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Population-based inception cohort in studies on prognosis

Area Population size Period Pros/retro Number

Copenhagen 550,000 62-87 Pros 1161
IBSEN 970,000 90-94 Pros 454
Stockholm 1,200,000 55-84 Retro 1547
Uppsala 1,200,000 65-83 Retro 2508
Olmsted 110,000 40-93 Retro 278
Florence 650,000 78-92 Retro 231

EEC n.a. 01-93 Pros 528
Manitoba 89-94 Retro 2380
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Treatments used for ulcerative colitis throughout the disease course

Salycilates (%) Corticosteroids (%) Immunosupressors (%) Anti TNF (%)
Topical Oral  Oral steroids + Topical [Intravenous
Cohort Country 5-ASA 5ASA Sulfasalazine Steroids topicals steroids  steroids AZA 6-MP Cyclosporine Methotrexate IFX
IBSEN Cohort™  Norway 63 %
IBSEN Cohort™  Norway s 8.5 6.5"
IBSEN Cohort™®  Norway s 80 41
IBSEN Cohort™®  Norway years 54 2 4
Denmark Cohort |  Denmark 88 53
(1962-1987)
Denmark Cohort 2 Denmark 923 56 13 1
(1991-1993)
Denmark Cohort 3 Denmark 83 40 10 1 l
(2003-2004)
EC.IBD®  Portugal 66 17 0
and Spain
ECIBD®  Norway and 62 9 3
Netherlands
ECIBD®  Italy 90 2 2
ECIBD®  Greece and Spain 72 14 6
EC-IBD Cohort™  Portugal, Spain, 85 4 8
Greece, ltaly,
Israel, Norway
and the
Netherlands
and Israel
Olmsted County®  USA 3
Olmsted County®  USA 20
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Parametres évaluant | histoire naturelle

-Qualité de vie -Facteurs pronostiques
- Hospitalisations Age
- Activité et evolution Etendue de | affection

Séveérité Tabac
Rechutes Appendicectomie

Profil evolution Cicatrisation muqueuse

Risque de progression - Complications digestives
-Manifestations extra digestives

- Chirurgie
-~ Mortalité
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Qualité de vie

IBDQ

UC patients significantly higher IBDQ scores than CD patients.
Women have significantly lower IBDQ scores than men

In UC/UP patients there is no difference in IBDQ scores between smokers
and nonsmokers

Disease activity rather than disease type most important to IBDQ score
number of relapses and symptom severity,rheumatic symptoms
are the strongest predictors of reduced |IBDQ score
significant reduction in IBDQ scores is seen in patients treated
with systemic steroids or immunosuppressive drugs.

SF-36

UC patients have lower scores in most SF-36 dimensions compared to the
general population.

Symptom free patients have the same SF-36 scores as the general
population

Inflamm Bowel Dis Volume 16, Number 3, March 2010
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Qualité de vie

« Langholz et al (1994) found that beyond the first year
after diagnosis at least 90% of patients were fully
capable of working, with only 2% partly capable and
1.5% Incapable because of their disease.

The likelihood of remaining able to work was also high-

92.8% after 10 years and 85.8% after 20 years. Even
one-third of those incapable of working initially had
restarted work by 7 years

However, one-third of patients felt that they had needed
to change the type of work they were doing, one-half of
these because of inflammatory bowel disease
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Hospitalisation

« 32% of patients were admitted around the time of
diagnosis

 In three-quarters of the latter it was in the first year of
their disease. As expected, this was more likely In
patients with pancolitis than in those with procititis.

