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VOORWOORD

Hierbij treft u het volledige programma aan van de voorjaarsvergadering die gehot
wordt op 22 en 23 maart a.s. in NH Conference Center Koningshof te Veldhoven. Z
gebruikgk wordt ons congres vooraf gegaan door het cursorisch onderwijs op 21 ma:
waarvan u het programméefaop bladzijde 6 en 7.

Het programma zal donderdag 22 maart om 10.00 uur van start gaan met twee para
sessies van de NVGE in het Auditmmide Parkzaal. In deBazaal start de Dutch
Expemental Gastroenterology and Hepatology Meeting, een gezamenlijk initiatief \
de sectie experimentele gastroenterologie van de NVGE en de sectie basale hepatol
van de NVH, voor het vijfde aemtarlgende jaar. De eerste sessie met wrije voor
drachten van de Nederlandse Vereniging voor Gastrointestinale Chirurgie start om 1
uur in de Brabantza@naf 12.00 organiseert de DEGH posterses$iksdnjde

U vindt van deze posters eemiovkevangfagina 51

Na de lunchpauze kunt u vrije voordrachten van de Nederlandse Vereniging v
Gastrointestinale Chirurgie en de Nederlandse Vereniging voor Gastreenterologie
wonenn respectievelijk de Brabantzaal en de P@yk2Aadrkgroépol@rocttngie

van de NVGIC organiseert islaing aan de abstractsessie een minisymposium
getitel d: 0 D emorbodnaannd €91 nDiEGHv varaolgt na de
postersessie vanaf 13.30 het programniBairomiezaal. In het Auditoriunarzgn
voordrachten te volgen van de Sectigas$énanaterologie en Motili@ih 17.00 uur

vindt in de BrabantzdelFrieda den Hartog Jageureplaats, verzorgd door

F.M. Nagengasbe lezing is getite@@0 jaar (erfelijk) darmkankerromnde e k 6
Aansluiteneblgtom 17.30 uur de President Select, zoals gebokgkdiir. Deze

sessie duurt tot 18.30 uur en sluit daarmee het programma van de donderdag af. Ii
avond zijn er geen verdere lezingen meer ingepland, zodat er gelegeniead i

en ontspanning.

Op vrijdagochtend zijn er vanaf 08.30 uur vrije voordrachten van de -Sectie Gas
intestinale Endoscopie en lphm@dharaamnrije voordrachten van de Nederlandse
Vereniging voor Gastnterologie iret Auditoriunm Zaal @ start vanaf 09.30 uur de
abstract meeting van NESPENde koffiepauze abstracts vaBedie Gasto
intestinale Endoscopie eSaitie Kinder MDéspectievelijkde Brabantzaal en het
AuditoriumGedurende de gehele vrijdag zijn er behalvesdezenst genodigde
sprekers en vrije voordrachten van de DEGEl, NEISPEN symposium ret
Symposium en de oprichtingsvergadering sectie inflammatoire darminedéen (IBD).
Diezezaal waendoor de Vereniging Verpleedigen en Verzorgenden Meder

MDL (V&VN Mdigen pgramm@& met lezingen verzorgd.

Graag tot ziens in Veldhoven!

Dr. R.J.F. F&ersma, secretaris NVGE
Dr. J.J. Keller
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Belangrijke mededeling
over de aanwezigheid van farmaceutische industrieén

Aan alle deelnemers aamadjaarsvergadering

De Nederlandse Vereniging voor Gastroenterologie kent een jaremarigegsamen
met de farmaceutische industrie. De vereniging stelt de farmaceutische industrie ir
gdegemeid aanwezig te zijn bij de wetenschappelijleringegadiet een stand.

Mede hierdoor kan de vereniging haar wetenschappélgkestajeenganiseren.

In de Geneesmiddelenwet die per 1 juli 2007 in werking is getreden is een hoofd:
Geneesmiddelenreclame (hoofdstuk 9) opgenomen waarin demagels hje
vastgel egd. Daarnaast gelden per 1 ju
g unst bDewa zegt dabnder strikte voorwaardds farmaceutische industrie
alleen reclame mag maken voor receptgeneesmiddelen voorepeesoegd dijn

om dergelijke mEesniddelen voor te schrijven. Alle andere personen (inclusief bijvoor
beeld verplekgrdigen, endoscofissistenten en biochemici) worden beschouwd als
Apubl i e keéutischdiadusiria mag ajeen reclame makeecgpenees

middelen voor publiek.

De Nederlandse Vereniging voor Gastroenterologie is een wetenschragioglijke vere
voor personen die beroepsmatig betrokken zijn bij zorg, ondenzijeletneonder
behoeve van patiénten met indagnen leveaandoeningen. Dat betekent dat ook
personen die geen arts zijn, lid van de NVGE kunnen zijn.

De aanwezigheid van artseransein en farmatische industrieén tijdens de voor
jaargergadering kan de NVGE ongewild in aanraking brengen metwi®irdgpectie
gezonbeidgorg, sectie reclametoezicht, en daarmee in diskrediet worden gebracht.
Dat willen wij te allen tijde voorkomen.

Wij delen u dan ook het volgende mede:

Reclamaitingen en merkproductinformatie van farmaceutische indusuoegn in het
liggerde programmaboekje zijn alleen gericht op personen die bevoegd zijn om de |
trefende geneesmiddelen voor te schrijven.

Al het aanwezige reclamemateriaal, retiagen en merkproductinformatie van far
maceutische industrieén die aarwijezap hetoorarscongres, zijn alleetioleéd

en alleen gericht op personen die bevoegd zijn om de betreffendicge vees

te schrijven. Wij maken u erop attent dat het-adeemidan ook niet is toegestaan

de stands van de aanwdaigeaceutische industrieén te bezoeken.

De NVGE en farmaceutische industrie (sponsoren) meent u allen, en met name de
BIG geregistreerde personen, voldoende te hebben ingelicht en kunmeyoniet verant
ddijk worden gehouden indien u geen atbpsii@ze mededeling.

Het bestuur van de NVGE



Cursorisch onderwijs in madgrmleverziekten, 21 maart 2012  Auditorium

.

Cursuscommissid®rof. dr. P.D. Siersema (voorzittera(MPUMCU) //4 ,7(
Dr. E. van der Harst (chirurg, Maasktadliiis)
Dr. D.J. de Jong (Mits, UMCN)
Prof. dr. J.H. Kleibeuker (83l.UMCG)
Dr. R. Timmer (Méarts, Antonius Nieuwegein)
M. Bargeman (aios MDL, UMCG) en J. Bosman (aios MDL, UMCU)

MDL

Onderwerp Spoedeisende zorg

Voorzitter: R. Timar
15.00 15.15 Opeing met toets

15.15 15.35  Acute bolusobstructie
Dr. M.A.C. Meijssen, NMD§,
Isala Klinieken, Zwolle

15.35 15.55  Caustisch letsel
Dr.F.T.M. Peters, Maits,
Universitair Medisch CenBGumningen

15.55 16.15  Corpora aliena
Prof. J.F.W.M. Bartelsinamsterdam

16.15 16.35  Slokdarmperforatie iatrogeen/spontaan/traumatisch
Prof. diP.D. Siersema, Mats,
Universitair Medisch Centrum Utrecht

16.35 16.55  Casus Acute Dysfagie
Leids Univeatair Medisch Centrum

16.55 17.25 Pauze



Cursorisch onderwijs in madgrmileverziekteryervolg Auditorium

Voorzitter: P.D. Siersema

17.25 17.55 Preventie/behandeling complicaties ERCP
Dr. E.A.J. Rauws, Ivdbis,
Aca@misch Medisch Centrum, Amsterdam

17.55 18.25 Leverziekten tijdens de zwangerschap
Dr. C.J.M. van Nieuwkerk -MBL
VU medisch centrum, Amsterdam

18.25 18.55  Buikpijn bij metabole syndromen
Prof. diJ.P.H. Drenth, Mars,
Univesitair Medisch CentruniR&tboud, Nijmegen

18.55 19.15 Casus metabole ziekte
Albert Schweitzer Ziekenhuis, Dordrecht

19.15 Diner

Voorzitter: D.J. de Jong

20.30 21.00  (Lijn) sepsis
M. van der Kolk, chhintgnsivist,
Universitair Mesgh Centrum adboud, Nijmegen

21.00 21.20 Preventie/behandeling complicaties poliepectomie colon
Prof. dr. P. Fockens, MD&,
Academisch Medisch Centrum Amsterdam

21.20 21.50 Acute buik
Dr. L.P.L Stassen, chirurg,
Maastricht Univieag Medisch Centrum

21.5Q0 22.05 Kennistoets tweede keer

22.05 Einde programma

De cursuscommissie verwacht van dartd®i i.o. dat ze de Cursus Klinische Hepatologie (NVH) éénmaal
bezoeken in het tweede deel van depldlidling (jaar vier &x)z
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Programma donderdag 22 maart 2012

Donderdag | Brabantzaal Baroniezaal Auditorium Parkzaal
10.00 Vrije voordrachtied.| Vrije voordrachtded.
B _ Vereniging voor Vereniging voor
10.00 11.30 | Vrije v_ogrdrachten Ned| DEGHmeeting Gastroenterologie | Gastroenterologie
Vereniging voor Gastro| Gastspreker:
intestinale Chirurgie Prof. F. Lemaigre
pagina 10 pagind 3 pagina 112 paginal 416
11.30 12.00 | Ledenvergadering NVG Geen programma i.v.n Geermprogramma i.v. Geen programma i.v
Ledenvergadering NV| Ledenvergadering | Ledenvergadering
NVGE NVGE
12.00-13.00 | Lunch in expositiehal | Lunchbuffet Lunch in expositieha
postersessie
13.00 13.® | Vrije voordrachten Symposium MDL Vrije voordrachtded.
13.30° 14.00 Nederlandsg Ver_enlgln DEGHmeeting Pncpl_og_te Vereniging voor
voor Gastrointestinale Gastspreker: Activiteiten van de | Gastroenterologie
Chirugie Prof. G.R. van den Bri MDlarts blnr_le'n de
MDLoncologie
pagina }I8 pagina 191 pagina2 pagina 229
14.00° 14.30 | Minisymposium NVGIC
14.30° 15.00 | Hemorroiden anno 201
1500-15.3 | Theepauze Theepauze ALV NVH Theepauze Theepauze
15.30- 1700 | Vrije voordrachten DEGHmMeeting Vrije voordrachten | Vrije voordrachten N
Nederlandse Verenigin Neurogastroenterolo| Vereniging voor
voor Gastroenterologie en Motiliteit Gastroenterologie
pagina21-22 pagina 201 pagina 236 paginaé29-30
17.00 17.30 | Frieda den Hartog Jage
Lecture
pagin®3
1730-18.® | President Select
pagina 224
18.30 19.30 | Borrel in expositiehal
19.30 22.00 | Diner Genderzaal
22.0001.00 | Borrel / Muziek in foyer

In het programma vindt u achter de titel het paginanummer ffandetbstract



Vrijdag 23 maart 2012

Vrijdag Brabantzaal Baroniezaal Auditorium Zaal 80
08.30 Vrije voordrachten secti Vrije voordrachtied.
_ Gastrointestinale _ Vereniging voor

09.00 09.30| Engdoscopie ggg:mmgigpg Gastroenterologie

09.30 10.00 _ Prof. J.C. Fernandez _ Vrije voordrachten
pagina 383 Checa pagia 3536 NESPEN

pagin8940 pagina4445

10.00 10.30

10.30- 1100 | Koffiepauze Koffiepauze Koffiepauze Koffiepaze

11.@-12.00 | Vrije voordrachten secti DEGHmneeting Symposiumnder Symposium:
Gastrointestinale Gastspreker: MDLGalgangatresie| Nutritional assessmg
Endoscopie Prof. J. Raes dods aind

clinical nutrition

pagina 334 paginat041 pagin&7 pagina4546

12.00 12.3

12.30 13.0

13.00 14.00 Ledenvergadering NVM Lunch in expositiehal | Lunch in expositieha

14.00 15.00| IBD symposium inclusig DEGHmneeting Voordrachten
oprichtingsvergadering Sectie Kind&fDL

pagina3
15.00" 16. . .
°-00 16.00 paginal142 pagina 339
Vrijdag 23 maart 2012
programma V&VN MDL

Vrijdag Diezezaal Zaal 52 Zaal 55 Zaal 51

10.00 12.15| Plenair ochtendprogram
V&VN MDL
pagina 47

12.15 Lunchbugt in Kempenha

13.50 15.30 | Parallel Workshop: Parallel Workshop: Parallel Workshop: | Parallel Workshop:
Endoscopie Leververpleegkundigq IBD verpleegkundigg Voedings
verpleegkundigen verpleegkundigen
paginal8 paginal849 pagina9 pagind0

15.30 Einde Programma




Donderdag 22 maart 2012

Nederlandse Vereniging voor Gastsestinale Chirurgie Brabantzaal

10.00

Inschrijving, koffie

Voorzitters:M.l. van Berge Henegouwen en J.P. Ruurda

Voordrachten in het Nederlands, gdréekinuten, discussietijd 3 minuten.

10.30

10.40

10.50

11.00

11.10

11.20

11.30

Determination of the FERatus in esophageal adenocarcinoma. HER

2/neu is associated with sufwiva)
M.J.D. Prihs].P. RuurdiaR. van HillegersBefgJ.W. Kate fefDept. oSurgery, Urerdty Medical
Center UtrecBDept. of Pathology, University Medical Center Utrecht, The Netherlands

The influence of young age on outcome in oesophaggabgancer
A.M.J. van Nistelfpaij.J.B. van Lanséhdl.C.W. SpaangeH.W. TilanysB.P.L. Wijnhoven
Depts. of Surgeaynd GastroenteroRydrasmus MC, Rotterdam, The Netherlands

Surgical treatment of gastric GIST in the imafinib)era

J. StiekemaS. K@ A. Cas F. van Coevorded. van Sandickhe Nederlan@ancer, Institute
Antoni van Leeuwenhoek hospital, Surgical Ciloeldipderlands Cancer, Institdigoni van
Leeuwenhoek Hospital, Gastroenterology, Amsterdam, The Netherlands

Safety of epirubicin, cisplatin and capecitabin chemotpati@pys
with resdableoesophageal or gastesophageal junction adeno

cinoma outside clinical tiials)

P.C. van der Shji& Ubirk S. van der Hdysl. BoonsttakE.E. Voestl.H.M. BorRlinkes M.J.
Wiezet M.E.l. SchippeP.D SiersenfaM. Lo R. van HillegersBeng.P. LolkemaJniversity
Medical Center Utredhtyision of surgeiept. of Medical OncoleDgpt. of Patholo§pept. of
Gastroenterology and Hepatology, St. Antonius Hospital NReptegditatnal Medicine and
OncologypPept. of Surgery, The Netherlands

Endtoend cervical esophagogastric anastomoses require a higher num
ber of endoopic stricture dilations compared withsigiedands-

moses after esogleatomyp. 58
L. Hagrkamp, P.C. van der Sluis, R.J.J. Verhage, J.P. Ruurda, R. van Hillegersberg, UMC Utrecht, Th
Netherlands

Increase in brown adipose tissue activity in morbidly obese subjects aft

bariatric surgey 59

G.H.E.J. VijgethiN.D. Bou¥yG.J.JTeulg B. BrarisP. Schrauw®&i.D. van Marken Lichtenbelt
Maastricht University Medical Cébegat, of General Surgd@gpt. of Human Biolé@ept. of
Nuclear Medicine, The Netherlands

Einde abstractsessie, aansluitend in dedeeledahvergadering van de
NVGE
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Donderdag 22 maart 2012

Nederlandse Vereniging voor Gastroenterologie Auditorium

09.30 Inschrijving, koffie
Voorzitters:J.J. Keller gd.F.A. Vasen

Voordrachten in het Nederlands, spreektijd 7 minuten, dscusstenjd

1000 Failure to record a family history of familial cancer in patients' notes i

associated with early stamjerectal canderc0)

K. Kesselg N.L. de GréptH.H. FidderR. TimmerM.F.J. Stk M.G.H. van OijerG.J.

Offerhas, P.D. SiersemdDept. of Gastroenterology and Hepatology, University Medical Center
Utrecht, UtrecBiDept. of Gastroenterology and Hepatology, Sint Antonius Hospital 3Dgtwegein,

of Pathology, University Medical Center Utrecht, UthesthierTdrels

1010 Barriers to genetic testing for Lynch syfdiime
C.H.M. LeenkrM. den HeifelC. van der Mé&eR. TimmanE.J. Kuipeér$ M.E. van LeerdarA.
Wagnér Dept. of Gastroenterology and HepatBlegy of Clinical Gengtibgpt. of Medical
Psychology and Psychoth&ra&mpt. of Internal MediciBeasmus MC, University Medigrakr,
Rotterdam, The Netherlands

1020 Patients with Lyrmdmpatible colorectal cancer without identifiable germ
line mutation do not hepesitive family history of Lynch syndrome
(P &)

C.H.M. LeenkrM.E. van Leerdara. Wagn&rW.N.M. Dinjénsi.J. Dubbifke.J. Kuiper$ E.W.
SteyerbebgDept. of Gastnterology and Hepatéldgpt. of Clinical Gengtldspt. dPathology
Dept. of Internal Medfcibept. of Public HealErasmus MC, University Mdétkcaer, Rotterdam,
The Netherlands

1030 Aspirin use is associated with lower stage CRC at diagnosis compared

non userg. 63)

K. SoufigiM.G.H. van Offehl.M Smee®s, L.I.H. Overbégl.D. SierseimdR.J.F. LahkijDept.

of Gastroenterology and Hepatology, University Medical Center UtiAgyisHdimétbhinsurance,
AmersfoorgJulius Center for Health Sciences and Primary Care, Medrebsitgnter Utrecht,
UtrechtAPALGA, the nationwide network and registry- @ndisybdgpathology, Utrecht, The
Netherlands

1040 Metachronous colorectal neoplasia after adenomaAremlbvaliate

analysis of risk factorsiémadvanced and asiced neoplasia &)
E.M.B. van HeijningdnLansdotyogeladr E.J. Kuipexd M. van Ballegoolje.W. Steyerbérg
1Dept. of Public Health, Erasmus MC University Medical CenterZdRpiteadzastroenterology
and Hepatology, Erasmus Wa@ersity Medical Center, Rottef@apt. ofinternal Medicine,
Erasmus MC University Medical Center, Rotterdam, The Netherlands
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Donderdag 22 maart 2012

1050 Gastrointestinal carcinomas of-Reghiers syndrome patjenfarther

look(p. 65)

SE. Korsse W. van VeelenK. BiermaAnM.G.F. van LUierA. Wagnér E. Dekkér G.J.A.
Offerhaus, E.M.H. Mathidiegef) E.J. Kuiper§ M.E. van Leerdadbept. of Gasaoterologg

Hepatology, Erasmus MC University Medical Center, Rogptdarh Pathology, ErasM@s
University Medical Center, RottePBapt. of Clinical Genetics, Erasmus MC Unilaiity)
Center, Rotterdafdept. of Gastroenterology & Hepatology, Academic Medithliveesitgr of
AmsterdamiDept. of Pathgyy Academic Medical Center, University of Am&erganof
Pathology, University Medical Center, Ubepht,of Internal Medicine, Erasmudnitérsity
Medical Center, Rotterdam, The Netherlands

1100 Pancreatic cancer risk in Rlmgilzers pignts, results of a large Dutch

cohort study amdplications for surveillanc)

F. Harinék S.E. Korss§eM.G.F. van LieK. BiermaAnG.J.A. OfferhddsN. Krefik C.W.N.
Looman W. van Veelert.J. Kuiper§ A. Wagn&rE. DekkérE.M.HMathu&/liegeh P.Fockens
M.E. van LeerdanM.J. BruApDept. of Gaseuterology & Heplagy, Erasmus Niversity
Medical Center, Rotterckiept. of Pathology, Erasmus MC University Medic&d@ientdam,
3Dept. of Pathology, Acad&teitical Center, University of Amstébagon,oPathology, University
Medical Center Utrecht, UtréDlefpt. of Public Health, ErasmusJiiN&rsity Medical Center,
RotterdanfDept. of Internal Medicine, Erasmus MC UniversitCdmelicdotterdardept. of
Gastrenterology & Hepatology, Academic MedicalUbemtesity of AmsterdéDept. of Clinical
Genetics, Erasmus MC University Medical Retiteedam?Dept. of Radiology, Erasmus MC
University Medical Center, Rotterdahethiedarsd

1110 Prospective evaluation of psychological impact of pancreatie cancer su
veillance in higiskindividualg. 69
F. Harinék T. Nagtegdal. Kluijt C.M. AafskE. SmelsJIW.Poley, A. WagnerG. Sidhaial.E.
van Hooft H. van Demef R. SijmoAsP. FockensM.J. BruApE. BleikeriDept.of Gastre
enterology and Hepatology, Erasmus MC, University Medical CentéD&uttteflsrohosocial
Research and Epidemiology, The Netherlands Cancer Anstitutgaheeuwemoek Hospital,
Amsterdan$Familial Cancer Clinic, The Netherlands CancerAmstitutanfDept. of Clinical
Genetics, Academic Medical Center AmstBrejatmof MedicBsychdogy, Academic Medical
Center University of Amsterdam, danstéidept.of ClinicaGenetics, Erasmus Medical Center
Rotteldam,Dept. of Gastroenterology and Hepataiadgmic Medical Center Amsteifdept, of
Gastroenterology and Hepatology siydi&roningen, University Medical Center GréDiagien,
of Genéts, Univetty of Groningddniversity Medical Center Groningen, The Netherlands

1120 Chromosomal aberrations implicated in colorectal adenoma to carcinorn

praession as markerfshigh risk colorectal adengmé&s

J.S. Terhaar sive DrsteS Bolijh M.K. van Burinkl.C.T. van GriekdB. CarvalRoC.JMulde,
G.A. Meijet, B. DiosdadgoGastroenterology and Hepatology, VU University Qéatical
AmsterdarRPathology, VU University Medical Center, Amsterdam, The Netherlands

11.30 Ledenvergadering Nederlandse Vereniging voor Gastroantéeologie
Brabantzaal
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Donderdag 22 maart 2012

DEGHFMeeting Baroniezaal

Voorzitters: J. Drenth en Eemaigre (':97 ZonMw

Voordrachten in het Es)gagdreektijd 8 minuten, discussietijd 4 minuten

Theme G&HCancer

1030 Heterozygous knockduB-catenin in Apcl638N mice prevents gastro

intestinal tumor formabnpredisposes for mammary |€sigils
E.R.M. BakReE. HoekstraP. FrankénW. Helvenstéjjiw. van Veelert.J. Kuiperd R. Smits
Dept. ofGastroenterology and HepatdExpyerimental Patholdgiternal Medicine, ErasM@s
Rotterdam, The Netherlands

1042 Rockinhibitors reduce the induction of EgiiMésénchymal Tran
sition, migration andasionin SMAD4 deficient colorectal cancers caused

by Bone Morgdentic Protein Signalmgl)

P.W. VoornevgldL.L. Kodatgh R.J. Jacohs D.W. HomniesG.R. van den B#nkv.P.
Peppelenbosthl.C.H. HardwickDept. of Gastroenterology & Hepatology, Leiden Wiagmaity
Center, Leidefytgat Institute for Liver & Intestinal Research, Academic Med\castEetzar,
3Dept. of Gastroenterology & Hepatology, Erasmus Medical Center, Rutbetiand$he

1054 Bone Morphogentic Protein 4 signaling alters ridBo&{glession in

the esophagus 72

J.W.P.M. van Bad{l. FassdnR.F. Sou2aS.J. SpechfeM. Rugde P.D. SiersemaDept. of
Gastroenterology and Hepatology, Univetisity Gknter Utrecht, The NetherdBiegs, ofedical
Diagnostic Sciences and Special Therapies, Surgical Pathology and Cytopithaogjty Whit,
Padova, Padova, ItéDept. of Medicine, UT Southwestern Medical Centé&iX,iBAs,

1106 Enhanced tumor growth after portal vein embolization in a rabbit VX

tumor modégh 73)

L.T. HoekstraK.P. van Liended. Verhé&jjM. HegérT.M. van GdlikDept. of SurgeAgademic
Medical Center, Amsterdiiept. of Radiology, Academic aMeciémter, AmsterdaDept. of
Pathology, Academic Medical Center, Amsterdam, The Netherlands

11.18 Invited Speaker
Bile duct development in relation to cholangiopathies
ProfF. Lemaigyree Duve Institute, University Leuven, Belgié

12.00 Lunch e postersessie
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Postersessie DEGH Meierij Foyer

12.00

13.30

De postersessie van de DEGH vindt plaats tussen 12.00 en 13.30 uur m
vanaf 12.45 de molge&jd om u aan te sluiten bij een begeleide sessie
langs de posters. Vier tot vijf posters per categorie, 7 minuten per poste
zie paginal®e.v

De posters moeten tot aan het eind van het programma op vrijdagmidde
blijven hangen. Over de posterpvijzdnvrijdag tijdens de lunch beslist.

Vervolg DEGbtogramma.

Nederlandse Vereniging voor Gastroenterologie Parkzaal

Voorzitters:A.A. van Bodegraven en P.C.F. Stokkers

Voordrachten in het Nederlands, spreektijdriy cisnuigsietijd 3 minuten

10.00

10.10

10.20

Clarifying the role of the HLA in Ulcerative Colitis by extensive finemappit

of a Dutch coh@ut 74)

R.M. Nijmeijer; E.AM. Festet D.J. de Johg H.W. Verspage€.Y. PonsioerR.K. Weersfa

1Dept. of Sgery, University Medical Center Utrecht, tRegathtof Genetics, University Medical
Center Groningen and University of Groningen, Gideptgeh Gastroenterology and Hepatology,
University Medical Center Groningen, GrdBiegergf Gastrderology and Hepatology, Radboud
University Nijmegen Medical Centre, NiffDegenpf Gastroenterology and Hepatology, Academic
Medical Center, Amstercidept. of Gastroenterology and Hepatology, Leiden University Medical
Center, Leiden, The Nethasl&gual contribution

Oncedaily versus twidaily mesalazine (Perffadar active ulcerative
colitis. Efficacy results from MOTUS, a multicentre, controlled, randomise

investigatdalinded study. 75)

J.Ph. Kuyvenho¥eB. Flourig¢ H. lgégé G. Tucat Masclée M. Piertk O. Dewit P. Brobefg
W.K.H. Man A HintKennemer Gasthuis, Haarlem, The NethérhmusSud Hospital, France,
SANGH (Association Nationale des Gastroentérologues des HopitatGQREBEncEIub de
Réflek on des Cabi ne tGastreentérobgia), Frrideastritid Unirersity Medical
Center, The Netherlar®lkCL Saint Luc, Brussels, Beldierring Pharmaceuticals, Switzerland,
8Ferring BV, The Netherlands

Is there a differencequality of life or costs between ulcerative colitis

patients with a pouch dfesstomy®. )

ME. van der V4IkM.J.J. MangeIt. DijkstaA.A. van Bodegraydi.H. FidderD.J. de Johg\.

Pierik C.J. van derodé, M.J.L. Rombe@amp% C.H.M. Cleménd.M. Jansé&h P.C. van de
Meeberd, N. Mahmm&dC.Y. PonsioénC. Rogg#/ol#4, J. Reinoud Vermeijddn.D. Siersefa

M.G.H. van Oi}énB. Oldenburgn behalf of the COIN study group and Dutch Initiative on Crohn and

14
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ColitisiDept. of Gastroenterology and Hepatology, University Medical Center Utéaliis Utrecht,
Center for Health Sciences and Primary Care, University Medical Center Ufi2ept, bltrecht,
Gastroenterology and Hepatologyerklty Medical Center Groningen, Grotivegenof Gastro
enterology and Hepatology, VU University Medical Center, Abegterda@astmoterology and
Hepatology, Radboud University Nijmegen Medical CenterSDéphege@Gastroenterolagg
Hep#ology, Maastricht University Medical Center, Maa&spthtpf Gastroenterology and
Hepatology, Erasmus University Medical Center, Rbwgrtdai(astroenterology and Hepatology,
Orbis Medical Center, Sittrept. of Gastroentergplagd Hepatology, Diaconessenhuis, Leiden,
1PDept. of Gastemterology and Hepatology, Onze Lieve Vrouwe Gasthuis, Aibsierdam,
Gastrenterology and Hepatology, Slingeland Hospital, Do€beghenf, Gastroenterology and
Hepatology, Antanidospital, Nieuwegéiept. of Gastemterology and Hepady, Academic
Medical Center Amsterdddept. of Gastroenterology and HepatReinier de Graaf Groep, Delft,
1PDept. of Gastroenterology and Hepatology, Meander Medical CemtefT Rerdesferlands

10.30 Ulcerative colitis patients with an inflammatory response upon mesalazi

cannot be desensitizZzedingldlind randomized st(ay7)

D.J. BuurmgnJ.G.R. De MonghR.C.A. Schellek&nk.A. van der W4al.H. Kleib&at, G.
Dijkstrg Universitair Medisch Centrum Groningen, afdelidgridieesyziekterUniversitair
Medisch Centrum Groningen, afdeling Immunologie en Afdriedogii@jir Medisch Centrum
Groningen, afdeling klinische pharmacttagiegiekenhuis Groningen, afdeling-Mdagy
leverziekten, The Netherlands

10.40 Fatigue in IBD patients is associated with diffaremoegne para

metersp. 78)
C. de HaarL. VogelahrB.Aerts M.P. Peppelenbdsdh.J. KuipessC. Janneke vder Woude
1Dept. of Gastroenterology & Hepatology, Erasmus MC, Rotterdam, The Netherlands

10.50 Anti TN therapy is a major cost diivé@rflammatory bowel disease.

Results from the COIN studyp)

M. E. van der Viald.J.J. Mangei®. DijkstPaA.A. van Bodegrayen.H. FidderD.J. de JohgM.

Pierik C.J. van dé¥oudé M.J.L. Rombetgampy C.H.M. Cleménd.M. Janséh P.C. van de
Meeberg, N. Mahmm&dC.Y. PonsioBnC. Rogg@/olf4 J. Reinoud Vermeijddn.D Siersenta

M.G.H. van OijenB. Oldenburgn behalf of the COIN study group and Dutch Initiative on Crohn and
Colitis'Dept. of Gastroenterology and Hepatology, University Medical Center Utféalis Utrecht,
Center for Health Sciences and Primary Care, University Medical Center Uftieept, bitrecht,
Gastroenterology and Hepatology, University MedicaloGimgten, &Groningébept. of Gastro
enterology and Hepatology, VU University Medical Center, Abegterda@astroenterology and
Hepatology, Radboud University Nijmegen Medical CenteréDéjpphegeGastroenterology and
Hepatology, Maastricthiversity Medical Center, Maastricht, The Nethébapds, of
Gastroenterology and Hepatology, Erasmus University Medical CentetDétttefd@astro
enterology and Hepatology, Orbis Medical CentetD&ittaod, Gastroenterology andtdiepa
Diaconessenhuis, Leidddept. of Gastroenterology and Hepatology, Onze Lieve Vrouwe Gasthuis,
AmsterdaniiDept. of Gastroenterology and Hepatology, Slingeland Hospital, Bdephcbem,
Gastroenterology and Hepatology, Antonius WNispitaigeirt®Dept. of Gastroenterology and
Hepatology, Academic Medical Center Amét&afampf Gastroenterology and Hepatology, Reinier
de Graaf Groep, DeMDept. of Gastroenterology and Hepatology, Meander Medical Center,
Amersfoort, The Nelteads
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11.00

11.10

11.20

11.30

1200

Parent of origin effects for IL12B and NOD2 in Inflammatory Bowe

Diseasep.80

K. Franséid, M. Mitrovié C.C. van DiemdemB.K. ThelmfaS. SenaptiU. PotocrsikH. W.
VerspagértC.1J. PonsioerD. de dng, I. Nolte R. K. WeersiaDept. of Gasawoterology and

Hepatology, University Medical Centre Groningen, University of Groningen, Groningen, The Netherlan
2Dept. of Genetics, University Medical Centre Groningen and University of Gmngeimg@&he Gron
Netherland3Center for Human Molecular Genetics and Pharmacogenomics, Medical Faculty, University
of Maribor, Maribor, SlovéDipt. of Genetics, University of Delhi, South Campus, New Delhi, India,
5Dept. of Gastroenterology and Hepatdtoggrsity Medical Centre Leiden, University of Leiden,
Leiden, The Netherlarfidept. of Gastroenterology and Hepatology, Academic Medical Centre,
Amsterdam, The Netherlabaqt. of Gastroenterology and Hepatology, Radboud University Nijmegen
Medich Centre, Nijmegen, The Netherlédbdpt. of epidemiology, University Medical Centre
Groningen and University of Groningen, Groningen, The Netherlands

Screening for opportunistic infections pricalph&Nfhibitor treatment

I n Cr o $erarid she sk of se\gere infedticiis

T.D.G. BelderBpbl. van der Hayvel.H. FiddemM. Leendétss. Dijkst?aC.P. PeteisE.J. Eshuis

C.Y. PonsiogrP.D. Siersemav.G.H. van OiieB. Oldenburgn behalf of the Dutch Initiative on
Cohnods an dDdpodf GastrosnterplbgZ &l Kepatology, University Medical Center Utrecht,
Utrecht2Dept. of Gastroenterology and Hepatology, University Medical Center Groningen, Groningen
3Dept. of Gastroenterology and HEpatdcademidedical Center, University of Amsterdam,
Amsterdam, The Netherlands

Extensive screening for opportunistic infections prior to biological theray

I n patients wit heff€tivépl8Bhds di sease

M. van der Have, B. Oldenburg, Hier, HidBelderbos, F. van der Scheer, P.D. Siersema, M.G. van
Oijen, Dept. of Gastroenterology and Hepatology, University Medical Center Utrecht, The Netherlands

Ledenvergadering Nederlandse Vereniging voor Gastroantei®logie
Brabantzaal

Lunchbuffet in de expositiehal
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Nederlandse Vereniging voor Gastrointestinale Chirurgie Brabantzaal

Voorzitters:E.J.R. de Graaf en J. Heisterkamp

Voordrachten in het Nederlands, spreektijd 7 minutenjcd& oussien

13.00

13.10

13.20

13.30

13.40

13.50

14.00

Impact of nasojejunal, jejunostomy and parenteral feeding after pancreat

oduodeectomyp. 83)

A. GerritsénM.G. Besselink.P. CieslgkM.R. VrieRsE. SteenhagerR. varHillegersbekgl.H.

Borel Rinké&sl.Q. MolendatDept. of Surgery, University Medical Center2D&pthtf Dietetics,

Julius Center for Health Sciences and Primary Care, University Medical Center Utrecht, The Netherlant

How to further lower the complication rate after laparoseopic chole
cystectomip. &)

K. Kortraim S.C. Donkervéprt. Dijksmén B. van RamshérdD.J. Gourfia D. BoermalSt.

Antonius Hospital Nieuwegein, Dept. of $ngeeylieve Vrouwe Gasthuis Amsterdam, Dept. of

surgery3Onze Lieve Vrouwe Gasthuis AlasteDept. of epidemioléyyademic Medical Centre
Amsterdam, Dept. of surgery, The Netherlands

Single port transanal surgery vs. transanal endoscopic microsurgery fc

rectal tonours: aase control stugly &)

R.M. BarendseW.A. BemelntaP. DoornebosghP. FockehsE. Dekkéand E.J.R. de Graaf
1Dept. of Gastroenterology and Hepatology, Academic Medical CenteDépistefdanngery,
Academic Medical Center, Amsteiidapt, of Surgetysselland Hospital, Capelle aan deh 1Js
The Netherlands

Transanal Endoscopic Microsurger

(p. 85) R.M. BarendseM.G. Dijkgrdat).R. RGIf A.B. BijnénE.C.J. ConsterC. Hoff E.
Dekker P. Fockehs W.A. Bemelnfaand E.J.R. de GraaDept. Of Gastnaterology and
Hepatology, Academic Medical Center, Ams@ndigal, Research Unit, Academic Medical Center,
University of Amsterdam, Amsterdizept. of Surgery, Medical Center Alkmaar, Alkepaaof
Surgery, Meander MediCahter, AmersfootDept. of Surgery, Medical Center Leeuwarden,
LeeuwardeiDept. of Surgery, Academic Medical Center, AnRemaimf, Surgery, 1Jsselland
Hospital, Capelle aan den IJssel, the Netherlands

Prevention of parastomal hermdsimeisional hernias in old stoma

wounds: a pilot stygy87) K.w.y. van Bameveldl.H.F. Schreinemaghev.A.
Buurmahn J.W.M. Gre¥eG.L. BeetsN.D. Bou¥y'Dept. of General Surgery, Maastricht UMC+,
MaastrichiDept. of Surgery, Atrium Biksiad, Heerlen, The Netherlands

Treatment of chronic presacral sinus after low anterior resection witl

preoperative radiotherapy for rectal gan&gr p.AM, SloothaakC.J.
Buskeris W.A. Bemelmia.J. Taris'Dept. of Surgery, Acaidelwtedical Centre Amsterdam, The
Netherlands

Einde abstractsessie
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Symposium Nederlandse Verenigimgy WGastrointestinale Chirurgdrabantzaal

Voorzitters:E.J.R. de Graaf en J. Heisterkamp

14.00

14.15

14.30

14.45

15.00

De behandeling van henmden anno 2012
georganiseerd door de Werkgroep Coloproctologie

Behandeling van hemorroiden, de huidige stand van zaken
Dr. J.W.A. Burger, chirurg Erasmus MC, Rotterdam

Wanneer en wat voor endoscopie bij de patiént met hemorroiden
C. Hoff, chirurg, Medisch Centrum Leeuwarden, Leeuwarden

Hemorroidopexie, met of zonder dopplergeleide ligatie
Dr. P. Go, chirurg, Antonius Ziekenhuis, Nieuwegein

Ligatie hemorroidopexie versus gestapelde hemorroidopexie
Dr. S.OBreukinkchirurg, Maastricht UMC

Theepauze expositiehal
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DEGHFMeeting Baroniezaal

Voorzitters:G.R. van den Brak R.K. Weersma t’i” zonMW

Voordrachten in het Engels, spreektijded ndiseussietijd 4 minuten

Theme

1330

1342

1354

1406

14.8B

15.00

Colitis

Cholinergic amiflammatyg pathway in D8uced colitis 90

C. Cailottp B.J. OlivierL. CostésJ. van der VlieW.J. de JongeG.E. Boeckxstagrigytgat
Institute for Liver and ImabktResearch, AMC, Amsterddmm, Netherland®)ept. of Gastro
enterologyJniversity Hospital Leuven, Belgium

Ischeminduced mucus barrier loss and bacterial penetration are rapidly
counteacted by increasgdblet cell secretory activityiiman and rat

colonp. 91)

J. Grootjahsl.H. Hundschg&ik. LenaeftsB. Boonénl.B. RenésF.K. Verhey&rC.H. Dejohg
M.F. von Meyenfelds.L. BeetsW.A. Buurm&aniDept. of Surgery, NUTRIM Schadufigtion,
Toxicology & Metabolism,siaht University Medical Center, Maaktaiocbtatorpf Pediatrics,
Division of Neonatology, ErasmtSopitia, Rotterda?Dept. of Molecular @tlogy, Electron
Microscopy Unit, Maastricht University Medical Center, Ma&&ttiotriahide

The human colon is more resistant to igelpemniission induced tissue

damage and earflammation than human small intestit)e

I.H.R. Hundschkid. GrootjahsB. BoonénJ.G. BloemgrK. LenaetsC.H.C. Dejohdv.F. Von
Meyenfeld G.L. BeetsW.A. BuurmiaiDept. of Surgery, NUTRIM School for Nltriicwlpgy &
Metabolism, Maastricht University Medical Center, Maastricht, The Netherlands

Pregnane X Receptor stimulation redukagps® mediated cytokine
expressin in intestinblopsies from inflammatorglbdisease patients

(R 93

J.J. DeuriAgT. van den Bérg.J. KuipersM.P. Peppelenbdse de Hadr C.J. van dgYoudg,
‘These authors contributed equally to thisBreskius Medical Cen@estroenterology and
Hepatology, Rotterddine Netherlands

Invited Speaker

Endoplasmatic reticulum stress and inflammation

Prof.dr. G.R. van den Brink, Dept of Gastroenterology and Hepatology
Academic MediCGdnter Amsterdam

Theepauzen ALV Nederlandse Vereniging voor Hepatologie
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DEGHFMeeting Baroniezaal

Voorzitters:G. Bouma en C.C. Paulusma (‘39’ ZOI'IMW

Voordrachten in het Engels, spreektijd 8 minuten, diécussiésijd
Theme Bile physiology, signaling and therapy

1530 Identification of a novel FXR response element, Human FXR induces Sk
expression through dibgadling to an LRHinding site, independent of

the presence of anllBRnd LRHA (p. &)
M.Q Hoeke, M. Hoekstda,Heegsma, H. Mosh&gbl. Faber, Dept. of Gastroenteroloblepad
tology, University Medical Center Groningen, Groningen, University of Gtetlingand$he

1542 Effects of bile acid receptor agonisiglINAnd INA77 on estrogen

deficiencyelategpostmenopausal obesity and hepatic steatésis

M.C. de OliveifaC.L. Salguetrd.L. Ishiivamoty 1.C. GaemérR.J.P. OudeElferink 1Tytgat
Institute for Liver and intestinal Research, AcademicClladicaUniversity of Amsterdam,
Amsterdam, The Netherlah@horatory of Biological Oxidations, Dept. of Biodbeivéssiyy of
Maringa, Maringa, Brazil

1554 Activation of nuclear receptor FXR by oral chenodeoxycholic acid i
patients with@m's colitipotential therapeutic consequendefdor

matory bowel dise&seX)

F.D.M. van SchaiR.M. Gadalé&a F.G. SchagpS.W.C. van MiP.D. SiersefmaB. Oldenbuig
K.J. van ErpecyAbept. of Gastroenterology and Hepatologgitymikedical Center Utrédbpt.
of Metabolic Diseases, University Medical CentersTytigethtinstitute for Liver bmdstinal
Research, Academic Medical Center, Amsterdam, The Netherlands

1606 MicroRNA profiles in graft preservatiomsalatiorognostic for biliary

stritures after liveeansplantatiop 97

C.J. VerhoeveW.R.R. FatdP.E. de Ruited. de Jongel. Kwekkeboom , H.J. Met3eldal.
Tilanus G. Kazemieand L.J.W. van der ladbepts. of Surgery a#@astoenterology &
Hepatology Erasmus-NMaiversity Medical Center, Rotterdam, The Netherlands

1618 Reduced FGF19 level in bile and decreased FGF19 expression in the ga

bladder of patients wiilnary sclerosing cholarigitis)

S.J.L.B. ZweérsA. Shiryaey T.H. KarlsénP.L.M. Janseh F.G. Schagp'Tytgat Institute for
Intestinal and Liver Research, Academic Medical Center, Amsterdam, THabistegitR1SIS,
Research Center, Clinic for Specialized Medicine and Surgery, OslodpitaiRikishospitalet,
Oslo, NorwasDept. of Hepatology and Gagemlogy, Academic Me@ieater, Amsterdam, The
Netherlands
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1642

17.00
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Bile acipreconditioning protects HepG2.rNTCP cells against bile acid

induced apagsis(p. D)
E.M. Verhaag, G. Karimian, M-HRuigin, H. Moshage and K.N. Faber, Dept. efit@estvggnd
Hepatology, University Medical Center Groningen, University of Groningen, SetménigernisThe

ATP8B1 and ATP11C deficiercy tfirocholate and glucose uptake in

Cace2 cellsp 100

V.A. van der Mark, D.R. de Waart, K.S. Mok, H.R. de Jonge, R.P.J. Oude Elferink, C.C.
Paulusmalytgat Institute for Liver and Intestinal Research, Academic Medical Centdhi@msterdam,
Nethednds

Voor de Frieda den Hartog Jager Lectdes aansluitende President
Seleckunt u zich begeven naar de Brabantzaal

Nederlandse Vereniging voor Gastroenterologie Brabantzaal

Voorzitters:H.M. van Dullemen en J.E. van Hooft

Voordrachten in het Nederlands, spreektijd 7 minuten, discussietijd 3 minuten

1530

1540

1550

Diagnostic scoring systems for autoimmune pancreatitis are comple
mentary and correctly identify the majority of patients at initial presentatia

without the need fotdiagyp. 107

J. Buijst, M.J. van Heerde?, B.E. HangerBiermafr-.P. VleggaaM.A. BrigkE.J. Kuipers?

H.R. van Buuren?!, M.J. Bruno?, Dept. of Gastroenterology and Hepatology, Erasmus University Medif
Center, Rotterdam, 2Dept. ofcPdbhlth, Erasmus University Medical Center, Réftepdaof,

Pathology, Erasmus University Medical Center, Rftpptiarh Gastroenterology and Hepatology,
University Medical Center Utrgxdt. of Gastroenterology, Meander Medical Cersérprdm

8Dept. of Internal Medicine, Erasmus University Medical Center, Rotterdam, The Netherlands

Comparable efficacy of low and high dose induction corticosteroid trea

ment in autoimmupacreatiti. 102)

J. Buijs'M.J. van Heefdd.EHansen?, K. Bierma#r-.P. VleggdaM.A. BriRKE.J. Kuipers!

M.J. Bruno?, H.R. van Buuren?, 1Dept. of Gastroenterology and Hepatology, Erasmus University Medif
Center, Rotterdam, 2Dept. of Public Health, Erasmus University Medidardzen{BrefRoof

Pathology, Erasmus University Medical Center, Rideptash Gastroenterology and Hepatology,
University Medical Center Utrapt. of Gastroenterology, Meander Medical Center, Amersfoort,
8Dept. of Internal Medicine, Erasnwgsdity Medical Center, Rotterdam, The Netherlands

Surgical treatment of choledochal cysts in children aadsiadlgts

center experience impasgentsgp. 103)
Y. EMassoudi, M. Bieze, J. de Wilde, ®BB&s€h, D.J. Gouma, T.M. van @i, The
Netherlands

21



Donderdag 22 maart 2012

1600

1610

1620

1630

1640

1650

Outcomes of liver resection for hepatocellular adenoma and focal nodul

hypeplasia, results gpaspective trial 1C1)

M. BieZe Youssef BlassoudiJ. VerhéjjS.S.K.S. PhpaD.R.C. BusghD.J. GourfiaT.M. van
Gulik, 1Dept. of Surgery, Academic Medical @eeptr,oPathology, Academic Medical Center,
3Dept. of Radiology, Academic Medical Center, The Netherlands

Prospective evaluation of the incidence and prevalenteegbagxoc
creatic insufficiencypatients with irresectable pancreaticcad@no

nomap. 1)

E.C.M. Sikkens!, D.L. Cahent, C. van Eijck?, E.J. Kuipers?, M.J. Bruno!, Eafrobéggastro
Erasmus Medical Center, Rotterdam, 2Dept. of Sasyeng, Eedical Center, Rotterdam, The
Netherlands

Tumor progression after preoperative portal vein emibdlization

L.T. HoekstaK.P. van Liendei. Doets O.R.C. BusgiD.J. GourhaT.M. vaiulik, Dept. of
Surgery, Academic Med@ahter, AmsterdadDept. of Radiology, Academic Medical Center,
Amsterdam, The Netherlands

PET/CT usin§Ffluoromethylcholine to detect hepatocellular carcinoma

and assess extent ofdiseasép. 1()

M. BieZe H.J. Klumpenl. VerhéjjSD. HemelrjkU.H.W. Beuér®.S.L. Janser6.S.K.S. Phha
Y. El Massoddir.M. van GUlilR.J. BennifjkDept. of Surgery, Academic Medical @epeof
Medical Oncology, Academic Medical ®@aperof Hepatology, Academic Medical ‘Oeptepf
Radiology, Academic Medical Cé&aet, of Pathology, Academic Medical @aperpf Nuclear
Medicine, Academic Medical Center, The Netherlands

The diagnostic value of the double duct sign in patients with a periarn

pullary lesigp. 108
J.C.E.M. ten Betgé. Sukér M.J. BruApJ.W. PoléyS. SprodkR.S. Dwarkasing. Biermahn

C.H.J. van Eijckerasmus University Medical Center, Dept. of Surgery, Botisrdainiversity
Medical Center, Dept. of Gastroegtermd Hepatology, RotterdarasmugsJniversity Medical
Centre, Dept. of Radiology and Dept. of Epidemiology, fotiendashiversity Medical Centre,
Dept. of Radiology, RotterBarasmus University Medical CBafpg, of Pathology, Rotterddmm
Netherlands * Both authors attributed equally

Factors determining {@rgh survival after HIREC®)

B. Mirck S.C. Bruin Dr. M.L.F. van Velthugs@&r. V.J. VerwgalChirurgische oncologie,
Nederlands Kanker Instituamtoni wva Leeuwenhoek Ziekenl¥&iathologie, Nederlamtnker
Instituuwt Antoni van Leeuwenhoek Ziekeiheid\etherlands

22



Donderdag 22 maart 2012

Plenaire sessie Brabantzaal

17.00 Frieda den Hartog Jager Lecture
@0 jaar (erfeliklar mkanker onder zoekd
Dr. F.M. Nagengasitaglarreverarts,
Universitair Medisch Centrum St. Radboud, Nijmegen

President Sele¢plenaire sessie) Brabantzaal

Voorzitters:J.Ph. Kuijvenhoven en C.J.J. Mulder
Voordrachten int iNglerlands, spreg#t 10 minuten, discussketjchuten

1730 Contrast Enhanced abdominal Ultrasound in IBD. Comparison with llec

colonoscopy and ERterograpliyg 110

C.S. Horjus3, R. BruijnénL. Roove¥sD.J. de JoAd-.B.M. JoosteJ.M. Groeng&rP.J. Wahéb
1Dept. of Gastroenterology, Rijnstate Hospital,?Reftenf, Radiology, Rijnstate Ho8pitaém,
3Dept. of Gastroenterology, Radboud University Nijmegen Medical Center, N\jimexdgmiS he

1745 Myosin Vb corgdhe apical localizationeaigdation of ezrin in human

enterocytes, which is inhibited in Microvillus Inclusigp. Diskase

H. DhekrieNH Hsiah EH.H.M RingsSC. D. van 1Jzenddorepartment &Eell Biology, section
Membrane Cell Bmt, andPediatrics, University Medical Center Groningen, University of Groningen,
Groningen, The Netherlands

1800 Transanal endoscopic microsuageatyospective multicenter analysis of

patients with a pT2/pINBMO rectal carcingméd )

K.L.JRademake¥s]. HeemskériM. MadsP.G. Doornebodch.M. KarstérkE.J. DerksgrL.P.S.
Stasseh C. RosmanG.L. BeetsE.J.R. de Graaf.W.A. LeijténdDept. of surgery Laurentius
Hospital RoermoAdept. of surgery Maakt University 8leal CentréDept. of surgeldsselland
Hospital Capelle a/d 1Js$aépt. of surgery Reinier de Graaf Gasthuig@DBelftofsurgery
Slotervaart Hosptial Amsterd®mpt. of surgery Canisius Wilhelmina Hospital Nijimegen,
Netherlands

1815 Radi of requency abl ation combined
esophagus with eargoplasia in 132 patieResults of a prospective

European multicenter study (HYROL1)

K.N. PhdaR.E. PouwR. BisschopsO. Pech K. RagungthBL. WeusténB. SchumachkeB.

RembackénA. MeinidgH. MessmahreE. Schodf L. GossnEr J. MannathC. SeldenajkM.

Vissel, A. Ler@t T. Roscéh S. Seewak] F. ten KateC. EY| H. Neuhasl.J. BergmiaAcademic
Medical Center, Aerdam, The Netherlarfiinivesity Hospitals, Leuven, Belgibm, Horst
SchmidKliniken, Wiesbaden, Germdrolfson Digestive Diseases CHiottsygham, United
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Kingdon?St Antonius Hospital, Nieuwegein, The Netl¢Erlandslischégankenhaus Dusseldorf,
Dusseldorf, GermafiiheGeneral Infirmary at Leédeds, UnitédngdonfTechnical University of
Munich, Munich, Germéakinikum Augsburg, AugsliBegmanyi®Catharina Hospital, Eindhoven,
Netherlandsi*Klinikum Karlsruhe, Karlsruhe, Gerdfdmyersitatsklinikum HamBppendorf,
Hamburg, Germany

18.30 Einde programma, congresborrel in expositiehal.

Symposium MBancologie Auditorium

Voorzitter: C.J.J. Mulder en C. van Enckevort

Themasymposium:
‘Activiteiten van de MRitts binnen de MBincologie':

13.00 Normering van de Midtologidwidige en toekomstige stand van
zaken
Dr. A. Cats, Miatts, Antoni van Leeuwenhoekhuis, Amsterdam

13.30 Multidisciplinair samenearerkat en wie komt daar voor kijken?
Dr.K.M.A.J. Tytgat, Midts, AMC, Amsterdam

14.00 Chemotherapie door MB$ in de dagelijkse praktijk
Dr. G.H. de Groot, Midis, Rode Kruis Ziekenhuis, Beverwijk

14.30 Palliatieve zorg door de -3
Dr. V.M.C.W. Spaander,-BiBL

15.00 Einde symposium
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Sectie Neurogastroenterologie en Motiliteit Auditorium

Voorzitters:A.J. Bredenoord en R.M.J.G.J. van den Wijngaard

Voordrachten in het Nederlands, tydréekinuten, discussietijd 3 minuten.

1530

1540

1550

1600

1610

The relation between stress, microscopic inflammation and -visceral sel
sitivity in patientgh irritable bowel syndrgniel)

B. Bradk’, T. K. Klooket M. M. Woutér. WeltidgC.M. van dd.oo§ O. |.Stanis@r S. van

DiesB, R. M. van den Wijngadandl G. E. E. Boeckxst&éhndDeparnent of Gastroenterology and
Hepatology, AMC, Amsterdam, Netherlandalranslional Research Center for Gastrointestinal
Disorders, Universityspital Leuve@atholic University Leuven, Leuven, B&8lgigat Institute of

Liver and IntestinResearch, AMC, Amsterd@he Netherland$Dept of Pathology, AMC,
Amsterdamh@& Netherland®ep of Gastroenterology, University Hospital Cathait, Unérsity

Leuven, Leuven, BelgiBoth authors participated equalgharidg first authorship

Cholinergic amflammatory pathway in-Bpstrative lleus: role of the

spleen aniditestinal innervatipnl 16

L.M.M. Costes). varder VlIiéf M.A. NoReS.H.W. van Bie6.E. BoeckxstagnB.Cailotth Tytgat
Institute for Liver and Intestinal Research, AMC, Am®emtamfHematology, Sanquin,
AmsterdatnDept Gastroenterology, University HospitalBedgigh,

Esophageal electrical tissue impedance spectroscopy can- detect esc
phageal pereabilitghanges in gastroesophageal deflexse during

upper endoscofy 117

P.W. WeijenbérgW.O0.A. RoBpfL.M.A. Akkerman#.D.P. LundinA.J.P.M. SméutA.J.
BredenootdDept. of Gastroenterology, Academic Medical Center, Amstevéamerldimgs
Dept. of Surgery, University MedirdateC Utrecht, The Netherla?@lfical Development,
AstraZeneca R&D, Molndal, Sweden

Sensation of stasis isrpyocorrelated to ingrhesophageal bolus trans

port(p. 118
A. Bogte A.J. Bredeno@rd. Ooiks P.D. Siersefmd.J.P.M. SmaLiGastrointestinal Research Unit,
Department of Gastroenterology and Hepatology, Wisigaaitghter, UtrechiDgrartment of

Gastroenterology, Académeidical Center, Amsterdéua Netherlands.

Effect of Transoral Incisionless Fundoplication on the occurrence of tral

sient lowegsophageal sphincter ralxat(TLESRS) in GERD patients
(p. 119
N.F. Rinsad, D.W. BrulsB.F. KessihgN.D. Bou¥yA.A.M. Mascled.M.Conchillp !Division of

Gastroenterology and Hepatology, Maastricht WMadirsityCenter, Maastriibepartment of
Surgery, Maastrithtiversity Medical Center, Maastricht, Ai¢rdaNes
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1620

1630

1640

1650

17.00

Esophagogastric junction (EGJ) distensibility in GERD patients as me:
sured with aandoscopic functional luminal imaging probe: correlation with

endoscopic apttimpedance reflux paramépefig 0

F.G. Smest N.D. Bou¥yG.H KoékA.A.M. Mascled.M. ConchilléDivision dbastroenterology
and Hepatology, Maastricht University Medical Center, Regustriatent of Surgery, Maastricht
University Medical Center, MaastricNigthieedands

Gastric belching aswpragastric belching are twoctipathphysie
logical entitie& study using combined +egolution manometry and

impelancemonitoringp. 12}
B.F. Kessing,.A Bredenoord,J&.M. SmoubDepartmendf Gastroenterologyd adepatology,
Academic Medical CeAtesterdam, AmsterddrmeNetherlands

Clinical examination remains more important than anorectal function tes

in patients witlonstipation identify treatable conditipn®?2)
T.J. Lam C.J. MulderR.J.F. FeBersmy Department of GastroenterologyHeptblogy, VU
Univerisy Medical Center, AmsterdaenN&therlands

Long term course of perianal and anorectal complicatipasent$B8D

a single centieceptive cohort analysis23)

T.J. Lam A.A. van Bodegrayed.J.J. MuldeR.J.F. FelRersmy 1Dept ofGastroenterology and
Hepatology, VU Uniitgisledical Center, AmsterdaeNdtherlands

Einde abstractsessie
Voor de Frieda den Hartog Jager kzing aansleride President
Seleckunt u zich begeven naar de Brabantzaal
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Nederlandse Vereniging voor Gastroenterologie Parkzaal

Voorzitters:H. Braat en C.J.J. Mulder

Voordrachten in het Nederlands, spreektijd 7 nsicugsigtighl 3 minuten

13.00

13.10

13.20

13.30

13.40

Fecal immunochemical test results in different stages of colorectal cance

A colacscopy controlled stdalyi 24

I. Ben LahiS.T. van TurenHpwR.A. OdrtJ.S. Terhaar sive DrggReW.M. van der HulBt
Schokr?, R.J.L.F. LofféldA.C.T.M. DeplaV.M.H. CoupeA.A. BoumgnG.A. MeiferC.J.J.
Muldéey 1Gastroenterology and Hepatology, VU University Medical Center, @asteydam,
enterology and Hepatology, Kennemer Gasthuis, ¥Getenterologyand Hepatology, Sint
Lucas Andreas Hospital, Amstertfzasirenterology and Hepatology, Zaans Medical Center,
Amsterdan¥Gastroenterology and Hepatology, Slotervaart Hospital, Afgtdedsinipgy and
Biostatistics, VU University Medical Cemségrdam’Clinical Chemistry, VU University Medical
Center, Amsterd&fathology, VU University Medical Center, Amsterdam, The Netherlands

Gender disparity in colonic tumorigenesis depends on male hormone tum

pranotion, not female hormoriegtiarip. 125

J. Heijmaas J.M. Amdsandgraf M.C.B. Wielerdig®&.Munc@nW.F. Do¥eG.R. van den B¥fink

IMcArdle Laboratory for Cancer Research, and Laboratory of Genetics, University of Wisconsin School
Medicine and Public Health, Ma#lisogat intstitute for Liver and Intestinal Research and Dept. of
Gastroenterology and Hepatology, Academic Medical Center, Amsterdam, The Netherlands *thes
authors contributed equally

Lumican and Versican predict good outcome in stagedloanciatl

cer(p. 126

M. de WitE.JTh BéJtP.M Deligan DieménB. CarvalhoV.M.H. Coupéd.B.A.C. Stockm@rith.
Brif, J.A.M. BelienR.J.A. Fijnenfaits.A. MeiferiDept. of Patholog@ept. of Surgedpept. of
Epidemiology and Biogiesis VU University Medical Center, Amst®dptn,of Surgery and
SPathology, Kennemer Gasthuis, Haarlem, The Netherlands

Incidence and potential causestacmonous colorectal cance®d. A

year retgpective survey 127

C. le ClerégM Bouwens R. Riedl G. Beets B. WinkefAsW. Hameetema. MascléeS.
SanduleaAuDivision of Gastroenterology and Hepatology, Dept. of InternadDefediche,
PathologyDept. of Surgery, gikpt. of Methodology and Statistics, Maaktersity Medical
Center, The Netherlands

Potential Benefits of Proton Pump Inhibitor Use on Acute Coronan

Syndromes. Results of a Decision Afmalysis

N.L. de GrdotH.G.M. van HadleB.M.R. Spieg&l A. Lan&s L. Lairfe J. Jasprs Focks P.D.
Siersemia M.G.H. van OfiéniDept. of Gastroenterology and Hepatology, Universityeiiedical
Utrecht, Utrecht, The Netherl@Bigsion of Gastroenterology and Hepatology, Veterans Affairs
Greater Los Angeles Health Care systemngeles, CAivision of Digestive Diseases, David
Geffen School of Medicine at UCLA, Los Angéldsiveiity of California Los Angeles/Veterans
Affairs Center for Outcomes Research and Education (CORE), Los AngedesityCa,Zaragoza
Medical School, Aragdn Health Research Institute (1IS Aragén), CIBERehd, ZéDagemm &pain,
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13.50

14.00

14.10

14.20

14.30

14.40

Gastrointestinal and Liver Diseases, Keck School of Medicine, University of Southern California, Lt
Angeles (CAYSADept. bCardiology, Radboud University Nijmegen Medical Center, Nijmegen, The
Netherlands

Potentially reversible risk factors for peptic ulcer bleedingriskaverage
users of nonsteroidal -aflammatory drugs (NSAIDs) andosaw
aspirin (ASA). 129

C.W. Hp Y.K. TS J.Y.L.ChiAgP.K. CheoAdC. Keg A.O.Y. Ch3nY.Chat F.K.L. Ch3riDept.

