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Objectives

e Understand current insights into the
pathophysiology that underlies IBD

» Appreciate the therapies in IBD

e Become familiar with the risk:benefit ratio
in treating IBD patients

* Be cognizant of the preventive care
considerations for IBD patients
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Inflammatory Bowel Disease (IBD)
VS.
Irritable Bowel Syndrome (IBS)

e |IBD = Inflammatory Bowel Disease
o chronic intestinal inflammation
> Crohn disease, ulcerative colitis
 |BS = Irritable Bowel Syndrome
° no tissue abnormality (yet...)
° brain-gut dysregulation

> motility disturbance, visceral hypersensitivity, altered mucosal and immune
function, altered gut microbiota, altered central nervous system (CNYS)
processing

o Rome |V criteria

> recurrent abdominal pain 2 6 months in duration averaging 2| day/week
in last 3 months associated with 2 2 of:

o related to defecation, associated with change in frequency of stool,
associated with change in form (consistency) of stool

o constipation (IBS-C), diarrhea (IBS-D), mixed (IBS-M) by Bristol
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Bristol stool chart

® O Separate hard lumps, like nuts
o aad ® o © (hard to pass)
Type 2 ~ Sausage-shaped but lumpy
Tvoe 3 - Like a sausage but with cracks on
yp its surface
Tvoe 4 ‘ Like a sausage or snake, smooth
yp and soft
o @ Soft blobs with clear-cut edges
TYPe 5  qum i W (passed easily)
Fluffy pieces with ragged edges, a
Type 6 ~ mushy stool
Watery, no solid pieces,
Type 7 ‘ : e s
- Entirely liquid
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Inflammatory Bowel Diseases

Ulcerative Colitis Crohn Disease

Confined to the colon Any portion of the Gl tract

Most Least lJHealth
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Etiologic Theory of
Inflammatory Bowel Disease

Environment:

Genetic Predisposition:

triggers SNPs
microbiome epigenetics
NSAIDs,ABx

Mucosal Immune System:
innate
adaptive
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Genetics of IBD:

|63 confirmed loci on
meta-analysis of GWAS
of CD and UC

82

{ UC genes

NOD2

ecific
PTPN22 P MHc

loci
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Genetics of IBD

As of early 2017,~200 confirmed loci, number
growing each year

Several immune-mediated diseases (IMD) show strong
enrichment of overlap, with the largest being ankylosing
spondylitis and psoriasis (|4-fold)
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Total Number
of Genes

160 -
140 -
120 -
100 -

80 A

While IBD Genetics has

made progress...
there is still along way to go

how many more SNPs?
what about epigenetics?
what combinations are needed?
how do the resultant proteins lead to disease? 163

32 loci account for 20% of the
heritability of Crohn disease

Prior 2005 2006 2007 2008 2012

Barrett JC. Nat Genet 2008;40:955. JHealth
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But not all genetics...

» Certainly familial

° genetics vs epigenetics

* And monozygotic concordance >
dizygotic
* But only about 2 of monozygotic twins

of patients with Crohn disease will
develop the disease too

> almost all grew up together with similar but
not identical environmental exposures

> even lower for UC (~20%)

Ek WE. Ann Gastroenterol 2014;27(4):294-303.
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Incidence of Infectious Diseases (%)

Hygiene Hypothesis
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Environmental Triggers
Change Flora Disrupt Mucosa

Microbiome/Infections
Mode of delivery?
Breastfeeding vs formula?

