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Welkom o p het Bootcongres in Zeist!

Namens de organisatiecommissie van het UMC Utrecht nodig ik u van harte uit
om deelte nemen aan het 29 Bootcongres van de Nederlandse Tratest
tatie Vereniging in Zeist.

Dit jaar hebben wij in het programmaraal ac ht voor een aant al
Wij willen stil staan bij de nieuwe technieken die -jgeeneratie van organen

dichterbij brengen. Ook is er gekozen om stil te staan bij betekenis van een
orgaanransplantatie voor de psyche en voortplanting. Als derde thema willen

wij stil staan bij de kracht van de aantallen en de rol van big data in dtrg@&n

plantatieln het kader vae de z e t hemads Z alneerdee n aar
Nederlandse en buitenlandse gasekers een voordacht geven.

Bovendien is een bijzonder groot aantal goede abstracts ingediend. Op basis
hiervan hebben we een interessant en representatief programma kunnen
samestellen. Deves chi | | ende di sciplines en ther
transplantatiavereld van basaal onderzoek tot en met patiéntgebonden eva

luatie zijn alle goed vertegewordigd. Het geeft een goed overzicht van het

hoge niveau van de Merlandse transplantatie geneeskunde. Naast de orale
presentaties zullen er wederom gemodereerde postersessies zijn waarin pro
fessionals hun expertise kunnen delen.

Vanzelfsprekend is er dit jaar weer een aparte onderwijssessie. Ook is er na
hetgrotesucces van het afgel open jaar een s
waarbij het programma geheel door een aantal jonge onderzoekers zelf is inge

vuld.

Namens de organisatiecommissie van het UMC Utrecht wens ik u allen een

boeiend, interactief en vaal ook plezierig congres!

Arjan D. van Zuilen
Voorzitter organisatiecommissie UMtrecht
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Harten Twee
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Accreditatie is verleend door de volgende verenigingen:

Nederlandse Vereniging voor Heelkunde
Nederlandse Vereniging voor Immunologie
Nederlandse Internisten Vereniging

Nederlandse Vereniging voor Kindergeneeskunde

14
12
10
12

Nederlandse Vereniging van Artsen voor Longziekten en Tuberculosé?2

Nederlandse Vereniging van Mdagrm-Leveaartsen

Nederlandse vereniging voor Thoraxchirurgie

V&VN, kwaliteitsregister algemeen
V&VN, kwaliteitsregister, deskundigheidsgebied Dialyse

V&VN, verpleegkundig specialisten register

10
10

12
12
12



Hotel Theater Figi Zeist

Het Rond 2

3701 HS Zeist

Telefoon: 030 692 74 00
Website: http://figi.nl/hotel/

Bereikbaarheid met openbaar vervoer

Hotel Theater Figi is per openbaar vervoer uitstekend bereikbaar.
BijhetNSst ati on &FBniseenf@gpnca. 33 kil ometer

taxi s, als bussen die vliak voor Hot el
Utrecht, hawiwe9292 Hlevivw.riR.0l Dalldreéchtse Taxi
Centrale (UTC)bi edt een speci aal taxi tarief v

Zie verder ookhttp://figi.nl/contact/routebeschrijving/

Bereikbaarheid met de auto

Zie voor informatie:http://figi.nl/contact/routebeschrijving/

Parkeermogelijkheden

De parkeergarge is direct naast Hotel Theater Figi gelegen en is kosteloos
voor hotelgasten. Uitrijkaarten kunt u verkrijgén de receptie van Figi.

Voor de uitrijkaarten gelden de volgende tarievet A gdeel- G 4, 00
2 dagdeleaBddagelBe®O0012, 00.

Wifi

In Hotel Theater Figi is een openbaar \Ahetwerk beschikbaar waarop u kunt
inloggen, een gebruikeraam/wachtwoord heeft u niet nodig.


http://www.9292.nl/
http://www.ns.nl/
http://figi.nl/contact/routebeschrijving/
http://figi.nl/contact/routebeschrijving/

Plattegrond zalen

THEATER- EN
CONGRESZALEN
Hendrik Marsmanzaal

>

B Willem Pijperzaal
n Johan de Meesterzaal
Bl Anne de Vrieszaal

\ H Lumiére Foyer

n Theaterfoyer 3e verdieping

BANQUET- EN
VERGADERZALEN
Suites
Bl Boardrooms
n Hotelkamers
m Dakterras
m Atrium le verdieping
lCopiinzool
m Springerzaal
m Zocherzaal

m Tersteegzaal
Tersteeg-/Zoch

m Daniél Marotzaal
De Boschzaal
m Stoopendaalzaal

ﬂ Afrium begane grond
m George Figi Salon
m Stuivinga Salon

B PARKEERGARAGE

ALGEMEEN
m Hotellobby
m Restaurant
m Terras
m Espressobar
m Theatercafé
Theaterfoyer begane grond

Voor het Bootcongres zijn  de volgende congreszalen in gebruik:

1: Hendrik Marsmanzaal, begane grond (het balkon off étagje isietin gebruik)
2: Willem de Pijperzaal °ktage
3: Johan de Meesterzaat étage



Inleveren presentaties

Wij verzoeken sprekers zo spoedig nagk na aankomst de presentatie in te leveren
in de Bosch en Stoopendaalzaal op de eerste etage (bereikbaar met de lift vanuit de
hotellobby).

Ophangen posters

De posters graag direct na aankomst ophangen op de gereed staande (en-genum
merde) posterbaoden. Deelnemers worden verzocht de posters pas te verwijderen
na de laatste pauze op donderdag 9 maart.

Tijdstip en locatie van de maaltijden

Woensdag

Lunch: 13.0@ 14.00 uur Atrium begane grond

(deelnemers aan de onderwijssessie ontvangen lapdeeen lunchpakket)
Diner: 19.000 21.30 uur CopijrZocher-Springerzaal

Donderdag
Lunch en moderated postersessies: 120183.30 uur
Atrium begane grond en Theaterfoyer



Bijeenkomsten voorafgaand en tijdens Bootcongres

Dinsdag 7 maart 201 7

LandelijkOverleg Nier Transplantatie 16.000 19.00
LocatieSpringerzaaligi
Landelijk Ovdeg Regionale Uithame Teams 15.30017.30

LocatieCopijnzaal Figi

Landelijk Overleg Transplantatie Thoracale Organen 17.000 19.30
LocatieZocheraal- Figi

Landelijke Werkgroep Transplantatie Verpleegkunde 18.000 19.00
LocatieCopijnzaalFigi

Donderdag 9 maart 2017

Ledenvergadering Nederlandse Transpdéie Vereniging 17.008 18.00
LocatieHendrik Marsmanzaal



Schematisch overz icht programma
Woensdagochtend 8 maart 2017

Woensdag Hendrik Marsmanzaal

10.00610.30 Ontvangst en registratie Theaterfoyer begane grekdffie Atrium en Theaterfoyer

103061040 Opening congres door voorzitter NTV MarligsJ.Reinders en voorzitter LOC ArjaiD. van Zuilen
10.40011.45 Plenaire sessie I:

Thema: Innovation in Organ replacement
- MarianneC. Verhaar (Utrecht): Organ (Rigeneration, the next step
- Jos Malda (Utrecht): CafP Organ

11.450 12.45 Plenaire sessie II:
- Sese verzorgd door Eurotransplant, i.v.m.-ig bestaan

12.3 6 1350 Lunch/onderwijssessie

10



Woensdag

12.508 1350

14.000 15.30

15.300 16.00

16.000 17.15

17.300 19.00
19.00

Lunch Theaterfoyer

Thee Theaterfoyer

Schematisch overzicht programma
Woensdagmiddag 8 maart 2017

Hendrik Marsmanzaal Willem Pijpe rzaal

Onderwijssessie + lunchpakket
- EdA. van de Graaf (UMCU)
Schimmelinfectie in transplantatie
- RutgerJ.Ploeg
Welke mechanismes liggen ten
grondslag aan machine preservat
Plenaire sessie lll
Thema: Non immunological issues after transplantatiol

- Heike Spaderna (Trier, Germany):
Psychosocial issues before and after solid
organ transplantation

- Robin Vos (LeuverBelgi§:
Fertiliteit en zwangerschap

- Maaike A SikmgaUMC Utrecht)
Inzichten in tacrolimus kinetiek

Hendrik Marsmanzaal Willem Pijperzaal

Plenaire sessie IV

20-jarig bestaan van Nederlandse Transplantatie Stich
gevolgd doorfeestelijke toast op NTS

Parallelsessi®d\Wasaal 1 Parallelsessiedtlinisch 1

Diner

11

Johan de Meesterzaal

Johan de Meesterzaal

Parallelsessie &Klinisch 2



Donderdag

08.008 09.00

09.008 10.30
10.306 11.00 Koffie Theaterfoyer

11.000 12.15

12.156 13.30 Lunch Theaterfoyer
13.300 14.30

Schematisch overzicht programma
Donderdagochtend 9 maart 2017

Hendrik Marsmanzaal Willem Pijperzaal Johan de Meesterzaal
Early Bird Sessie Early Bird Sessie
Parallelsessie BIEarly Bird sessie Parallelsessig & klinisch 3

Richtlijnen in niertransplantatie
georganiseerd door LONT

Parallelsesdi¢ - basaal Parallelsessie-Xerpleegkunde Parallelsessiel Xklinisch4

Na koffiepauze vervolg plenaire sessie in de
Hendrik Marsmanzaal

Plenaire sessie IXII

Thema: PatiéntenparticipatieKeuzesin de orgaantransplantaties: kwantiteit of Kwaliteit
- Kwaliteit HannekeM. Kwakketvan Erp
- Kwantiteit HeroldJ.Metselaar

- Harten spreker voorgedragen door HartenTwee

- Nieren spreker voorgedragen door Nierpatiénten Vereniging Néaled

- Lever spreker voorgedragen door Nederlandse Leverpatiéntenvereniging
- Longen spreker voorgedragen door Nederlandse Cystic Fibrosis Stichting

- Wrap-up Bernadette).J.M-daaseKromwijk
ModeratedPostersessi€liisch Basaal, Donatie/Verpleegkundig/paramedisch)

Plenaire sessie XIV
Thema: Big Data

- HennyG. Otten (Utrecht):
PROCARE

- FolkertW. Asselberg (Utrecht):
iGene TRAIN

12



Donderdag

14.300 16.00

16.000 16.15

16.150 16.55

16.550 17.00
17.000 18.00

Schematisch overzicht programma
Donderdagmiddag 9 maart 2017

Willem Marsmanzaal Willem Pijperzaal

Parallelsessie X\Basaal Parallelsessie XVI

Thee Theaterfoyer

Young investigators sessie

Aan deze sessie zullen diverse
sprekers een bijdrage leveren

Theaterzaal

Plenaire sessie KVI
Thema: Prijsuitreikingen

Uitreiking van de ATRP prijs 2017

Lezing winnaar van de Astellas Trans(p)tédt)jonele Research Prijs 2016
Uitreiking Novartis Transplantation Awards 2017

Uitreiking LWTV Innovatiekwaliteitgrijs 2017

Lezing LWTYV Innovati&waliteitsprijs 2015

Uitreiking Distinguished Research Award 2017

Uitreiking Gauke Kootstraprijs 2017, galgd door lezing van de prijswinnaar

Sluiting congres door Arjab. van Zuilen, voorzitter lokaal organisatiecomité

Algemene ledenvergadering Nederlandse Transplantatie Vereniging

13

Copijnzaal

Parallelsessie XVI

Bijeenkomst Transplantatie
codrdinatoren



Woensda@ maart 2017

Sessie | 0 Plenair Hendrik Marsman zaal

10.00 Ontvangst en registratie
10.30 Opening

Voorzitters:Dr. MarliesE.JReinders, voorzitter Nifernishefroloog LUMC
Dr. AjanD. van Zuilen, voorzitle®Cinternishefroloog UMCU

Thema: Innovation in Organ replacement

10.40 Organ (Re -)generation, the next step
Profdr.MarianneC. Verhaahoogleraar experimentele nefrologie
Afdeling nefrologie, UMC Utrecht

11.15 Ctrl -P Organ?
Dr.ir. JoMalda,
Afdelingorthopaedie UMC Utrecht
Gezondheidszorg Paard Universiteit Utrecht

11.45 Einde Sessie |

Sessie Il d Plenair Hendrik Marsmanzaal

Voorzitters:

Thema: 50 jaar Eurotransplant

1150 In het kader va het 5Gjarig bestaan zal stil gestaan worden bij de ont
staansgeschiedenis van Eurotransplant en de ontwikkelingen in de
diensten die Eurotransplant leverde en levert.