Gastroenterology and Hepatology, VU University Medical Center, Amsterdam, Phestitatberlands,
of Digestive Disease, Chinese Universitg #fddg, Hong Kong, China

Use of prophylactic gastroprotective therapy in patients with nonsteroid

antiinflammatory drugand aspssociated ulcer bleedin@30

C.W. Hp Y.K. Tge J.Y.L. ChiagC.J.J. MuldeB. W& F.K.L. ChariDept. Gastemterology and
Hepatology, VU University Medical Center, Amsterdam, The RpthitulznofsDigestive Disease,
Chinese University of Hong Kong, Hong Kong, China

Upper gastrointestinal hemorrhage. Missed opportunitiesidaf prevent
(p 13}

M.J. TemmihgN.L. Curvérd.J. van Leeuw@riDept. of Gastrointestinal and Liver Diseases, Onze
Lieve Vrouwe Gasthuis, Amsterdam, The NetHedanusjth Medical School, Hanover NH, USA

Hyoscine -NHutylbromide does notrawg polyp detection during colono
scopyA doubldind randomized plaeetatrolled clinical trial

(p 139

F. ter Botg E.J.M. de BrouWeWl.E.L. ArbogwW.C. van der Ziyd¥l.A. van Herwaardem.
LedeboérF.G.A. JansnfaiDep. of Gastroentergy, Deventer Hosptiagpt. of Clinical Pharmacy,
Deventer Hospifdept. of Clinical Statistics, Deventer Hospital, The Netherlands

Remotely controlled, small intestinal release qied9@tiiitetate using

an ingestible electrat@ice.lte IntelliCajp. 13)

P.J. van der SchieaaH. Broekhuizee Gast J.F.W. NijssemN. van LelyvéldH. Zoy J. Shimizu

F. DijksmanC. WankeP.D. Sierseim&Dept. of Gasemwoterology and Hegagy, University Medical
Center, UtrecDept of Gastroenterology, St Antonius Ziekenhuis, Nicéeptyeof, Nuclear
Medicine, University Medical Center, UWitedimetrics, PhilResearch, Briarcliff Manor NY, USA,
SMedimetrics, Philips Research, Eindhoven, The Netherlands

MLDSprgect

Correction of hepatosteatosis by hydropmiobsugars modulating
glycolsphingolipid metabolism )

J.M. Aerts F.Bietrix E. LombargoC. Vrirls R. OttenhipfJ.A. Atén, A.K GroériDepartment of
Medical BiochemistriD&partment o&fhology, Academic iadCenter, University of Amsterdam,

Amsterdam, the Netherlafflesent address: Department of Pediatrics, University Medical Center
Groningen, Groningen, The Netherlands

28



Donderdag 22 maart 2012

14.50 MLDSproject
A randomizestharcontrolled trial of left lateral body positioning and acid
suppresion for infantile gastroesophageal reflux: A concept test for
efficacy of reflux inhibition in iifants)
C.M. Loots, S. Kritas, M.P. van Wijk, L. McCall, L. PeetersnPRL&4imer, R. Haslam, J. Tobin,
M.A. Benninga, G. Davidson, T.l. Omari, Academic Medical Hospital Amsterdam / Emma Childrer
Hospital, Amsterdam.

15.00 Theepauze

Nederlandse Vereniging voor Gastroenterologie Parkzaal

Voorziters: R.J.F. FeBersma en A.A.M. Masclee

Voordrachten in het Nederlands, spreektijd 7 minuten, discussietijd 3 minuten.

1530

1540

1550

1600

Surgery for Anterior Cutaneous Nerve Entrapment.S3Yyidudrie
blind randomised placedrarolled trigd 1)

0.B.Boelens, M.R. Scheltinga, S. HouteridaRoBmenMaxima Medisch CenttstituytThe
Netherlands

Sexual abuse history Hil@dss, how do gastroenterologists deal with it?

Results of a Dutch suryey37)

M.P.J. NicotaH.H. FidderJJ.H. BeékM.D. Bekker3, H. Putt&k.C.M. PelgeM.F. van Dfel
H.W. ElzeviefDept. of Urology, Leiden University MedicalQegritenf Gastroenterolayecht
University Medical Cerieept. of Surgery, Haaglanden Medical ©enitofMedical statistics,
Leiden University Medical Cétept. of Urology, University Medical Gemt@rgertDept. of
Urology, Zuwe Hofpoort Woerden & St. Antonius Nieuwggtiarldihgs

Lymfocytic and collagenous colitis haveeatdiffieical course, expe

rience from a singented 0 year cohort of 125 pat{enisg

M. van der Ldgt. van BaarlerM.G. RusdelG. van Olffend. Kolkmé&#d Medisch Spectrum
Twente, Ensched&lniversity of Groningen, GroniAgatholog Laboratory of Pathology East
Netherlands, Enschede, The Netherlands

Should screening for latent tuberculosis infection be repeated after travel
tubeculosis endeméeas in patients treated withalpghg inhibitor

therapy®p. 140

R.W.Hoflan§ M.AM.T. VerhageR. Huism8nA. BossiAk!Dept. Gastroenterology Diakonessen
huis Utrecht2Dept. Rheumatology, Diakonessenhuis BireghBulmonology, Diakonebsen
Utrecht, The Netherlands
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1610

1620

16.30

1640

1650

17.00

Over gyuarter of the general adult population experiences gastrointestina
sympoms influencingealtirelated quality of .lifesults of 50,000

qguestionnairés 141)

M.M. TielemaktsJ. Jaspers Foéks.G.M. van RossuthB.M.J. JanseR.J.F. LaheiM.G.H. van
OijeR, IlRadboud University Nijmegen Medical Centre, Nijmigesity Medical Cehthecht,
Utrech@Elkerliek Hospital, Helmond, The Netherlands

New insight into dynamics of plasma Intestinal Fatty Acid Binding Prote
as a mker for epitheldgdmage in human small intestinal ischpenia

fusionp. 142

D.H.S.M. Schellekerds Grootjahsl.P.M. Derik&.A.G.W. Délléd\.A. van BijrieiR.M. vaDan,
C.H.C. DejohgW.A. BuurmiarDept. of Surgery, Maastricht Utyivdesilical Center aviditrition
and Toxicology Research Institute Maastricht (NUTRIM), Maastricht, The Netherlands

Moderate dosage of ethanol increases small and large intestinal per

meability in healthy volunteeiig3

E. Elamir 3 D. Jordrs- 2 3 F. Troost2 3 J. Dekkér4 A. Masclée? 3 1Top Institute Food and
Nutrition (TIFN), Wageningeivjsion of Gastroenterattgpatology, Dept. of Internal Medicine,
Maastricht University Medical Center, Ma&Stticini, for Nuit, Toxicology and Metabolism of
Maastricht University Medical cébémt. of Animal Sciences, Wageningen UR, Wageningen, The
Netherlands

HLADQ genotype distribution in Type 1 Diabetes Mellitus patients witl

corcomtiant CeliaDiseaseép. 144)

S.F. BakkerM.E. TushuiZed.B.A. Crusi$S. SimsékC.J.J. MuldeB.M.E. von Blombgigept.

of Gastroenterology and Hepatology, VU University Medical Center, Laboatoggnetics,
2Dept. of Pathology, VU University MedicalPDepteof Internal Mediditedical Center Alkmaar,
4Dept. of Medical Immunology, VU University Medical Qésttezri@hds

Can the systemic compartment contribute to barrier disruption in diarrhe

predlominant IB&tients?o. 145

S. Ludli, E. Elamin, H.J. Pieters, P. Bours, E. Schaepkens, J.M. Conchillo, D.M. Jonkers, A.A. Mascle«
Dept. of Internal Medicine, Division of Gastroenterology and Hepatology, Maastfietlicalniversity
Centre+, Maastricht, The Netherlands

Einde absictsessie, voor de Frieda den Hartog Jager lezing kunt u zich
begeven nade Brabantzaal
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Sectie Gastrointestinale Endoscopie Brabantzaal

Voorzitters:W. Hameeteman en M.A.J.M. Jacobs

Voordrachten in het Nedddgaspreektijd 7 minuten, discussietijd 3 minuten

08.30 Clinical impact of autofluorescence imaging on the endoscopic treatme
for early 8r r et t 0 s prosmectipel assessnaent of B71 patients
(. 146)

D.F. BoerwinkglWL. Curvers MA Kard, M Visset, SL. Meijet, JA Hol2, MC. Aaldery JJ.
Bergmah 1Dept. of Gastroenterology and Hepatdcademic Medical Centre Amstédddam of
Pathology, Academic Medicatr&€eAmsterdartDept. of Biomedical Engineering and Physics,
Aca@mic Medical ttee Amsterdam, The Netherlands

08.40 Prospective lotgm followp after radi ofrequenc

esophagus whighgrade dysplasia and/or early cgmnaer)

K.Y.N. PhéaR.E. PouwF.G.l. van Vilstetre@.M.T. SaermeijérF.J.W. Ten Kat®. VissérS.L
Meijet, M.I. van Berge Henegogvh.A.M. WeusteR.C. Mallahtent, E. SchoénJ.J.G.H.M.
Bergmah Gastroenterology, Academic Medical Center, AntftatidalogyAcademic Medical
Center, Amsterdai8urgery, Academic Medical Center, AmstSastnoenterology, St Antonius
hospital, NieuwegefGastroenterology, Flevo hospital, Alf@Bastroenterology, Catharina
ziekenhuis, Eindhoven, The Netherlands

08.50 A prospective multicenter studyemify predictive markersnibal
treatment response after circumferential radiofrequency ablation fo

B a r resophagdsswith early neoplasiaB)

F.G.l.van VilsterénL. Alvarez Herrer®1R.E. Pouw D. SchrijndérsC.M. SondermeijeR
Bisschops J.M. Estebgrm. MeiniAgH. Neuhabis A.ParraBlancg O. Pech Krish Ragunétiis.
Rembacké®) B.E. Schetk M. Viss&t F.J.W. ten KateJ.B. Reitsifa B.L.A.M. Weustére.J.
SchooH, J.J.G.H.M. Bergrhahcademic Medica¢nBer,Amsterdam, Netherlarf$d, Antonius
Hospital, Nieuwegéietherlandd/niversity Hospital Gasthuisberg, Leuven, Bédgipita) Clinico
San Carlo#Madrid, SpaifKlinikum rechts der Igimchen, Germafyyangelisches Krankenhaus
Dusseldfr GermanyHospitalUniversitario Central de Asturias, Oviedo S3pdorsiSchmidt
KlinikeWiesbaden, Germ#@Queens Medical Centre Nottingham, United KiNgdfetdHospital
Leeds, United Kingddffsala Klinieken Zwolldne Netherland$®athology, Academic Medical
Center, AmsterdaNgetherland$Clinical Epidemiology and Biostatistics, Adddéitat Center,
Amsterdam, Netherlafzatharina HospiEahdhoverf,he Netherlands

09.00 Simplifyingadiofrequency ablation of Barré s esophagus.
multicenter triadomparing three different treatment regimens for

circumferential ablation ubmeHALBOSystenip. 10)

F.G.I. van Vilsteteh.. Alvarez HergrdR.E. Pouw N. Phda C.M.T.SondermeijerG. van

Lijnsboted, C.A. SeldentjjkM. Vissér M.l.van Berge HenegouweB.L.A.MWeusteh E.J.

Schoof J.J.G.H.M. BergratGastroenterology, Academic Medical Center, AnGéestiam
enterology, St Antonius Hospital, Niey#rabinlogy, Catharina ZiekerttindhoverRathology,
St Antonius Hospital, Nieuwe@geathology, Academic Medical Center, AmstSutgrery,
Academic Medical Center, Amstéimrina Ziekenhuis Eindhdhefetherlands
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09.10

09.20

09.30

09.40

09.50

10.00

A multicenter randosdi triatomparing two ablation regimens for focal
radib r equency abinaosa osng tohef HXEstent et t O

(p 150

F.G.I. van Vilsteteh. Alvarez Herrgr®.E. PouwN. Phda C.M.T. Sonderméjjéi. Vissér
F.J.W. Ten Katé&l.l. va Berge HenegoutyeB L.A.M Weustek.J. Schognl.J.G.H.M. Bergrhan
1Gastroenterologi&cademic Medical Center, Amstet@astroenterolog$t Antonius Hospital,
NieuwegeiriPathologyAcademic Medical Center, Amstet8largeryAcademic Medidaenter,
AmsterdajRCatharinelospital Eindhov&hgNetherlands

Safety of simultaneous use of endoscopicnresettiadiofrequency
ablation. \&luation of twoar i ant s of Asingl e st

phageal porcine magell5)

L. Alvarez Herrér@®@ EGI. van VilsterenM Visset, MIl. van Berge Henegoutvell.G.H.M.

Bergmaihh BLAM. WeusteY? Dept. of Gastroenterology and Hepatology, St Antonius hospital,
NieuwegeidDept. of Gastroenterology and Hepatology, AcadiealiCiteer, AmsterdiDept.

of Pathology, Academic Medical Center, Ams@egangfSurgery, Academic Medimhter,
Amsterdam, The Netherlands

Does Lugol 0s staining prevent S
frequency ablation of oesgphlsquamous epitiugh? A study in a

porcine modgl 152

D. Scholvinkk L Alvarez HerréraM. Vissér JJ.GHM. Bergmath BLAM. Weuste¥?, Dept. of
Gastroenterology and Hepatology, St Antonius hospital, Nieeptegddastroenteogy and
Hepatology, Academic Medical Center, AmseeganmiPathology, Academic Mediesiter,
Amsterdam, The Netherlands

Predictors of mortality in patients with esophageal adenocarcinoma in

large Dutgbopulatichased cohapi 153

RE. VerbeékM. LeendéydM.G.H. van OijeR.J. ten K&td-.P. Vleggdad . W.P.M. van BaBl.D.
Siersenta IDept. of Gastroenterology and Hepatologyephdof Pathology, Univekdégical
Center Utrecht, The Netherlands

Botulin andesbid injection directly after widespread endoscopic resection

do not prevent sevst@nosis in an esophageal porcine(mddél

L. Alvarez Herréfp M Visset, MI. van Berge Henegoutyehl.GHM. Bergmah BLAM.
Weusteh 1Dept. of Gastroerglogy and Hepatology, St Antonius hospital, NielDepgein,
Gastrenterology and Hepatology, Academic Medical Center, AbepérdRathology, Academic
Medical Center, AmsterdBept. of Surgery, AcadéfeidicaCenter, Amsterdam, Thihéiands

Safety of Endoscopic Removal @xBatidable Stents after Treatment

of Benign Esophadgemeasesy. 155

EE van HalserhalLM. Wong Kee Schd.H. BaroA PD. Siersenta EP. Vleggadr G Ginsbery

P. Shal, DE. Fleischér SK. Ratuagli P Fockers G Rand§ A Repi¢ JE. van HodftlGastre
enterology & Hepatology, Acadésdical Center, AmsterdamNe€leerlandaGastrenterology &
Hepatology, Mayo Clinic, Rochester, MinnesotiddBdenterology Hepatolagg University
Medical Center Utrecht, The NethefaasispenterologyH&patology, Hospital of the University of
Pennsylvania, Philadelphia, &&E#stroenterologyHepatology, Mayo Clinic, Scottsdale, Arizona,
USASDigestive Endoscopy, IstituticdHimmanitas, Rozzano (Milan), Italy
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Peroral Endoscopic Myotomy (POEM) for the treatment of achalasia. pr
liminary feasibility aafkety results. 1%)

T. Verladn A.J. Bredenoérd’h.Roesch, S. EberP. Fockehs'Dept. of Gawenterology and
HepatologyDept. of Anesthesiology, Academic Niedliterl, University of Amsterdam, Amsterdam,

The Netherland¥®ept. of Interdisciplin&rydoscopy, University Hospital Eppendorf, Hamburg,
Germany

Treatment GBERD patients with Transoral Incisionless Fundoplication
leads to a significant reduction in reflux symptoms and objective reflu

parameters at six and 12 months follovt &

F.G. SmeéetsN.D. BoutyG.H KoékA.A.M. Mascled.M. ConchiléDvision of Gastaterology
and Hepatology, Maastricht University Medical Center, Maastricht, ThéDégthesfaBdsgery,
Maastricht University Medical Center, Maastricht, The Netherlands

Koffiepauze

Sectie Gastrointestinale Endoscopie Brabantzaal

Voorzitters:J.J.G.H.M. Bergman en B.L.A.M. Weusten

Nederlandspreektijd 07 minuten, discussietijd 03 minuten

11.00

11.10

11.20

A cost study of covered transjugular intrahepatic portosystemic shur
(TIPS) versus endoscomatment fasecondary prevention of gastro

oesophageal variceal ble€dirigB)

IL. Holstér S. PolinderA. Moelk&rH. van Buurgri.J. Kuiperé Depts. ofGastrenterology and
HepatologyPublic healtPRadiology, artthternal Medicine, ErasmudJieersity Medical Centre
The Netherlands

EUSguided drainage is an effective treatment for the syapopityrof

matic pgsancreatic fluzdllections. 1)

H.T. KinzliM.G.H. van OijeR. Timm&rM.P. SchwaitB.J. Wittem&anB.L.Weustehh P.D.

Siersemia F.P. VleggdarDept. of Gastroenterology and Hepatology, University Medical Center
Utrecht2Depts. of GastroenterologyABtonius Hospital Nieuwedkieander Medical Center
AmersfogriGelderse Vallei Hospital Ede, Therldats

Growth rate of pancreatic neuroendocrine tumors in MEN1 syndrome, &

EUS surveillance st(ulyic0)
C. CottorieG.D. ValkM.G. van Oijei.D. Siersemé.P. Vleggdabeptof Gastrenterology and
HepatologyDept. of Interdaédicirdg University Medical Center Uttitobtht, The Netherlands
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11.30

11.40

11.50

12.00

12.10

12.20

12.30

Visible light spectroscopy in diagnosisné gastrointestinal ischemia,

results of a cohort sty 6]}

A. Sani L.M.G. Mooh®. E. Hanséh P. DewihtD. van Nodyd.B.F. MensinErnst J. Kuipers
13 Depts. of Gastreerology andHepatolody Center for Medical Decision Sclenotsnal
Medicirfe Erasmus MiQUniversitiledical Center, Rotterdam, The Netherlands

Realime in vivo imaging of early mucosal changes during ischemia

reperfusion in human jejuipufirc?

J. Grootjaris W HameetemgnAA Masclet RM. van Dai WA Buurmal CH.C. Dejong Dept.
of Surgery, Maastricht University Medica] Dapterb Gastrenterology, Maastrithtiversity
Medical Centéfhe Netherlands

Impact of Colonoscopy HD€Ected Colonic Wall Thickénihg3
K. van Boxtel, E.T.P. Keulen, M.J.L. R@abgrg H.M.J.M. Verhoeven, L.G.J.B. Begelxf
Gastoenterology, Orbis Medical Centre;Géteet, The Netherlands

High adenoma detection rate in first degree relatives of patients witl

serrated polyposis syndrampeospective study164

Y. Hazewinkel.J. Koornstr&.S. Bopatal A.M. van GsK.M.A.J TytgalP. FockehsE. Dekkér
1Dept. of Gastroenterology and Hepatology, Academic MedicAm§gerdamZDept. of
Gastroenterology and Hepatology, University GéetkcaGroningeiept. of Clinical Genetics,
Academic Miedl CenteAmsterdam, The Netherlands

Colonoscopy performed by nurse endoscopists is associated with hig

patient safectiorip. 1)

P.G. van PutferR. Mass| E.W. Steyerb&rd\.J.P. van Tilbyrd.Y.L. L§iR.J.J. de Rid8ed.T.
Braiwef, R.J. Verbutgl. Alderliesterie.J. Scho&nM.E. van LeerdafErnst J. Kuipéi§ iDept. of
Gastroenterology and Hepatology, Erasmus University Medical CentéErBattesdamiversity
Medical Center, Dept. of Public Health, Rofleegampf Gastroenterology and Hepatology, Sint
Franciscus Gasthuis, Rottertlaept. of Gastroenterology, Groene Hart Ziekenhuif)i@siata,

of Gastroenterolddgpatology, Dept. of Internal Medicine, Maastricht UniversiGemedical
MaastrichtDept. of Gastroenterology and Hepatology, ReinieMiliGaa&fenter, DéDigpt. of
Gastroenterology, Medisch Centrum HaagRederlaag®Dept. of Gastroenterology, Albert
Schweitzer hospital, Dordrédept. of Gastroenterology, Cathtdoszital, Eindhovéept. of
Internal Medicine, Erasmus MC, University Medical Center, Rotterdam, The Netherlands

Malignant colonic polyps are not benign. Outcome and guideline adhe

rence after endoscopsuogical treatmént1&)

F.E. Bemet, M.G. Haverith. van BaarfenG.A. Patfin J.J. KolkmgnJ. Vecht 1Dept. of
Gastroenterology & Hepatolegha clinics, Zwoll@ept. of Pathology, Isala clinics, Zbelb, of
Pathology, Medisch Spectrum Twente, Enddbptleof Sgery, Isala clinics, Zwdigpt. of
Gastroenterology & Hepatology, Medisch Spectrum TwenteTRaddbidelands

Lunchpauze
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Nederlandse Vereniging voor Gastroenterologie Auditorium

Voorzitters:S. SandulearenF. Vleggaar

Voordrachten in het Nederlands, spreektijd 7 minuten, discussietijd 3 minuten.

0830

0840

0850

0900

0910

0920

Risk factors for lymph node metastasis in 342 surgically treated patien
with early gastric canoenfined to the upper submucosal layer (Sm1)

(p. 168)

Y-K. Sung KM Kird BH Mif JH Le& S. Kirh T.S. SolnJH Nohk, R.E. PoulwY-N. Chdéj Y.
HazewinkelJ.J. Bergmanl.J. Kif 1Dept. of Gastroenterology, Samsung Medical Center (SMC),
Seoul, South Koré@gpt. of Surgery, SMC, SeawithSKore&Dept. of Pathology, SMC, Seoul,

South KoredDept. of Gastroenterology and Hepatology, Academic Medical CenterT#ensterdam,
Netherlands

Longterm survivors of esophageal cancer in The Nethert@nhds

P. Buj V.E.P.P. LemmefdV.G.H. van Offes.J. Creemérss.A.P. NieuwenhuifzeW.P.M.

van Baal P.D. SiersemalDept. of Gastroenterology and Hepatology, University Medical Center
Utrecht, UtrecBComprehensive Cancer Center South (CCCS), Eilmvest, PublHealth,

Erasmus Medical Center, Rottet@atharina Hospital, Eindhoven, The Netherlands

Famil i al clustering of Bagarciet t 6 s

noma in The Netherlainds 70

R.E. Verbe&kL.F. SpittulerA. Peute M.G.H. va Oijeh F.J. ten K&eJ.R. VermeijderA.
OberndofffJ.W.P.M. van Ba#&l.D. SiersemaDept. of Gastroenterology and HepaiDkygfyof
Pathology, University Medical Center Ubepht,of Gastroenterology and Hepatdimyler
Medical Gaer, AmersfoatDept. of Gastroenterology and Hepaidgnessenhuis, Utrecht, The
Netherlands

Electrical stimulation of the lower esophageal sphincter in patients wit
gastresophageal reflux disease is technically feasible amd aesults

decrease in symptamsL7)

B.F. KessiagM.l. van Bergtenegouwé&nM.P. SchijveA.J.P.M. Sméuh.J. BredenogriDept.

of Gastroenterology and Hepatology, Academic Medical Center AmsterdaniDéphstgrdam,
Surgery, Academic Medieat€® Amsterdam, Amsterdam, The Netherlands

High enzyme activity UGT1Al or low activity UGT1A8 and UGT2B:«

genotypes increase esophageakr risko. 172)

P. Durg J. SaloménR.H.M. te Morsghel.M.J. Roeléfs).O. Kristinssorm. WobbésB.J.M.
Wittemaih A.C.I.T.L. Tan).P.H. DredthW.H.M. PetérdDept. of Gastoterology ari@urgery,
Radboud University Medical Center, Nijpegenof Gasewoterology, Hospi@élderse Vallei,
EdeDept. of Gastroenterology, Cakliéli@émina Hospital, NijmegenNEBteerlands

Rapidly increasing incidence of eosinophilic esophagitis in a nationwid
cohor{p. 173 B.D. van RHijrl. VerhéjjA.J.P.M. Smaua.J. BredenoartDept. of Gastro
enterology @epatolog¥Deptof Pathology, Academic Medical Center, Amsterdam, The Netherlands
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0930

0940

0950

1000

1010

1020

10.30

Shorvs. longerm value of prognostic factors in colon and rectal cancer.

A population based study 74

V.K. Dk V.E. Lemmé¥s M.G.H. van OiénP.D. Siersema PMept. of Gasewterology and
Hepatology, University Medical Center Utrecht, Utrecht, The REitiaintarets,Cancer Registry,
Comprehensive Cancer Center South (IKZ), Eindhoven, The Nbt#ymrlaofdBublic Health,
ErasmudJniversity Medical Center, Rotterdam, The NetH2iraaois,of Digestive Diseases, David
Geffen School of Medicine, University of California Los Angeles, Los Angeles, CA, USA

Cochrane Revigdelicobacter pylori eradication forgtigmnariesions

of the gastric mucd@gsal b)
A.C. de Vrigd.L. HolsterE.J. Kuiper3 Dept. of Gastroenterology and Hepaokygy pfinternal
Medicine, Erasmus MC University Medical Center, Rotterdam, The Netherlands

hsTRAIL/Apo2hduced Apoptosis in  Enteropa#hbgociated -Cell
Lymphma(p. 15)
M. Radersial.R. de BahijN.J. HijmerihgC.J.L.M. MefelC.J.J. MuldelS.A.G.M. Cillesgen

1Gastroenterology and Hepatology, VU University Medical Center?Pattstérggny/U idersity
Medical Center, Amsterdam, The Netherlands

Primary colorectal cancer with unresectable synchronous.metastase:

Chemotherapy firgt? 177

M. Radersma!S.M.M. de Castro?, B.A. van Wagensveld?, W.F. van Tets?, B.C. Vroueoifraets?, 1Dept.
Gastroenterology and Hepatology, VU University Medical Center, Amsterdam, 2Dept. of Surgery, Si
Lucas Andreas Hospital, Amsterdam, The Netherlands

Low yield of advanced neoplasia within six years after negative colonc

scopyA populatichasdstudy(p. 178

I. Ben LahiA.J. Buth N. AkdemjrR.W.M. van der HulBt ScholténH.A.R.E. Tuynma6.A.

Meijer, C.J.J. Mulder].S. Terhaar sive Drgst8astroenterology and Hepatology, VU University
Medical Center, Amsterdé@astroertology and Hepatology, Kennemer Gakthaitm,
3Gastroenterology and Hepatology, Sint Lucas Andreas Hospital, ‘Sasterelaterology and
Hepatology, Medical Center AlkARshology, VU University Me@ieater, Amsterdam, The
Netherlands

The rising incidence of esophageal adenocarcinoma is not accompanie
with an increase in mortality. Results of a pdyagetiacohort study

(P 179
R.E. Verbe&kM. Leendérd-.J. ten K&d-.P. Vleggdad.W.P.M. van Ba&l.D. Siersemdl.G.H.
van OijeinDept. of Gastroenterology and HepaiDkegly,of Pathology, University Medical Center

Utrecht, The Netherlands

Koffiepauze in de expositiehal
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Sectie KindemDL Auditorium

Voorzitters:R.H.J. Houwen ed H/erkade

Symposium Galgangatresie

11.00 Pathogenese
Prof.M. Davenpo@onsul t ant Paediatric Sur
Hospital.ondon

Prognosekorte en lange termijn:
Dr. W. de Vries, anios Kindergeneeskunde,
Wilhelnma Kinderziekenhuis, Utrecht

Resultaten van OLT bij kinderen:
Prof. dr. H. Verkad&inderarts MDL,
Beatrix Kinderziekenhuis, Groningen

Transitie naar volwassen zorg:
Dr. R.Ade ManMDtarts, Erasmus MC, Rotterdam

12.30 Einde sympaogi, lunchbuffet in expositiehal

Sectie KindemDL Auditorium

Voorzitters:J.C. Escher en R.H.J. Houwen
Voordrachten in het Nederlands, spreektijd 7 minuten, discussietijd 3 minuten.

1400 The human leukocyte antigen DQ B1*02 is manteirfrgatients with

tissudaransglutaminaastibody levels U104 180
A. MubardkE. Spieringsv.M. WoltéysR.H.J. Houwemepts. of Paediatiastrenterologgnd
2mmunology, University Medical Center Utrecht, The Netherlands
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1410 Long term follays of gudlirected hypnotherapy versus standard care in

children with functiaiadominal pain otalyie bowel syndrojnel31)
A.M. VliegerJ.M.T.M. RutterA.M.A.P. GovérEe. FrankenhyidM.A. BennirgdSt Antonius
Hospital Nieuwegein, Dept. of Pediatacdemic Medical Center Amsterdam, Begtafcs, The
Netherlands

1420 MLD$project
Long term effects of cognitive behavior therapy for the treatment of childr
with functionabdomingbain Results of a randomized controlled trial

(p. 182

S.M.C. van der VeeHd.H.F. Derflp€. de HadnM.A. Bennirga F. BoérlAcademisch Medisch
Centrum Amsterdam, afdeling kKémd#zugdpsychiattlemma KindaekenhuiBMC3Academisch
Medsch Centrum Amsterdam, afdeling-kKindéeuguksychiatrie edniversiteit van Amsterdam,
afdeling pedagogische wetenschappen, The Netherlands

1430 Completion of toilet training in children with defecation disorders and co

comitant symptomsauasm spectrum disorders.83

B. Peetets M.A. Benningd.L.J. NoeAs'Dept. of Pediatric Gastroenterology and Nutrition, Emma
Chil drends Hospital, Academi c 2Pedrentirig@rd|Spe€lad nt er |
Education Research Unthd{i@ke Universiteit Leuven, Leuven, Belgium

1440 Predicting NAFLD in severely obese children and adblescents
invasive pdiction rules ambvel biomarkers lack sufficiemogiag

accuracyp. 184

B.G.P. KobtO.H. van der Baalootwey A.E. Boh#e A.J. NederveéerM.P. MerkysP.L.M.

Janse® J. Stoké&r M.A. BenningalDept. of Paediatric Gastroenterology and Nutrition, Emma
Chil drends Hospital / Ac a2dhddimdodt ObésitydGentra IHeidéheuvel, r e /
HilversuniDep. of Radiology, Academic Medical Centre Ant&énieahResearch Uhiiademic

Medical Centre, Amsterdam, The Nethefewuts, of Hepatology, Academic M&do#le,

Amsterdam, The Netherlands

1450 Gluten challenge in the diagnosis otiselas®p. 185
N. van RheerfeiR.H.J. Houwellr.J.W. ten Katé. MubarakDepts. of PaediatGastroenterology
and?Pathology, University Medical Center Utrecht, The Netherlands

1500 Increased 41, but not{l7A production in the sma8tineé is charac

teristic for pediatric Cdliseasép. 189

M.A.van LeeuwgrD.J.LindenbergKortlevke L.F.de RuitérH.C.RaatgeepR.R.de Krijgér M.
Groeneweég].C.Escher J.NSamsofDept. of Pediatric Gastroenterology, ErasmUiieitea
Sophia Chil dr e nZept. oHRathglogyt ErdshtedidaloCerttre, Ratterdamppt.
of Pediatrics, Maasstad Hospital, RottEndaxgtherlands

1510 Rectal examination in childdgital versus transabdominal ultrasound

(p. 187)

R. Burgers 2 T.P.V.M. de Jéng M.A. BenningdPediatric Gastroenterqgldgyyma Children's

Hospdl, AMC, Amsterdam, Netherl@@sd i at r i ¢ Ur ol ogi cHofi®anUuMeE r |, Uni
Utrecht/AMC Amsterdam, The Netherlands
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The value of defecography in the diagnostic and therapeutic manageme

in defeation disorderscimldrerp. 189

S.M. Mugié G. BatésJ. PundtiC. Di Lorenzdd. MoudalDivisiorof Pediatric Gastroenterology,
NationWie Chi |l drends Hw®sppioRadi, olCogyumbMast, i oonHvi de C
Columbus, QBDivision of pediatric gastroenterdldd; / Emma Chi | drends Hospi f
Netherlands

Disease phenotype at diagnosis in padéthalmts diseasB-year

analyses of the EUROKHy®tryp. 190

C.l. de BigA. Paerregadr®. KolacékF.M. Ruemmel&. Koletzkol.M.E. F&llJ.C. Eschieand
the EUROKIDS ®0iBD Working Group of ESPGHANMUS MSBophia Childrerttopital,
Rotterdam, The Netherlaitisdovre University Hospital, CopenbagemarkChildren'sdspital
Zagreb, Zagreb, Croattddpital NeckBnfants Malades, PaFRsance SDr. von Haunersches
Kinderspital, LudwWgximiliargniversitat, MunidBermanyéChelsea and Westminstespital,
London, United Kingdom

Huishoudelijke vergadering Sectie Kinder MDL

DEGHMeeting Baroniezaal

Voorzitters:K.N. Faber en J.C. BatiezCheca @’* ZonMw

Voordradhn in het Engels, spreektijd 8 minuten, discussietijd 4 minuten

Theme

0900

0912

Disease mechanism and therapy

Albumin is a neuroprotective agent for-mtlwd®ed auditory brainstem

dygunction in Gunnpaps(p. 191)

A.B. SchreuderA.C. Riég J. Vanicova L. Vitek, S.M. Shap#oH.J. Verka#elPediatric
Gastroenterology and Hepatology, Dept. of Pediatrics, Center for Liver, Digestive, and Metaboli
Di seases, B e a t-tUniversitCMeiditaldOergen Greninddm, &mivemitiagén, The
Netherland@ept. of Neurology, Virginia Commonwealth University, \RigmiandSAnstitute

of Clinical Biochemistry and Laboratory Diagfiéstiedfylof Medici@harles University, Prague,

Czech Repuhlidh Dept. of tarnal Medicinest BEaculty of Medicir@harles Urersity, Prague,

Czech Republic

Inhibition of MRP1 attenuates liver fibrosis in vitro andl#?)vivo
A.U Rehman, .BMikus, HMoshage and K.Raber,Dept. of Gastroenterology anmhtbteyy,
University Medical Centeni@gen, University of Groningen, The Netherlands
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0924 How computer simulations ofafattybetaxidation help to elucidate

metabolic diseasechanisnis. 193

K. van Eunéh S. SimoAsA. GerdirigG. den Bestehi N. Touty BJ. Reijngoud, A.K.Groeh?
and B.M. BakkériDept. of Pediatric, Center for Liver, Digestive and BisedzdicUniversity
Medical Center Groningen, GronfgtherlandSonsortium for Systems @ipldmsterdam, The
Netherlands

0936 Role of NLRP3 in obesityiced liver steatosis and inflam(pafioh
AAA Adarh, PJ. Bakkey GW.J. Teské LC. Gaemeiss JC. Leemar?s Tytgat institute for liver
andintestinal research 8Rdtholgy, AMCAmsterdam, The Netherlghdst authors

09.48 Invited speaker
Mitochondrial cholesterol in liver diseases
Professor J.C. Fernardbeca,groupleader at thiwer Unit and Insti
tuto deinvestigaciones Biomédicas de Barcelona @BB)®bypisiting
researciprofessor éfathology at the University of Southern California in
Los Angeles, U.S.A.

10.30 Koffiepauze

DEGHFMeeting Baroniezaal

Voorzitters J. Raes en A.A. te Velde %’7 ZOI'IMW

Voordachten in het Engels, spreektijd 8 minuten, discussietijd 4 minuten

Theme G&H disease gene identification & functional analysis

1100 Immunochipased analysis of 72.000 individuals identifies 50 novel IBD
loci, refining definitiondisgase pathveay. 195)

R.K.Weersrhan behalf of the International IBD Genetics CoM3epiumi, Gastaterologgnd
Hepatology, University of Groningen and University Medical Cenjarh@rNeihgelands

1112 Genome wide analysis identifies maotnbneation as cause of somatic
loss of heterozygosityysts from paystic liver disease patients

(. 1%)
M.J. JanssgnR. PfungtJ.P.H. DrenfliDept. of Gastroenterology & Hepatdegy., oHuman
Genetics Radboud University Nijmegen ®lenlicg Nijmegen, The Netherlands
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11.24 HSPAG6 is a prominent cigarette smdoked gene residing in a UC
susceptibility locus and protects against-oydokiee apoptosis
(p 19)
A. Regeliag F. Imhain T. BlokZijlH.H. VoldéersJ.A.L. VisserV.W. BloksK.N. FabgrG.
Dijkstrg Dept. of Gastroenterology and Hepatology, University Medical CentéD&rbnifigen,
Pediatrics, University Medical Center Groningen, The Netherlands

1136 Cigarette smoke is emvironmental factor that reduces innate immune
functions especially imdividuals with the -&3ociated risk variant
ATG16LT300Ap. 198)
A.Regelindi.H.VoldersT. BlokzijlE.M.Jvan der Lodt.H.JGeukenk.N.FaberG. DijkstraDept.
of Gatroenterologgnd Hepatology, University Medical Center Groningen, Usiveisigof The
Netherlands

11.48 Invited Speaker
The gut microbiome in health and IBD
ProfJ. Raesgroup leader at the VIB Department of Structural Biology
Free Wiversity Brussel, Belgium

Postersessie DEGH Meierij Foyer

1230 De postersessie \anDEGH vindt plaats tussef £2.23.30 uur
Tijdens deze sessie worden derpastor de posterprijzen geselecteerd.
Voorhet posterprogramma zie pagina 5

13.30 Vervolg DEGbtogramma.

Sectie Inflammatoire Darmziekten (IBD) Brabantzaal

Voorzitters:G.Dijkstraen G.R. AAMO Ha e n s

14.00

14.25

Genetische factordij IBD: betekenis voor de Kliniek, nu en in de
toekomst
Dr.R.K. Weersma, M@ts, UMC Groningen

Huidige pathofysiologische inzichten: wat gaat ons dit opleveren?
Dr.G. Bouma, Mfatts, VU medisch centrum, Amsterdam
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14.50 Oprichting Sectimflammatoire Darmziekten (IBD)

voorgezeten door voorzitter D.J. de Jong en secretaris B. Oldenburg
van voormalige werkgroep IBD van de NVGE

Vervolgrogramma

Voorzitters:G . Dijkstra en G.R.A. M. doéHaens

15.05 Is Top Dmn en tight control de juiste strategie bij alle Crohn patiénten
in de toekomst? Heterogeniciteit in ziekte ernst wZundLilBBurg
cohort.
Dr. M.J. Pierik, Marts, Maastricht UMC

15.30 AntiTNF behandeling en monitoring in de praktijk
Dr.Cl.J.Ponsioen, MBtts, AMC, Amsterdam

15.50 Vragen en uitslag stemming bestuursleden sectie IBD

16.00 Einde programma
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DEGHFMeeting Baroniezaal

Voorzitters:D. Jonkemsn S.W.C. van Mil Qi’— ZonMw

Voordrachten in het Engels, spreektijd 8 minuten, discussietijd 4 minuten

Theme G&HImmunology

1400 Adrenergic modulation of inflammatory denditid €&lls
L.E.J. NijhdisB.J. OlivierF.W. Hilbers, W.J. de. Jori@ggat Institute for Liver and Intestinal
Research, Academic Medical Center, Am&ibaiietherlands

1412 Effects of corticosteroids on intetfsigmaling and inhibition of hepatitis

C infetton bylasmaeytoid dendritic cefls200

P.E. de Ruiter, P.P.C. Boor, Q. Pan, J. de Jonge, H.J. Metselaar, G. Kazemier, HW. Tilanus, .
Kwekkeboom, L.J.W. van der Degts. of Surgery and Gestwlogy & Hepatology, Eradndis

University Medical Center, Rotterdam, The Netherlands

1424 Conditional activation of intestinal Hedgehog signaling inhibits the Inte

feron reponsép. 20))

N.V.J.A. BlllerW.A. van D§pA. UhmaAnP.E. Ver Loreran Themdatl. Heijmahs D.W.

Hommes V. MuncanH. Hahbh G.R. van den Btink iITytgat Institute for Liver and Intestinal
Research, Academic Medical Center, Amsterdam, The NéllmgiaonfsGastroenterology and
Hepatology, Academic MedigaleCeAmsterdam, The Netherl@indsitute of Human Genetics,

Georg August University of Goéttingen, GéktaanfPlanck Institute for Plant Breeding Research,
Cologne, Germartpept. of Gastroenterology and Hepatology, Leiden University Medical Center,
Leiden, The Netherlands

1436 Rapamycin inhibits innate and adaptive immune functions of humai

plasmaytoid dendritic céfis?029

P.P.C. BojrS. ManchamL.W.J. van der Lgan.J. Metseldad. Kwekkeboérdepts. ofGastre
enterology and Héglogy, anéSurgery, Erasmus -MAlversity Medical CenRetterdam, The
Netherlands

1448 The formation of tertiary lymphoid tissue in colitis is under neuronal contr
(p. 203

B.J. Olivier C. CailottpJ. van der VHef. Hilbets G.E. Boegktaerns W.J. de Jonde R.E.
Mebiu¥, 1Tytgat Institute for Liver and Intestinal Research, Academic Meditatédatar, The
NetherlangdsDept. of Gastroenterology, University Hospital LeuvenBelgiwpADept. of
Molecular Cell Biol@md Immunology, VU University Medical Rmsterdam, The Netherlands
4Threse Authors contributed equally

15.00 Abstract and poster prizes
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15.15 Ledenvergadering Sectie Experimentele Gastroenterologie

i e sectie experimentele castroenterologie
%

iiim:‘

Abstract MeetindNESPEN Zaal 80

‘N ESPEN
Voorzittes: C.F. Jonkeen G.J.A. Wanten

Voordrachten in het Nederlands, spreektijd 7 minuten, discussietijd 3 minuten

0930 Fall incidents decrease after-tghortoral nutritional intervention in

malnourished eldgrbtientsa randomized controlled(friad4

F. Neelemadt* P. Lipg, JE Bosmar¥s A Thij¢, JC. Seidell, MAE. van Bokhorde varder
SchuerénDepartments of Nutrition and Dietetics, Internal Medicine lastiUEGOHealth and

Care Research, VU University Medical Center, ArfBepdement of Internal Medicine, Section
Endocrinology and EMGO Instdutelealth and Care Research, VU University Medical Center,
AmsterdamDepartment of Health ScienceBM@O Institute for Health and Care Research, Faculty
of Earth and Life Sciences, VU University, AmfRemintment bfternal Medicine, VU University
Medical Center, Amsterdam, The Netherlands

0940 The bioelectrical impedance phase angleass ioflimdernutrition and

adverse cliniaaltcora in cardiac surgical patignf$5

M. Vissérz L.M.W. van Venredip.C.M. Wand€rR. de VEsW. Wisseligk

P.A.M. van LeeuweB.A.J.M. de MolDepartment of Cardiothoracic Sufgemgmic Medical

Center University of Amsterdam, Amst&idpartmerdf Surgery, VU Umisity Medical Center,
AmsterdaniDepartment Bfietetics, Academic Medical Center University of Amsterdam, Amsterdam,
4nstitute of Health Sciences, Faculty Earifie &wiences, VU University, Amstébdgartment of

Clinical Epidemiology and Biostatistics, AcademiCameeliddhiversity of Amsterdam, Amsterdam,
TheNetherlands

0950 A 60% reduction in hospital admission rate of patients on home parenter
nutrition aftantroduction of taurolidine catheter locking:-ap fofow

nealy 200.000 days 2®)
E.D. Olth§fG. Huismade Wad| R. Vissets G.J.AWanteh lntestinal Failure Ubigparhent of
Gastroenterology and Hepatology, RadheusityMNijmegen Medieaitre The Netherlands

1000 Use of parenteral nutrition in critically ill cardiovascular patients is related

highemortalityp. 20)
P.JM. Weij$2 SN. Stapé| SDW. de Grodt A Girbes A BeishuizéniDepartmerof Intensive
Care MedicimDepartment of Nutrition and Dietetics, VU UniversiGeMienida¢ Netherlands
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Coffee and tea consumption is not associated with colorectal cancer ris

results of a largeospectiviaopulatiotvased cohort stugy2(®)

V.K.Dik, M.G.HVan Oijér, C.S.P.MUiterwaal C.H.Van Gik F.J.B.Van Duijnhoven P.D.
Siersemia H.B. BuenaleMesquitef, Department of GastroenterologyHaptblogy, University
Medical Center UhiedJtrecht, The Netherlagisision ddigestive Diseases, David Geffen School
of Medicine, University of California Los Arggelesgeles, CAulius Center for Health Sciences
and Primary Care, University M€diotdr Utrecht, Utrecht, TheeNatlds*National Institute for
Public Health and tBeviroment (RIM), Bilthoveiihe NetherlandBivision of Human Nutrition,
Wageningen University, Wageningen, The Netherlands

Prospective evaluation of the prevalenesobflfigt vitamdeficiencies

and decreasé&mdne mineragdsity in chronic pancregiitis®)
E.C.M. Sikkens?, D.L. Cahent, E.J. Kuipers?, M.JDBparbhent of Gastroenterolerggmus
Universitiledical Center, Rotterddra,Netherlands

Severe wdij loss before radiotherapy is a major prognostic factor for

survival in patients with head and neck(jgatic¢er

J.A.E. LangiysS. Bakk&rD.H.F. RietvaldH.M. Kruizerigd.A. Langendjjl.J.M. WeljC. René

Leemarfs Dept. of Nutrition abDiktetics, Internal MediciRadiation Oncology, VU University
Medical Center, Amsterd&adiation Oncology, University Medical Center Groningen, University of
Groningen, Groningé@tolaryngology/Head and Neck Surgery, VU University Medical Center,
Amsterdam, The Netherlands

Koffiepauze en ontvangst netwerksymposium frontroom Parkzaal
NESPEN members, research dietitians and nurse practitioners

NESPEN

Zaal 8

Chair:

11.00

{NESPEN

Symposium nutritional assessment,
dobs and dondéts in clinical nutrit

Dr. G. Ligthévtelisand Dr. G. Wanten
Introduction and goals of symposium

(Platform research dietitians and nurse practioners)
Dr. M.A.E. van Bokhbid# van der Schueren
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11.10

11.50

12.00

12.10

12.20

1230

12.40

12.50

13.00

13.D

13.15

Nutritional assessment in dietetic research

Professor Marinos Elia, of the University of Southampton's Institute of
Human Nutrition and Developmental Origins of Health and Disease
Divisiowf the School of Medicine

Discussion

Short preentations of research dietitians and nutritionistsheir
studiesin relation to body composition, body function and energy
expenditure

(7 minutes presentation / 3 minutes discussion)

Handgrip strength and self reported weight in thatperiopgatient
clinic

Liesbeth Haverkort, VUmc/AMC

Fat free mass in pediatric patients
Peter Weijs, VUmc / Hogeschool van Amsterdam

Resting energy expenditure in head and neck cancer patients
Jacqueline Langius, ViAmesterdam

Body composition in patients with rheumatoid arthritis: two sides of the cc
Nicole Konijn, VUmc / Wageningen University

Screening and treatment of malnutrition in infants
Joanne Oliemans, Erasmus MC, Rotterdam

Refeeding in claipractice, a research protocol
Sandra Visser, Medisch Centrum Alkmaar

Presentation of translated website malnutrition steering group
Marian van Bokhorst, malnutrition steering group

Cora Jonkers, secretary NESPEN
What have walaed today, where do we want to go?

Networking lunch
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Programma V &VN MDL Diezezaal

Maag Darm Lever

10.00 Opening door de voorzitter
Mevr. P. Bol, voorzitter V&VN MDL, Meander Madisch Cen
Amersfoort

10.00 EndeSPONGE
Dr. C.M. Bakker, Midts, Atrium MC, Heerlen

10.20 lleus in de palliatieve fase
Dr. A. De Graeff, inteime$toloog, Universitair Medisch Centrum Utrecht

10.9 GIST patiénten, een zorg apart
Mevr. E. van Anele Haas, Contactgroep GIST Nedednél

11.10 Mul tidisciplinaire richtlijn d&dstc
Drs. E. van der Schrgelk_oosCentraaBegeleidingSrgaan, Utrecht

11.30 Voeding bij PDS
Mevr. U. Harkema, zelfstandigaah@tiaktijk, Breukelen

11.50 Algemene Ledervergadering
Mevr. P. Bol, voorzitter V&VN MDL

12.15 Lunchbuffet in de Kempenhal
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Programma Endoscopieverpleegkundigen Diezezaal

Beroepsvereniging van zorgprofessionals

Maag Darm Lever

Voorzitter: P. Bol

13.50 Communicatie met analfabeten, allochtone patiént
Drs. H. Akol, MAatts, Meander Medisch Centrum, Amersfoort

14.10 Stand van zaken verpleegkundig endoscopisten
Mevr. W. Kok, verpleegkundig endoscopist, Medisch Centrum Alkmaar

14.9 Evidence based bloedingen
Dr. R.J.J. de Ridder, MB&, Maastricht UMC

15.00 Advanced imaging
Dr. E.J. Schoon, Midts, Catharina Ziekenhuis Eindhoven

15.30 Einde programma

Programma Leververpleegkundigen Zaal52

Beroepsvereniging van zorgprofessionals

Maag Darm Lever

Voorzitter: A. Nijmeijer

13.50 Hepatitis B: De Nieuwe Richtlijn!
Dr. E. Bustdv|DLarts i.0. Albert Schweitzer ziekenhuis, Dordrecht

14.10 Hepatitis E: Een zorg van de toekomst?
Dr. R.A. de Man, Midts, Erasmus MC, Rotterdam
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14.40 Hepatitiscentra / LeverceD&al oekomst?
Dr.P. HonkoopVIDLarts Albert Schweitzer ziekenhuis, Dordrecht

15.00 Hepatitis C: Update in behandelingsmogelijkheden
Prof. dr. J.P.H. Drenth, Jsiffd, Universitair Medisch Centrikadoud,
Nijmegen

15.30 Einde programma

Programma IBD verpleegkundigen Zaal55

Beroepsvereniging van zorgprofessionals

Maag Darm Lever

Voorzitter: A. de Heer

13.50 TOPIC: de eerste resultaten en implicaties voor de praktijk
Dr. D.J. de JongDMarts, Universitair Medisch Centrum St. Radboud,
Nijmegen

14.20 The Price of IBD
Drs. M. van der Valk -anderzoeker, Universitair Medisch Centrum Utrecht

14.40 Faecestransplantatie
Drs. N. Rossen, astaderzoeker, Academisch Medisch Centrum,
Amsterdam

15.00 Calproteceneen toegevoegde waarde?

Drs. J.M. Jansen, MiDis, Onze Lieve Vrouwe Gasthuis, Amsterdam

15.30 Einde programma
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Programma voedingsverpleegkundigen

Beroepsvereniging van zorgprofessionals

Maag Darm Lever

Voorzitter: W. Kuin

13.50 Voeding bij Brickeroperaties
Dhr. R. Sneldedsétist i.0.

14.10 DRIFT: the Dutch Registry of Intestinal Failure and Transplantation
Drs. A.M.C. Roskott, chirurg i.o., Martini Ziekenhuis, Groningen

14.40 Ondezoek ervaringen neussonde
Mevr. N. Tijdeman, in kader van Afstudeerproject TU Delft

15.00 Hydratatie in de geriatrie
Dr.W.Janssens, geriater, Universitair Ziekenhuis, Gent

15.30 Einde programma
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Poster rounds DEGH meeting Thursday, March 22nd

Theme

1.

Theme

Cell Biology and Metaboligrthair: D. Jonkers and S.W.C. van Mil

ER stress in Panet h cientslwglhT@16L1i n a

mutations

J.J. DeuringMP. Peppelenbodck.J. Kuipets C. de Ha#r, C.J. van der Wotid&hese authors
contributedqually to this wodErasmus Medical Centre, Gastroenterology and Hepatology, Rotterdam
The Netherlands

The role of cell divisioantation in liver development

C.L Sliry F. LazarDieguez D. Cohén L. PennidgH. Toussa#tA. de BriinD. HoekstaA.

Muesch S.C.D. van JzendépotDBeptof Cell Biology, Section of Membrane Cell Biology, University
Medical Center Groningen, University of Groninggeen@renNetherlandBeptof Developmental &
Molecular Biology, Albert Einstein College of Medicine, New? Fadulty A Veterinary Meeljc

Deptof Pathobiologytrecht University, Utrecht, The Netherlands

Targeting specific FXR isofiorthe lbe acid biosynthetic pathway

M. BoesjésJ. HagemanV.W. BloksH. HavingaF. Kuipe¥s, A.K. GroéA Laboratory &Pediatrics
and?Laboratory Medicine, Center for Liver, Digestive and Metabolic Diseases, University Medical C
Goningen, Groningen, The Netherlands

Renal NKCC2 transporter triggers enhanced urinary ammonia excre
during induced hyperammonemia: a novel target yoffathdreypatic

encephalopathy?

L. Mpaban¥#3 D.Dhat, C.H.CDejong R. JalaR SW.M.Olde Damihk Deptof Surgery, Maastricht
University Medical Centre, and NUTRIM School of Nutrition, Toxicology and Metabolism, Maas
Universitaastrichth& Netherlandslepatd?ancreatBiliary and Liver Transplant Surgery, Royal Free
Hospital, University College London, Lokdchjvel Failure Group, UCL Hepatology, Royal Free
Hospital, University College London, United Kingdom

Somatic inactivation in polycystic liver SEC63 germline carriers occ

through loss loéterozygosity
M.J. JanssénJ. SaloménR.H.M. te Morstghé& P.H. DredtiDeptof Gastroenterology & Hepatology,
Radboud University Nijmegen Medical Centre, Nijmegen, The Netherlands

Metaplasia and Can@Chair: G. Bouma and C.C. Paulusma

TollLike Receptor 4 activation may promote development of esophag

adenc ar ci noma i gustBraughringlucttodma QX8 o p h a
R.E. VerbetkP.D. Siersema. Bus F.J. ten K&eK. Fluitér R.F.Souz4 F.P. Vleggdad.W.P.M.

van Badl 1Dept. of Gastroenterology and Hepatblegy, of Pathology, University Medical Center
Utrecht3Dept. of Neurogenetics, Academic Medical Centery Ohikersterdam, The Netherlands,
4University of Texas Southwestern Medical Center, Dallas, Texa
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10.

Theme

11.

12.

13.

Stool proteomics reveals new candidate biomarkelsectal cancer

screening

LJW. Bosch M de Wi G OudgenoégAC. Hiemstra S Mongerfa SR. Piersma T.V. Phard NC.T.

van GriekéndS. Terhaar sive DrdstEA Oor}, ST. vanTurenhogtl Ben LarBi CJJ. Muldey B
Carvalhp CR. Jimenez RJ.A Fijneman GA. MeijeY, 1Deptof Pathology, VU University Medical Center,
Amsterdam2Dept of Medical Oncology, VU University Medical Center, AniBeptiai
Gastroentengy and Hepatology, VU University Medical Center, Afrtstexadineriands

MicroRNAs as biomarkers for the response on chemoradiotherapy in

phageatancer
E.L.A. Toxopeu$V.R.R. FatK. BiermahnH.W. TilanysB.P.L. WijnhoverL.J.Wvan der Lan
Deps$ oftSurgery arffPathology, ErasmusiMahiverisy Medical Centre, RotterdaemNEtherlands

Tumoinfiltrating regulatory T cells favor tumor development by suppress

local tumeapecific T cell responses innyriamal metteic liver cancer
A. Pedroz&onzaléz C. VerhogfJ.N.M. 1Jzerm@ndl.P. Peppelenbdscld. KwekkeboénmH.L.A.
Jansseh D. SprengetdDepiof Gastroenterology and Hepatédegpof Surgeryrhe Netherlands

Retinoic acid metabolismraimB e t t 6 sluoeéesuon@mda@rmas eso
phagus

A Lind2 L Koenderm&nl.G. KustexsT. KonifnR. MebidsPeter D. Sierseiri&astrentertology and
Hepatology, UMC Utre@Rgspiratory medicine, UCM Ufiidatripbiology, UMC Utréthtaunology,
VU medical Cent&he Netherlands

Immunology ® Chair: J.P.H. Drenth and R.K. Weersma

Immunological changes in IBD patients clinically respondiogeto low

naltrexongeatment
C. de Hadr C van der ERtMP. PeppelenbdécC. Janneke van der Wéudeptof Gastroenterology
& Hepatology, Erasmus MC, Rotterdam, The Netherlands

Serum IR0 levels correlate with virus load in hepatitis C infected chimps

zees and eviderfoe novel £28B polymorphism

B.E Verstrpert2 NG. de Grod8, ZMA Groothuismiiked. VerschodrRA. de Groethy WM. Bogery

HLA Jansseh P. Moo#, RE. Bontrop G KoopmahA Boonstra2Depiof Virology, Biomedical Primate
Research Centre, Rijs\ljeptof Comparative Geog and Refinement, Biomedical Primate Research
Centre, Rijswiflgept. of Gastroenterology and Hepatology, Erasmus MC University Hospital, Rotterde
The Netherlandisoth authors contributed equally to this work

Cytokine induced colonic epithsirier dysfunction is mediated by choli

nergic receptorsdy rikb independent mechanism

S. Dhawah EW. Hilbets LE.M. WillemseriH. HiemsttaJM.M. den Haani\J. de Jonde 1Tytgat
Institute for Liver and Intestinal Diseases, Acaddedisth Centrum, Amsterédaspt. of Mecular
Cell Biology amdrhunology, VU University Medical Centre, Apssteedduninstitute of Pharmaceutical
Sciences (UIPS), Utrecht University, Utrecht, The Netherlands

52



14.

Theme

15.

16.

17.

18

Functional and genetic alters of the intestinal barrier in compensated

cirrhotipatients

K.E. Pijls D.M.A.E. Jonkkerd. de VrigsE. Schaepkén#\.A.M. Mascle&.H. KoékDeptof Internal
Medicine, Division of Gastroenterology and Hepatology, Maastricht UicalerSigntdie The
Netherlands

Immunology & Chair:K.N. Faber and A.A. te Velde

Histone deacetylase dependent regulation of cytokine secretion in murine

humamacrophages
R. SchilderiglE. W. Hilbesd. Duarte W. de JongdTytgainstitute for liver and intestinal research,
Academic medical Center (Ah@&terdam, The Netherlands

Optimizing induction of CD8+ regulatory T cells by allogeneic human pla:

cytoiddendritic cells

P.P.C. BofrS. ManchaymL.W.J. van der LgaH.J. Metseldard. KwekkebognDeparnents of
1Gastroenterology and Hepatot8gygery, Erasmus -Mgaiversity Medical Centre, Rotterdam, The
Netherlands

Suppressive macrophage phenotype is regulatetbiciacid in the in

testines
G. Goverse, TKonijn, RMolenaar,.RiebiusVU University Medical CeAtesterdam, The Netherlands

Hepatitis B virusertfon activates Kupffer cells
A Boltjeg HL.A. Janss&nAM. Woltmah A Boonst& $Dept. of Gastroenterology and Hepatolo
Erasmus MC University Medical Center, Rotterdam, The Netherlands
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Determination of the HERstatus in esophageal adenocarcinoma-2&# is
associated with survival

M.J.D. Prias].P. RuurdaR. van HillegersBefgJ.W. Kate tetfDept. oBurgery,
Unversity Medical Center UtréBrpt. of Pathology, University Medical Center
Utrecht, The Netherlands

Amplification of the human epidermal growth facte2 peptiER is usually
accompanied by HEReu protein oxexpressionhis is described in various human
tumors, including esophageal cancer. However, the prognostic signifizerece of HER
protein expression and gene amplification in esophageal adenocarcinoma (EAC
unclear. Aim of this study was to evaluate thegperagreaament and prognostic
value of HERneu protein and gene amplification in a large and homogenous
population with adenocarcinoma. A tissue micro array (TMA) was constructed compr
tumor cores of 154 patients with EAC. TRénelEBene ampdifion status was
assessed by sihemthanced in shybridization (SISH) technique.

