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Prevalence of Incidental Terminal lleitis in persons
undergoing non-diagnostic colonoscopy: A meta-analysis

Methods: A systematic search strategy of 3 biomedical databases to identify studies that
reported prevalence of asymptomatic terminal ileitis in adults undergoing screening or
surveillance colonoscopy.

8 studies identified with reporting of asymptomatic terminal ileitis in 46, 460 persons

Results: 147 out 46,650 (1.5%) patients found to have asymptomatic ileitis.
5 of the 147pts progressed to Crohn’s disease.

Three studies reports absence of symptoms as a predictor for lack of progression

Conclusions: Rate of progression to Crohn’s disease is low and watchful waiting is likely a
reasonable strategy.

Agrawal et al. DDW 2020 Abstract Su1976



Safety of Immune Checkpoint Inhibitors (ICl) in

patients with IBD and microscopic colitis(MC)

Methods: Retrospective study of cancer pts
treated with PD-1/PDL-1 Ligand inhibitor or
CTLA-4 inhibitor between 2011-18

2 § - I non-relapse
EQ > ‘g’i 2 B relapse
. §E 85 % 157
Results: 548 cancer pts treated with ICI £3 EY b
25 pts had pre-existing IBD or MC b o LEg 0
% (75%) with MC and 4/21 (18%) with IBD relapsed £F 0o 2
£
. . . m Non Colitis B Preexisting Colitis 0- IBD Microsconic colitis

Conclusions: Cancer ptS with hlStOl’y IBD/MC can ICI, Immune Checkpoint Inhibitor; MC, Microscopic Colitis P

be treated with ICI and will require close follow-up
for potential flares.

Grover et al DDW 2020 Abstract Su 1189



FMT for C. difficile Infection (CDI) in IBD:

Systematic review and meta-analysis

Methods: Systematic review of 3 databases for
studies up to Nov 2019.
Primary outcome: Pooled CDI cure rate

Figure 1: Pooled Rates of FMT Outcomes
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Secondary outcomes: IBD outcomes after FMT

Results:
Total of 17 studies were included with 1 to 12 months
followup.

POOLED RATES (%)
o B B 8 8 8 8 3 8 8

Conclusions: Single or multiple FMT appears highly
effective therapy for IBD pts with CDI.

Worsening of IBD After FMT Requiring Therapy Escalation (N=14)
Worsening of IBD After FMT Requiring Surgery (N=13)
Improvement of IBD Symptoms After FMT (N=6)

Tariq et al. DDW 2020 Abstract Mo 1794



Therapeutic Drug Monitoring (TDM)

 Reactive TDM

— cost effective for primary non-response or secondary
loss of response compared to empiric dose escalation

 Proactive TDM

— May improve efficacy of anti-TNF and outcomes
— May improve cost-effectiveness
— Improve safety of biologic therapy
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Early Infliximab(IFX) Levels Predict Outcomes

Figure 1: L.
Methods: Prospective multicenter (n=9)study in Europe Levels & Wk30 Remission®

IFX naive pts with active CD or UC (n=62) . o 002
T 1 Wké

Primary outcome: Inter-individual variability of IFX during S

induction and correlation with remission at week 30. .

Samples done between baseline to week 30 including
trough levels(TL), intermediate levels(IL), peak levels(PL)

P=0.02

Results: , Dav3
33.9% ( 21/62) patients were remission at week 30 l Ig(¥vel
Median wk 6 Trough Levels higher in pts in clinical remission at

wk 30

Day 3 IL and PLs after 3™ infusion was higher in pts in clinical
remission at week 30

P=0.04

Wk 2, 6, and 10 TL lower in pts who developed ATI at a later ~ Peak

point

Liefferinckx et al DDW 2020 Abstract Sa1864

Conclusion:
Intermediate levels
at early as Day 3
can predict
remission at wk
30.

Low IFX levels
during induction
were correlated to
development of
ATls



Week 10 Infliximab Concentration Identifies Pts with Partial or Non-

response and Allows for Early Optimization of Therapy in IBD

Methods:
S i ng Ie center StUdy With 56 pts With IB D Figure 1- Response and need for dose intensification based on week 10 IFX level

Serum IFX levels assessed at Wk 10
Clinical and biochemical response Week 10 IFX level Week 10 IFX level
assessed at Wk 14 < 16 ug/ml (n=33) > 16 ug/ml (n=23)

Smg/kg indUCtion = 879% Smg/kg induction — 739% Fischer exact
>5mg/kg induction —12.1% || s5mg/kg induction —26.1%