12.50 Lunchpauze

Deelnemers aan de onderwijssessie kunnen zich begeven naan de Will
Pijpezaal op de eerste etage. Bij de ingang van de zaal wordt een lunchpakk
uitgereikt.

14



Woensdag 8 maart 2017

Onderwijssessie Willem P ijperzaal

Voorzitters:Dr. Martin J. Hoogduijn, wetenschappelijk medewerker, Erasmus MC
Prd. dr. HenrG.D. Leuvenink, onderzoeker UMC Groningen

12.9 Schimmelinfectie in transplantatie
Dr. EdA.vande Graagflondgransplantatiearts UMC Utrecht

1320 Welke mechanismes liggen ten grondslag aan machine
preservatie?

Prof. drRutger J. lg, chirur@)xford Transplant Centre, U.K.

13.9 Sluiting onderwijssessie

Sessie Il d Plenair Hendrik Marsmanzaal

Voorzitters: Dr. EAA.van de Graalipngtransplantatiearts, UMC Utrecht
MarionJ.C. Wessels, M&rpleegkundig specialist, UMC Utrecht

Thema: Non immunological issues after transplantation

14.00 Psychosocial issues before and after solid organ trans -
plantation
Prof. drHeikeSpaderndJniversitat TriegGermany

14.30 Fertiliteit en zw angerschap
Prof. drRobinvosUniversiteit Leuv@&glgié

15.00 Inzichten in tacrolimus kinetiek
Dr. Maaike ASikmaintensivist UMC Utrecht

15.30 Koffiepauze

15



Woensdag 8 maart 2017

Sessie IV 0 Plenair Hendr ik Marsmanzaal

Voorzitter: Drs.Bernadettd.J.NHaaseKromwijkdirecteur NS

Thema:  Twintigjarig jubileum N ederlandse Transplantatie Stichting

16.00 Presentatianijlpalen 20 jaar NTS
Drs. BernadetteJ.NHaaseKromwijk, directeur NTS

16.20 In he kader van het 2@arig bestaan zal Paul Smit (filosoof en cabaretier)
een voordracht verzorgen en stil staan bij de rol van de NTS in een
unieke mix van humor en inhoud.

17.®b Afsluiting jubileumprogramma
Prof. dr. Willem Weimaoorzitter NTS

17.15 Einde jubileumprogramma

Parallelsessie V 0 Basaal 1 Hendrik Marsmanzaal

Voorzitters:Prof. drCarlaC.Baan,Hoofd Transplantatie Laboratorium, Erdd@us
Dr. MaartenB.Rookmaakemternishefroloog UMC Utrecht

Thema: Analyse niet-hematopoietische cellen in orgaantransplantatie
Voordrachten in het Engels, spregktijdutendiscussietyiminuten

17.30 The role of recipient epithelial cells in regeneration after liver trdas
tation: Different kinetics of chimé&m for hepatocytes and bile duct epi
thelial cell{p. 52)
F.J.M. Rdos).W. SelténW.G. PolakM.M. VerstegerH.F.B.M. Sledd&ns
M. Doukas H.J. Metseldar].N.M. 1Jzermarand L.J.W. van der L'aan
'Dep of Surgery, Erasmus Medical Centardroit, RotterdarfDep of
Pathology, Erasmus Medical Center Rotterdam, Rotfspgaof, Gastro
enterology and Hepatology, Erasmus Medical Center Rotterdam, Rotterd:
The Netherlands

16



Woensdag 8 maart 2017

Parallel sessie Vo Basaal 1 Hendrik Marsmanzaal

17.42

17.54

18.06

18.18

Regeneration of kidney vasculature with human kieheryved ende
thelial cells in decellularized rat and human kidr{py$3)

D. LeunirtgA. de Graaf C.W. van den Bér§. Lieversl. WiersniaH. de
Boet, C. Avramyjt B. van den BérgC. van KootgnM. Reinders M.
Takasath M. Littlé>, M. Engelseand T. Rabelihk'Nephrdogy, LUMC,
Leiden2Cell Biology, LUMC, Leiden, The NethefRHGEN Center for
Developmental Biology, Kobe, J4ardoch Childrer®esearch Institute,
Melbourne’Pediatrics, The University of Melbourne, Australia

Expansion and characterization of peribiliary gleagident stem cells

using organoid culture. 54)

M.M.A. Verstegem. de Wolf K. Burka M.J.C. Bijveldd. Gehaft J.N.M.

IJzermans H.R. de Jorfgand L.J.W. van der Laaiept of Surgery,
’Gastroenterology HepatologyErasmus Medical Cedtaiersity Medical
Center, Rotterdafiubrecht Institute, Utrecht, The Netherlands

Ageing of bone maow and umbilicakord derived MSC during culture
expansionp. 55)

S.F.H. de WitteE.E. LambérA.M. Mering T. Strinj J.C.W. Doulrers.J.
Ellimaf P.N. Newsorhel.E.M.M. de Kkie.C. Baarand M.J. Hoogdudijjn
Nephrology and Transplantatidept of Internal MedicirBgept of Clinical
Genetics MedicinErasmus Medical CentBotterdam, The Netherlands,
30Orbsen Therapeutics Ltd., Galway, Iréhepd,of NIHR Liver Biomedical
Research Unit aenterffor Liver Research, University oinBmem, United
Kingdom

Changes in Myocardial Microvascularisation After Heart Tphamsation

and During Cardiac Allograft Vasculopatlpy 56)

M.M.H. HuibetsF. van Pijpeid.J.H. KirkéJN. de JongeA. Vinkand R.A.

de Wegér Dept of Pathology antCardiology, University Medical Center
Utrecht, The Netherlands

17



Woensdag 8 maart 2017

Parallelsessie V 0 Basaal 1 Hendrik Marsmanzaal

18.30

18.42

18.54

Inflammatory conditions dictate the effect of MSC on B celltionc

(p.57)

F. Luk L. CarreraRlanelfa S.S. KorevdaS.F.H. de WitteF.E. Borras
M.G.H. BetjgésC.C. BaanM.J. Hoogduijand M. Franqué'sa *Nephrology

and Transplantation, Dept of Internal MediEmemus Medical Center
University Medical @an Rotterdam, The Netherlarftigphrology and
Transplantation, Institut d'Investigacié Germans Trias i Pujol, Badalona, Spa

In vivo tracking of live and dead mesenchymal stromal @eIE3)

S.F.H. de WitteM. GargeshaA.M. Merinp S.Ellimafy P.N. Nesomé, D.

Roy, C.C. Baarand M.J. HoogddjjtNephrology and Trafetation, Dept

of Internal MedicinErasmus Medical Centeotterdam, The Netherlands,
’Orbsen Therapeutics Ltd., GalwégndrédDept of NIHR Liver Biomeldica
Research Unit ar@enterfor Liver Research , University of Birmingham,
United KingdoniBiolnVision Inc., Mayfield Village, OH, United States of
America

Prijsuitreiking

Parallelsessie VI d Klinisch 1 Willem Pijperzaal

Voorzitters:Prof. drLuukB.Hilbrands, interniséfroloog, Radboudumc, Nijmegen

Thema:

Dr. HannekeM. KwakkeVan Erplongarts, UMC Utrecht

HLA -antilichamen en immunomodulatie

Voordrachten in het Nederlands, spre®hktijauten, discussietijchdhuten.

17.30

Association of repeated HLA mismatches with graft survival imekid
transplantation: data from the Dutch transplant regisoy 59)

J.W. van der Heijdem. HoekstfaC. RanzfnC. KonifaN. Lardiy F.J. van
Ittersurh and S.A. Norohamel VU University Medical Center, Dept of
Nephrology, AmsterdafBanquin Diagnostic Services, Dept of Immuno
genetics, Amsterdaimutch Transplant Foundation, Leiden, The Netherlands;
on behalf of the LONT investigators

18



Woensdag 8 maart 2017

Parallelsessie VI & Klinisch 1 Willem Pijperzaal

17.42 Course of donor specific antiLA antibodies after induction thmapy
with rituximab in renal transplantatiofp. 60)
M.C. Baa§ W.A. Alleb&sM. van den Hoogenl. Joosténand L.B.
Hilbrands 'Dept of Nephrologipept for Blood Transfusion and Transplan
tation Immunolodgyadboud University Medicahter Nijmegen3Dept of
Internal Medicine, Nephrology and TransplarEaéiemus Medical Center
Rotterdam, The Netherland

17.54 Alemtuzumab is superior to ritxumab as induction therapy in ABO in
compatible kidney transplantati¢p. 61)
A.E. de Weerd, M. van Agteren, J-#arKé&estel, J. van de Wetering and
M.G.H. Betjes, Dept of Nephrology and Kidney Transpldradions
Medical Center Rotterdam, The Netherlands

18.06 The value of repeat biopsies in kidney allograft recipients with delayed
graft function(p. 62)
N. SajadjanM.C. van den Heuydl.M. Huijink R.A. P9IS.P. Berdebept
of *Nephrology andPathology andSurgery, University Medical Center
Groningen, The Netherlands

18.18 The role of donorspecific antHLA antibodies in kidney transplant
survival revisited(p. 63)
E.G. Kamburdyd@B.W. Wisgel. JoostédnW.A. Alleb&sA. van der Meer
L.B. Hilbran?}sM.C. BadsE. SpieringC.E. HackF.E. van Reekiym.D.
van Zuileh M. Verhadr M.L. Bots A.C.A.D. DrbpL. Plaisier M.A.J.
Seeleh J.S.F. SandeB.G. HepkerhaA.J. LambécK_.B. BungenrecC.
RoozendaalM.G.J. Tiladu€.E. VoortelL. Wietef) E.M. van Duijnhoven
M. Gelerfis M.H.L. Christiadn§&.J. van ItterstinSA. Nurmohamé&t N.M.
Lardy*, W. Swelséh K.A. van der P&ntN.C. van der Weétdl.J.M. ten
Berg&, F.J. Bemelm3rA. Hoitsmd, P.J.M. wader Bodf J.W. de Fijtér
M.G.H. Betj€s S. Heidt, D.L. Roelth F.H. Clads and H.G. Ottén
!Laboratory of Translational Immunology, UMC Utrecht, Atiechifory
Medicine, Lab. Medical Immunology, Radboud University Medical Cen
Nijmeyen,’Dept of Nephrology, Radboud University Medical Center,