Immunohistochemical staining-ZHiER specific antibody) and scoring was according
to the HercepT®B4&ivhich ranges from O (negative) to 3+ (intense staining).SEstimate
year overall survival was 33%:-2HIER protein owepression was detected in
14.2% (21/148) and FHfeu gene amplification in 19.1% (29/152) of patients. All
patients with 3+ staining, 33.3% of patients with 2+ staining and 9.5% of patients
negative or 1+ staining showed gene amplification. Overall concordance between pr:
expression and gene amplification was 879%/nélERVerxpression was
significantly associated with lymph node metastasis (jse&2 t®st) and with
distantacurrence of disease (p=.048)-2HieR gene amplification was associated
with advancedsfage (p=.012), lymph node metastasis (p=.004) and with distant
recurrence (p=.040). In univariate analysi&nelERrotein owxpression was
significantly assated with poor cancer specific (CSS) and overall survival (OS) (HF
1.896; 95% CI 1.62878; p=.022 and HR 1.915; 95% CGB21d3p=.014, Cox
proportional regression analysis}2M&R gene amplification was associated with
CSS (HR 1.673; 95% 0R22.726; p=.039). In multivariate anahgsageT(HR

3.247; 95% CI 1.82928; p=.002), grade of tumor differentiation (HR 2.424; 95% CiI
1.4798.973; p=.000) and FHieu protein expression (HR 1.929; 95%-B58239
p=.038) were independentpstig factors for poor OS.

In conclusion, HE2Reu protein owpression was seen in 14.2% and gene
amplifications in 19.1% of patients2/A&R protein expression seems a better
prognosticator than gene amplification. Moreover, results emphestzetoth
examine HERneu gene amplification status in all patients, because a proportion wi
low HER/neu protein levels showed gene amplification. These patients might als
benefit from trastuzumab {E{E&u specific inhibition) therapy.
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The inflence of young age on outcome in oesophageal cancer

A.M.J. van NistelroAijM.J. van NistelfpdijJ.B. van Lanséhtd.C.W. Spaander
H.W. TilanysB.P.L. Wijnho¥erbepartments of Surgeryd Gastroenterokgy
Erasmus MC, Rotterdam, The Nether

The increased incidence of oesophageal cancer, especially in the younger age gr
should encourage early diagnosis. The perceived rarity and poor prognostic outcorr
oesophageal cancer in this group is based on retrospective studiethig baudym o

was to review the clinicopathological characteristics and outcome after surgery
patients aged 50 years and younger with oesophageal cancer. Prospectively mainta
database records of all patients diagnosed with oesophageal careatechaviind t
curative intent over ay2ar period (192011) in a single institution were analyzed.
Patients aged 50 years and younger at diagnosis (n=163) were compared with th
over 50 years (n=1151) with respect to clinicopathological stagegiaatl oncol
outcomes. Younger patients had fesxloidites (p<0.001). There were no differences

in location of the tumour, histology, tumour gradesaagel Nivboth groups, 37% of

the patients underwent neoadjuvant chemo(radio)thdhapg. gaftge: of the older

patients had one or moresaoogical complications vs. 42% in the yameaygroup
(p=0.012). The-88y mortality was 4.3% for patients over 50 compared to 1.0% fou
younger patients (p=0.021). While 5yr overall survival way sigtidrcémtlthe
younger patients as compared to the elderly (41% vs. 31%, p<0.001), medi
diseasepecific and disedsee survival did not differ between both groups (36 vs. 29
months, p=0.106 and 49 vs. 28 months,p=0.079 respectively). Malitsiariate an
revealed that independent factors related to the difference in overall survival inclu
age, camorbidity, surgical complications, tumour grade, resection margin and disea
stage.

Conclusions: A considerable proportion of oesophageal casae pHtagnosed

aged less than 50 years. No phenotypic tumour differences were noted between
groups and diseasgecific survival is similar to the older cohort.
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Surgical treatment of gastric GIST in the imatinib era

J. Stiekemt S. Kd] A. Ct?, F. van Coevorded. van SandickThe Nederlands
Cancer |Instituté Antoni van Leeuwenhoek hospital, Surgical Gmbelogy,
Neherlands Cancer Instituéatoni van Leeuwenhoek hospital, Gastroenterology, The
Netherlands

The introduction of tyr@sine kinase inhibitor imatinib (Glivec) has profoundly changec
the treatment of gastrointestinal stromal tumours (Gl&dg)vaNeamatinib
treatment is strongly advised in patients with locally advanced or marginally resect
disease, where thek of incomplete resection, tumour spill or significant postoperative
morbidity is high. In metastatic GIST imatinib is considered treatment of primary ch
followed by secondary surgery in responding patients. In this study, the outcome
patientsvho were operated for a gastric GIST with or widlthuvargtamatinib was
investigated\ll patients surgically treated for a gastric GIST at our institute in the pa
twelve years (192@11) were included in this retrospective study. Patie@indumour
treatment characteristics were retrieved from written and electronic®pséiees files.

of 48 patients was identified: 18 patients were treated with primary surgery (group 1)
30 patients received imatinib prior to surgery (group danTtuenmedsize was 5.0

cm (range B cm) in group 1, and 13.5 cm (rang@ &@) in group 2. Most
patients had local disease, but one patient in group 1 and seven patients in group 2
metastatic GIST. Nehuvant treatment led to a 25% redoctionour size (p <
0.001).Complete resection (RO) was achieved in all patients in group 1, and 27 patie
(90%) in group 2. Wedge, partial and total gastric resection was required in 7 (39%)
(56%) and none of the patients (0%) in group 1, &b@%ekt B3 (43%) and 4
patients (13%) in group 2. Multiple organ resection was performed in 1 patient (5%
group 1, and in 10 patients (34%) in group 2. Postoperative complications (0% in gro
and 20% in group 2; p= 0.043), were all transiemt eathpboation in group 2
necessitating aingervention. Stratified for extent of resection, there was no significar
difference in complication rate (p= 0.226). At a mediprof@@wonths, 2 patients
(11%) in group 1 and 5 patients (17%)pi2 dpadi recurrent or progressive disease.
This was seen exclusively in patients with R1 or R2 resection or tumour spill during
operation. Five patients died of GIST. Median survival was not yet reached in eil
group.

Conclusions: In this surgeaés of gastric GIST patientsdp@egant imatinib led to

a significant reduction in tumour size, witsignificant increase in postoperative
complication rate. Considering the larger tumour size of patients in group 2, witl
historical poor grmsis, imatinib proved its value in our series in achieving a longe
progression free and overall survival.
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Safety of epirubicin, cisplatin and capecitabin chemotherapy in patients with
resectable oesophageal or gasiesophageal junction adenocarciaoqutside
clinical trials

P.C. van der Sk Ubirfk S. van der Hdéysl. BoonstaE.E. Voestl.H.M. Borel

Rinkes M.J. WiezemM.E.I. SchippeP.D. Siersefpa. Lo% R. van HillegersBerg

M.P. LolkerjdJniversity Medical Center Utl@ohsion of surgeiyept. of Medical
OncologyDept. of Patholo@yept. of Gastroenterology and Hepatology, St. Antonius
Hospital Nieuwegébept. of Internal Medicine and Oncéblegy, of Surgery, The
Netherlands

Introduction: In this giewtive study an analysis was performed of safety and
feasibility for perioperative epirubicin, cisplatin and capecitabine (ECC) chemotheraj
a population based patient group with resectable oesophagealdarb GOJ
carcinomaOur goal was to compafety and efficacy in our cohort to the MAGIC trial
study populatidviethods: The clinical data from 93 consecutive patients, treated wit
perioperative ECC for resectable oesophageal or GOJ adenocarcinoma were analy
All patients had a least 1 mimtittw up since the last ECC dose. Source data
verification of all grade 3, 4, and 5 adverse events was performed by two indepen
observerfiesults: Chemotherapy treatment using ECC was found to result in more th
expected toxicibpwever this didt affect the rate of curative intent surgery. The most
frequently reported toxicities were grade 3 and 4 thromboembolic (16.2%) a
cardiovascular (7.2¢nts. Often these toxic effects resulted in early discontinuation
of chemotherapy treatment. Acahdustory of cardiand vascular disease was
independently associated with discontinuation of preoper#tm@amhemoinary
regression analysis. A medical history of cardiac disease alone was independe
associated with the occurrence ef$jatt higher adverse events (p: 0.049). Despite
the difficult delivery of the planned therapy and its toxicity, our preliminary efficacy
suggest that this treatment strategy is effective with a pCR rate of 8%.

Conclusion: This is the first statgvhluated the administration of 6 cycles of ECC
based perioperative chemotherapy in a homogeneous population of patients v
oesophageal adenocarcinoma outside clinical trials. The regimen appeared more t
than reported in mixed series of patteraeswphageal and gastric cancer.
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Endto-end cervical esophagogastric anastomoses require a higher number of
endoscopic stricture dilations compared with-terside anastomoses after
esophagectomy

L. Haverkam.C. van der Sluis, R.J.J. Verh&eRuurda, R. van Hillegersberg,
UMC Utrecht, The Netherlands

Cervical anastomotic leakage and benign stricture formation occur frequently a
esophagectomy. Surgical anastomotic techniques might influence outcome.The obje
of this study is to gual the influence of emeind (ETE) versus ¢oadide (ETS)
handsewn esophagogastric anastomosis in patients who underwent an esophag
resection with gastric conduit reconstruction. A total of 390 consecutive patients v
analyzed, with 112 ETE 2rel ETS anastomoses after esophagectomy and gastric
tube reconstructidia significant differences were found for in hospital mortality for ETI
5 (4%) versus ETS 16 (6%) anastomoses (p=0.61); anastomotic leakage rates, ETI
(18%) versus ETS 58 (21%50%x0A higher incidence of anastomotic strictures was
seen in ETE 48 (42%) compared with ETS 89 (32%) anastomoses (p=0.04). In cont
the group with ETS anastomoses had a significantly higher rate of pneumonia, 77 (Z
versus 18 (16%; p=0.01). Invaridte analysis, none of these differences remained
significant. However, the number of endoscopic dilations required for patients witl
ETE anastomosis continued to be significantly higher. A mediaf) dfldtio(s

were necessary in patients wibenign anastomotic stricture in the ETE group,
compared with a median of-8) (flations per patient with a benign anastomotic
stricture in the ETS group (p<0.001).

In conclusion, the technique of anastomosis is not significantly relatgd to morta
anastomotic leakage, stricture formation, and hospital stay. However, patients with
anastomoses require significantly more dilations compared with patients with E
anastomoses.
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Increase in brown adipose tissue activity in morbidly obese sudfjectsariatric
surgery

G.H.E.J. Viigeh N.D. BouyyG.J.J. TeuleB. Braris P. Schrauw&nw.D. van
Marken LichtenBeMaastricht University Medical C&dpt, of General Surgery,
2Dept. of Human BioléDgpt. of Nuclear Medicine, Therkiths

Increasing energy expenditure by the stimulation of heat production in brown adig
tissue (BAT) is a potential target to treat obesity. We earlier demonstrated that E
activity is inversely related to body fat percentage, which sugsgiestsBilatre
activity could prevent or treat obesity. It is unknown whether BAT can be recruite
adult humans. Here we observed BAT activity in morbidly obese subjects before
after weight loss induced by bariatric surgery. Ten morbidly obeseesstodiers w
before and one year after bariatric surgery. After the application of a personalized co
protocol for optimal 8bivering thermogenesis, BAT activity was determined using
1¥~fluore deoxyglucose positeomissiotomography and compimetbgraphy
(FDGPETFCT). In the morbidly obese state, only two out of 10 subjects showed acti
BAT. One year after surgery five subjects had active BAT. BAT activity increased
BAT was present in additional anatomical locations. After weightokisge BAT
subjects had significantly higheshinaring thermogenesis (NST) compared to
BATnegative subjects (P<0.05).

Conclusiongfter weight loss the presence of BAT increased. Here we show for the fii
time that BAT can be recruited in aduls hummeatdition, we demonstrate that BAT
thermogenesis may be important in human energy balance. Therefore, BAT recruitr
can be a therapeutic target in the prevention and treatment of the metabolic syndrom
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Failure to record a famhystory of familial cancer in patients' notes is associated
with early stage colorectal cancer

K. Kesselg, N.L. de GrépH.H. FiddeR. TimmerM.F.J. StélkM.G.H. van Ofjen
G.J.Offerhadgs P.D. SiersemaDept. of Gastroenterology apdtblegy, University
Medical Centddtrecht, UtreciDept. of Gastroenterology and Hepatology, Sint
Antonius Hospital, Nieuweg@apt. of Pathology, University Medical Center Utrecht,
Utrecht, The Netherlands

Background.ynch syndrome associatiedental cancer (CRC) usually presents at a
relatively young age. The Revised Bethesda Guidelines advise screening for Ly
syndrome in patients diagnosed with CRC and a positive family history (FH) of CRC
related cancers. Recording of FH of CRElased cancers in young patients
diagnosed with CRC is known to be insufficient; however, the egtmrtdoignisn
unknown. Identification of factors associated with the failure to record the FH n
improve adherence to the Revised Bethesda & delireevaluate whether a FH

of CRC and related cancers was Trecor
associated with insufficient recording of the FH in patients widneG50G/adrs or
younger. Methoda one university and two gehesaitals, all patients diagnosed

with CRC at an age of 60 or younger between 1999 and 2008 with an electronic me:
record were included. All electronic medical records were evaluated for a recorded F
CRC and other Lynch syndrome associatesl €atmariand tumor characteristics

were retrieved from the Dutch Comprehensive Cancer Centre (IKNL) and the Dt
Pathological Archive (PALGA). Multivariate analysis was performed using the bir
logistics module of PASW Statistics verdtesulis8 A total of 1,421 patients-diag

nosed with CRC aged 60 years or younger were included of which 710 had an elect
medical record. FH was not recorded in 294/710 (41%) patients. Multivariate anal
showed that from 1999 to 2008, recording of a®ldruf @Rited cancers improved

with an odds ratio (OR) of 1.09 (95%I16)0Ber year. In addition, early stage
(stage O to II) CRC was associated with the failure to record the FH (OR 1.55, 95¢
1.142.12). Other factors, including younger aggnasisligOR 0.99, 95%CI
0.971.01), male gender (OR 1.16, 95%¢ll.8¥B5proximal tumor localization (OR
1.15, 95%CIl 0:-8%81), poor differentiation grade (OR 0.97, 95%@b)) &dd
mucinous histology (OR 0.89, 95%14Dp6vere not associatid the failure to

record FH of CRC and other Lynch syndrome associated cancers.

ConclusionA FH of CRC and other Lynch syndrome associated cancers was nc
recorded in more than 40% of patients who presented with CRC aged 60 years
younger. Recordinghef FH improved gradually over the years. As early stage CRC
was found to be associated with the failure to record FH, this suggests that particu
advanced stage CRC makes physicians, patients or both aware that the detected (
may have a relatiopshith a FH of CRC and related cancers.
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Barriers to genetic testing for Lynch syndrome

C.H.M. LeenemM. den HeifeC. van der M&eR. Timma&nE.J. Kuiperé M.E. van
Leerdaf A. WagneérDept. of Gastroenterology and HepatDlegl of @lcal
Genetics Dept. of Medical Psychology and Psych§tDeyatpyf Internal Medicine
Erasmus MC, University Medical Center, Rotterdam, The Netherlands

Lynch syndrome (LS) is a genetic predisposition for colorectal carcinoma, endome
cancer iad other malignancies and is caused by inherited germ mutations in mismat
repair (MMR) genes. Despite the fact that genetic testing and targeted surveillance
have a major impact on cancer survival, the uptake of genetic testing by family mem
of LS carriers is far from complete. The objective of this study therefore was to inv
tigate barriers to genetic testing for LS. For this study, 177 individuals tested for
between 2008 at a tertiary center, were invited by phone and mailtéo participa
Furthermore, they were asked to approdebtemhiamily members to participate in

this survey study. A questionnaire was sent to all family members who consente
participate, addressing motivation, Hospital Anxiety and Depression scale (HAL
cancer worry scale, family dynamics, and risk knowledge. Testedtaddamoity
members were compar ed us-Whitgey U test. Inkotals h e r
129/177 tested (73%, 39% male) and 16488tatbn42%, 38% male) family
members fno 40 LS families completed the questionnaire. Median age of tested fam
members was higher thantesiad family members (59 vs 38 yrs; p=0.007). There
were no differences between tested ategtadrfamily members in anxiety, cancer
worry scores amisk knowledge on-dsSociated cancer risks. Regarding family
communication, there were no differences in timing and communication tools
communicating the diagnosis of LS in the family. However, tested family members k
significant more first degetives (FDR) (median: 2 vs 1 FDR; p=0.004) and second
degree relatives (SDR) (median: 2 vs 1 SDR, p=0.05) with cante=tdlaiamdi
members. The most important reasons for genetic testing for LS were: 1) availabili
surveillance programrfmsLS (61%), 2) to end insecurity regarding LS diagnosis
(47%), 3) fear for cancer (22%). The three most important reasons for declining ger
testing were: 1) problems with life insurance and mortgage (50%), 2) being happy
life as it is (44%)d&a3) not experiencing any physical complaints (37%).

In conclusion, although the number of inclugsteddamily members is limited, the
most important barriers for genetic testing in LS are not related to anxiety, cancer w
or impaired risk kihedge, but to the personal situation and the limited contact with
family members affected by cancer. Anticipated problems with life insurance e
mortgage are important to abstain from genetic testing. Younger age and knowing ft
family members with eamfluence the urge to be tested.
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Patients with Lynebompatible colorectal cancer without identifiable germ
mutation do not have a positive family history of Lynch syndrome

C.H.M. LeenkerM.E. van LeerdaA. WagnerW.N.M. Dinjénél.J. Dubti, E.J.
Kuiperst E.W. Steyerberdoept. of Gastroenterology and Hepatdlegy. of
Clinical GeneticDept. of Patholggipept. of Internal Medicibept. of Public
Healthy Erasmus MC, University Medical Center, Rotterdam, The Netherlands

Lynch Syndrome (LS), caused by mismatch repair (MMR) gene germ mutatiol
predisposes to various malignancies including colorectal cancer (CRC). The molec
hallmark is microsatellite instability (MSI). However in some CRC patients with a tu
tissue pifde compatible with LS, a germ mutation can not be confirmed. The aim of tl
study was to identify clinical and familial charaatéhietespatients.In a population
based study, CRC patients O70 years W
were analyzed for microsatellite instability (MSI), immunohistochemical MMR pro
expression, and Migidmoter methylation. Patientsumtirs likely caused by LS

were advised to undergo germ mutation analysis. Patients were classified as either
LS compatible; LS tumor profile without identifiable germ mutation, sporadic MSI
sporadic microsatellite stable (MSS) CRC. Family fasthwynly selected sporadic

CRC patients was collected by questionnaires. Pathological and familial data w
compared wusing Fi sher 6lsthiestudycd total & $117 a n
CRC patients (57% males, median age 61yrs) wereGonohpdeed to sporadic

CRC patients (N=998, 58% males, median age 61yrs), patients with LS compat
tumors (N=11, 82% males, median age 58yrs) more oftesideadtugiurs (21%

vs 82%; p=0.001) and poorly differentiated adenocarcinoma (45%2)sti@ét; p=0.
sporadic CRC patients. Comparing LS compatible patients with $paasks MSI
(N=71, 28% males, median age 64yrs) and LS patients (N=26, 62% males, median
56 yrs), no differences were found in location, histology and TNM stlge and MS
features. Family history questionnaires were returned by 130 patients with sporadic C
Comparing patients with LS compatible tumors and sporadic CRC, no differences v
found in first degree family members with CRC (0% vs 14%, p= 0.36) and fulfilmer
Bethesda guidelines (18% vs 14%, p=0.36). However, 46% of LS patients had one
more first degree family members with CRC, compared to none of the patients witt
compatible tumors (p=0.009). Furthermore, 18% of patients with LS compatible tur
fulfillel Bethesda guidelines, compared to 72% of LS patients (p=0.004).

In conclusion, LS compatible tumors are often located right sided and more often p
differentiated compared to sporadic CRC. Patients with LS compatible tumors have
often a familystory of CRC than LS patients and do not differ from sporadic CRC
patients regarding family history of CRC and fulfilment of Bethesda guidelines. Fur
molecular studies are needed to reveal the molecular mechanism in LS compat
tumors.
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Aspirin useis associated with lower stage CRC at diagnosis compared to non
users

K. SoufiiM.G.H. van OileH.M. Smeéis L.I.H. Overbéel.D. Siersemdr.J.F.

Lahelj 1Dept. of Gastroenterology and Hepatology, University Medical Center Utrec
Utrecht2Agis Health Insurance, Amers¥dalitys Center for Health Sciences and
Primary Care, University Medical Center Utrecht,*RALg6/AL, the nationwide
network and registry of testd cytopathology, Utrecht, The Netherlands

Several recent pudtiicns have suggested a chemopreventive effect of low dose aspirit
on colorectal cancer (CRC) development. We hypothesized that aspirin may lead
lower incidence of CRC due to an increased incidence of bleeding as detected by
deficiency anemiahematochezia, from advanced colonic neoplasia which may resul
in an earlier presentation and consequently to earlier stage CRC at diagnosis. As sur
Is directly related to stage of CRC, aspirin may ultimately result in a prolonged surv
The purpesof this study was to determine whether the use of aspirin is associated w
an earlier stage CRC at the time of diagnosis and may prolong survival. We perform
retrospective cohort study, using a health insurance database in the Netherlands w
waslinked to the National Pathology Database to identify patients older than 40 ye
who were diagnosed with CRC between 2001 and 2005. We compared the stage of |
(according to the TNM classificationy@admortality between aspirin users and non
uses by using logistic regression analysis. In total 4,218 consecutive patients w
diagnosed with CRC in the study period. The mean age was 70 (SD 11) years and -
was male. A total of 252 (6%) patients used aspirin during or before the time of C
diagneis. Patients using aspirin compared to non users were older (mean age 75 ye:
SD 9 and 70 years, SD 11, respectively, p<0.01) and more often male (51% and 4
respectively, p=0.27). Patients using aspirin were more often diagnosed with stag
CRC copuared to nemsers (46% and 39%, respectively, OR 1.36, p=0.02). All other
stages were not statistically significantly different, although there was a trend towar
lower stage Il CRC in aspirin users compared to non users (31% and 36%, respecti
ORO0.80, p=0.10). Fear mortality was significantly higher in aspirin users compared
to non users (17% and 11%, respectively, OR 1.71, p<0.02).

Conclusions: Aspirin use was associated with a higher incidence of stage Il CRC al
trend towards a loweridence of stage Ill. This effect may be due to an increased
incidence of symptomatic bleeding from advanced colonic neoplasia caused by asy
However despite earlier stage of CRC at diagnosis, aspirin use was associated wi
higher mortality ratengpar ed t o non users which may
such as older age and cardiovascular conditions requiring use of aspirin.
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Metachronous colorectal neoplasia after adenoma removal: a multivariate analysis
of risk factors for neadvancednd advanced neoplasia

E.M.B. van Heijningen Lansdoigogelady E.J. Kuipe¥s M. van Ballegooijen

E.W. SteyerbérdDept. of Public Health, Erasmus MC University Medical Center,
RotterdaniDept. of Gastroenterology and Hepatology, Eratmivengi§y Medical

Center, Rotterdaidept. of Internal Medicine, Erasmus MC University Medical Center
Rotterdam, The Netherlands

To ensure efficient use of resources, surveillance colonoscopy should be targete
patients who will benefit most thenprocedure, i.e. those at highest risk for
metachronous neoplasia. Internationally, surveillance guidelines are based on
advanced characteristics and multiplicity of adenomas. Evidence for how these fac
relate to each other and to other tigks fauch as older age, male gender and
proximal location, is sparse.The aim of the study was to determine the most impor
risk factors and their associated relative risks for metachronous colorectal neoplasia,
representative cohort of adenormeatpat/e used the Dutch nationwide histopathology
registry to select newly diagnosed adenoma patients from 1988 to 2002 from
hospitals throughout the Netherlands. We excluded patients with a history of CRC
CRC at index colonoscopy, hereditarytabtmecer syndromes or IBD. Electronic
medical records were reviewed up to December 1, 2008 poddtdlowatient
characteristics (gender and age) and adenoma characteristics (number, size, loca
villousness and grade of dysplasia) at indegcoplp were considered as potential

risk factors for metachronous colorectal neoplasia atdpstAdlilanced colorectal
neoplasia was defined as advanced adenoma or CRC. We performed a multinor
logistic regression analysis to simultaneowsslyedatiee risks (odds ratios (OR (95%

Cl)) for neadvanced and advanced colorectal neoplasia. Adjustment is made for bow
preparation, reach of the colonoscope and surveillance interval. The analysis inclu
2,990 adenoma patients (55% male, me&i 4§ 10) years). At a median
surveillance interval of 24 months, 826 (28%) patients had any metachronous color:
neoplasia, 145 (5%) had advanced adenoma(s) and 26 (0.9%) had cancer. Risk fac
for metachronous famlvanced colorectal neoplasiamadezgender (OR 1.47(1.1

1.6)), number of adenomas (OR ranging from118} {ar2 adenomas to 2.6 (1.5

4. 3) for O5 adenomas) , il&)). dor metachrdnons | I
advanced colorectal neoplasia these were male genderiQR)),&a¢e (OR 1.3
(1.11.5) per 10 years older), number of adenomas (OR ranging fra&) for 21.1
adenmas t0 3.3 (1. 1) for O5 adenomas), | ar ge
(1.53.0)), and proximal location (OR 138§)).2

Conclusionslext to multiplicity and size, older age, male gender and proximal locatic
were important risk factors for metachronous advanced colorectal neoplasia. This im
that more detailed combinations of risk factors should be considered for better tail
suveillance guidelines.
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Gastrointestinal carcinomas of Peldghers syndrome patients: a further look

S.E. Kors$eW. van VeelenK. BiermaAnM.G.F. van UieA. WagneérE. Dekkér G.J.A.

Offerhaw$, E.M.H. Mathidegen, E.J. Kuiper$ M.E. van Leerdatdept. of Gasawoterology &
Hepatology, Erasmus MC University Medical Center, Ro#ptdamPathology, Erasmus MC
University Medical Center, RottetDapt, of Clinical Genetics, Erasmus MC Uhi\eslisiay

Center, RotterdatDept. of Gastroenterology & Hepatology, Academic Medical Center, University c
AmsterdamPDept. of Pathology, Academic Medical Center, University of AbDegperdzm,
Pathology, University Medical Center, Urepht,ointernal Medicine, Erasmus MC University
Medical Center, Rotterdam, The Netherlands

Peutzleghers syndrome (PJS) is a rare disease, caused by inactivating germ mutati
in the LKB1 tumour suppressor gene. PJS patients are at high risk foruzancer at a yc
age, including cancers in the gastrointestinal (Gl) tract. However, little is known abou
mechanism of RdSsociated carcinogenesis. Therefore, the aim of this study was tc
invesigate the involvement of several candidate genes and molegysdainpath
PJSassociated Gl cancers. Patients diagnosed with a primary malignancy of the Gl t
(i.e. oesophagus, stomach, small bowel, colorectum, pancreas, liver and biliary tr
were selected from a Réeghers syndrome database (n=144, 49% Atiales).
patients had a definite diagnosis of PJS, defined by diagnostic criteria recommende
the WHO, a proven LKB1 mutation, or both. Clinical data of cases were collect
charateristics of the carcinomas were described, and available FFPEWieseie slides

i mmu n o s t -aatenire 853 fimal phodpBo(a downstream target of mTOR).
Twenteight of the 144 patients (19%, 64% males) from 20 families developed 30
malignancies; 8 colorectal (27%), 7 pancreatic (23%), 4 small intestinal13%), 4 ga
(13%), 2 biliary (7%), 2 ampullary (7%) and 3 adenocarcinomas of the digestive trac
further specified (10%). Median age at diagnosis of first cancer was 44 years (|
3557). Two patients were diagnosed with two primary Gl carcinomas. Three (1C
madignancies were discovered during surveillance, all carcinomas in situ (one colore
and two gastric lesions). Twiergg patients (82%) deceased at a median age of 54
years (IQR d&8); 19 (68%) of whom had died as a direct cause of Gl camcer. Of thes
23 patients, median survival after Gl cancer diagnosis was 6 mdashOfQR 1
carcinomas FFPE tissue was aateainWwasbl e
detected in 3/5 (60%) primary intestinal carcinomas. Overexpression of P53 v
obsergd in 7/16 (44%) carcinomas, and a total absence of P53 was observed in o
(6%) sample. All available samples showed heterogeneous expression of pS6, in w
epithelial expression was more pronounced compared to the stromal component in
(64%) cases.

Conclusion: Gastrointestinal cancer often affects PJS patients already at a young
Alterations in Wrtdienin signaling and in P53 are observed in a subset of PJS
carcinomas, while activation of mTOR signaling seems to be altered in the majorit
these carcinomas, predominantly in the epithelial compartment. These results sug
that treatment with mTOR inhibitors may be beneficiatemtter &netatment of PJS
patients.
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Pancreatic cancer risk in Pedgghers patients; results of a lai@etch cohort
study and implications for surveillance

F. Harinék S.E. KorsseM.G.F. van LieK. BiermaAnG.J.A. OfferhddsN. Krek C.W.N. LoonfaiV. van Veelen

E.J. Kuipe¥§ A. WagnerE. DekkérE.M.H. Mathidiegeh P. FockeAsME. van LeerdédnM.J. Bruhg'Dept. of
Gastrenterology & Heplmgy, Erasmus MC University Medical Center, Radeptlaof, Pathology, Erasmus MC
University Medical Center, Rottetidapt, of Pathology, Academic Medical Center, UniverstgahAdest. of
Pathology, University Medical Center Utrecht,Dégichaf Public Health, Erasmus MC University Medical Center,
RotterdantDept. of Internal Medicine, Erasmus MC University Medical CentefDBpttevfi@astnterology &
Hepatology, Academic Medical Center, University of Arfi3egdaof, Clinical Genetics, Erasmus MC University
Medical Center, RotterdBxept. of Radiology, Erasmus MC University Medical Center, Rotterdam, The Netherlands

Although Pedieghers syndreniPJS) is thought to be associated with an increased
pancreatic cancer (PC) risk, estimates of this risk differ widely. This hampers couns:
of PJS patients and the development of optimal screening strategies. We theret
aimed to determine the fisleweloping PC in a large cohort of Dutch PJS patients.All
patients included in this cohort study had a definite diagnosis of PJS as defined
diagnostic criteria recommended by the WHO, a proven LKB1 germ mutation, or
Patients were followed pisfdy between January 1995 and July 2011; clinical data
from the period before 1995 were collected retrospectively. All patients with a diagr
of PC were identified. As screening of the pancreas can also lead to the detectiol
other malignancieghie pancreatic region, we also selected patients diagnosed with
distal cholangiocarcinoma or ampullary carcinoma. To ascertain the diagnosis, clin
radiological and histological data was reviewed by experts of all relevant discipline:
inconclusivaases, immunohistochemical staining was performed. Cumulative risks we
calculated using Kagéaier analysis and relative risks using Poisson regression
analysis. We included 144 PJS patients (49% males) from 61 families, accounting
5640 person ysaof followp. Seven PJS patients (6 males) from 7 families developed
PC at a median age of 54 years (IOR y&fars), 6 of whom had ductal-adeno
carcinoma and one acinar cell carcinoma. All 7 patients were symptomatic at the tin
presentation withvadced stage disease. The median survival after diagnosis was &
months (IQRI1¥ months). Additionally, 2 cases of distal cholangiocarcinoma and .
cases of ampullary carcinoma were diagnosed (3 males) at a median age of 55 ye
(IQR 449). The cumulatR€ risk was 23% (95% CI 4.1;41.3) by the age of 70 years
(Figure). Compared to the general population the PC risk was significantly increased
76.2, p<0.001). The cumulative risk for developing PC, distal cholangiocarcinoms
ampullary carcinoma v 295% Cl 10.4;47.6) by the age of 70 years (Figure).
Conclusion: Patients with Begzers syndrome are at very high risk for developing
cancer in the pancreatic region, including pancreatic cancer, with a cumulative ris
29% by the age of 70 yeHnss very high risk and the notion that early detection of
these malignancies or its precursors will hopefully lead to an improved survival, m
PJS patients good candidates for screening. This screening should be performed
annual endoscopic ultnagoaphy (EUS) and/or MRI withidefwetid research
protocols. The impact of such an approach on survival of these patients remains tc
demonstrated.
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Prospective evaluation of psychological impact of pancreatic cancer surveillance
in highrisk indivduals

E. HarinékT. Nagtegdal. Kluijt C.M. AalsE. Sme¥sJW.Poley, A. Wagn&rG. Sidhaal.E. van HobfH. van

Dullemeh R. SijmoAsP. FockeAsM.J. BruAoE. Bleik&riDept. of Gastroenterology and Hepatology, Erasmus MC,
Uniersity Medical Center Rotterizapt. of Psychosocial Research and Epidemiology, The Netherlands Cancer Institute
- Antoni van Leeuwenhoek Hospital, Amstataitial Cancer Clinic, The Netherlands Cancer Institute Amsterdam,
4Dept. of Clinical GaestAcademic Medical Center Amstébagon,of Medical Psychology, Academic Medical Center
University of Amsterdam, Amstefilmpt. of Clinical Genetics, Erasmus Medical Center R@spdanf,
Gastroenterology and Hepatology, Academic Medrcéin@&tertdariDept. of Gastroenterology and Hepatology,
University of Groningen, University Medical Center Gizgphgen,Genetics, University of Groningen, University
Medical Center Groningen, The Netherlands

The success of pancreatic cancesiiR@€)llance depends to a large extent on the
commitment of participants to adhere to the repeatgdifiolbstigations. Though

the results of our recently conducted retrospective study showed that the burden of
surveillance is acceptable, a mibapassessment was warranted to document the
mental and psychological impact of PC screening. We aimed to investigate poss
changes in cancer worries and levels of anxiety and depresssinimdilzighals
participating in a PC surveillanceampr.&gdigible for this prospective questionnaire
study were higisk individuals participating in our multicenter nationwide endoscopi
ultrasonography (EWHibased PG&urveillance study. Higk individuals were

those with a strong family histoBCobr carriers of p@ne gene mutations.
Questionnaires, administered both before (pretest) and after (posttest) the base
screening investigations, assessed concerns about developing cancer (Cancer W
Scale), and levels of anxiety and depressptal(lAnxiety and Depression scale). Of

the 54 highsk individuals, 47 (87%) completed both the pretest and posttest questio
naires (38% male, mean age= 52 yr., ratdggra(). Of these, 44 participated in the

PC screening and 3 declined. Adigaants underwent both EUS and MRI. Prior to
undergoing PC screening, 36% of the participants reported being fearful abc
undergoing EUS, whereas 5% was fearful about the MRI. After screening, 2.3% o
participants feared the next EUS (p<.001) atitk 8% MRI. The mean level of
depression was significantly higher prior to screening as compared to after screel
(p<.001). However, the number of participants with clinical levels of anxiety and
depression was low (n=5) and remained stabteeoveridr to, as well as after
screening the most frequently reported worries were about the possibility of develo
cancer themselves (29% at both time points) and the chance that relatives would de\
cancer (19% and 21%, respectiVélg)3 indiduals who did not undergo screening
indicated that they were not very fearful of the MRI or EUS. They also had low leve
anxiety, depression and cancer worries.

Conclusion: The results of this prospective study indicate that: (1) the exppected burd
EUS is higher than the actual experienced burden; and that (2) mean levels of anx
depression and cancer worries are not significantly influenced by participating in the
screening program. This finding is of great importance for this grbighthakisf
developing pancreatic cancer and might benefit from participating rezeited

PC surveillance program.
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Chromosomal aberrations implicated in colorectal adenoma to carcinoma
progression as markers of high risk colorectal adaso

J.S. Terhaar sive DrjseS. Boljn M.K. van BuriniN.C.T. van GriekeB.
Carvalh® C.J. MulderG.A. MeigB. DiosdaddGastroenterology and Hepatology,
VU University Medical Center, Amsté&padmojogy, VU University Medical ,Center
Amsterdam, The Netherlands

Background: Advanced adenaraansidered as an important intermediate endpoint
for colorectal cancer (CRC) screening. Still the majority of these lesions do not prog
to cancer. Hence, using this intermediate em@pailoiation of screening programs
may lead to an overestimation of the effect of screening. Underlying genomic alterat
like chromosomal instability charecteristic of colorectal adenoma to carcinor
progression (gains of 8q, 13q, 20q and lossEsgefl80) may more precisely mark

high risk adenomas. Previously, we have shown that presence of two or more of tt
particular chromosomal alterations was associated with malignant progression. Aim
evaluate the prevalence of chromosomal abengditaed in colorectal adenoma to
carcinoma progression in advanced aadvaoned colorectal adenomas. Materials
and methods: The prevalence of DNA copygaumbend lossets 8q, 13q, 159,

18q, 20q, 8p and 17p was determined in 65 advancedratdd&i®&ed adenomas

using multiplex ligati@pendent probe amptifat i on ( MLPA) . Aden
any villous features (i.e. tubulovillous or villous adenorgeade tygplasia were

called advanced adenomas, while tubular adenomas, <1.0 cm ayadeith low
dyplasia were called-adwanced adenomas.Result48% of advanced adenomas
showed two or more cancer associated chromosomal aberrations compared to 2% i
nonadvanced adenomas. Significantly more copy number gains of 13g and 20g and |
of 17p were found in advanced adenomas compaiadltocedradenomas (22%

Vs 2%; 14% vs 2% and 11% vs 0; p=0.013, p=0.001 and p=0.013, respectively). Nor
the DNA copy number changes studied was independently associated with t
histological subtypes of advanced adenomas. Significantly more copyg atimber gain
13qg and 20qg and losses of 17p and 18q were found in adenomas >1.0 cm compare
adenomas <1.0 cm(17% vs 3%; 27% vs 3%, 13% vs 1% and 10% vs O; p= 0.0
p<0.001, p=0.045, p=0.022 & p=0.015, respectively).

Conclusion: 18% of the advanced adenon28s ahthe neadvanced adenomas
showed two or more CRC associated chromosomal aberrations. These findings
consistent with the hypothesis that the morfological parameters used to class
adenomas lack specificity as an intermediate endpoinaicant@estreening.
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Heterozygous knockout ofc8tenin in Apcl638N mice prevents gastrointestinal
tumor formatiorbut predisposes for mammary lesions

E.R.M. BakKkerE. HoekstraP. FrankénW. HelvenstéjjiW. van VeelerkE.J.
Kuipers3, R Smits Dept. oflGastroenterology and Hepatokagyperimental
Pathologylnternal Medicine, Erasmus MC, Rotterdam, The Netherlands

Apedriven tumor formation in patients and Apc mutant mouse models is genere
attributed to increased leveleaitRin signaling. We and others have proposed that a
specific level ofcBtenin signaling is required to successfully initiate tumor formation
and that each tissue selects for different dosages of signaling. This is nicely illustrate
the differentrhor phenotypes displayed by different Apc mutant mouse models. ApcM
mice have relatively high leveleaikfin signaling and develop intestinal tumors at
high multiplicity (>100). Animals carrying the hypomorphic Apcl638N mutati
associated withemhediate -€atenin signaling, characteristically develop intestinal
tumors at lower multiplicity (<10) and in parallel show a high suscepttbility for ex
intestinal tumor types such as cysts and desmoids. The Apcl572T mouse mot
associated with lovesels of Batenin signaling, is free of intestinal tumors but instead
develops mammary tumors with high penetrance. This indicates that intestinal tumor:
associated with higher levelscatedin signaling than cysts and desmoids, which in
turn ar@ssociated with higheafenin signaling than mammary tumors. Although the
concept of-8atenin signaling dosage and its impact on tumor growth among tissues
gaining acceptance, it has not been formally proven. In addition, alternative explana
for Apariven tumor formation have been proposed.To obtain direct evidence th
different tumor phenotypes are the result of diffetemin 3evels, we crossed
Apcl638N mice with heterozygoagsefin knockout mice, thereby reducing their
(3-catenin leels. All Apc1638N control mice (n=19) developed gastrointestinal tumo
(3.1 £ 1.5 per animal). However, all Apc1638N mice with heterozygous knockou
3-catenin (n=21) revealed complete absence of gastrointestinal tumors. Incidence
other Apcl63&dociated lesions was strongly reduced as well, including desmoids
(8.6 £3.0t0 0.2 £ 0.4 in females, 61.4 + 14.4 to 19.1 + 8.1 in males) and cysts (5.¢
3.81t0 0.4 + 0.6 in females, 29.8 + 19.5 to 2.4 + 1.5 in males). Interestingly, 7 out of
female mécwith heterozygousakenin knockout now developed mammary tumors
(1-2 per mouse), which are rarely observed in Apc1638N mice. Taken together, redu
[3-catenin levels in Apcl638N phenocopies tumor predisposition typically observec
Apcl572T mice. Wereby provide in vivo evidence that by simply redbemg (3

levels, tumors develop in different tissues. This clearly demonstrates the central ro
i-catenin dosage to dictate tsseeific tumor predisposition in the setting of
Apcdriven cance
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Rockinhibitors reduce the induction of Epithebdlesenchymal Transition,
migration and invasionin SMAD4 deficient colorectal cancers caused by Bone
Morphogentic Protein Signaling

P.W. Voorneveld..L. KodaghR.J. JacohsD.W. Homme<5.R.van den Brifk

M.P. Peppelenbo%cld.C.H. HardwickDept. of Gastroenterology & Hepatology,
Leiden University Medical Center, Lélg&yat Institute for Liver & Intestinal
Research, Academic Medical Center, Amst&r€epin,of Gastroenterology &
Hepatology, Erasmus Medical Center, Rotterdam, The Netherlands

Introductioiihe ability of cancer cells to invade and metastasize is dependend on tF
induction of Epithelelesenchymal Transition (EMT). SMAD4 mutations in colorectal
cancer (CRC), aassential component of canonical -&pabdent Bone
Morphogenetic Protein (BMP) signaling, have been correlated with poor survival.
have previously shown that activation of the BMP pathway in SMAD4 negative cell |
induces EMT markers, migratiomeaslon as well as the cell migration pathways
p38MAPK, JNK, RRGck and BRAIRK. By identifying through which of these
pathways EMT is induced, we might find a new therapeutic option for the preventic
metastases in SMADZ4e g at i v Ams@RetodsOur aim was to investigate
whether the induction of EMT by activationasfomical BMP signaling acts through

one of the migration pathways. We treated both SMAD4 negative and SMAD4 pos
cell lines with inhibitors specific for thesgpatimvenduced EMT by activation of the
BMP pathway by transfecting a plasmid encoding BMPRII. The effect of the inhibitor
EMT was evaluated by-BRR for £adherin and Vimentin and by migration and
invasion assays. We also treated SMAD4 neatitte B8P ligands to examine the
connection between the BMP pathway and #RecRhp@thway by immunoblotting

for Rock and it's downstream taRgegsltsnhibition of Rock, but not p38, JNK and
ERK abolishes the induction of EMT seen upom aftBiti® signaling in SMAD4
negative cancers. Activation of the BMP pathway in SMAD4 negative cell lines incre:
the expression Rock and it's downstream thlgétsapd-pofilin. Furthermore, the
increased cell migration and invasion caused twyation axf the BMP pathway in
SMAD4 negative cell lines, which does not occur in SMAD4 positive cell lines, is inhil
by Rock inhibition.

ConclusioBMP pathway activation in SMédxtive cancer cells induces EMT,
increased migration and inva3wmdata suggest that this occurs through activation of
the RH&Rock pathway. The RRigk pathway is a Wwebwn activator of migration.
Rockinhibitors could be a new promising therapeutic option in preventing metastase
patients with SMAIEgativeERC, since inhibitors of Rock have shown to be safe for
use in patients.
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Bone Morphogentic Protein 4 signaling alters micrdRBlA&xpression in the
esophagus

J.W.P.M. van BhaaM. Fassédn R.F. Souza S.J. Spech¥erM. Rugdge P.D.

Siersemia IDep. of Gastroenterology and Hepatology, University Medical Centel
Utrecht, The Netherladdspt. of Medical Diagnostic Sciences and Special Therapies,
Surgical Pathology and Cytopathology Unit, University of Padova, ¥afuyvaf Italy,
Medicine, UToGthwestern Medical Center, Dallas, TX, USA

Barrettdés esophagus ( BE) I' s a metapl a
terized by the replacement of normal squamous epithelium (SQ) by columnar epithel
Bone Morphogenetic Protein 4 (BMRdingignone of the signaling routes involved in
BE development, capable of inducing ID2 and SOX9 expression. In stem cells, Bl
expression has been found to correlate with microRNAAGniEdpA)SSION.
MIRNAL45 is known to be highly expressed ionpéared to SQ; however, its
function in the esophagus is largely unknown. Therefore we aimed to investigate
effect of mMiIRNIA5 overexpression and knockdown in the esophagus and to determin
whether miRNIA5 expression is affected by BMP4 sigrithkngsimphagus.In situ
hybridization (ISH) was performed on BE and SQ tissues obtained from 10 patients
induce overexpression and knockdown,-IfRN#ecursor and/or inhibitor were
transfected i nto a esophTaepehal cell(ihtET 1 A)
QRTPCR was performed to determine GATAG6 (transcription factor, capable
regulating BMP4 expression), BMP4, ID2 and SOX9 expression. In addition, Wes
blot analysis was performed to determine BMP4 pathway activation by examining
potein expression and Smad 1/5/8 phosphorylation. Finally cells were incubated \
recombinant human BMP4 to activate signaling. At several time points, RNA was isol
and QRTPCR was performed to determine ID2, GATAG6 antdmi&dpres

sion.ISH comfied an increased expression of fhiNA BE compared to SQ, with

BE showing moderate to strong ralEINEXpression, while it was mainly expressed in
the basal cell layer in SQ. miRREAoverexpression in HATand BAR cells

resulted in decreasedlT@6, BMP4, ID2 and SOX9 mRNA expression. In addition ID2
protein expression and Smad 1/5/8 phosphorylation was decreased, suggesting
BMP4 pathway activation. These effects were not observed whdb mIRNA
expression was knocked down. BMP4 incub&ieiriAciind BAR cells for 1, 2 and

5 hours showed an increased GATAG6 and ID2 expression, which was decreased w
cells were incubated with BMP4 for 24 hours. On the contraf#p expigsion

was decreased following BMP4 incubation for 1, 2uemd&t macreased after 24

hours of BMP4 incubation.

ConclusiommiRNA45 overexpression in the esophagus results in inactivation of the
BMP4 signaling, with decreased expression of BMP4 and molecules associated witt
BMP4 pathway, whereas activadtithe BMP4 signaling pathway initially decreases
MIRNAL45 expression but over time increasesIdiRb)pression. These results
suggest that miRi#6 and BMP4 have mutual effects in the esophagus.
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Enhanced tumor growth after portal vein embolizatemabbit VX2 tumor model

L.T. HoeksfraK.P. van Liended. VerhéjjM. Hegér T.M. van GUlikDept. of
Surgery, Academic Medical Center, Amsiesgdangf Radiology, Academic Medical
Center, AmsterdaiDept. of Pathology, Academic MEgictr, Amsterdam, The
Netherlands

The aim of this study was to assess tumor growth after portal vein embolization (PV
a rabbit hepatic tumor model. Preoperative PVE is employed to increase future rem
liver (FRL) volume through induction wfickipiar regeneration. This intervention,
however, potentially increases tumor size because of growth factor and cytokine rele
in the regenerating liver. Tumor progression may therefore render the patie
unresectable after PMBw Zealand White rsbolwere allocated to a PVE group or a
control group (n=5/group). Two weeks after transcapsular implantation of a V
carcinoma, PVE was performed with particles and coils or the liver was only mobil
(control). CT volumetry was performed on dbsa)d714 peRVE.

Hepatocellular proliferation rate, tumor growth rate (TGR), and liver damage parame
were assessed before PVE, and on 1, 3, 7, 10, and 14Rid4ysPoo&igraphy

films performed directly after embolization and on d&3ME4spogsted complete

portal occlusion in all #atibits. TGR was increased in both groups, with a significantly
larger increase in the ®Bxitip over time (day 14: mean 34.4+4.3mL/day vs sham:
24.1+7.2mL/day). The hypertrophy response and prolifenaticsnmasembolized

liver lobe were significantly higher in the PVE group, which was confirmed by live
bodyweight index assessment. There was transient, minimal increase in liver dame
parameters after PVE, which returned to base values withumodgsowth (TGR)

was significantly increased after PVE in the rabbit tumor model over time compare
the control group. This finding supports the notion that PVE potentially enhances tL
growth.
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Clarifying the role of the HLA in Ulcerativ@i€bly extensive finemapping of a
Dutch cohort

R.M. Nijmeije¥, E.A.M. Fest&t] D.J. de Johg H.W. Verspage.Y. PonsioerR.K. Weersfa

1Dept. of Surgery, University Medical Center UtrechtéDeptedft,Genetics, University Medical
Center Groningen and University of Groningen, Gibeptgen Gastroenterology and Hepatology,
University Medical Center Groningen, GrédDiepieof Gastroenterology and Hepatology, Radboud
University Nijmegen Medical Centre, Niffidegénof Garoenterology and Hepatology, Academic
Medical Center, Amsterd@rapt. of Gastroenterology and Hepatology, Leiden University Medical
Center, Leiden, The Netherfd&dgisal contribution

Genetic susceptibility is known to make a major contrimutpathtmgénesis of
ulcerative colitis (UC). Several gewmidmessociation (GWA) studies have been
performed to identify the genetic risk factors contributing to UC risk. By far the stron
genetic risk locus for UC seems to be the HLA regiore ®&dertdeith and complex
linkage disequilibrium structure within the HLA region it has been extremely difficu
pinpoint the associated epitopes. Data from GWA studies do not supply suffici
coverage of this highly variable region to determine epitipél_fonfer individual
disease risk. Data from other diseases such as rheumatoid arthritis suggest that |
does not only contribute to disease risk in general, it can also determine disesc
phenotypes: such as age of onset and disease sevantyofTthes sastudy was to
determine which HLA haplotypes at the different epitopes are associated with dise
risk and with sphenotypes such as eamget diseasé81 UC cases and 1500
controls from the Netherlands were genotyped by a customizebipGWAS c
(ImmunoChip) including ~200.000 markers.

It is especially designed tonfaqe genomic regions relevant to imetated
diseases and includes over 17.000 SNP#&apfthe HLA region. In order to derive
exact HLA haplotype data from the genaymss an especially designed imputation
method called HIMP (https://oxfordhla.well.ox.ac.uk/hla/) that calculates the
haplotypes in the classic HLA epitopes; we intend to extend this imputation to ger
variation in the HLA region beyond the epasgies. We perform a binary logistic
regression and a conditional analysis to calculate the contribution of the differ
haplotypes to UC risk. We then use a multivariate regression analysis to detect ph
typespecific risk variations in the Hlok.rége observe a very strong risk effect for
HLADRB1*0103 and 0104 (p = 543¢® 3.2 (Cl 1672) and p = 5.9%¥1OR 3.8

(Cl 1.8.5) resp.) and a strong protective effectDiRBI*Q901 (p = 0.004, OR 0.30

(Cl 0.149.68). Previous studies Ilshwsvn that HIRB1*1502 and HDRB1*0103

increase the risk for UC, wherea®RdLAnd HEBDR6 have a protective effect on

UC. In our cohort these haplotypes are present, but do not seem to be significa
associated to disease risk.

Conclusions: foetfirst time, deep analysis of the HLA loci is possible. Here, we repo
important newly identified roles for DRB1*0104RR&1BA1 in UC. Analyses are

still ongoing whilst algorithms for imputation are being developed and ImmunoChip
calling ibeing refined.
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Oncedaily versugwicedailymesalazine (Penté®afor active ulcerative colitis:
Efficacy results from MOTW@Snulticentre, controlled, randomised, investigator
blinded study

J.Ph. KuyvenhoveR. FlouriéH. HagedeG. TucgtMasleé, M. PiertkO. Dewit

P. BrobefgW.K.H. Man A HindKennemer Gasthuis, Haarlem, The Netherlands,

2 yon Sud Hospital, FrateRGH (Association Nationale des Gastroentérologues des
Hoépitaux), Frand€REGG (Club de Réflexion des Cabinetsep@&s -doO H®p
Gastroentérologie), Fradbmastricht University Medical Center, The Netherlands,
SUCL Saint Luc, Brussels, Belghieming Pharmaceuticals, Switzéftandng BV,

The Netherlands

Objectives: In ulcerative colitis (UC), comptrah@eéS is poor with a significantly
increased risk of recurrendeldd in necompliant patients. Data show that less
frequent dosing may positively impact compliance. PODIUM demonstrats
noninferiority, and superiority (p=0.02), -afadgd®©D)suvwicalaily (BID) Pent@sa
granules for the maintenance of remission in UC. The objective of MOTUS was to s
noninferiority of OD Penta&g sachet prolonged release granules (new concentrated
formulation) vs standard BID dosing for the indaotiesiah in active UC. Methods:
Patients with active #tiatdohoderate UC were randomised to 5ASA granules 4g/d: 2x 29
OD or 1x 2g BID. All patients also received 5ASA enema (1g/d) for 4 weeks. Prin
endpoint: clinical and endoscopic remission a{W&ekAg score O0O1).
endpoints: clinical remission at weeks 4, 8, 12 (normal stool frequency, no bloody st
no active disease by physicianos gl o
(UGD A | endoscopic mucos al adatp ara rframm ¢ e
interttotreat (ITT) and geotocol (PP) analyses, CodfleameHaenszel test used

to show nanferiority of OD vs BID. Results: 206 patients enrolled (OD n=102; BI
n=104). Primary endpoint, remission at week 8, was met: 5ASAdgird&ioras

to BID (ITT analysis 52.1% [52/101] vs 41.8% [42/101], difference 1€84P%095% CI
24.1; PP analysis 61.0% [48/79] vs 48.3% [37/77], difference 12.8%, ©5% CI
28.2). The lower limit of thesittenl 95% CI of the difference issremrate was

-3%, within the ppecified nanferiority margin$%. Secondary endpoints for OD

vs BID: clinical remission at weeks 4, 8, 12: 39.8% vs 27.6%; difference 12.2% [95¢
-0.9; 25.3] (p=0.07), 45.1% vs 40.8%; difference 4.4%9[25480] (p=0.53),

92.4% vs 79.4%; difference 12.9% [98% 29.6] (p=0.13); mucosal healing at week
SbyUDAIsus core O1: 87.5% vs 71.1% (p=0.0
Conclusions: MOTUS showethfesiority of Pent@gg OD vs BID in patients with
active UCThe primary endpoint was met in all analysis groups. All secondary endpoir
were also nenferior (with respect to the 15% margin) for OD vs BID, with mucose
healing being significantly better with OD. The data are consistent with PODII
(maintenance SA). These studies show that OD treatment with 5ASA granules is ¢
least as effective as BID dosing, allowing treatment to be personalised to pati
preference.
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Is there a difference in quality of life or costs between ulcerative colitis patients
witha pouch or an ileostomy?

M.E. van der Valk.J.J. Mangeit. DijksttaA.A. van BodegrayéhH. FidderD.J. de JohgM. Piertk
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Mahmmadg C.Y Ponsioép C. Roggé/ol4, J. Reinoud Vermeijddn.D. Siersemal.G.H. van OijérB.
Oldenbutgon behalf of the COIN study group and Dutch Initiative on Crohn #eptCalftis,
Gastroenterology and Hepatology, University MedicabClentdtreittiulius Center for Health Sciences
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University Medical Center Groningen, Grolagenof Gaséterology and Hepatology, VU dilyiver
Medical Center, Amsterd®ept. of Gastnaterology and Hepatology, Radboud University Nijmegen Medical
Center, Nijmegébgept. of Gastroenterology and Hepatology, Maastricht University Medical Center, Maastricl
Dept. of Gastroenterology apatblegy, Erasmus University Medical Center, Réieptlaof, Gastro
enterology and Hepatology, Orbis Medical CenteriDejptardf Gastroenterology and Hepatology,
Diaconessenhuis, Leid&bept. of Gaseaterology and Hepatology, Onze LieugveV Gasthuis,
AmsterdamDept. of Gastmaterology and Hepatology, Slingeland Hospital, Doéliegbtemof
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Academic Medical Center AragteriDept. of Gastroenterology and hepat&einier de Graaf Groep,
Delft}Dept. of Gastroenterology and Hepatology, Meander Medical Center, Amersfoort, The Netherlands

Twenty percent of patients with ulcerative colitis (UC) face colectdorg aeeddhe

to choose between restorative proctocolectomy with a pouch reconstruction ot
permanent ileostomy. In order to provide patients and physicians \dkegVvidence
information on both patiembrted outcomes and costs, we compared lbjfieaditydof

total costs (healthcare costs and productivity costs) in patients with a pouch or ileost
in a large unselected cohort with IBD patients in the Natedataiaed data from

the 0Cost of I nfl ammat or INstody,&erbspedtives e a s
webbased 3 monthly questionnaire. We included all UC patients with a pouch a
ileostomy at 3 months of follow up. The questionnaires contained questions on de
graphics, health care costs and productivity costeldtedliplity of life was
assessed using the-HQ Costs were calculated by multiplying resource use by the
unit costs as determined in the Dutch guidelines forgdwmrommoanalyses for the
year2009 by Oostenbrink etAatotal of 982 UC patients cadplee follow up
questionnaire at 3 months, of whom 77 patients (7.8%) had a pouch (57.1% males, n
age 46.8 + 12.4 years, mean disease duration 14.9 = 8.8) and 53 patients (5.4%)
ileostomy (54.7% males, mean age 52.7 + 11.3 years, mean d@ed$eOdtrati

11.5). There was no statistically significant differencealatadatjbality of life:

mean E@D utility for pouch was 0.85 (SD 0.19), and 0.85 (SD 0.17) for ileostomy. T
mean (95% CI) costs per 3 months in patients with a pouchcenetly Kgrer as
compared to patient sl 7wi2t)h vanr s-RPKZ, aislt208r
respectively (p<0.01). This was mainly due to higher healthcare costs caused
hospitalizations (2 (2.6%) versus 6 (11.3%)) among UC patientstontly as ileos
compared to UC pat i-Geh@)s wd rt-550)sp=00pBhou c(h2
Conclusion: We observed no difference in quality of life in patients with a pouch
ileostomy, but patients with a pouch had significantly lower total chststomainly
fewer hospitalizations.
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Ulcerative colitis patients with an inflammatory response upon mesalazine cannot
be desensitized: a singdind randomized study

D.J. BuurmgnJ.G.R. De MonghfR.C.A. Schellek&nk.A. van der W§al.H.
KleibeukérG. DijksttaUniversitair Medisch Centrum Groningen, afdeldagrivlaag
leverziektenzUniversitair Medisch Centrum Groningen, afdeling Immunologie er
Allergologi@Jniversitair Medisch Centrum Groningen, afdeling klinische pharmacolog
4“Martinizignhuis Groningen, afdeling Madagn leverziekten, The Netherlands

Mesalazine containing agents are very important in the treatment of ulcerative cc
(UC). Intolerance to mesalazine has been described, including skin reactions, fe
pneumonitisnterstitial nephritis, and gastrointestinal symptoms. A number of cas
reports reported successful desensitization of patients with mesalazinAimtolerance.
of this study was to assess the number of patients who are persistently intoleran
mesalaine after singbind rechallenge and to test the effectiveness of a rapid
desensitization protocol in patients@wtihth demonstrated mesalazine intolerance. It
was a singleenter prospective, sHbgjled randomized study in patients with UC who
stopped mesalazine because of intolerance including mild pancreatitis, erythemat
skin reactions and fever. Patients with interstitial nephritis, severe pancreatitis, bron
spasm, bullous skin reactions or anaphylactic shock were excludedngligible patie
underwent a skin patch test with mesalazine in white soft paraffin 0.1, 1 and 10 %, a
negative started with a siolgid randomized crossover rechallenge with 500 mg
mesalazine or placebo for 1 week with a three week washout intervih Patients \
symptoms upon rechallenge were admitted to the hospital for oral desensitization wit
increasing dose of mesalaziegjlin 3 days. Vital signs, hypersensitivity reactions,
CRP, tryptase and urine methyl histamine levels were Qbth®2tlC patients

who stopped mesalazine because of intolerance 8 patients participatedailh this study
patients had negative patch tests, 2 patients had no symptoms upon blinded rechalle
and 6 patients had symptoms (fever, nausea, vomitingg@naitharr® hours upon
rechallengeFour of these 6 patients participated in the desensitization protocol an
none of these patients had a successful desensitization. Upon desensitization with ¢
a low cumulative dose (150 mg) mesalazine all hamhtieetsame reaction pattern

with fever, nausea, vomiting, diarrhea and rise of CRP within 3 hours. There were
clinical signs of immediate type allergic reactions, like urticaria, bronchial obstructio
anaphylaxis. Serum tryptase and-ungtagiistamine did not rise significantly.
Conclusions: UC patients with fever, nausea, diarrhea, vomiting and a CRP respc
upon mesalazine cannot be desensitized with a 3 day desensitization protocol.
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Fatigue in IBD patients is associated with differemc@smmune parameters

C. de HaarL. VogelaamB.Aerts M.P. Peppelenbdsé&hJ. KuipéysC. Janneke van
der WoudgelDept. of Gastroenterology & Hepatology, Erasmus MC, Rotterdam, Th
Netherlands

Backgroundratigue contributes to the dectepsaity of life of inflammatory bowel
disease (IBD) patients. The immune system plays an important role in various case
diseasassociated fatigue. As such, we were interested whether there are detectal
differences in immune parameters betvgeenaiati neflatigue IBD patients. In this

study only patients in clinical and biological remission were included to rule
inflammatiesssociated fatigidethodsAfter informed consent 78 IBD patients in
clinical and biological remission, definedrnyaa Harvey Bradshaw Index (< 5) and
Colitis activity index (< 10), normal levels of hemoglobin, iron, CRP, liver enzymes
normal kidney function were included. All patients were phenotyped according to
Montreal classification and the Chechlistulal Strength (CIS) was used to assess
fatigue. Other parameters included were: Quality of life scores and medication use.
used flow cytometry on peripheral blood samples to investigate the differences
leukocyte subsets. Furthermore, ser@oflég| 115, 116, 11-8, 110, 1K1 2, T NF U
and IFNg were measured using ELISA. Results: In total 54 fatigue patients (CIS sco
O 35) and 24 patients without fatigue
included in the fatigue group cainfiatke nefatigue group (69% vs. 46%; p =
0.032). The other characteristics revealed no significant differences between the gro
Flow cytometry data showed a significant lower percentage of monocytes (5% vs. 7
= 0.010), higher percentage of méroells (42% vs. 34%; p = 0.006) and higher
percentage of neutrophils (75% vs. 68%; p = 0.043) in fatigue patients comparec
nonfatigue patientsMean serum levels & IE: 57 pg/ml, NF: 2 pg/ml; p = 0.021)

and IE12 (F: 9 pg/ml, NF: 3 pg/miQ©03) were significantly higher in fatigue patients
while U8 (F: 10 pg/ml, NF: 61 pg/ml; p = 0.012) was significantly lower in fatigue [
compared to NF pts. No other significant differences were seen in cytokines or leukc
subsets profiles.