Results: Median Wk 10 IFX level was
lower in non-responders/partial

Non-response/partial Non-response/partial Fischer eact
responders compared to complete response — 97% response — 47.8% peiaoe
responders

Dose intensification by Dose intensification by
Wk 10 IFX level <16ug/ml more likely to week 14 —90.9% week 14 —39.1% pe0.0001

have non-response/partial response

Sval et al DDW 2020 Abstract Mo 1865



Diagnostic accuracy of serum biomarker panel for

endoscopic activity in UC and CD

EHI, Endoscopic Healing Index,13 protein serum panel from Promethues Biosciences validated to
detect endocopic healing. Scores range 0-100, higher scores indicatingmore severe activity.

Methods: EHI in 205 with CD paired with

endoscopy

luated . .
evaliate £ Methods: EHI in 114 pt with UC
Results: _ _ paired with endoscopy scores
EHI values significantly higher with

increasing ulcer size (P<.001)

C ) || )| Fiurez  TEEE —
0=40 50 - 100 Proteins TGFa EMMPRIN MMP 1 MMP 2 MMP 3| MMP S

Tamune morument

Consistent vath remission - mild
active disease

Figure 1
Score scale

41 - l@‘ Consistent with moderate - severe ’ Angogenesis | Cell sdhes Jon | infamemation
active disease Ang 1| Ang2 | CEACAM 1 |VCAM 1| haCRP| SAA 1

° "o : Results: EHI <20 ruling out
EHI <20 mOdeSt SenS|t|V|ty (850/0, CI 77—91) EHl is signi higher with increasing SES-CD based severity (p < 0.001) | moderate to severe endoscop|c
for ruling out any ulcers activity

EHI > 50: modest sensitifity (85%, Cl 76-92)
for ruling in presence of any ulcers

EHI >40 had 90% specificity for
ruling in mild to severe

d ic activit
Holmer et al DDW 2020 Abstract Su1901 and 1902 endoscopic activity



Biologic Serum Concentrations Inversely

Correlate with EHI in CD

w Adalimumab Vedolizumab 2 Ustekinumab 3

N= 591 N= 853 N= 272 N= 353
Threshold for EHI <20 Threshold for EHI <20 Threshold for EHI <20 Threshold for EHI <20

Adults: IFX level >3.45 Adults: ADA level Adults: Vedolizumab Adults: Ustekinumab
ug/mi >5.95 ug/ml level >15.7ug/ml level > 3.75 ug/ml
AUC 0.702, Sensitivity 53.1% AUC 0.682, Sensitivity 59%  AUROC 0.67, Sensitivity AUROC 0.735, Sensitivity
and Specificity 88% and Specificity 73.8% 65% and specificity 74% 59% and specificity 85%

Conclusions: Combined testing of EHI and anti-TNF level could identify
pts with EHI >50 who may benefit from dose escalation.
Higher VDZ levels correlated with lower EHI

1 Abreu et al DDW 2020 Abstract 241 Exposure response relationship exists with UST levels and EHI reflecting

2. Yarur et al DDW 2020 Abstract Sa 1865  €ndoscopic activity.
3. Walshe et al DDW 2020 Abstract Sa 1870



Pregnancy

AGA Care Pathway published in 2019

Disease Fertility
* 3-month steroid-free remission * Decreased fertility with IPAA and
prior to conception other pelvic surgery

« Confirm remission with
endoscopy or other objective
markers

* Active IBD decreases fertility

 Refer to reproductive
endocrinologist for infertility
treatment if lack of conception
after 6 months of timed intercourse

Interdisciplinary consultation

+ Nutrition: ensure adequate
caloric intake and vitamin levels

« MFM: history of prior pregnancy
complication

« Colorectal surgeon: history of
IPAA or ostomy

Medic
+ Up-to-date Papanicolaou smear - Stop methotrexate = 3 months
+ Vaccines prior to conception

+ Cessation of drugs, alcohol and
tobacco

 Taper off opioids

+ Colon cancer surveillance

+ Achieve healthy weight

 Start a prenatal vitamin

 Standard preconception health
care (as per ACOG guidelines')

 Effective contraception (LARC)

+ Continue mesalamine
* Sulfasalazine requires 2 mg
folic acid daily
 Taper off corticosteriods
+ Continue azathioprine monotherapy
+ Continue biologic therapy
© Measure serum drug levels.
« Consider risk/benefit of stopping
concomitant azathioprine
avoid or use with

caution

1BD remission

month plan

(Table 2)