19



Woensdag 8 maart 2017

Parallelsessie VI & Klinisch 1 Willem Pijperzaal

18.30

Nijmegen;Dept of Nephrology, UMC Utrecht, Utrégtlius Center for
Health Sciences andinfary Care, UMC Utrecht, Utreitept of
Nephrology, University of Groningen, UMC Groningen, Giajrtgeh,
Laboratory Medicine, University of Groningen, UMC GrGnamgegen,
8Dept of Transplantation Immunology, Tissue Typing Laboratoight Maastr
UMC, Maastricht’Dept of Internal Medicine, Division of Nephrology,
Maastricht UMC, MaastricHDept of Nephrology, VU University Medical
Cener, Amsterdam‘Dept of Immumyenetics, Sanquin, AmsterdZenal
Transplant Unit, Dept of InternaédMine, Academic MediCanter
Amsterdam?*Dutch Organ Transplant Registry (NOTR), Dutch Transplan
Foundation (NTS), Leidébept of Nephrology, Leiden University Medical
Center, LeidefrDept of Internal Medicine, NephrolBggsmus Medical
Cente Rotterdam, Dept of Nephrology, Rottettiaept of Immuriema

tology and Blood Transfusion, Leiden University Medical Center, Leiden,
Netherlands

Predicted Indirectly ReCognizable HLA epitopes presented by -HLA
DRB1 (PIRCHH), a novel tod to identify permissible HLA mismatches

in kidney transplantatio(p. 64)

K. GeneugelijiM. Niemar J. DrylewitzA.D. van Zuilgn. JoosténwW.A.
Allebes A. van der MeerL.B. HilbransM.C. BadsC.E. HackF.E. van
Reekuy M. Verhadr E.G. KamburdyaM.L. Bofs M.A.J. SeeleniS.
Sanders B.G. HepkerfaA.J. Lambéck_.B. BungefelC. Roozendial
M.G.J. TilartusJ. VanderlodhtC.E. Voorfer L. Wieteh E.M. van
Duijnhovefy M. Gelen§ M.H.L. ChristiadfhsF.J. van Itters, SA.
Nurmohaméd N.M. Lardy, W. Swelséf K.A. van der PaihiN.C. van der
Weerd®, 1.J.M. ten BerdgeF.J. Bemelm3nA. Hoitsm4 P.J.M. van der
Boo¢, J.W. de FijtérM.G.H. Betj¥sS. Heidf, D.L. Roel&nF.H. Clads

H.G. Otteh and E. SpierifgsiLaboratory of Translational Immunology,
University Medical Center Utrecht, Utrecht, The Neth&@PH@BIE AG,
Berlin, GermansDept of Nephrology, University Medical Center Utrecht,
Utrecht,/Laboratory Medicine, Listedical Immlogy, Radboud University
Medical Center, Nijmegidept of Nephrology, Radboud University Medical
Center, NijmegefAJulius Center for Health Sciences and Primary Care,
University Medical Center Utrecht, Utf@ikitsion of Nephrology, Dept of
Internd Medicine, University of Groningen, University Medical Cente
Groningen, Groning#rept of Laboratory Medicine, University
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18.42

18.54

of Groningen, University Méd@enter Groningen, GronindBept of
Transplantation Immunology, Tissue Typing Laboratory, Maastricht Univer
Medical Center, MaastrichBept of Internal Medicine, on of Nephro

logy, Maastricht University Medical Center, Mad&bragttof Nephrology,

VU Medical Center, Amsterddfept of Immunogenetics, Sanquin,
Amsterdam®*Renal Trapsant Unit, Dept of Internal Medicine, Academic
Medical Center, Amsterddffjutch Organ Transplant Registry (NOTR),
Dutch Tranmsant Foundation (NTBgiden>Dept of Nephrology, Leiden Uni
versity Medical Center, Leid&8bept of Internal Medicine, Nephrology,
Erasmus Medical Centeotterdam, Dept of Nephrology, Rottetdaept

of Immunbematology and Blood Transfusion, Leiden Universay Medic
Center, Leiden, The Netherlands

Two promoter polymorphisms in the genes encoding for commat
regulating proteins CD46 and CD59 in kidney donors are associated
with biopsy proven acute rejectiofp. 65)

L.A. MichielsemA.D. van ZuilenT. KardoHoefnagél M.C. Verhaaand
H.G. Otteh) 'Dept of Nephrology and Hypertension, Universitsl \editer
Utrecht, UtrechtLaboratory of Translational Imofagy, University Medical
Center Utrecht, Utrecht, The Netherlands

Prijsuitreiki ng
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Voorzitters:Drs. Franka E. van Reekum, inteefrsioog, UMC Utrecht
Dr. Michiel C. Warlé, vaam transplantatie chirurg, Radboudliimegen

Thema: Nazorg na orgaantransplantatie

Voordrachten in het Nederlands, spregktijouten, discussiedijchinuten.

17.30 Colorectal carcinoma after renal transplantation: Screening looks like a
valuable optior{p. 66)
C.A.J. Oudmalijell. RoodngtJ.A. Kalan Gestell. Lansdofgogaar, A.J.
Hoitsm3, T. Luth J. van de WeteringDept of Nepiology &Tranglan
tation, Erasmus University Me@eateiRotterdantDept of Public Health,
Erasmus University MediCainter Rottedam, *Dutch Organ Transplant
RegistryDutch Cancer Regititra, The Netherlands

17.42 Actieve ziekte preransplantatie is een onafhankelijke risicofactor voor
terugkeer van primaire scleroserende cholangitis (PSC) -fm&trans
plantatie(p. 67)

T. Visserén L. van KlegfJ.N.M. 1Jzerman®. Polak H.J. MetseldarS.
Darwish Murag Dept *Maag, Darm en LeverziekteADept Heelkunde,
Erasmus Medisch Centrum, Rotterdam, The Netherlands

17.54 Mycophenolate Mofetil trough levels and ChrorLung AllograftDys
functionin lung transplant recipien{p. 68)
C.L.A. PladetK.M. VermeufenW. van der Bjj G.N. NosséntM.E.
Erasmusand E.A.M. VerschudyébDept of pulmonary diseases and -tuber
culosis?Dept of EpidemiologyDept of catiothoracic Surgery, University
MedicalCenteiGroningen, University of Groningen, The Netherlands

18.06 A sudden increase in delayed graft function in living donor kidney-trans
plartation and a changed peroperative fluid reginfen69)
G.J. Nieuwenisdijoeke, T.M. Huijrk R.A. PoIM. El Moum#fji M.M.R.F.
Struys® and S.P. BerfjeiDept of Anaesthesiology, University of Groningen,
University Medical Center Groningen, Grofidegemf Surgery, University
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of Groningen, University Medical Center Groningen, Groningen,r-The Netl
lands?Dept of Anaesthesiology, Ghent University, Ghent,*Belafiar,
Nephrology, University of Groningen, nikeslical Center Groningen,
Groningen, The Netherlands

18.18 Oxalate deposition in the renal allograft biopsy within 3 months after
transplantation(p. 70)
M.L.H. SnijdérsM.C. Clahsetan GroninggnD.A. Hesselthkand J.I.
Roodndt ‘Dept of Pathogy, Erasmudedical CenteRotterdantDept of
Nephrology and Transplantation, Erabtedgal CenteRotterdam, The
Netherlands

18.30 A lower mean exposure to tacrolimus, not int@atient variability is
associated with chronic active antibody meedhrejection(p. 71)
K.A. Sabfik M.C. Clahs&wan Groning&nT. van GelderM.G.H. Betjgs
'Dept of Nephrology and Transplantation, Erasmus MedicaiDegntef
Pathology, Erasmus Medical Center, Rotterdam, The Netherlands

18.42 The importanceof Acute Kidney Injury in patients with Left Verdular
Assist Devices: A MultCenter study addressing I#nce, Risk Factors
and Impact on dear Mortality and Renal Functid¢p. 72)

R. Muslem K. CaliskanS. Akil) K. SharntaN. Gilotra A. Costantinescy

G. Whitmaf) R. Tedfofd D.A. HesselihkA. BogetsS. Russelind O.C.
Manintvefd ‘Dept of Cardiology, Erasmeglical CenteRotterdam, The
Netherlands,2Johns Hopkins Heart and Vascular Institute, Baltimore,
Maryland3Dept of Interal Medicine, Dief Nephrology and Renal T+ans
plantation, Erasmiedical CenteiUniversity Medical Center Rotterdam,
“‘Dept of Cardiothoracic Surgery, Erabtadal CenteiRotterdam, The
Netherlands

18.54 Einde abstractsessie
Avondprogramma
1900 Ontvangst en dierbuffet Copijn-Zocher-Springerzaal
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Parallelsessie VIl 1 d Early Bird sessiel Hendrik Marsmanzaal

Voorzitter: Dr.SefanP.Bergernntenistnefroloog, UMC Groningen
Thema:  Discussie en consensussessie:
niertransplantatierichtlijnen in ontwikkeling

08.00 Ontvanger keuring
Dr. Marije C. Baas, internesftroloog, Radboudumc Nijmegen

08.15 Donor keuring
Dr. Stefan P. Bergieternishefroloog, UMC Groningen

08.30 Post transplantatie diabetes,
Dr. Aiko P.J. de Vries, intarafsbloog, Leids UMC

08.45 Transplantatie en bot
Dr. Azam Nurmohamed, intesméstoloog, VUmc Amsterdam

Parallelsessie IX o Basaal 2 Hendrik Marsmanzaal

Voorzitters:Prof. dr. Frederike J. Bemelman, intefinidbog, AMC Amsterdam
Prof. dr. Roel Goldschmeding, patholoog UMC Utrecht

Thema:  Biomarkers gerelateerd aan rejectie na orgaantransplantatie
Voordrachten iret Engels, spreek8jchinutendiscussietidminuten

09.00 CD16+ monocytes and skewed macrophage polarization towards M2
type hallmark heart transplant acute cellular reject{pn73)
T.P.P. van den Bésth CaliskdanM.D. Kraalj A.A. Consttinescij O.C.
Manintvefd P.J.M. Leerigd.H. von der ThifseM. Clahsevan Groning&n
C.C. Baanand A.T. RowshaniDept of Internal Medicine and Trans
plantation?Dept of Cardiologipept of Immunology atidept of Pathology,
Erasmus Univeysiedical Center, Rotterdam, The Netherlands
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Parallelsessie IX o Basaal 2 Hendrik Marsmanzaal

09.12

09.24

09.36

09.48

Liquid biopsies: noemvasive rejection detection after heart traplan
tation (p. 74)

L.S.M. HofsteA. Vink J. van KUikE. Sierde Koning F. AhmatjiN. de
Jonge R.A. de Wedeaand M.M.H. HuibérsDept of'Pathology art@ardie
logy, University Medical Center, Utrecht, The Netherlands

Hypothermic machine perfusion reduces reperfusion injurythed bile

ducts after transplantation of donation after circulatory death livers

(p. 75)

R.van Riji?, O.B. van Leeuw&nmA.P.M. Mattéf L.C. Burlatfe R.H.J. de
Kleing M.T. de BokrA.S.H. Godwnd R.J. PortéSection of Hepatobiliary
Surgry and Liver Transplantation, Dept of Sé8jegical Research Labora
tory, Dept of Surgefipept of Pathology, University of Groningen, University
Medical Center Groningen, The Netherlands

MicroRNAs differentiate between antibody andcéll mediated renal
allograft rejectionp. 76)

T.P.P. van den BosthC. Clahsemn GroninggrF. RezaéeD. Nieboéy

E.W. SteyerbérdC.C. Baan Ph.&nd A.T. RowshanDept Internal Medi

cine, Section of Nephrology and Transplantation, Erasnsity WMederal
Center, RotterdarfDept of Pathology, Erasmus University Medical Center,
Rotterdam?®Dept of Gastroenterology and Hepatology, Erasmus Universit
Medical Center, Rotterdam, and Dept of Cell Biology, University Medic
Center Groningen, Grasmtpept Public Health, Erasmus University Medical
Center, Rotterdam, The Netherlands

Compartmental infiltration of kidney allograft with monocyteacro

phage subtypes defines the type of rejectipn77)