Antibiotics

s
6 Smoking
Food /

Nutrition/Acculturation lJHealth
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Not just hygiene

* Diet now has ABx-fed meat, processing, preservatives,
and additives

e These by themselves can lead to changes (less mucus
layer, closer distance of microbes to epithelium)

° and they also change the microbiome with more mucolytic-
producing bacteria
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So...nature or nurture?

a

o o m % CD % UC % ID
e Clea " 0 ENCces in
55.7

IBD age 27 age 25 age 45

o age 4 38.7 ent

° Mo e s -ohn

dise
° ext ifferent
6
n¢ 83 1.4
Non-Hispanic White US-born Hispanic Foreign-born Hispanic
@) mo n=117 n=61 n=142 j

immundﬂ%‘%ﬁ'ﬁ%hﬁﬁ?@hic whites
or American IBD phenotype?
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Immune Dysregulation

5 il Genetic factors
Pragcgiré?s nvironmental factor /
. (< “ -\
aW ted
l F‘)O‘NN Chronic

Inflammation
= IBD
Moderately u
Acutely \%
Inflamed w

Normal
Normal Gut Gut

Mildly Inflamed
L BHealth

Maloy KJ. Nature 201 1;474:298-306. UNIVERSITY OF MIAMI HEALTH SYSTEM

Crohn's and Colitis Center




IEC
layer

Innate

Adaptive

Extracellular
bacteria, fungi

Intracellular

pathogens commensals

A

| Dendritic —
cell

Dietary factors,

&

-

Extracellular

parasitesQ

IL-4

N ¥

L _BHealth

UNIVERSITY OF MIAMI HEALTH SYSTEM
Crohn's and Colitis Center




Symptoms of IBD

e Diarrhea

e Abdominal pain and tenderness
* Loss of appetite and weight

* Fever

» Fatigue

e Rectal bleeding

e Stunted growth in children
* Perianal disease (CD)

BHealth

UNIVERSITY OF MIAMI HEALTH SYSTEM
Crohn's and Colitis Center




Normal colon
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Crohn Disease
Endoscopic Appearance

Stricture
(Narrowing)

Cobblestoning
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rohn disease ileitis
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Crohn disease colitis
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Upper tract Crohn disease
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Perianal fistula
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Perianal fistulae
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CD - Clinical Patterns

=0 G~
Obstruction x' ﬁ

Microperforation
(appendicitis-like)
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Contrast Enhancement

e lleal wall thickening and hyperenhancement in a patient
with known Crohn disease

e Symptoms of flare

BHealth
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Ulcerative

Normal Colon

Colitis

Mild-moderate
UcC

Severe UC
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Determining Severity of UC:
ACG Practice Guidelines

FULMINANT

>10 stools/day, continuous
bleeding, toxicity, abdominal
tenderness/distension,

y transfusion requirement,

. \40 colonic dilation on X-Qay

>

>6 bloody stools/day + /
fever, tachycardia, {"7"

anemia, or 1 ESR

> 4 stools/day
Minimal signs of toxicity

<4 stools/day * blood
Normal ESR

No signs of toxicity

MILD
L_JHealth
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Extra-intestinal
Manifestations of IBD

Bones and Joints
Kidney
leer/GaII Bladder
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The initial presentation

* Ulcerative colitis e Crohn disease versus
versus infection appendicitis or infection
o Travel/exposure history > CT/MR enterography
and chronicity > Colonoscopy
> Stool studies > Stool studies
infection infection

inflammation inflammation

° Serologies/inflammatory > Serologies/inflammatory
markers markers

> Lower endoscopy with

biopsies JHealth
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Reasons for hospitalization in
an established IBD patient

* Severe disease refractory to outpatient
medical therapy

e Complications of the disease
e Complications of the treatment

UNIVERSITY OF MIAMI HEALTH SYSTEM
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Corticosteroids (in ASUC)

847% 1 6%

I?;?Zjl)zt)e —_— Resonse No response

Later
(I year)
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Are there predictors
of IV steroid failure!?