- Gl visit trimester 1 or 2 and then as
needed

* Labs at least every trimester:
complete blood count, liver
enzymes, albumin (combine with
OB labs)

« Stool softeners as needed

- Gl follow-up every 2 weeks

. as
needed

- Aminosalicylates and thiopurine
monotherapy can continue
throughout

. ids are not

Maternal/fetal monitoring
* Routine antepartum care
« Trimester 3 fetal growth ultrasound
+ Examine perineum for evidence
of active disease
- Counseling on mode of delivery

therapy
* Use as indicated for flares
« Biologics should continue
throughout pregnancy without
interruption
« Can time last dose in trimester
310 deliver infant at presumed
drug trough

, live, video)
- Adjust medication

+ Monitor labs, calprotectin

- Management of flares (Table 1)

Maternal/fetal monitoring

- Consider fetal growth surveillance
every 4 weeks after 24 weeks

- Recommend antepartum
surveillence for patients with
active disease in trimester 3

Nutrition and weight gain

- Prenatal vitamin
= Iron may worsen abdominal pain
- Trimester 1: check iron/B12 levels
- Adequate folate supplementation
* Monitor gestational weight gain,
which can be low in IBD
- Nutrition consult if needed
« Post-surgical changes
- Short bowel
- Ostomy
« Inadequate weight gain
« Active disease

length screening at 18-22 weeks
gestation with follow-up i
indicated by short cervix (< 25 mm)
per usual obstetric indications

« Nutrition counseling

+ NST/BPP for usual indications

- Patients on steroids should have
early glucose screen

- Counseling on mode of delivery

medication

« Can resume biologics 48 hours

Cesarean + Continue other IBD specific

- Short course NSAID or
post-delivery if no infection |, | narcotics for post-

Can resume biologics 24 hours
post-delivery if no infection

rtum pain

-~

* Measures to prevent ileus and OECEHED
wound infection

- Anticoagulant prophylaxis for
VTE

l

Lactation l 4—{

Monitoring infant

}_. ‘ Disease management

!

!

General considerations
+ Maintain adequate

+ Well balanced diet and

 Effective contraception

+ Preconception planning

hydration
weight maintenance
(LARC)

before next pregnancy

Vaccines Ostomy.
milestones
+ Do ot breastfeed on  All vaccines should be  Stomal problems:
tofacitinib or methotrexate || given on schedule + Normal developmental displacement,
milestones seen with enlargement, retraction,
thiopurine and biologic stenosis, prolapse
5 exposure in utero - Por may
Eoried] - Sandard As0a monktorkg || requle coorination whth
certolizumab) of infant a colorectal surgeon an
 Biologics can be
continued - Live vaccines at one + Methods to monitor 0 ollor:lylwounﬂ nurse
b R, varicella) can childhood developmental || - No special changes
AR IS ETLS in milestones can be found || needed for cesarean or
St = infants of || at vaginal delivery
+ “Pumping and dumping’ mothers on biologics  Effects of inflammation
discouraged
brain are being studied




PIANO Registry

* Pregnancy in IBD And Neonatal Outcomes

* Prospective Observational study enrolled
pregnant women with IBD at 30 US center from

Jan 2007 to March 2019.

« Medication use, disease activity, pregnancy
outcomes, neonatal outcomes and
developmental milestones collected, serum

maternal, neonatal and cord drug levels,



PIANO Registry Results

Pregnancy and Neonatal Outcomes after Fetal Exposure
To Biologics and Thiopurines among Women with Inflammatory Bowel Disease

n=379 No increase in: oo
> O e — S
malformations
[j =242 S @ Spontaneous

abortions o
n=642 «  Preterm birth @, o No negative
1490 '-‘—v 5 1431 + Low Birth Weight | impact of drug
e N oo * Infections in year exposure
B Eks . But’ with
> preterm birth
Gastroenterology

Mahadevan et al Gastro Nov 20, 2020



Pregnancy outcomes in women exposed to Ustekinumab for IBD,

Psoriasis (Pso) and Psoriatric Arthritis(PsA)

Methods: Pregnancies with exposure to ustekinumab
during pregnancy or within 3 months prior to
conception reported to manufacturer through April 2019

Data from spontaneous reporting, clinical studies and
registeries

Results: n=478 pregnancies ( 124 CD, 11 UC, 2334 PsO,
9 PsA)

71.7% resulted in live births

Rate of spontaneous abortion (SA) 18.4%

Rate of congenital anomalies (CA) 3.9%

Pregnancy outcome rates similar in CD/UC and PsO and
PsA

Conclusions: Pregnancy outcome after maternal exposure
to UST with prevalence of live birth, SA and CA consistent
with general population.

