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AFESTISFORDANDI VIDGERD: ,
ER LYKILIN TIL AT LASA HURDINA A,s%@;’&m
CoLITIS ULCEROSA (TARMBRUNI%@&NIN?
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FYRI AT SKILJA HENDAN SPURNINGIN

o Mugu vit vita, hvat:
» 1) Colitis Ulcerosa er

o 2) Afesting av kyknum er

o 3) Afestisforoandi'viogerd er

o Demi‘a gransking innan okio — min master uppgava




HVAT ER COLITIS ULCEROSA?

Inflammatory Bowel Disease (IBD), felagsheitifyti:
Colitis Ulcerosa
Crohn’s Disease

Tarmsjukur — kroniskur brufii
Sjukur, 10 1kki kungua gredast

Syniptomviogero — halda brunanum niori



HVAT ER COLITIS ULCEROSA?

o Kroniskan bruna 1 colon og rectum
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o Ov négvar immunkyknur 1 vevnaoinuin
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HVAT ER COLITIS ULCEROSA?
o Colitis er ein kompleks sjuka, fleiri faktorary s&@}ﬁhn
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o Vita i1kki akkurat hvi, hver og hv@ﬁls ur ein verour
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IBD: Tittleiki per 100.000

/

I Foroyum er tittleikin meira

enn dupultur

Faroese IBD cohort publications (Selected)

Inflammatory bowel diseases in Faroese-born Danish residents and their efieiing: uither
evidence of the dominant role of environmental factors in IBD developmeit.ryminei T,
Lophaven SN, Nielsen KR, von Euler-Chelpin M, Weihe P, Munkholm P, Burisch, J, tihge/c.
Aliment Pharmacol Ther. 2017 Feb 8. doi: 10.1111/apt.13975. [Epub_ahead of piint] PMID:
28176348

The Faroese IBD Study: Incidence of Inflammatoy Bowei Uleastts Acioss 54 Years of
Population-based Data. Hammer T, Nielsen K&, Munkholmi P, Btiiscri J, Lynge E. J Crohns
Colitis. 2016 Aug;10(8):934-42. doi: 10.1093/eccu xjcc/), w05C PMID: 26933031 [PubMed - in
process] Free PMC Article

Nielsen KR, Olsen J, Andorggéttir Gyget|al. Fe miliil aggregation of inflammatory bowel
disease on the Faroe Islagls — A Fafoese [LR cgnort study. J. Crohns. Colitis 2016;10:5440—
S441.

Incidence and initial didlmse\coursyof inflammatory bowel diseases in 2011 in Europe and
Australia: results of the 20T28CCO-EpiCom inception cohort. EpiCom-group.) Crohns Colitis.
2014 Nov;8(11):1506415. doi: 10.1016/j.crohns.2014.06.004.PMID: 24998983 [PubMed -
indexed for MEDLINE]

Nielsen KR, Jacobsen S, Olsen K, Jess T, Gaini S. Incidence and clinical characteristics of
inflammatory bowel disease in the Faroe Islands during 2005-2009. 2013. Available at:
https://www.ecco-ibd.eu/publications/congress-abstract-s/abstracts-2013/item/p637-
incidence-and-clinical-characteristics-of-inflammatory-bowel-disease-in-the-faroe-islands-
during-200582112009.html

Réin F, Réin J. Inflammatory bowel disease of the Faroe Islands, 1981-1988. A prospective
epidemioclogic _study: primary report. Scand J Gastroenterol Suppl. 1989;170:44-46;
discussion 50-55.

Cohort 2010 - Total [n = 1682]
Center

China, Wuhan

Croatia, Zagreb

Cyprus, Nicosia

Czech Republic, Praha [incl. Pediatric]

Czech Republic, South Bohemian Region

Denmark, Aarhus Kommune

Denmark, Amager

Denmark, Funen [incl. Pediatric]

Denmark, Herlev [incl Pediatrid

Denmark, Herning

Denmark, Viborg

Egtonia, Soutremn E. ‘on lina. Pediatrid

FaroeIslands, m slands
wl /) rm?