 Failure at day 3 dependent on:

> Mean number of BMs:

4-6 | point
7-9 2 points
>9 4 points
o Albumin < 3.0 g/dL | point
> Colonic dilation 4 points

o 85% failure rate if score > 4
e CRP on day 3 of admission
> colectomy vs. non-colectomy, 56.6 vs 32.7; p=0.04

» Severe lesions on endoscopy (large mucosal abrasion, extensive deep
ulceration, “well-like ulceration) independently predict colectomy

BHealth
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Cyclosporine A (in ASUC)

Steroid-resistant

(n=20) j

-
e
- Coteomy

\4

994;330:1841.
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Infliximab for Moderate to Severe UC: ACT [/2

[] Placebo [ 5 mg of infliximab M 10 mg of infliximab
A
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§ 30| P<0.001 P<0.001 80| P<0.001
g_
3 P<0.001 P<0.001 P<0.001
x 1 1 1
T 60 60+
E 53.3
8 488 459
= 33.8 41.3
@ 40| 8 369 40|
=
-
2 231
2 204 14.0 20+ 15.4
.2
S
o
0 0
Response at Wk 8 and 30 Response at Wk 8, 30, and 54 Response at Wk 8 and 30
B
ACT1 ACT 2
100+ 100+
3
& 80 80
8
£
€ 60 60
2 P<0.001 P=0.002 P<0.001
B 40 P=0.001 P=0.002 40 P<0.001
=3
" 1 1 1
= 231 26.2
2 : 19.3 20.5 225
3 20 20+ 14.9
S 83 6.6 "
0 0 :
Remission at Wk 8 and 30 Remission at Wk 8, 30, and 54 Remission at Wk 8 and 30
Figure 3. Proportion of Patients with a Sustained Clinical Response (Panel A) and in Sustained Clinical Remission (Panel lj Health
B) in ACT 1 and ACT 2.
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Irgfliximab for Severe UC

16 4 |
8 14 4
[~
8 :5 67%
8 49
§ o operated
29% .
241 |oportedl * Colectomy in:
0 ‘ o 29% infliximab patients
Infliximab Placebo
Figure 1. Proportion of surgical/nonsurgical patients in the infliximab © 67% placebo patlents
and placebo groups. =OO | 7
(P )
Infliximab
-~ Placebo

0ngd:

* Colectomy in fulminant

-Q .

| patients

%. ne 4 :

:é E_Y p=0.0038 (logrank - test) fo) 69% (9/ I 3) Placebo

R o 47% (7/15) infliximab (p=0.3)
02
o L3 T o Jirnerot G. Gastroenterology 2005;128:1805-1 1.

Time in days
No, of patients at risk

Infliximab 24 17 17 17
Placebo 21 7 7 7 e

UNIVERSITY OF MIAMI HEALTH SYSTEM
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Figure 2. Proportion of surgical patients and time to operation in the
infliximab and placebo groups.



CYSIF trial

Summary

Background Ciclosporin and infliximab are potential rescue treatments to avoid colectomy in patients with acute
severe ulcerative colitis refractory to intravenous corticosteroids. We compared the efficacy and safety of these drugs
for this indication.

Methods In this parallel, open-label, randomised controlled trial, patients were aged at least 18 years, had an acute
severe flare of ulcerative colitis defined by a Lichtiger score greater than 10 points, and had been given an unsuccessful
course of high-dose intravenous steroids. None of the patients had previously received ciclosporin or infliximab.
Between June 1, 2007, and Aug 31, 2010, patients at 27 European centres were randomly assigned (via computer-
derived permutation tables; 1:1) to receive either intravenous ciclosporin (2 mg/kg per day for 1 week, followed by
oral drug until day 98) or infliximab (5 mg/kg on days 0, 14, and 42). In both groups, azathioprine was started at
day 7 in patients with a clinical response. Neither patients nor investigators were masked to study treatment. The
primary efficacy outcome was treatment failure defined by absence of a clinical response at day 7, a relapse between
day 7 and day 98, absence of steroid-free remission at day 98, a severe adverse event leading to treatment interruption,
colectomy, or death. Analysis was by intention to treat. This trial is registered with EudraCT (2006-005299-42) and
ClinicalTrials.gov (NCT00542152).

Findings 115 patients were randomly assigned; 58 patients were allocated to receive ciclosporin and 57 to receive
infliximab. Treatment failure occurred in 35 (60%) patients given ciclosporin and 31 (54%) given infliximab (absolute
risk difference 6%; 95% CI -7 to 19; p=0.52). Nine (16%) patients in the ciclosporin group and 14 (25%) in the
infliximab group had severe adverse events.