ContusionThis study shows for the first time that there are immunological difference
between fatigue and -fatiigue IBD patients in remission. The signs of immune
stimulation in fatigue could represengamg@mfection or autoimmune response that
ocars without any clinical or histological signs of IBD and could even be indirectly
unrelated to the IBD. Further exploration of the underlying immune effects associ:
with fatigue is warranted to determine potential treatment options.
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Anti TNRiI etapy is a major cost driver in inflammatory bowel disease: results
from the COIN study
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Infammatory bowel disease (IBD) is associated with a high economic burden to soc
It has been estimated that up to two third of the total costs of IBD are generated
productivity loss. Most costs studies, however, have been performed before f
introdation of the effective but costly biological therapies. In the present study, V
therefore aimed to assess the total costs of IBD in a large cohort of IBD patients ar
identify the main cost drivieetween October 1, 2010 and June 1, 2011 a total of
10,947 patients with IBD were invited to participate in the COIN study and to fill ol
webbased questionnaire every 3 months during 2 years of follow up. The questionna
included questions on demographics, healthcare costs (visits to oafpatient cli
diagnostic procedures, hospitalization, surgery and medication use) and product
costs (work days lost due to sick leave). Costs were calculated by multiplying reso
use by the unit costs as determined by the Dutch -phanmado guide by
Oosenbrink et al. A total of 2,554 patients completed both the base as well as 3 mor

offolom p questi onnaires, of which 1,304
(CD), 928 (36%) patients from ulcerative colitis (UC), and 322 (13%)ekdad unspeci
type of I BD. In CD the mean total cost

were healthcare costs and 0270 (16%)
| ower (0896 total cost s, U55 3y cgsB)0 %) h
Overall, the single most expensive resource was medication use, mainly due
prescription of aitNFU t her apy accounting for ar
patients and 0186 (33%) I n -dd<T pafents i e nt
acounted for 40% of the total health care costs in CD and 59% in UC, respectively.
Conclusion: The traditional cost profile in IBD has changed and health care costs
now even more driven by medication costs, most importantiyTdNé-ttJanti h e r a |
Whether this is balanced by a decrease in surgery and hospitait det ssicis

as suggested by recent studies, and/or resulting in a reduction of sick leave and v
disability will be assessed in4gi@tudies.
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Parent of origin effects fot1PB and NOD2 in Inflammatory Bowel Disease

K. Franséd M. Mitrovié C.C. van DiememB.K. ThelfiaS. Senap§tiU. PotocrikH. W.
VerspagéxtC.1J. PonsiderD. de Jorigl. Nolte R. K. WeersiaDept. of Gasawoterology and
HepatologyUniversity Medical Centre Groningen, University of Groningen, Groningen, The
Netherland$Dept. of Genetics, University Medical Centre Groningen and University of Groninge
Groningen, The Netherlai@Enter for Human Molecular Genetics and Phaomacsgdedical

Faculty, University of Maribor, Maribor, Sibephiaf Genetics, University of Delhi, South Campus,
New Delhi, Indkept. of Gastroenterology and Hepatology, University Medical Centre Leiden, Un
versity of Leiden, Leiden, The riNeitie®Dept. of Gastroenterology and Hepatology, Academic
Medical Centre, Amsterdam, The NethéBaptspf Gastroenterology and Hepatology, Radboud
Unversity Nijmegen Medical Centre, Nijmegen, The Netbepanadkepidemiology, University
Mealical Centre Groningen and University of Groningen, Groningen, The Netherlands

Genomavide association studies (GWAS) for the two main forms of inflammatory bo\
di seases (1 BD), Crohnbés disease (CD)
indepedent susceptibility loci explaining ~23% of the total genetic risk for IBD. In t
postGWAS era the challenge is to uncover the remeatied salden heritability.

One of the sources might be a parent of origin (POQO) dependent risk per allele, na
genomic imprinting. This is characterized by a consecutive activation or inactivatio
one of the copies of an allele depending on the parent from which it is inherited.
epidemiological study has shown that children from mothers with CD @@re often ge
than children from fathers with CD, indicating the existence of such a POO effect. We
the first to test for POO effects in IBD. For DNA genotyping we usedde custom
chip, the immunochip, which contains a dense map of ~180 immune dizgase relatec
and ~200.000 variants. In aaasdeol study of 1367 cases and 2098 controls of Dutch
ancestry we confirmed the association of 19 of the 99 known IBD loci (p value<0.001
test for POO effects we used a recently developikdliRrGi@atio mdel that

proved successful in determining a PPO effect in type | diabetes. For this study,
tested the 28 loci that are associated with both CD and UC in 187 Dutch child parent
in which the child suffers from either UC or CD. Additionatlythevéhtesteknown

NOD2 variants in CD trios and the UC gene BTNLZ2 in UC trios, since this gene is alr:
known to be imprinted. In the analysis of the Dutch trios a significant POO effect in
IL12B locus was found (P= 0.019 OR=3.2). In the N®BZdpouted frarskeift

mutation (rs2066847) showed a POO effect (p=0.013 OR=21.0). No significant P
effects were detected in the BTNLZ2 locus.

Conclusions: Very little is known on the effect of genomic imprinting in complex dise;
like IBD. Here weosv for the first time that there is a POO effect for IL12B and NOD?2 |
the Dutch population. In the post GWAS era it is of utmost importance to study r
sources to identify the hidden heritabilityup-aflodies with bigger cohort sizes and
preferallincluding different ethnicities are necessary to confirm our findings and unra
the observed maternal imprinting in IBD. Currently we are analyzing a cohort of tric
Indian descent. We will test POO effects of 10 shared risk loci betweerdIndian UC
Caucasian UC cases.
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Screening for opportunistic infections prior to -&ldka inhibitor treatment in
Crohnds disease and the risk of severe

T.D.G. BelderBp®. van der Hayved.H. FidderM. LeendéysG. DijksttaC.P.

Peter§ E.JEshuig C.Y. PonsiceiP.D. Sierseima.G.H. van OffeB. Oldenburg

on behalf of the Dut ch DeptiotGastroenter@ogy n
and Hepatology, University Medical Center UtrechtDepteditGastroenterology

and Hepatology, University Medical Center Groningen, GfDa@pgerpf
Gastroenterology and Hémggp Academic Medical Center, University of Amsterdam,
Amsterdam, The Netherlands

Prior to the start of \#ha inhibitor treatment in patients hartimiatory bowel
disease (IBD), screening for opportunistic infections should be performed accordin
international guidelines and consensus statements. It is of interest to know whet
healthcare providers indeed adhere to these guidelines anuswdiétices the
occurrence of serious infections. In this study we investigated the actual screer
practice and assessed the absolute risk of opportunistic and serious infections in a ct
of patients with Crohnos alichumsle (@BA ( CD)
multicenter retrospective cohort study was conducted in three university medical cen
CD patients in whom IFX or ADA was administered between 2000 and 2011 w
included. Conventional screening was defined as performing aréegist skitub

test (TST) or a chestX (CXR), for detection of tuberculosis (TB). Extended screening
comprised conventional screening and one or more tests for detection of viral pathoc
Patients were followed from the start of IFX or ADA mtilthisredter stop, death

or end of follayp (Junesg 2011). Our primary endpoints were infections and serious
infections, requiring or prolonging admission, threatening life or leading to death.A to
639 patients with (neanlage®4 SOH12;3e¥ansake), thee r
majority receiving IFX (95%). In total, 487 (76%) patients underwent screening, \
conventional screening being performed in 371 patients (58%) and extended scree
in 116 patients (18%). Four percent (n=15)nefdsoatients tested TST positive, of
whom two showed signs of pulmonary TB on CXR. Active infection with CMV or [
was found in 5 (4%) of the extendedly screened patients. During a-mzadi&an follow
2.0 years (range 3 mdritis/ears), a total of 9écindns were detected in 85 (13%)
patients, corresponding with 5.7 infections per 168@grati@AY) of follow up.
Serious infections were encountered in 28 patients (4%, 1.7/100PY), including 3 cas
TB. Two patients (0.3%) died of infectiousatiomgl No statistically significant
differences were found between screened and unscreened patients in prevalence
infections (15% vs. 13%) and serious infections (6% vs. 4%). Furthermore, extensic
screening did not significantly reduce treavekdll (10% vs. 14%) or serious (3% vs
4%) infections.

Conclusion: Only thgearters of CD patients underwent screening priatpioaTNF
inhibitor use. However, this does not result in an increased prevalence of opportunist
serious infectioimsunscreened patients.
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Extensive screening for opportunistic infections prior to biological therapy in
patients with Cr effectiles di sease i s not ¢

M. van der HavB. Oldenburg, H.H. Fidder, T. Belderbos, F. van der Scheer, P.D
Siersema, M.@n Oijen, Dept. of Gastroenterology and Hepatology, University Medic
Center Utrecht, The Netherlands

The use of tumor necrosis factor-TNF)n hi bi t ors i n patien
associated with rare but potentially serious opportunistic infections. Therefore,
extensive consendimsed screening strategy prior to startitg TNFn hi bi t or
been developed by Viget and colleagues. Since the overall risk of serious opportun
infections is limited, we studied whether an adapted version of this extensive scree
strategy is cesftfective compared to conventional screening. A Markeasmodel
constructed to compare extensive screening (serological tests for hepatitis B anc
infection, human immunodeficiency virus and tuberculin skin test and/eg an interfer
release assay) with conventional screening-@pestdXor tuberculin sist) for a

basec ase adul t patient with-Ul amhmn&lt6&re
Markov model, patients were followednoweth3time intervals in which they could
migrate between a series of healthstates following a list dblegyualvbaaed on
published literature. Direct medical costs were assessed and discounted for fror
healthcare perspective. The primary outcome was the increeffauVeress

ratio, with an incremental-edst ect i veness r @theingcefl |l CER
sidered to be cadtective (following national guidelinesyaypsensitivity analyses

were performed over wide ranges of probability and cost estimates to test the robust
of our model. In the bease patient, the ICER of extensaenisg compared with
conventional screening wa sadjustetl Gfgear9 39 t
(QALY), which is far above the thresholdeffecbgéness. The ICER for extensive
screening was most sensitive to changes in the overallatietacsoreening, and

the overall occurrence rate of overt infections whildJon iTNFhi bi t or s .
screeningwasonlyeo$tf ecti ve 1 f tot al extensive
(compar ed tcase).Eftghdive screenibgalmsoamne effective, but not
costeffective, if the overall detection rate was below 6%, or overall occurrence
infectonon TNF i nhi bitors was bel ow 0. 3 %.
Conclusion: Extensive screening for potentially serious infections before the star
treatment ith TNFJ i nhi bi t or s I n patients wi t
costeffective. This may becomeetiestive if screening costs are largely reduced.
The extent of screening should be tailored tespeatintrisks of contracting
infections dugitreatmentwith /IF i nhi bi t or s .
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Impact of nasojejunal, jejunostomy and parenteral feeding after pancreatico
duodenectomy

A. GerritséenM.G. Besselink.P. CieslgkM.R. VriehsE. SteenhagerR. van
Hillegersbergl.H. Borel RinkekQ.MolenadyiDept. of Surgery, University Medical
Center UtreciDept. of Dietetics, Julius Center for Health Sciences and Primary Care
University Medical Center Utrecht, The Netherlands

European nutritional guidelines recommend routine use &tdeeimgrafter
pancreaticoduodenectomy (PD) whereas American guidelines do not. Data on
efficacy and, especially, complications of the various feeding strategies after PD
scarce. The aim of this study was to compare the efficacy and commliagions of
feeding after PD by nasojejunal tube (NJT), jejunostomy tube (JT) or total parent
nutrition (TPN). We performed a retrospective monocenter cohort study in 1
consecutive patients who underwent PD during a period wherein thd’Boutine post
feeding strategy changed twice. Patients not receiving nutritional support (n=15) w
excluded. Complications were graded according to HenGtagilassification and

the International Study Group of Pancreatic Surgery (ISGPS) definitiondyAnalysis we
intentiootreat. Primary endpoint was the time to resumption of normal oral intake. 1
patients undergoing PD (111 pylorus preserving) were included. 44 patients (3¢
received enteral nutrition via NJT, 48 patients (37%) via JT and 3P4patients (2€
received TPN. Groups were comparabl e
complications (P=0.99ompital stay (P=0.83) and mortality (P=0.21). There were no
differences in time to resumption of normal oral intake (primary énhtfddant; NJT
median 13, 16 and 14 days, P=0.15) and incidence of delayed gastric emptying (P=0C
Duration of enteral nutrition was shorter in ttuerigdred to the- Jfoup (median 8

vs. 12 days, P=0.02). Tube related complications occurrecerhaifilyanph{34%
dislodgement). In thegddup, relaparotomy was performed in three patients (6%)
because of J&akage or strangulation leading to death in one patient (2%). Woun
infections were most common in the TPN group (NJT/JT/TPN: 16%, 6% and 3(
P=0.02)In a multivariable logistic regression analysis, adjusting for differences in ac
gender, BMI, year of procedure and surgeon, there was no difference between the t
strategies in the rate of morbidity or mortality.

Conclusiondlone of thenalysed feeding strategies was found superior with respect of
time to resumption of normal oral intake, morbidity and mortality. Each strategy \
associated with specific complications. Nasojejunal tubes dislodged in a third of pati
jejunostomy tubeaused few but potentialiyhitdatening bowel strangulation and
TPN doubled the risk of infections.
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How to further lower the complication rate after laparoscopic cholecystectomy

K. Kortraim S.C. Donkervépiit. Dijksman B. van Ramshéyy<D.J. Gourfia D.
Boermi 1St. Antonius Hospital Nieuwegein, Dept. of gDngery,ieve Vrouwe
Gasthuis Amsterdam, Dept. of su@erg, Lieve Vrouwe Gasthuis Amsterdam, Dept.
of EpidemiologyAcademic Medical Centre Amsterdam, Dept. of Thoegery,
Netherlands

Postoperative complications occur in grossly 10% of all pa@ntslapdeyscopic
cholecystectomy. With increasing subspecialisation of surgessiim categlimay

be lowered by identifying cholecystectomies at riskidatiocwmmgold subsequent
planning of these patients to be operated on by a specialized surgeon. The aim of
multicenter, retrospective study was to identify independent risk factors for a complic
postoperative course after laparoscopic cholegydtac®ymptomatic bile stone
disease. Furthermore we seeked to point out which type of complication was associ
with which risk factor, in order to be able to anticipate on specific postoperative cor
cations in selected patients.Two retrospéahasataof two major teaching hospitals

in the Netherlands were combined. The main outcome parameters were occurrenc
major complications, mortality and length of hospital stay. Independent risk factors fo
development of complications were anaiygednand multivariate analysis and the
distribution of complications over these risk factors was assessed. A Total of 2
patients were included in the database. The ovecati@omyk was 8.8%. inde
pendent risk factors for postoperatiygications were older age, acute cholecystitis,
previous ERCP and conversion to open cholecystectomy. Length of surgery was nc
independent risk factor. Acute cholecystitis was a risk factor for any complication ex
biliary injury, previous ERCGPmanly associated with cystic duct leakage. Of these
risk factors the only one that can be influenced is conversion to open cholecystectc
The overall conversion rate was 4.6%. The complication rate in converted patie
increased to 21.3% versus @GO%atients in whom the procedure was finished
laparoscopically (p<0.0001). Pneumonia was the most frequently encounter
complication after conversion. The median duration of hospital admission was &
significantly longer in converted patients: usxtiwerdays (p<0.0001). The overall
mortality rate was 0.4% and did not differ between the two groups. Patients w
complicated gall stone disease have an increased risk of subsequent complica
surgery. Also, conversion to open cholecystectomyatedassattincreased
postoperative morbidity and a significantly longer hospital stay. High risk cases sh
therefore be planned to undergo surgery in the hands of a laparoscopiccally ski
surgeon, and if a less experienced surgeon considerg, comv&uttance of a
laparoscopic surgeon should be considered.
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Single port transanal surgery vs. transanal endoscopic microsurgery for recta
tumours: a caseontrol study

R.M. Barends&V.A. BemelnfaR. DoorneboscRk. FockehsE. Dekkéand E.R.

de Graédf Dept. of Gastroenterology and Hepatology, Academic Medical Cente
AmsterdardDept. of Surgery, Academic Medical Center, AndBigptlawh Surgery,
IJsselland Hospital, Capelle aan den IJssel, The Netherlands

Single port transanalgsty (SPTS) is a novel technique for the resection of rectal
lesions, which are eligible for Transanal Endoscopic Microsurgery (TEM). Instrume
simplicity, similarity to laparoscopy and standard lithotomy positioning in SPTS r
reduce p atheiogemating theateef theneby improvieffextsteness of the
procedure. We aimed to comparethieatie stay of patients undergoing SPTS and
TEM during the initial clinical utilization of SPTS.Consecutive candidates for TEM
presented betweApril and September 2011 were operated via SPTS, using the SSI
Access System (Ethicon Bodgery, Cincinnati, OH, USA) and standard laparoscopic
instruments. Patients undergoing SPTS were matched with patients who had under
TEM from 20062010 (usga rigid rectoscope with stereoscopic view and dedicated
instruments (Wolf GmbH, Knittlingen, Germany)) in a 1:2 ratio. Controls were matc
for lesion s zedi(sR@nwves . al®28&naem(<7.5
(posterior vs. npaosterig and benign vs. malignant disease. All procedures were
performed by a single surgeon with limited expertise in SPTS (13 cases) and exten
experience in TEM (>500 cases). Primary outcomtheatre istay including
anesthesia induction, instrumegaration and patient positioning. Secondary
outcomes included procedure time and conversion réteTvedietyts (mean age

72 + 12 years; 15 (68%) males) undergoing SPTS were included. Rectal lesions (&
adenoma, 18% polypectomy scar, 5% rectad,stdb T1 carcinoma, 9% T2) were
located at a mean distance of 7.7 £ 4.5 cm ab ano and on the anterior, posterior,
lateral, right lateral and circumferential rectal walls in 36, 9, 14, 36 and 5% respecti
Median surface of resection specimsnslwah (IQR 733 crd). Patients were
matched to 44 controls who underwent TEM. Nieshére itime was 76 minutes

(IQR 574 106) in SPTS and 71 minutes (IQR9&Y in TEM (p=.923). Median
procedure time was 35 minutes (IR &2 SPTS and 33utas (IQR 2349) for

TEM (p=.698). Three SPTS procedures (14%) were converted to conventional TEM
to port dislodgement; 1 to anterior resection because of oncological considerations a
to transanal excision because of tumour prolapse. No1 cosoeersid in TEM
procedures (P=.003). SPTS was technically feasible in 86% of patients who presel
with lesions otherwise eligible for TEM. Efficiency was similar despite the limi
experience with SPTS. For surgeons who routinely perform cdaven8Bia

might prove a technically simpler and meftectige technique.
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Transanal Endoscopic Microsurgery: <col

R.M. BarendseéM.G. Dijkgrdatl.R. RGEI/fA.B. BijnénE.C.J. ConsterC. Hoif E.
Dekker P. Bckens W.A. Bemelntaand E.J.R. de Grad@bept.Of Gastentere

logy and Hepatology, Academic Medical Center, ArfGlieidaimResearch Unit,
Academic Medical Center, University of Amsterdam, ArfStgstiaoh, Surgery,
Medical Center Alkmaalkmaar,*Dept. of Surgery, Meander Medical Center,
AmersfoorgDept. of Surgery, Medical Center Leeuwarden, Le&iDepatdest,
Surgery, Academic Medical Center, Amsteatamof Surgery, 1Jsselland Hospital,
Capelle aan den IJssel, The Netlserland

Transanal endoscopic microsurgery (TEM) is a key technique in minimally invasive r
surgery. TEM is technically demanding and various training programs exist. Howevel
learning curve of colorectal surgeons who commence with TEM is umkadwn. We a
to evaluate the outcomes of <colorecta
assess whether outcomes improved with increasing experience.The first 32 T
procedures of 4 colorectal surgeons, who completed a dedicated TEM training prog
weae analyzed. Patient, lesion and procedure characteristics were collected. Procedt
were ranked chronologically per surgeon. Multivariate regression analysis was perfor
to identify independent predictors of conversion rate, postoperative ,complicatic
recurrence, procedure time and hospitalization length.Four colorectal surgec
performed 128 procedures (mean patient age 71 + 12 years, 48% males, ASA cla
fication 1/2/3 in 30/55/9%). Rectal lesions (adenoma / carcinoma / other in 76/20/
21% recuvent lesions) had a median size o2 IREMR23). Mean distance ab ano

was 6.8 + 4.0 cm. Lesions were located on the posterior, anterior, left and right lat
rectal wall in 47, 20, 19 and 15%. Resections were performedinvéhstbred

(3D) streoscope in 94 cases (73%) and 2D in 34eaeseal breech occurred in

6 cases (5%). 86 resections (67%) were histopathologically radical (RO) and 42 w
irradical or unsure (R1/Rx). Conversion (overall conversion rate 8%) was predictec
lesionsize (OR 1,046 per2cf5% confidence interval (Cl) 1,01075).
Postoperative complications (14% overall, 12% surgical) were independently associ
with peritoneal breech (overall OR 7,133 (95% iCB&,&4), surgical OR 9,167

(95% CI 1,66250,562)). Recurrence (11%) was independently associated with 3D vs
2D instruments (OR 0,123 (95% CIi @EE»). Procedure time (median 90 minutes
(IQR 6®0)) was dependent upon the individual surgeon (P<.001), lesion size (B 2,1
(95% CI 1,7452,6Q)) and peritoneal breech (B 71,075 (95% Ci 1222%1).
Hospitalization (median 5 days {f)Rvas independently associated with patient age
(B 0,129 (95% CI 0,047211)), lesion size (B 0,069 (95% Ci 0,019)), distance

ab ano (B 0,2795% CI 0,0130,542)) and peritoneal breech (B 18,137 (95% CI
11,659 24,615)). Chronological procedure rank did not predict any of the outcome
Achieved outcomes correspond with previous literature of TEM in an early phase.
Increasing experience wat associated with improved outcomes, the learning curve of
TEM may extend beyond 32 cases in colorectal surgeons.
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Prevention of parastomal hernias and incisional hernias in old stoma wounds: a
pilot study

K.W.Y. van BarneVeM.H.F. Schreinemath&/.A. Buurmad.W.M. GreeG.L.
Beet$ N.D. Bou¥yyiDept. of General Surgery, Maastricht UMC+, Meizepiicot,
Surgery, Atrium MC Parkstad, Heerlen, The Netherlands

Every year, thousands of stomas are created in patients. Part défthgiveare
others serve as a temporary diverting stoma. Fregbétly paddastomal hernias

and incisional hernias in old stoma wounds develop. These hernias bring along hi
elevated risks of complications: one out of three of these pathityp vaiil d
incarceration of the hernia content, or will experience pain, esthetic complaints
limitations in daily activities warranting surgical hernia repair. Thus, prevention
parastomal and incisional hernias is of great impertapdetstudin 10 patients
receiving a temporary diverting stoma, a parastomal mesh (polyester with a colla
coating) was placed intraabdominally and fixated with absorbable tackers. At the tin
stoma reversal, a laparoscope was inserted through a trotwhmmiid thear. The
abdomen and mesh were closely observed and systemattically evaluated for adhesi
After closing the trocar site, the stoma was reversed. At this time, a piece of the m
was obtained for histological evaluation. Furthermorescthie@nctbesmesh was

closed with natsorbable sutures. Patients are followed up for a maximum of 12
months after stoma reveigedr a mean time of 6.8 {24285 months, all 10 patients

had their stoma reversed. None of the patients showed a paragban during

the follow up, nor at the time of stoma reversal. One patient developed strong adhes
due to incorrect placement of the tackers. No other serious complications have b
observed. By now, after a mean-pllome of 9.8 (4I50) months, none of the
patients have developed an incisional hernia in their old stofmeopiglectic
intraabdominal placement of a parastomal mesh, is a safe and feasible techniqus
prevent parastomal herniation and incisional hernias avetdistismCare has to

be taken to correctly place the tackers, to prevent complications.
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Treatment of chronic presacral sinus after low anterior resection with preoperative
radiotherapy for rectal cancer

D.A.M, SloothdalC.J. BuskehsW.A. BemelmarP.J. TanisDept. of Surgery,
Academic Medical Centre Amsterdam, The Netherlands

The incidence of chronic presacral sinus after low anterior resection (LAR) lies betw
1-5%. Secondary complications such as fistula formation, ureteral adusitisction, f
osteomyelitis and malignant transformation may occur.Aim of this study was to deter
patient and treatment characteristics of symptomatic chronic presacral sinus v
corresponding clinical outcome.ln a retrospective cohort study, \iBhpatients
presacral sinus persisting for at least 12 months were included. All patients underv
preoperative radiotherapy (short course in 15, chemoradiotherapy in 3 patients) for
primary tumor. Patients were treated for chronic presacral sinlas batyw@605

and December 2011 at the Academic Medical Centre, of whom 11 were referred. Pril
outcome was healing rate and median time to healingsatthksmmas. Secondary
outcome parameters were definitive ostomy rate, total numbeertiomsjnter
necessity of resection of the rectal stump and effect of filling of the cavity with \
vascularized tissue on healing rate.The median follow up was 56 moiBs)(range 21
During folleup, fistulas arising from the sinus were obsendh @aijents: 5

along the piriformis muscle, 1 vaginal, 1 perineal,1 ureter and smalhgawel. Hydro
sis due to fibrosis around the distal ureter was observed in 3 (17%) patients, Healing
was 8/18 after a median time to healing of 48 mget@®D@Fa Median number of
therapeutic interventions (surgical, radiological, endoscopic) for presacral sinus wz
(range #4). At final folloy, 7 patients had still a@o#b or colorectal anastomosis.
Healing of the sinus occurred in 3 of7tlpedents after a new pull through ana
stomosis in 2 patients and by prolonged fecal diversion during 33 months in 1 pati
Endcolostomy was constructed in 11 patients. Additional intersfincteric resection of
rectal stump was performed in 9 eflthgsatients and filling of theggeral sinus

with omentoplasty (N=7) or rectus abdominis muscle flap (N=1) was performed in
these 11 patients. The sinus healed in 5 of the 11 patientslostoragdafter both

rectal resection and fillilgeo$inus.

Conclusion: In this rgtextive series a new anastomosis after presacral sinus was
feasible in some cases. When continuity was no longer feasible, healing of the chr
presacral sinus was accomplished after breakdown of the anast@ndsis wit
colostomy in combination with thorough debridement of the sinus and fistulas, comy
filling of the sinus with well vascularized tissue and intersfincteric resection of the re
stump.
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Cholinergic aninflammatory pathway DSSnduced colitis

C. Cailottp B.J. Olivier L. Costés J. van der VhetW.J. de JongeG.E.
BoeckxstaefdTytgat Institute for Liver and Intestinal Research, AMC, Amsterdam, Tt
Netherland®)ept. of Gastroenterology, UniversityIHespéa, Belgium

The cholinergic anflammatory pathway (CAIP) is a recently identified endogenous
antiinflammatory mechanism modulating the immune system to dampen inflamma
and reduce collateral tissue damage. We previously demonsioated thetiC#1P

by subtle inflammation of the small intestine in a model of postoperative ileus (POI)
what extent this pathway is also activated during colitis remains however unkno
Therefore, we evaluated vagal activation upetub&ScolitistivcFos expression,

a marker for neuronal activation, in the dorsal motor nucleus of the vagus nerve (DM
different time points of DSS exposure. Moreover, selective vagal denervation of
proximal part of the colon was performed to investigateldnenaatory role of the

vagal innervation of the colon. C57/BI6 mice were exposed to DSS in drinking water
consecutive days. Mice were sacrificed at day 1, 3 and 7 days. The group of r
exposed to 7 days of DSS was divided into 2 expgomasitatice who underwent

vagal denervation of the colon (Cx) and-@pshated group. At sacrifice, the brain
was collected for cFos expression and colonic tissue was collected to determine
expression of prand antnflammatory cytokines. Mxpesed to 7 days of DSS
exhibited a significant increase in the disease index activity (shortened colon len
inflammatory and diarrhea scores) and a decreased body weight. The inflamed co
showed an increased expressio® of IL T NF U, | oL.cdnfyol noice.nCplanic e d
inflammation did not significantly increase cFos expression in the DMV in mice expc
to DSS for 1, 3 and 7 days (as ERK another neuronal activation marker). Despite the
of vagal activation in the brain stem, selectivaialemdritee proximal part of the
colon enhanced the expression -afflaromatory cytokines compared te sham
operated micefL ( 0. 0026 NO. 001 vs. O0.0081N0.0
(0.014+0.008 vs. 0.053+0.017, p<0.05). Interestingly, & sigreAsanof FoxP3

MRNA levels in inflamed colon was found in denervated (2.7+0.9-@4, 5.5+1 E
p<0.05) compared to sbaerated mictn the present study, BX&fsiced colonic
inflammation, mainly affecting the mucosa, did not trigger endagiemoois@atR

as described during intestinal muscularis inflammation in POI. This striking data sug
that CAIP activation may rely more on the anatomical location of the inflammat
Interestingly, despite the lack of endogenous vagal activaioervaijah of the

colon enhanced inflammation in DSS exposed mice, further confirming the role of
CAIP in mucosal immune homeostasis.
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Ischemianduced mucus barrier loss and bacterial penetration are rapidly
counteracted by increased goblet cetire®ry activity in human and rat colon

J. Grootjahsl.H. Hundschgii. LenaeftsB. Boonénl.B. RenésF.K. Verhey&n

C.H. DejoAgM.F. von Meyenfelds.L. BeetsW.A. Buurm@aniDept. of Surgery,
NUTRIM School for Nutrition, Toxicolagpl®ligin, Maastricht University Medical
Center, Maastricktaboratory of Pediatrics, Division of Neonatology, Erasmus MC
Sophia, Rotterdanfept. of Molecular Cell Biology, Electron Microscopy Unit,
Maastricht University Medical Center, Maastifttyartends

Ischemia/reperfusion (IR) of the colon is a frequently observed event in clinical prac
carrying high morbidity. The high morbidity is associated with intestinal barrier func
loss, leading to bacterial translocation and severetianflamnthe colon, an
important first line of defense against intruding pathogens is the mucus layer, whic
produced by goblet cells. In this study, we investigated consequences of colon IR or
mucus layer and goblet cells, in a newly developednduraa experimental IR
model. In 10 patients, a small part of colon that had to be removed for surgical reas
was isolated and exposed to 60 minutes of ischemia with 0, 30 or 60 minutes
reperfusion (60I, 30R and 60R, respectively). Tissueddb ¢Rpssrved as control.

In rats, colon was exposed to 60I, 60I30R, 60I1120R or 60l 240R (n=7 per group). Hu
and rat tissue was either -fimaen, fixed in glutaraldehyde for electron microscopy
(EM), fixed in formalin or fixed in methacarndiigediserve the mucus layer. g°PCR

was performed for MUGB, IL1-b andTNF-a. Themucus layer and goblet cells

were assessed using PAS/Alcian Blue (AB) or immunohistochemistry for MUC2/Doli
biflorus agglutinin (DBA). Bacteria were studied usmuf flEbteacent in situ
hybridization (FISH) for bacterial rRNA. Neutrophil influx was studied usit
Myeloperoxidase staining.PAS/AB and MUC2/DBA staining revealed breaches in
mucus layer at 60 minutes of ischemia. This was accompanied by paotgriation of
into the normally sterile crypts, as observed in EM and FISH, which induced mas:
release of goblet cell granules. During reperfusion, increased goblet cell secretory ac
led to expulsion of bacteria from the bottom of the cryptsetowatdsutface. At

240 minutes of reperfusion, no bacteria were observed near the epithelium and a ni
formed mucus layer provided spatial separation of intraluminal bacteria with the epitt
lining. Inflammation was limited to a slight indluspifilsento the lamina propria and
increased expression 4, IL1-b andTNF-a.In conclusion, this study provides first
clues for the pathophysiology of human colonic IR. Colon ischemia is associated
breaches in the mucus layer and bacterial adherence to the epithelium. This is ray
counteracted by increased teggractivity of goblet cells, leading to expulsion of
bacteria from the crypts as well as restoration of the mucus barrier.This unig
mechanism of the colon limitglliRed bacterial penetration and inflammation.
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The human colon is more resistant soheémiareperfusion induced tissue
damage and early inflammation than human small intestine

[.H.R. Hundscheid. GrootjahsB. BoonénJ.G. Bloem&rK. LenaeksC.H.C.

Dejong M.F. Von Meyenield.L. Be€tsW.A. BuurmiatDept. of Surgery, NRIM

School for Nutrition, Toxicology & Metabolism, Maastricht University Medical Cer
Maastricht, The Netherlands

Small intestinal ischeraerfusion (IR) is a frequently occurring event carrying high
morbidity and mortality. This is associatediesiinal barrier function loss, leading to
bacterial translocation and severe systemic inflammation. Contrary to the severe co
of small intestinal IR, colonic IR tends to have a much milder course. This is surpris
since the colonic intralumiladu is more pndlammatory. This led us to hypothesize
that the human colonic epithelial barrier must be better protedtmadoddnage
compared to human small intestinal epithelium.To obtain insight in the differences ir
pathophysiologyf dauman small and large intestine IR, we developed human
experimental models for small intestinal IR and colon IR. In these models we t:
advantage of the fact that during different types of intestinal surgery a part of -
otherwise healthy intestinddibs removed for surgical reasons. Jejunal IR model: In
10 patients undergoing pancreaticoduodenectomy, a 6 centimeter segment of intes
that had to be removed, was isolated on two sides and selectively exposed to 60 mir
of ischemia followed I6§@), 30 (30R) and 120 minutes of reperfusion (120R). Colonic
IR model: In 10 patients undergoing left sided colonic surgery a 6 centimeter colc
segment was exposed to 60 minutes of ischemia followed by 0 (60I1), 30 (30R) anc
minutes (60R) of repRdin, analogous to the procedure described above. In both
models tissue was collected at all time points to assess morphology (hematoxylin/e
(HE) staining), apoptosis (M30 staining) and neutrophil influx (myeloperoxidase (M
staining).HE stainingeed@d extensive damage in small intestinal villus tips at 60l
whereas in the colon the epithelial lining remained intact. Apoptosis was observed in
the crypts and villi of jejunum at 30R and damaged cells were shed into the lum
leading to barriaetagrity loss. At 120R, the epithelial lining remained compromised
Interestingly, apoptosis of epithelial cells in the colon was limited to scattered cells ir
surface epithelium. In addition, the epithelial barrier was not affected at 601 and du
reperfusion. In with these data, neutrophil influx was only observed during small intes
IR, whereas no neutrophjl influx was observed in colon exposed to IR.

In conclusion, we provide evidence that the human colonic epithelium is more resista
IR hen small intestinal epithelium. Future studies should be aimed at unraveling
molecular mechanisms underlying this effect.
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Pregnane X Receptor stimulation reduceskaddpaB mediated cytokine
expression in intestinal biopsies from inflammatory boisehs# patients

J.J. DeuriAgT. van den Bérg.J. KuipersM.P. Peppelenbdscb. de Ha#y C.J.
van der WoudeThese authors contributed equally to thitEvasikus Medical
Centre, Gastroenterology and Hepatology, Rotterdam, Thus Netherlan

Mucosal detoxification of variousfiEmimatory drugs is mediated amongst others by
nuclear receptors like the Pregnane X Receptor (PXR). The activation of PXR
associated with down regulation of #acleakapgd (NFkappaB) activity, viahic

plays a key role in inflammation. Here, we studied whether PXR activation could rec
NFkappaBnediated inflammatory responses in intestinal biopsies from inflammato
bowel disease (IBD) patiemmtsee biopsies were taken from four different bowel
locations in IBD (n=26) and control patients (n=8). Biopsies from endoscopically infla
and noinflamed areas were included and inflammation was histologically confirmed
an expert pathologist. The biopsies were cultured for 18 h with or withadot PXR ac
Rifampicin (100uM). Rifampiduced PXR activation was verified by the mRNA
expression of PXR target genes (Cyp3A4, Sultla, MDR1) and the possible repressic
NFkappaB by the expression of its target géndklfpeta, TNFalfa). In aolaljt

the protein expression of TNFalfa-&nid lbiopsy homogenates was measured using
ELISA.The gene expression of Sultla and MDRXemya@aipd in all the biopsies

after Rifamipcin stimulation. Furthermore, the expre8s(pr@001) andlhbeta

(p<0.01) are 10O fold higher in biopsies from IBD patients than in biopsies fron
control patients, irrespective of disease activity. However, this elevated cytok
expression was significantly reduced after Rifampicin stimulation (ed0&in This r

is observed in all biopsies on mMRNA as well as protein expression and is regardles
intestindbcation.

Conclusions: Rifampicin can activate PXR in human intestinal biopsies. Biopsies te
from IBD patients have highdapibaB activity theéne biopsies taken from control
patients. Nevertheless, this higtapyfaB activity could be reduced by Rifampicin,
irrespective of disease type. Thus, PXR activation by Rifampicin could be used a
therapeutic approach to reduce mucosal inflampsdieoris with 1BD.
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Identification of a novel FXR response element; Human FXR induces SHP
expression through direct binding to an {Rbinding site, independent of the
presence of an {Rand LRH

M.O. HoekeM. Hoekstra J. Heegsma, HWoshage, K.N. Faber, Dept. of
Gastroenterology and Hepatology, University Medical Center Groningen, Groning
University of Groningen, The Netherlands

The nuclear receptors farnesoid X receptor (FXR) and the retinoic X receptor al
(RXRU) act as heterodimer in regulatir
for FXR and RXRU are the bile salt ch
derivative-®i s retinoic acid (9cRA), respect
the bile salt export pump (BSEP/ABCB11l) and the small heterodimer partr
(SHP/ NROB2) . F X R/ RXR{Rlpsequehses. Previously, we r t
foundthat 8BcA i nhi bi ts bi nd1andrepessesFCRBNCE&IX RU t
BSEP transcription. In contrastiné&ed expression of SHP in vitro and in vivo is
maintained independent of 9cRA/vitamin A. Recent data suggest that FXR may
together with theer receptor homelo@_RHL) to induce expression of SHP. Here,

we performed a detailed analysis of thaedked regulation of human SHP and
established a direct binding of FXR to dAnréstiense element independent of the
IR1 and LRH.

hFXR/hR R-tansfected DD HEK293 and HepG2 cells were cultured in the
presence or absence of CDCA, GW4046 (synthetic FXR ligand) and/or 9cRA. W
applicable, cells werdraasfected with milrhh  Regul ati on of FXR
was quantified byPQR.Luciferase reporter plasmids containing deletion and site
specific mutants of a-Bg%SHP promoter element were used to locate GDCA/FXR
responsive elements. N interactions were analyzedviygpull down assays.

SHP promoter elements lackimgptéviously identifiedl IR291/279) largely
maintained their activation by -fgéndtedFXR, but were unresponsive to

9c RA/ RXRU. SHP pr omot er -chedibtedtacticanon af n a |
the SHP promoter was dependent ai22@9 region, which contains a previously
identified LRH site {/8£70). Remarkably -tcansfectioof mLril did not super

induce the FXRediated expression of SHP. Pull down assays reveal a direct binding
FXR to thel22/69 sequence, which was abrogated-fyesifec mutations in the

LRH1 site. These mutations strongly impaired-thedt¥R activation of the 569

bp SHP promoter that contained an iftadheRminimal LRHbinding site was not
sufficient to bind FXR.

ConclusionWe identified a novel FXR response element in the human SHP promot
that largely overlaps with al Biddig site. No synergy betweenlL&Hl FXR is
observed in regulation of SHP expression. These findings imply a complex interj
between FXR and ERHwo factors that control multiple cellular (metabolic) pathways,
including bile salt and lipid homesostasi
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Effects of bile acid receptor agonists-TMT and INT77 on estrogen defi
ciencyrelated postnenopausal obesity and hepatic steatosis

M.C. de Oliveira C.L. SalguetrcE.L. Ishivamo®) 1.C. GaemérsR.J.P. Oude

Elferink Tytgat Ingtite for Liver and intestinal Research, Academic Medical Center,
University of Amsterdam, Amsterdam, The Netl*edbodstory of Biological
Oxidations, Dept. of Biochemistry, University of Maringa, Maringa, Brazil

Menopause is a physiological statactdrized by estrogen deficiency. Estrogens
have important effects on body fat distribution. Estrogen deficiency can result
increased visceral adiposity and related metabolic pathologies such as chronic adif
tissue inflammation and hepatic ge&esently two bile acid (BA) receptors have
emerged as putative therapeutic targets for obesity and the related metabolic disorc
the nuclear farnesHideceptor (FXR) and the protein G coupled receptor (TGR5). FXF
is involved in lipid and choléstemmeostasis, TGRS is implicated in energy
expenditur&@he aim of this study was to evaluate the effects of estrogen deficiency
metabolism and the efficacy of the novel FXR agdiigt¢fdNFXR) and {NT/

(for TGR5) as an alternative treatomemenopause pathologies. For this, female
Swiss CR mice (age-Bwk, n=8/group) were ovariectomized (OVX); a group of
SHAM operated mice served as controls. All mice were fed a high fat diet (HFD; ¢
kcal fat) for a total of 5 weeks. For 3 groupsmic® the diet was supplemented with
either INT47, INT777 or 17bstradiol (E2) for the last 4 weeks. Bodyweight and food
intake were monitored weekly. After 5 weeks mice were sacrificed and tissues w
immediately harvesi&dsacrifice OVX micegived 13% more (p<0,001) than SHAM
mice. INF47 and INA77 treatment prevented bodyweight gain: bodyweight at
sacrifice was 15 % and 11% less, respectively, compared to OVX mice (p<0,001).
significant differences were found in weekly food intakglytaviele content (TG)

was measured in liver homogenates by a colorimetric assay. Liver TG were increase
the OVX group (+69%60,07) compared with the SHAM mice, and decreased in the
OVXINT747-16%- p<0,001) and O¥2Z (80%- p<0,001) groupsmpared with the

OVX group.

Conclusion: these results suggest that the FXR and TGR5 agonists may prevent we
gain and hepatic steatosis caused by ovariectomy. Studies on energy expenditure
gene expression in liver, adipose tissues and musgle@rgEimancial Support:
CAPES.
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Activation of nuclear receptor FXR by oral chenodeoxycholic acid in patients with
Crohn's colitis: potential therapeutic consequences for inflammatory bowel
disease

F.D.M. van SchaiR.M. Gadalé&gF.G. Schags.W.C. van MP.D. Siersefm®.
OldenbutgK.J. van ErpecyiAbept. of Gastroenterology and Hepatology, University
Medical Center Utredbgpt. of Metabolic Diseases, University Medical Center Utrecht,
3Tytgat Institute for Liver and IntessearBh, Academic Medical Center, Amsterdam,
The Netherlands

The bile salt nuclear receptor Farnesoid X Receptor (FXR) is critical in prevent
bacterial overgrowth and maintaining intestinal barrier. FXR activgsgntbgtisemi
agonists preventsn f | ammati on i n murine colitis
(Gut;2011;60:4832 ) . Patients with Crohndéds col i
gene mMRNA expression compared to patients with ulcerative colitis and contre
suggesting imparéXR activity in CC (PLoS One 2011;6:e23745). We investigatec
whether pharmacological FXR activation is feasibMine galients with quiescent

CC and 12 controls were treated with the FXR ligand chenodeoxycholic acid (CDC,
mg/kg/day) for 8 dajsal FXR activation was assessed in fasting state before and
each hour during 6 hours after the first CDCA dosage and after the final dosage
quantification of serum levels of FGF19 (enterokine whose expression is controlle
FXR; by ELISA). Sincé&E&induces gallbladder (GB) refilling in the mouse, we also
determined GB volumes (by sonography). lleal and cecal biopsies were obtained dt
colonoscopy after the last dosage, RNA was isolated, and FXR and FXR target ge
expression analyzed withntijaéive real time PCR. At baseline, fasting FGF19 levels
did not differ between CC and controls (0.23+0.14 vs 0.21+£0.11 ng/mL, meantSD). £
the first CDCA dosage, FGF19 and GB volumes initially decreased in both CC
controls (after 1 hour: FGFl@s30 31% of basal and GB volume: 12 resp. 15% of
basal), with subsequent progressive increases during the next 6 hours (FGF19: 537 |
576%; GB volume: 178 resp. 190%) without differences between both groups, :
further increases at day 8. Analyifgaldbiopsies from untreated controls and from
CDCA treated groups revealed that CDCA increased mRNA levels of FXR target ge
IBABP (3.2 resp. 4.2 fold) and FGF19 (22 resp. 43 fold) and decreased mRNA leve
ASBT (0.46 resp. 0.58 fold) to a sixtelar in CC and controls, compared to untreated
controls. SHP expression was only increased in CC (2.3 fold). Regardir
FXRdependent genes implicated in antibacterial defense: ileal and cecal angiogeni
MRNA expression decreased (0.38 resp. OuedddCDCA treated groups. iINOS
expression was not affected by CDCA treatment. mMRNA expression of FXR and |
target genes in cecum was much lower than in ileum, without differences between C
treated CC and controls.

Conclusion: Current results getwpharmacological activation of FXR is feasible in
patients with CC and provide a rationale to explormftamiuatiory properties of
pharmacological activation of FXR in these patients.
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microRNA profiles in graft preservation solution arenpstig for biliary
strictures after liver transplantation

C.J. VerhoevenW.R.R. FatfjdP.E. de Ruited. de Jongel. Kwekkeboom , H.J.
Metseladr H.W. TilanysG. Kazemieand L.J.W. van der laddepts. of Surgery

and 2Gastroenterology & &tefpgy Erasmus MCUniversity Medical Center,
Rotterdam, The Netherlands

(Non)anastomotic biliary strictures after liver transplantation (LT) are common. Rece
hepatocyte and cholangiedyti@dant microRNAs (miRNAs) have been identified as
sensitie markers for liver injury in serum. The release of miRNAs during liver injury |
lead to the hypothesis that they could act as potentiakimerbiomarkers in
preservation solutions to predict biliary strictures in recipients after LThiShe aim of
study is to investigate whether differences in the balance of aegatboldae
giocytalerived miRNAs in graft preservation solution are prognostic of biliary strictul
afterLT.

Perfusate flushes from 33 comsedivier grafts were collected at the end of cold
ischemia time (CIT) and thdreellsolutions were analyzed for the presence of
hepatocytabundant miRNAs (#h#R and miR48a) and cholangio@jddandant

MIRNAs (miB0e miR22 and miR96) by quataiive R-PCR. Manwhitney U

tests and RQslirves were generated to compare ratios of miRNAs between recipien
that developed biliary strictures (n=13) versus recipients that did not (n=20).
Perfusates from grafts that developddr posangtrictures contained significantly
higher ratios of hepatoedytéR122, miR48a) and cholangiocfrteR296, mif30e,

miR222) specific miRNAs (P<0.01). ROC analysis shows that perfusates with higl
ratios of hepatocytes cholangiocygbundant miNAs are more likely to develop
biliary strictures after LT compared to perfusates with lovatiomiRNK=0.865,
P=0.0002).

Conclusion: This study demonstrates that ratios of hepatocyte vs -cleolaggiocyte
MiRNAs in perfusates durindiffer between grafts that develop biliary strictures and
grafts that do not. Based on these r a
with high sensitivity and specificity. Timyasiwve detection of specific miRNAs in
preservation stibn in an early phase of LT may represent a novel method to helj
identify liver grafts at risk of developing biliary strictures after LT.
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Reduced FGF19 level in bile and decreased FGF19 expression in the gallbladder of
patients with primary sclerosialgolangitis

S.J.L.B. ZweérdA. ShiryagvT.H. KarlsgnP.L.M. Janseh F.G. SchagpTytgat

Institute for Intestinal and Liver Research, Academic Medical Center, Amsterdam,
Netherland$Norwegian PSC Research Center, Clinic for Specditires avid
Surgery, Oslo University Hospital, Rikshospitalet, OsléDalarwayHepatology

and Gastemterology, Academic Medical Center, Amsterdam, The Netherlands

Human bile contains Fibroblast Growth Factor 19 (FGF19) at levels farsexceeding tl
in the circulation (Zweers et al. Hepatology 2011; online). Apart from metabolic funct
binding of FGF19 to its receptor FGFR4 has been reported to resthaced NFa
NFkB signaling (Drafahl et al. PLos One 2010; 5: el441fl&himatgiaction

of FGF19 might be relevant for the pathogenesis of primary sclerosing cholangitis (P
Expression of FGF19 in gallbladder epithelium is regulated by-gélc@vhiedsalt
transcription factor farnesoid X receptor (FXR) and accordingtiens alepe
expression/activity of the apical soelpandent bile salt transporter (ASBT). In PSC
there is ongoing inflammation and fibrosis ahdhteatrahepatic bile ducts. We
considered the possibility that in PSC there might be a deficiehcyhwréiGrel

we studied FGF19 expression in the gallbladder and in bile of patients with PS
Gallbladder bile (n=14 per group) and gallbladder tis8yse(rgrdup) of PSC and
nonrPSC patients with various liver diseases were collected at tligetime of
transplantation (LTx). FGF19 protein levels were measured by ELISA. FGF19, S
(another FXRrget) and ASBT transcript levels were measurefPGiR Ri$ing
mucosal epithelispecific cytokeratin 19 as a reference gene. In gallbladder
specimens 6fSC patients, ASBT mRNA expression is significantly reduced (7.9 fol
P=0.03). This is accompanied by reduced expression of FGF19 and SHP mRNA ir
gallbladder (2.4 fold, P=0.04 and 3.8 fold, p=0.01, respectively) and lower levels
FGF19 in LTx bilerh PSC patients (8.947.6 vs. 22.6+25.5 ng/rRIQ patients;
P=0.02). FGF19 levels in LTx bile frgAS@opatients were similar to levels in
gallbladder bile from patients with either gallstone disease or periampullar malignan
(22.6+25.5 vs..9%13.3 ng/mL, resp.; P=0.94).

In conclusion, reduced expression of ASBT in the gallbladder of PSC patients il
results in abrogated FXR activation and reduced expression and secretion of the |
target FGF19. Reduced FGF19 levels in bile may wotitalarigoing inflammation

and fibrosis in in@ad extrahepatic bile ducts of PSC patients.
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Bile acidpreconditioning protects HepG2.rNTCP cells against bilsdwed
apoptosis

E.M. Verhaags. Karimian, M. Btistnan, H. Moshage and K.berF&®ept. of
Gastrenterology and Hepatology, University Medical Center Groningen, University
Groningen, Groningen, The Netherlands

Background: Cholestasis is characterized by accumulation of bile acids in the Ii
causing hepatocyte cell de#timately leading to liver failure. Accumulation of bile
acids in hepatocytes can damage mitochondrial membranes, induce reactive oxy
species production and activateflarmmatory signaling pathways. Previous research
suggests that prolonged cheisstaluces adaptive changes in hepatocytes that result
in resistance towards bile-iaditted cell deathm: Study the mechanisms how
hepatocytes become resistant towards ‘duead apoptosis in an in vitro model of
cholestatic liver diseasethbtls: HepG2.rNTCP cells were preconditioned with
subapoptotic concentrations50,[AM) of bile acids, superoxide donor menadione (10

e M) o0 (TINF ng/ml) followed by a -chall
inducing bile acid glycochenodweixyacid (GCDCA). Levels of apoptosis, necrosis
and mitochondrial functioning were arRbsadts: Preconditioning with GCDCA
(1650 uM for 248 h) or tauroursodeoxycholic acid (TUDCA) protected HepG2.rNtc
cells against GCDi@duced apoptosis. émtcast, preconditioning with menadione or
TNFU strongl y g@nouced apgoptosis. Bild-pe@danditicning did also
prevent induction of GCiddAced necrosis and the loss of mitochondrial membrane
potential by the GCDCA challenge. mbfliitie ERK1/2 and PI3K signaling pathways
attenuates the protective effect of bilg@othditioning.

Conclusion: Stdxic concentrations of bile acids improve mitochondrial fitness anc
protect HepG2.rNTCP cells against G@IDEAd cell deathe3é data support the
observation that hepatocytes become resistant towardsnthileedcapoptosis

during chronic cholestasis.
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ATP8B1 and ATP11C deficiency affect taurocholate and glucose uptake in Caco
cells

V.A. van der MaEkR. de WaartSKMok, H.R. de Jonge, R.P.J. Oude Elferink, C.C.
Paulusma, Tytgat Institute for Liver and Intestinal Research, Academic Medical Cel
Amsterdarnihe Netherlands

ATP8B1 and ATP11C argypd ATPases and transport phospholipids from the exo
plasmic tothe cytoplasmic leaflet of the membrane. ATP8B1 deficiency- causes Pr:
gressive Familial Intrahepatic Cholestasis Type 1 or Benign Recurrent Intrahep
Cholestasis type 1. Previously we showed that ATP8B1 deficient mouse hepatocyte:
prone to membradamage induced by hydrophobic bile salts with a consequent
impairment of canalicular transport proteins, including the bile salt export pump. ATF
deficient patients can also develop extrahepatic symptoms, including diarrhea with
unknown etiology.cBetly it was shown that ATP11C deficiency causes cholestasis ir
mice that resembles the cholestasis observed in ATP8B1 deficient mice. Here we s
to investigate the consequence of depletion of ATP8B1 and ATP11C on membr
protein function in intest@®ace cells. To this goal we studied bile salt and glucose
transport in ATP8B1 and ATP11C depletedc€lsoln addition, we studied Cystic
Fibrosis Transmembrane Conductance Regulator (CFTR) activity in ATP8B1 depl
T84 cellsRadiolabeled tagholate and glucose uptake was measured in cells grown
in monolayers and on transwell inserts. ASBT surface expression was analyzed ¢
surface biotinylation. CFTR function was studied in intestinal T84 cells by measu
shorcircuit currents in dgschamber&ATP8B1 and ATP11C depleted X eaeits

displayed strongly reduced uptake cti&i&Bilent taurocholate (respectively 38+2%

of control at 30min; p<0.001 and 40+£1% of control at 40min; p<0.001). In both cell li
impaired uptake was assatiavith strongly reduced meméasaneiated ASBT
expression without a change in ASBT mRNA. In addition, glucose uptake w
significantly reduced in ATP8B1 depleted cells (73£2% of control at 4min; p<0.001),
in contrast, was significantly increa&@&@11C depleted cells (133+7% of control at 4
min; p<0.005). Furthermore, CFTR activity was reducedstinuisketdnATP8B1
depleted T84 cells (169+39uA/cm2 vs. 213+22pA/cm2 in control cells; p<0.05), wh
was paralleled by a reduction (~4C@%J it protein and mRNA levels. CFTR mRNA
levels were not affected in ATP11C depleted cells.

Conclusion: Our results show that ATP8B1 deficiency results in impaired glucose up
and ASBT and CFTR activity in intestinal cells. ATP11C deficienty ialso resul
reduced ASBT activity, however, glucose uptake is enhanced. Bile salt malabsorf
provides an explanation for the diarrhea observed in ATP8B1 deficient patier
Furthermore, our data suggest a distinct role for ATP8B1 and ATP11C in t
maintenanad proper membrane structure.
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Diagnostic scoring systems for autoimmune pancreatitis are complementary and
correctly identify the majority of patients at initial presentation, without the need
for histology

J. BuijsiM.J. van Heefdd.E. HanseA!K. Bierma#rF.P. VleggdaM.A. BriRkE.J. Kuiper&?

H.R. van Buuren?!, M.J. Bruno?, *Dept. of Gastroenterology and Hepatology, Erasmus University Me
Center, Rotterdam, 2Dept. of Public Health, Erasmus University Medical CenegpRodiferdam,
Pathology, Erasmus University Medical Center, RggpdarhGastroenterology and Hepatology,
University Medical Center UtRBpf. of Gastroenterology, Meander Medical Center, Amersfoort,
5Dept. of Internal Medicine, Erasmus Uniexigit} Center, Rotterdam, The Netherlands

Introduction: Autoimmune pancreatitis (AIP) is a distinct type of chronic pancreatitis
may clinically mimic pancreatic cancer. Its diagnosis often proves to be challeng
Several diagnostic scoring sgstem available, of which the Asian and HISORT
criteria are used most frequently. Recently, novel International Consensus Diagnc
Criteria (ICDC) for AIP have been developed. The aim of this study was to investiga
a large cohort of AIP patientthamhtne concurrent application of all three diagnostic
scoring systems provides a definite diagnosis. Methods: Patients diagnosed with
between May 1992 and August 2011 were enrolled. The diagnosis of AIP was m
retrospectively according to the &€& or HISORT criteria or was based on
postsurgery histology, a combination of unexplained pancreatic disease, bilia
disease/extrapancreatic manifestations and either response to stepasisive 1G4
serology. Clinical data, laboratory anwyifivadjngs, histology, response to treatment,
and recurrence were studied. Scoring systems were applied using data obtained du
the initial evaluation period of 6 months. Results: A total of 83 cases with AIP w
included, of which 72 patients (&f&)nen, with a median age at presentation of 63
years (range: -89). Weight loss (87%), steatorrhea (80%) and obstructive jaundice
(77%) were the most frequent presenting symptoms. Extrapancreatic manifestati
were observed in 65%, biliary involv@&a®&)t being most frequent. Serum IgG4
levels were abnormal in 78% of the patients tested. In total, 82% were treated \
steroids and 99% of those responded to treatment. Disease recurrence occurred in
of these patients, all of them respondingatedr&peirse of steroids with or without
azathioprine. When applying the ICDC, Asian or HISORT criteria, 67 patients (81%)
the diagnostic criteria for AIP according to any of these systems. Thirteen patients (
met the diagnostic criteria for edl systems, 26 (30%) met criteria for two systems
and 28 (34%) for one system. In 16 patients (19%) who did not fulfill any of the tt
scoring systems, diagnosis was based on combination of unexplained pancreatic
biliary disease/ extrapancreaticfestations and either response to steroids or
elevated IgG4. Only 2 patients (2%) had not been diagnosed until they underw
pancreatic surgery.