T.P.P. van den BésdM.C. Clahsean Goningefhh F. Rezaéde D.A.
Hesselirk D. Nieboér E.W. SteyerbérgC.C. Baarand A.T. Rowshani
'Dept of Internal Medicine, Section of Nephrology anglamtatisn,
Erasmus University Medical Center, Rottélph of Pathology, Erasmus
Universjt Medical Center, Rotterddbept of Gastroenterology and Hepa
tology, Erasmus University Medical Center, Rotterdam, and Dept of C
Biology, University Medical Center Groningen, Groningen, Dept of Pu
Health, Erasmus University té¢dCenter Rottlam, Rotterdam, The
Netherlands
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10.00 Identification of kidney transplant patients at risk for skin cancer by
differertially methylated regions in t cel{fp. 78
F.S. PetérsA.M.A. Peetér$.R. Mandaviyal. van de Weterind!.G.H.
Betje§ C.C. Baaand K. Boé&r'Dept of Internal Medicine, Nephrology and
Transplantation’Dept of Clinical Chemistry, ErasiMeslical Center
University Medical Center Ridir@, The Netherlands

10.12 Antibodies against apoptotic cells present in etage lung disease
patients do not correlate with clinical outcome after lung trplatation
(p. 79)
K. Buddirtg E.A. van de Grjafl. KardeHoefnagél EJ.D. Oudik JM.
Kwakkelvan Erfy C.E. HacK and H.G. Ottén'Laboratory of Translational
Immunology, University Medical Center Utrecht, tlbemhof Respiratory
Medicine, University Medical Center Utrecht, U\@asitgr of Interstitial
Lung Diseases, SttoAius Hospital, Nieuyeén'Depts of Rheumatology and
Dermatology, University MedCenter Utrecht, Utrecht, The Netherlands

10.24 Prijsuitreiking

10.30 Koffiepauze
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Parallelsessie X & Verpleegkundig Willem Pijperzaal

Voorzitters:Marion J.C. Wessels, M#pleegkundig specialist, UMC Utrecht

JuditiM. WierdsmalVisc verpleegkundig specialist, UMC Utrecht

Voordrachten in het Nederlands, spregktijoutendiscussietydminuten

09.00

09.12

09.24

Risk factors and impact on outcomes of trajectories of anxiety and
depresion after liver transplantation: a prospective cohort stidy80)

C. Annenma G. Drenit P.F. RoodhoR.E. Stew§rtH.J. MetselaaB. van
HoeK, R.J. Poftand A.V. RanchdiSchool of Nursing & Health, University
Medical Center GroningébBept of Gastroenterology and Hepatology,
University Medical Center GroniriPemt of Health Psychology, University
Medical Center Groning#ept of Public Health, University Medicalr Cente
GroningeniDept of Gastroenterology and Hepatology, Erasmus Medica
Center, RotterdaniDept of Gastamterology and Hepatology, Leiden
University Medical Centébept of Surgery and Liver Transplantation,
University Medical Center Groningen, T rex|aledis

EXPloring attitudes and factors influencing reproductive Choices in renal
Transplant patients (EXPe&Study)(p. 81)

M. van Buren?, D. Beck?, P. de Haan?, J. van de Wetering® and E. Masse
1Dept of Internal Medicine, Erasmus UniversiiyaM@dnter Rotterdam,
2Dept of General Surgery, Erasmus University Medical Center Rotterdam, °
Netherlands

Posttraumatic stress disorder in liver transplant recipients before and
after transplantation: prevalence, symptom occurrence, and ingusiv
memaies (p. 82)

C. Annema G. Drerit P.F. RoodhoH.J. MetseldarB. van Hoék R.J.
Port& M.J. Schroevemand A.V. RanchotSchool of Nursing & Health,
University Medical Center Gronirtapt of Gastroenterology and Hepa
tology, UnivessitMedical Center Groningédept of Health Psychology,
University Medical Center Gronirtapt of Gastemterology and Hepa
tology, Erasmus Medical Center, Rottetdapt, of Gastroenterology and
Hepatology, Leiden University Medical C&wpt, of Surgery and Liver
Tranglantation, University Medical Center Groningen, The Netherlands
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09.36

09.48

10.00

10.12

10.24

10.30

Dried Blood Spot Monitoring After Lung Transplantation: PatierdssP
pectives(p. 83)

M.J.C. Wess#akket, E.M. van MaarsevéeM.E. Jansseh.D. Luifk E.A.
van de GragfA.C. Egasind J.M. Kwakkein Erfy 'Dept of Heart and
Lung, University Medical Center Utrecht, Utibemgitt,of Clinical Pharmacy,
Univesity Medical Center Utrecht, Utrecht, The Netherlands

Providing guidance to patients with Hepatic Encephalopathy who are on
the waiting list for liver transplantation: a quality improvement project

(p. 84)

M. Heida, J. van der Wal and G. Drentt{ Dlegastroenterology and
Hepatology, University Medical Center Groningen, The Netherlands

Cystic fibrosis related diabetesellitus and lungtransplantati¢p. 85)
[.M. 1Jgosse and H.W. de Valk, Dept of Internal Mé&theieesity Medical
CentelJtrecht, Utrecht, The Netherlands

From proposal to practice: participation of compatible dosrecipient

pairs in the Dutch kidney exchange progr&m 86)

M. de Klerk, W.Quidema, E.K. Massey, W. Weimar, J. van de Wetering,
Dept of Internal Meatne, Section of Nephrology and Transplantation,
Erasmus Medical Center, Rotterdam, The Netherlands

Prijsuitreiking

Koffiepauze
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Vooritters: Dr.MaartenH L.Christiaans, intermstfroloog, Maastricht UMC

Dr. Raechel.Tooropyaat/transplantatiechirurg, UMC Utrecht

Early Bird sessie?

Voordrachten in Hgederlandspreektij@ minutendiscussietigminuten

08.00

Impact of C3dfixing donorspecific HLA antibodies on lorigrm kidney
graft surviva(p. 87)

E.G. KamburdydB.W. Wissel. JoosténW.A. Alleb&sA. van der Méer
L.B. HilbrandisM.C. BadsE. SpieringsC.E. Ha¢kF.E. van Reekym.D.
van Zuilg®, M. Verhady M.L. BotsA.C.A.D. DrppL. PlaisieM.A.J. Seelen
J.S.F. SandeRB.G. HepkerhaA.J. Lambéck.B. Bungehe€. Roozendaal
M.G.J. Tilafu<C.E. VoorferL. Wietet) E.M. van DuijnhoVeM. Gelers
M.H.L. Christiadn&.Jvan Ittersutfy SA. Nurmohamé&tl N.M. Lardy, W.
Swelséh K.A. van der P&ntN.C. van der Weétdl.J.M. ten BergdeF.J.
Bemelmdrd, A. Hoitsm4 P.J.M. van der Bépod.W. de Fijtér M.G.H.
Betjes, S. Heidf, D.L. Roel&énF.H. Cladsand H.G. Otten‘Laboratory of
Transdtional Immunology, UMC Utrecht, Utrégiiipratory Medicine, Lab.
Medical Immunology, Radboud University Medical Center, Rhjeptgen,
Nephrology, Radboud University Medical Center, NijtBegen,of
Nephradgy, UMC Utrecht, Utrectiillius Center for Health Sciences and
Primary Care, UMC Utrecht, Utréigpt of Nephrology, University of
Groningen, UMC Groningen, GronifiBept of Labatory Medicine,
University of Groningen, UMC Groningen, Grébiegeof Transplantation
Immunology, Tissue Typingratdrg, Maastricht UMC, Maastritbept of
Internal Medicine, Division of Nephrology, Maastricht UMC, MdBstritht,
of Nephrology, VU University Medical Center, Amst@&epngf Immunro
gendics, Sanquin, Amsterd&Renal Transplant Unit, Dept of Internal Medi
cine, Academic Medidaknter Amsterdam;*Dutch Organ Transplant
Registry (NOTR), Dutch Transplant Foundation (NTS),“Deigernpf
Nephrology, Leiden University Medical Ceiden’°>Dept of Internal Medi
cine, Nephrologgrasmus Medical Centeotterdam, Dept of Nephrology,
Rotterdam,**Dept of Immur@matology and Blood Tisien, Leiden
University Medical Center, Leiden, The Netherlands
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08.12

08.24

08.36

08.48

A standard frailty indicator for predicting postoperative corogtions
after kidney transplantatio(p. 88)

L. SchopmeyeM. EI Moumhi G.J. Nieuwenhiiseké, S.P. &get, S.J.
Bakket, R.A. PglDept of'Surgery’Anaesthesiologyd *Nephréogy, Uni
versity Medical Center Groningen, The Netherlands

Selfmonitoring creatinine after transplantation: the (un)rbllay of

patient reported data (p. 89)

C.Lvan Lift W. Wang S. van DijK W-P.Brinkmaf; T. RévekarfipM.
Neerinck A.J. Rabelinknd P.J.M. van der Bpddept. of Nephimgy,

Leiden University Medical Centre, Leiden; Deptpafe€@unienteDelft
University of TechnologyftO@épt. of Technology in Healthcare, Prevention
and Health TNO, Leiden; Dept. of Health, Medical and Neuropsychology &
Behavioural Sciericesiden Uversity, The Netherlands

Combined Measurement of Immunosuppressive Agents, Creatinine and
Hematocrit in a Single Dried Blood Spot Using-MSMS and Neanfra

Red Spectrometryp. 90)

A.C. EgasM.J. WessdBakker?M.J.M. Kwakkean Erp?M.E. JansseiB.

Luijk, °’E.A. van de Graai. Oostendorp’El Amrani andE.M. van
MaarseveerClincal Pharmacy, University Medical Center Utrecht, Utrecht.
’Respiratory Medicine, University Medical Center Utrecht?itrisam, of
Heart and Lung, University Medical Center Utrecht, éleguthtf Clinical
Chemistry and Haematology,veusity Medical Center Utrecht, Utrecht
’Current address: Maxiriedcal Center Veldhoven, Clinical Laboratory,
Veldhoven, The Netherlands

Prognostic impact of rejection in biopsies taken during delayed graft
function(p. 91)

N. SajadjdnM.C. van den deel, T.M. Huijink R.A. Pohnd S.P. Berger
Dept of'Nephrology aniPathology an$urgery, University Medical Center
Groningen, The Netherlands
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Parallelsessie X Il d Klinisch 4 Johan de Meester zaal

Voorzitters: Dr. Dries EBraatchirug, Leids UMC

Thema:

Dr. Neelke C. van der Weerd, intemafsbloog, AMC

Pretransplantatie en donatie

Voordrachten in het Nederlasgieektij@ minutendiscussietigminuten

0900

09.12

09.24

09.36

The effect of startinggnteral tube feeding in patients with esthge cys

tic fibrosis before lung transplantatigp. 92)

F.M. Holland®¥, B.C. BroerseiG. Belkean Meerketk N.M. de Roband
E.A. van de Graainternal Medicine and Dermatoltiggpt of Dietetics,
University Medical Center Utregivision of Haoan Nutrition, Wageningen
UniversityCystic Fibrosis and Lung Pramstion Center, University Medical
Center Utrecht, The Netherlands

lliac peripheral arterial disease before kidney transplaom:

the influence of interventiop. 93)

M.A. van der ZijdenM. Lagirlg J.A. Kalan Gestel M.J. Poldervdart
H.J.A.N. Kimeha&®. ten Raaand J.I. RoodhaDept of'Internal Medi

cineand 2Surgery,Erasmus Medical Centgniversity Medicale@er,

Rotterdam, The Netherlands

The agonal phase of DCD donors: parameters of sucogs$)

H. Peters SengerR.W. Klaas&nJ.A.M. Hagenaar.l.ld#, J.J. Homan

van der Heide J.I. Roodra&and F.J. BemelrhalRenal Trapsant Unit,
Academic Medical Center AmsterdRenal Transplant Uitasmus Medi

cal CenteRotterdanyDept of Surgery, Academic Medical Center Amsterdam,
The Netherlands

Abdominal organ procurement in The Netherlands An analysis of
quality and clinicampact(p. 95)

J.D. de Bder W.H. Kopfy K. Oomsde Vrigs B.J.J.M. Haasmmwijk C.