Interpretation Ciclosporin was not more effective than infliximab in patients with acute severe ulcerative colitis

refractory to intravenous steroids, In clinical practice, treatment choice should be guided by physician and centre
experience.

Laharie D. Lancet 2012;380:1909-15.

14+ Ciclosporin
—4— Infliximab
12
104 -
- X
7 8o .
§ ~
£ 6 e .
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24
0 T T T T T T T 1
0 1 2 3 4 5 & 7
Mumber of Day
assessable patients
Ciclosporin 58 56 58 58 56 58 56 57
Inflicimab 57 56 54 53 t4 4 53 56
P 0013 0.54 011 0039 0-015 008 016 015
Figure 2: Lichtiger scores from day 0 to day 7, by treatment
b _‘L‘_H—‘_"I—H—‘
0-8
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s
z 064
£
E
5 047
F
3
02
Ciclosporin
—— Infliximah HR 0-80 {95% O 0-35-1-85)
0 T T T T T T 1
] 14 28 42 56 70 B4 o8
Time (days
Mumber at risk ()
Ciclosporin 58 55 53 49 48 48 48 43
Infliimab 57 54 51 47 47 47 46 42

Figure 3: Kaplan-Meier curves for colectomy-free survival

Inthe infliximab group, nine patients inwhom treatment was unsuccessful had rescue therapy before day 98:
fourwere switched to ciclosporin (two colectomies), three received extra (ie, noton days 0, 14, or 42) infliximab
infusions of & mg/kg (one colectomy), and two received scheduled infliximab infusions of 10 mg/kg (ie, a double
dose on day 14 or 42; one colectomny). In the ciclosporin group, six patients in whom treatment was unsuccessful
had rescue therapy before day 98: five received infliximab, including four infusions of 5 mg/kg (two colectomies)
and one of 10 mg/kg (one colectomiy) and we increased one patient's steroid dose (no colectomy). HR=hazard ratio.

L _BHealth
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CONSTRUCT trial

Infliximab versus ciclosporin for steroid-resistant acute
severe ulcerative colitis (CONSTRUCT): a mixed methods,
open-label, pragmatic randomised trial

John GWilliams, M Fasih Alam, Laith Alrubaiy, lan Arnott, Clare Clement, David Cohen, John N Gordon, A Barney Hawthorne, Mike Hilton,
Hayley A Hutchings, Aida U Jawhari Mirella Longo, John Mansfield, Jayne M Morgan, Frances Rapport, Anne C Seagrove, Shaji Sebastian,
lan Shaw, Siman P L Travis, Alan Watkins, forthe CONSTRUCT investigators

Summary
Background Infliximab and ciclosporin are of similar efficacy in treating acute severe ulcerative colitis, but there has
been no comparative evaluation of their relative clinical effectiveness and cost-effectiveness.

Methods In this mixed methods, open-label, pragmatic randomised trial, we recruited consenting patients aged
18 vears or older at 52 district general and teaching hospitals in England, Scotland, and Wales who had been
admitted, unscheduled, with severe ulcerative colitis and failed to respond to intravenous hydrocortisone within
about 5 days. Patients were randomly allocated (1:1) to receive either infliximab (5 mg/kg intravenous infusion
given over 2 h at baseline, and again at 2 weeks and 6 weeks after the first infusion) or ciclosporin (2 mg/kg per
day by continuous infusion for up to 7 days, followed by twice-daily tablets delivering 5-5 mg/kg per day for
12 weeks). Randomisation used a web-based password-protected site, with a dynamic algorithm to generate
allocations on request, thus protecting against investigator preference or other subversion, while ensuring that
each trial group was balanced by centre, which was the only stratification used. Local investigators and participants
were aware of the treatment allocated, but the chief investigator and analysts were masked. Analysis was by
treatment allocated. The primary outcome was quality-adjusted survival—ie, the area under the curve (AUC) of
scores from the Crohn's and Ulcerative Colitis Questionnaire (CUCQ) completed by participants at baseline,
3 months, and 6 months, then every 6 months from 1 year to 3 years. This trial is registered with the ISRCTN
Registry, number ISRCTN22663589.