Conclusions: In this large cohort of AIP patients, diagnostic scoring systems for
proved to be complemgntrather than overlapping. Four out of 5 patients were
diagnosed based on clinical data obtained within the first 6 months after ini
presentation, without the need for histology.
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Comparable efficacy of low and high dose induction corticostewatichént in
autoimmune pancreatitis

J. Buijs M.J. van Heerde?, B.E. HahsénBierma#ri-.P. VleggdaM.A. BriRk

E.J. Kuiper§'M.J. Bruno?, H.R. van Buuren?, Dept. of Gastroenterology and Hepa
tology, Erasmus University Medical CergedaRo®&Dept. of Public Health, Erasmus
University Medical Center, Rotteélidapt, of Pathology, Erasmus University Medical
Center, Rotterdanept. of Gastroenterology and Hepatology, University Medical
Center UtrechADept. of Gastroenterology, Medheldical Center, Amersfmpt.

of Internal Medicine, Erasmus University Medical Center, Rotterdam, The Netherlanc

Autoimmune pancreatitis (AlIP) is a distinct type of chronic pancreatitis highly respor
to corticosteroids. The usually recoetimdodage of prednisone for remission
induction is 0.6 mg/kg/day, resulting in daily starting das€&® eh@0This -re
commended dosage is largely based on empirical data and lacks scientific ba
Potentially, high dose corticosteroid treatmemiasedswith significant side effects,
particularly in a population characterised by relative advanced age, diabetes &
obstructive jaundice at presentation. The rationale for high dose treatment could als
guestioned considering theestalblishedessitivity for corticosteroids in AIP patients.
We therefore compared the efficacy of treatment and the incidence of worsening glu
tolerance in AIP patients treated with different doses of steroid induction therap
retrospective survey was condotigtients diagnosed with AIP between May 1992
and August 2011. Clinical, laboratory and image findings were assessed bef
treatment and at 1, 3 and 6 months after starting treatment. Differences between gre
treated with different initial dosesdoiigone were compared using linear and logistic
regression analysis.A total of 37 patients (33 males; median age 65 years) wi
included. The most frequent presenting symptoms included jaundice, pancreatic ins
ciency, weight loss and (mild) abdpaimaFour patients were treated with an initial
dose of prednisone of 10 mg/d, 2 patients with 15 mg/d, 6 patients with 20 mg/d,
patients with 30 mg/d, 12 patients with 40 mg/d and 2 patients with 60 mg/d. With res
to the base characteristicsdingwgender, age, presenting symptoms, laboratory and
imaging results, there was no significant difference in administered dose of prednis
During a clinical follgwperiod of 6 months, 37/38 (97%) patients achieved clinical
response. Symptomaticaesp after 1, 3 and 6 months of treatment was- not asso
ciated with doses of prednisone. Treatment response according to imaging studies
laboratory parameters was also comparable. There was no significant difference
worsening of glucose tolerance.

Conclusions: Symptomatic, radiological and biochemical improvement was compar:
for AIP patients treated with variable induction doses of prednisone. Based on th
retrospective data it may be questioned whether high dose prednisone therapy is
indcated in patients presenting with AIP.
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Surgical treatment of choledochal cysts in children and adults: acentge
experience in 83 patients

Y. ElMassoudM. Bieze, J. de Wilde, O.R.C. Busch, D.J. Gouma, T.M. van Gulik, AM(
The Netherlands

Chdedochal cysts (CdC) are rare congenital dilatations of the bile ducts that a
considered prea |l i gnant . Todani 6s cl assificat.i
type | (extrahepatic dilatataong IVa (extrand intrahepatic dilatation) are most
canmon. Type V indicates intrahepatic cysts only. Treatment consists of compl
excision of the cystic dilatation witkeiR6lhepaticojejunostomy (HJ). For type IVa
and V cysts featuring intrahepatic extension, excision combined with left or ri
hemihpatectomy is commonly advised. The aim of this stutlty evatudte
presenting symptoms of patients with CdC in the pediatric and adult population.z
evaluate outcome and complications in patients with Type IVa and V CdC, in wr
excision was perfodwathout liver resection. Medical records of 83 patients who had
undergone resection of CdC were retrospectively analyzed from January 1973
January 2011 (41 children, 42 adults; 22 male, 61 female). Children and adults he
median age of 4.6 (range’)0and 40 years (range @9 respectivelgt time of

surgery. Children presented with abdominal pain (75%), jaundice (63%), nausea/von
(39%), hepatomegaly (34%) and-Hesmg2%). Symptoms in adults were abdominal
pain (100%), jaundice (1@%@),weighbss (16%). Gallstones were present in 34% of
children and 14% of adults. CdC was classified as: Type |. 62 patients, Type Il: 2, 1
ll: 2, Type IVa: 12 and Type V: 5 patients. All patients underwent extrahepatic ¢
resection including 1618 patients with type IVa or type V CdC with no additional
hemihepatectomy. One patient with type V CdC required a left hemihepatecto
because of multiple cystic lesions and one patient with type IVa CdC we
intraoperatively diagnosed with a bilealggtoma and underwent (R2) resection.
Mean followp of remaining 15 patients with type IV and type V CdC treated b
extrahepatic resection was 4,9 yeHdsyghrs). In these patients, no signs of tumor
formation were detected. Postoperative mabidl?y8% among 42 adults and 4.8%

in 41 children (recurrent cholangitis, HJ stenosis, perforation of colon after percutane
drainage, ileus, irldominal fluid collection, and wound infection). There were two
postoperative deaths (mortality 2pf#é)child with type | CdC due to respiratory
failure and one adult patient with type 1Va CdC due to migration of a biliary stent cat
portal vein injury and bleeding. Children with CdC more often presented with jaunc
gallstones and hepatomegaly.e€gision with biliary reconstrustgafe treatment

in children and adults. Malignant transformation was not found.

103



Outcomes of liver resection for hepatocellular adenoma and focal nodular
hyperplasia; results of a prospective trial

M. BieZe Yassef EMassoudi J. Verhéjj S.S.K.S. PhHaO.R.C. BusthD.J.
Goumy T.M. van Gd|ikDept. of Surgery, Academic Medical CBefar, of
Pathology, Academic Medical Cé#gt, of Radiology, Academic Medical Center,
The Netherlands

Backgraud HCA and FNH are rare, benign liver lesions of which diagnosis anc
management generate confusion. Resection for HCA >5cm is recommended becau:
risk of bleeding and malignant transformation, whereas FNH is only resected becau:
symptoms. The aifritos study was to assess selection for and outcome of resection o
lesions suspicious of hepatocellular adenoma (HCA) or focal nodular hyperpla
(FNH).Methods Between January 2008 and July 2011, 111 consecutive patients
suspicion on FNH or HCAn>Rased on imaging studies were included. All patients
underwent poperative GHEOBDTPA magnetic resonance (MR) imaging. Liver
resections were classified as major. >3 segments, or minor: <3 segments, incluc
laparoscopic and local excisions. Hisloliggnosis was used as standard of
reference. Abdominal symptoms, postoperative morbidity (Dindo/Clavien classificat
mortality, and relief of symptoms were scoredinRabkltd patients (4 male, 107
female; mean age 38years), the folloedpgrative diagnoses were made after MR
imaging: HCA (n=44), FNH (n=59), HCA+FNH (n=4), and 4 other diagnoses. 46 pati
were selected for resection because of diagnosis HCA>5cm (n=29), symptomatic F
or strong wish of the patient (n=15). MeanZesnas<s/,9 cm (SD 2,523,6m).

28/46 patients presented with complaints. Types of resection included 36 (78%) m
(including 9 laparoscopic resections), and 10 major resections. Overall, the follov
postoperative complications were recorded: Gr&dade Il: 4, Grade llla: 2, Grade

llIb: 1, Grade IVa: 1. There was no mortality. Preoperative diagnosis was confirr
micrgcopically in 28/29 (97%) patients with HCA (1 hemangioma), and 15/15 (100
patients with FNH. 26 (90%) patients witmsyshatwed improved scores 3 months
postoperatively.

Conclusion®atients with suspicion on HCA or FNH were accurately diagnosed an
selected for resection on the basis of MR imaging and symptoms. Most lesions (7
required minor resection with radmnpfaints in most patients (90%) with symptoms.
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Prospective evaluation of the incidence and prevalence of exocrine pancreatic
insufficiency in patients with irresectable pancreatic adenocarcinoma

E.C.M. Sikkend.L. Cahen?, C. van Eijck?, E.Jrkule). Bruno?, Dept. of Gastro
enterology, Erasmus Medical Center, Rotterdam, 2Dept. of Surgery, Erasmus Mec
Center, Rotterdam, The Netherlands

Weight loss in cancer patients may be caused by primary and secondary tumour eff
In pancreatic meer, additional weight loss and malnutrition may be due to the
development of exocrine pancreatic insufficiency (EPI). However, the presence of E
frequently overlooked, because the main focus is directed towards possible car
treatmentSo far, # frequency of EPI in pancreatic cancer is unknown. Therefore, we
assessed the prevalence of EPI in patients with irresectable pancreatic ader
carcinomdn a prospective cohort study we included all patients with irresectabl
pancreatic adenocarcinonha, were referred to our tertiary referral center between
March 2010 and November 2011. Patients were followed until 6 months after inclusic
death. Each month, the pancreatic function was evaluated, both exocrine (by means
fecal Elastageconcerart i on ( FEC) ; nor mal value O
short questionnaire was completed to search for symptoms of steatorrhea. When
was present, pancreatic enzyme (PE) treatment was commenced.Seventeen patit
were included, of which 24% wadeewiith a median age of 71 years (rangg 47

Three patients (18%) were inoperable based on radiological imaging. The other
patients (82%) were proven irresectable during diagnostic surgery, of which 10 (5
received bypass surgery. The median gineowas 2.7 cm (range51lyY. The

tumour was located in the pancreatic head in 13 cases (77%), in the corpus area
(12%), and 2 patients (12%) had an ampullary tumour. The megliarasoBow
months (rangeb). EPI was present at diagnas?sdases (71%), of which 7 suffered
from steatorrhealated symptoms. In three additional patients (18%), EPI develope
during folloup, after a median of 1 month (ra?2geDiabetes was present in 12
(71%) cases, all from the time of diagnosisoritg afigpatients with pancreatic
cancer are already exocrine insufficient when pancreatic cancer is diagnosed and w
a few months almost all have developed an exocrine insufficiency. Clinical signs
steatorrhea, however, are less frequently obdaored probably due to a reduced

fat intake of these patients. To improve quality of life and to prevent additional we
loss and malnutrition, attention should be given to diagnosing and treating EPI, eve
the absence of steatonredmted symgns. This is of particular importance in patients
who receive (neo) adjuvant cancer treatment. Given the very high prevalence of |
routine enzyme treatment should be considered at diagnosis.
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Tumor progression after preoperative portal vein embalizatio

L.T. HoekstraK.P. van Liendei\. Doets O.R.C. BusthD.J. GourhaT.M. van
Gulik, 1Dept. of Surgery, Academic Medical Center, An¥Slepdanf, Radiology,
Academic Medical Center, Amsterdam, The Netherlands

The aim of the study is tauat@ltumor growth in a series of patients undergoing liver
resection after portal vein embolization (PVE). PVE is used to increase volume of
future remnant liver (FRL) in patients considered for liver resection. PVE induces atr
of the embolizecklfisegments, and compensatory hypertrophy of the contralateral livel
resulting in increased volume of FRL. Although there are no solid data, literat
suggests that PVE enhances tumor growth after PVE because of the induction of
regeneratioRVE was performed in 47 patients with liver tumors between 2004 and
2011 in our center. Among these, A8aR&ftks diagnosed with colorectal metastases
(CRM) were compared with aPYW&ACRM control group of whom 30 had two
CTscans preoperatively. Tumamned[iiV) and tumor growth rate (TGR, mL/day) were
measured by CT volumeiigo, patients with newly diagnosed tumors in the FRL after
PVE were analyzetMean TV increased significantly after PVE. The median TGR of
PVE patients was 0.53 mL/day (#24e.00) vs 0.09mL/day (rahg@i8.74;

p=0.03) in néVE patients. TGR was 0.15 (rar@el.00)mL/day before PVE, and

0.85 (rangd..464.67)mL/day after PVE in the same patients (p=0.08). Seven (25.0%
patients showed new tumor lesions in tredtéfRRVE. Three of these patients
(10.7%) were deemed unresectable after PVE for this reason. Survival was signific:
better for ndPVE/CRM patients with-y@a8 survival rate of 77% versus 26% in
patients with CRM undergoing PVE (p<OTM0and GR were increased after PVE

in the majority of our patients. Our study also showed that PVE potentially induces
tumor in the FRL. Short intervals as well as interval chemotherapy between PVE
resection are therefore advised.
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PET/CT using~fluoromethylcho to detect hepatocellular carcinoma and assess
extent of the disease

M. BieZe H.J. Klumpen). VerhéjjS.D. HemelkjkJ.H.W. Beuér®.S.L. Jansgn
S.S.K.S. PhhaY. El Massoydir.M. van GUlikR.J. BennipkDept. of Surgery,
Academic Medical Cedpt. of Medical Oncology, Academic Medic&Déenter,

of Hepatology, Academic Medical @geptr,of Radiology, Academic Medical Center,
Dept. of Pathology, Academic Medical @eyperpf Nuclear Medicine, Academic
Medical Center, The Netherlands

Backgrounddiagnosis of HCC primarily entails imaging, including MR;Giiultiphase
and ultrasound. Positron emission tomography (PET) with the glucose (FDG) tracer
shown additional value in the detection of nditestagan several tumors, but is not
sensitive for HCC. The aim of this study was to assess the usefulness of PET using
1¥~fluoromethylcho traé&KCH) for detection of HCC and evaluation of extent of the
disease.MethodsAs of December 2020, patients with HCC >1 cm were included
(mean age 62y; range' @y). Fifteen minutes after iv injecieir OH a wholeody

PET/CT was performed. All patients underwent aPEasqiie to treatment, 3
patients underwent a coREd after trement, and 2 underwent a fallRET after

36 months. Standard of reference for diagnosis was two imaging studies (MR, CT
ultrasound) if histopathological diagnosis was not obtained. The standardized upt
value (SUV) of the lesion and surrousding were assessed, and-atilds
calculateddFCH PET scan was considered positive if tladidSeR¢eeded 1.15.
ResultsStandard diagnostic wirkevealed 38 hepatic lesions in 21 patients. In 35/38
lesion (92%, CI-9%%) théd~FCH PET scawas positive (Stitio 2.06 (£0.67)).
Standard diagnostic imaging to assess metastatic disease showed 6 suspicious les
in lung or abdomen (all PET positive). Additionally, 1 abdominal lesion, 4 lung an
skeletal lesions were found PET positiver@tnospect also recognized on standard
diagnostic imaging. Finally, 1 lymph node and 2 skeletal lesions were found positivi
PET and remained undetected on standard imaging, but were proven to be HCC dt
follomup. Three patients underwent-tglB&T. Progressive/metastatic disease was
detected by&~FCH PET in lung and abdomen of 2 patients, confirmed by histo
pathology or additional imaging. Overall, if basé8-BCH@ET scan, staging was
changed in 7/21 patients (33%), possibly dheetgnept.

Conclusions: These results show promising results in detection offHETHusIng
PET/CT, with possible implications for staging and #€&@QENPET/CT may
therefore be of value as additionahvasive imaging tool for evaludtiBiC®,

including metastatic disease, treatment response,-apd follow
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The diagnostic value of the double duct sign in patients with a periampullary
lesion

J.C.E.M. ten Be¥geM. Sukét M.J. BruAp JW. Poléy S. Sprodk R.S.
DwarkasidgK. Bermanf C.H.J. van EfclErasmus University Medical Center, Dept.

of Surgery, Rotterd@Brasmus University Medical Center, Dept. of Gastroenterology
and Hepatology, Rotterdgmasmus University Medical Centre, Dept. of Radiology and
Dept. of Epideology, Rotterdadkrasmus University Medical Centre, Dept. of
Radiology, Rotterdafirasmus University Medical Centre, Dept. of Pathology,
Rotterdam, The Netherlands * Both authors attributed equally

This study aimed to evaluate the diagnostiofmaedmgble duct sign in patients with

a periampullary lesion. A search was performed to indentify all patients diagnosed w
periampullary lesion from January 1987 through July 2011. A total of 228 patients v
eligible for inclusion in this studyorfaanalyzed by two independent observers

i ncluded patientsd6é characteristics, h i
common bile duct and the main pancreatic duct, the level of bilirubin and the fi
clinicepathological diagnosisth®f228 included patients, 134 patients were given the
diagnosis carcinoma on biopsy and 94 patients were given the diagnosis dysplasia.
imaging of both ducts (i.e. the common bile duct and the main pancreatic duct) coul
assessed in 182 patientisorag them the imaging of 105 patients could be matched
with the histological diagnosis. On finajpatimdogical diagnosis, 103 of the 105
patients were diagnosed with a malignancy, of which 74 had a double duct sign (71.
In patients with a dysjalaon biopsy, imaging was accessible in 77 of the 94 patients.
On final clinical diagnosis 39 of the 77 turned out to have a carcinoma, of which
patients had a double duct sign (71.8%). In patients avitovigiiided dysplasia

(38 patients), 18tients had a double duct sign (26.3%). This study demonstrates that
double duct sign can be used as an additional predictive marker for malignancy ¢
periampullary lesion.
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Factors determining loigrm survival after HIPEC

B. Mirck S.C. BruinDr. M.L.F. van Velthuysé&r. V.J. VerwhalChirurgische
oncologie, Nederlands Kanker Institdmtoni van Leeuwenhoek Ziekenhuis,
?Pathologie, Nederlands Kanker Ins#notdni van Leeuwenhoek Ziekenhuis, The
Netherlands

Cytoreductive surgesgnbined with heated intraperitoneal chemotherdd? ECRS

is the only potentially curative treatment option for variouss\péaiiteneal
malignancies. Since 1995,dIREC has been offered as a treatment for peritoneal
surface malignancies of caédrand appendiceal origin in the Netherlands. No series
have been presented with a minimumyeérdnollowp. Factors determining the
prognosis of patients who survived the first five yearstafRECRS&ve not yet

been studied. Purpose of thdy svas to determine prognosis in patients five years
after CREIIPEC and identify predictors of survival eyear fledowp as been
completed. Until May 2001, 126 patients under##RECRBr peritonsatface
malignancies of colorectal anéndpmeal origin. Their clinpathological and
followup data were prospectively collected and analyzed. The following data we
collected; genderstage, Mtage, synchronous presentation of the peritoneal surface
malignancy, differentiation gradeland at i on of t he Ppri mea
classification was used to classify mucinous peritoneal surface malignancies i
dissiminated peritoneal adenomucosis (DPAM) and peritoneal mucinous carcinoma
(PMCA). Neanucinous (<50%) peritoneal surfalignanaies were scored as
peritoneal carcinomatosis (PCA). Residual tumor at the ¢hPBCGRES scored
according to thickness; no residual tumor as R1, if less then 2.5mm as R2a or R2b if
2.5mm. Survival rates were calculated using tHdd&aptagthod. The relationships
between various variables and survival were calculated-vasialgleui@ox
proportionfalazard models. If complete cytoreduction was accompligtmetl, five
tenyear overall survival rates for DPAM were respectivé§%2FroTdPMCA they

were 41 and 24%. For PCA they were 21 and 14%. For the whole group genc
histological classification of the peritoneal surface malignancy, extent of disease
result of cytoreduction were identified as significant predictatsAftesusurviving

the first five years after treatment only histological classification of the peritoneal sur
malignancy and extent of disease remained significant prognostic factors for surv
After CREIIPEC most important predictive faetdrstalogical classification of the
peritoneal surface malignancy and extent of disease, even in the long run. Patie
treated for PMCA and PCA alive five years aH#PEXR Still have a 40% chance of
cancerelated death within the next five afients treated for DPAM have a much
lower risk of cancer related death (13%). Solely based on survival rates, one could a
whether to continue fellpvive years after GREEC for DPAM.
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Contrast Enhanced abdominal Ultrasound in IBD. Comparikolle@golone
scopy and MR Enterography

C.S. Horjd§ R. BruijnénL. Roove¥sD.J. de JoAgF.B.M. JoostenM.J.M.
Groeneh P.J. Waha3Dept. of Gastroenterology, Rijnstate Hospital,2Begteat,
Radiology, Rijnstate Hospital, Aréibem,of Gastroenterology, Radboud University
Nijmegen Medical Center, Nijmegen, The Netherlands

ContrasEnhanced Ultrasound (G as a diagnostic tool in IBD may be a
patienfriendly, easy applicable and less costly alternative for endoscopy and M
Enerography. GES measures tissue perfusion density which reflects the intensity o
inflammation. We compared quantitative parameters -ehlcantestultrasound
(CEUS) examination of the small bowel with endoscopic inflammatory activity a
findingsta Magneti c ( MRE) i n patients- with
pectively evaluated 46 patients with
ileocolonoscopy followed within 14 daysU$y & MRE. The radiologists were
blinded for the esdopic disease activity. Standardized ultrasound examination,
coloucoded duplex sonography ardSCBf the small bowel was performed using
Sonovue ® . Contrashanced sonographic perfusion maps were generated to derive
the peak intensity (PI) andirtine to peak (TTP), by using the quantification software
Qontrast®. We scored the endoscopic disease activity in the ileum as: none, mode
(aphtous ulcers with normal mucosa between lesions, or diffuse aphthae) and se\
(large ulcers with diffuseam#&td mucosa, nodule and/or stenosis). The maximum
enhancement at MRE was similarly scored as none, moderate and severe. T
endoscopic disease activity was scored in 46 patients as no lesions: 4 patients; mil
patients; severe: 20 patients and gingtdisease: 8 patients. A peak intensity value

of 10% at GBS had an overall sensitivity and specificity of 100% in predicting an
inflammation at endoscopy. For the MRE the overall sensitivity and specificity were,
and 100%, respectively. A peaksity value of 30% had a sensitidby70%0 and

80% in the prediction of moderate or severe grade of inflammation at endosco
respectively. The enhancement grade at the MRE showed a sensitivity of 50% and
in predicting moderate and seveneniafleon at endoscopy, respectively.

Conclusions: Quantitative bowel enhancement of the terminal ileum obtained by u
CEUS highly correlates with severity grade of inflammation determined at endoscc
CEUS is more sensitive than MRE in detectirgenardesevere inflammation of the
small bowel in Crohndés disease.
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Myosin Vb controls the apical localization and activation of ezrin in human
enterocytes, which is inhibited in Microvillus Inclusion Disease

H. DhekrieNH Hsiah E.H.H.M Rirfg$S.C D. van |Jzendobbepartment &tell
Biology, section Membrane Cell BiologdRedratrics, University Medical Center
Groningen, University of Groningen, Groningen, The Netherlands

Background: Microvillus inclusion disease (MVID) is a raiteyentasgmates that

Is characterized by congenital diarrhea and the inability to absorb nutrients. Villus atr:
and, at the cellular level, loss of brush border proteins and microvillus atrophy
typically observed. Recently, mutations in the dédBBegbeen identified in MVID
patients. However, the pathogenesis of the disease remains unknown. Here we h
investigated in MVID enterocytes the localization and activation of ezrin, a protein th
essential for microvillus formation in endebycyiteking the actin cytoskeleton to
apical plasma membrane proteins. Methods: Small intestinal biopsies of MVID pati
and agenatched control patients were subjected to immunofluorescent labeling, las
scanning confocal microscopy and Westenalysatsato determine the localization

and activation of ezrin and the organization of actin in MVID enterocytes. Knockdow
myosin Vb using shRNA technology was performe?l aeliSacoaddress a causal
relationship between MYO5B and phenotypgsdobseMVID enterocytes.

Results: In control enterocytes, ezrin and itpfdspBadrylated (activated) form
localize exclusively at the apical brush border where they colocalize with apical a
filamentsBy contrast, in MVID enterocytes, ezim@éphosphorylated ezrin are
mislocalized to the cytoplasm, while the fraction @hd$opBdrylated ezrin is
significantly reduced. In agreement, apical actin organization is severely perturbe
MVID enterocytes, and this correlates witrethtg sk microvillus atrophy observed
between MVID patients. Knockdown of myosin Vb by RNA interference in hun
intestinal epithelial GAcaoells mimics the ezrin phenotype observed in MVID
enterocytes. In retrospective analyses of MVID biopsié@$y wdludefusions, a
characteristic of ei@ mice, in the MVID intestine.

Conclusions: Our data demonstrate that MY@§ianossn in MVID enterocytes

and an intestinal epithelial cell inhibits the apical localization and activation of ezri
key protein in microvillus formation as well as villus development. These effects are |
to contribute to the greatly reduced absorptive surface area in the MVID small intes
This is the first demonstration of (a part of) the cellular mecaamvisoh($)) Y O5B
mutations cause MVID.

111



Transanal endoscopic microsurgery: a retrospective multicenter analysis of
patients with a pT2/pT3 cNOMO rectal carcinoma

K.L.J Rademakkrd. HeemskeérkM. Ma&s P.G. Doornebosch.M. Karstére.J.

Dakseh L.P.SStassefh C. RosmanG.L. BeetsE.J.R. de Graal.W.A. Leijténs

1Dept. of surgery Laurentius Hospital RoéDaphdyf surgery Maastricht University
Medical CentréDept. of surgery IJsselland Hospital Capelle a/éD&Jsset

surgery Reinier de Graaf Gasthuis Delft., of surgery Slotervaart Hosptial
AmsterdarfDept. of surgery Canisius Wilhelmina Hospital Nijmegen, The Netherlands

Transanal endoscopic microsurgery (TEM) is a technique used as a treatment for I
red¢al adenomas. In cT1 rectal carcinoma total mesorectal excision (TME) is the stan
surgical treatment. However, TEM has also been implemented in the treatment
selected malignant rectal tumors. Its current use is mainly restricted to wgll or moder
differentiated T1 tumors. The transanal endoscopic approach has proved to have a I
morbidity rate compared to the TME in pT1 rectal tumors. Due to staging errors
assumed T1G1/2 cNOMO tumor treated with TEM sometimes is actually a pT2 or n
invaive tumor at pathology. Standard procedure then would be additional surge
(completion TME) which is associated with higher morbidity, a mortality of 4% :
therefore has an assumed negative 1 mp
some patnts with a pT2 or more invasive rectal tumor choose a watchful waiting pol
instead of additional TME, despite adverse histopathological features. The assumpti
that these patients have worse oncologic @mdohmgic outcomes compared to
patientswho underwent TEM with completion TME (TEMHIMBEdy was
designed as a retrospective multicenter, observational cohort study in five tertiary ref
centers comparing TEM to TEM with completion TME. Patients with a prime
pT2/pT3cNOMO rectaremtarcinoma treated with TEM were included. The TEM alone
group consisted of 40 patients and the group TEM with completion TME consisted c
patients. Possible confounding was corrected performing Cox regression analysis
base significant differemas found in mean age between both groups (respectively 79
years in the TEM group and 63 in the group TEM+ TME). The ru@dreasf8low

and 32 months respectively. In the TEM group the recurrence rate was 28% (11 pati
compared to 12% (4 patiemts)e group TEM + TME (p = 0.106). The Hazard Ratio
(HR) of 1.49 (Cl 02386) showed no significant difference between both groups
regarding recurrence risk. There was also no significant difference in developmer
distant metastases (p = 0.74) dretvath groups. The ovenahB survival was 63%

in the group TEM and 92% in the group TEM+TME respectively. A Cox regress
analysis was performed. After correction for confounding the HR (%66&8)CI: 0.47
showed no significant difference bebetdemroups. The disease spegiBar3

survival was 91% in the TEM group versus 95% in the TEM+TME grétrprip = 0.25).
an oncologic perspective TEM in pT2/3cNOMO rectal tumors is clearly inferior
TEM+TME. However, it could be considered wite padii#t in old and comorbid
patients.
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Radi ofrequency abl ati on combi ned wi t
esophagus with early neoplasia in 132 patients: results of a prospective European
multicenter study (EURD

K.N. PhdaR.E. PouwR.Bisschopgs O. Pech K. RagunathB.L. WeusterB. SchumachkeB.
RembackénA. MeinifigH. MessmahreE. Schodf L. Gossn¥y J. MannathC. Seldenfjk\.

Vissek, A. Lergt T. RoséR S. Seewdi¢l F. ten KateC. E¥Y H. Neuha€s].J. Brgmah Aca

demic Medical Center, Amsterdam, The Netlehanesty Hospitals, Leuven, BelgiDm,
HorstSchmidKliniken, Wiesbaden, Germé&figlfson Digestive Diseases Centre, Nottingham,
United KingdoRgt Antonius Hospital, Nieuwegein\é&therland$Evangelisches Krankenhaus
Dusseldorf, Dusseldorf, GermEmy General Infirmary at Leeds, Leeds, United Kiegdoival
University of Munich, Munich, Gefmium Augsburg, Augsburg, Getftatlyarina Hospital,
Eindhoven, Nettands!Klinikum Karlsruhe, Karlsruhe, Gerfmyersitatsklinikum Hamburg
Eppendorf, Hamburg, Germany

Radiofrequency ablation (RFA) with prior endoscopic resection (ER) for removal of focal les
has proven highl y agud (BE withihglae dysplasia BHGD)oe t t 6
early cancer (EC) in a number ofsgredllsingle center studies. We prospectively evaluated
this approach for BE with HGD/EC in a multicenter setting. Investigators from 13 Europ
centers with expertis8neoplasia management were uniformly trained at the coordinating
site. At each site the first 4 RFA cases were supervised by the principal investigator, a s
monitor attended all treatments and firsugollBW). Central pathology review of all
ERbi opsies was performed at the coordinat
included. Visible lesions were removed with ER, followed by biopsy to exclude residual
Subsequent RFA was scheduled e¥enp 2intil clearance of BE achieved withRraX.

sessions allowed. Escape treatment was permitted for residual BE after RFA (APC for isle
<5mm, ER for islands >5mm or suspicious lesions). FU endoscopy was $€chealuled at 3
after the last treatment, with biopsies (4Q/2cm) from neosdualmoudNSi) and <Smm

distal to the n&b (gastric cardia). Endpoints were eradication of neopiasip J@R

intestinal metaplasia{{IR and durability ofr&®/CRM at 9no FU.132 pts (107M, mean

65yrs, median BE C3M6) underwent-BRc(@rGBiecemeal n=56) with worst pathology:

EC (n=78), HGD (n=31), LGD (n=7), no dysplasia (n&®;, @=1b8). Worst grade
postER/preRFA: HGD (n=36), LGD (n=45), no dysplasia (n=51)1By d=evere still

under treatment, 7 discontinued due ttedrralsses. After a median ofiBt(8atments,

including ER (n=12) or APC (n=14), per iteem@nanalysis (counting -dugp as

failures) GReo was reached in 115/127 (91%y @RL12/127 (88%) pts. In-prp&ocol

analysis (censoringdatipouts) CRheo/CRM were achieved in 96% and 93% respectively.

Of 5 Chkueo failures 1 was referred for surgery (T1sm1G2 cancer), 4 pts are being treat
endoscopically (o@protocol). GReo was maintained in 99/100 pts reachingndhe 9
endpointn 1 pt a small island with focal HGD was treated with APC. IM upon single biop
recurred in 1 pt without visible BE (1,974 NSE biopsies analyzedispbastietv of the

cardia was detected in 11 pts at single FU; none of which-reqtmeed rEhis is the

largest prospective multicenter trial on RFA combined with ER for treatment of HGD/EC in
Our outcomes suggest that this combined approach is highly effective and durable
eradication of neoplasia in the majority of patients.
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Therelation between stress, microscopic inflammation and visceral sensitivity in
patients with irritable bowel syndrome

B. Braak’, T. K. Klooket M. M. Woutér®©. WeltisgC. M. van der L§dd. |. StanispiS. van

Diest3, R. M. van den WijngBaG. E. E. Boeckxstdeéris'Deparhent of Gastroenterology and
Hepatology, AMC, Amsterdam, The NethéFlamd$ational Research Center for Gastrointestinal
Disorders, University Hospital Leuven, Catholic University Leuven, LedVgtaBlelsfitute of

Liver and Intestinal Research, AMC, Amsterdam, The NébeplamdsPathology, AMC,
Amsterdam, The NetherlafDspt of Gastroenterology, University Hospital Leuven, Catholic
University Leuven, Leuven, BélBntimauthors partitgahequally and sharing first authorship

Repeated exposure to stress leads to mast cell degranulation, microscopic inflamm:
and subsequent visceral hypersensitivity in animal models. To what extent ft
pathophysiological pathway plays a rolents paith the irritable bowel syndrome
(IBS) has not been properly investigated. The aim of this study was to assess
relationship between visceral hypersensitivity, microscopic inflammation and the st
response in IBS.Microscopic inflammationdekdbeding colonic mucosa was
evaluated by immunohistochemistry in IBS patients and healthy volunteers (HV). R
sensitivity was assessed by a barostat study using an intermitteahtpodesure
distension protocol. Salivary cortisol to af Sepsgabiological stress tests (i.e. stroop
test (coleword conflicting test), mirror tracing test and public speech test) wa
measured to assess the stress response in a subgroup of patients. Dpeak cortisol le
expressed as the maximal increasdbdsmine, was calculated (median (range),
ug/ml)66 IBS patients (74% female (F), age 38 £ 2 yr) and 20 HV (65% F, 31 + 3\
were included in this study. Of all IBS patients, 52% (n=33) were considered visc
hypersensitive to rectal distensiohr@shald of discomfort <24 mm Hg above MDP).

In IBS, mast cells (IBS: 186 #s1HV: 370 = 39 / mp<0.001) CD&¢&lls (IBS:

388 + 28s. HV: 526 + 50/ mpr=0.02) and macrophages (IBS: 728 4H4 1261

+ 146/ man p<0.003yere decreased mdarly, | free light chain (FLC) positive mast
cells were decreased (IBS:38)(@s. HV: 7-83) /mi& p=0.004), but not-lgkd

IgG positive mast cells. There were no differences between hypersensitive a
normosensitive IBS patients. No relatibfoungdetween any of the immune cells
studied and the thresholds of discomfort, urge or IBS symptoms. 22 IBS and 18
underwent the stress test. Base and Dpeak cortisol were comparable between IBS
HV (IBS: base 5.3 (22.1), Dpeak 1.3 (18.3); 18\8 {d&&), Dpeak 1.3 (29.6); NS).

The HPAXis response to stress was not correlated with the number of mast cells (IE
r=0.41, p=0.1; HV0r26, p=0.3) or the presence of visceral hypersensitivity.
Conclusions: Our data show a reduction of theohumasercells, macrophages,
T-cells and IFLC positive mast cells in IBS compared to HV. There is no associat
between the number of these immune cells and the presence of visceral hypersensi
or abnormal stress response. Our data questionfthecrolecopic inflammation as
underlying mechanism of visceral hypersensitivity, but rather suggest dysregulatio
the mucosal immune system in IBS.
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Cholinergic aninflammatory pathway in P&3perative lleus: role of the spleen
and intestinal innervation

L.M.M. Costesl. van der VieM.A. NoReS.H.W. van Bte&.E. Boeckxstagrs.
Cailotth Tytgat Institute for Liver and Intestinal Research, AMC,ADspérdam
Hematology, Sanquin, Amstérdeapt Gastroenteqgy, University Hospital Leuven,
Belgiumh

In the last decade, many studies have enlightened the regulatory role of the vagus n
in diverse immune diseases. The concept of a choluEtgiomatory pathway
emerged and proved to be involved mottulation of the intestinal inflammatory
process taking place in Postoperative lleus (POI). We recently demonstrated that ul
endogenous conditions during POI, vagal neurons innervating the inflamed area but
the spleen are activated. In thenpretsely, therefore, we evaluated the modulatory
effect of this vagal input to the intestine and the spleen in a ntelecoi/® @agal
denervation of the intestine or denervation of the spleen (splenic and direct va
innervation) was performenice 2 weeks prior to Intestinal Manipulation (IM). 24hrs
after IM, the spleen and the intestine were collected for cytokine measurement (mF
proteins) and analysis of immune cell populations using FACS. For statistical anal
ANOVA tests were peréat. Results are expressed as mean = SEM.Vagal dener
vation of the intestine led to an enhanced inflammation in the muscularis externa of |
that underwent IM, as shown by an increased mMRNA expresstorilafmaony
cytokines 46 (10.2 + 1.9&6 . 5 N 1. -Bb (160 & 8HvsB32) % 1.8] L
péan0n.05), TNFa (12.7 N 2.4 vs 33.6 N
significantly affect the level @fffmonmatory cytokines in the inflamed intestinal tissue.
IM led to a dease in the intestinal protein levellOf(lL+ 0.04 vs 0.78 £ 0.09;
péalO0. 05) which was abolished by splee
decrease in the number of splenocytes (by 26%) associated with a 25% decreast
spleen weight. i$hreduction in splenocytes was abolished in spleen denervated
animals. IM led to a decrease in the mRNA expression of the homeostatic chemo
ccL19 (20.4 N 2.7 wvs 11.1 N 3.3; p¢c¢a
denervated animals indicatirag splenic innervation may influence lymphocyte
trafficking in the spleen during POI. In the present study, we demonstrated that
endogenous vagal activation specifically targeting the inflamed zone (i.e. the sr
intestine) provides an-iaflamniary input to the inflamed intestine. This study also
shows for the first time that the spleen responds to a local/confined intestir
inflammation, an effect mediated by the splenic innervation. The exact contribution o
spleen in the modulation efiritestinal inflammation however remains unclear and
needs to be further investigated.
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Esophageal electrical tissue impedance spectroscopy can detect esophageal
permeability changes in gastroesophageal reflux disease during upper endoscopy

P.W. Wgnborg W.O.A. RohpEL.M.A. Akkermar3.D.P. LundirA.J.P.M. Smaut

A.J. BredenoérdDept. of Gastroenterology, Academic Medical Center, Amsterdam
The NetherlandsDept. of Surgery, University Medical Centre, Utrecht, The
Netherland¥ClinichDevelopment, AstraZeneca R&D, Mdélndal, Sweden

Introduction: Esophageal barrier function might be impaired in gastroesophageal re
disease(GERD). Permeability can be assessed by measuring transepithelial elect
resistance (TEER) and fluoredagimover esophageal mucosa mounted in Ussing
chambers. However, these arecdinseming procedures, not suitable for clinical
practice. Electrical tissue impedance spectroscopy (EIS) measued extra
intracellular resistance of tissue and is parfaireedsing a probe advanced through

the working channel of an endoscope. We hypothesized that esophageal permeal
changes are present in the mucosa of GERD patients, and that these changes
accompanied by a change in extracellular resistanite iemee Methods: Twelve
patients with reflux esophagitis grBdandl 7 healthy volunteers were included.
During upper endoscopy EIS measurements were performed in 4 quadrants at 5
proximal to the gastroesophageal junction at macroscopicely nmiodisa. At the

same locations, 4 biopsies of esophageal mucosa were obtained and transferrec
Ussing chambers. TEER was calculated at baseline, and transmucosal fluorescein
was measured at periodic intervals duhngrgp2riod. Transmuctbsaiescein flux

occurs through passive paracellular diffusion, area under the curve-tobuhe total 2
period was calculatBesults: Extracellular mucosal resistance from GERD patients,
measured in vivo by EI S, wa-8567sthagpni f i
extracellul ar mucosal resi 4248npx@05)f r o m
Transmucosal fluorescein flux in Ussing chambers was significantly higher in biops
from GERD patients compared to biopsies from controls (area under the curve .
umol/cAizh versus 105 umot/2m p<0.05). In with this, base TEER measurements
tended tbe lower in biopsies from GERD patients than those in biopsies from contrc
79 PR 74 00) ver g UQR 7a24B3howewemthis did not reach
significance. There was an excellent negative correlation between TEER and fluores
flux (Spearman-0.80, p<0.001). Extracellular resistance measured by EIS also
correlated negatively to transmucosal fluorescein flux (SPe&tNMEr0re05).

Conclusions: Macroscopicallyinflamed esophageal mucosa from patients with
GERD is characterized bgeereased transepithelial electrical resistance and an
increased esophageal paracellular permeability compared to mucosa from hea
volunteers. Electrical tissue impedance spectroscopy can be used to detect permea
changes in a clinical settingreaydbe helpful to promptly characterize potential GERD
patients during endoscopy.
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Sensation of stasis is poorly correlated to impaired esophageal bolus transport

A. Bogte A.J. BredenoardJ. Ooi P.D. Siersema A.J.P.M. Smaut
1Gastrointestin®desearch Unit, Department of Gastroenterology and Hepatology.
University Medical Center, UtfBepartment of Gastroenterology, Academic Medical
Center, Amsterdam, The Netherlands

Background: It is unclear what causes the sensation of dyspiesdsa withpat
nonrobstructive dysphagia. Furthermore, it is unknown how many of these patients h
impaired bolus clearance and/or abnormal esophageal motility as assessed w
fluorography and higbolution manometry (HRM). Methods: Twenty heakhy volunte
and 20 patients with dysphagia underwent HRM and concurrent videofluoroscopy. E
subject swallowed 5 liquid barium and 5 solid barium boluses, and esophag
contraction parameters and bolus transport were evaluated. After each swallow, sub
repated if they perceived incomplete bolus passage. A stasis score was used to qual
the degree of stasis on videofluoroscopy. Results: Stasis of liquid barium bolu:
occurred in patients in 35 {# 5 swallows, while in the contrel$ & [® swalws

were incompletely cleared (p=0.07). Both in patients and controls most of the swallc
solid boluses were incompletely cleared (patiefiisot.5 {& controls 6£]4f 5,

p=0.9). During liquid bolus swallows, dysphagia was much morefdoetpaehbily
patients (1 {f] of 5) than by controls (mediaf]y) [©=0.003). Likewise, dysphagia
during solid bolus swallows was more frequently reported by patients than by contro
[2-4] of 5 swallows vs. 0-8][@=0.001). Using the stasis'scaso f f v al ue of
the definition of unsuccessful bolus transit, the sensitivity of dysphagia for incomg
liquid bolus swallow was 42.2% in patients and 4.9% in controls (p=0.002), whereas
specificity of dysphagia was 77.8% in pati®st&%nuh controls (p=0.002). For solid
bolus swallows, the sensitivity for stasis was 67.5% in patients and 23.5% in cont
(p=0.002), whereas the specificity was 65.0% in patients and 89.5% in contr
(p=0.002). The sensitivity of dysphagia wakhigbler bolus stasis than for liquid
bolus stasis, both in patients and controls (both p=0.028), whereas the specificity
dysphagia was higher for liquid bolus stasis than for solid bolus stasis, in both gro
(both p=0.028). Significant associagitoveen stasis score of solids and esophageal
manometry parameters were found for transition zone length, contraction amplitude,
DCI and IBP, whereas no correlation was found between the stasis score for liquids
manometric parameters.

Conclusion®oth in patients and controls, the symptom dysphagia does not correla
well with stasis of liquids or solids, or with HRM parameters. These findings indicate
esophageal hypersensitivity rather than incomplete bolus clearance is the most impo
pathophysiological mechanism in patients-aiistnmtive dysphagia.
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Effect of Transoral Incisionless Fundoplication on the occurrence of transient
lower esophageal sphincter relaxations (TLESRS) in GERD patients

N.F. Rinstha D.W. Bruis B.F. Kesng, N.D. Bougy A.A.M. Mascleel.M.
ConchilloIDivision of Gastroenterology and Hepatology, Maastricht University Medic
Center, MaastricADepartment of Surgery, Maastricht University Medical Center,
Maastricht, The Netherlands

Transient lowesophageal sphincter relaxations (TLESRS) are considered the majc
mechanism causing gastroesophageal reflux. A reduction in rate of TLESRs &
percentage of TLESRs associated with reflux has been shown after conventio
fundoplication, and it is thaiegtontribute to the antireflux effect of the procedure. In
this study we aimed to evaluate the effect of Transoral Incisionless Fundoplication (
a new endoluminal treatment of GERD, on the mechanisms of reflux, especially on
role of TLESR®m1 4 GERD patients with abnor mal
cm (10 males; mean age 42, rarife 8) mechanisms of reflux were studied using
stationary highsolution manometry (HRM) and imppHammmitoring, before and

6 months after TIFti®as were given a standardised high caloric liquid meal (480 ml,
960 kCal) directly prior to a 120 min measurement. After 90 min, 500 ml of air v
inflated intragastrically, and measurements were continued for an additional 30
period. This was fokao by 24 hr ambulatory impegé&hoeonitoringSix months

after TIF, the total number of TLESRs decreased significantly during the postprar
period (pre vs post: 21.4 + 1.6 vs 12.1 + 1.2, p<0.01). This effect was also present dL
the 30 min peali@after ainflation (p=0.02). The number of TLESRs associated with
reflux episodes on impedahtenonitoring also decreased significantly (14.9 + 1.7 vs
7.6 £ 0.8, p<0.01), showing a significant decrease -ssJadz8&d liquid reflux
episodes (p<0l). The effect on TLEESBbciated gas reflux episodes was not distinct
(p=0.14). The total number of postprandial reflux episodes decreased as well (24.3 4
vs 12.4 £ 1.4, p<0.01), showing significant reductions in liquid (p<0.01), but not in
refux episodes (p=0.26). Acid exposure time (pH< 4.0) duringnéyhwadd
reduced by TIF (10.8 £ 2.1% vs 7.7 = 1.6%, p=0.11) and significantly reduced in upr
position (11.9 + 2.5% vs 6.8 £ 1.1%, p=0.02). Furthermore, the percentage of acid re
epsodes with a duration longer than 5 min decreased significantly (p= 0.03). A
exposure time improved in 71.4% (10/14) patients and normalised (<5.0%) in 42
(6/14) patients. Symptom scores (HRQL) improved significantly after 6 months (p<0.(
Conalsion: Transoral Incisionless Fundoplication leads to a significant reduction in
total number of postprandial TLESRs and in TLESRs associated with reflux episo
This resulted in a reduction of the total number of postprandial reflux episodes
impovement in esophageal acid exposure. Therefore, TIF improves gastroesophac
reflux by affecting TLESRs.
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Esophagogastric junction (EGJ) distensibility in GERD patients as measured with
an endoscopic functional luminal imaging probe: correlation \ailscapic and
pHimpedance reflux parameters

F.G. SmeétsN.D. BouyyG.H Koék A.A.M. Mascled.M. ConchilldDivision of
Gastroenterology and Hepatology, Maastricht University Medical Center, Maastri
Department of Surgery, Maastricht sitpmividiedical Center, Maastricht, The
Netherlands

Increased esophagogastric junction (EGJ) distensibility is considered a key facto
GERD permitting increased volumes of reflux across the EGJ. Using an endosce
functional luminal imaging probe (ERYofF was shown that EGJ distensibility was
greater in GERD patients than in controls. We aimed to assess the correlation betw
EGJ distensibility and endoscopic amtip@dthnce reflux parameters in a
homogeneous group of GERD patientsonEh@RD patients with abnormal acid
exposure time and hiat al her n67ars)O2 c m
underwent upper Gl endoscopy, EndoFLIP measurement and ambulatory 2:
pHimpedance monitoring. During endoscopy, length of hiatal hernatiand qual
grading of EGJ patency (gastroesophageal flap valve grade according to
classificationt\) were assessed. Using an EndoFLIP probe with an inflatable bag, EC
distensibility (cressctional area of the diaphragmatic hiatus (CSA)/ghestag wi

during distensions; dmmHg) was measured with3®) and 49nL distensions.
Analysis of 24hr-phpedance measurements included acid exposure time, number o
liquid and acid reflux episodes. Correlations between EGJ distensibiligneé&ndoscopic
pHimpedance parameters were assessed.EGJ distensibility increased progressiv
with distending volumes (20 mL: 2.0+0.3; 30 mL: 2.5+0.4; 40 mL: 4.0£0.8; p<0.0C
Also CSA (mMjnand pressure within the EndoFLIP bag during distensions (mmHg
increasegrogressively with distending volumes (p<0.001). A significant correlation w
found between EGJ distensibility and gastroesophageal flap valve grade at the diffe
distending volumes (20 mL: r=0.41, p=0.02; 30 mL: r=0.57, p=0.001; 40 mL: r=0
p=0.008) but not between EGJ distensibility and presence of small hiatal hernia. Me
EJG distensibility was significantly higher in patients with abnormal flap valve (Hill g
[l and 1V) than in patients with normal flap valve (Hill grade | and- @hduring 20
30mL distentions (p=0.02). Furthermore, a positive correlation was found between |
distensibility and number of liquid reflux episodes (20 mL: r=0.41, p=0.03; 30 mL: r=(
p=0.03; 40 mL: r=0.41, p=0.08). Acid exposure time and numbex ejpsndasf

did not correlate with EGJ distensibility.

Conclusion: In a homogeneous group of GERD patients, esophagogastric junction (E
distensibility as measured by EndoFLIP correlates significantly with endosco
gastroesophageal flap valve gnadew#h the number of liquid reflux episodes.
Quantifying EGJ distensibility may help to discern subsets of GERD patients with res
to medical, endoluminal and surgical therapies.
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Gastric belching and supragastric belching are two distinct pathdpdigsio
entities: A study using combined higkolution manometry and impedance
monitoring

B.F. KessincA.J. Bredenoord, A.J.P.M. Smout, Department of Gastroenterology ar
Hepatology, Academic Medical Center Amsterdam, Amsterdam, The Netherlands

Background: Supragastric belches, but not gastric belches, are associated with se\
belching complaints. However, the exact mechanism of supragastric belching is
known. We aimed to compare the esophageal pressure characteristics duri
supragastric bhes and gastric belches using combireddligion manometry and
impedance monitoriMethods: We included 10 patients with complaints of severe and
frequent belching. Combineerdsglution manometry and impedance monitoring was
performed duriff minutes after a standardized Resllts: Nine patients exhibited
supragastric belches during the measurement. Eight out of nine patients exhibite
specific pattern of supragastric belches which was characterized by concurrent
movement of thaghragm in aboral direction (median (IQR) displace®)esm)2 (1

and increase in median (IQR) EGJ pressurés20m(tHHg), (ii) pressure decrease

in the esophagus (5 €10:7 {13.2-4.3), 10 cm9.3 {12.4 -3.6), 15 cm7.7 {8.3

-5.4) mmHgiji) upper esophageal sphincter (UES) relaxation preceding the airflow, (i
antegrade airflow and (v) increase in esophageal pressure (5 €8:3)7 I0(8b:

13.2 (5827.3), 15 cm: 20.6 {3674) mmHg) and air being forced out of the esophagus
in retrograde direction. In contrast, gastric belches were characterized by (i) decrec
or unchanged EGJ pressure which was significantly lower than during supragas
belches (0-2.50) mmHg, p<0.05), (ii) significantly higher esophageal pressure ol
unchanged esophageal pressures, compared to supragastric belches, preceding
esophageal airflow (5 cm:-@.657) (p<0.05), 10 c&h3 {122) (NS), 15 cm: O

(-4-2.3) (p<0.05) mmHgQ), (ii) retrograde airflow into the esophagus, (iii) common ca
plenomenon characterized by an increase in esophageal pressure (5 cm: 1€
(5.418.3), 10 cm: 14.0 {1831), 15 cm: 18.0 {873%) mmHg) which was not different
from supragastric belches and (iv) UES relaxation after the onset of the retrogr:
airflow. Apecific phenomenon of repetitive supragastric belches but not of repetiti
gastric belches was observed in the majority of patients. Notably, one out of nine pat
exhibited a different pattern of supragastric belches in which the antegrade airflow
preceded by an increase in pharyngeal pressure up to 250 mmHg and not by a decr:
in esophageal pressure.

Conclusions: Supragastric belches and gastric belches are characterized by two cle
distinct esophageal pressure patterns. Movemenamirtdgendin aboral direction,
negative esophageal pressure and UES relaxation are essential events in the gener:
of a supragastric belch.
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Clinical examination remains more important than anorectal function tests in
patients with constipation to itdy treatable conditions

T.J. Lafm C.J. MulderR.J.F. FelBersmi Department of Gastroenterology and
Hep#ology, VU University Medical Center, Amsterdam, The Netherlands

Introduction: Many patients with chronic constipation are refeedlfounation

tests (AFT) when they fail initial conservative treatment with lifestyle advice &
laxatives Aim: To prospectively investigate the diagnostic potential of AFT in patier
with constipation in order to identify treatable conditidas Beteteen May 2003

and June 2011, all patients with constipation referred to our tertiary referral centre \
evaluated by a questionnaire regarding their perianal complaints, physical examine
and evaluated according to our AFT protocol inoghtad mr@anometry (ARM) and

anal endosonograpiBesults: In total 136 patients were referred and classified as
idiopathic constipation (n=117), neurological disorder (n=14) and others (n=5). Of the
women with idiopathic constipation, clinical texandeatified 25 (25%) with
hypertonia of the pelvic floor (dyssynergic pelvic floor) and 15 (15%) with a rectocel
37/100 women, also complaining of impaired evacuation, the yield of rectocele wa:
(41%) and of hypertonia 5 (14%). Of the 1Thnéiopathic constipation, 6 (35%)
were identified with hypertonia. Patients with hypertonia were younger (43 vs. 54 ye
P=0.003) and could relax less during straining on ARM (61% vs. 91%; P=0.0
compared to patients without pelvic hypertoniaRMtimeeasurements showed no
differences between patients with evacuation disorders, rectoceles or hypertonia. ;
endosonography showed no internal sphincter hypertrophia.

Conclusion: A potentially treatable condition is found on clinical ex@#éraition in 4
women with idiopathic constipation. Impaired evacuation has a high yield for a recto
ARM contributes little and should be reserved for selected cases.
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Long term course of perianal and anorectal complicationsjatiBbts: a single
centre iceptive cohort analysis

T.J. Lam A.A. van Bodegrayve@.J.J. MulderR.J.F. FelBersmi Dept of
Gastroenterology and Hepatology, VU University Medical Center, Amsterdam, The
Netherlands

Aim: To prospectively evaluate the course of anoresited anthphorectal function

in patients with inflammatory bowel disease (IBD) and perianal lesions.Patients .
methods: In the period 9930 O , 43 Crohnodés disease (
(UC) patients with perianal complaints underwent exteasiakfanction tests in

our tertiary referral centre. Of these, 21 (38%) patients (19 CD patients) were evalu
at base measurement due to fistulous disease. One patient had a tempore
ileocolostomy to permit healing of ileorectal anastonobai<aletdmy. They were
approached in 2€8®10 to complete questionnaires including Inflammatory Bowel
Disease Questionnaire (IBDQ), Perianal Disease Activity Index (PDAI), fecal inc
tinences grading scales (Vaizey and Wexner) and InternatitetadnConsul
Incontinence Questionraimert Form (ICEY). In case that the patient declined
participation, the reason for refusal was documented, and additionally, if consen
complaints were noted.Results: Nine patients (16%) were {opt tipdtikmi(2%0)

had died, 16 patients (29%) were interviewed by phone and 30 patients (54%) retul
the questionnaires of whom 16 underwent anorectal function tests.-edias follow

14 years (IQR-25: 1315 years). In 25 of these 46 remaining ((adi#s)tperianal
complaints including faecal incontinence (7), soiling (17) and fistula pain (1) persis
There were no statistically significant differences between complaints in patients witl
and UC. At follayp 19 patients (41%) (13 CD; 6 UQ) hedcalostomy, of whom 11
(58%) still had perianal complisiass) IBDQ was as low as 178 (SD 29), consistent
with mildly active disease, mean Vaizey was 7 (SD 5), and Wexner was 5 (SD
Additionally, 7 patients had complaints of urine incorftittend®. @atients who
underwent follayw anorectal function tests, 2 patients had active fistula, 2 patients an:
stenosis and 1 patient Bowends di seas
Nine of these 16 had previous fistulous diseastahbgeeeze pressures as well

as rectal compliance remained unaltered.

Conclusion: Quality of life of patients with IBD remained low over a very long period
54% of the patients have persistent mild perianal complaints. Furthermore, 41% hz¢
ileocalstomy of whom 58% still had persisting perianal complaints.
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Fecal immunochemical test results in different stages of colorectal cancer. A
colonoscopy controlled study

[. Ben La®iS.T. van TurenHo®tA. OditJ.S. Terhaar sive DigsteW.M.an der

Hulst, P. ScholténR.J.L.F. Lofféld\.C.T.M. Depl&/.M.H. Coupeéd.A. Boumgn

G.A. MeijgrC.J.J. MuldetGastroenterology and Hepatology, VU University Medical
Center, Amsterdad@astroenterology and Hepatology, Kennemer Gastkems, Haar
3Gastrenterology and Hepatology, Sint Lucas Andreas Hospital, AGestaralam,
enterology and Hepatology, Zaans Medical Center, AMzststicenterology and
Hepatology, Slotervaart Hospital, AmstéEgahemiology and Biostatistics, VU
Univesity Medical Center, Amsterd@hmical Chemistry, VU University Medical
Center, Amsterdaf®athology, VU University Medical Center, Amsterdam, The
Netherlands

Background: Most fecal immunochemical test (FIT) screening studies are not colc
scopy aatrolled and therefore FIT sensitivity and specificity for colorectal cancer (CF
can not be determined directly. Moreover, FIT screening studies often have a low yie
CRC cases, which makes it difficult to stratify the FIT results per chroefostage. T
accurate data on FIT performance particularly in early stage tumors are lacking
Aim: To determine the performance of a frequently used FIT atatiflexezis cut
stratified for stadatients and methodsSubjects scheduled for colbebseepy

2006 and 2010 in five hospitals were asked to perform a FIT (OC sensor®) bef
elective colonscopy. FIT results were compared to colonoscopy cotttevels. Cut

of 050, 075 and 0100 ng haemogl pbin/n
outcome variables were sensitivity and specificity for all stakesotCRC5,836
subjects who underwent complete colonoscopy, 159 (2.7%) were diagnosed with C
Fiftyfour (34%) were diagnosed with stage I, 45 (28%) with stage |ith4gk€B8%) wi

[, 16 (10%) with stage IV cancer. Sensitivity of FIT ssihnda clite v e | of O
stage I, Il, lll and IV CRC was 85.2%, 88.9%, 97.7%, 93.8%, respectively. Sensitivi
FITusingacwf f | evel of O75IVERJ was 83.8%, B8.9%t a g
97.7%, 93.8%, respectively. Sensitivity of FIT usn@g & cutt e v e | of 01
stage I, I, I and IV CRC was 81.5%, 88.9%, 93.2%, 93.8%, respectively. Specific
ranged from 82.8% to 87.9% with increasfhtpest

Conclusion: In this large mixed referral population with a high yield of early stage C
FIT sensitivity for stage | and Il CRC was very good, even abfhitgheriscut
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Gender disparity in colonic tumorigenesis depends on male hormone tumor
promdion, not female hormone protection

J. HeijmaAs J.M. Amdsandgraf M.C.B. Wielerdg& .MuncanW.F. DoveG.R.

van den BrihkMcArdle Laboratory for Cancer Research, and Laboratory of Genetic:
University of Wisconsin School of Medicineliartdelalib, Madiséhytgat intstitute

for Liver and Intestinal Research and Dept. of Gastroenterology and Hepatolo
Academic Medical Center, Amsterdam, The Netherlands *these authors contribt
equally

Background and Aims: Several large colonokmopgancer screening studies have
found a significant sex andspgeific prevalence of advanced adenomas and
colorectal cancer in males, with females showing a delayed onset and decrea:s
incidence of advanced lesions. It is thus believed thaspgmitgledapends on a
protective effect of female hormones, since postmenopausal hormonal replacen
therapy has been found to protect from colorectal cancer development. Similar
humans, it was previously shown that polyposis in the rat colgrréfspsPow/ a

gender bias, with females having a later onset and reduced tumor burden compare
males. We therefore set out to investigate the contribution of both female and nr
hormones in the development of colorectal tumorigenesis usinglémb nmoldglen

in rats. Method&e induced tumor precursor lesions that are known as aberrant cryf
foci (ACFs) by injection of azoxymethane (AOM) in rats. Additionally, we stud
formation of tumors in ApcPirc/+ rats that harbor a genetic mutatiog predispo
colorectal tumor formation. Rats were submitted to ovariectomy (OVX) or castra
(ORX) and sham operations were performed as control. OVX and ORX operat
efficiency was monitored by measuring body weight or hormone levels in serum.
hormoneubstitution, pellets with estradiol (E2) or the progestin medroxyprogestero
acetate (MPA) or placebo were placed subcutaneouslyn Resalls: rats,
abrogation of endogenous hormone production by OVX did not affect ACF formatic
the AOM model £F0.864) or tumor burden in ApcPirc/+ rats (P = 0.406). Additionally
hormonal replacement with E2, MPA or a combination of both did not prove protecti
either the ACF model or in ApcPirc rats (P = 0.455 and P = 0.902 respectively). On
other handubjecting male mice to castrations dramatically decreased tumorigenesis
both the ACF model (85.6 vs. 47 P < 0.01) and in ApcPirc/+ rats (25.6 vs. 11.2 P <0
Conclusions: We show in two independent models for colonic tumorigenesis in rats,
gender disparity in development of colorectal tumors depends on tumor promot
properties that we contribute to male hormones rather than pitotectvefacts

of female hormones. Since male hormones affect early lesions (ACFs), we conclude
tunor initiation is affected. Our data thus suggest that androgens promote colore
tumorigenesis.
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Lumican and Versican predict good outcome in stage Il and Il colon cancer

M. de Wit E.JTh BéJtP.M Deligan DieménB. CarvalhoV.M.H. Coup&l.B.A.C.
StockmarinH. Br) J.A.M. BelierR.J.A. Fijnemai.A. MeifeiDept. of Pathology,

Dept. of SurgersPept. of Epidemiology and Biostatistics, VU University Medical
Center, AmsterdatDept. of Surgery a@Rathology, Kennemer Gasthasas)dih,

The Netherlands

Background and Purpose: Tumor stroma plays an important role in the progression
metastasis of colon cancer. The glycoproteins versican and lumican are overexpres
in colon carcinomas and are associated with the fotomatiostodma. The aim of

the present study was to investigate the potential prognostic value of versican :
lumican expression in the epithelial and stromal compartment of stage Il and Il c
cancerMethods: Clinicopathological data and tissuewsarapieiected from stage

II (n=226) and stage lll (n=160) colon cancer patients. Tissue microarrays (TMAS) \
constructed with cores taken both from the center and the periphery of the tumor. Tl
were immunohistochemically stained for lumicasicamd E&pression levels were
scored on digitized slides. Statistical evaluation was performed using SPSS.

