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We knew everything from the beginning!

December 11, 1931:

| have an important scientific contribution | would
like to present before the AGA next May. | have
discovered, | believe, a new intestinal disease,
which we have named Terminal lleitis

JAMA 1932:99:1323-29:

... The ulceration of the mucosa is accompanied by a
disproportionate connective tissue reaction of the
remaining walls of the involved intestine, a process
which frequently leads to stenosis of the lumen of
the intestine, associated with the formation

of multiple fistulas ...

Burril B. Crohn (1884-1983)

AGA, American Gaatroenterclogy Asociation



Bowel damage in CD: lessons from population-based studies

At diagnosis At 10 years
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Bowel damage assessed by cross sectional imaging at diagnosis increases the

risk of hospitalisation and surgery
- Complicated CD (n=56) ~ Early CD (n=86)
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Complicated CD classified as patients with complications at diagnosis, such as strictures, fistulas and abscesses
Almost 40% of patients already had bowel damage at diagnosis



Moving towards disease modification in inflammatory bowel disease
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Bowel damage

Early intervention

Disease Diagnosis Early
onset disease




Early anti-TNF / IMM therapy is associated with
better long-term clinical outcomes in Crohn’s disease

(%)

Cumulative probability

%)

Cumulative probability

Intestinal surgery

100 +
80 = £<0.001
60 +
Late therapy
40
Early therapy
20
0 )
20
Time to intestinal surgery
(years after drug use)
100 - Stricturing complication
60 - Late therapy
40 + Early therapy
20 - st
0 T 1

15 20

Time to stricturing complication
(years after drug use)

(%)

5888

Cumulative probability

%)

Cumulative probability

Behavioural progression

P<0.001

Late therapy

Early therapy

1
0 5 10 15 20

Time to behavioural progression
(years after drug use)

Penetrating complication

p<0.001

Late therapy

Early therapy

T 1
0 S5 10 15 20

Time to penetrating complication
(years after drug use)

Retrospective analysis of patients with Goha's disease naive 1o both intestinal surgery and intestinal complications, and with at least Two risk factors for progression,



Targeting early CD and achieving sustained deep remission -
the best way to change the disease course?

Early initiation of
disease-modifying agents Year 1 Year 2 Year 5

;V V v . f

i Deep remission: Deep remission: \ Preventing
¢ C(Clinical remission ¢ C(Clinical remission and/or slowing
« Biological remission « Biological remission down disease
Depth of  Complete MH « Complete MH progre.ssion:
therapeutic * Disability
* Surgery

MM, mucosal healing



Is UC a progressive, destructive and disabling condition like CD?

UC patients are often under-treated because of the:
e Possibility to undergo colectomy
* Perception that disease burden is lower in UC than in CD

e Perception that UC is not a progressive disease



Colectomy is not a cure for UC!
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UC has a similar impact on the patient as CD:
overall disability

IBD type did not influence IBD-DI (p=0.12)

Mean = SD Min
(‘:\'l;gg 35.3 + 20.5 0 91
&' :’1"5’(‘)')5 rEause 33.9 + 19.5 0 88
Ulcerative colitis 39.2 + 23.1 0 91

(n=50)




Ulcerative colitis: a progressive disease?

Left-sided
Proctitls colitis Pancolitis
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Disease extension
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UCEIS, ulcerative colitis endoscopic index of severity.



Colonic strictures in UC should raise concerns about the risk of cancer

Frequency of dysplasia and cancer among patients undergoing surgery for colorectal stricture
without preoperative evidence of dysplasia or cancer

CD (n=248) UC (n=39)

Low-grade dysplasia, % (n) 1.2% (3) 2.5% (1)
High-grade dysplasia, % (n) 0.4% (1) 2.5% (1)
Cancer, % (n) 0.8% (2) 5.0% (2)
overall, % (n) 2.4% (6) 10.0% (4)

A nationwide study from GETAID:
12,013 patients who underwent surgery for colonic strictures between 1992 and 2014 were screened

GETAID

GLTAID, Groupe d études ot thérspeutiques des aMections Inflammatolres du tube digestif



The three pillars of IBD care

Change the
course of IBD

Early intervention
Treat to target
Tight control

Patient communication



What is treat to target (T2T)?

C

To avoid development of

serious complications and

disability in patients with
chronic conditions

Aim

Treating to a pre-defined
treatment target that is
associated with optimal

long-term outcomes

(goal-oriented approach)

Ongoing and regular
monitoring of the target
and/or surrogate marker,

with optimisation of

treatment when the
target is not met

All components — target,
treatment and monitoring —
are tailored to the needs
of the individual patient

De-escalation of therapy
may be considered
when treatment goals
are achieved



What is treat to target (T2T)?