Findings Between June 17, 2010, and Feb 26, 2013, 270 patients were recruited. 135 patients were allocated to the
infliximab group and 135 to the ciclosporin group. 121 (90%) patients in each group were included in the analysis of
the primary outcome. There was no significant difference between groups in quality-adjusted survival (mean
AUC 564-0 [SD 241-9] in the infliximab group vs 587-0 [226-2] in the ciclosporin group; mean adjusted difference
7.9 [95% CI -22-0 to 37-8]; p=0-603). Likewise, there were no significant differences between groups in the
secondary outcomes of CUCQ scores, EQ-5D, or SF-6D scores; frequency of colectomy (55 [4196] of 135 patients in
the infliimab group vs 65 [48%] of 135 patients in the ciclosporin group; p=0-223); or mean time to colectonuy
(811 [95% CI 707-912] days in the infliximab group vs 744 [638-850] days in the ciclosporin group; p=0-251). There
were no differences in serious adverse reactions (16 reactions in 14 participants receiving infliximab vs ten in nine
patients receiving ciclosporin); serious adverse events (21 in 16 patients vs 25 in 17 patients); or deaths (three in the
infliximab group vs none in the ciclosporin group).

Interpretation There was no significant difference between ciclosporin and infliximab in dinical effectiveness. l J Healtl I

UNIVERSITY OF MIAMI HEALTH SYSTEM
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C diff testing

GDH Negative Repor’r
Toxin Negative .
Step 1 Negative
Enzyme Immunoassay GDH and Toxin (s) A/B Kit > Result
(do NOT treat)
GDH Positive GDH Positive
Toxin Negative Toxin Positive
v
> Report
Step 2 Positive
Polymerase chain reaction (PCR) Result
(treat)
Negative Positive
Report Report
Negative Positive
Result Result
(do NOT treat) (treat)
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If a patient has C. diff,
outcomes are worse

Percentage of patients with colectomy at 1 year

446
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Fig. 4 Kaplan—Meier curve for colectomy-free survival at 1 year

BHealth

JOdOFkOVSk)’ D. Dig Dis Sci 201 0;55:4 | 5-20. UNIVERSITY OF MIAMI HEALTH SYSTEM

Crohn's and Colitis Center




Admission day

* Thorough history and physical

* Pregnancy test in all female patienis of
child bearing age

- Stool culture, C difficile toxin ELISA or
PCR (preferred)

+ Abdominal plain film

+ CT abdomenipelvis if severe abdominal
pain, nausea and vomiting, fever,
distension or significant abdominal
tenderness, or elevated white blood cell
count

- If Crohn's disease being considered,
obtain GT or MR enterography to image
the small bowel

« Initiate IV methylprenisclone 60mg g24h
(or 1mglkg IV g24h) it no obvious
infection

+ TE testing: quantiferon or place PPD

+ Hepatitis B testing: serum HBsAg,
HBsAb, and HBcADb

+ Check serum TPMT

= If eyclosporine is a possibility, check
serum cholesterol, magnesium

Every day

» Agsess # of stools and # with blood

* Labs (CBC with differential, chemistry,
albumin, ESR, CRP)

- Consider daily testing for C difficile
(unless using PCR assay)

* Review medication lists, discontinue
narcotics and anticholinergics

* |sotonic intravencous fluids

* Subcutangous heparin for venous
thromboembolism prophylaxis

* Abdominal X-ray if abdominal pain,
distension, or established colonic
dilatation (for monitoring)

+ Regular diet if tolerated: discontinue if
toxic megacolon or imminent surgery
likely

» Consider rectal topical therapy (i.e.,
mesalaming or corlicosteroid enema)
it significant fecal urgency present