« The average length of stay declined from 12.2 to 10.1
days (p =0.054 ) in UC

* Approximately 20% of UC subjects got readmitted per
year and over 7 yr approximately 35% got readmitted

* Major surgery was a more common reason for
hospitalization in UC 55%

Am J Gastroenterol 2006:;101:1107 118
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Moderate

Activity
(71%)

Mild Activity

(20%)

Disease Activity

Activité

Mild Activity:

Moderate Activity:

Severe Aclivity:

< 4 stools dalily
No systemic disturbance

ESR: NI

> 4 stools dally
Minimal systemic effects

> 6 stools daily
Bloody stools
Fever
Tachycardia
Anemia

ESR > 30 mm/hr
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Langholz E, Munkholm P Gastroenterology 107:3, 1994
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Rechutes

Cumulative relapse rate after 10years was 67%

Cumulative rate of the first

relapse after diagnosis

0 1 2 3 A s 6 7 8 o 10
N at risk

771 542 438 374 325 288 253 234 224 205 142

Hoie European-wide population-based cohort
Am J Gastroenterol 2007 102: 110.
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Facteurs predictifs de rechutes

Patients who developed UC later had fewer relapses than
patients diagnosed in earlier years
Patients who suffered the first relapse during the first
year of disease were prone to more relapses when
compared with patients who had their first relapse after
the first year of diagnosis
The relapse rate was higher for those who stopped smoking
during follow-up compared with those who had never smoked

Multiple relapse are associated with short time from
diagnosis to the first relapse

The disease course in the preceding period

At least 7/0-80% of patients with active disease were likely to

have a relapse in the following year.Conversely, if there had
been a full year in remission, the risk of relapse in the
following year was only 20%

Hoie Am J Gastroenterol 2007 102: 110.
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Profil évolutif

Relapsing course \

W 83% at 5 years 90% after 25 years
[18% at 5 years 10% after 25 years
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Langholz, Gastroenterology 1994107: 311
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Profil évolutif

55 % (n=208)

N
0 16yrs

Curvel: Remission or mild
severity of intestinal symptoms
after initial high activity

6 % (n=22)

0 10 yrs

Curve 3: Chronic continuous
symptoms

1% (n=4)

10 frs

Curve 2: Increase in the severity
of intestinal symptoms after initial
low activity

37 % (n=139)

W

0 10 37rs

Curve 4: Chronic intermittent
symptoms

Inflamm Bowel Dis 60 Volume 13, Number 4, April 2007

IBSEN
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Risque de progression

B proctosigmoiditis

O left-sided colitis

O extensive colitis

I I I
initial proctitis initial proctosigmoiditis initial left-sided colitis
Nn =146 n = 90 Nn =68

Inflamm Bowel Dis & Volume 12, Number 7, July 2006
IBSEN
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Possibilité de regression

Left-sided Pancolitis
100 Left-sided -= Pancolitis
= ]
=l ,.p—.-'_'_'-'_ =

40 40 -
20 + | 20 +~

0 0
0 2 4 6 8 101214 16 18 20 22 24 0O 2 4 6 8 10 12 14 16 18 20 22 24
Years Years

Langholz, Gastroenterology 1994107: 311
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Facteurs predictifs de seveérite

Do clinical factors help to predict disease course in
inflammatory bowel disease?

In ulcerati_ve colitis (UC), age at diagnosis, disease location

and smoking habit are currently the strongest predictors of
disease course.

Besides these important factors, others may predispose to
some specific disease evolution and complications

Edouard Louis, Jacques Belaiche, Catherine Reenaers

WJG June 7, 2010 Volume 16 Issue 21
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Facteurs predictifs de severité

Age

Early-onset Late-onset
0.0
seodree Total
".. Male
R ey Female

N

U

7o0.

Y & § & ¢ R
S & v & & N

~ Age distribution in years

Disease extent and symptom severity were similar between
groups at the time of diagnosis. One year after diagnosis, more
patients 1n the late-onset group achieved sterord-free clinical
remission (64% vs 49%; P = .01). Among those who required
systemic steroid therapy, more late-onset patients achieved
steroid-free remission by 1 year (50% vs 32%; P = .01). Former
smoking status was a more common risk factor in the late-
onset cohort (P < .001), whereas more early onset patients had
a positive family history (P = .008). CONCLUSIONS: Pa-
tients with early and late-adult-onset UC have similar initial
clinical presentations, but differ in disease risk factors.
Late-onset patients have better responses to therapy 1 year
after diagnosis.