Krikké, J. de Jorfg&.W.E.an Heur”, A.G. Baranéki.A.an der Vliétand

A.E. Bra3t'Dutch Transplant Foundation, Leiden University Medical Cente
?Dept of Surgery, University Medical Center Groribgpn,of Surgery,
Erasmus Medical Center RotterdBapt of Surgery, Maastricht University
Medical CentetDept of Surgery, Radboud University Nijmegen Meéical Cen
ter,°Dept of Surgery, The Netherlands
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09.48

10.00

10.12

1024

Influence of Ischemic Agonal Phase on Hepatic Ischemia / flsiper
Injury and Postoperative Outcomes in DCD Liver Tratentation(p. 96)

M. Kalisvart, J.E. de HagnW.G. Polak J.N.M. 1Jzermidn®d.A.M.P.J.
Gommers H.J. Metseldarand J. de Johgt¥ept of Surgery, Division of
Transplant Surgefipept of Intensive CafBept of Gastemteréogy and
Hepatology, Erasmus University Méditalr Rotterdam, The Netherlands

DonorDialoog Rotterdam: Niet willen, Kt mogen of Niet weten?
(p. 97)

Y. van Hemmen and J. Reiger, Nederlandse Transplantatie Stichting,
Netherlands

Validation and calibration of the prognostic KidnBpnor Risk Index
(KDRI) scoring system of deceased donors for renal tpdaustation in
The Netherlandqp. 98)

H. PeterSengets M.B.A. Heemskérkl.J. Homan van der HeidgP.
Bergerand F.J. BemelmhadRenal Transplant Unit, Academic Medical,Cent
Amsterdam?Dutch Transplant Foundation, LeftRamal Trapsant Unit,
University Medical Center Groningen, The Netherlands

Koffiepauze
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Sessie Xl d Plenair Hendrik Marsmanzaal

Voorzitters: Dr. Nicolaas de Jonge, cardioloog, UMC Utrecht
Drs.Bernadette J.J.M. Haksemwijkdirecteur WS

Thema:  Patiéntenparticipatie: k euzes in de orgaantransplantaties:
kwantiteit of k waliteit

11.00 Kwaliteit
Dr. Hanneke M. Kwakkeln Erplongarts, UMC Utrecht

11.20 Kwantiteit
Prof. dr. Herold J. Metselaar, daagleverarts, Erasmus MC Rotterdam

11.40 Na deze stellingname door beide artsen zal er een patiéntenpanel in
gesprek gaan met de voorgaande sprekers, waarbij uiteraard otixeee
hoorders in de zaal vragen kunnen stellen of deslen aan de discussie.

Aan het patiéntenpanel nemen deel:

Hayo Patrick Angerman (Nederlandse Leverpatiénten Vereniging)
Henk Bakker (HartenTwee)

Nico v.d. MeiNederlandse Cystic Fibrosis Sijchtin

Bart Pijpers (Nierpatiénten Vereniging Nederland)

Sandra Rentinydderlandse Cystic Fibrosis Stjchting

12.10 Samenvatting van de voordrachten en de discussie.
Drs. Bernadette J.J.M. H¥&asewijk, directeur NTS

12.15 Lunchpauze

Vanaf 13.30is er in de Zocherzaal een interactieve sessie van de NVN (max. 50 dee
nemers) : 60Samen beslissen rond nierfun
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Postersessie 9 Klinisch |

Poster presentaties in hetélathds, spreektdninutendiscussietijd 1 minuut.

12.30012.45

Moderator: Dr. DennidA. Hesselink, intermsfroloog, Erasmus MC, Rotterdam

1.

Panel reactive antibodies is a debatable indicator of-pastplant fune

tion and surviva(p. 107)

M. McCaherl§y M.C. Clahsetn GroninggnK.A.L. Maiff J.A. Kafan
Gestéland A.T. RowsharDept of Nephrology & Transplantation, Erasmus
MC, Rotterdam,?Dept of Pathology, ErasmM&, Rotterdam, The
Netherlands

A search for a biomarker tgredict belataceptesistant rejection in kid
ney transplantatiorfp. 1(B)

G.N. de GragvC.C. BaanM.C. Clahsemn GroninggrR. Kraaijevé)d.
Dieterich W. VerschoorD.L. RoelgnM. CadoganJ. van de Wetering.
van RosmalenV. Weimdr, and D.A. HesselinlDept of Internal Medicine,
Div of Nephrology and Kidney Tpkméation, ErasmdC Rotterdam,
’Dept of Pathology, ErasmM@ RotterdamiDept of Immur@matology
and Blood Transfusion, Leiden University Medical CentefDeptdef,
Biostatistics, ErasmWS Rotterdam, The Netherlands

DSA presence does not affect renal histology and clinical outcome in
chronic active antibody mediated rejectign. 1)

K.A. Sabfik M.C. Clahs&wman GroninggnC.W.N. Loom3nJ. Damman

D.L. RoelénM. van Agtertmand M.G.H. BetfesDept of Nephtogy and
Transplantation, ErasmM€, ?Dept of Pathology, ErasmM@ >Dept of
Biostatistics, ErasnMG “Dept of Imnmunohematology and Blood Transfusion,
Leiden University Medical Cehtex Netherlands

Urine neutrophil gelatinasassociated lipocalin (NGAL) after revascu
larization is indicative of renal graft recovery in child(pn110)

K. CransbetgK. Meys A.J.MZwier§ E.A.M. Cornelissed.H. BoutsM.
PheninckxY.B de Rijke H. de JoAgnd C.E.J. SldptBept PedNephre

logy, ErasmC, RotterdantDept Radiology, Maastricht UMC, Maastricht,
3Deptof Anesthesiology, ErasmMGsRotterdantDept Ped\ephrology,
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Radboud UMC, NijmegdDept PedNephrologyAcademic Medical Center,
AmsterdaniDept Clin. ChemistErasmus Medical Center, Rotterdept
Ped Surgery, Erasmus Medical Center, Rotterdam, The Netherlands

Pretransplant numbers of CD16+ monocytes as a novel biomarker to
predict acute rejection after kidney transplantation; a pilot st(joly111)
T.P.P. van den BésdhB. HilbrangsR. KraaijeveéJdN.H.R. LitjehsF.
Rezaet D. Nieboér E.W. Steyerbérd.A. van Gestel.C. Baarand A.T.
Rowshahi'Dept Internal Medicine, Section of Nephrology anplafrans
tation, Erasmus University Medical Center, Rott&dpigf Nephrology,
Radboud University Medical Center, Nijmigphof Gastroentemgyoand
Hepatology, Erasmus University Medical Center, Rotterdam, and Dept of (
Biology, University Medical Center Groningen, Grébamenf Public
Health, Erasmus University &ékdiCenter Rotterdam, Rotterdam, The
Netherlands

Postersessie d Klinisch 2

Poster presentaties in het Nederlands, spi@ekhjgtendiscussietijd 1 minuut.

12.45 96 13.00

Moderator: Dr. Azam Nurmohardeinternishefroloog, Vihedisch centrum

6.

Towards a conditional approado anonymity in the Netherlands® a
multi-center prospective study among anonymous donors and recipients
(p- 112)

M. Pronk D. Slaats|. Doopér D. Pilzeckgrd. VerveljeK. van der Pant

R. Meij¢ér M. van Vligt C. Schrauwerd=. van Reekfml. WierdsniaJ.
Dacku§ P. Ulrichts F. Ddr® W. Weimdr, J. van de Weteringw.
ZuidemaandE. Massey'Dept of Internal Medicine, Nephrology and Trans
plantation, Erasmus Medical Center, Rottef@mpt of Nephrology,
Radboud UMC, Nijmegébgt of Internal Medicine/Nephrology, Renal
Tranplant Unit, Academic Medical Center, University of Amsterdam
AmsterdantDept of Nephrology, UMCG, Gronirigept of Nephrology,
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10.

VUmc AmsterdafiiDept of Nephrology, UMC Utretibept of Nephrology,

UMC Maastricht, The NetherlaP&st London Renal and Transplant

Center, Dept of Renal and Transplant Services, Hammersmith Hospit
Imperial College, Londongedriingdom

Predictors for delayed graft function in living donor kidney trdas
tation (p. 113)

T.M. Huijink®, G.J. Nieuwenhiiseké, N. Sajadjdn R.A. Poland S.P.
Berget Dept of'Surgery’Anesthesiology ahkphrology, Weirsity Mddal
Center Groningen, The Netherlands

Improving recognition of potential tissue donors; a quality inwerent

project by a hospitalist in training in The Netherlar(gs 114)

M.L. de BooinJ. BleBingerliigM. Huijzeden Toof D.C. Grootdoist,

M. Frankede Kostérand C. BrumserDept of Hospital Medicine, Haag
landen Medical Center, The Hadbept of Organand Tissuedonation,
Haaglanden Medical Center Haaglanden, The Blaguisteiner Institute,
Haaglanden Medical Center Haaglantes Hague'Dept of Quality &
Safety, Haaglanden Medical Centedatatmn, The Hagu®ept of Internal
Medicine, Haaglanden Medical Center Haaglanden, The Hague, Tr
Netherlands

Wat is er en wat moet er komen?

Het scholingsaanbod voor doigprofessionals in Nederlang. 115)

H.M. Dentz:, A.H. BrunsWe&inders?, M.E.C. Willeman der Haaks,
C.W.F. Ultéand M. VolbedatNederlandse Transplantatie Stichting Leiden,
2l eids Universitair Medisch Centraiden, 3Maastricht amsitair Madch
CentrumMaastrichtAcademisch Medischt@en AmsterdantUniversitair
Medisch Centrum Groningen, The Netherlands

Does oO0the eye of the donor SHr gec
come?p. 116)

E.L. Tierté J.I. Roodrand F.J.M.Bor, 'Dept of Surgery, Division of HPB

& Transplant Surger§Dept of Nephrology, Erasmus Medical Center,
University Medical Center, Rotterdam, The Netherlands, Imperial College R
and Transplant Ceritdrondon, United Kingdom
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Postersessie d Klinisch 3

Poster presentaties in het Nederlands, spi@ektjgtendiscussietijd 1 minuut.

13.00 0 13.15

Moderator: Dr. Niels P. van der Kaaij, thoraxchirurg UMC Utrecht

11.

12.

13.

14.