Crexce loaining

Greeqand, Nuuk

Hungary, Ve prem province

Iceland, |celand

Ireland, Adelaide and Meath

Israel, Beer Sheva and Northern Negev

Italy, Northern Italy

Lithuania, Kaunas city and district

Moldova, [Pediatric Center]

Moldova, Chisinau

Portugal, Vale de Sousa

Romania, Timis

Russia, Moscow

Spain, Vigo [incl Pedatric)

Sweden, Linkoping

Sweden, Orebro

United Kingdom, Brent and Harrow

United Kingdom, Hull and East Yorkshire
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1,78
5,27
10,80
9,80
891
18,42
19,99
28,85
20,38
17,08
29,46

24,
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9,02
9,38
7,34
2,19
3,66
10,65
3,61
495
18,45
24
26,28
15,19
17,84



HVAT ER AFESTING AV KYKNUM?

o Afesting (“adhesion”) = t4 kyknan bindur seg fast
X33

o Colitis: immunkyknur fra bl60inum og in @)&&naém

Inzegrin , “Roling g
' =2 Migration
| >
Expression ICAM T
Endothelial o
Cd NCA"J i E
Subendothellal Matrix %




HVAT ER AFESTING AV KYKNUM?

o Samanspel millum immunkyknur og bloéaeé%@@

LEUKOCYTE ADHESION@N!@GRATION
b 4 '




AFESTISFORDANDI VIDGRED /
ANTIADHESION THERAPY

o Heilivagur, 10 broytir, hvussu immunkyknur W
binda seg til og flyta seg gjognum blodaeo
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HVI ER TAD UMRADANDI AT NYTA AFESTISFORDANDI
VIDGERD MOTI SJUKUM SUM COLITIS ULCEROSA?

o Heilivagur i dag:
» Stedgar immunverju signalum i ellium kfoppinum = ikki
gott!
» Hava onga avirkan a summansituklingar, avirkanin hvervur
yvir tio

o Vit vilja bara gtedga immunkyknunum har, 10 teer gera
skaodz

o Summi yvirflatumyl eru sersteok fyri tarmarnar
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Bone marrow, skin...
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VIDb AT LASA HURDPINA A COLITIS ULCEROSA
KUNNU VIT HALDA BRUNANUM BURTUR
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LEUKOCYTE ADHESION AND MIGRATI
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MIN MASTER UPPGAVA

“Localization of PD¥5A%n human Ulcerative
Colitis and Colorectal Cancer”




PHOSPHODIESTERASE

o Enzymir, 10 hava ymiskar funktionir alt eftir, hvar i
kyknunum tey eru

PDE4C2 Q
PDE4D3

PDE4C2

mitochondrion




PDESA
o Phosphodiesterase 8A (PDESA)

o Cyclic adenosine monophosphate (cAMF) &*second
messenger’, sendir signal vidari 1 kigknuni




Hvi PDE8SA?

o Orégva PDESA - minni afesting og migrering av _
immunkyknum til og gjegnum blédzdrar K)\,‘i

Cel

lustration: Seward Hung

Endothelial PECAM. 1 i

Subendothellal Matrix

Kelda: https://doi.org/10.1016/j.cellsig.2017.08.007




Hvi PDESA?

PDES8A er 1 immunkyknum og bléoaedrakyknum. i
bruna-modellum (kyknukulturum og mys)

Hvussu vido menniskja vevnaoi fra Celitis sjuklingum?



PDESA 1 VEVNADI

“Snapshot”
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PDESA I IMMUNKYKNUM OG BLODZDRUM

o PDESA i kyknumembraninum har, sum ° «g
immunkyknur og bléosedrakyknur mQ)tastr0 K)K)\'

100X

X




Endothelial
Cel

Subendothellal Matrix

PECAM.1

lustration: Seward Hung




PDESA I IMMUNKYKNUM OG BLOPZDPRUM

o PDES8A i immunkyknum og bloéaeérakyknum,g\"{,
har, sum immunkyknan transmigrerar 6'0




Endothelial
Cel

Subendothellal Matrix

PECAM.1

lustration: Seward Hung




PDESA 0G KYKNU-MIGRERING

o Pilot projekt: Wound healing assay : K)K’\&
O

PF-0495732 10 uM Control with DMSQN
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HVAT GRANSKA VIT INNAN AFESTISFORDANDI

VIDGERD OG COLITIS?
IBD

A¥
o The INCEPTION study v ’)QK)
« IBD 1 Foroyum
o Genetikkur

o Immunologi

o Uth@I‘Vi. 0‘& A&@

0 Wg{ &@y}g assay




TAKK FYRI

o Spurningar?






