPAA
Frequency of dyssynergic
defecation in IBD
25-75% of patients with IPAA

70%

(95% Cl 55%-84%) w/out IPAA

Pooled response rate to

biofeedback therapy
86%

(95% CI 67%-98%) with IPAA

| E
IPAA =ileal pouch-anal anastomoses. TTERS
Rezaie A et al. Inflamm Bowel Dis.2018;24(5):1065-1073. OLTRITTE



» Pelvic floor muscle training, with or without Pelvic muscle contraction

» Those who are most likely to benefit are individuals

biofeedback therapy, improved fecal incontinence in .
20/25 (80%) of patients with quiescent IBD _strength et b.e diminished
In shortened, tight, or tense

Patients with IBD completing treatment (n = 29) muscles
demonstrated improved symptom scores (p < .001),
IBD-specific QoL (p = .008) and illness perception
scores (p = .0030)

experiencing fecal incontinence or impaired
evacuation and exhibit dysfunction in pelvic floor
or anal sphincter muscles

» Pelvic floor dysfunction diagnosis: anal manometry,
balloon expulsion testing, EMG, defecography, or
ultrasound

Affects continence and the
ability to evacuate effectively

Khera AJ, etal. JGH Open. 2019;3(6):494-507.Khera AJ, et al. Scand J Gastroenterol.2022;57(7):807-813. Wald A, etal. Am J Gastroenterol. CILJTFI'I'I'EFFS ll -*
2021;116(10):1987-2008.



» Pelvic floor muscle training does not
solely include strength training.
Incorporates exercises to:

» Improve the awareness of muscle
contraction and relaxation

» Coordinate with abdominal and
diaphragm muscles for the normal
functions of continence and effective
defecation

Behavioral Treatments Tailored to
Individual Patient Symptoms

* Pelvic floor muscle training, with or
without biofeedback

» Toileting behavior modifications

» Urge resistance or deferral techniques
« Lifestyle changes

« Emotional support

o /

oSMERE

Khera AJ, etal. JGH Open. 2019;3(6):494-507. Khera AJ, et al. Scand J Gastroenterol.2022;57(7):807-813.



Patient Case:

“l worry about having

accessto abathroom

at work and have cut
back my hours.”

\Wigtoriz Y. (coniinuscl)

Urgency-Related Symptoms

“l have stopped going
out with friends and
family if | am unsure of
the bathroom situation.”

“l haven’tbeen able to
make it to the bathroom
in time twice this
month and have started

carrying extraclothes.”

Patient Treatment Goals

Identify the ideal
number of hours/shift
length and develop a
work bathroom plan.

Identify “rescue
interventions” to support
social and family
activities.

Identify potential bowel
urgency triggers.
Trial interventions to
improve overall bowel
control.

\_ _/
ME

COUTFITTERS
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Assess
Patient’s beliefs, behavior, knowledge

Advise

Provide specific information about health risks and
benefits of change

Agree
Collaboratively set goals based on patient’s interest
and confidence in ability to change behavior

Assist

Identify personal barriers, strategies, problem-
solving techniques, and social support

Arrange
Specify a plan for follow-up

Adapted from Glasgow, et al. US Preventive Services Task Force. 2002.

Shared Decision-Making Considerations

» How do we approach conversation with
our patient who is accepting their “new
normal’?

» How do we discuss the connection
between urgency and fatigue with our
patient?

» How do we present the concepts of
mind/body, brain/gut dysregulation to our
patient?

» How do we approach the conversation of

home environment and lifestyle/life
events going on in the patient’s life?

oSMERE



Audience RESPONSERE

Which of the following assessments captures bowel
urgency impact in patients with CD?

A. CDAI

B. HBI

C. UNRS

D. IBDQ

oSMERE



Audience RESPONSERS

Now, how often will you incorporate bowel urgency
assessments into your evaluation of patients with
Crohn’s disease (CD)?

Always
Usually
Seldom
Never

Cowx

oSMERE



SMART Goals

Specific, Measuralk

» Proactively screen patients with CD for bowel urgency
symptoms, using a meaningful assessment tool such as
the UNRS.

» Increase the percentage of patients with CD who have an
Individualized treatment plan to address bowel urgency
during periods when inflammation is controlled.

» Improve the proportion of patients with CD who identify
personalized treatment goals for addressing the impact of
bowel urgency and other CD symptoms on daily life.

oSMERE






Additioné

To learn more about bowel
urgency in CD, scan the QR
code to access additional
educational resources.

QR code placeholder




SViSiistne
GasiGENTERGIBEVAEILD

Freeresolrcesrana-education for
health cane professionalst and patents.



To receive CME/CE credit for this activity, scan the
appropriate QR code to log into or create an account.

oSMERE
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