The golden hour: lerth of total warm ischemia time presages dieye
ment of severe acute kidney injury after DCD liver tratentation

(p.1T)

M. Kalisvadrt, I. Umbr§ J. de Hadnl. ScalefaA. Schledel. 1Jzermdns
T. Perera J. IsadcA. Mitterhofér P. Miesah and J. de Jongtept of
Surgery, Erasmus Medical Center, Rotterdam, The NefiefnafsHPB
Surgery and Liver Transplantation, University Hospitals Birmingham, Birm
ham, United Kingdotbgept of Clinical Medicine, Nephrology and Balysis
Sapienza University, Rome, flagpt of Intensive Care, Erasmus Medical
Center, Rotterdam, The Nethesland

Mental disorders among unspecified living kidney do(or4 18)

S.Y. Ismgil W.C. Zuidema J. van de WeteringM.T. Hilhordt L.
Timmerman E.K. MasseyJ.N.M. 1Jzerm4ng.J.V. Busschbamhd W.
Weimaf, Dept of'Psychiatryinternal Mediciné\edical Ethics and Philo
sophy andSurgery, Erasmus Medical Center, Universitsl HRugperdam,
The Netherlands

Living kidey donation a major life eventWhat do the donors say?
(p.119)

M.C. PrordkL. TimmermanS. JankiJ. van de Weterin§V.C. Zuidema
J.N.M. 1Jzerm3dnd.J. van Busschhadh Weimal E.K. MasseyDept of
Internal Medicing Dept of Surgefy Dept of Medical Psychology and
Psychotherapfrasmus Medical Center, Rotterdam, The Netherlands

Predictive value of renal transplant scintigraphy for the duration of
delayed graft functio(p. 120)

S. Benjamelts R.A. PHIAW.J.M. Glauden@ans$.P. BergerR.H.J.A.
Slart’, 'Dept of Surgery Transplantation, University Medical Center
Groningen’Dept of Nuclear Medicine and Molecimeging, Uwersity
Medical Center Groningtept of Internal MedicinedDiv of Nephrology,
University Mtical Center Groningéidept of Biomedical Photonic Imaging,
University of Twente, Enschede, The Netherlands
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15.

Kidney Retransplantation in the Ipsilateral lliac Fossa:

A Surgical Challengp. 121)

K. Muller, L.S.S. Oofnsl.l. RoodiatF.J.M.F. BpiT.C.K. TranH.J.A.N.
Kimendj J.N.M. 2&rmansand T. TerkivatgriDept of HPB and Transplan
tation SurgersDept of Nephrology, Erasmus Medical Center, Rotldrdam
Netherlands

Postersessie 0 Klinisch 4

Poster presentaties in het Nederlands, spiekntjgtendiscussietijd 1 minuut.

12.300 12.45

Moderator: Dr. Mariélle A.C.J. Gelens, inteafistoog, MUMC

16.

17.

18.

Comparison of esimated and measured Glomerular Filtration Rate in
Longitudinal Follovup after Living Kidney Donatiofp. 12)

M. van Londen, J.S. Sanders, J.J. de Vries, M.F.C. de Jong, R.A. Pol, S.P
G.J. Navis and M.H. De Borst, University Medical CengarGarmningen,

The Netherlands

Results of the second decade of the Trakifantic Airlift for renal
transplantation recipients from the Dutch Antilles: an unique program
comes of agép. 123)

Z.A. ChoudryH. Peters Sendelis. Ajuldj W. de Velté R. KockJ. Lardy
N.C. van der Weérd.J.H. van der HélijdeA. van der Parivl.M. Ideiand

F.J. BemelntadRenal Transplant Unit, Dept of NephydSt. Elisabeth
Hosital, CuracaéDr. Horacio E. Oduber Hospital, Aruba, The Dutels,Antill
“Dept of Immunogenetics, Sanquin Diagnostic Services, Arixetdain,
Surgery, Academic Medical Center Amsterdam, The Netherlands

A singlecenter retrospective study of kidney graft survival after trans
plantation with a DCDBII donor kidney(p. 124)

N. Slebioda, L.B. Hilorands and M.C. Baas, Dept of Nephrddogg, Rad
University Medical Center, Nijmegen, The Netherlands
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19.

20.

Conversion from tacrolimubased to everolimubased immune
suppressive therapy 3 months after livthgnor kidney transplantation:

A randomizedcontrolled clinical trialp. 125)

R. Bouamar N. Shukéf, J.A.J. OsihgaM.C. Clahsemn Groning&nJ.
Damma# C.C. BadnJ. van de Weteringd.T RowshahiJ. Kalan Gestel

W. Weimat, T. van Geldeérand D. A. HesselinkDept of Hospital Phar
macy,’Dept of Internal Medicint)ept of Pathology, Erasmus Medical
Center, Rotterdam, The Netherlands

The effectiveness of nesurgical inteventions in biliary duct coplica

tions after liver transplantatio(p. 1)

F.J.M. Rdds J.W. PoleyB.E. Hans&nA. Moelkér W.G. Poldkand H.J.
Metselads 'Dept of Gastroenterology and Hepatology, Erasmaoal Medi
Center Rotterdam, Rotterdd®ept of Interventional Réaljy, Erasmus
Medical Center Rotterdam, RotterdBept of Surgery, Erasmus Medical
Center Rotterdam, Rotterdam, The Netherlands

Postersessie d Klinisch 5

Poster presentaties in het Ned@slaspreektigiminutendiscussietijd 1 minuut.

12.45 96 13.00

Moderator: Drs. Femk®l. Molenaar, intermiséfroloog, UMC Utrecht

21

Overweight kidney transplant recipients are at risk of being overdosed
following standard bodyweigliased tacrolimms dosindp. 12)

L.M. AndreWsB.C.M. de Winted.T. TaAgN. ShukérR. BouamarR.H.N.
van SchalkB.C.P. Kd¢f. van Geldérand D.A. HesselinfDept of Hosi-

tal Pharmacy, Erasmus Medical Center, Rotterdam, The Netbepads,
Laloratory Medicine, West China Hospit8iasfuan University, Chengdu,
China,*Dept of Clinical Chemistiept of Internal Medicine, Erasmus
Medical Center, Rotterdam, The Netherlands
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22.

23.

24,

25.

Opposite Acute Potassium and Sodium Shifts During Trlanstion of
Machine Perfused Human Liver Grdfts 128)

L.C. Burlag€ L. HessélsR. van RijA N. Karimiart, A.C. Westerkantp

A.P.M. Mattdr, K. Reyntjehsl. Petold, M.W. Nijstehand R.J. Porte
!Section of Hepatobiliary Surgery and Liver Transplantation, Dept of Surge
’Surgical Research Laboratory, Dept of Sidgptypf Critical Cari)ept

of Anesthesiology, University of Groningen, University Qéatkcal
Groningen.

Coagulatory state in renal transplants recipients. Is therdifierence
between dialysis patients and peenptively transplanted patients?

(p. 1)

G.J. Nieuwenhiijseke, T.A.J. van den Be&)J.L. Bakker. Lismdrand

R.A. Pyl 'Dept of Anesthesiology, University Medical Center Groninge
GroningertDept of Surgery, Div of Transplantation Surgery, University Med
cal Center Groningen, Gronintizept of Nephrology, University Medical
Center Groningen, Groninf@ugical Research Laboratory and Section of
Hepatobiliary Surgery and Liver Transplantation, Dept of Surgery, Univer:
Medical Center Groningen, Groningen, The Netherlands

Hair matters: underrated side effect of immunosuppressive therapy in
children(p. 130

A.H.M. Boutsand M.A. Middelkarup?, ‘Dept of Pediatric Neplogy,

’Dept of Dermatology, Academic Medical Center, Amsterdam, The Nethe
lands

oWhat if this is my chance to sav
public solicitation ofiving kidney donorgp. 131)

M.C. Prordk D. Slaat§ W.C. ZuidemaM.T. Hilhort F.J.M.F. Dot, M.

Betje§ W. Weimal, J. van de Weterin§.K. MasseyShared firstwthor
ship;'Dept of Internal Medicine, Nephrology andplEmaiagion, Esanus

MC, University Medical Center, Rotterdam, The NetH&asf; Medical
Ethics and Philosophy, Erasmus MC, University Medical Center Rotterdam,
Netherlands;West London Renal and Transplant CenttepfdRgnal and
Transplant Services, Harsmith Hospital, Imperial College, London, United
Kingdom
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Postersessie d Verpleegkundig

Poster presentaties in het Nederlands, sp@eknjgtendiscussietijd 1 minuut.

13.00 0 13.15

Moderator: John Dackugndeegkundig specialist, Maastricht UMC

26.

27.

28.

29.

30.

Niet harder maar slimmer werke(p. 13)
D. Pilzecker, Y. Hooghof, I. Dooper, H. Kloke, Dept of Nephrology, Radboud
University Nijmegen Medical Center, Nijmegen, The Netherlands

The influence of surgicaite infections on quality of life in live kidney
donors(p. 133

K. Muller, R.C. Minnee, H.J.A.N. Kimenai, L.S. Ooms, S. Janki,-E.N. Bo
broek, T. Terkivatan, J.N.M. IJzermans, Dept of HPB afaht&izms
surgery, Erasmus Medical Center, Rotiérda Netherlands

Intimiteit, seksualiteit en veilig vrijen na transplantgniel3)

J. van der Laan.Saré, G. Bolt 'Niertransplantaties, Universitair Medisch
Centrum Groningéhevertransplantaties, Universitair Medisch Centrum
GroningeriGroningen Transplantatie Centrum, Groningen, The Netherlands

SIEB: suikers in eigen behdpr 135)
M.J.M. van Helden, MEaas, Nierziekten, Radboud UMC, Nijmegen, The
Netherlands

Vitamine D suppletie bij Cystic Fibrosis patiénten na lcenyplartatie

(p. 13)

M.E. Janssen, M.J.C. Wd3skker, J.M. Kwaklkah Erp, E.A. van de Graaf.
Divisie Hart & Longen, Universitair Medisch Centrum Utrecht
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Postepresentaties in het Engels, spre8ktijdutendiscussietijd 1 minuut.

12.30 6 12.45

Moderator: Dr. BaukeG.Hepkemamedisch immunoloog, UMC Groningen

31

32.

33.

34.

35.

PRISM: A Fast, Compact;line, High Yield, Human Pancreatic IsletIso
lation Method (p. 137)

J.B. Doppenberg, M.A. Engelse and E.J.P. de Koning, Leiden University M
Center, Leiden, The Netherlands

Bacterial translocation after liver transplantation is associated with biliary
complicationgp. 138)

J.W. SeltérF.J.M. Rdo<C.J. &hoeven H.J. Metselgard.N.M. 1Jzermans
and L.J.W. van der LaalDept of Surgery, Erasmus Medical Center
Rotterdam, Rotterdafept of Gastroenterology and Hégmtp Erasmus
Medical Center Rotterdam, Rotterdam, The Netherlands

Bile Duct %ictures after Liver Transplantation are Associated with a
Donor Glypican6 Polymorphism Linked to the Biliary Stem Cell Niche
(p. 1)

J.W. SelténF.J.M. Rdp<£.J. VerhoeYeH.J. Metselgar).N.M. 1Jzermans
and L.J.W. van der LaatDept of Sumyy, Erasmus Medical Center
Rotterdam, Rotterdafept of Gastroenterology and Hégmtp Erasmus
Medical Center Rotterdam, Rotterdam, The Netherlands

Effective delivery of Mesenchymal Stromal cells during isolated liver
machine perfusion to prometgraft repair on the pumyp. 14Q

M.M.A. VerstederK. Wanyj L. Mezzanotte J.P. van Koote®. van den
HoekK, I. Schurink P.E. de RuiteR. Yanto RidwfamM.J. Hoogduijnl.M.