Results: Versican expression by epithelial cells in the periphery of the tumor, i.e., 1
the invasive front, was correlated to a longer rdiseagwival (DFS) for the whole
cohort (P=0.01), stage lll patients only (P=0.01), stage lll patients with microsate
instable (MSI) tumors (P=0.04) and stage lll patients with microsatellite stable (M
tumors who did not receive adjuvant chemgofRefa006). Lumican expression in
epithelial cells overall in the tumor was correlated to a longer disease specific sun
(DSS) in stage Il patients (P=0.05) and to a longer DFS and DSS in MSS stags
patients (P=0.02 and P=0.004).

Conclusion: In theesent series, protein expression of versican and lumican predicte
good clinical outcome for stage Ill and stage Il colon cancer patients, respective
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Incidence and potential causes for metachronous colorectal canceyea 10
retrospective survey

C. le ClerégM. BouwehsR. Riedl G. Beets B. WinkeAsW. Hameeteniai.
Masclee S. SanduleadulDivision of Gastroenterology and Hepatology, Dept. of
Internal MediciiBept. of Pathologyept. of Surgery, @dept. of Methodology and
Statistics, Maastricht University Medical Center, The Netherlands

Although a number of studies estimated the incidence rates of colorectal cancer (C
occurring during pGRC surveillance, data pertaining to main explanations of these
cancers are pmdly scarce. We therefore examined the incidence and potential
explanations of metachronous colorectal cancers (MCRCSs) in our everyday practi
Methods: We reviewed clinicopathologic data of all patients diagnosed with CRC at
university hospitalnfrdanuary 2001 to December 2010. Digital colonoscopy and
histopathology records were collected and verified using data from the national pathc
database (PALGA) and the Dutch Cancer Registry. Patients with hereditary form:
CRC or inflammatory bowsebde were excluded. Metachronous CRCs were defined
as second primary colorectal adenocarcinomas diagnosed at least 6 months after
index CRC. We classified CRCs according to their macroscopic aspect into flat
protruded and according to locatigogromimal or distal to the splenic flexure. Potential
explanations for the occurrence of mMCRC were divided into i) potentially missed les
during surveillance, ii) incompletely resected precursor lesions (i.e. MCRCs developt
the same anatomic segines a previous polypectomy) or {tpm@hance with
surveillance guidelines. Results: We analyzed 1.232 patients with 1.300 CRCs (m
age 70.2 yrs and 55.2% males). In total, 29 (2.4%) patients were diagnosed with
MCRCs (mean age at time of @B€x 69.2 yrs, range88)Y. The median time
between index CRC and diagnosis of mCRC was 49 months (interqueBfle range: 21
Logistic regression analyses, adjusting for age and gender showed that mCRCs v
significantly more often <1 cm in size2((®8%Cl 225.4, p<0.01) and had more

often a flat macroscopic appearance (OR 2.2, 98%Cp40103) than sporadic
CRCs. No significant differences were found between mCRCs and sporadic CRCs
regard to location and stage at time of diagnmesisal Fexplanations for the
occurrence of MCRCs were missed lesions in 17 (59%) cases, incomplete polypect
in 4 (14%) cases or inadequate surveillance in 8 (27%) cases. In 5 out of the 17 cas
whom mCRCs were related to potentially misseddieseyasyere diagnosed during

the first posiperative colonoscopy, and therefore synchronous lesions could not b
ruled out.

Conclusion: In this Dutch population, mMCRCs accounted for 2.4% of all CRCs dete
and the majordf them could be explaingdptocedural failure or suboptimal
surveillance. Careful colonic examination and adheren€eR@ gaseillance
guidelines are mandatory should the quality of colonoscopic cancer surveillance
optimized.
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Potential Benefits of Proton Pump Inhibige th Acute Coronary Syndromes:
Results of a Decision Analysis

N.L. de GrdoH.G.M. van HadleB.M.R. SpiegtlA. LanasL. Lairfe J. Jaspers FoékB.D. Siersema

M.G.H. van OijéniDept. of Gastroenterology and Hepatology, UnivesiGekted Utrecht, Utrecht, The
Netherland&Division of Gastroenterology and Hepatology, Veterans Affairs Greater Los Angeles Health C:
system, Los Angeles, &Ayision of Digestive Diseases, David Geffen School of Medicine at UCLA, Los
Angeles, GAUniversity of California Los Angeles/Veterans Affairs Center for Outcomes Research an
Education (CORE), Los Angele8Jaiversity of Zaragoza Medical School, Aragbén Health Research Institute
(IS Aragoén), CIBERehd, Zaragoza, ®pasipn of Gasintestinal and Liver Diseases, Keck School of
Medicine, University of Southern California, Los Angeles [0#)t. W&ardiology, Radboud University
Nijmegen Medical Center, Nijmegen, The Netherlands

Gastroprotection by proton pump inhibitsyss(PEtommended for patients with an
increased gastrointestinal risk profile usdusdoaspirin for cardiovascular (CV)
prevention. gor escr i pti on of PPl s decimdecadss es
upper gastrointestinal (UGI) comeplcancluding dyspepsia. This positive effect of
PPI caherapy on UGI complications may result in an increased comptiasee to low
aspirin, resulting in a reduced risk of CV events. We aimed to study the associa
between PPl use and PPl comphladcthe risk of acute coronary syndromes. We
used decisieanalysis with Markov modeling to calculate the incidence of acute
coronary syndromes (ACSSs) in 3 treatment strategies-dasa G&@sarold male

receiving ledose aspirin for primary (assuf®year ACS risk of 10%) or secondary

CV prophylaxis: (1) aspirin monotherapy; (2) aspitinei2pycand (3) single tablet
formulation of aspirin and PPI. We derived 13 probability estimates for the model w
systematic review of the literatnd varied each estimate over a wide range in
sensitivity analysis. We evaluated a range of relationships between ACS risk, |
bleeding risk, and aspirmduced dyspepsia as a func
compliance (evaluating the hypoth&tsiBRhuse could potentially improve aspirin
compliance). In primary prevention, the model projected that patients on the single t:
formulation had a marginally lower lifetime incidence of ACS (27.9%) vs. asp
monotherapy (28.8%) and aspirin+P®0)24®<0.01 in simulation). The number
needed to treat (NNT) with aspirin+PPI vs. aspirin alone in order to prevent C
additional ACS was 435. The NNT for the single table formulation vs. aspirin was 12
secondary prevention, patients treatedsomgkieablet formulation also had a lower
lifetime incidence of ACS (67.4%) vs. aspirin alone (68.8%) and aspirin+PPI (68.
(p<0.01). The NNT with aspirin+PPI vs. aspirin and single tablet vs. aspirin were 385
74, respectively. UGI bleeding risbtdiacfluence the relative risk of an ACS among
groups. In secondary prevention patients on aspirin+PPI there was a projected 0.:
increase in ACS risk for every 20% decrease in PPl compliance.

Conclusions: Adding PPI therapydodevaspirin resulted lower risk of ACS. This
association is sensitive to PPl compliance, with the highest effect for the single ta
formulation in patients usingdse aspirin for secondary prevention. Future research
should evaluate whether aspirin compliaase/iariPPl use and whether PPIs could
indirectly reduce CV outcomes.
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Potentially reversible risk factors for peptic ulcer bleeding in avisiagsers of
nonsteroidal anthflammatory drugs (NSAIDs) and -dose aspirin (ASA)

C.W. Hp Y.K. Tse J.YL.Chig P.K. CheohgC. Keg A.0.Y. ChgnY.Chah

F.K.L. ChdniDept. Gastroenterology and Hepatology, VU University Medical Cente
Amsterdam, The Netherlafidstitute of Digestive Disease, Chinese University of
Hong Kong, Hong Kong, China

Background & Aim: We previously reported that a substantial propor(@0%f) NSAID
and lovdose aspirin (25&ssociated ulcer bleeding occurred in aiskagers.
Prevention of ulcer bleeding in these patients is difficult because gastroprotect
cotherapy is not routinely required according to current guidelines. We aimed to ide
potentially reversible factors for peptic ulcer bleeding -isla&g® and ASA

users. Methods: In this single centeocase study, patients with engloatip

proven peptic ulcer bleeding who used NSAIDs or ASA before hospitalizations w
screened for risk factors of ulcer bleeding.-Aslkeiaeents, who were defined as
having none or 1 clinical risk factor and no history of ulcer/ulcesrbleectiniggdav
Controls were NSAID and ASA users who did not have ulcer bleeding. Assumin
prevalence of H. pylori infection of 25% among controls, a sample size of 537 cases
268 controls would be required to detect an odds ratio of 1.7 witlatd% lpueale

of significance. Univariate logistic regression was performed to examine fact
potentially associated with ulcer bleeding among NSAID and ASA users separat
Those factors showing a p value of <0.2 were analyzed in the multsariate stepv
(backward) logistic regression model. Results: Between January 2000 and July 2011
identified 1163 cases (627 NSAID and 536 ASA users) and 659 controls (372 NSAID
287 ASA users). Averagle patients with NSARd ASAssociated ulcer bleeding

were less likely to receive gastroprotective agents before the onset of bleeding (C
0.32, 95% CI 02314, P<0.001 and O.R. 0.30, 95% @(0.4222P<0.001,
respectively). On multivariable analysis, H. pylori infection was a significant risk fa
bah in the NSAID group (O.R. 2.09, 95%-ZB7,92<0.001) and the ASA group
(O.R. 2.68, 95% CI 13916, P<0.001). Other risk factors in the NSAID group included
age >70 (O.R. 3.56, 95% CI-429%5 P<0.001), male gender (2.833.2409
P<0.001), ocworbidity (2.79, 229 0 5 , P=0.009), and dur at
(2.09, 1.52.91, P<0.001). In the ASA group, smoking was the additional risk fact
identified other than H. pylori (previous smoking O.R. 1.82, 2558,(3?<1028)1;

current soking 1.71, 12483, P=0.036).

Conclusion: Among averaeNSAID and ASA users who had none or only 1 clinical
risk factor and no history of ulcer/ulcer bleeding, the presence of H. pylori infec
significantly increased the risk of ulcer blea@ieging for H. pylori in these patients
may reduce the burden of NaAtDASAssociated ulcer disease.
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Use of prophylactic gastroprotective therapy in patients with nonsteroidal
antrinflammatory drugnd aspirinassociated ulcer bleeding

C.WHd, Y.K. TSeJ.Y.L. ChigC.J.J. MuldeB. Wy F.K.L. ChapDept. Gastro
enterology and Hepatology, VU University Medical Center, Amsterdam, The Netherle
Znstitute of Digestive Disease, Chinese University of Hong Kong, Hong Kong, China

Bakgroumd & Aim: Poor adherence to gastroprotective agents (GPAs) among user
nonsteroidal amtflammatory drugs (NSAIDs)-dokevaspirin (ASA) is common. To
date, there is no data on the utilization of GPAs among NSAID and ASA use
complicated Ipeptic ulcer bleeding. We aimed to study the utilization of GPAs amon
NSAID and ASA users before ulcer bleeding. Methods: This was a prospecti
singlecenter study. Consecutive patients presenting with ulcer bleeding confirmed
endoscopy between Jan2®00 and December 2009 were systematically evaluated
for exposure to NSAIDs, ASA, and GPAs.di3&iassociated ulcer bleeding was
defined as exposure to these drugs within 4 weeks before the event. GPAs inclu
protoppump inhibitors (PPIs), ahisie2receptor antagonists (H2RAs), and
misoprostol. Patients were classified as having high ulcer risk if they had a histor
ulcer/ulcer bleeding or 02 other risk
2277 patients had NSAADd ASAsseiated ulcer bleeding, respectively. Overall,
36% of patients in the NSAID group and 29% on the ASA group were prescribed G
before ulcer bleeding. 39% of patients in the NSAID group and 75% in the ASA gr
had high ulcer risk. Among these highieistspanly 42% in the NSAID group and
31% in the ASA group had received GPAs before ulcer bleeding.
Conclusion: A substantial proportionagkhlgBAID and ASA users had not received
prophylaxis with GPAs before ulcer bleeding. Thesefkmtbsgvere avoidable.
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Upper gastrointestinal hemorrhage: Missed opportunities for prevention?

M.J. TemmihdV.L. CurversD.J. van LeeuwériDept. of Gastrointestinal and Liver
Diseases, Onze Lieve Vrouwe Gasthuis, Amsterdam, The NEdrdnhands,
Medical School, Hanover NH, USA

Introduction: Upper Gl hemorrhage is a risky event for patients and also a costly in
healthcare systeriVorldwide guidelines have been implemented to prevent upper
gastrointestinal hemorrhage Hiskgbaénts. Oumimpression is that a low adherence

to these guidelines, resulting in many preventable admissions and endoscopi
procedures. Aim of the study: 1) Asses prevalence and causes of upper ¢
bleedind\ssess necompliance due to {aolmerence to dalines Patients and
methods: Consecutive patients with a suspected upper Gl hemorrhage were ident
via the endoscopy database of our department. Kiagctansi@RFs) (age, history of
(bleeding) ulcer, helicobacter pylori (HP) infestanbjdyp NSAIDs, aptatelet

and antoagulant therapy) and compliance with proposed guidelines were assessec
Results: 100 consecutive patients (61 males; mean age 66 (SD 14] yrs) were ident
between January 2010 and October 2010 with a sugmectet hemorrhage.
Endoscopic diagnosesre: Bleeding ulcer (48), varicealbleeding (10), angiodysplasia
(6), MallofWeiss tear (6), gastritis/duodenitis (15), acid reflux disease (3), other (2), a
no focus (10).The distribution of risk factorerfgasippintestinal bleedivas : 9

no RFs, 20 pts ha®8 pts had 2 RFs, and 46 pts had 3 or mo@f RIFsomers
with O3 RFs, 52% (24/46) did nodf re
patients with an e 3RFadlnot edeigedgastrdprotection. b
Conclusion: More that half of pts admitted with a suspected Gl hemorrhage did
receive adequate preventive measures representing missed opphbisunities.
observation suggests that in the last 10 yearsyemgnpio adherence to guidelines

for prevention of stomach damage have béen made

C €
| ¢
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Hyoscine Mbutylbromide does not improve polyp detection during colonoscopy:
A doubleblind randomized placelontrolled clinical trial

F. ter Botg E.J.M. de BrouWeM.E.L. ArbogwW.C. van der ZeM.A. van
HerwaardénM. LedebderF.G.A. JansnfadDept. of Gastroenterology, Deventer
Hospital?Dept. of Clinical Pharmacy, Deventer Higitalof Clinical Statistics,
Deventer Hospital, The Netherlands

Am: colonoscopy is used for the detection of neoplastic polyps, although a signific
miss rate has been reported. Limited data suggest that the administration of f
antispasmodic hyoscinbutylbromide (Buscopan®) during colonoscopy improves
polyp dettion. We investigated whether the use of 20 mg Buscopan® intravenous
during colonoscopy improves polyp detection or removal. Methods: a prospect
doubleblind, placelmmntrolled randomized clinical trial inagad@mic teaching
hospital. Analysigas done on intentiotreat basisPatients who were routinely
referred and accepted for either diagnostic or screening colonoscopy were invitec
participate. Patients were randomized to nmetcawenous injection of either 1 ml
Buscopan® (n=34fr 0.9% NaCl solution (n=334) when withdrawal from the cecurr
was started. Endpoints wengp detection rate (PDR), adenoma detection rate (ADR)
and the advanced lesion detection rate (ALDR), 5% trimmed mean number of pol
mean withdrawal time. Resti’4 Patients were randomized. Cecal intubation rate was
96%. The PDR, ADR and ALDR were 56 versus 60, 30 versus 31 and 14 versus 14
the Buscopan® and placebo group respectiveyu@dl p 0.25). The means of the

total number of detectedpvesh and harvested polyps per patient were 1.13 versus
1.21, 1.03 versus 1.06 and 0.89 versus 0.89 in the Buscopan® and placebo gr
respectively (al/alues > 0.37). Mean withdrawal time was 561 versus 584 seconds i
the Buscopan® and placebo groyectiesly (p=0.34). Multivariate analysis
demonstrated no effect of Buscopan® on the investigated parameters.

Conclusion: we found no evidence to support the use of Buscopan® during withdraw
the colonosope to improve polyp detection or removal.
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Remaeely controlled, small intestinal release of 99meftechnetate using an
ingestible electronic device: the IntelliCap

P.J. van der ScheamH. Broekhuizde Gast J.F.W. NijsserN. van LelyvéldH.

Zod, J. ShimizuF. DijksmanC. WankeP.D SiersenialDept. of Gasaaterology

and Hepalogy, University Medical Center, Utkeghtt, of Gastroenterology, St
Antonius Ziekenhuis, Nieuweébeipt. of Nuclear Medicine, University Medical Center,
Utrecht®Medimetrics, Phillpssearch, Brcliff Manor NY, USWedimetrics, Philips
Research, Eindhoven, The Netherlands

We developed an ingestible electronic drug delivery and monitoring device: |
IntelliCap, which comprises a 300 pl drug reserv@ndatgidperature sensor, a
steppemotor, and a transceiver-fgay2real time wireless communication. Data are
relayed via a data recorder to a computer. The stepper motor can be remotely actu
to expel the contents from the drug reservoir. Welhegerdlyhat the device is safe

and well tolerated in healthy subjects. In the current study, we assessed functionalit
various components of the IntelliCap and correlated anatomical localization of
IntelliCap based on pH data and nuclear imaging usjeyt@éghmietaté’f{c).Ta

healthy volunteers were included in the study who ingested an IntelliCap in the mort
stayed in the unit during the day, went home at night and returned to the unit n
morning. The drug reservoir of the IntelliCap was Hlled Adtdr ingesti of the
IntelliCap, luminal temperature, pH and status of the drug reservoir were monitol
Static and dynamic nuclear images were obtained at predetermined time intervals
wheri based on pH changd® IntelliCap passed the pylorus and theliledceca

When pyloric passage was confirmed the IntelliCap was remotely actuated to expel
of the total volume of the drug reservoir.Temperature and pH profiles of all 10 subj
were recorded from ingestion to excretion or #swhmlmsver camesfi Average

data reception fidelity was >95%. Remotely controlled e¥pualsvais eticcessful

in 9 of 10 subjects. Pyloric passage based on pH correlated well with passage base
nuclear imaging. lleocecal passage based on pH could be dbrnelatiedrwi
imaging in 9 of 10 subjects. A good correlation was found between pH and nucl
imaging based localization in the ileocecal area. After ex§ltsinonofthe
IntelliCap, both the capsule and the luminally*&leassé clearly viszedi during

nuclear scanning, particularly in the first few hours. In general the capsule seemed t«
behind the releas®tc. All subjects tolerated the procedure well. No serious adverse
events were noted.

Conclusions: During passage through thimtgastral tract, the IntelliCap reliably
records pH and temperature. As a good correlation is found between anatomi
localization based on pH and on nuclear imaging, it is feasible to remotely expel con
from the drug reservoir triggered by ptdsedte IntelliCap may therefore be used to
deliver drugs to well defined regions of the gastrointestinal tract.
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Correction of hepatosteatosis by hydrophobic iminosugars modulating
glycosphingolipid metabolism

M. Goossend.M. AeisF.Bietrix E.Lombardp C. Vriris R. OttenhiofJ.A. Atén

A.K Groén IDepartment of Medical Biochemistyegartment of Pathology,
Academic Medi Center, University of Amsterdam, Amsterdam, the Netherlands
3Present address: Department of Pediatrics,tyJhestisial Center Groningen,
Groningen, The Netherlands

Glycosphingolipids (GSLs)are important constituents of the cell membrane, form
semiordered structures called lipid rafts in which specific proteins preferentially resi
Abnormalities in GSiaglito abnormal @@l interactions and cell behavior. Excess of
gangliosides, a subset of GSL, has been implicated in the metabolic syndrome.
designed small compound inhibitors that can modulate GSL levels. Oral administratic
these s@alled imbsugars in obese mice and rats results in corrections of excessive
GSLs. This biochemical correction is associated with phenotypic improvements. I
sugar treatments leads to remarkable improvement of insulin sensitivity and correctic
glucose homeasis. Moreover, prevention of hepatosteatosis in various mouse mode
has been observed. The validity of the target for intervention of iminosugars, i.e.
enzyme glucosylceramide synthase (GCS) catalyzing the first step of GSL synthesis.
been meariwe substantiated. A chemically different class of inhibitors of GCS equal
prevents hepatosteatosis in obese mice. Finally, we have noted that iminosu
treatment can even efficiently revert existing hepatosteatosis in various models. The
and ongag work is described and discussed in the presBatatminthe work,
supported by MLD W@®Ts published: Aerts JM &tiagbetes (2007), 56, 1341

Bijl N et al. Hepatology (2@09)1434; Bijl N et aHepatology (2009), 49,4837
Wenekes T et al. Angew. Chem. Int. Ed Engl.(2009),-88, 8848 Y et al.
Hepatology (2009), 56985
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A randomized shanontrolled trial of left lateral body positioning and acid
suppression for infantile gastroesophageal reflux: A concept teslidacyebf
reflux inhibition in infants

M. Goossen€.M. Loots, S. Kritas, M.P. van Wijk, L. McCall, L. Peeters, P. Lewindo
R. Bijlmer, R. Haslam, J. Tobin, M.A. Benninga, G. Davidson, T.l. Omari, Acade
Medical Hospital Amsterdam / Emma Chigdpetad, Amsterdam

Introduction: The number of gastroesophageal reflux (GER) episodes is reduced ir
lateral position (LLP) compared to right lateral position (RLP) in infants. LLP reduce
types of reflux over the entireppansdial period lwdes not alter the proportion of
reflux episodes that are acidic (pH<4). The current study evaluated the effect of
lateral positioning in combination with acid suppressive therapy on GER rela
symptoms in infant§ énonths of age. Methods: InBehtmonths with symptoms
suggestive of GERD were investigated using 8impedatte, gastric emptying
breath test and th6 ERGR parental questionnaire. Using a parallel group design,
infants demonstrating a positive relationship between GERmarepsgadps such

as crying, coughing or regurgitation (symptom association probability>95%) w
randomized to one of four therapeutic arms; 1. LLP+PPI (1mg/kg esomeprazole 0.0
HE+PPI 3. LLP+AA (antacid 0.d.) 4. HE+AA. For the purpose$i&f dnid Aial
were considered 6shambé therapies. PPI1 |
performed for 2 hours following feeding during for 14 days. Then the 8 hr studies v
repeated on therapy. ResultsoRdtpatients were included in the(8dyales,

mean age 13.6 (rangé2 weeks)Combination of PPI+LLP is most effective in
reducing the number of GER and esophageal acid exposure (Table 1). Vomiting
reduced in LLP+AA from 7 (2) to 2 (0), p=0.042. Despite the reduction in GER episc
and acid exposure none of the treatment groups showed a symptomatic improveme
crying or irritability. Comparing the influence of posture regardless of medic
intervention, LLP produced a greater reduction in total number of GER episoc
compared tblE 21 (4) vs10 (4), p=0.056). PPI therapy regardless of position
produced a greater reduction in reflux index compare@.8@®.AAVE.9(1.4)

p=0.043. We observed an inverse relationship between symptom improvement ar
slowing of the gastmgpgying rate. In contrast, the change in number of symptoms did
not correlate with improvement in any of the GER parameters.

Concl usi on: Il n this study of SAP posi
vomiting and reflux episodes was achiéivedighacrying and irritability were not
reduced. The SAP did not appear to identify irritable infants respeefive to anti
therapies.
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Surgery for Anterior Cutaneous Nerve Entrapment Syndrome: a double blind
randomised placebo controlled trial

O.B. Boelen#/.R. Scheltinga, S. Houterman, R.M. Roumen, Maxima Medisch Centru
Instituut, The Netherlands

Anterior Cutaneous Nerve Entrapment Syndrome (ACNES) is hardly considered in
differential diagnosis of chronic abdominal pain. Howewenffthesaupatients a
permanent solution can be achieved by simple measures. Purpose of the present
was to clarify the role of a neurectomy on refractory patients following conservati
treated ACNES. We hypothesized that pain attenuatiameialémiongy is the result

of resection of the entrapped nerve at the level of the ventral Reatientasels.

years meeting the inclusion criteria were randomised to receive a neurectomy or S|
procedure. Both patient and principal investigatoiinded to the nature of the
procedure. Pain was recorded using a Visual Analogue Sca®)(MAg:ahd a

Verbal Rating Scale (VRS: 0 = no pain, 5 = severe pain) during physical examina
prior to and 6 weeks after surgery. A reduction 6Dét leastAS and/or 2 points on
VRS was consi der e dBetwween®Asqust 2008 and Delcemlvee s |
2010 some 44 patients were randomised (5 males and 39 females, median age 42,
arms n=22). In the sham group 3 patients reported a ssporsdutampared to

15 in the neurectomy group (p = 0-001).

Conclusions: Pain reduction following neurectomy in these ACNES patients is base
resection of the entrapped nerve at the ventral Rectus fascia. This simple procedul
successful in a subs@nnumber of refractory patients following conservative
measures.
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Sexual abuse history in-lhhess, how do gastroenterologists deal with it?Results
of a Dutch survey

M.P.J. NicdtaiH.H. FidderJ.J.H. BegkM.D. Bekker3, H. Puttd?.C.M. Pealg,

M.F. van DnreH.W. ElzeviefDept. of Urology, Leiden University Medical Center,
1Dept. of Gastroenterology, Utrecht University MedicaD@eantef, Surgery,
Haaglanden Medical Cer2ept. of Medical statistics, Leiden University Medical
CentersDept. of Urology, University Medical Center GiDapgest,Urology, Zuwe
Hofpoort Woerden & St. Antonius Nieuwegein, The Netherlands

Data support an increased prevalence of sexual abuse (SA) among patients v
gastrointestinal complaiféxual abuse causes multiple symptoms related to pelvic
floor and stress mediated -grdinlysfunctions. There is a growing awareness of the
adverse health outcomes associated with SA among patients with GI symptor
especially in IBS, which is a hadghdee problem. Treating these patients asks for a
holistic approach, using centrally targeted interventions. However, gastroenterolog
have never been surveyed regarding their practice patterns and constraints ab
inquiring into SA.We aimed toatealhether gastroenterologists address SA in their
daily practice and to evaluate their knowledge regarding the implications of SA
Ghllness.A 4ifemed anonymous questionnaire was mailed to the members of the
Dutch Society of Gastroenterologpégéstologists and residents). The questionnaire
addressed SA and pdloimrrelated complaints. In result of this mailing, 183 of the 402
(45.2 %) questionnaires were returned. Over all 4.7% of the respondents asked t
female patients regularly al@ut in males this percentage was 0.6%. Before
performing a colonoscopy, these percentages were even smaller (2.4% resp. 0.6
When patients presented with specific complaints, such as chronic abdominal pail
fecal incontinence, 68% of the gastrogitya@sked females about SA and 29% of
the males (p<0.01). Femal e doctors st :
to ask male patients about sexual ab
(p=0.03).The majority of respondentsistEejuit important to receive more training

on how to inquire about SA and its implications for treatment.

In conclusion: gastroenterologists do not routinely inquire about a history of SA, and
rarely ask about it before performing colonoscapse B& is common in the
gastroenterology practice, there is a need for training to acquire the skills and knowle
to deal with SA.
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Lymfocytic and collagenous colitis have a different clinical course; experience
from a singleenter 10 year cohort 1?5 patients

M. van der Li4gd. van BaarkeM.G. RusselG. van Olffen). Kolkmé&d IMedisch
Spectrum Twente, Enschétimiversity of Groningen, Gronirfathology,
Laboratory of Pathology East Netherlands, Enschede, The Netherlands

Intrauction: Microscopic colitis (MC) is an infrequent cause of diarrhea, characterizec
typical histopathology and normal endoscopic findings. Two types can be distinguis
lymphocytic colitis (LC) and collagenous colitis (CC). After we adaptepya colonosc
biopsy protocol demanding colon biopsies from at least six segments in all patients
diarrhea and normal endoscopic findings > 10 years ago, we increasingly encountt
MC. In this study we report on the differences in diagnostic findings, comorbid
medication use and clinical course in LC and CC in a large, regional hospital. Meth
We retrospectively studied patients with MC between 1998 and 2009. Patients w
identified from the pathology database using the search terms: MC, lb@rts CC. All c
were reviewed and all biopsiegataated. The location of biopsies for making the
diagnosis was established during the pathology revision. Comorbidities and medica
were recorded, and the clinical course was categorized using threagligpes: a si
episode, a chronic remittent course , and a chronic continuous course. To comp
follomup an enquiry was sent to all patients with a last outpatient visit > 12 months a
Results: We identified 181 patients in whom biopsies were avaslahldrid8,rami
infectious agent was lateridentified, in 48 histopathology was not conclusive for
diagnosis (mainly because only epithelial lymphocytosis was seen without submuc
inflammation, always LC, never CC). In the remaining 125patiditgndSedas

77, and CC in 48. The fallpwas median 42184) months. Biopsies from the right
colon were diagnostic in 100% vs. 86% from the left colon (P<0.001). The mean ag¢
not differ between LC and CC (57 and 59 yrs), the F/M ratib@uas®3.5nn CC.

The calculated incidence rate for LC and CC was 3.9 and 2.4 per 100.000 inhabitan
single MC period was seen more often in LC (49% vs 22%, p=0.02), while chrc
continuous and relapsing pattern was seen more often in CC (3880422 1/%o

32%, respectively). The cumulative rate of relapse was significantly lower in LC (41¢
63% p = 0.04). Medication use included NSAID and SSRI in LC in 9% and 12%, ar
CC in 17% and 4 %, respectively. In 64 patients duodenal biopsiesiwarg tak
workup. In 52% they showed varying levels of celiactype abnormalities were found (
in 67%, M in 12% and-M in 21%).

Conclusion: A full colonoscopy with strict histological criteria is mandatory to diagr
LC. Almost halve of LC page&perience only one colitis period, CC is chronic in the
vast majority. L-siitled biopsies would havemissed 14%idedhbiopsies were
diagnostic in all. Duodenal histopathology suggestguecatinormalities in 51% of
those who were studied.
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Should screening for latent tuberculosis infection be repeated after travel to
tuberculosis endemic areas in patients treated witkalpN& inhibitor therapy?

R.W. Hofland1.A.M.T. VerhageR. HuismanA. BossiAkiDept. Gstroenterology
Diakonessénis UtrechtzDept. Rheumatology, Diakonessenhuis UbDeglnt,
Pulmonology, DiakoneksenUtrecht, The Netherlands

Rationale: Treatment with prophylactic therapy in case of latent tuberculosis infec
(LTBI) is necesga before TNHphanhibitor treatment. Data concerning the
development of active tuberculosis infection dualpipaiibitor treatment are

rare. The aim of this study is to evaluate the safedypbffiNiBitor treatment after
screening for éreatment of LTBAethods: A prospective, soagleer study was
conducted. Adult patients with immune mediated disorders -Botarajagiro
dermatology and rheumatology outpatients department, planagthé&hilonsr
treatment, were ud#d from 2007 until 2011. Screening for LTBI included Tuberculir
Skin Test (TST), defined positive above five millimeters skin reaction, and an Interf
Gamma Release Assay (IGRA): ELISpot. Prophylactic therapy according to the D
guidelines was giie BC&accinated persons with positive IGRBGwaccinated

persons received prophylactic therapy when at least one test was positive. All pati
were observed during and aftealpN&nhibitor treatment for development of active
tuberculosisfattion. Results: A total of 195 subjectsclueledinl09 subjects were
female. The majority (164 persons) was naicBi@&ed. Twesight persons were

born in a tuberculesmlemic country, 77 others were at risk for LTBI, because of
travelingot those countries, history of tuberculosis infection, or exposure to someoil
with tuberculosis. Fourteen persons, all diagnosed with LTBI, received prophyla
therapy before THlBhanhibitor treatment. During thealgd&inhibitor treatment,

two pesons developed active tuberculosis infection. To one of 4ears ald8
woman, no prophylactic therapy vssilped, because of a negative TST and an
indeterminate IGRA. Few months aftalphbikhibitor treatment, she traveled to a
tuberculosendemic country. In the weeks after return, she developed tuberculos
meningitis and died. Second,\@a% old male person developed active extra
pulmonal tuberculosis during-algiiEinhibitor treatment. Again, no prophylactic
therapy was given, dese of a negative TST and IGRA. He also recently traveled to a
tuberculosendemic country. A primary tuberculosis infection is likely in these tw
cases.

Conclusion: Thalphanhibitor treatment is safe after screening for and treatment of
LTBI. Howey, traveling to tubercuesdemic countries during-aiplianhibitor
treatment should be strongly discouraged. We recommend screening for LTBI &
travelling to tuberculesidemic areas.
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Over a quarter of the general adult population expeyiegasrointestinal
symptoms influencing healtblated quality of life: results of 50,000 question
naires

M.M. Tielemasts J. Jaspers Foéks.G.M. van RossuB.M.J. JanserR.J.F.
Lahefj M.G.H. van OfefRadboud University Nijmegen MEdictk, Nijmegen,
2University Medical Centre Utrecht, Ufteletliek Hospital, Helmond, The
Netherlands

Gastrointestinal symptoms in the community are highly prevalent and associated
enormous healthcare costs. The last extended dyspepsia pewallation studies

in the west are dated over two decades ago. Since then, the importance and prevals
of risk factors have shifted within the community and ask for an update. The aim of
study is to investigate 1) the current populatiarcprevgkestrointestinal symptoms;

2) their impact on hesdthted quality of life; and 3) to assess factors associated with
presence of gastrointestinal symptdotal of 51,869 questionnaires were sent to a
representative sample of the Dutch adettlgpopulation in December 2008.
Questions about demographics, gastrointestinal symptoms, medigatdnidise, co

and healthrelated quality of life were stated. Presence of gastrointestinal symptoms, a
type of individual symptoms were assessifi@eldted quality of life was measured

with the EGQD and multivariable logistic regression analysis assessed factors
associated with gastrointestinal symptonmgal of 18,317 questionnaires were
returned (response rate 35%), of which 16,758 gergegligible for analysis.
Prevalence of gastrointestinal symptoms was 26% with a median symptom duration
years (IQR-1B). Most reported symptoms were bloating (63%), borborygmi (60%) ar
flatulence (71%). A total of 1,771 respondents refmortednppoinhibitor (PPI) use,

of which 610 (34%) reported no gastrointestinal symptamkatéteglillity of life

in persons with gastrointestinal symptoms was impaired, with a mean Dutch utility s
of 0.81 (SD=0.21), compared to 0.92 (SD=pdrépfer without symptdramale

gender (adjusted odds ratio (aOR) 1.59, 95%lCI7).4resence of asthma/COPD
(aOR 1.47, 95% CI 1.2179), use of paracetamol (aOR 1.33, 95%-QL4720
antidepressants (aOR 1.56, 95% CRI0P2 and usd aciegsuppressive medication
(antacids aOR 4.22, 95% CI-353b, histami2ereceptor antagonists aOR 9.93,

95% CI 6.7214.7, PPIs aOR 9.29, 95% CI 1(®2) were independently associated

with an increased frequency of gastrointestinal spuptoves.65 years (aOR 0.75,

95% CI 0.68).87), and use of statins (aOR 0.75, 95%-OI9BpHvere associated

with a decreased frequency of gastrointestinal symptoms.

In conclusion, a quarter of this large sample of the general adult gapedation re
gastrointestinal symptoms, which was associated with a decrealstdchgadlity

of life. We speculate that the actual presence of symptoms is even higher, if we inc
PPI users who reported symptom relief while on therapy.
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New insightrito dynamics of plasma Intestinal Fatty Acid Binding Protein as a
marker for epithelial damagduman small intestinal ischemggerfusion

D.H.S.M. SchelleKerds Grootjahs].P.M. DerikS.A.G.W. Dél|ld\.A. van Bijrien

R.M. van DanC.H.C. &ondg, W.A. Buurmiamept. of Surgery, Maastricht University
Medical Center and Nutrition and Toxicology Research Institute Maastricht (NUTR
Maastricht, The Netherlands

Intestinal ischernéperfusion (IR) is a serious clinical problem withoiuy anal
mortality. Early detection of intestinal ischemia could theoretically improve pati
outcome. A potential marker for early diagnosis of intestinal ischemia is Intestinal F
Acid Binding ProteiRABP), a small cytosolic protein presettiia enterocytes at

the tip of the villus. To integfé#dBP in daily clinical practice, more insight in the
characteristics ¢¥ABP is needed. The aim of this study was to investigate dynamics ¢
I-FABP as a potential marker for intestinal danrapgéRd and to investigate the
relation between circulatiRgBP and extent of epithelial danukseg a newly
developed human experimental model, the effects of intestinal IR was studied. In
patients a part of jejunum, to be removed foresasgics] was selectively exposed

to 15 (151) or 60 minutes (601) of ischemia followed by 30 and 120 minutes of reperft
(R). Arterial en venous blood was sampled at all time points and arté&jovenous (\
concentration differences-FoABP were meadlirasing enzydieked immune

sorbent assay (ELISA). Tissue sections were collected at all time points and staine
I-FABP and haematoxylin/eosin (HiEfplogical results showed minor damage of
epithelial cells on villus tips in jejunum that wad txddés minutes of ischemia.
I-FABP YA differences were significantly increased at this time point, indicatin
enterocyte membrane integrity loss. These data emphasize the highisaBsitivity of |
to detect minor epithelial damage early. Durirsjorepgediepithelial lining remained
intact while-HABP levels gradually decreased. To study whaBier could
discriminate between minor tissue damage and severe epithelial damage, we r
investigated consequences of 60IR on histology anéAB&shaadls. In contrast to

the histologic appearance of tissue exposed to 15I, severe epithelial damage v
observed in jejunum exposed to 60I. This was accompanied by masg\NgPloss of |
positive villus tips into the intestinal lumen. HABIR, VA differences were
significantly higher at 601 compared to 15| (P<0.001). In-FA&dRiolevels
correlated strongly with length of ischemia.

In conclusion, this study shows the direct relation betwedpARBstagels and
severity of epithetiamage of jejunum exposed teFABR increased significantly

upon minor ischemic periods, demonstrating its high sensitivity-FARBdéhels|

could predict the severityastinal epithelial damage.
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Moderate dosage of ethanol increasmall and large intestinal permeability in
healthy volunteers

E_Elami?3 D. Jonke¥83 F. Troost3 J. Dekkétf, A. Mascléés 1Top Institute

Food and Nutrition (TIFN), Wageningen, the NethiBilasids, of Gastro
enterologllepatolgg Department of Internal Medicine, Maastricht University Medica
Center, Maastricht, the Netherkgultmol for Nutrition, Toxicology and Metabolism of
Maastricht University Medical center, the Netisftarteent of Animal Sciences,
Wageningen UWRageningen, the Netherlands

Introduction: Ethamoluced endotoxemia resulting from gut barrier disrupion plays
major role in the pathogenesis of alcoholic liver disease. Both a single high dose
chronic ethanol consumption have been showucéo small intestinal barrier
dysfunction. However, little is known about effects of moderate dosages on small as
as large intestinal barrier function. Aims: To investigate the effect of intraduode
administration of 20 g ethanol (2 standandodrimikestinal permeability in healthy
volunteers. Methods: Intestinal permeability of 12 male subjects (Age 31.23+11 yr,
23+2 kg/th was assessed after intraduodenal administration of either 20 g ethanol
placebo, in a randomized @osistriaby means of a maligar test and 24 hour

urine collection. Blood samples were collected to determine plasma ethanol levels
liver function. Urinary sugar recovery reflecting gastroeRibdenslifi@ction), small
intestinal {B hours fraction)dacolon permeabiliy245hour fraction) was assessed

by high pressure liquid chromatognagky spectrometry (HRLE). Results:
Intraduodenal administration of ethanol resulted in an increased blood ethanol le
reaching a peak (58.5 mg/dL) afteinl8ecreased gradually thereafter and reached
the basal values (11.1 mg/dL) after 3 h without changes in liver function.There wa:
significant difference in the gastroduodenal permeability, indicated by urinary suct
excretion, after ethanol verlacelpo administration (0.357+£0.547 vs. 0.710£1.250,
respectively; P>0.05). In contrast, the small intestinal permeability, defined by
lactulose/rhnamnose ratio, was significantly increased after ethanol vs. place
(0.085+0.041 vs. 0.056%0.040, reshect#<0.05). Colon permeability, indicated by
the sucralose/erythritol ratio, was also significantly increased after ethanol administr:
compared to placebo (0.317£0.180 vs. 0.026+0.027, respectively; P < 0.0]
Conclusions: The present data showtthdtiodenal administration of 20 g ethanol
increases small intestinal permeability. In addition, for the first time, an increase
found in colon permeability. This study indicates that even a moderate dosage of eth
decreases small intestinalielbaiunction thereby potentially increasing the risk of
enhanced endotoxin translocation and consequently, liver inflammation. Furtherm
impairment of colon permeability may contribute taelaledhatolorectal
carcinogenesis.
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HLADQ genotype disbution in Type 1 Diabetes Mellitus patients with
concomitant Celiac Disease

S.F. BakkerM.E. TushuiZed.B.A. CrusitsS. SimsékC.J.J. MuldeB.M.E. von
Blomberg1Dept. of Gastroenterology and Hepatology, VU University Medical Cente
Laboatory of Immunogenetibgpt. of Pathology, VU University Medical Center,
3Dept. of Internal Medicine, Medical Center Allapaasf Medical Immunology, VU
University Medical Center, The Netherlands

Background & AinTdie estimated prevalenceeliic disease (CD) in patients with
Type 1 Diabetes Mellitus (T1DM) is 5%. Both multifactorial diseases CD and T1DM
strongly clustered in families and in both diseases human leukocyte antigen (HLA) c
Il molecules HDXQ2.5 (DQB1*DRAI05) and D&(DQB1*03MQA1*0301) are

key genetic risk factors. Therefore, the aim of the present study is to iADExstigate HLA
distributions in patients diagnosed with both T1DM and CD. Associations will
examined between HL@ genotypes and age of clinicall @ihboth diseases and
autoimmune comorbiddgterial & Method®atients with TLDM and concomitant CD
were recruited from 33 hospitals in the Netherlands. We retrospectively collected da
the moment of T1DM diagnosis, CD diagnosis and cohauroidisnune diseases.

The diagnosis of TIDM was defined as an absolute requirement of insulin and
diagnosis of CD was based on international criteria (Efie@d)ABenomic DNA

was obtained from peripheral blood for typingD@)AHtAand DQBAalleles,
performed with a combined single stranded conformation polymorphism. Patients v
divided in childhood onset of TLIDM (onset before 20 years) and adult onset of TLDM
to the fact that childhood onset of T1DM is strongly associated plith HLA ha
types.Results:The total group consisted ofmigtypatients diagnosed with T1DM

and CD (67.2% female) with a mean age of 41.5 + 20.1 years with a duration of T1
and CD of 22.6 + 16.8 years and 8.3 + 10.4 years (P<0.01), respectiusly. All patie
were unrelated and -sgported Dutch Caucasians. Patients cardiBP@ZHbAnN

80.3% (heterozygous in 50.8% and homozygous in 29.5%) of the cases. 19.7% of
T1IDM + CD patients were -[IMRAS/DQ8. HDQ8 heterozygous (without
HLADQZ2.5) was presémtl6.4% of the cases and-[HR8 homozygous in 3.3%.

Only 9.8% (6 of 61 patients) of the patients were diagnosed with CD before T1DM, :
of 6 of them were HMB2.5 homozygous. In the childhood onset of TIDM group (n=
38) the age of T1DM onset wasicagtly lower in those who werdD@8A
heterozygotes versus other genotypes (mean of 4.9 years versus 8.0 years (P<0.05)
associations between BIAtype and the prevalence of autoimmune comorbidity or
onset of CD were found.

Conclusionk paents with TIDM and CD a prevalence of carrie@2.HLa%

80.3% is found. Interestingly, in the childhood onset group a younger age of onse
T1DM is associated with heterozygodXI8LAo associations were found between
HLADQ type and the piemae of autoimmune comorbidity or the onset of CD.
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Can the systemic compartment contribute to barrier disruption in diarrhea
predominant IBS patients?

S. LudidiE. Elamin, H.J. Pieters, P. Bours, E. Schaepkens, J.M. Conchillo, D.N
Jonkers, A.A. Btdee, Dept. of Internal Medicine, Division of Gastroenterology anc
Hepatology, Maastricht Univstsdical Centre+, Maastricht, The Netherlands

Introduction Irritable bowel syndrome (IBS) is a functional gut disorder and compr
different subtypdsased on predominant symptoms or underlying pathophysiologica
mechanisms. Increased intestinal permeability has been observed, especially
diarrhoegredominant IBS. Apart from intestinal factors, systemic mediators ma
contribute to the increasedtimépermeability and differences among subtypes. We
employed a 3D cell model of-Zaetls that form fully polarised spheroids with the
lumen inside, providing a useful in vitro integrity model to study basolateral exposut
the intestinal epitheli@ar aim was to investigate whether the systemic compartment
can induce an increased permeability in digi®Ba compared to consti
patiopredominant IBS (85 and healthy controls (HC). Materials & Methods
Sodiunheparin plasma was collected # IB® and 7 IBS patients (Rome Ili
criteria) and 7 HC. Gaarells were grown in an extracellular matrix (Matrigel) for 5
days to form fully polarised spheroids. The spheroids were exgokkdiligteado
plasma of IBS patients and HC foE@4A (2mM) was used as positive control.
Barrier function was assessed by the flux of FITC dextran 4KD (FD4) from the bas:
the luminal compartment using live cell imaging. Results were expressed as the r
luminal/basal FD4 ratio of 8 spheroidsifidepehdent experiments using 7 different
plasma samples per group. Plasma protease activity was assessed fluorometricall
conversion of BGtrAlaArgAMC. Endotoxin concentrations were measured using the
enzyméased Limulus Amoebocyte Lysate Ratawnre expressed as mean + SEM

or median [range] depending on normality of distributions.Results The FD4 ra
indicating paracellular permeability, was significantly incredsed.inBEESvs.

HC (0.14450 = 0.00472 vs. 0.00089 = 0.0000D2%.6@O0003, resp.; P < 0.01).
Plasma protease activity ofCIB&7.66 £ 34 U/mL),-BH9.64 + 1.83 U/mL) and

HC (61.09 = 1.52 U/mL) did not differ significantly (P = 0.23). Plasma endoto:
concentrations were 36.5 j36100]; 31.0 [26.(B8.0jand 26.5 [24i034.0] EU/mL

in IBED, IBSC and HC, respectivigly< 0.05 in IEBvs. HC).

Conclusion: These findings indicate that plasrbapzti®Es has a stronger potency

than that of IBS patients to decrease barrier function in vi@.aREgses did not

reveal differences in protease activity but pointed to elevated endotoxin levels betw
IBS subtypesAdditional analyses need to be performed to elucidate whether the
increased endotoxin concentrations are cause or consequeaaaséthatestinal
permeability.
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Clinical impact of autofluorescence imaging on the endoscopic treatment for early
Barrettds neoplasia: a prospective ass

D.F. BoerwinkeW.L. CurvéraM.A. KataM. VissérS.L. MeijgrJA. Hok; M.C.
Aalderss J.J. BergmanDept. of Gastroenterology and tepatdcademic Medical
Centre Amsterdaept. of Pathology, Academic Medical Centre ArfiSeptanh,
Biomedical Engineering and Physics, Academic Medical Centre Anesterdam,
Netherlands

Five recently conducted studies have shown that autofluorescence imaging (A
increases the targeted detection gfr&thintraepithelial neoplasia (HGIN) and early
cancer (EC) i n Barrettos énxabnelavangeuos ( B
AFI| detected lesions. Do lesions found by AFI influence management or do they me
add up to neoplasia already detected by white light endoscopy (WLE) and rand
biopsies (RBx) without changing the initial treatmditteptam?wat® investigate

the clinical impact of AFI on the management of patients with early neoplasia in |
Data on patients, endoscopy and histology was extracted from databases of °
aforementioned 5 prospective studies and related to treatmeiiheatiditienal
diagnostic value of AFI was defined as the proportion of patients with HGIN/EC dete
by AFRtargeted biopsies only. The additional therapeutic value of AFI was defined as
proportion of patients with any HGIN/EC lesion that wastmatearlyith AFI and
changed the therapeutic plan based on WIH/RBpatients (65 yrs, 305 males)

were enrolled. Patients were referred for surveillance {183y warky neoplasia

(161) or follewp after treatment (27). HGIN/EC was diagrii@ patients: 85 were
diagnosed based on lesions detected with WLE; 24 patients were diagnosed base
RBx only. In 24 patients, HGIN/EC was only diagnhosadjétediopsies. How
ever, 22 eoofnltyle peatd 4 nit AFHGEINEC in REBxatthei a g
previous referrionngl yedn dpoastcioepnyt.s lann 1e3n dfi
was performed; 11 had flat type lesions that were ablated. No ER specimen sho
undifferentiated (sub)mucosal carcinoma @nlyimpkasion thabuld have made

the original treatment plan unjustified. The additional diagnostic value of AFI in
cohort of 371 patients was therefore limited to 2 patients (1.5%), both referred for
surveillance, in whom AFI led to the detection of HGIMibstdvag WLE/RBX.

The additional therapeutic value of AFI: 56 patients had one or more HGIN/EC les
detected by AFI, normn | ydoe t ppactt ieedn thsy aWlLdE <
other AFdetected HGIN/EC lesions besides the primary RB-@tetected lesion).

ER was performed in 30 patients; 26 patients had flat lesions that were ablated. Nc
specimen showed findings that changed the initial management plan based
WLE/RBxAlthough AFI may increase the targeted detection of esdyim&apla

the additional diagnostic value on top of WLE plus RBx is small and the impact
AFtdetected lesions on therapeutic decahory is virtually absent.
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Prospective longerm followup after radiofrequency ablation fBar r et t 0 s
esophagus 1th highgrade dysplasia and/or early cancer

K.Y.N. PhéaR.E. PouywF.G.I. van Vilstere@.M.T. Sonderméjjér.J.W. Ten Katé.

Visset, S.L MeijerM.l. van Berge Henegogvih.A.M. WeusteR.C. Mallahtent, E.

Schoof) J.J.G.H.M. Bergmh 1Gastroenterology, Academic Medical Center, Amsterdam,
2Pathology, Academic Medical Center, AmsiSudgery, Academic Medical Center,
AmsterdantGastroenterology, St Antonius hospital, Niel@egtioenterology, Flevo
Hospital, AlImef&astoenterology, Cathaziekenhuis, Eindhoven, The Netherlands

Radi ofrequency ablation (RFA) results
esophagus (BE) with giglde dysplasia (HGD) and/or early cancer (EC), and may be
safely preceded éydoscopic resection (ER) in case of focal lesions. Less is knowr
about the loagrm durability of this approach. Under an IRB approved protocol we
prospectively evaluated thieas durability of treatment response afteERFRév+/
HGD/EC in a cohait5é BE pts, included in 4 earlier IRB approved studies. Initial
treatment was performed in pts with biopsy proven HGD/EC on 2 endoscopi
confirmed by an expert pathologist. Visible lesions were removed with ER, residual
was excluded by pB& biopsyAt least 6 weeks after ER primary circumferential
ablation was scheduled. Subsequent RFA was perforraed eveifyclzarance of

BE achieved. Folopy (FU) was performed at 3/6/12 mo and annually thereafter with
highresolution endoscopy with NBI @opsies (4Q/2cm) from neosquamous
epithelium (NSE) above the top of the gastric folds, and <6mm distd} to the nec
(gastric cardia). AyroFU an EUS and endoscopic resection of NSEHomeredper
Endpoints: 1) complete histological remissiob/BC HGReo) and intestinal
metaplasia (AR), 2) presence of buried glands in NSE biopsies/ER specimens, 3)
in gastric cardia biopsies. 55 pts were included (45M, mean age 65yrs, median
C4M5). In 40/55 pts entry ER was performed (worst péatt{okidy, HGD (n=14),

LGD (n=3)). Worst grade-pR#preRFA: HGD (n=39), LGD (n=11), IM (n=5). After
treatment 54 pts reacheeh@ CRM, 1 pt underwent surgery for persistent HGD.
Median follewp for 54 pts since study entry was 60 -@QRi#)vith a median of 6

(56) FU endoscopies and 73 biopsies per pt. In 7 pts FU was discontinued becaus
unrelated comorbidity or emigration (median FU 30 months) -adioNeRMCR

last visit. Sustained-@® and CRM was observed in 52/54 (96p6¥;0at 5 years

FU a mucosal cancer was radically rem
island with LGD was treated with APC. Analysis of 3,351 NSE biopsies showed bu
glands in 3 biopsies (0.09%), and 51/1,070 gastric cardipg#e8%grbmnstrated

focal nodysplastic IM, not treated. The latter finding appeared randomly during FU w
no increase in incidence over timg/eAll BUS investigations were normal and none
of the ER specimens of N SOHtcormels ofwileisd s |
prospective-year followp study suggest that after RER#6r BE with HGD/EC,
complete eradication of neoplasia and IM is maintained in the vast majority of patien
>years.
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A prospective multicenter study to identify prediatnarkers for initial treatment
response after circumferenti al radi of
with early neoplasia.

F.G.I. van Vilsteteh. Alvarez HerrefgR.E. PouwD. Schrijndér<.M. Sonderméijé&. Bisschops).M. Esban,

A. MeinirigH. Neuha8isA. Parr8lancg O. Pech Krish RagunatB. RembackénB.E. SchebkM. Viss&t, F.J.W.

ten Katg J.B. Reitsr¥fa B.L.A.M. WeusténE.J. Schoéh J.J.G.H.M. BergrhatAcademic Medical Center,
Amsterdam, Netlands?St Antonius Hospital, Nieuwegein, Nethétlankssity Hospital Gasthuisberg, Leuven,
Belgium#Hospital Clinico San Carlos, Madrid, Siaikum rechts der Isar Miinchen, GefEamngelisches
Krankenhaus Dusseldorf, GerfdmgpitaUniversitario Central de Asturias, OviedosDBgdarsiSchmidKliniken
Wiesbaden, Germa&@ieens Medical Centre Nottingham, United Kihgdideld Hospital Leeds, United Kingdom,
Ysala Klinieken Zwolle, The Netherldrabology, Academdedical Center, Amsterdam, NetheA¥gidscal
Epidemiology and Biostatistics, Academic Medical Center, Amsterdam!4Natheriaaddospital Eindhoven, The
Netherlands

BackgroundEndoscopic radiofrequency ablation (RFA) is safe aedfa&ffectiv
eradication of neoplastic Barrettods es
minimal regression of the BE epithelium at 3 months after initial circumferen
balloofbased RFA -RFA). Predicting which patients may have poor response at 3
months may be important for clinical decikiog, therefore, base predictive factors

for poor response at 3 months should be idexitifisdTo identify predictive factors

for poor response at 3 month&kEA¢ to relate 3 month BE regressibtF-o to

final treatment outcoMethods We included consecutive patients who underwent
c-RFA for eradication of flatdratie intraepithelial neoplasia (HGIN) or for removal of
residual BE after endoscopic resection (ER) of HGIN/cancer. tihtatiquatietd
characteristics and treatment were registered prospectively. The % BE surfe
regression at 3 mo was scored independently by 2 expert endoscopists (blindec
clinical information) using endoscopic images -tk tnd at 3 mo afté&tFA.

Logistic regression analysis was performed usifigvalaatof BE regression <50%

at 3ponoa (ioni t i alAtotadcf 284 paseptdwere indudesl (R27tmsle,
age 63 (£13) years, median BE C4M6), of whom 180 underwent R prior to
Complete response for neoplasidN)(GRRd intestinal metaplasialNiJRvas
achieved in 251 (96%) and 235 (90%) of 262 patients, respectively (24 remain ur
treatment). There were 38 (13%) patients with <50% BE regression at 3 mo. In th
poor iial responders, BRwas ultimately achieved in 83% (vs 98% in good
responders; p<0.01),-I¥Rin 60% (vs 93%, p<0.01). Poor responders required a
median time for RFA treatment of 11 mo (vs 6 mo; p<0.01) and a median
RFAsessions (vs 3; p=0.03). Mudtiganalysis identified the following base predictors
of poor response at 3 mo: regeneration of ER scar with BE tissue (OR 4.7; p=0.01); |
esophageal narrowing (asymptomatiRfAr€OR 4.6; p=0.02); years of neoplasia
before RFA (OR 1.2; p=0.03rgffh was not associated withrpsponse at 3 mo.
ConclusiondPatients with a poor initial respondeRa showed a higher rate of
ultimate failure for-RECRIM, required more treatment sessions, and had a longer
treatment period than thoseawgtiod initial responseRF-A. A poor initial response
toecRFA does not depend on the Barrettos
patients who regenerate their ER wound with BE, have neoplasia in BE for a longer
period prior to RFAave a narrowing of their esophagus prior to RFA.
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Simplifying radi ofrequency abl ati on
multicenter trial comparing three different treatment regimens for circumferential
ablation using the HAB®System

F.G.l.van VilsterénL. Alvarez Herer&®.E. Pouw N. Phoa C.M.T. Sonderméjjgs. van
Lijnschotén C.A. SeldentfjjkM. Visser M.l. van Berge HenegofwBri..A.M Weustert.J.
Schoof)y J.J.G.H.M. BergariGastroenterology, Academic Medical CAntsterdam
Gastroenterology, St Antonius Hospital, NielReteiggy, Catharina Ziekenhuis Eindhoven,
4Pathology, St Antonius Hospital, Nieuieg#iology, Academic Medical Center, Amsterdam,
6Surgery, Academic Medical Center, Amsi€adhania Ziekenhuis Eindhoven, The Netherlands

Background: The current regimen of circumferentiddasedlocadiofrequency
ablaton(RFA) for removal of Barrettds esoj
with an intervening cleaning step to reshosdrdm the ablation zone and electrode.

A simplified regimen may be of clinical utility, if it were easier and faster, yet equally
and efficaciou®AIMS: To compare the safety and efficacy oiRiRfealdation
regimens.Methods: In 3 centarsnsecutive BE patients scheduleeRfoh or

flattype lovgrade or higdgrade intraepithelial neoplasia (LGIN/HGIN) or for residual BE
after prior endoscopic resection for HGIN/cancer were enrolledRPA)ati@s (c
delivered by the HAt@evicg12J/cr@) in all randomized cohorts. StaneRFd,c

remove device, clearRFA. Simple+clearREA, clean without removing device,
c-RFA. Simpleoclean: 2 applications-BF&, no removal of device or cleaning. After
c-RFA, patients underwent fBE&A every-2 months until achieving complete
response for neoplasia and intestinal metapiBsi&€RBR. BE regression (%) at 3
months was graded by 2 expert endoscopists, blinded to the allocated regimen, u:
endoscopic images of evergr of B, obtained immediately prieREAcand at 3

months. Primary outcome: BE surface regression at 3 months (mean of 2 exf
endoscopists) (calculated sample size 57 patieriezjordy defined as <20%-differ
rence in BE regression). Secondary esitcpnocedure time, introductions,
complications. Results: 57 patients (45M, 64+15yrs, median BE C3M5) were ran
mized, 28 had prior ER. Base BE length, prior ER, and base histology were sir
among groups. Overall median BE regression at 3 mbrhgréomps was 83%
(IQR6DP3): 83% with standard; 78% with simple+clean; and 88%-wathesimple
(p=0.14). RFA procedure time was 20 min28RR4Bg standard vs 13 min
(IQR1415) using simple+clean vs 5 min-@)Q&RdnNg simpheclean (p<0.D1

Median number of introductions (RFA devices/endoscope) using standard was 7 vs
both simplified regimens (p<0.01). Four minor complications occurred: 2 lacerati
during sizing, 1 hospitalization for pain, 1 stenosis resolving upon -exigatign (pre
esophageal narrowing) (NSN @Rd CRVI were achieved in 42/43 (98%) and 37/43
(86%) of patients that finished-NTeat:)
and CRM among groups.