Exposure of UST throughout pregnancy was not associated
with any apparent safety signals.

Figure 1: Rates of Pregnancy Outcomes for UST-treated patients (All,
Prospective, Retrospective) Compared to US General Population
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W Uvobrth W Elective/induced abortion Spomtanocus abortion I Live birth with congenital AEs**
Table 1: Safety (Total Cases N=478) n/N (%) Congenital Anomaly
Live Birth 341/478 (71%) 12
Elective/Induced Abortion 42/478 (9%) 1
Spontaneous Abortion 88/478 (18%) 3
Ectopic Pregnancy 3/478 (0.6%) 0
still birth 2/478 (0.4%) 1
Ongoing (fetal congenital anomaly) 1/478 (0.2%) 1
Total 100% 18

Volger et al DDW 2020 Abstract Sa 1827



Vedolizumab Pregnancy Exposure Registry: An

OTIS Pregnancy Study Update

Table 1: Pr y O in th

e Study Cohort

Methods:
Prospective observational study conducted

Vedolizamab-
Exposed-Total
(N=73)

DM-Total
(N=103)

HC-Total
(N=87)

by OTIS comparing 100 VDZ exposed to 100

Pregnancies ending with live born
infant - n/N (%)

68/73 (93.2)

99/103 (96.1)

79/87 (90.8)

disease matched patients to 100 healthy

controls from Dec 2015 to March 2020

> R
Te -n/N (%) 0/73 (0.0) 0/103 (0.0) 0/87 (0.0)
Stillbirth - n/N (%) 0/73 (0.0) 1/103 (1.0) 0/87 (0.0)
Lost to follow-up (LTFU) - n/N (%) 1/53 (1.9) 0/88 (0.0) 6/82 (7.3)
Preterm delivery - RateP 13.6% 6.1% 7.9%

Results: N=263, 73 VDZ, 103 with IBD, 87

Birth weight full term infants —

mean g (SD)

3395.4 (442.5)

3429.0 (455.3)

3300.0 (439.0)

Healthy

Number of pregnancies with major

Major Structural birth defects: 3 (4.2%) in VDZ,

birth defects among all pregnancies 3/71 (4.2) 8/103 (7.8) 4/80 (5.0)
excluding LTFU — n/N’ (%)

He: us infections in live born

infants up to 1 year of age — 1/70 (1.4) 1/99 (1.0) 1/82 (1.2)
n/N’(

Ages and Stages Screeningat1year | oo, 15/74(20:3) a/51 (15.7)

of age with concern N (%)

8 (7.8%) in disease matched, 4 (5%) in healthy
controls.

Conclusions:

Women in 1st trimester have similar outcomes
compared to disease matched and healthy
outcomes.

Chambers et al. ACG 2020 Abstract p1647/S0842

specified in the row title

mputed using Kaplan-Meier estimate at 20 weeks'
uncation because women can enroll at various times




Inflammatory Bowel Disease Is Not Associated With Severe
Outcomes of COVID-19: A Cohort Study From the United States

Epicenter

Methods: Prospective study of IBD pts with
Covid 19 and pts without IBD from March 3 to

May 10, 2020

Results: 83 pts with IBD and 8277 non-IBD pts with
Covid 19 identified.

IBD pts had higher rates of IMM and biologic use
IBD pts had lower rates of hospitalizations ( 14% vs
51%, p<0.001)

IBD pts had lower rates of ICU Admission (2% vs
13%, p=0.04)

Multivariable analysis Results

Presence of IBD was not associated with severe
outcomes (OR 0.55)

Age, male gender, thiopurine use, # of comorbidities
were predictors of severe Covid 19 outcomes
Anti-TNF agents maybe be protective from severe
outcomes of Covid 19.

Table 2 - Outcomes of COVID-19 Patients

||||||||||||

Hospitalization |  4210(50.9) |  6(13.6) | <0001 |  6(72) | <0.001

Ventilator used

Hong et al ACG 2020 Abstract P1522 (S0717)
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ECURE IBD

DATABASE

\‘ Surveillance Epidemio Igy of Cor
. (COVID19)Ud Reseorch Exclus

 |nternational pediatric and
adult database to monitor
and report outcomes of

COVID-19 occurring in
IBD

* As of 12/2/2020: 3493
cases reported

« COVID 19 risk calculator.



Thank you.