Sierra ParragjaC.W.G.M. L6WjK.E. de HagrP.A.C. de SpéchtJ.W. van

der Laahand J. de Jong&Dept SurgeryDept RadiologsDept Internal
Medicine andDept of Intensive Care, Erasmus Medical Center, Rotterdam
The Netherlands

Treating ischemically damaged porcine kidneys with mesenchymal stro
mal cells during normothermic machine perfusign 141)

M.B.F. PdolJ.M. Sierra Parrjghl. Roemelingan Rhijn M.E.J. Reinders
M.J. HoogdUuijrR.J. PldegH.G.D. Leuvenirdnd C. Moets'Dept of
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Surgeny® Organ Donation and Transplantationjekdity Medical Center
Groningen, University of Groningen, Grorbeenpf Internal Medicine,
Erasmus Medical Centeryéisity of Rotterdam, Rotterddapt of Inter

nal Medicine, University Medical Center Groningen, University of Groning
GroningerfDept of Nephrology, Leiden University Medical Ceneesjtini

of Leiden, Leiden, The Netherla@dg$ord Transplant Center, University of
Oxford, Oxford, United Kimgdo

Postersessie d Basaal 2

Poster presentaties in het Engels, spréekiijdtendiscussietijd 1 minuut.
12.45 6 13.00
Moderator: Dr. ErikM. van Maarseveeziekenhuisapotheker, UMC Utrecht

36. Tacrolimusbased immunosuppression onlynarginallyaffects moocyte
activation after kidney transplantati¢p. 14)
N.M. Kannegieter D.A. HesselihkM. Dieterich G.N. de GraavR.
Kraaijeveld A.T. RowshanP.J.M. LeeReand C.C. BagrDept of'Internal
Medicine, *Section Nepbggl and Transplantation, amanwology, Eras
mus University Medical Center, Rotterdam, ThéaNdgher

37. The effect of tacrolimus and mycophenolic acid on CD14+ monocyte
activation and functiofp. 143)
N.M. Kannegieter D.A. HesselipkM. Dietdch, R. KraaijevéJdA.T.
RowshahiP.J.M. Leeri@nd C.C. BaarDept ofInternal Medicine, *section
Nephrology and Transplantation, 4dnimunology, Erasmus University
Medical Center, Rotterdam, The Netherlands

38. Variations in DNA methylation ofnterferon gamma and pgrammed
death 1 in allograft rejection after kidney transp&ion (p. 144)
K. Boét L.E.A. de WitF.S. PetérdD.A. Hesselink..J. HoflahdM.G.H.
Beties C.W.N. Loom3nC.C. BaanDept of Internal Medicine, section
Nephrology and Transplantatiogection EndocrinofpgRept of Public
Health, Erasmus University Medical Center, Rotterdam, The Netherlands
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39.

40.

In Vivo AntimicroRNA Treatment In a Humanized Mee Model for
Allograft Vasculopathfp. 14b)

M.M.H. HuibetsL. Qi G. I J. Ren&sC.L. VenerheE. Sierde Koning

J. van KUuikA.L.M. Peetérs. TellidésR.A. de WedelDept of Pathology,
University Medical Center, Utrecht, the Natlef@ept of Surgery, Yale
University School of Medicine, New Haven, Connecticut, USA

Healthcare law analyses of the Donor Registry in the Netherlands: Is
registered consent to organ donation legally binding after dgath46)

D.C. Georgieyd\NE. JansénB.J.J.M. Haasemwijk lawyer at the Dutch
Transplant Foundatidresearcher and senior policy maker at the Dutch
Transplant Foundatitgirector of the Dutch Transplant Foundation

Postersessie XV 0 Basaal 3

Poster presentatiashet Engels, spreeksijshinutendiscussietijd 1 minuut.

13.00 0 13.15

Moderator: Dr. JunioM. Lardymedisch manag&anquin, Amsterdam

41.

42.

CD4+CD28null T Cells Require Exogenous Cytokines to Become-Allo
reactive(p. 147)

B. Dedeoglu, N.H.Rjelns, R. Kraaijeveld, W. Verschoor, C.C. Baan, M.G.H
Betjes, Dept of Internal Medicine, section Nephrology aoldniaition,
Erasmus University Medical Center, Rotterdam, The Netherlands

Taking the HLAspecific memory B cell elispot to the nebevel: assaying
the full donor HLA repertoire(p. 148)

G.E. KarahanY. de Vaall. Krop D. RoelénF.H.J. Clda$. Heidt 'Dept

of Immunohematology and Blood Transfusalen University Medical
Center, Leiden, The Netherlands
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43.

45.

Computational approaches to facilitate epitepased HLA mathing in

solid organ transplantatiofp. 19€)

K. Geneugelijkl. WissihgD. KoppenadalM. Niemari and E. Spierinds
!Laboratory of Trglational Immunology, University Medical Center Utrecht,
Utrecht, The NetherlanRIRCHE AG, Berlin, Germany

Ectopic lymphoid structures are present in type-cé&ll mediated kidney
transplant rejectior(p. 150)

K. de Led?, M.C. Clahsamn Gronger, G.N. de GraawD.A. Hestiak,
J.N. SamsdmC.C. Baan K. Boér 'Dept of Internal Maiine, Section
Transplantation & Nephroldept of Surgery, Bion of HPB & Transplant
Surgery3Dept of Patholog$Dept of Pedidcs, Erasmus Medli Center,
University Medical Center, Rotterdam, The Netherlands

Patients with renal failure have a pER&pendent defective TGRiedia

ted activation of CD4+ T cell§p. 151)

L. Huang, N.H.R. Litjens, N.M. Kannegieter, M. Klepper, C.C. Baan, M.G
Betjes, Division of Nephrology and Transplantation, DepiabMatkcine,
Erasmus University Medical Center, Rotterdam, The Netherlands
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Sessie X1V 0 Plenair Hendrik Marsmanzaal

Voorzittes: Dr. Erik Spierings, medisch immunoloog, UMC Utrecht

Prof. drMarianneC.Verhaarhoogleraar experimentele nefrplogie
UMCUtrecht

Thema: Big Data
13.30 PROCARE
Dr.HennyG. Otten, immunoloog, UMC Utrecht
14.00 iIGene TRAIN
Prof. driFolkertV. AsselbesgcardioloodJMC Utrecht
Parallelsessie XV & Basaal Hendrik Marsmanzaal

Voorzitters:Drs.Kirsten C.A. Geneugelijk, onderzoeker i.o0., UMC Utrecht

Thema:

Prof. dr. Cees C. van Kooten, onderzoeker, Leids UMC

Molecula ire analyses en het adaptieve immuunsysteem in
orgaantransplantatie

Abstract presentaties in het Engels, spréehkirjdtendiscussietijdminuen

14.30

14.42

Targeting inflammatory kidney disease locally using liposomahipoed

lone (p. 99)

C.M.A. van AlénT. BezhaeY,aM. BoonstfaR.A. LafaiA. KoudijsJ.M.
Metseladr, M.E. Reindéy<C. van Kooteand J.I. Rotman&ept of Ne
phrology Leiden University Medical Ceidept of Swery, Leiden Wak

sity Medical CentéEnceladus Pharmaceuticals, Naarden, The Netherlands,
“Experimental Molecular Imaging, University ClinicARW@HR University,
Aachen, Germany

The autoimmunessociated single nucleotide polymorphism within

PTPN22 correlates with clinical outcoméer lung transplantation
(p. 100)
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14.54

15.06

15.18

15.30

K. BuddirgJ. van SetferE.A. van de GriaD.A. van Rossuni. Kardel
Hoefnagél EJ.D. OudikC.E. Hack, and H.GOtten, ‘Labeoatory of
Translational Immunology, University Medical Center UtrechtDdpeoht,
Cardiology, University Medical Center Utrecht, Cirechipf Respiratory
Medicine, University Medical Center Utrecht, Ut@eaiter of Intersdl
Lung Diseases, St. Antonius Hospital, Nieutegpiof, Rheumatology and
Dermatology, University MadCenter Utrecht, Utrecht, The Netherlands

CMV-specific CD4+ T cells in CMAgG-seronegative individuals protect

from CMV viremia followg transplantation with a CM¥eropositive

donor kidney(p. 101)

L. Huang, N.H.R. Litjens, B. Dedeoglu, R.W.J. Meijers and M.®é&ptBetjes,
of Internal Medicine, Nephrology and Transplantation, Erasmus Univers
Medical Center, Rotterdam, The Netlasrla

IL-21R antagonist inhibits differentiation of B cells towards platasts

upon alloantigen stimulatigip. 102)

K. deLeut? F.J.M.F. BpM. DieterichL.J.W. van der L4adR.W. Hendriks

and C.C. BagriDept of Internal MedicifBgptof Surgery, Division of HPB

& Transplant Surgetept of Pulmonary Medicine, Erasmus Medical Center,
University Medical Center, Rotterdam, The Netherlands

Multiplex PCR Screening of MicroRNAs in Graft Preservation Fluid
during Liver Transplantan for Biomarker Discoveryp. 103)

J.W. SelténH.P. RoéstA.J.M. GiflisL.C.J. Dorsser3. de Jorigd..H.J.
Looijenda J.N.M. IJzermarsd L.J.W. van der Ladept of Surgery,
Erasmus Medical Center, Rotterdaspt of Pathology, Erasrvedical
Center, Rotterdam, The Netherlands

MinlON Single Molecule Sequencing: the new way of HLA allele reso
lution typing in low and high volume laboratorigs 104)

M. Groeneweg, C.E.M. Voorter, T.W.M. Slangen, C.M. Meertens, F. Palusci
M.GJ. Tilanus, Transplantation Immunology, Tissue Typing Laboratc
Maastricht University Medical Center, The Netherlands
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Parallelsessie XV 0 Basaal Hendrik Marsmanzaal

15.42

Differential effects of immunosppessive drugs on DNA metlhgtion in

T cells(p. 105)

F.S. PetérsA.M.A. Peetérs.J. HoflahdM.G.H. Betjgsk. Boérand C.C.
Baan, Dept of'internal Medicine, Nephrology and Transplam&tids,
crinologygrasmudsniversity Medical CentetteRdam, The Netherlands

15.54 Einde abstractsessie
16.00 Theepauze
Parallelsessie XVI 8 Young investigators Copijnzaal

Voorzitters:Dr. ManorM.H.Huibers, onderzoeker, UMC Utrecht

14.3

16.00

Drs.LauraA. Michielsen, agederzaeer, UMC Utrecht

Young investigators sessie

Jonge wetenschappelijke onderzoekers vinden het vaak lastig om kort en
aantrekkelijk over hun onderzoek te vertellen. Ze willen hun verhaal het
liefst zo genuanceerd en correct mogelijk over het voetliclengen en

dat botst met een kernachtige presentatie. Daarnaast zijn jonge ender
zoekers vaak te bescheiden overmerkdijke resultaten. Toch hopen
velen dat hun onderzoekssutaten uiteindelijk ten goede komen aan de
maatschappgke prakijk

TijJdens de young investigators sessie zal er een workshop gegeven wor
den waarbij de deelnemers de essentie van hun verhaaltetsh en
leren zich kernachtig uit te drukken en boeiende haen te vertellen.
Uitgangspunt is dat de deelnemers zoveelgdijk aan het werk zijn en
kunnen oefenen

Koffiepauze
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Donderdag 9 maart 2017

Parallelsessie XVII - Transplantatie coord inatoren Johan de Meesterzaal

Voorzitters:Drs. Maaike A. Sikma, intensivist UMC Utrecht
Maaikel.JSperber, tresplantatieotrdinator UMC Utrecht

14.30 Zorg om donatie, zorg na donatie en zorg voor donatie

Deze door WTCN georganiseerde sessie is toegankelijk voor alle
geinteresseerde congresdeelnemers

Tijdens een interactieve sessie wordt aandacht gegevearamguw
gevraagd over verschillende onderwerpen die voor, tijdens en na een
postmortale orgaandonatie procedure een rol spelen.