Conclusionsthis randomized study suggestfi¢hatirrent regimen used-RFA

could be made to be easier and faster, without sacrificing safety or efficacy, by omi
or simplifying the cleaning phase in between ablations.
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A multicenter randomized trial comparing two ablation regimens for focal
radi of requency abl ati on of B aystene t t 0 s

F.G.l. van Vilste¥eh. Alvarez HererB.E. PouwN. Phda C.M.T. Sonderméjjer

M. Vissér F.J.W. Ten Katé/.l. van Berge Henegofweh.A.M Weustek.J.
Schoon J.J.G.HW. Bergman Gastroenterology, Academic Medical Center,
Amsterdam 2Gastroenterologyst. Antonius Hospital, NieuwegBiathology,
Academic Medical Center, Amsté&ilagery, Academic Medical Center, Amsterdam,
SCatharina Hospital Eindhoven, Trer|Aledis

Backgroundl'he currently recommended regimen for endoscopic focal radiofrequen
ablation (RFA) of Barrettods esophagu:
cleaning of the device and ablation zone, and two additional applicatioAs of energ
simplified regimen may be of clinical utility, if it were faster, easlgrsaine o
effective.AimTo compare the efficacywof focal RFA regimens. MetHod8

centers, consecutive patients scheduled for endoscopic focal RFAmoBEt were
having flat type BE with at least 2 BE islands or mosaic groups of islands (each less
the surface area of two HA&Klation catheterd)argeted BE areas were paired
according to similar size: ornckd orf e gei ant
(2x15J/chrclear2x15d/cAy  or O s i mp | i fZncectkdn), allecatiingnthe n  (
second area automatically to the other regimen. The % surface area of each target
scored at 2 months by the endoscopist, who was blinded torpgireenapde.

Patients underwent RFA every 2 months until complete histological response of e
targeted BE area was achieved for neoplasia and intestinal mekpla=isl(CR
Primary outcome:-{BRfor each target at 2 monthsr(fesiority defid as <20%
difference in the paired proportions, sample size calculated at 46 pairs). Seconc
outcome: surface regression (%)adbr target at 2 montl®esults Fortyfive

equi valent pairs of target BERamak,as we
age 64+12 years, BE C4M7). The proportion of targets sivbwaing) iGenths after
focalRFA was 30/45 (66.7%) for standard and 33/45 (73.3%) for simplified: a differe
of 6.7% (95%€l2.2 to +25.6). The median surface regression fogeaah 2

months was 100% in both groups, whereas for not completely eradicated areas this
77.5% (IQR®D)% for standard and 75% (KQ®5€r simplified (p=1.0). No
complicati ons o d4Mand CRewas acldeyed DOL1%G31L/R4) C
ard 100% of patients, whereas 7 patientsaréreatment.

ConclusionsThe results of this multicenter randomized trial suggest that a simplifie
3x15J/cAtocal ablation regimen is not inferior to the standard regimen. Therefore, tl
simplified regimenay be recommended for residual BE islands.
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Safety of simultaneous use of endoscopic resection and radiofrequency ablation:
evaluation of two variants of o0singl e
model

L. Alvarez Herrerd F.G.l. van Mdsed, M. VissérM.l. van Berge Henegofjwen
J.J.G.H.M. BergriaB.L.A.M. WeustériDept. of Gastroenterology and Hepatology,
St Antonius hospital, Nieuwe@apt. of Gastroenterology and Hepatology, Academic
Medical Center, AmsterdBept. oPathology, Academic Medical Center, Amsterdam,
“Dept. of Surgery, Academic Medical Center, Amsterdam, The Netherlands

Radiofrequency abl ation (RFA) S saf
esophagus (BE) after endoscopic resection (ERasw.nébpespread ER prior to

RFA (>2cm or >50% circumference) however, is likely to induce stenosis which ham
subsequent circumferential RFA (cRFA). Patients with widespread neoplasia m
therefore benefit fr om malcRFA arepgrfoenedsit e p «
the same session. Two variants are possible: ER of the neoplastic lesion directly follc
by cRFA of the remaining BE including the resection \RbuAi §B& cRFA of the

whole BE including the neoplastic lesion followetlthg BBlated neoplastic lesion
(RFAER). RFAR has been reported in clinical care, but is technically demanding
ERRFA would be easier to perform and could improve histological assessment of
resection specimen, but ablating onto the resectiomigétundrry a risk for
perforation, and has therefore not been tested before. Aim: first, to evaluate 1
perforation risk of-BRA using increasing RFA energy doses. Second, to compare the
stenosis rate after-ERA vs. RFBR. In the first experimexy)(6 female pigs were
treated with ERRFA. A total of 24 treatment areas (TAs) were treated with widesprea
ER (3cm, 50% circumference) directly followed by cRFA with increasing energy set
2x10, 2x12, 3x12, 4x12, 5x12, and 6X1ZWorpigs weramediately euthanized, 2

were aimed to be euthanized after 1 day, and 2 after 3 days. In the second exp, 8
each had 4 TAs in randomized ordeFARRFA alone, ER alone, andERFRFA

energy was set at 2x10J/éth animals were handled in acoardvith European

Union guidelineg&ndpoints were number of acute and delayed perforations after
ERRFA (exp 1), and number and severity of stenosiR&kRerfHER, RFA and

ER (exp 2). No acute perforations occurred when ablating the EBxpdyrais In
delayed perforation occurred at the 5T /after 1 day. In exp 2 another delayed
perforation occurred in 1 pig at tR-ER2x10J/érat day 8. The remaining 7 pigs
developed severe stenosis and were therefore prematurely @athanremhabf

23 days (range-36 days). In these 7 pigs, aRIER and RFAR areas had a

severe stenosis versus 5/7 areas with RFA alone, and 0/7 areas with ER alol
ConclusionT he fisi n gl eRFA is mopsafe in aporcirre mbdel ARl seem
therefore not ethical to evaluate further in humans at this stage. Given the high rat
stenosis after RER and after RFA alone, however, one might question the validity o
the pig esophagus as a model for this type of experiments.
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Does L uamiongl piesent stenosis formation induced by radiofrequency
ablation of oesophageal squamous epitheliun3tudy in a porcine model

D. Scholvinkk L. Alvarez Herrerod. Vissér J.J.G.H.M. BergmaB.L.A.M.
Weuster® 1Dept. of Gastroenterologyd ddepatology, St AntonHospital,
NieuwegeirtDept. of Gastroenterology and Hepatology, Academic Medical Centel
Amsterdam3Dept. of Pathology, Academic Medical Center, Amsterdam, The
Netherlands

Background: Radiofrequency ablation (RFA) is sdfiectwrel for eradication of
Barrettdés oesophagus (BO). RFA has be:
cell neoplasia (OSCN). Preliminary data suggest that squamous epithelium is m
sensitive to RFA induced damage and stenosis. Potdntiadgctattors may be

RFA energy settings, number of ablation passes, use of cleaning in between passe:
use of Lugol 6s staining (LS) directly
by direct mucosal or submucosal injury. On the ottfemmaybe protective against
deeper thermal injury by inducing submucosal oedema, or by inducing oesophac
spasm which may lead to the use of a smaller caliber ablation catheter after oesophe
sizing.Aim: To study the effect of LS on the ratachideEAtenosis in oesophageal
squamous epithelium, and to investigate possible underlying mechanisms.Methods
pigs (63 kg [B® kg]) were included in this survival experiment. In each pig the dist:
oesophagus was sprayed with LS, followed byrent@lnR€A (12 JAEmm the

stained (distal) and unstained (proximal) oesophagus. A contr®lFkgavéason
maintained in both unstained and stained parts. In all, an RFA sizing balloon was infl
under endoscopic view directly prior to and eélynaéigiat. S (before RFA).Pigs were
euthanised at day 0 (n=4), 3 (n=4) and 28 (n=8). On histology the amount of oeds¢
was determined in the LS and $ioareas at day 0 and depth and severity of
inflammation and necrosis at day 3. At 28 days the insuodsaérmce of each
treatment area was measured at the center of the treatment area and at the control ¢
To compare the severity of the stenosis in the LS and unstained part, the ratio of
circumference of the RFA area to the control arealated Rakults: Oesophageal
diameter was 22.7 mm [IQR22@ before LS and 22.4 mm [IQR421]1after LS

(NS). Histology at day 0 showed submucosal oedema in 2/4 LS+RFA and in 1/4 con
LS area; no oedema was seen in the unstained areas.infleptmaifon and
necrosis was similar in the stained and unstained areas at day 3. At day 28, stenosis
seen in 5/8 LS+RFA areas compared to 0/8 RFA areas without LS. The ratio of
circumference of the RFA area to the control area was 0.40.p&Rafie29.S and

0.72 [IQR 0.8®&.77] without LS (p=0.012).

Concl usi ons: Il n this porcine survival
Il ncreased the stenosis rate after RFA
be a contributirfigctor in the altered response of squamous epithelium to RFA as
compared to BO.
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Predictors of mortality in patients with esophageal adenocarcinoma in a large
Dutch populatichased cohort

R.E. VerbeekM. LeendérsM.G.H. van OilerF.J. ten Ka&eF.P. Vleggdar
J.W.P.M. van Bad.D. SiersemaDept. of Gastroenterology and Hepatology and
2Dept. of Pathology, University Medical Center Utrecht, The Netherlands

Despite an improvement in the therapeutic options for esophageal adenocarcinc
(EAQ, the prognosis remains poor due to the fact that it is frequently detected at
advanced stage. Knowledge of predictors of mortality in EAC may aid in improving
prognosis. The aim of this study was to identify predyetarsvafriality in egkar
nationwide populatb@sed cohort of patients with EAC. All patients diagnosed with
EAC between 1999 and 2009 were identified in the Dutch cancer registry. These
were linked to PALGA, a nationwide registry of histopathology diagnoses. Multival
Cox proportional hazards regression analysis was performed to identify predictor:
2y ear mortality. Surveillance particip
episode between the first BE diagnosis and EAC detection.In total 9,243 patie
diagnosed with EAC were identifiegedmmortality rate was 72% (6,627) during a
median follewp of 0.8 (IQR &.3) persoyears. Twgear mortality was increased in

EAC patients aged between 60 and 80 years (hazard ratio (HR) 1.128,206%CI1.07
and over 80 years (HR1.27, 95%CI39) £ompared to patients under 60 years, and
for EACs located in the upper third of the esophagus (HR1.24;195)CI1.01
compared to the lower third. Mortality was reduced when patients were participating
suveillance program prior to EAC diagnosis (HRO0.73, @9682¢|0o6dpared to

when patients were matrticipating, in whfferentiated (HR0.62, 95%G)(0/82

and moderately differentiated EACs (HRO0.76, 9898C)Ocbmpared to poorly
differenttad EACs, in tumor stage 0 (HR0.16, 95%QI0,08tage | (HRO0.20,
95%CI0.13.25), stage Il (HRO0.42, 95%dl@88 and stage Il (HRO.70,
95%CI0.66.75) compared to stage IV tumors, when treatment was fully or partial
performed in a universitypikals(HR0.84, 95%CHD.B®) compared to a general
hospital only. In addition, mortality was reduced when surgery was combined v
neoadjuvant chemo/radiotherapy (HR0.62, 95360618l increased when treated

with definite chemoradiation theray.5@1 95%CI1-B35) and chemar
radiotherapy (HR2.38, 95%E2260Y compared to surgical resection only. Volume of
EACs per center did not predict mortality.

Conclusion: In this large nationwide EAC cohort, mortality was decreased when pati
wee known with prior surveillance, when treatment was fully or partially performed |
university hospital, with a lower tumor stage at diagnosis and when surgery v
combined with neoadjuvant chachotherapy. These factors can be used in a
prediction el for survival in patients diagnosed with EAC.
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Botulin and steroid injection directly after widespread endoscopic resection do not
prevent severe stenosis in an esophageal porcine model

L. Alvarez Herre?oM. VissérM.l. van Berge Henego#$wkhG.H.M. Bergman
B.L.A.M. WeusteiDept. of Gastroenterology and Hepatology, St Antonius hospital,
NieuwegeirtDept. of Gastroenterology and Hepatology, Academic Medical Centel
AmsterdanfDept. of Pathology, Academic Medical Center, AntEtepdand,

Surgery, Academic Medical Center, Amsterdam, The Netherlands

Endoscopic resection (ER) of early neoplasia in the esophagus is the first step
endoscopic treatment as it allows for histological evaluation and adequate staging. W
performing l@g ER (O03cm in |l ength and O75% ¢
increases considerably. Steroids are used for the treatment of benign stenosis, w
botulin may prevent stenosis formation by relaxing the muscularis propria. Aim:
determine the effigagf botulin and steroid injections immediately after extensive
endoscopic resection to prevent severe stenosis A total of 8 femakS (Mgs of 46
were included. In each pig, three treatment areas were marked in the esophagus,
piecemeal ER was pearémt 3cm in length and 75% circumference with the cap
technique. Each resection wound was then injected in randomized order, with one o
following substrates: botulin 100 E (Botox) dissolved in 4 ml of sa 0.9% and injecte
0.5 ml aliquots (12.5 EX¥ iguadrants at two levels; triamcinolonacetonide 40 mg
(Kenacoh 64006 1 ml ampoul e) andlinjectedods L end i n
aliquots (10 mg) in 4 quadrants at one level; or 1 ml aliquots of sa 0.9% injected |
guadrants at one level agaomt the end of the procedure, all treatment areas were
marked just proximal with two tattoos. All pigs were euthanized after 42 days at whicl
esophagi were harvested. After stretching on paraffin and before fixation in formalir
mucosal circumdace of each treatment area was measured with a ruler at the cente
of the treatment area and at the upper edge of the treatment area. Endpoints w
number and severity of stenosis after botulin, steroid and sa injection, depth of fibros
the esophagl wall on histology and number of delayed perforations. No acute c
delayed perforations occurred. Stenosis occurred in all ER areas injected with bot
steroids or saline. The ratio of the circumference at the center and the upper edge o
ER areavas not significantly different between the area injected with botulin 0.1
(£0.07), steroids 0.19 (x0.07) or sa 0.22 (+0.03). Fibrosis reached always the muscul
propria in areas injected with botulin or steroids and in 6/8 areas injected with sal
Fibrosis was seen transmurally in 1/8 ER areas injected with botulin, 2/8 injected
steroids and 0/8 injected with saline.

ConclusianExtensive ER results in deep fibrosis reaching the muscularis propria, whi
is probably the cause of severessteBotulin and steroids do not prevent the stenosis
formation after extensive ER in a porcine model. Other therapies preventing sten
after extensive ER still need to be explored.
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Safety of Endoscopic Removal of -8ghiandable Stents after Treatmef
Benign Esophageal Diseases

E.E. van Halseimh.M. Wong Kee SHiigH. Bar@nP.D. Siersef#.P. Vlegga&ats. GinsbetdP. Shah

D.E. FleischerS.K. RatuapliP. FockehsG. Randp A. Repiti J.E. van HobftGastroenterology &
Hepatlogy, Academic Medical Center, Amsterdam, The Nétaskaoesterology & Hepatology, Mayo
Clinic, Rochester, Minnesota, ¥EAtroenterologyHgpatology, University Medical Center Utrecht, The
NetherlandsGastroenterology & Hepatology, Ho$pital University of Pennsylvania, Philadelphia, USA,
5GastroenterologyH&patology, Mayo Clinic, Scottsdale, Arizorf®idéSiye Endoscopy, Istituto Clinico
Humanitas, Rozzano (Milan), Italy

Temporary placement of-expiindable stents has beemeasingly used for
management of benign esophageal diseases. Still little data exist regarding the safe
removing these devices and the effect of dwell time on adverse events duri
removalWe sought to evaluate the safety of endoscopic ressm@iageal
seltexpandable stents placed for the treatment of benign esophageal diseases.
multicenter retrospective chart review was performed from May 2002 to August 2
which included 6 tertiary care centers from the U.S. and Europe. Univariate &
mutivariate analyses using the -Midmimey test and logistic regression were
performed to identify risk factors.A total of 329 stents were removed, including :
(80.5%) sedixpandable metal stents (SEMS) and 64 (19&9oarsddible plastic

stents (SE®. The primary indications for stent placement were benign strictures (n
158; 48.0%) and fistulae (n = 164; 49.8%). SEMS were fully covered (n = 171; 64.59
partially covered (n = 94; 35.5%). The mean stent dwell time was 60 days (interque
range20i 77, range D 659 days). Partially covered SEMS (PCSEMS) had a mean
dwell time of 45 days (median 25) and were removed sooner than fully covered SE
(FCSEMS) and SEPS, which had a mean dwell time of respectively 61 days (mediar
p < 0.001) and 8ays (median 48.5; p = 0.003). At the time of removal, 91 (27.7%
stents had migrated and 15 (4.6%) stents were found to be severely imbedded. A tot
35 (10.6%) stemdated complications during removal were reported, including 7 (2.1%
major compdittons, i.e. perforation 3 (0.9%), esophageal avulsion 1 (0.3%), stridc
requiring intubation 1 (0.3%), stent imbedded requiring surgical removal 1 (0.3%),
fistula formation 1 (0.3%). Univariate analysis showed increased odds of ste
removalelated @amplications for PCSEMS (p0 . 020) , | arge (O 27
(p = 0.005) and if the stent was imbedded in granulation tissue (p = 0.051). St
migration was a favorable factor for safe stent removal (p = 0.008). No association
found between stent dwell time and uheoce of removalated complications (p =
0.145). Multivariate analysis revealed PCSEMS (p < 0.001) as a predictive factor fo
occurrence of remeaeddted complications. Favorable factors were FCSEMS (p <
0.012) and stent migration (p = 0.010).

Conclusions: Endoscopic stent removal of FCSEMS, PCSEMS and SEPS in ber
diseases appears to be safe and feasible, with an acceptable major complication ra
2.1%. The occurrence of remlatdd complications was not time dependent.
FCSEMS were meuecessfully removed than PCSEMS and SEPS.
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Peroral Endoscopic Myotomy (POEM) for the treatment of achalasia: preliminary
feasibility and safety results

T. Verladn A.J. BredenoérdTh. Roesch, S. EBerlP. Fockehs Dept. of
Gastroenterology arep&tologyDept. of Anesthesiology, Academic Medical Center,
University of Amsterdam, Amsterdam, The NetliBeandsf Interdisciplinary
Endoscopy, University Hospital Eppendorf, Hamburg, Germany

The majority of patients with symptomatic aatelasated with either endoscopic
pneumodilation or Heller myotomy. A pure endoscopic myotomy could be an effec
alternative with less procedure related morbidity. Aim of this ongoing study is to eval
the safety and feasibility of Peroral Endddgofmmy (POEM) for the treatment of
achalasia in a tertiary referral center. Primary endpoints are safety and feasibil
Secondary endpoints include technical success and procedural time. Patients \
symptomatic achalasia based on manometry, walimm ad gastroscopy are
included in the study. Patients with previous surgery of the esophagus or stomach
excluded. POEM procedures are performed under general anesthesia with endotrac
intubation and using endoscopic CO2 insufflation ¢Eraediéwing gastroscope

with a distal cap is used to create a submucosal tunnel by repeated injection &
dissection of the submucosa using a-tiphkglee (Olympus) with spray coagulation
(Erbe), starting-12 cm above the LES and extendingirfocthe cardia. After
creation of the tunnel, a myotomy of the circular muscle fibres is performed from pro»
to distal startingBZm below the distal margin of the mucosal incision. After completio
of the myotomy the mucosal incision is closetDv#lips (Olympus). A water
soluble contrastra§ is performed day 1 postoperatively after which patients can
resume oral intake. Per protocol all patients are admitted to the hospital for 4 days. F
08/11 till 12/11, 8 patients (5 males) Wwedednn the study. Median age was 47.5
(range 203) years. Three patients had undergone prior treatment for their achalas
and symptom recurrence. Median preoperative Eckardt score w&3. oViedime 3
preoperative LES pressure was 21.1 (radge mi@Hg. All procedures were
technically successful performed with complete section of all circular muscle fibres a
median procedure time of 117 (ras$¥ Bhinutes. Median length of the myotomy
was 11 (range1l8) cm. No serious adverse eventgedccln two patients a
pneumoperitoneum occurred peroperatively that was successfully desufflated using
G needle. Due to a minor peroperative bleeding, one patient was briefly monito
postoperatively on the medium care. In none of the pedigatsf lsater soluble
contrast was seen the next day. Median postopesattigeCorotein was 71.7
(range 14-808.5).

Conclusions: The preliminary results of this study show that POEM is feasible and
and technically successful performed atiealisp LorAgrm studies will determine
whether POEM will earn a place in the standard treatment of achalasia.
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Treatment of GERD patients with Transoral Incisionless Fundoplication leads to a
significant reduction in reflux symptoms and objectivexrpfitameters at six
and 12 months follow up

F.G. SmeétsN.D. BouyyG.H Koék A.A.M. Mascled.M. ConchilldDivision of
Gastrenterology and Hepatology, Maastricht University Medical Center, Maastricht,
Netherland$Dept. of Surgery, Maabkt University Medical Center, Maastricht, The
Netherlands

Transoral Incisionless Fundoplication (TIF) is an endoluminal surgical approach for
treatment of gasesophageal reflux disease (GERD). In the evaluation of TIF, a
discrepancy in the @egof symptom improvement versus improvement of objective
reflux parameters has been reported. Aim of the present study was to assess the e
of the TIF procedure on reflux symptoms and objective reflux parameters in GE
patients. Thirtysix patientsvith GERD and symptoms refractory to medication (25
males; mean age 45, rang&82&s) underwent a TIF procedure. Base evaluation
included upper gastrointestinal endoscopy, -ddgadaHdce monitoring, manometry

and GERBIRQL questionnaires off @néikey medication. Six and 12 months after
TIF, tests were repeated (in 36 and 17 patients, respectively; follow up is ongoil
Analysis of 24hr-ipipedance measurements included total reflux time (pH<4) as wel
as number of liquid, proximal and d&cixl episodesSix months after TIF,
GEREHROQL scores off antisecretory medication were significantly improved (p<0.0C
Daily use of antisecretory medication was discontinued by 58.3% and reduced in dos
30.6% of the patients. Total and uprigtgflagidime was not significantly reduced
(total from 10.0+£1.0% to 8.3%£1.2%, p=0.22; upright from 12.2+1.3% to 9.4+1.2¢
p=0.12). However, total acid exposure time was improved in 63.9% and even norma
in 41.7% of the patients. Mean number of riiguithl pand acid reflux episodes
decreased significantly after TIF (liquid from 966 to 78+6, p=0.03; proximal from 4!
to 31+3, p=0.001; acid from 6245 to 45+4, p=0.005). Furthermore, mean resti
pressure (mmHg) of the lower esophageal sphincted isigneifisantly (from
14.4+0.9 to 17.1+£0.9, p=0.03). Twelve months after THRQEREdres off PPI
remained significantly improved (p<0.001). Total and upright acid reflux time were
significantly reduced (total from 11.3+1.7% to 7.9x1.3Upngitt. 66m 13.2+2.1%

to 10.0+2.1%, p=0.24), but total acid exposure time improved in 76.5% and normalize
35.3% of the patients. Furthermore, the mean numbers of acid and proximal re
episodes remained significantly reduced (p=0.01 and prex00aly)es

Conclusion: Transoral Incisionless Fundoplication leads to a significant reduction in r
symptoms at six and 12 months follow up and this improvement is associated wit
significant reduction in the number of proximal and aciddeB8uXsmpisrmalization

of acid exposure time was not achieved in the majority of patients, further studies
needed to identify which subgroup of GERD patients may benefit most from t
treatment.
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A cost study of covered transjugular intrahepatic ggtemic shunt (TIPS)
versus endoscopic treatment for secondary prevention of -gastiphageal
variceal bleeding

l.L. HolstérS. Polind&grA. Moelk&H. van Buureiit.J. Kuiperé Depts. dGastre
enterology and Hepatoldgyblic healtPRaliology, amtinternal Medicine, Erasmus
MC University Medical Centre, The Netherlands

Endoscopic variceal band ligation, usually combined with admirxtckens,aéB

the accepted first therapy for the secondary prevention of varicBaideleedaig

suggest that transjugular intrahepatic portosystemic shunt (TIPS) is more effective
may become the preferred treatment. However, the comparative costs of these treatt
strategies have not been well defined.We aimed to compaenthtotaltimedical

costs of TIPS versus endoscopic treatment for the secondary prevention
gastrenesophageal variceal bleeding in the first year following the index bleed. C
comparisons included comprehensive data of TIPS placement and ewdoscopic b
ligation, hospital admission costs and diagnostics. The initial costs for both intervent
consisted of detailed measurement of investments in manpower, equipment, mater
housing and overhead. Health care consumption data were based otaobserved da
52 consecutive patients (26 TIPS/26 endoscopy) surviving an acute first or sec
variceal bleeding due to liver cirrbladedd portal hypertension.-{fféagd patients
received a mean of 1.2 interventions ({a&ngethe first year, withemmof 1.1

stents placed per intervention. Coil embolization of the collaterals was necessary in
of interventions. Patients treated by endoscopy needed a mean of 2.9 interventi
(range @) in the first year for varices obliteration. In 59% apiermfosedures

rubber band ligation was performed, thutyb ¢&yanoacrylate mixed with lipiodol was
used and in 37% no intervention was néaitiatl.costs were higher for TIPS
compared to endoscopic treat medaon ( 01]
per sonnel (0865 vs. a8 2,; P<0.001), ma t
admi ssion (03908 vs. u251; p<0.001) .
TIPStreated patients compared to the patients treated endoscopicall® (1.2 vs.

i nterventi on; P=0.007), the total me d i
VS. a 15 8espite B taer MOnmber .of interventions needed in endo
scopytreated patients, total costs of TIPS in the first year of treatment for port
hypertension are more than eight times as high as endoscopic therapy. This is me
due to much higher initial costs of TIPS. Besides efficacy and risk, costs may have
important impact on determining the preferred modality in managementhof patients
portal hypertension.
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EUSguided drainage is an effective treatment for the majority of symptomatic
peripancreatic fluid collections

H.T. KinzliM.G.H. van OifieR. TimmérM.P. SchwattB.J. Wittem&anB.L.
Weusteh P.D. Siersemd.P. Vleg@at, 1Dept. of Gastroenterology and Hepatology,
University Medical Center UtrExdpis. of Gastroenterology St. Antonius Hospital
NieuwegeidMeander Medical Center Amergdelderse Vallei Hospital Ede, The
Netherlands

Endoscopic drainage iswall accepted treatment modality for symptomatic
peripancreatic fluid collections (PFC). Although some results on conventional
EUSassisted PF@rainage are available, data on the efficacy and safgyidédEUS
drainage performed in large patiemtscate scarce and techniques used for drainage
heterogeneous. To evaluate clinical success and complication gweded EUS
drainage of PFCs and to identify prognostic factors for complications and recurrenc
PFCs.Consecutive patients undergdiaguiled drainage of a PFC in the period
20042011 were included. Patient characteristics, drainage techniques and follow
data were obtained by chart review. Technical success was defined as the ability to
and drain a PFC by placement of a transiastic double pigtail stent, while clinical
success was defined as complete resolution of a PFGupnCfbllddvocedure

related mortality was defined as patients dying within 1 month after drainage a:
consequence of the drainage proceduredidigidrneatients (56% males, mean age

55 (SD 14) years) underwentgbld8d drainage of a symptomatic PFC. Indications
for drainage included abdominal pain (n=29), fever/sepsis (n=52), dyspepsia/jaun
due to obstruction of the biligrat®I(n=21) omther (n=3). Prophylactic antibiotics
were administered in 70/108 (71%) patients. The PFCs were drained through
stomach, duodenum or distal esophagus in 102, 4 and 2 cases, respectively. T
procedure was technically successful in 105/108 (&4s cdrnpha median of 2
(range B) 7F or 10F pigtails were placed. Drainage was not successful in 2 patier
due to perforation of either the PFC or stomach wall. The PFC collapsed in 1 pat
before a pigtail could be placed. Followhygi@edSdraage, 33 patients (31%)
underwent 93 endoscopic transluminal necrosectomies (mediaf)B3 Canmgpall
success was observed in 87/104 (84%) patients after a median follow up of 53 (|
21-130) weeks, while PFC recurrence was seen in 15/83 (18%)opapierations
occurred in 21/105 (20%) patients, i.e. secondary infection in 11, bleeding in
perforation in 4 and both infection and bleeding in 1 patient. Neelptededure
mortality was seen. Patients on prophylactic antibiotics hadntyy dmmérca
complication rate (16%) than those not receiving antibiotics (37%, p=0.03).Conclusi
EUSguided drainage of PFCs is effective in the majority of patients. Although t
complication rate of the procedure is fair (20%), these did rmtnregalitynt
Prophylactic antibiotics may reduce the complication ratpidédED@Ainage.
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Growth rate of pancreatic neuroendocrine tumors in MEN1 syndrome; an EUS
surveillance study

C. CottorieG.D. VakM.G. van Oijei®.D. Siersem&.P. Viggaa¥, Dept. of
Gastrenterology and Hepatdlo@ept. of Internal Medicingniversity Medical
Center Utrecht, Utrecht, The Netherlands

In multiple endocrine neoplasia type 1 (MEN1) syndrome, endoscopic ultrasonogra
(EUS) has become the stdndamaging technique for identifying and localizing
pancreatic neuroendocrine tumors (PNETs). For asymptomatic and small (<2 ¢
PNETS, the role of Eh&Sed surveillance is not clear, particularly because the natural
course of these lesions is largelgwmk@ur aim was to asses the annual incidence
and growth rates of small, asymptomatic PNETs in MEN1 syndrome as assessec
EUS.AIl patients with MEN1 syndrome who underwent EUS of PNETSs in the period :
and 2011 in our hospital, which is a nateyrall cehter for MEN1 syndrome, were
reviewed. Follap EUS was performed evet 6onths while a CT, MRI or
Somatostatin Receptor Scan (SRS) was performed at first diagnosis. In total 36 pati
(males 67%, mean age 43 £13 years) were included1dvwNETSs were found at

the index EUS. PNETs were located in the pancreas caput in 27/107 (25%), conflue
caput/corpus in 5 (5%), corpus in 42 (39%), confluence corpus/tail in 9 (8%) and talil |
(22%). Median diameter was 6.4 mm (&hga® andl. ( 8 5 %) PNETs w
mm. Only 42 of 107 PNETs were also identified by other imaging techniques wit
sensitivity of 20/38 (53%) for CT, 22/70 (31%) for MRI and 6/22 (27%) for SF
Twenteight patients (100 PNETs; mean 3.6x3.3 PNETs/patient) hadioat leas
consecutive EUS procedures (rafjggu?ing a median follpweriod of 22 months

(range %1). Incidence rate was 1.32 PNETs per person year and the median grow
rate of lesions was 0.37 mm per year-gfangem t o +10 mm) . PNE-T
had a median growth rate of 0 mm per yeasg(rangéo +4.8 mm; QRO to 0.8),

while PNETs >10 mm (16%) had a median growth rate of 1.3 mm per year (range
2.7 mm to +10 mm; IQR 0 to 2). DuringifoiBopatients (29%) underwent surgery
becaus of sympt oms (n=3) , | esi ons 020
correlations were found between growth rate of PNETs and age or sex.

Conclusion: EUS based pancreatic surveillance in a lacgptesicgleort of MEN1
patients demonstrates that thealbgrowth rate of PNETs is slow, although PNETs
>10 mm seem to grow faster than those
repeat pancreatic EUS should depend on the size of a PNET found at the most rec:
performed EUS with an estimatedhirde years.

160



Visible light spectroscopy in diagnosis of chronic gastrointestinal ischemia:
results of a cohort study

A. Sanh L.M.G. Modn®B. E. Hanseh P. DewihtD. van NodydP.B.F. Mensink
Ernst J. Kuipets Depts. of Gastromology and Hepatofpggenter for Medical
Decision Scienéednternal Medicind&erasmus MC University Medical Center,
Rotterdam, The Netherlands

Introduction: Chronic gastrointestinal ischemia (CGl) is more common than previo
thought. Preseadydiagnostics including CT angiography (CTA) and functional testing
by means of the recently introduced visible light spectroscopy (VLS) contribute
diagnosis and selection of patients who are eligible for treatment. The aim of this s
was to evaluateeatment response in patients with consensus diagnosis of occlusiv
CGIl. Methods: Patients referred to our tertiary center for evaluation of CGl we
prospectively included. All patients had a stanelgrd awadisting of evaluation of
symptoms, CDAMRA for evaluation of gastrointestinal arterial patency, and VLS. Aft
discussion in a multidisciplinary team, a consensus on presence or absence of CGI
reached, and patients with occlusive CGIl were offered endovascular or surgi
revascularizatio A positive response was definecoasplete or > 50%-dis
appearance of postprandial pain and weight gain or stabilization -dpring follow
(FU)Results: In 3 years, 212 pts were referred for evaluation of suspected CC
Occlusive CGI was diagnosddan(53%) pts. The most reported symptoms were
postprandial pain (74%), weight loss (69%), and nausea (36%). Single vessel dise
was found in 72/112 (64%), and multivessel disease in 40/112 (36%). In total, 96 (&
received treatment. FU was avana®®96 (97%) pts (59 single and 34 multivessel
disease) with a median duration (interquartile range2friénf@s. Skeagven

out of 93 (72%) pts had sustained response, and 26 (28%) did not respond. In the |
group, 19/26 (73%) were primamryesponders, and 7/26 (27%) had an initial
response to treatment, but had symptom recurrence during FU. CT angiography reve
patent vessels in all patients in the latter group. The persistent response rate thus
38/59 (64%) in pts with singlelvdsease, and 29/34 (85%) in pts with multivessel
disease, P = 0.054. VLS was repeated in 22 pts. In pts with sustained response \
improved in 10/13 (77%) pts. In primargspomders VLS improved in 2/4 (50%) of
pts, and in pts with loss of priespgnse in 4/5 (80%).

Conclusion: A mdlagnostic, including VLS as a functional tesis@plihary
approach for suspected CGI patients, provides a high responselaate temmid

FU. Sustained response was achieved in 64 and 85%and smgtesessel disease
patients, respectivell.S improved in almost 80% of pts with sustained response. This
emphasizes the role of functional testing for assessment of CGI and selection of pt:
treatment, as well as the major impact of tradiotargingle and multivessel CGl.

161



Realtime in vivo imaging of early mucosal changes during ischegeidusion
in human jejunum

J. GrootjahsW. HameetenigA.A. MasclédR.M. van Danw.A. Buurmiai€.H.C.
Dejony 1Dept. of Surgery, Madtdtridniversity Medical Cedixpt. of Gastro
enterology, Maastricht University Medical Center, The Netherlands

Small intestinal ischeraferfusion (IR) is a frequent, potentially life threatening
phenomenon. There is a lack of noninvasive dmgdakties. For many intestinal
diseases, visualizing the intestinal mucosa using endoscopy is gold standard. Howe
limited knowledge exists on small intestmdaictel, early mucosal changes. In this
study, we combined a newly developed humaremtgbesimall intestinal IR model

with the technology of video capsule endoscopy (VCE), to obtain first insight into
early endoscopic changes in human jejunum exposed to IR. In addition, this allowe:
to investigate the concordance between endggoegriance and histology.In 23
patients a part of jejunum that had to be removed for surgical reasons, was isolated
selectively exposed to 30 or 60 minutes of ischemia with 0, 30 or 120 minutes
reperfusion. In a subgroup of 3 patients, a videocpsuserted in the isolated
segment before exposure to IR, to visualize the mucosa. Endoscopic view at several
points was related to histology (Heamatoxylin&Eosin), obtained from 20 patients. E
ischemic lesions were confined to loss dftuiltiuse and mucosal whitening while at

60 minutes of ischemia, punctate lesions were observed in the mucosa. This was rel
to appearance of subepithelial spaces and breaches in the epithelial lining in
histological view. Within a few minutgerdfigien, the lumen filled with debris of
IRdamaged, shed cells, while the underlying mucosa exhibited signs of erosions
hemorrhage. In line, histology showed massive villus tip shedding and muco
hemorrhage at this point. Interestingly howewaicdba healed rapidly over the
course of reperfusion, since the only remaining signs of IR at 60 minutes of reperfu
were loss of villous structure and small erosions.In ctmslstiah; shows a
unique, rediime in vivo endoscopic view @f madosal changes during IR of the
human small intestine. Ischemia is characterized by loss of villous structure and muc
whitening, while early reperfusion is associated with the appearance of intralum
debris, mucosal erosions and hemorrhagesrHatwewger reperfusion the mucosa
recovered and only subtle signs of IR remained, emphasizing the importance of cli
suspicion and alertness of endoscopists. Future studies should evaluate usefulnes
VCE in diagnosis of patients suspected of IR.
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Impact of Colonoscopy in-O€tected Colonic Wall Thickening

K. van BoxteE.T.P. Keulen, M.J.L. Rorbangps, H.M.J.M. Verhoeven, L.G.J.B.
Engels, Dept. of Gastroenterology, Orbis Medical Cent@elesittardhe
Netherlands

Colonic wall theckng is not infrequently identified at abdominal computed tomograph
(CT). However, its clinical significance is still unclear. The objective of this study i
determine whether-d&fected colonic wall thickening warrants further colonoscopic
evaluatio. From January 2009 to December 2010 6,844 abdominal CT scans we
performed at a general hospital in the Netherlands. The reports of these CT scans \
retrospectively reviewed at the presence of colonic or terminal ileal wall thicken
Additionallythe results of subsequent colonoscopiapwedte collected. Five
hundred sixfive patients (8,3%) with colonic and/or terminal ileal wall thickening wel
identified, comprising 56% females. Median age of patients was 63 y&8k (range 15
Two hunddefour patients (36%) underwent further endoscopic examination. Medie
time interval from CT scan to colonoscopy was 27 days (x 34days). Main reasons n
perform colonoscopy were known gastrointestinal diseases, necessity of urgent surg
absence ofigical consequences of diagnosis and faillk@Togaa colonoscopy.

In 52 out of 204 patients (25%) who underwent colonoscopy, significant, ne\
diagnosed abnormalities were found, correlating with the radiological findings. The 1
common diagnesnade was malignancy (21 patients; 10% of all patients), followed b
inflammatory bowel disease (18 patients; 9%). Other findings were ischemia, la
polyps (both 4 patients; 2%), radiation colitis and infectious causes (both 2 patients;
Indicationsf CT scan in the 52 patients with newly diagnosed diseases were pre
dominantly acute abdominal pain (in 22 patients; 42%), screening for malignancy (i
patients; 19%) and symptoms of bowel obstruction in 6 patients (12%).Colonoscopy
performed in7lpatients with isolated ileal wall thickening, although in 2 of them th
terminal ileum was not reached. Among the 15 patients who underwent compl
ileocolonoscopy, 11 patients (73%) had abnormal findings. One patient was diagnc
with ischemia, butal ot her patients had Crohndos
disease was a new diagnosis.

Conclusions: In patients witthe@ted colonic and/or ileal wall thickening endoscopy
demonstrates significant abnormalities in 1 out of 4 patienésl ileakalall
thickening the incidence of new abnormal findings was even higher. Because of the
rate of newly diagnosed colorectal carcinoma and inflammatory bowel dises
endoscopy should be performed in patients with colonic and/or g@eaigvall thick
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High adenoma detection rate in first degree relatives of patients with serrated
polyposis syndrome: a prospective study

Y. Hazewinkeld.J. KoornstraK.S. BopataiT.A.M. van )K.M.A.J TytgaP.

Fockenis E. DekkériDept. of Gaseaterology and Hepatology, Academic Medical
Center, AmsterdafDept. of Gastroenterology and Hepatology, University Medical
Center Groningeébept. of Clinical Genetics, Academic Medical Center, Amsterdam
The Netherlands

Serrated polyposis syndron®S)Ss characterized by the presence of multiple
colorectal hyperplastic polyps (HPs) and sessile serrated adenomas (SSAs) anc
associated with an increased colorectal cancer (CRC) risk. First degree relatives (FI
of SPS patients are also believe/¢éoan increased risk for both CRC and SPS, but
only retrospective data are available. Prospective evaluation of the magnitude of tf
risks in FDRs is necessary to determine whether screening colonoscopies are indic
in these persons. The aim dfttidg was a prospective assessment of the prevalence,
distribution and type of neoplasia in FDRs of SPS Yatieémtified all patients

with a diagnosis of SPS in 2 academic hospitals in the Netherlands. From 12/200
12/2011, we invited all FORs35 year s of age or 5 yrs
a colonoscopy. FDRs who had already undergone a colonoscopy in the last 3 years
FDRs with a history of CRC were excluded. All responders underwent a stand
colonoscopy, either in an acadammcal hospitahll polyps were removed or
biopsied. Primary outcomes measures were the incidence of CRC, adenoma detec
rate (ADR) and presence of mul tiple
compared the ADR in this cohort withgbyerdparted ADRs in subjects of the same
age fulfilling the criteria of familial. BRGlonoscopy was performed in 71 FDRs (39
siblings, 28 children and 4 parents) from 35 SPS pedigrees, of which 2 FDRs had t
excluded for further analysis beoays®r bowel prep and incomplete colonoscopy.
Mean age at colonoscopy was 50.1 yrs (SD * 10), 33 subjects (48%) were male. DL
colonoscopy, no CRC was detected. Adenomas were detected in 25 FDRs (3¢
including adenomas with advanced pathologysi( ® POR . of al l FDRs
age (n=32), O 1 adenoma was detected
were detected in 4 FDRs (6%) of whom 1 sibling fulfilled the WHO criteria of SPS
conclusion, this study showed that 6% of FDRsaotSP&pt s har bor r
proximal serrated polyps, of whom one sibling fulfilled the WHO criteria of SPS. Th
considerable as the estimated incidence of SPS is 1:3.000. The observed ADR of 36
substantially higher compared to that in stitfectsame age fulfilling the criteria of
familial CRC (19%As current guidelines recommend endoscopic surveillance in the
| atter group, a screening colonoscopy
the index case seems justified.

Van deMeulebe Jong et al . 60' High detection
2011
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Colonoscopy performed by nurse endoscopists is associated with high patient
satisfaction

P.G.van PutténR. Massl E.W. Steyerb&rgp.J.P. van Tilbyrd.Y.L. L4iR.J.J. de Rid8ed.T. BrouwerR.J.

Verburg J. AlderliestenE.J. Scho&nM.E. van Leerdanernst J. Kuipét§ Dept. of Gastroenterology and
Hepatology, Erasmus Urtyekedical Center, Rotterd&rasmus University Medical Center, Dept. of Public Health,
Rotterdan¥Dept. of Gastroenterology and Hepatology, Sint Franciscus GasthuiéD &uittefd@astroenterology,
Groene Hart Ziekenhuis, GébDdasion of Goenterologyepatology, Dept. of Internal Medicine, Maastricht University
Medical Center, Maastri€hdpt. of Gastroenterology and Hepatology, Reinier de Graaf Medical DepterpfDelft,
Gastroenterology, Medisch Centrum Haaglanden, D&beptaaf, Gastroenterolo@ifnert Schweitzeodital,
DordrechtDept. of Gastemterology, Catharina Hospital, EindfiDegn, of Internal Medicine, Erasmus MC, University
Medical Center, Rotterdam, The Netherlands

Colorectal cancer screeninggmsgare widely being introduced. This results in a
growing demand for nurses to perform colonoscopy. Assessment of patient satisfac
with colonoscopy performed by nurse endoscopists (NE) is therefore important. The
of this study was to compareierpes of patients undergoing diagnostic colonoscopy
performed by either a NE or a physician.Nurses and Gl fellows that participated in
multicenter study (Sept 2@08ay) finished a training period (part 1) of at least 100
supervised colonoscojpefre they started to perform colonoscopies independently
(part 1) with supervision available if necessary. The first 135 colonoscopies of part
each endoscopist were used to assess patient satisfaction. Patients <18 yrs and tt
referred for th@eutic procedures were excluded. Patient experiences were measure
by 4 different questionnaires that were filled in 1 week before, prior to, 1 week after a
month after colonoscopy. Patients were asked to rate their satisfaction with 1
endoscopic medure and the performance of the endoscopist, and to indicate whethe
they had a preference for a physician or NEpomtalLiert scale.In total, 1118
patients of partélc ei ved questionnaires. O t he
naires. Ninety percent of patients in the NE group experienced the procedure
excellent or good and only 2% had a poor or very poor experidnee. figgtent

of patients who undetwetonoscopy performed by a Gl fellow found the procedure
itself excellent/good, while 5% experienced it as poor/very poor (p=0.02). Patients \
overall very satisfied with their endoscopist; 94% of patients of the NE group and 91
patients of the éllow group (p=0.03) rated the endoscopist that had performed thei
colonoscopy excellent or very good. For 71% of patients that had undergone
colonoscopy performed by a NE it did not matter whether a NE or a physician wc
perform a future colonogc@6% would rather have a physician perform the next
procedure while 4% would prefer a NE. In the group of patients in the Gl fellow gr
61% had no specific preference for a physician or NE. However, 38% chose for
physician and only 1% would @#fer a NE. This study shows that patients who had
undergo a colonoscopy performed by a NE are generally very satisfied with 1
procedure and with the performance of their endoscopist. However, if able to cho
about one third of all patients wdulgreter a physician to perform their future
colonoscopy. Information on safety and quality of colonoscopies performed by a NE
on the background presence of a supervising physician who is available on short n
may in this case reassure thesatsati
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Malignant colonic polyps are not benign: Outcome and guide adherence after
endoscopic or surgical treatment

F.E. BeumerM.G. Haveriithl. van BaarkerG.A. Patiind.J. Kolkmgnl. Vecht

1Dept. oGastroenterology & Hepatology, Isata ZwolleéDept. of Pathology, Isala
clinics, ZwolléDept. of Pathology, Medisch Spectrum Twente, Eiissbiedd,
Surgery, lIsala clinics, Zwébept. of Gastroenterology & Hepatology, Medisch
Spectrum Twente, Enschede, The Netherlands

The nundy of cases in which malignant colonic polyps are diagnosed is increasing d
to colorectal cancer screening programmes. According to guidelines, patients car
divided into higdnd lowisk malignant polyps, based on histologic criteria. Endoscopic
polpectomy alone should be sufficient fusklgatients. Surgical resection is
recommended for malignant polyps in thekhigbegory. In this study we evaluated

the quality and outcome of the treatment of malignant colonic polyps in two large gel
hospitalsConsecutive patients with an endoscopically removed malignant colonic pol
between 199807 in two large general hospitals were retrospectively studied. Patien
with complete resedn (O 2 mm free margin), we l
absence of vascular invasion, were classifiedigls Wllv other patients were
classified as higbk. The treatment and outcome were evaluated. The histology wa:
revised when they fouadbe incomplete. Patients were followed up until August
2011A total of 111 patients (69 males, mean age: 69 years) were included. Me:
follomup of patients was 7,7 years. 65 patients hadisk Ipiglyp, of which 52
patients received subsequentautgeatment. 46 patients had-aslowolyp, of

which 35 patients got endoscopic resection. Four patientsiskitnkigtnly
endoscopic resection and 4 patients witlskhighd surgical treatment had a
recurrence during follpw No patientsitiv a lowisk polyp developed recurrent
cancer. In total, 7% developed a recurrence, 5% died of the effects of a malignant p:
During endoscopy, 3% had a severe complication and in the surgical group, 15% h
severe complication. Mortality fromysuege0% in this study.

Conclusion: Nearly one third of the patients with malignant colorectal polyps did not
the treatment according to the guidelines, for various reasons. The risk of a recurrenc
metastases of a malignant polyp was 7%tudyhi$tese were all tigk polyps.

This study shows that the risk of a malignant polyp should not be underestimated.
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Risk factors for lymph node metastasis in 342 surgically treated patients with early
gastric cancer confined to the upper sutosal layer (Sm1)

Y-K. Sung KM Kirjy BH MiR JH Le& S. Kir) T.S. SornJH Noh, R.E. Pouw
Y-N. Chéj Y. Hazewinkeld.J. BergmanJ.J. Kif 1Dept. of Gastroenterology,
Samsung Medical Center (SMC), Seoul, Souttb&pteaf Surger$MC, Seoul,
South Kore&Dept. of Pathology, SMC, Seoul, SouthfBepetapf Gastroenterology
and Hepatology, Academic Medical Center, Amsterdam, The Netherlands

Introduction: Early gastric cancer (EGC) confined to the mucosal layer can be remc
by endoscopic resection (ER) given the low risk of lymph node met&stasis (N+).
lesions invading into the submucosa surgery is considered the treatment of choice s
this allows lymph node dissection. Some studies have suggested that lesions v
submucosal invasion <500 um (sml) have such a low risk of N+ that ER is justified h
as well. These studies have, however, mainly used the Japanese way of histoloc
evaluation and have not been published in English literature. Aim: To evaluate the
rik in a large cohort of $fEC patients who were treated by surgical gastrectomy and
lymph node dissection using dedicated histological review of specimens follow
Western (i.e. Vienna) criteiethods: All consecutive patients with EGC treated by
gastectomy (n=5005) at a single Korean center betw280820@0e identified.

ECG specimens were cuimm3slides, and evaluated routinely by expert pathologists.
Data on endoscopic appearance, surgical treatment, histologyupndefellow
entered iata specially designed database. For the purpose of this study, histoloc
slides of patients with §16G were reviewed by a single expert pathologist and only
cases with a confirmed diagnosis &€& ivere included. Univariate analysis was
conductedumsig t he 62 Fisherd6s and student
using logistic regression, based on the significant variables found by univariate anal
All pvalues were-tdiled and-ypalues less than 0.05 were considered statistically
significant.Results: 342 patients withG@lvere included. At surgery, a median of

34 (IQR 19) lymph nodes were resected per |gatiemas detected in 41 cases
(12%) . Univariate analysis showed a s
2cm) = 0.009), endoscopic appearance (Paris classifi¢dteyral-is, Olib) (p=

0.049), lymphatic (p= 0.000) and vascular (p=0.014) invasion. Multivariate anal
showed a significant association for tumor size (OR 3.7; p= 0.046) and lymph:
invaion (OR 13.0; p=0.000).

Conclusion: Given the relatively high risk of NE@Cgpatients (12%), the use of

ER for this indication may not be as safe as suggested by some studies. Especially
presence of a tumor O 2cm or | yNmphat:
suggesting that these patients might better be treated by surgical gastrectomy and ly
node dissection.
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Longterm survivors of esophageal cancer in the Netherlands

P. Bus V.E.P.P. Lemméhs M.G.H. van OilenG.J. Creemérs G.A.P.
Nieuwenhaert, J.W.P.M. van Ba&.D. SiersemaDept. of Gastroenterology and
Hepatology, University Medical Center Utrecht?Gétnegtehensive Cancer Center
South (CCCS), Eindho%@ept. of Public Health, Erasmus Medical Center, Rotterdam,
4Catharinblospital, Eindhoven, The Netherlands

Background + Aims: Hemngn survival is low in esophageal cancer (EC), and mostly
influenced by tumor characteristics. The aim of this study was to assess difference
prognostic factors affecting -shod longerm survival (1, 3 and 5 years) in
esophageal cancer patients. Methods: The Eindhoven Cancer Registry maintainec
the Comprehensive Cancer Centre South was used to select all patients diagnosed
primary EC in the period -P299. The registry resaddta on patient and tumor
characteristics of all patients that were newly diagnosed with EC in an area with
million inhabitants. Patients receiving curative intended treatment were included in
analyses. Multivariable logistic regression wasalysed to identify determinants of

1-, 3, and 5ear survival. Results: A total of 647 patients were includgeédor the 1
survival analysis, 504 for #heaB analysis and 391 patients forydesr &nalysis

based on availability of faljpdataSixtyseven percent were still alive 1 year after the
diagnosis. The variables related with poor prognosis were age older than 80 years (C
ratio (OR) 0.27; 95% Confidence Interval (CD.800%s. age < 60 years), lymph
node (LN) status N1 (OR;06% CI 0.8293 vs. NO) and having one or more
comorbidities (1 comorbidity: OR 0.60; 95%0CI (®39 ; O 2 comorbic
95% CI 0.86.87 vs. no comorbidities), while having an adenocarcinoma was relate
with a better prognosis (OR 1.7€I95%0 2.66, compared to squamous cell
carcinoma). For thgear survival time point (34% survival rate), N1 (OR 0.51; 95% C|
0.310.84) and 2 or more comorbidities (OR 0.57; 9590 .G7)0v8&re negative
prognostic factors, while female gender6{®R5% CI 11@857) and having an
adenocarcinoma (OR 1.91; 95% C3.0D2were positive prognostic factors. For the
5year survival time point (23% survival rate), female gender (OR 1.94f 95% CI 1.
3.34) and having an adenocarcinoma (OR 1.86; 198%3.29) were positive
prognostic factors, N1 was a negative predictive factor (OR 0.48;1936)CI| 0.24
Conclusion: Prognostic factors affecting survival after curative treatment for esopha
cancer vary between3 and 5year survival. Of thertumoirelated factors, short

term survival is negatively affected by older age and comorbiditiesgrmhile long
survival is associated with female genderelatatbifactors of survival are positive
lymph nodes and having an adenocarcinorea studigs are needed to determine

how cancer histology and gender specifically influence survival.
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Famil i al clustering of Barrettods esopl
Netherlands

R.E. VerbeekL.F. SpittulerA. Peute M.G.H. van Ofjer.J. ten Kd&eJ.R.
Vermeijdén A. ObernddifiJ. W.P.M. van Bad.D. SiersemdDept. of Gastro
enterology and Hepatol@Dgpt. of Pathology, University Medical Center Utrecht,
3Dept. of Gastroenterology and Hepatology, Meander Medicake@fotet)ept.

of Gastroenterology and Hepatology, Diakonessenhuis, Utrecht, The Netherlands

Both genetic and lifestyle factors have been recognized to play a role in the developr
o f Barrettds esophagus ( BE)thoagh thmilals o p h
clustering of BE and EAC have been reported, differences between familial &
nonfamilial BE have until now not been identified. The aim of this study was to detern
clustering of reflux symptoms, BE and EAC in first and secondtidegreé rel
patients with BE and EAC and to identify differences between fanidmailiahd non
cases.A structured questionnaire was sent to all patients (n=838) with a diagnosis o
(O2cm) or BE associated EAC bhteandiweoe n 2 (
general hospitals. Information about risk factors of BE, reflux symptoms, and a fa
history of reflux symptoms, upper endoscopy, BE and esophageal cancer was colle
and medical records were reviewed. Diagnoses of affected first deglesecond
relatives with BE and esophageal cancer was confirmed in the nationwide histopathc
dat abase (PALGA). Famil i al BE status
second degree relative was coqnifblryne@di
reported BE or esophageal cancer diagnosis was stated but not histologically confirr
ounli kelydéd with a negative family hi:
Differences between 0def i ningtchsquaédand nd ¢
ManAWNhitney U testing. A total of 595 index patients responded (response rate 71%)
which 19% reported affected relatives. After confirmation of the diagnosis, familial
was O6definitived in 6Wn(BBEBYB) | ndg o %:
ounknowné in 39% (230/595) of the ind
reflux symptoms in 11% of first degree relatives compared to 5% in unlikely familia
(p<0.001). Additionally, 5% of the definitiae B&nfirst degree relatives underwent
upper endoscopy compared to 2% in unlikely familial BE (p<0.01). Definitive familia
cases were younger at onset of heartburn compared to unlikely familial BE: 29% vs.
aged under 20 years (p<0.01). Nacagndifferences in BMI, smoking, alcohol
consumption, presence of hiatal hernia, severity of reflux symptoms, age at |
diagnosis, BE segment length, and highest dysplasia grade were found.
ConclusiorThis large case series shows that familial @ BEnisipr6% of patients

with BE and EAC. Familial cases reported more often reflux symptoms and a prior u
endoscopy in family members and were younger at onset of reflux symptoms, which
suggest a genetic basis of familial BE.
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Electrical stimuladin of the lower esophageal sphincter in patients with
gastroesophageal reflux disease is technically feasible and results in a decrease in
symptoms

B.F. KessihgM.l. van BergfenegouwenM.P. Schijv&nA.J.P.M. Sméaui.J.
Bredenootd!Dept. ofGastroenterology and Hepatology, Academic Medical Center
Amsterdam, Amsterdd@bept. of Surgery, Academic Medical Center Amsterdam,
Amsterdam, The Netherlands

Background: Patients with gastroesophageal reflux disease frequently exhibit exces
amountof gastroesophageal reflux episodes caused by LES dysfunction. Electric
stimulation of the LES could, in theory, restore LES function in patients with L
dysfunction. Recently, a device was developed which can provide electrical stimulati
the loweesophageal sphincter, the so called Endostim device. In this pilot study, \
aimed to determine whether implantation of the Endostim device is technically fea:s
and safe. Furthermore, we aimed to determine whether electrical stimulation of the
wil result in a dease in symptoms of GERilhods: We included 3 patients
(median age: 51 (range54)5years, 2 female) with typical symptoms of GERD, a
pathological esophageal acid exposure time (time pH<4 >6%) and a positive correlz
between syngohs and reflux episodes during ambulatory reflux monitoring (SAP>95%
During a laparoscopic implantation, the device was connected to the endoscopic
identified LES with two electrical leads. Technical success of the procedure w
evaluated by measyitime electrical resistance in the two leads during the first electrica
stimulation session. Cardiac monitoring was performed during the first stimulat
session after implantation to evaluate cardiac safety. Symptoms of GERD w
evaluated on PPl atdm®e, off PPl at base and 1 month after implant using the
GERBQOL questionnaiResults: Median (range) duration of the procedure was 2:51
(2:383:15) hours. No joprerative or pagterative complications were observed. No
cardiac rhythm abnormalittese observed during electrical LES stimulation. All
patients demonstrated resistance levels of the leads within the normal range during
stimulation session, indicating correct placement. Median (rapg&tiveost
GERBQOL score (7-18)) wasignificantly lower than theopegative GERDOL

score off PPl (38 48, p<0.05) and on PPI (222),7p<0.05). All patients had
ceased using their PPIs at the 1 montlugolisit. Furthermore, all patients were
satisfied with their surgicalomgs during the 1 month fopowsit. Notably, all
patients experienced mild epigastric pain after the implantation which quickly reso
within 21 weeks in all patients.

Conclusionstmplantation of the Endostim device and stimulationoweér the |
esophageal sphincter is a safe and feasible. Furthermore, stimulation of the lo\
esophageal sphincter results in a decrease in symptoms of GERD, decrease in
usage and increased patient satisfaction. However, further results have to be awaite
determine its potential use in clinical practice.
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High enzyme activity UGT1A1 or low activity UGT1A8 and UGT2B4 genotypes
increase esophageal cancer risk

P. Durg J. SaloménR.H.M. te Morsghél.M.J. Roelgfs].O. Kristinssonr.
Wobbes B.J.MWittemanA.C.I.T.L. Tan).P.H. DreitiV.H.M. PetérsDept. of
Gastrenterology adg8urgery, Radboud University Medical Center, Nipeyeiger,
Gastrenterology, Hospilderse Vallei, Eé@ept. of Gastroenterology, Canisius
Wilhelminospital, Nijmegen, Na¢herlands

Esophageal cancer has an increasing incidence worldwide with poor curative treatr
options and survival rates. Different etiologies and risk factors participate in the gl
incidence variation of the two hishblegbtypes; squamous cell carcinoma (ESCC)
and adenocarcinoma (EAC)-dllizBronosyltransferases (UGTs) are a superfamily of
phase Il biotransformation enzymes essential for the detoxification of a variety of ¢
and endogeneous carcinogens. Polgmarphi the UGT genes may alter their
enzyme activity and play a role in the etiology of esophageal cancer by modifying
rate of detoxification of reactive compounds. Therefore, rather than solely establis|
differences in allele distribution betatearigpand controls, we are interested to see
whether functional polymorphisms in UGT genes, with modified in vitro enzyme activ
possibly leading to altered in vivo enzyme activities, may influence esophageal cal
risk. We conducted a large-aadeol study with 351 Caucasian esophageal cancer
patients and 592 age, race and sex matched controls to examine whether esopha
cancer susceptibility is modified by altered predicted enzyme activity UGT genoty
Based on esophageal expression awdnoel to upper aerodigestive neoplasm
etiology, we determined polymorphisms in genes of four UGT1A and three UC
iIsozymes by using real time polymerase chain reaction. The in vitro enzyme activit
each allele has previously been identified. Gsishigetotypes were classified
according to their predicted in vivo enzyme activity into three categories: hic
intermediate and low. The UGT1Al1l and UGT1A8 predicted high enzyme acti
genotypes were significantly more (OR 1.62; 95%.%8) 1a0d ¢s frequent (OR

0.36; 95% CI 0-084) among ESCC patients than controls, respectively. Combinec
genotypes of UGT2B4 associated with predicted medium and high activities, w
significantly less often present in ESCC patients (OR 0.35; 96%3THs18
casecontrol study did not detect an association between polymorphisms in UGT gel
and EAC risk.