* Consult surgeon with experience in
treating inflammatory bowel disease if
toxic megacolon, toxic colitis, or not
responding to medical therapy

ELISA)

first 48h)

to Day 5

Day 2

+ Flexible sigmoidoscopy with
biopsies for CMV (typically within

+ Administer 2" dose intravenous
corticosteroids

+ Check C difficile toxin again (if

- If dramatically improved (stool #
reduced by 75%, less blood), skip

Day 3

» Administer 3" dose intravenous
corticosteraids

* Review pathology biopsies for
evidence of CMV: treat if present. If
not present, consider
immunohistochemistry for enhanced
sensitivity

+ Calculate Prediction Scores 1o help
determine likelihood of failing
corticosteroids

Contraindications specific to rescue therapies

Cyclosporine

Infliximab

Seizurs history

Untreated latent tuberculosis infection

Renal insufficiency

Congestive heart failure (New York Heart
Association Class Il or IV)

Hypocholesterolemnia

Demyelinating disease

Active infection

Active infection

Lack of local expertise in administration
and monitoring of cyclosporine

A

Clinical prediction rules

Ho Index Travis Index
Points

Mean stool <4 0 EITHER
frequency 4=6 1 >B bowel movements per day

6=9 2 OR

9 4 >2 bowel movements per day
Colonic dilatation | Yes | 4 AR ERE Sl
Hypoalbuminemia | Yes 1
(3.0 gidL) = B5% PPV of colectomy

Score 0-1: low risk for steroid failure
Score 2-3: intermediate risk for steroid

failure

Score 24 high risk for stercid failure

-

<«

o

Discharge criteria
» 1-2 bowel movements per day (at least
less than =4BM/24hrs, na blood)*
- Established appointment with outpatient
provider within 2 weeks

Day 5

<

+ I doing well, switch to 40mg oral prednisone, discontinue IV fluids

« If not doing well, calculate day 5 Ho index (score <8 has 87°% PPV for
avoidance of colectomy prior to discharge with use of cyclosporine)
and discuss surgery versus infliximab versus cyclosporing

+ If predictors suggest steroid responss, continue
steroids, intravenous fluids, oral diet
» Check C difficife toxin again (if ELISA)

- It predictors suggest steroid failure: cyclosporine,
infliximab versus surgery

+ Review contraindications of rescue therapies

+ Discussion of risks, benefits of each treatment option
with surgeon, gastroenterologist, patient and family

Day 4

Figure 1. Proposed algorithm for managing ulcerative colitis in the hospital. 21562 *Exact number of acceptable bowel movements varies patient to
patient but needs to be while tolerating a full diet and manageable for that patient.

Pola S. Clinical Gastroenterol Hepatol 2012;10:1315-25.
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Therapeutic Pyramid in IBD: changing
in the era of personalized medicine

'Induction of Remission

Unapproved therapies

Ustekinumab

Vedolizumab
Natalizumab

Anti-TNF Maintenance of Remission

AZA/MTX/CsA

Corticosteroids

5-ASA

L _BHealth
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Outpatient Medical Therapy in IBD

» Should we be aggressive!
° Treat early or late!
> Step-up or Top-down!
> Mono- or dual therapy!?

* Weighing risks and benefits
> Risks of treatment
> Benefits of treatment

o Risks of NO treatment
worse disease, cancer

UNIVERSITY OF MIAMI HEALTH SYSTEM
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Treat Early or Late!?

06 High Potential Low Potential

90
80
70

60
0 Penetrating
40

30

. Strictdring

Cumulative Probability (%)

10

0

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 216 228 240
Months

Patients at risk:

N= 2002 552 229 95 37
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Step up versus top down approach

—— Early combined immunosuppression
— Conventional management

g0 - p=0-031

60

40 -

20

Proportion of patients with no relapse (%)

14 26 39 52 65 78 91 104

Time after randomisation (weeks)
Number at risk

Early combined immunosuppression 42 3 28 22 20 19 18 7
Conventional management 20 15 10 5 4 4 3 3
Total 62 47 38 27 24 23 21 10

Figure 3: Proportion of patients who did not relapse

Kaplan-Meier estimates of the time to relapse after successful induction treatment at week 14. Relapse was defined
by a score of greater than 200 on the Crohn’s Disease Activity Index, need for a bowel resection, or the need to add
additional treatment according to assigned regimen. The p value was calculated by the log-rank test.