Aim ( Concept X Strategy X Additional principles )

To avoid development of Treating to a pre-defined Ongoing and regular All components — target,
serious complications and treatment target that is monitoring of the target  treatment and monitoring —
disability in patients with associated with optimal and/or surrogate marker, are tailored to the needs
chronic conditions long-term outcomes with optimisation of of the individual patient
(goal-oriented approach) treatment when the
target is not met De-escalation of therapy

may be considered
when treatment goals
are achieved

A T2T approach involves pre-defining a treatment target, in consultation with the patient,

continuously monitoring disease activity, and modifying treatment until the target is reached




STRIDE: Treat-to-target recommendations in IBD
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Crohn’s disease

Resolution of abdominal pain and normalization of
bowel habit should be the target (PRO)

Resolution of symptoms alone is not a sufficient
target. Objective evidence of inflammation of the
bowel is necessary when making clinical decisions

Absence of ulceration is the target

Endoscopic or, where endoscopy cannot be
performed, cross-sectional imaging assessment
should be performed 6—9 months after the start of
therapy

Ulcerative colitis

Resolution of rectal bleeding and normalization of
bowel habit should be the target (PRO)

Resolution of symptoms alone is not a sufficient
target. Objective evidence of inflammation of the
bowel is necessary when making clinical decisions

A Mayo endoscopic subscore of 1 should be a
minimum target.

A Mayo endoscopic subscore of 0 is the optimal
target.

Endoscopic assessment should be performed 3-6
months after the start of therapy for a patient with
symptoms




“Tight control”

Biomarkers (CRP, faecal calprotectin...)

vy $ 33

Bowel damage

Disease Diagnosis Early disease
onset

CRP, C-reactive protein



CALM: study design and treatment algorithm

Prednisone Clinical management (n=122): escalation driven by CDAI, prednisone use
burst & taper

l :

Treatment escalation:

1

i

‘ No ADA 160/80 mg, ADA 40 mg EW +
ADA 40 mg EW
g treatment 40 mg EOW me AZA 2.5 mg/kg/day
randomisation®
» " ADA 40 mg EOW+AZA
Tight control (n=122): escalation driven by CDAI, FCP, CRP, prednisone use

l l 1
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Weeks: -9 -4 -10 12 24 36 48
Final visit

*CDAI >220 AND ome of the followmng: storoid therapy >4 weeks and best 10 Laper per ivesligelor assessment,

wtcler ant/contrainducation for steroid therapy, beat interest of the patrent per ievertigalor assessment.

*TCOAI >300 for 2 consecutive visits 7 days spert or per investigator discretion [elevated CRP/FC, uiceration taken into considerstion); moved to T2T growp,

ADA, adalimumab; AZA, srathioprine; COAL Crohn's Diseste Activity Index; CRP, Creactive protein, LOW, every other week; EW, avery week, FCP, faecal calprotecting T2T, trest to target



CALM Results:
Primary endpoint 48 weeks after randomization

CDEIS < 4 AND NO DEEP ULCERATIONS
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Colombel J-F et al. Lancet 2017 [epub ahead of print]




CALM: treatment options over time

Patients who completed the study and did not move to the rescue group
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ADA, adalimumab; AZA, axathoprine; OM, dinical management; LOW, avery other weak; EW, every week; TC, tight contred



CALM: treatment optimisation

Number of patients who Proportion of patients who Proportion of patients who
de-escalated treatment de-escalated treatment and re-escalated after de-escalation and
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ADA, adalimumab:. AZA, arsthoprine: COLIS, Crohn's Disesse Endoscopic Index of Severity. LOW. every other week.: [W. svery week



CALM: Post-hoc analyses

* Compared with clinical management, treat to
target was associated with significant reductions Rates of CD-related hospitalizations

In: after randomization

® CD-related hospitalizations ___P=0021
* Time to CD-related flare 30 - 280

* No significant difference:

= CD-related surgical procedure a 20 -

= CD-related hospitalizations or serious complications % 132

2y,

* TC had £669 higher total direct medical costs and

0.032 higher QALYs 2 events .
* |CER was £20,913 per QALY which is below the UK 93 Clinical M R

NICE threshold of £30,000 s paal o

PY=1036 PY=1063
2?0—?9?322(15 Pllz)i::iat::zation, other than CD-related major surgery, on or after randomization 3ng ' 8 D

Colombel J., Panaccione R., Bossuyt P., et al. UEGW 2017 =70 days after last dose. Uﬁ)gv%%e
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Treatment Goals

T2T with tight control and monitoring

Diagnosis of Active Ulcerative Colitis or Crohn’s Disease

Disease Assessment
v' Evaluation of disease severity
v Evaluation of risk of progression
v" Selection of therapy and targets

Mucosal Healing

Assess every 3 months until symptom Assess
resolution, then every 6 months every 36 months
Resolution of rectal bleeding and Absence of ulceration
normalization of bowel habits (minimum score of 1)
’@g:: -
Targetnotachieved: = Na# @ TTTeeell
Re-evaluation of dosage or therapy ] ...........

Resolution of clinical symptoms and inflammation, which defines the term
“remission,” is the goal of treatment

Adjunctive Biomarker

CRP and fecal calprotectin are
ive measures of
inflammation but NOT treatment

targets

Histological Targets

Not recommended because of
insufficient evidence

Figure 1. STRIDE recommendations for patients with CD and UC. Adapted from Peyrin-Biroulet et al* and Ungaro et al™




What it looks like at the end !!

This is the destination

Tight control

This is the process |
to achieve the goal
If you were on a journey,
this would reflect how
we get to our destination

diagnosis
/ flare




The messages .........cc.......

UC and CD are progressive diseases, and
have same clinical burden

Treating early improves clinical outcomes

T2T and TC are complementary and should
be tailored to the individual patient

biomarkers are an important bridge that
helps to achive the best possible results