Conclusions: The predicted high activity UGT1A1*1/*1 genotype, associated with
serum levels of the antioxidant bilirubin, was associatecr@atedmnisk of ESCC.

The UGT1A8*3 and UGT2B4*E458 alleles, both associated with a decreased predi
enzyme activity, were significantly associated with an increased risk of ESCC, prob
due to a decreased detoxification of carcinogens. Polymdy@iisgenes do not

seem modifiers of EAC risk.
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Rapidly increasing incidence of eosinophilic esophagitis in a nationwide cohort

B.D. van RHhijnJ. Verhéj A.J.P.M. SmautA.J. BredenogrdDept. of
Gastroenterology & Hepatoldggpt. of Patholpgcademic Medical Center,
Amsterdam, The Netherlands

Recent literature has suggested that the incidence and prevalence of eosinopt
esophagitis (EOE) are increasing. Aim of this study was to estimate the true po
latioAbased incidence rates of igoksing a large national database.We performed a
crosssectional study of the pathology reports describing esophageal eosinophilia fr
1996 through 2010, using the Dutch nationwide registpatiobldgstoreports
(PALGA). All histopathology repdinis Netherlands (16,615,394 inhabitants in 2010)
enter this database. Cases were identified and classified according to the diagn
made by the pathologist. Annual incidence rates of EOE were estimated and adjuste
age and sex.Our search yiel888 pathology reports. Diagnosis of EOE was made in
674 patients, of which 501 (74.3%) were male and 173 (25.7%) female. In another
cases no difference was made between eosinophilia caused by reflux disease or by |
The incidence of EOE increaseidecably with time, being 0.01 (95%.@2) On

1996, 0.01 (95% @.03) in 2000, 0.14 (95% Ci00208 in 2005, and 1.31 (95% CI
1.131.48) per 100,000 persons per year in 2010. EoE was diagnosed in all age grot
but the highest incidence wasisggatients in the mal22§ear age group in 2010,

in which it was estimated to be 3.23 (95%-4233).J#&r 100,000 persons. The
incidence in children was 0.73 (95% €l0@¥4per 100,000 persons in 2010. No
seasonal variation in diagnosi€oiV&® seen.

Conclusion: We found a rapidly increasing incidence of EoE in the past 15 years tha
not reach a plateau yet. This augmentation could be explained on the one hand by
increased awareness of EOE by physicians and pathologists, taed lnemthéya

true increase of incidence of the disease. The latter would be in with the para
increase in other atopic diseases.
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Short vs. longterm value of prognostic factors in colon and rectal cancer: a
population based study

V.K.Dik, V.E. Lemme&?¥sM.G.H. van OiénP.D. Siersema PMept. of Gastro
enterology and Hepatology, University Medical Center Utrecht, Utrecht, The Netherle
2Eindhoven Cancer Registry, Comprehensive Cancer Center South (IKZ), Eindho
The Ndéterlands,?Dept. of Public Health, Erasmus University Medical Center,
Rotterdam, The Netherlafidigjsion of Digestive Diseases, David Geffen School of
Medicine, University of California Los Angeles, Los Angeles, CA, USA

Colorectal cancer (CRC) ntprsédongly depends on Bhige, but is also affected

by factors like age, gender antbdaidity of patients. Previous results from population
based studies on prognostic factors other thetageNbt CRC mortality vary widely

due to heterogeneityd dmmited possibility to adjust for treatment. Moreover, the
prognostic value of these factors may be dependent on analysexiftordeont

mortality. The aim of this study to investigate the prognostic value of various clinical
tumor relatef@dctors for different endpoints of mortality in colon and rectal cancer. A
patients diagnosed with CRC in the period between 1994 and 2009 in one of the D
Cancer Registry areas (approximately 2.4 million inhabitants) were included in this s
Demgraphic and clinical data were retrospectively collected. Multivariable Cc
proportional hazard models were used to estimate adjusted hazard ratios (HR) for .
gender, tumor characteristicsnocbidity, soe@onomic status (SES), year of
diagnosis dntreatment, at 1, 3 and 5 years after diagnosis. A total of 24,448 CR(
patients were included (62% colon, 37% rectum, 1% unknown localidaien). One
and fivgrear overall survival rates were 76%, 52% and 37% for colon cancel
respectively, and 7%8% and 38% for rectal cancer, respectively. Independent factors
associated with mortality in colon cancer were advaistage T Ndbrly differen

tiated tumor, older age, male genewrnriolity and low SES for all endpoints. In
rectal cancer, fastandependently associated with mortality for all endpoints were
advanced TNétage, poorly differentiated tumonprtadity, older age and male
gender. For all risk factors HR decreased over time in both colon and rectal can
which was most pronodnfoe age (Hé€vlon 1, 3, 5 year: 2.85, 0.99, 0.96, and
HRrectum 1, 3, 5 year: 2.81, 0.96, 0.95). In colon cancer, surgery of the primary tut
was associated with an increased mortality in the first year, but with a decreas
mortality at 3 and 5 yedR L, 3, 5 year: 2.24, 0.65, 0.63, respectively). A similar trend
was observed in rectal cancer, though not significant. Chemotherapy and radiothel
were most protective in the first year after diagnosis.

Conclusion: in both colon and rectal cancestrdgctors for overall mortality are
most predictive in the first year after diagnosis and to a lesser degree in the third anc
year. Adjuvant treatment is in general most protective for the first year, while surg
treatment for colon cancendurectal cancer is associated with an increased mortality
in the first year.
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Cochrane Review: Helicobacter pylori eradication fonghignant lesions of the
gastric mucosa

A.C. de Vried.L. HolsterE.J. Kuipe¥s IDept. of Gastroenterokmgy Hepatology,
?Dept. of Internal Medicine, Erasmus MC University Medical Center, Rotterdam,
Netherlands

Helicobacter pylori infection is a major risk factor for gastric cancer developme
However, the effect of H.pylori eradication for pi@veaistmc cancer is still
controversial, in particular in patients widignant gastric lesions. This systematic
Cochrane review was performed to assess the effect of H.pylori eradication therap
different stages of -pralignant lesions of thstgc mucosa, i.e. atrophic gastritis,
intestinal metaplasia and dysplasia. Randomized controlled trials comparing H.p
eradication therapy with placebo or symptomatic treatment in patieatgynaiti pre
gastric lesions were included. Theveralddentified through electronic searches of
the Cochrane Library, MED and EMBASE databases, using appropriate subject heac
and keywords. Data were collected on histological changes of the gastric mucosa
functional parameters of gastric mumoditiion.Nineteen randomized controlled trials
were included, with a total of 5.087 patients (range 20 to 1.630 patients per study). T
trials compared H.pylori eradication therapy (n=2.604) with placebo or no treatn
(n=1.764), or acid suppressaragh (n=719). The effect of H.pylori eradication on
gastric mucosal changes was evaluated after 8 weeks to 12-ypdi3 stlidies
withfolomp O 3 months; 7 studies O 12 mon
years). In 17 studies detailthe effect of H.pylori eradication on atrophic gastritis were
reported, of these 10 studies demonstrated less progression or even regression
atrophic gastritis (total n= 2.237:dpllbvo 9 years), whereas 7 studies reported no
beneficial effdopvtal n= 904; follapr 8 weeks to 1 year). Fourteen studies reported on
the effect on intestinal metaplasia, of these 4 studies showed significant less progres
(total n= 1.119; folapvl to 6 years), however, this finding was not confirmed by the
reports of 10 studies (total n= 1.822:ufmllbwo 9 years). The effect on the pro
gression of dysplasia was only reported in 3 trials, 1 study showed a significant redu
of the progression of dysplasia after 9 yeangpfaticavstudy populatibrb®@/

patients, whereas 2 studies showed no significant effect after 5 and 6-ygars of follo\
in a total of 824 patients.

Conclusions: Clinical evidence for the prevention of carcinogenic progression in pati
with atrophic gastritis is highly swggestiereas the evidence in patients with
intestinal metaplasia and dysplasia is conflicting. Therefore, H.pylori eradication ma
insufficient to halt gastric carcinogenesis in patients with intestinal metaplasia :
dysplasia.
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hsTRAIL/Apo2Indwced Apoptosis in EnteropatAgsociated Tell Lymphoma

M. Radersrhd..R. de BakiN.J. Hijmerhd.J.L.M. Meije€.J.J. MuldeB.A.G.M.
Cillesseh 1Gastroenterology and Hepatology, VU University Medical Center
AmsterdardRathology, VU Unsigr Medical Center, Amsterdam, The Netherlands

EATL is an intestinal tumor of aberrant intraepytimgdladClytes (IELs) and may be
preceded by refractory celiac disease type Il (RCD II). Current therapies include surf
chemotherapy and autologadsor allogeneic stem cell transplantation. Despite these
therapies, the overall outcome of EATL is very poandvBear survival rates in

the range of &B% and-80%, respectively. Therefore, new therapeutic options are
needed. Human solublendr necrosis faatelated apoptosiglucing ligand,
hsTRAIL/Apo2L, a member of the TNF family, has proven to selectively kill tumor «
via an alternative, daatteptor mediated apoptosis pathway. In this present study we
evaluated if hsTRAIL/Apo@uces apoptosis in both isolated lymphoma cells of EATL
biopsies and isolated cells of RCD Il bitywsJiBAIL/Apo2L induced apoptosis in
isolated EATL lymphoma cells. RCD 1l cells were less sensitive to hsTRAIL/Ap:
compared to EATL cells. EAELdegtionstrated high expression of TRAIL receptors
R1 and R2 and almost no expression of R3 and R4, whereas RCDII cells showed
expression of TRAIL receptor R1 and R2. hsTRAddgeaRlapoptosis in EATL

cells was caspa8edependent, but unexgmgt only low to moderate caspase
involvement could be detectedILFPRA analysis on EATL samples confirmed this
observation by showing increased level8ipoincEATL cells, which suggests a
blockage in the extrinsic apoptosis pathway.

In conclusm our study showed that hsTRAIL/Apo@dsiapoptosis in EATL cells,
mainly through the intrinsic apoptosis pathway. Therefore, hsTRAIL/Apo2L may be a
therapeutic option for EATL patients.
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Primary colorectal cancer with unresectable synchronetestases: chemo
therapy first?

M. Radersriva S.M.M. de Castro?, B.A. van Wagensveld?, W.F. van Tets?, B.C
Vrouenraets?, 1Dept. of Gastroenterology and Hepatology, VU University Medical Ce
Amsterdam, 2Dept. of Surgery, Sint Lucas Andreas AMospaaam, The
Netherlands

The best treatment strategy for patients with primary unresectable metastatic colore
cancer remains controversial. Resection of the primary tumor seems to be a good 0}
to prevent canaefated pain, obstruction, leeding. However, surgery is also
associated with morbidity and mortality. Due to these complications, effective palli
chemotherapy may not follow surgery. The aim of this study was to investigate whe
surgery of the primary tumor followed bthehgpyan patients with colorectal cancer
with unresectable metastases offers advantages over primary chemotherapy. The s
population consisted of all patients with primary incurable stage IV colorectal car
without acute surgical indication §teiation or bleeding) who were diagnosed in our
hospital between 1997 and 2008. Patients were divided into three groups, a prin
surgical group, a group of chemotherapy and a palliative group. Survival analysis
performed using KagMaier. The lagnk test was used for univariate analysis and
Cox regression for multivariate anali@ipatients were enrolled: 47 patients (40%)
had primary surgery followed by chemotherapy, 39 patients (33%) had surgery,
patients (13%) chemotherapy alone apatidms (14%) symptomatic treatment
without resectional surgery and/or chemotherapy. The groups did not differ regarding
and gender distribution. At the time of analysis, 12 patients were (10%) alive, leading
2-year survival of 13%. The bestauwas seen in patients who had surgery followed
by chemotherapy and in patients receiving chemotherapy alone. Age below 70 vy
(2year survival 18% vs. 7%, respectivedpletbfiumors (17% vs. 7%), lebél

below 225 (29% vs. 7%), no-axibaninal disease (14% vs. 7%), surgery (15% vs.
8%) and chemotherapy (19% vs. 5%) were all significantly correlatee/eath better 2
survival. In the multivariate analysgdddfttumors, no exbalominal disease,

normal LDH levels and chemothexepfaworable predictors for survival.

In conclusion, patients with primary colorectal cancer with unresectable synchron
metastases have the best survival with chemotherapy, with or without surgery of
primary tumor.

177



Low vyield of advanced neopéasvithin six years after negative colonoscopy : a
populatiordbased study

[. Ben LamhiA.J. Buth N. AkdemjirR.W.M. van der HulBt ScholténH.A.R.E.
Tuynmaih G.A. MeiferC.J.J. Mulded.S. Terhaar sive Dip&&astroenterology and
Hepatlogy, VU University Medical Center, Amst&datnpenterology and
Hepatology, Kennemer Gasthuis, Ha¥lkstroenterology and Hepatology, Sint
Lucas Andreas Hospital, Amstei@astroenterology and Hepatology, Medical Center
AlkmaagPathology, MUhiversity Medical Center, Amsterdam, The Netherlands

BackgroundOne of the colonoscopy quality indicators is the occurrence of colore
cancer (CRC) after a negative colonoscopy. Yet little is known on the incidence
advanced neoplasia and itscpoeslifollowing a negative colonoscopy in daily clinical
practiceiAimTo evaluate the quality of colonoscopy in daily clinical practice b
investigating the incidence of colorectal cancer and advanced adenomas after neg:
colonoscopy in a populdtasad cohort studylaterial and MethodThe initial cohort
consisted of all patients that underwent a complete colonoscopy in a three months pe
in 2005 in Northern Holland. Patients with a negative colonoscopy were followed fol
subsequent occurrencedfanced neoplasia. The national Pathology Data System
was used to identify patients with advanced neoplasia during six yegrs of follow
ResultsIn total, 2.812 eligible patients were enrolled. Advanced neoplasia was four
37 patients (1.3%), otiwh2 patients (0.4%) were diagnosed with CRC. Eight patients
were diagnosed with CRC 6 to 36 months after negative colonoscopy, two patients w
6 months and two patients after 36 months. Five out of twelve colorectal carcinor
were located in thexmmaal colon (42%). Twéagypatients had advanced adenomas
after negative colonoscopy, 32% were found within 3 years and 44% were located ir
proximal colon. In 6/12 patients with CRC and in 16/25 patients with an advan
adenoma, the procedureatidn was surveillance after CRC/polypectomy. Higher age,
but not bowel preparati on, sedation o
presence of advanced neoplasia duringgollow

Conclusionhere is a low yield of advanced neoplagearsixafter negative
colonoscopy in this poputhased study. Most advanced neoplasia were found in
highrisk patients undergoing surveillance.
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The rising incidence of esophageal adenocarcinoma is not accompanied with an
increase in mortalityesults of a populatidmased cohort study

R.E. VerbeekM. Leendérs-.J. ten Ka&teF.P. Vieggdad . W.P.M. van Ba#.D.
Siersemia M.G.H. van OfeiDept. of Gastroenterology and HepatbDlegty, of
Pathology, University Medical Centdt Ulree Netherlands

The incidence of esophageal adenocarcinoma (EAC) is rising faster than any of
malignancy, which may be the consequence of increased adherence to surveillanc
patients with Barrettds e snprpvedcogentsne,( BE)
we hypothesized that mortality rates did not increase to the same extent as the ri
EAC incidence.The aim of this study was to 1) confirm the rising annual EAC incide
rate, 2) identify a parallel increasing incidence inrtiea mbpwident EAC cases

with a prior diagnosis of BE, 3) analyze the algsaluteattality rate of EAC, and 4)
analyze the adjusted-pea mortality risk over time.All patients diagnosed with EAC
between 1999 and 2009 were identified in tloamaichegistry and were linked to
PALGA, the nationwide histopathology registry. Incidence rates were calculated as
number of EACs diagnosed per 100,000 inhabitants aged over 19. The proportiol
patients with a BE diagnosis 31 year prior toclE#@ detre compared between the
EAC incidence years usingqelare testing. Multivariate Cox proportional hazards
regression analysis was performed to calculate adjusted hazard ratigsafHR) for 1
mortalities for each incidence year. HRs were &mfjuatee, gender, prior BE
diagnosis, tumor differentiation grade and stage, hospital of EAC diagnosis &
treatment and treatment strategy. In total, 9,855 patients were diagnosed with E
between 1999 and 2009. The EAC incidence rate increasedefrdi@d03020
inhabitants in 1999 to 10.0 in 2009. The proportion of patients with a BE diagnosi
least one year prior to EAC detection was not different over time (p=0.23), e.g. 10.6
1999 and 9.3% in 2009. The abseglede tortality rate did nbstntially increase

over time: 3.3 per 100,000 inhabitants in 1999 versus 2.8 in 2009, whereas the adju
oneyear mortality risk decreased over time (e.g. HR 0.67, 9B%&in0 ZH9
compared to 1999). This was likely to be explained ke tlreap@int strategy, as
including this factor in the analysis abolished the association between EAC incide
year and mortality (e.g. HR 0.94, 95%CDQ.812009 compared to 1999).

Conclusianin this large populabased cohort of EAC patieatsonfirm the steep
increase in EAC incidence, which was neither accompanied with an increase in
proportion of patients with a prior diagnosis of BE, nor with an increase in abso
oneyear mortality. The adjusted/@amemortality risk howeveredsed parallel to

the increase in EAC incidence, which may be largely explained by more effect
treatment strategies and/or an overall increase in survival.
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The human leukocyte antigen DQ B1*02 is more frequent in patients with
tissuetransglutaminas anti body | evels 0100 U/ mL

A. MubardkE. Spieringsv.M. WoltérR.H.J. HouweDepts. of PaediatGastre
enterology aAlinmunology, University Medical Center Utrecht, The Netherlands

Patients with tissmansglutaminase antibody (tT@A)lesv 0100 U/ mL vi 1
have celiac disease (CD), whereas the disease can be histologically rejected ir
significant number of patients with lower tTGA levels. The aim of the current study wi
evaluate whet her CD pvaddifferent genetig risk profie T G,
with regards to the disease associated human leukocyte antigen (HLA) types tl
patients with tTGA <100 U/mhie. study included all paediatric patients with biopsy
confirmed CD (Marsh 1ll) in whom HLA typing wasvdene2b689 and 2011. HLA
typing was performed using segspecidic oligonucleotide Primed PCRSEDR

typing. In all patients tTGA was measured by means of ELISA using human recombi
tissudransglutaminase as antigen. The distributionDfp HADQA*05:01,
DQB1*02:01), DQ 2.2 (DQA1*02:01, DQB1*02:02) and DQ 8 (DQA1*03:.C

DQB1*03: 02) in patients with tTGA O10
was comparedvBlues <0.05 were considered statistically sigRésidts: A total
of95el i ac children were included in th

U/mL. A total of 27 patients had tTGA levels <100 U/mL of whom in only 2 children
antibody levels were <10 U/mL (ned@ativgared to the low tTGA group, in the tTGA

O 1 0 OL gtblipra higher percentage of the patients were homozygb3 205 HLA
(23.5% versus 11.1%), although this difference was not statistically significant. Simil
more CD children in the high tTGA group (27.9%)-3€x2.8B1242 heterozygous as
compred to the children with lower tTGA (14.8%), although again this was n
statistically significant. By contrast, when looking specifically at homozygosity
HLADQ B1*02, the prevalence of patients carrying 2 copies of this molecule turned
to be sigificantly ?al ue 0. 044) hi gher i n the t
compared to the low tTGA group (25.9%). Finally, no differences in prevalence w
found for HEBQ 8 homozygosity or heterozygosity 900QBLA combination with

either HLBQ 2.5 ddQ 2.2.

I n Conclusion, patients with tTGA 010
to CD patients with lower tTGA levels, as almost 50% of the high tTGA group car
copies of the HD®) B1*02 molecule while only around a quarter aftghim plade

low tTGA group carries 2 copies. Pathofysiologically, increased abundance of the hi
gluten affinitive HD® B1*02 molecule may be responsible for the enhanced antibody
response.

180



Long term followp of guidirected hypnotherapy versus stardicare in children
with functional abdominal pain or irritable bowel syndrome

A.M. Vliieged . M.T.M. RutteidA.M.A.P. Gover€. Frankenhgjit.A. Bennirg&st
Antonius Hospital Nieuwegein, Dept. of Pedmtademic Medical Center
Amsterdamept. of Pediatrics, The Netherlands

We previously showed thatigedted hypnotherapy (HT) is highly effective in the
treatment of children with functional abdominal pain (FAP) and irritable bowel syndr
(IBS). Aim of this follgwstudy was tovestigate the lotegm effects of hypno
therapy versus standard medical treatment plus supportive theralby52SMT).
participants of our previous randomized controlled trial (RCT) were invited to comple
standardized abdominal pain diary, onpaihidhequency and pain intensity were
scored. Furthermore, the Childrends Sc
life questionnaire were filled out. Clinical remission was defined as > 80% improver
in pain scores compared to basAlir®y, HT patients and 22 out of 25 SMT patients
participated in this study. Two patients of the SMT group were-lgsatalfolhew
refused to particip#téer a mean duration of 4.8 years-upll@v4i 6.7),
hypnotherapy was still highly supegonventional therapy with 68% versus 20% of
the patients in remission after treatment (P=0.005). Pain intensity and pain freque
scores at follayp were 2.8 and 2.3 resp. in the HT group compared to 7.3 and 7.1 i
the SMT group (p<0.01). Also izatrat scores were lower in the HT group (15.2 vs
22.8; p=0.04) . No differences were four
of school or work between the two groups.

Conclusion: The beneficial effects-difegted hypnotherapy lareg lasting in
children with FAP or IBS with two thirds still in remission almost 5 years after treatn
making it a highly valuable therapeutic option.
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Long term effects of cognitive behavior therapy for the treatment of children with
functional abdminal pain: Results of a randomized controlled trial

S.M.C. van der VeeK.H.F. DekxE. de HadnM.A. Bennirg& F. Boér
IAcademisch Medisch Centrum Amsterdam, afdelingrKidelegdpsychiatrie,
2Emma Kindaekenhuis AME@Academisch MeathsCentrum Amsterdam, afdeling
Kinder en Jeugasychiatrie en Universiteit van Amsterdam, afdeling pedagogische
wetenschappen, The Netherlands

Functional abdominal pain (FAP) is a common complaint in children and adolesce
Four previous randomizedrclbed trials (RCT) showed that cognitive behavior therapy
(CBT) is an effective treatment for children with FAP. However, three of these stu
suffered from methodological flaws like small sample sizes aodtigtesirdfhe

aim of the presetidy was to investigate the long term effectiveness of CBT compare:
to medical care (MC) on pain symptoms, symptoms of anxiety, depression, disability
to FAP, other somatic complaints and quality of life in aAatg&lRTTO04 children

were ragiomized to CBT or MC over a three year period. Both treatments consisted ¢
weekly sessions with a trained miasterpsychologist in the CBT arm and a pediatric
gastroenterologist/pediatric resident in the MC arm. Data were cdletted pre
posttreatment and at 6 and 12 months-Uplldunear mixed models analysis was
used to analyze differences in effectiveness between treatment conditions for
outcome measures. Additionally, it was calculated what percentage of children |
improvedsigndfimt | y according to JacolChkildren and
in both treatment conditions improved significantly in their level of abdominal pain f
pre to postreatment and at 6 and 12 monthsupli@ild report: p<.001; parent
reportp <.001). CBT was equally effective as MC in improving abdominal pain, acc
ding to both child and parent report. However, there was significant variance in how
children responded to each treatment (p<.01). The same held true for most of the c
oucome measures, except for anxiety and depression, where we found an interac
effect (p<.05), indicating that CBT led to a decrease in anxiety and depressi
symptoms, whereas MC did not. This effect was only visible until 6-oprahs follow
12 mohts after treatment, children in both groups had equal amounts of symptoms
anxiety and depression. Finally, directly after treatment 31.8% of children that rece
CBT were improved or recovered versus 29.8% of children that received MC; 1
increasetb 51.2% (CBT) add.5% (MC) at 6 months folpvand to 60.0% (CBT)

and 56.4% (MC) at 12 months -tglloNone of these percentages significantly
differed.

Conclusions: Six weekly sessions of either CBT or MC both cause a significant decrt
in abdminal pain andmorbid complaints. CBT does not seem to be superior to MC.
However, as there is significant variance in how children respond to each treatment
need to investigate which treatment works best for which child.
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Completion of toilet tirang in children with defecation disorders and concomitant
symptoms of autism spectrum disorders

B. Peetets M.A. Benningd.L.J. Noe®s'Dept. of Pediatric Gastroenterology and
Nutrition, Emma Chil drenos Hosphet al ,
Netherland$Parenting and Special Education Research Unit, Katholieke Universite
Leuven, Leuven, Belgium

Background Twentge percent of children presenting in a tertiary motility center witl
functional defecation disorders (FDD) show syohatism spectrum disorders
(ASD) (Peeters et al., unpublished). The influence of the presence of ASD symptom
the moment of completion of toilet training in these patients isAumkfhown.
compare the time of completion of toilet trainitigemvathl FDD with and without
concomitant symptoms of ASD and healthy Metieds Children (2 yrs)
presenting at a tertiary motility center with FDD according to the ROME Il criteria v
included. In a previously conducted study, thesavpedienteened for symptoms of

ASD by two validated questionnaires; the Social Responsiveness Scale (SRS)
Social Communication QuestionnaireLSCQildren were defined as having
symptoms of ASD if one or two questionnaires scored aboveetiocertniticatie
(SRSO51; SCQO15). Healthy children wer
characteristics were recor&egults In total, 223 children with FDD were included, of
which 65 showed symptoms of ASD. The control groupfcedsistiellem. Median

age at completion of toilet training for stools in children with FDD and ASD sympt
was 3.5 yrs (rangd2 n=46), in children with FDD only 3.%,yns=1@3and in

controls 2.5 yrs-4]1 n=95). Differences were signifidargeheall groups. Less
children with FDD and ASD symptoms were toilet trained for stools before the age
yrs than children with FDD only (45% vs. 61%, p=0.026). The proportion of children k
toilet trained for stools before the age of 4 wabtaw&DD groups than in controls
(95%, p<0.001). Median age at completion of toilet training for urine (daytime) in chil
with FDD and ASD symptoms was 3.0 yrs (FA@ge-155%), in children with FDD

only 3.0 yrs (385 n=123) and in controls A2, n=95). A significant difference

was only found between children with FDD and ASD symptoms and controls. Compl
of toilet training for urine (daytime) was achieved before the age of 4 in a sim
proportion of children with FDD and ASD syanpitaildren with FDD only (65% vs.
76%, p=0.16). Controls however, were more likely to have completed toilet training
urine (daytime) at this age (98%, p<0.001).

ConclusiorChildren with FDD and ASD symptoms completed toilet training for stools
a later age than children with FDD only and healthy controls. The two FDD grot
completed toilet training for urine at the same age, but were later than healthy cont
Further investigations are needed to unravel the motor, sensory or behthadral fact
may be involved.
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Predicting NAFLD in severely obese children and adolescents: noninvasive
prediction rules and novel biomarkers lack sufficient diagnostic accuracy

B.G.P. KobtO.H. van der B&alootwey A.E. Bohie A.J. NederveéenM.P.

Merkug P.L.M. Jansen]. Stokér M.A. BenningdDept. of Paediatric Gastro
enterol ogy and Nutrition, Emma Chi |l
Amsterdan®Childhood Obesity Centre Heideheuvel, Hikzeptunpf Radiology,
Academic Medicaln€@e AmsterdanClinical Research Unit, Academic Medical
Centre, Amsterdam, The NethertBegd, of Hepatology, Academic Medical Centre,
Amsterdam, The Netherlands

Accurate prediction rules for liver steatosis are demanded to enable clinicians
nonnvasively screen for nonalcoholic fatty liver disease (NAFLD). Several predict
rules have been developed, however external validation is lacking. Novel biomark
that strongly correlate with the presence of NAFLD, are continuously reported, but r
have not been evaluated for their diagnostic value in noninvasive prediction models.
aimed to determine the diagnostic performance of freely available prediction rule:
severely obese children, to evaluate the diagnostic value of novel bidmarkers an
compare these results to the performance of ultrasound.In our study, steatosis \
measured using Proton Magnetic Resonance Spectroscopy in 119 severely ob
children. Di agnostic accuracy of the
Livermdex scored (FLI S CNAFL® )score) and plaasalinda t r
was determined. Subsequently, a new equation was built using anthropometry, rot
biochemistry and novel biomarkers (leptin, adiponectin, tumor neaifatic factor
interleuk-6, caspaseleaved cytokeralid, fibroblast growth faZtoand adiponutrin
polymorphisms). Predictive parameters for this equation were identified usi
mul tivariate | ogistic analysis. Par am
analys were entered in a multivariate model in which significance level was set
p<0.05.Prevalence of steatosis was 47%. The NAFLD score, FLI shéveLahd ped
score only had a moderate predictive value in detecting steatosis (positive predic
value (PPYV 70, 61, 69% and negative predictive value (NPV) 77, 69 and 75%
respectively). The new predictive model derived from this cohort included ALT, HO
sex and leptin. Sex appeared an effect modifier for the effect of HOMA on steatc
Apart from leptimgne of the novel biomarkers significantly contributed to the diagnositi
accuracy of the model. This new predictive model (PPV 79% and NPV 80%) did
perform substantially better than the three other equations and did not outperft
ultrasound for exahgdNAFLD (NPV 82%).

Conclusions: Freely available prediction rules and the tested novel biomarkers h
insufficient diagnostic accuracy for diagnosing or excluding NAFLD in severely ok
children. Ultrasound remains the most suitable tool to Ek€@udedbify routine in

this group.
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Gluten challenge in the diagnosis of celiac disease

N. van RheerfeiR.H.J. Houweir.J.W. ten Katd. MubarakDepts. of Paediatric
1Gastroenterology dRdthology, University Medical Center Utrecht, Tlhadsether

Patients suspected to have celiac disease (CD) because of symptoms or posi
serology, but with apparently normal duodenal histology, may still be suffering from
but lack classical histology due to insufficient gluten intake. Thevefarenit is c
practice to perform a gluten challenge (GC) in such patients, although studies suppo
this approach are lacking. The purpose of this study was therefore to define 1
diagnostic yield of a GC in paediatric patients suspected to have QD but withi
histological evidence of the disease on duodena”lbipptignts with Gk
symptoms and/or positive CD serology who had undergone a GC between 1995
2011 due to the absence of classical CD histology upon duodenal microscopy w
included imné study. The GC comprised of >200 mg/kg/daypoiwgleteadded to

the diet of the patients for a perietRoivéeks. All initial biopsies were revised by a
single experienced pathologist, who was blinded to the clinical and serological d
usinghe Marsh classification. The biopsies were further classified into 4 groups: no
(Marsh 0) but positive CD serology, border enteropatHi),(BrgMarsh 1Il), and
inconclusive histology (CD cannot be confirmed nor rejected). Finallys biopsy res
before and after GC were comparedal of 34 patients met the inclusion criteria of
the study. Of those, 16 patients (47.1%) were diagnosed with CD at revision of
histology, including 1 patient with negative serology. The diagnosis iwas rejected
patients who both had negative serology, making a GC unnecessary in retrospect. O
16 remaining patients, 8 had inconclusive biopsies initially (all with positive serology)
Marsh | lesion (2 with negative serology) and 5 patients asidarbht (ptssitive
serology. After GC, no histological abnormalities were found in all patients with init
Marsh | lesions and in 3 of the 5 patients with a Marsh 0 lesion after revision. In
remaining 2 patients with Marsh O lesions the GGrresatiadlusive biopsies.
Finally, of the patients with initially inconclusive biopsies the diagnosis CD was confir
in half of the patients, rejected in 3 patients and remained inconclusive in 1 patient.
In conclusion, in children suspected to hée IdEking histological confirmation, the
first step is to revise the biopsies as this leads to confirmation of CD in almost half o
patientdn patients who have an inconclusive biopsy, a GC reveals CD in half of tl
cases. By contrast, in patieith a Marsh 0 or Marsh | lesion on initial biopsies, the
yield of a GC is low.
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Increased H21, but not HL7A production in the small intestine is characteristic
for pediatric Celiac Disease

M.A. van LeeuweD.J. Lindenbergbrtleve L.F. de Riet, H.C. RaatgeeiR.R.

de Krijgér M. GroenewegJ.C. Eschier JN SamsdmiDept. of Pediatric
Gastroenterology, Erasmus Medical-Ceote hi a Chi | dr en o s Ha
2Dept. of Pathology, Erasmus Medical Centre, Ridieptaoh Pedims, Maasstad
Hospital, Rotterdam, The Netherlands

Celiac disease (CD) is an inflammatory response to gluten which results in a sr
intestinal villous atrophy and massive infiltratiorebddiveeCD4+ T cells. Genome

wide association studiegeh@vealed that the interleukidl(lhgne region is a risk
variant for CD. T helper 17 cells can pregiicantl HL7A. Currently, the centri

bution of the T helped&iived cytokines2ll_and HL7A to the onset of disease is
unclear. Therefovee studied the role eé21land HL7A in a cohort of pediatric CD
patients and determined whether particular microbial stimuli are if¥blved in IL
secretion.Immunohistochemistry was used to-2fetact IHL7 Aproducing cells in
intestinal biopsiebtained from children who underwent gastroduodenoscopy witt
suspicion of CD. Children with a normal intestinal histology served as controls (Mars
For comparison, biopsies from children with active inflammatory bowel disease w
obtained. In vitfecell stimulation assays were used to determine modution of IL
secretion by microbial ligands.High numb&$ pfodlucing cells were detected in

the small intestine of pediatric CD patients compared to-2bntedspriaduced by

CD4+ T cellsut no significant increase in the numb&7Aprikducing cells was
observed. In agreement, flow cytometric analyses of isolated lamina propria c
revealed a large population-2iEdecreting T cells that did not sectETA.IThis

selective {21 positivity was characteristic for the inflammation in CD, as biopsies fro
pediatric IBD patients showed increased numbers-21 laotth HL7Asecrecting

cells. Furthermore, in CR4hroducing cells were randomly distributed along the
lamina @pria, whereas in IBD th2lllproducing cells were restricted to infiltrates.
IL-21 plays an important role irvieadtinost defense. Antiviral responses can be
mimicked by Toll like receptor (TLR) ligands. Purified peripheral blood CD4+ T cells
healthy individuals expressed mRNA for TLR2, TLR3, TLR4 and TLR7. During CI
T-cell activation, stimulation with the TLR3 ligand pgigigogiiglic acid resulted

in a significant increase -1l |lbut not{17A secretion. In contrast, stimuwiation
theTLR2 ligand Pam3Cys enhangeth Ilbut not-A1 release by activated T
cells.These results demonstrate thal &k ihdependent increase2f jiroduction

by CD4+ T cells is characteristic for pediatric CD. We are currently iratbstigating wh
peripheral blood T cells from pediatric CD patients are more prone2b aéilrase 1L
TLR ligation when compared to T cells from healthy children.
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Rectal examination in children: digital versus transabdominal ultrasound

R. Burgets? T.RV.M. de Johg M.A. Benning&Pediatric Gastroenterology, Emma
Children's Hospital, AMC, Amsterdam, NethéRadasgric Urologic Center,
Uni versity Childrends Hospital UMC Utr

To investigate two differenhogtig tests to assess the rectal fillingReta#d filling

state was assessed by transabdominal ultrasound (US) or by digital rectal examine
(RE), by two independent investigators, in children with urological problems, prior
scheduled diagtiosor surgical urological procedure. A dilated rectum filled with stool c
large amounts of (usually) hard stool were both considered as a rectal fecal mass
investigations were performed under general anesthesia. The kappa test was use
evaluategreement between US andAR6tal of 84 children (54 boys) with a median
(p25p75) age of 9.0 years-(613 were eligible candidates. A rectal mass was found
upon US and RE, in 32% and 41% of all children, respectively, with agreement betw
thetwot ests i n 82.50%. Cohendés kappa sho
0.450.79) between US and RE. The median (interquartile) diameter of the rectum v
3.3 cm (2-8.9) in children with a full rectum and respectively, 2258yrar(d.2.0

cm (1.2.2)in patients with a Hidliéd and empty rectum.

Conclusion:Transabdominal ultrasound isngasive and reliable alternative to
assess the rectal filling state and might replace digital REup tfechitien with
constipation.
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The value oflefecography in the diagnostic and therapeutic management in
defecation disorders in children

S.M. Mudié G. BatésJ. PundtiC. Di Lorenzdd. MougalDivision of Pediatric

Gastroenterology, Nat i on w?dDept bR&dwiody,d r e n
Nationwide Chil dr e iivision &f pedigtrictgastroentelody,u m
AMC/ Emma Chil drendés Hospital, Amsterde

Normal anorectal function depends upon coordination among muscles of the pelvic f
autonomiand somatic nervous system and anal sphincters muscles. Abnormalities
the function of pelvic floor activity may lead to obstructed defecation. Defecography
dynamic radiologic study to assess the anorectal function during evacuation of
rectum.t lvisualizes the anal canal and rectum at rest and during defecation. Althou
defecography may increase our understanding of pelvic floor pathophysiology, it has
yet proven its value in the management of children with defection disorders. Aims: 1
investigate the role of defecography in understanding the pathophysiology of defec:
disorders in children and 2. To describe the value of defecography in directing
diagnostic and therapeutic management. We reviewed all defecography stud
performg on children with normal anorectal motility who still required bette
understanding of the pathophysiology of their defecation disorders. All studies w
performed and interpreted by one specialized radiologist betZ@@d 2003
Defecography resultsenatassified in 3 groups; 1) Pelvic floor dyssynergia: incomplete
relaxation of the pelvic musculature, inconsistent change in the anorectal angle
incomplete voluntary evacuation of the rectum; 2) Anatomical abnormality: exces
pelvic floor descantombination with an intrarectal intussusception, rectocele, or recte
prolapse; 3) Normal pelvic floor function. Medical history, symptoms, defecogra
parameters, final interpretation, and recommended management after the test w
reviewed. We in@ddL8 patients (13 boys), mean age of 9.1 yearsl G yege) at

time of the defecography. Coexistent diagnoses included spinal abnormali
imperforated anus, and behavioral problems. Indication for defecography was chr
constipation in 56%, fewantinence in 22% and rectal prolapse in 22%. Defecography
was consistent with pelvic floor dyssynergia in 9 patients, found an anatomi
abnormality in 4 and was consistent with a normal pelvic floor function in 5. Al
defecography 8 children (48%)with pelvic floor dyssynergia, were referred for
anorectal biofeedback treatment. Four subjects (22%) were referred to surgery; 2 f
cecostomy, 1 for geral Thiersch suture and 1 for Altemeier procedure. Two patients
(11%) were referred for alitiadal MR defecography. In 4 patients (22%) the result of
the defecography did not change the management.

In conclusion; defecography can be a useful tool in understanding the pathophysiolot
defecation disorders in children. In 78% of our pieutatibdirected a change in
treatment.
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Disease phenotype at diagnosis in paediatric Crohn's disegese: &alyses of
the EUROKIDS registry

C.l. de BieA. Paerregadrd. KolacékF.M. Ruemmegl&. KoletzkoJ.M.E. Féll

J.C. Eschérand the EUROKIDS Porto IBD Working Group of EXEP&3HAN,
MGCSophia Children's Hospital, Rotterdam, The Nethenawse University
Hospital, Copenhagen, DenfA@kdren's Hospital Zagreb, Zagreb, Ciridadiit,
NeckeEnfants Malades, Paris, Frame,von Haunersches Kinderspital, 1.udwig
Maximiliargniversitat, Munich, Gernt@mglsea and Westminster Hospital, London,
United Kingdom

The recent paediatric modification of the Montreal classifai®c)absfication,
enables a better phenotypic classification of disease location in inflammatory bo
disease (IBD). We aimed to use this new classification to accurately phenotype n¢
diagnosed paediatric Crohn's disease (CD). Informatioecteds framil the
EUROKIDS registry, a prospectivénaseth registry of newly diagnosed paediatric
IBD patients (agedl® years) in 17 European countries and Israel. When the
appropriate diagnostic tests were performed (i.e. ileocolonoscopy, tggigragastroin
(Gl) endoscopy, small bowel imaging), patients-anifetn€® were evaluated for
ileocolonic disease extent, oesophagogastroduodenal involvement, and jejunal/prox
ileum involvement. Disease behaviour and the occurrence of granulsmas were :
analysed. 1221 CD patients (mean age 12.5 + 3.3 years; 59% male) met eligib
criteria. Isolated terminal ileal disease (x limited caecal disease, L1) was seen
presentation in 16%, isolated colonic disease (L2) in 27%, ileocolonic disease (L3
53%, and isolated upper Gl disease (L4) in 4% of patients. In total, 26% of patients
oesophagogastroduodenal involvement (+L4A), and 26% jejunal/proximal ileal dise
(+L4B). Patients with L2 disease were less likely to have oesophagogastroduode
involvement (20%) than patients with L1 disease (31%, p=0.049) or L3 disease (3
p<0.001). Additionally, stricturing disease behaviour was less common in patients wit
disease (6%) than in those with L1 disease (21%, p<0.001) or L3 disease (1
p=0.00p Terminal ileal disease, oesophagogastroduodenal involvement, and strictur
disease behaviour were more common in children diagnosed after 10 years of age
in younger patients. Granulomas were identified in 43% of patients.

Conclusions: More thealf of children diagnosed with CD present with ileocolonic
disease. Patients with disease involvement of the terminal ileum are more likely
present with stricturing disease complications, indicating a particular surveillance
treatment strategy.eTRaris classification is a useful tool to capture the variety of
phenotypic characteristics of paediatric CD.
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Albumin is a neuroprotective agent for bilirdmdinced auditory brainstem
dysfunction in Gunn rat pups

A.B. SchreuderA.C. Riée J. Vanicova L. Vitel, S.M. Shap#oH.J. Verkaye
1Pediatric Gastroenterology and Hepatology, Dept. of Pediatrics, Center for Li\
Di gestive, and Met abol i c- UbDivessity aviedical, B
Center Groningen, University oinGean The Netherlant3ept. of Neurology,
Virginia Commonwealth University, Richmond, Virgirfiastitldé, of Clinical
Biochemistry and Laboratory Diagnostesulty of Medicine, Charles University,
Prague, Czech ReputditDept. of Intesl MedicinestEaculty of Medicine, Charles
University, Prague, Czech Republic

Background: Free bilirubin (Bf), the fraction of unconjugated bilirubin (UCB) not bour
albumin, can induce neurotoxicity after translocation acrossrtie bhed
Neurotoxicity can be assessed by brainstem auditory evoked potentials (BAEPS), b:
on the vulnerability of the auditory nerve to hyperbilirubinemia. Theoretically, albu
could reduce the risk on bilirubin neurotoxicity by decreasing Bt \eamdiniguissp
translocation to the brain. Aim: To determine the effects of albumin treatment
brainstem auditory evoked potentials in a rat pup models of acute hyperbilirubinemia
to hemolysis or due to bilirubin displacement from albumin. Metbeds: We
hyperbilirubinemic Gunn rat pups, which have a genetic deficiency of the biliru
conjugating enzyme UDPGT1A. As a hamudgdjswe induced hemolysis with
phenylhydrazine (Phz) to mimic neonatal hyperbilirubinemia. We injectagsPhz in 14
oldGunn rat pups, which were subsequently treated for 2 days with either i.p. hun
serum albumin (HSA; 2.5 g/kg; n=8) or sa (control, n=8). As a disulatenwent
induced acute neurotoxicity by injectiagsl@d Gunn rat pups with sulfadimethoxine
(sulfa) and treated them with either human serum albumin (HSA; 2.5 g/kg, n=9) ol
(control, n=10). We recorded BAEPs, and stimulus to peak latency values wz
substracted to obtain interwaweval (iwi) between peak | and peak Il. An increased
iwi Hlis a reflection of acute neurotoxicity. Results: Phz and sulfa significantly increa:
the interwave interval (Wi)nl the hemolysis and displacement model, respectively.
Treatment with albumin completely prevented the incredism @itivamodel of

acute hyperbilirubinemia.

Conclusions: Albumin treatment is neuroprotective in acute hyperbilirubinemia in G
rat pups, irrespective of its induction by hemolysis or by bilirubin displacement fi
albumin. Present results favour the clitecagly paf albumin treatment to mitigate
neurotoxicity by acute hyperbilirubinemia.

191



Inhibition of MRP1 attenuates liver fibrosis in vitro and in vivo

A.U. Rehmam. Mikus, H. Moshage and K.N. Faber, Dept. of Gastroenterology an
Hapatology, Universitedidal Center Groningen, University of Groningen, The
Netherlands

Introduction: Liver fibrosis invariably develops during chronic liver disease and r
progress to cirrhosis and liver cancer. Two main cell types are involved: hepatic ste
cells (HSQsand portal myofibroblasts (PMFs). These cells become proliferative
contractile and produce excessive amounts of extracellular matrix proteins (E
including collagens, the typical feature of fibrosis. Thus, HSCs and MFBs are pr
targets to treat @ibis. Previously, we showed that activated HSCs and PMFs expres:
increased levels of the multidrug resedaoceted Protein 1 (MRP1). Moreover,
pharmacological inhibition of MRP function by MK571 lead to repression of fibrc
ma r k eSMA and Cblla MRP1 is an ABiRding cassette (ABC) transporter that
transports glutathione (GSH) anec@fBlgates, including leukotrigneete, we
extended our studies to identify the MRP1 substrate causing reversal of HSC/P
activation and to establishdleeof Mrpl in a mouse model of fibrosis. Materials and
Methods: The human hepatic stellate @elvasXused as in vitro model of fibrosis.
MRP1 activity was inhibited by MK571, ReversamterfBfdAce and quantified by
CMFDA. GSMEE (GSH supplertation), BSO (GSH synthesis inhibition),
5lipoxygenase inhibitor AA861 (inhibition of leukotriene synthesis) were used to ide
the potential MRP1 substrate. Cell necrosis (LDH leakage), metabolic activity (W
assays), mMRNA-RCR) and protein (wastblotting) levels were measured by
standard protocols. Mf@End appropriate wild type-éeviBol mice were injected

with CCifor 12 weeks. Control animals were treated with vehicle (corn oil). Anime
were terminated after 12 weeks and liversaisae or qPCR, western blot and
histological (Sirius red for collagens) anBbsidts: MK571 and Reversan
dosedependently inhibited CMFDA export ffom £Xe | | s-SMAraeddColtag d U
MRNA levels and reduced their metabolic activity, without inducing necrosis. Pa
inhibition of MRP1 by RNA interference lead to reduadn egpr&MA.
Manipulation of glutathione levels did not affect theiRevérsan e d r educt
SMA and Collal expression-ihdedls. AA861 treatment, like MK571, suppressed
aSma and Collal expression. t@@tment lead to significant indotteBma

protein levels and Siriugpegtive fibrotic septa in wt control miceSBwilpeotein

and collagen deposition was strongly reducetteat€CMrpimice.

Conclusion: Inhibition of MRP1 leads to suppression of liver fibrogiagby preven
leukotriene export from HSCs. MRP1 is therefore a highly relevant target for
treatment of liver fibrosis.
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How computer simulations$ fattyacid beteoxidation help to elucidate metabolic
disease mechanisms

K. van Eunéf S. SimoAsA. Gating, G. den BestehN. Touty DJ. Reijngoud,

A.K. Groérrand B.M. BakkériDept. of Pediatric, Center for Liver, Digestive and
Metabolic Disease, University Medical Center Groningen, @letmiagands
Consortium for Systems Biologyelame, The Netherlands

Fat metabolism plays a key role in acquired and inborn metabolic diseases, suct
type2 diabetes and deficiencies in enzymes involveehdid faxigation. For
instance, the first steps of-daitly betaxidation are necass to acquire insulin
resistance, which is the first step towar@sdigbetes. Research is hampered,
however, because the intermediate metabolites are difficult to measure. Compt
simulations that mimic the dynamics of the involved metabslis patimpayrtant

tool in revealing underlying disease mechanisms. Here, we present a dynamic comy
model of faticid betaxidation and apply it to understand the consequences of i) fat
overload and ii) the deficiency of madiimacyCoA dehydgenase (MCAD). The

model is built on known kinetic equations and measured kinetic parameters, which \
entirely based on literature data -fmeragnzymes. The kinetic model predicts the
fluxes through the individual enzymes of taeidfatigtaxdation and the
concentrations of the intermediate metabolites and their dynamic response
perturbations.To validate the model predictions, we have measured the oxyg
consumption flux and the concentrations of acylcarnitines (C4 to C16)liveisolated rat
mitochondria upon addition of paldufoyds substrate. The oxygen flux reaches a
constant value when the acylcarnitines still vary in time.-Jtagestegidgn flux as

well as the dynamics of the acylcarnitine concentrations, showed quantitati
correspondence between model and experiment.Subsequently, we first studied
effects of an overload of fatty acids such as seen in obesity. In the model this was ¢
by increasing the concentration of p&mfoyhe model simulations showed a fl
optimum: above a certain substrate concentration the pathway was overloaded, the
dropped and intermediate metabolites accumulated. This could be prevented
changing the ratio of NNBDH, showing a tight interplay betweenridegian and
respration. Secondly, an inborn enzyme deficiency ofchagdiacyToA
dehydrogenase (MCAD) was studied. In a mouse model of MCAD deficiency the
through the fatdygid betaxidation was equal to that of control mice; however
increased concentratiohsC6 and G&ylcarnitines were observed. The computer
model reproduced these results provided that the expression levels of the remair
acylCoA dehydrogenases were adapted. Current work aims at experimental validatio
these predictions.

In conclusn, computer simulations ofafaEtty betaxidation have yielded new
insights and hypotheses about the functioning of fat metabolism in metabolic disea
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Role of NLRP3 in obesityluced liver steatosis and inflammation

A.A.A. AdaimP.J. BakkerG.W.J. Teskel.C. Gaemérs J.C. Leematis ITytgat
institute for liver and intestinal researcPathdlogy, AMC. Amsterdam, The
Netherlandd,ast authors

The NLRP3 inflammasome is a cytosolic protein complex consisting of the regula
subuniNLRP3, the adaptor ASC and the effector subuntlCAspigagon of this
inflammasome leads to production of proinflammatory cytokines. Obesity is charactel
by low grade metabolic inflammation in the absence of infection. Recent studies shc
NLRP3 involvement in this oHesliiged inflammation and related metabolic
pathologies such as insulin resistance and liver steatosis: NIrp3 knockout (KO) n
showed less liver steatosis and inflamirtaiorain focus of this project is to address
the éfect of NIrp3 knockout on liver pathology and metabolism under different diet
conditions. For this, groups of C57BI/6J wildtype and NIrp3 KO mice were fed for
weeks: (1) a control diet (C), (2) a control diet plusdhudtodeng water (B),q

western (45 kcal% fat ) diet (W) or (4) a Western diet phisHrdatdseg water

(WF). During this period, food and water intake and bodyweight were documen
Multiple organs, urine and plasma were collected at sacrifice. Liver manrphology (t
steatosis (ORO), fibrosis (PSR) and glycogen content (PAS) were analys
histologically. Liver triglycerides were also measured in liver homogenates by a qu
tative colorimetric assay. Liver gene expression analyses for important inflamma
cytokies and metabolic regulators were performed by quarRiGRWEIIRVestern

diet subgroups (i.e. W and WF groups) showed a tendency to higher bodyweight i
than the control diet subgroups (C groups), regardless of the genotype. Histol
showed morevér steatosis in the Nirp3 KO mice W and WF groups compared ftc
wildtype mice; mild steatosis was also present in the NIrp3 KO mice F group wherea
steatosis was observed in the wildtype mice F group. In contrast, inflammation was r
prominent in vijijde mice than in NIrp3 KO mice and more fibrosis was seen in wildtyp
mice exposed to fructose water [i.e. F and WF groups]. Analysis of liver gene expres
of important inflammatory cytokines and metabolic regulators are ongoing.

In conclusn: NIrp3 KO mice subjected to a Western diet do not show reduce
bodyweight gain and liver steatosis compared to wildtype mice. They do however s
reduced liver inflammation and fibrosis, which implies that in this model steatosis
inflammation amet correlated.
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Immunochigpased analysis 0f72.000 individuals identifies 50 novel IBD loci,
refining definitions of disease pathways

R.K.Weersrhan behalf of the International IBD Genetics Coti3eptiuaf, Gastro
enterology and Hepatglddniversity of Groningen and University Medical Center
Groningen, The Netherlands

IntroductiorA seminal finding of the gemodeassociation study (GWAS) era is the
identification of a marked overlap of loci betweermiedmated diseases. The
IMmunochip Consortium designed a custo
polymorphisms focused on: 1)mépping 190 known loci for 9 different
immunenediated diseases and; 2) followtap 2000 UC and CD GWAS signals not
previously studietiethods A metanalysis was performed combining HapMap3
imputed CD and UC GWAS data with a largentrabe€ohort genotyped on the
Immunochip. Altogether, 19,416 CD, 17,016 UC and 36,602 controls, all of Europ
ancestry were analyz&esults We idetified 50 novel genomic regions with
genomavide significant associatievaliie < 5 x ), bringing the total number of

IBD loci to 149. These new associations further implicate Th17 cells (RORC, the T
master transcription factor), the Thl p#&8Wwal, involved inl2L signaling;
IFNGR2, interfergamma receptor 2);stmulation (ITGAL, integrin -albial),

the TNFj pathway (LITAF, lipopolysaccharide induced TNF fh&asigrdkng
(NFKB1/p50; TRAF3IP2), thefakiiRy (KIR3DL3legki cell immunogloblikia
receptor), and the NOD2 pathweagp@clic association to RIPK2, the NOD2 signaling
partner).Previously identified UC loci are now also confirmed CD loci (IL2/IL2]
IFNg/IL22/IL26, FCGR2A); conversely, known CD lomnstratdeassociation with

UC (PTPN2, LRRK2, IKZF1). The large sample size provides jpoayelo énd

define differential effect sizes. A rangespédiiie, U€pecific and IBj2neral

effects is observed. Among autophagy genes, while the #sBGdiation is
CDspecific, significant associations are observed for IRGM in both CD and UC, all
with more modest effect sizes in UC compared to CD. The IFNGR2 associatior
CDspecific; distinct, ladfunction mutations in IFNGR2 have beelatadswith
increased susceptibility to mycobacterial infections. Multiple loci previously be
associated with other imrmediated diseases including rheumatoid arthritis, celiac
disease, multiple sclerosis, type 1 diabetes, psoriasis and SL&assooiatal

with CD (CLEC16A, SLC12A5, ANKRD55, CD40, STAT4, JAZF1) and UC (C5or
PSORSI1C1).

Conclusionsimmunenediated diseases are associated with numerous loci that are
often shared between disease subtypes. Distinct phenotypes are dhgtinguished
different combinations of loci, variable effect sizes and distinct allelic architectures w
loci. Future genetic and genomic studies focused on these loci will facilitate therape
interventions across these diseases.
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Genome wide analysis idéie8 mitotic recombination as cause of somatic loss of
heterozygosity in cysts from polycystic liver disease patients

M.J. JanssénR. PfungtJ.P.H. DrentiDept. of Gastroenterology & Hepatology,
2Dept. of Human Genetics Radboud University NigdegéiCentre, Nijmegen, The
Netherlands

Somatic mutations play an important role in the progression of many diseases, inclu
inheritable cancers, and benign disorders such as polycystic liver disease (PCLD).
recently found in PCLD patientsaitgta PRKCSH germ mutation, that 76% of the
liver cysts had lost the wild type PRKCSH allele through loss of heterozygosity (LC
The aim of this study was to determine the nature and the extent of the underly
somatic genomic changes. We isolategbidyslial cells from liver tissue which was
obtained during laporoscopic cyst fenestration from a PCLD patient carrying
€.292+1G>C PRKCSH germ mutation. Cells were isolated from adjacent liver tis
using EDTA and trypsin. Identity of the celimfivaed using CK19 staining. We
performed a genome wide cytogemedie analysis (Affymetrix Cyt6Skdanwith

2.7 Million probes of which 750.000 SNP probes) for high resolution imaging of both
number variations and LOH regions from 2 cypthidJmpproach we found that the

LOH region leading to loss of the wild type PRKCSH allele was in both cysts the rest
terminal copy number neutral LOH on the short arm of chromosome 19. We cc
identify in each cyst a single breakpoint frorheMb®ig¢ tontinued to the end of the

p arm, covering a region of 14 Mb (megabases) in the first and 18 Mb in the second
The location of the breakpoint was different in each cyst, thereby indicating these c
developed independently and resulted difb@nent somatic event. No other genomic
abnormalities were found.

In conclusion, these data shows that a single breakpoint in the p arm of chromosom
Is responsible for the LOH which leads to loss of the wide type PRKCSH allele in tt
cysts. As ¢hLOH is not caused by a deletion, a mitotic recombination event must ha
occurred leading to copy number neutral LOH. These data provide important insigh
the mechanisms behind somatic mutations in a benign disorder.
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HSPA6 is a prominentigarette smok&nduced gene residing in a UC
susceptibility locus and protects against cytokideced apoptosis

A. RegelingF. ImhannT. BlokZijlH.H. Voldéys).A.L. VisseV.W. BloksK.N.

FabeY, G. DijksttalDept. of Gastroenterologgt Blepatology, University Medical
Center Groningeidept. of Pediatrics, University Medical Center Groningen, The
Netherlands

Ulcerative colitis (UC) is a chronic inflammatory disorder of the gut resulting fror
complex interplay between genetic @wnoherental factors. Remarkably, cigarette
smoke ameliorates UC in a-digsendent manner as it reduces colitis, drug use and
hospitalizations. However, the underlying mechanisms by which cigarette smc
modulates UC remain unclear. UC is charactedmdpbgn of the intestinal
epithelium, where intestinal epithelial cells die from apoptosis. Earlier, we showed
cigarette smoke represses inflamimdticed apoptotic cell death in both intestinal
epithelial cells (BLpand in-lymphocytes (&at). Here, we performed microarray
analysis of cigarette smo#laced genes in both cell types. Genes of which the
expression was significantly changed by smoke and reside in known UC susceptil
loci were analyzed for their putatisgepitdticuhction in intestinal epithelial cells.
DLD1 and Jurkat cells were exposed for various p&idan(D to various
concentrations-§0%) of cigarette sms&wirated culture medium (CSM) and gene
expression was determined using Illumina microaramfikhation byPQR,

western blotting and immunofluorescence microscopy, differentially expressed ge
were compared to genes in UC susceptibility loci as retrieved froramabg#aneta
From these analyses heat shock protein A6 (HSPAé¢tadsHdD cells that
transiently express recombinant HSPA6 were exposed to a cytokine rikture (CM; IL
INFg and TNFa) and apoptosis was quantified by3casipaseMicroarray data
showed smokeduced mRNA expression of various heat shoskrptmith DD

and Jurkat cells (FDR<1%). Most prominently induced geheslis Dei2 HSPAG6
(20.3fold) and HSPA1B (#2l0), stredsduced proteins with -kredlvn
cytoprotective functions. Similar results were obtained for Jurkataoéis.cetipor
viability and metabolic activity was not reduced in cells exposed to CSM up to 3
HSPAG6 expression was bothamledosdependent, with >Z0l@l induction after 6h
exposure to 30% CSM and resulted in a strong, but transient ek aas of
analyzed by western blotting and immunofluorescence microscopy. HSPAG is situats
close proximity of thedd€ociated SNP rs1801274-10ddlls transiently expressing
HSPA6 showed reduced caspamdivity after CM treatment when compared t
contretransfected/Civéated DL-D cells.

We conclude that HSPAG is a cigarettersoicke gene and its geneproduct HSPAG6
provides protection against cydiokmeed apoptosis. HSPA6 may therefore be
involved in the beneficial effect of cigar@kiag in UC.
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