CDAI >200, naive to steroids, immunomodulators, and biologics

D’Haens G. Lancet 2008; 371:660-7. JHea’lth

UNIVERSITY OF MIAMI HEALTH SYSTEM
Crohn's and Colitis Center




Mono- or dual therapy!?

A Corticosteroid-free Clinical Remission at Wk 26
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B Mucosal Healing at Wk 26
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Figure 2. Patients with Corticosteroid-free Clinical
Remission (Panel A) and Mucosal Healing (Panel B)

at Week 26.

Similar findings in UC (SUCCESS trial)
COMMIT (MTX) = negative study but high response

SandbornW). New Engl ] Med 2010;362(15):1383-95.
Panaccione R. Gastroenterol 2014;146:392-400.
Feagan BG. Gastroenterol 2014;146(3):681-8.
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Medical Therapy in IBD

* So the data suggest that we should:
° Treat early
° Treat aggressively

> Treat with combined therapy
Symptom remission
—> Steroid-free symptom remission
—> Mucosal healing
—> Deep (histologic) remission

Are we asking for problems?
UNNER;!OFMHI\QI%!EQ

Crohn's and Colitis Center




Anti- TNF side effects

e TREAT registry of infliximab

° Increased infection = much of that comes from
steroids, narcotics, and disease severity

> No increase in mortality

* Meta-analysis of 10 IBD trials with infliximab
+/- AZA
> No increase in infection, mortality, or malignancy

AZA-treated UC patients = more infections
AZA-treated CD patients = more malignancy

BHealth
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What about the risk of NOT treating?

* Fewer CD surgeries in Hungary
independently associated with earlier and
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Figure 1. Azathiopring use according to the year of diagnosis in patients
with Crohn's disease. £ <0.001, P, <0.001. JHe t
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What about the risks of NOT treating?

* Thiopurines reduce need for |** resection

in Crohn disease by 40%

> Meta-analysis of |7 studies, >20,000 patients
> HR:0.59 (95 % Cl 0.48 — 0.73)

Group by Study name

Study population

1.00 Vernier-Massouille
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Chatu S. Am ] Gastroenterol 2014;109:23-34.

2 5 10
thiopurine no effect J Health
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What about the risk of NOT treating?

* Rate of IBD surgeries decreasing in last 6
decades
> Meta-analysis of 30 studies

> Due to better/more aggressive therapy!
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What about the risk of NOT treating?

» Decreased cancer risk by aggressively
treating IBD (ulcerative colitis)

> Danish cohort
o |78 million patient years

° In recent years, relative risk of colorectal
cancer in UC has disappeared

due to more aggressive therapy!?

* This decrease not seen in Kaiser study

> But probably selected for longer duration and
greater severity

Jess T. Gastroenterology 2012;143(2):375-81. JHealth
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What about the risk of NOT treating?

* Greater risk of hospitalizations and
surgeries than lymphoma

Table 1. Comparing risk of lymphoma with immunomodulator therapy vs. risk of complications due to disease progression

Azathioprine/6-mercaptopurine Anti-TNF
Number needed 1o treat to cause one additional lymphoma per year with therapy 4,357 (age 20-29) 2380 (ref. 56)
355 (age >65) (ref. 38)
Number needed to cause one additional relapse per year by stopping therapy 3 (ref. 58)
Number needed to cause one additional hospitalization per year 7 (ref. 59)
with episodic therapy
Number needed to cause one additional abdominal surgery per year 14 (ref. 59)

with episodic therapy

TNF, tumor necrosis factor.
Numbers adapted from referenced articles.