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2010;8:6821 687
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Facteurs prédictifs de séverité

Localisation au moment du diagnostic

=116 Proctite
A 3% toxic megacolon;
” & 10% hemorrhage,;
A 9% colectomy
Pan-colitis
A 21% toxic megacolon;
r— A 25% hemorrhage,;
A 35% colectomy
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Facteurs prédictifs de séverité

Tabac

« Les fumeurs ont moins de risque de developper une
RCH que les non-fumeurs

« Le cours evolutif de la RCH est moins severe chez les
malades fumeurs que chez les non-fumeurs

« L’arrét du tabac chez les RCH fumeurs aggrave
frequemment la RCH

Eur J Gastroenterol Hepatol 2000;12:855-62.
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Facteurs prédictifs de séverité

Appendicectomies

* Reduction de 26% de | incidence de la colite ulcereuse
dans une cohorte de 212963 patients appendicectomises
par rapport a une cohorte de patients controles de méme
taille

Association due largement a la reduction de | incidence

de la colite ulcereuse chez les patients appendicectomises
avant | age de 20 ans pour appendicite confirmee

* les RCH appendicectomises (N = 304) recidivaient
significativement moins souvent que les malades n'ayant
pas eu d'appendicectomie
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Facteurs prédictifs de séverité

Cicatrisation

* The mucosa of the colon in ulcerative colitis is
more prone to healing than in Crohn’s disease.

Efficacious mucosal healing in the long-term in
ulcerative colitis might prevent proximal
extension of the disease, toxic colitis and

dysplasia or cancer but this remains to be
proved.

Healing of the bowel mucosa is not a predictor of
better maintenance of remission after
discontinuation of the drug.
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Facteurs predictifs de séverité
Cicatrisation

Mucosal Healing with Conventional
Therapy* Reduces Colectomy Rate in UC

1.00 —
0.98 L—m::

0.96 —

0.94

0.92 —

Proportion of UC Patients
Not Colectomized

0.90 —

|| L] L] l L] L] l L]
0 1 2 3 4 5 G T 8
Time in Years After 1-Year Visit
* Oral 5-ASA, topical 5-ASA, sulfasalazine, antibiotics, corficosteroids, azathioprine, and/or metronidazole

Reprinted from Gastroenterology 133, Froslie KF et al, Mucosal healing i
imifl amm bowel disease: results from a Norwegian ulation-based cohort, 412-1&2.
Copyright (2007), with permission from the American ocenterological Association.
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Complications intestinales

Poussée sévere

Outcomes Severe UC (1996-2004) at 3 Months, 12 Months, and 5 Years ™

Follow-up period

Event Initial hospitalization 3mo 12 mo by
Number observed at start of period 096 02/ 505 H0b
Number observed at end of period 021 50h o0b 252
Number rehospitalized during period (%) — 100 (24%) 146 (29%) 197 (39%)
Number with a colectomy during period (%) 131(20%) 32 (6%) H1 (10%) 16(15%)

The use of infliximab (2%) immune modulators was 16% before hospitalization and i 29% in the 1 year after

hospitalization.

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2008;6:9991 1003
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Complications intestinales

-Hémorragies séveres
10% des des colectomies en urgence
-Megacdlon toxique
5% des pousses severes
50% dans les 3 mois apres le diagnostic de UC
Pancolite le plus souvent mais colite gauche aussi
50% traitement medical seul . récidives 29% ( suivi 3-22 ans)
Facteur predictif de mortalite : perforation colique(2%vs 44%)
-Perforation colique
3% des cas avec megacodlon toxique
1% sans megacolon toxique
-Pseudopolypose geante
liee a | extension de la colite
( 0%, 30%, and 70%, proctite colite gauche, pancolite)
localisation transverse et colon descendant++
-Stenose
Incidence 5%
Colites etendues et evoluees
Stéenose courtes et distales % a angle splénique
24% malignes
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Complications extra intestinales




