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Der Darm:
Hauptkontaktflache zur Umwelt
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Das Darmepithel

Immunoglobulin A (IgA) und antimicrobielle
Peptide (AMPs) verhindern direkten
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Haufigkeit von Erkrankungen mit Beteiligung
des Immunsystems
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Gesicherte “Umweltfaktoren” bei CED

Vitamin D* Morbus Crohn 0.55 (0.30 - 1.00)
(Q4 vs. Q1)
NSAR = 15d/mo? Morbus Crohn 1.59 (0.99 — 2.56)
(vs. non-users)
NSAR 2= 15d/mo? Colitis ulcerosa 1.87 (1.16 — 2.99)
(vs. non-users)
Depressive Symptome 3 Morbus Crohn 2.36 (1.40 — 3.98)
(vs. MHI-5 86-100)
Ballaststoffe* Morbus Crohn 0.62 (0.40-0.95)
(Q5 vs. Q1)
Orale Kontrazeptiva® Morbus Crohn 2.66 (1.52 - 4.64)
(current vs. non-users)
Hormon-substitutions-Therapie © Colitis ulcerosa 1.74 (1.09 — 2.77)
(current vs. non-users)

1. Ananthakrishnan AN. Gastroenterology. 2012;142(3):482.

2. Ananthakrishnan AN. Ann Intern Med. 2012;156(5):350.

3. Ananthakrishnan AN, et al. Presented at DDW; May 20, 2012. Abstract 398.
4. Ananthakrishnan AN, et al. Presented at DDW; May 21, 2012. Abstract 863.
5. Khalili H, et al. Presented at DDW; May 20, 2012. Abstract 402.

6. Khalili H, et al. Presented at DDW; May 20, 2012. Abstract 401.
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Achtung bei folgenden ibuprofen Gy
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Umgebunsfaktoren als Ausloser von

IBD
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Rogler G, Vavricka SR Inflamm Bowel Dis 2014



Viel hat sich verandert in den
letzten 60 Jahren!




Rate der Raucher bei IBD Patienten,
aufgeteilt nach Krankheit und Geschlecht
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The Swiss IBD cohort study Biedermann L, et al, JCC 2014
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Rauchen und Krankheitsoutcome

CD Raucher
entwickeln
haufiger

Komplikationen (Strikturen-Fisteln)
Ruckfalle

Brauchen mehr Steroide und IS
Hoheres Risiko fur Operationen

Reference

Study type CD

Control  Significant finding Location

Aldhous et al., 2005 [16]

Picco et al., 2003 [23]
Louis et al., 2003 [24]
Lautenbach et al., 1998 [25]
Rocca et al., 1997 [24]
Breuver-Katschinski et al.,

1996 [27]
Cosnes et al., 1994 [19]
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— Smoking is associated with stricturing and penetrating-type  Edinburgh, UK
CD. Heavy smokers are more likely to demonstrate these
patterns than light smokers.

— Tobacco smoking is associated with progression to Jacksonville, FL
stricturing- and fistulizing type-disease.

— Active smoking is assoclated with both penetrating- and Liege, Belgium
stricturing-type CD.

- Perforating-type CD at diagnosis is associated with more Philadelphia, PA

future operations and a shorter duration to initial surgery.

—_ More current smokers display penetrating- or stricturing-type Torino, Italy
CD than nonsmokers.

— Smokers with CD are more likely to have one (OR: 3.9) or Essen, Germany
more (OR: 10.8) surgeries than nonsmokers with CD.

— Current smokers with CD have a higher risk than nonsmoking Paris, France
CD patients of developing more severe CD. This risk
increases in heavy smokers.

Lakatos PL Wolrd J Gastroenterol 2007, Mahid SS 2007



Effect of Stopping Smoking on CD Course
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Cosnes J et al. Gastroenterology 2001;120:1093-9



Rauchen verandert das Darmmikrobiom

* the big four phyla: ﬂﬂiﬁ |
7 20/ Af ol 20% o ’ . ™
Morbus Crohn
" |Nicht rauchen!

Colitis ulcerosa
Stop rauchen!

Wegen erhohtem kardiovaskularem Risiko und

Krebsrisiko

Liother M unclassified Bacteria

bOth ContrOI groups Biedermann L et al. Inflamm Bowel Dis 2014:1496-501
Biedermann L et al. PLOSone 2013: 59260



Luftverschmutzung in Landern mit steigender Inzidenz?




Air pollution?

Table 3. The age-stratified adjusted risk of developing Crohn’s disease among individuals living in wards with higher concentrations of
NO,, 50, and PM ,

Crohn's disease odds ratio (95% confidence Interval)2
24-43 Years®, n=95/474 44-57 Years®, n=84/420 | =58 Years*, n=95/474

All ages®, n=367/1,833

1.02 (0.79-1.32) 0.68(0.41-1.13) 0.56 (0.33-0.95) 1.28 (0.78-2.09)
095 (0.74-1.21) 1.23 (0.73-2.05) 0.88 (0.55-1.43) 0.67 (0.40-1.11) 1.09 (0.68-1.76)
0.91 (0.71-1.17) 1.73 (0.88-3.03) 0.76 (0.46-1.27) 0.48 (0.29-0.80) 1.10 (0.67-1.82)

MO, nitrogen dioxide; NSAID, non-steroidal anti-inflammatory drug; PM,,, particulate matter <10 um; 50, sulfur dioxide.
“Matched for age and sex .3r|1:I adjusted for smoking, socioeconomic Etab.,a pricr appendectomy, and NSF.ID use. Air pollution levels were stratified into high exposure
(third, fourth, and fifth quintiles) and low exposure (referent).

| 5o pooos 367 CD and 591 UC patients
i e N from the UK health improvement
e o e Network database

Adjusted odds ratio
\{ |
|
-
[

Quintile

Figure 1. Dose—response relationship across quintiles of nitrogen dioxide
(NO,), sulfur dioxide {S0,), and particulate matter <10pm (PM ) expo-
sures for the adjusted odds ratio of developing Crohn's disease <23 years.