BHealth
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Risk vs reward

* IBD patients are willing to accept higher
risks of lymphoma and infection in
exchange for longer duration of disease
remission

Bewtra M. Am ] Gastroenterol 2015;110:1675-8l.

JHealth
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Figure 3. Kaplan-Meier estimates of the incidence of
mortality within 8 weeks.
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vJGIM

Journal of General Internal Medicine

Sins of Omission
Getting Too Little Medical Care May be the Greatest Threat to Patient Safety

CONCLUSIONS: While preventing iatrogenic injury resulting [rom
medical errors is a critically important part of quality improvement,
we [ound that the overwhelming majority of substantive medical errors
identifiable [rom the medical record were related to people getting too
little medical care, especially for those with chronic medical conditions.

Hayward RA. ] Gen Intern Med 2005;20(8):686-91. lJHealth
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Surgery in IBD

Ulcerative Colitis Crohn Disease

 Remove entire colon/rectum ¢ Surgery does not cure

° Refractory disease » Disease recurs after
> Colon cancer resection
e Options * Resection of inflamed
> Total proctocolectomy (TPC) with  segments to treat
ileostomy complications (stricture,
> TPC and ileal pouch-anal abscess, fistula) or

anastomosis (IPAA) = 2 vs 3 stage refractory disease

BHealth
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Managing Nutrition in IBD

e Malnutrition can occur in IBD

o Decreased intake of food
symptoms
overzealous restriction

o Decreased assimilation of nutrients
active disease in small intestine

° Increased need for calories/protein (catabolic)
Benefit from professional nutritional assessment
 Tailor diet to individual needs & preferences

* No clear “IBD diet”
e Micronutrient/macronutrient supplements

BHealth
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Prevention in IBD

e Vaccinations
> no LIVE vaccines if on an anti-TNF agent
intranasal influenza, MMR, yellow fever, zoster

> otherwise routine vaccinations encouraged
influenza, pneumococcal, HPV
best uptake of vaccine BEFORE immunosuppression

* Blood Pressure monitoring = general recs
> more so if on corticosteroids or cyclosporine

 Tobacco cessation
o for all Crohn disease

o for all UC once disease is controlled
cardiovascular and oncologic risks >> UC benefit

BHealth
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Prevention in IBD
* Bone health

o vitamin D levels

> bone densitometry (DEXA)

especially if prolonged corticosteroids
e Vitamin Bl2 (+/- methylmalonic acid)

o especially if ileal disease/resection, small bowel
dysmotility/overgrowth

* |ron
° unless mild probably better to replace IV (hepcidin)

e Eye Exams
° annually

o closer attention if on corticosteroids or concern for
episcleritis/uveitis (extraintestinal manifestations)

BHealth
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Prevention in IBD

» Malignhancy screening
o prostate and breast = same as general recs

> non-melanoma skin = higher with thiopurine
use

melanoma =2 higher with anti-TNF use
cervical and anal = increased risk
Pap smears, HPV, ?anal Pap smear

colon = depends on duration, extent, and
control of disease

routine colonoscopies
* Depression
o strong psychosocial effects of disease JHealth
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Prevention in IBD

Risks of immunosuppression

o

(0]

infection = highest with steroids

non-Hodgkin’s lymphoma -2 slight increased risk

very low risk of hepatosplenic T-cell ymphoma (mostly
thiopurine + anti-TNF in teenage males)

bone marrow suppression
. . . hiopurines
liver toxicity

reactivation of hepatitis B INEF
. L] M t.-
reactivation of tuberculosis ! >

liver, lung, marrow, fetus = methotrexate

progressive multifocal leukoencephalopathy (PML)

natalizumab risk based on JC virus status and duration of
treatment

acne, mood swings, sleep disturbance, weight gain,
cataracts, osteoporosis, diabetes, poor wound healing,

etc > MINIMIZE STEROIDS!! JHealth
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THANK YOU
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