Kaplan GG Am J GE 2010



STRESS/DISTRESS

?

IBD ACTIVITY
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Stress and risk for flares in IBD

0.0 1IN B 62 UC patients
ool N\ . HR= 2.8 (95% Cl 1.1-7.2)
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PSQ= perceived stress questionnaires score Levenstein, Am J Gastro 2000



Does psychotherapy help in IBD?

Selection criteria

Randomized, quasi-randomized and non
randomized controlled trials of psychological
interventions in children or adults with IBD-
with a follow up time of 2 months.

Main results

21 studies were eligible for inclusion. /n
adolescents, there were positive short term
effects of psychotherapy on most outcomes
assessed including quality of life and
depression.

THE COCHRANE

There is no evidence for efficacy of &
psychological therapy in adult COLLABORATION

patients with IBD in general.

Timmer A, et al. 2011



Does psychotherapy help in IBD?

TagLe 2: Options for management of psychological disorders in patients with IBD.

Treatment Study S Effectivity
Espidga Course of IBD  Quality of life
problems
FHPPOI V- EApI s el Keller et al. [80] and Wietersheim et al. [81] Ineffective Ineftective Not reported

psychodynamic therapy

Boye et al. [45, 82], Sibaja et al. [83], Schwarz and
Blanchard [84], Mussell et al. [85], Szigethy et al. [86]

Effective

CBT or stress management

Garcia-Vega and Fernandez-Rodriguez [87],

and Shaw and Ehrlich [88] Effective

IBD-focused counseling Wahed et al. [89] Effective
Lilestyle madiication Langhorst et al. [26, 90] Effective
Drogram

Mind-body therapy Elsenbruch et al. [91] Effective
Antidepressants Mikocka-Walus et al. [7, 92] Effective

Ineffective

Effective

Effective
Not reported

Not reported

Controversial

Effective

Not reported
Not reported
Effective

Effective
Not reported

CBT= cognitive behavioral therapy

M. S. Sajadinejad et al,
Psychological Issues in Inflammatory Bowel Disease: An Overview, 2012



Sitzender Lebensstil




Physical Activity: Interventional
Studies in CD

« 3-month intervention (low-intensity walking program)?-2
* Decreased BMI
« Psychological improvement
« Improved quality of life
* No detrimental effect on disease activity

« 12-month home-based low-impact exercise?
« Trend for increased bone mineral density
* No detrimental effect on disease activity

Loudon CP et al. Am J Gastroenterol. 1999;94:697-703.
Ng V et al. Clin J Sport Med. 2007;17:384-388.
Robinson RJ et al. Gastroenterology. 1998;115:36-41.



Increased CD Activity in Obese Patients vs Controls

Patient-Years
With Active Disease (%)
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Blain A et al. Clin Nutr. 2002:21:51-57.



High Altitude Journeys and Flights are

Associated with the Increased Risk of Flares

in IBD Patients

Stephan R. Vavricka'+?,

Gerhard Rogler?, Sandra
Maetzler?, Benjamin
Misselwitz2, Christine
Manser?, Kacper Wojtal?,
Alain M. Schoepfer3

Municipal Hospital Triemli, Zurich'
University Hospital Zurich?, University
Hospital CHUV, Lausanne® Switzerland

UniversitatsSpital
p
Ziirich




%

% flights or journeys

to regions > 2000 m a.s.l.
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p=0.005 p=0.024 p=0.077
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Vavricka et al, JCC 2012



Fliegerarztliches Institut in DUbendorf, Schweiz




bei 4000 m.u.M.

bei 8000 m.u.M.



Hypoxie Druckkammerversuch

10 gesunde Probanden
10 CD Patienten
9 UC Patienten
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Calprotectin x-facher Anstieg vor und nach der Durkckammer
bei Gesunden, CD und UC Patienten

Gesunde CD Patienten UC Patienten
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Klimawandel

2020 bisher zweitwarmstes Jahr

Temperaturabweichungen von Januar bis Juni zum . )

Jahresmittel seit 1880, Angaben in Grad Celcius /)
2016: 1,12 °C

HIER, SCHREBEW SIE,
WENN DURCH DEM WLIMAWANDEL

DER MEERESSPIEGEL STEIGT..,
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... DANN STEIGEN AUGH TIE AKTIEM
DER SCHMLAUCHBOOTHERSTELLER.
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info.BILD.de | Quelle: NOAA



Hitzewellen bedingen CED Schiibe

IBED Infectious gastroenteritis
RR 95%-C1 p-value RR 95%-C1 p-value
day-of-the-week < (.0001 < 0.0001
time trend (per year) 1.16 [1.12, 1.21 < 0.0001  0.98 10.93, 1.03 0.33
Jahreszeit ().059
Hitzewelle a5 11.07, 1.67] 0.011
Hitzewe"en | heat wave (lcumulatwe} | & heatlwave (lcumulaltive) |
steigern CED A H i HMH
Schiibe um 25% . H H 5 WH + {
r g 2
- | I 2
Manser et al. E_ BIC
Am J Gastroenterol é_ . R e
2013 87 e T I E.L
Q& o 7] . i
g_ ' I ' /.l\ I ' I g: | | - |. ,|\ | T |