16.00 Koffiepauze

Sessie XVIII & Prijsuitre ikingen Hendrik Marsmanzaal

Voorzitters:Dr. Marlie€.JReinders, voorzitter Nifernishefroloog LUMC
Dr. ArjarD.van Zuilen, voorzitter L @@ernishefroloog UMCU

1615 Astellas Trans(p)la(n)t(at)ionele Research Prijs
Uitreiking prijs 2017
Lezing door prijswinnaar 2016: Tirs.C. van Smaalen, MUMC
1625 Novartis Transplantation Award
door Dr. ArjaD.van Zuilen, interniggfroloog UMC Utrecht, voorzitter
Novartis Transplant Advisory Board (NTAB)
categorieén: klinische transplantatiegeneeskunde en

basaal wetenschapjgednderzoek

16.28 LWTYV Innovatiekwaliteitsprijs
Uitreiking prijg017 door Louise Maasdam, voorzitter LWTV

Lezing door prijswinnaar 2016: Drs. Coby H. Atadoreg, UMCG
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Sessie XVIII & Prijsuitreikingen Hendrik Marsmanzaal

16.38 Uitreiking Distinguished Research Award 2017
door Dr. Marlies E.J. Reinders, voorzitter NTV

16.43 Gauke Kootstrarijs 2017
Uitreikingloor Profdr. Gauke Kootstnraaamgever van de prijs
Lezing door d&ijswinnaar

17.00 Sluiting door Dr. ArjarD. van Zuilen, voorzitter LOC

Ledenvergadering N TV Hendrik Marsmanzaal

17.00 Algemene Lederrgadering NTV

18.00 Vertrek
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The role of recipient epithelial cells in regeneration after liver trans -
plantation: Different kinetics of chimerism for hepatocytes and bile duct
epithelial cells

F.J.M. Rdps).W. SeltenW.G. Blak, M.M. VerstegerH.F.B.M. Sledderd. Doukas

H.J. MetselaarJ.N.M. 1Jzermarand L.J.W. van der Lagbept of Surgery, Erasmus
Medical Center Rotterdam, Rotterd@ept of Pathology, Erasmus Medical Center
Rotterdam, Rotterdatdept of Gstraenterology and Hepatology, Erasmus Medical Center
Rotterdam, Rotterdam, The Netherlands

Impaired regeneration of the biliary tree after liver transplantation has been linked to
postoperative biliary complications and, more specific, to4amastomoic bile duct
strictures (NAS). Ischemic damage of stem cell populations in the graft may impair
regenerative processes of both hepatocytes and bile duct epithelial cells
(cholangiocytes). It has been hypothesized that recigientved (stem) cells may
contribute to the restoration of the damaged graft and thereby establishing epithelial
chimerism. Therefore, the aim of this study is to determine the extent and kinetics of
recipientderived hepatocytes and cholangiocyte repopulation in transplanted livers
after graft explantation due to NAS and other reasons.

We retrospectively identified recipients which required a-transplantation for
various indications between 2001 and 2015. Recipilenitved cells in the liver
explant were determined using immunohisk@mistry for HLAA2 and X% and ¥
chromosome fluorescent in situ hybridization (FISH). Bile ducts were located by
cytokeratin 19 staining.

Overall, 13 explants for which a #gansplantation was performed were included in
this study, of which five for NAAl were HLA-A2 positive recipient who received a
HLA-A2 negative liver graft. Additionally, four grafts were of female donors
transplanted in male recipients. Median time untitnansplantation was 167 days. In

all grafts, extensive repopulation of fepcytes and cholangiocytes by recipient cells
was observed. These results were confirmed by-K'6H analysis. The repopulation

of hepatocytes was time dependent. A significant difference was observed between
early and late rdransplantations (<180 daysean 8.3% +SD 6.4 vs. 31.8% £23.5
>365; p=0.03). In contrast, the percentage of recipient derived cholangiocytes in the
same grafts was not timagependent (10.8% +12.9 vs. 8.5% £8.5; p=0.75). No clear
differences in hepatocyte repopulation was observed leetwwNAS and the noiNAS
group (11.8% £9.6 vs. 26.0% +27.2; p=0.38) though there was a trend toward more
cholangiocyte repopulation in the NAS livers (13.8% +£12.7 vs. 3.5% 4.4 p=0.054).

Conclusion: extensive epithelial chimerism occurs after liver tramaspation. The

kinetics of hepatocyte and cholangiocyte chimerism is significantly different,-sugges
ting distinct underlying regenerative mechanisms.
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Regeneration of kidney vasculature with human kidney -derived endo -
thelial cells in decellularized rat a nd human kidneys

D. LeunifdgA. de Gradf C.W. van den B&r§. LieversL. WiersntaH. de BoérC. AvramijtB. van
den Berg C. van KootErM. ReindersM. TakasatpM. Littlé®>, M. Engel$end T. RabelihKNephro
logy, LUMC, Leidégdl Biology, LUMC, Leiden, The Netherf®iHEN Center for Developmental
Biology, Kobe, Jap4viurdoch Childrens Research Institute, Meffmdiagrics, The University of
Melbourne, Australia

As there is a shortage of donor organs, there is an utgesed for new alternatives. One
future alternative could be a bioengineered kidney by recellularization of a kidney scaffold
with patientderived cells. In order to achieve a functional bioengineered kidney, the
vasculature should be intact. Here we studgeneration of kidney vasculature with human
kidneyderived endothelial cells in both raéind human kidney scaffolds.

Kidney scaffolds were obtained by decellularizing aad human transplant grade kidneys
(n=3) with 1% SDS and 0.1% Tritorf00. Preervation of structure, integrity and
glycosaminoglycan (GAG) landscape of the scaffolds was analyzed with immunofluorescence
for collagen type 1V, fibronectin, vitronectin, laminin and heparan sulfate proteoglycans.
Scaffolds were preloaded with resp.1l) and 100 ng/ml vascular endothelial growth factor
(VEGF).Rat whole organ and slices of human decellularized kidney were recellularized with
human primary glomeruladerived microvascular endothelial cells (hgMVEC) or human
induced pluripotent stem cetlerived endothelial cells (iIF=SC). Rat kidney scaffolds were
recellularized via both the renal artery and renal vein and cultured for 7 days in a custom
made organ chamber. Cell survival, adherence and coverage were analyzed by CD31
immunofluorescence anconfocal microscopy.

To conclude, human and rat kidneys showed a preservation of structure, integrity and GAG
landscape after decellularization. Site specific binding of the growth factors VEGF and basic
fibroblast growth factor (bFGF) was observed these scaffolds. hgMVEC cell adherence of
20% coverage was observed in the absence of VEGF, while preloading the kidney scaffold
slices with 100 ng/mL VEGF increased cell adherence to 55% coverage (P<(REHE(J.
showed a similar capacity to adhere tmman kidney scaffold slices. Rat decellularized
kidneys showed intact vascular integrity as shown by fluorescent bead perfusion via resp.
the renal artery, renal vein and urether. We show that recellularization of rat kidney
scaffolds with hgMVEC via lbothe artery and the vein gave the highest coverage of
endothelial cells in both the glomeruli and the peritubular vessels without leakage towards
the tubuli.

Here we show an extensive characterization of both-rabhd human kidney scaffolds for the
GAG landscape and established an increase in human kikreyed endothelial cell
adherence after loading of the scaffold with VEGF. Moreover, we show a novel
recellularization method of rat kidney scaffolds in an organ chamber where long term
organculture coud be achieved. These results are a promising step towards a
bioengineered kidney.
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Expansion and characterization of peribiliary gland -resident stem cells
using organoid cultures

M.M.A. VerstegeM. de Wolf K. Burka M.J.C. Bijveldsl. Gehatt J.N.M. 1Jzermans
H.R. de Jorfgand L.J.W. van der 'addept of SurgeriGastroenterology & Hepatology,
Erasmus Medical Centmiversity Medical Center, Rotterddmrecht Institute, Utrecht,
The Netherlands

Integrity of the biliary tree is impative for liver functionThough evidence suggests
that peribiliary glands (PBG) harbor stem cells which contribute to bile duct
homeostasis and repair during disease and injury, these biliary stem cells are still not
well characterized. In additiothe PBG may also playrale in repairing ischemic
damageluring liver transplantation. Therefore, the aim of this study is to expand and
characterize biliary stem cells usingliBhensional (3D) organoid cultures from bile
ducts. Human extrdnepatic bile duct¢n=32) were collected from donor liver grafts

or explant patient livers at time of liver transplantation. Biliary organoid cultures
were initiated using similar conditions as described for human liver biopsies and
propagated by weekly passaging for oven@nths. RNA expression analysisRER)

and immunohistochemistry was performed. Transporter channel function was
measured using Ussing chamber technology and Forskolin Induced Swelling (FIS)
assays. In addition, the hepatocyte differentiation potentiddiledry stem cells was
studied.

Organoids were efficiently grown from the common bile duct for many passages (>6
months) and compared to liver parenchydarived organoids. As expected, bile
duct organoids stain positive for biliary cell markers CK19,agp@and MUC1. RNA
analysis showed expression of stem cell markers LGR5, PDX1 and Sox9 and showed
less hepatic differentiation capacity of biliary organoids compared to liver organoids.
Preliminary results suggest the presence of functional transport crearmtie biliary
organoids, as they were responsive to forskolin, vasoactive intestinal peptide (VIP)
and bicarbonate. Extensive characterization of the 3D cultures using proteomics and
genearray analysis are ongoing.
This study demonstrates the presencd LGR5positive stem/progenitor cells in
human extra hepatic bile duct. These organoids can be propagatedtdong
express hepatdoiliary genes and proteins, and show functional transporter channel
activity. Biliary organoids could potentially be usedrtodel biliary disease and biliary
strictures after liver transplantation.
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Ageing of bone marrow and umbilical cord derived MSC during culture
expansion

S.F.H. de WitteE.E. LambérA.M. Merinig T. Strifj J.C.W. Doulrers.J. EllimarP.N.
Newsonfe J.E.M.M. de KRinC.C. Baanand M.J. Hoogddjjn‘Nephrology and
Transplantation, Dept of Internal Medidept of Clinical Genetics Medicine, Erasmus
Medical Center, Rotterdam, The Netherf@rtisen Therapeutics Ltd., Galway, Ireland,
“Dept of NIHR Liver Biomedical Research Unit and Center for Liver Research, Univers
Birmingham, United Kingdom

Mesenchymal stromal cells (MSC) are used as experimental immunotherapy.
Extensive culture expansion is necessary to obtain clinicallyaetecell numbers,
although the impact of this on MSC stability and function is unclear. Also, for clinical
standardization it is relevant to identify up until when MSC maintain their properties
to secure therapeutic efficacy. Here we study the effect®oofrterm in vitroculture
expansion on the stability and function of MSC.

Human bone marrow derived MSC (bmMSC) and umbilical cord derived MSC
(ucMSC) werein vitroexpanded. During expansion their proliferative capacity was
examined. At passages 4, 8 ah# multiple analyses were carried out on MSC
cultures to investigate the ploidy, metabolic stability, telomere length and
immunophenotype. In addition, their potential to suppress lymphocyte proliferation
and susceptibility to NK cell lysis was examingdHACS.

Both bmMSC and ucMSC showed decreasing proliferative capacity over time, whilst
their telomere lengths and mitochondrial activity remained stable. The percentage of
aneuploidy in cultures was unchanged after extensive expansion. In addition,
expresion of MSC markers CD13, CD73, CD90, CD105 and markers potentially
associated with stress or ageing such as HLA type | and Il andlRBmained
unchanged in both cultures. Reduced suppression of CD4 and CB&IIT
proliferation was observed at passageaBd 12 ucMSC compared to passage 4.
Finally, susceptibility of bmMSC and ucMSC to NK cell lysis was similar among all
passages.

We showed that after longerm expansion, the phenotype of bmMSC and ucMSC
remains stable and cells exhibit similar immunogeniperties compared to lower
passage cells. However, the immunosuppressive properties of MSC are reduced after
long term culture. These findings reveal the consequences of application of higher
passage MSC in the clinic, which will indeed help increasetdts yield of
therapeutic MSC, but may interfere with their efficacy.
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Changes in Myocardial Microvascularisation After Heart Transplantation
and During Cardiac Allograft Vasculopathy

M.M.H. HuibetsF. van PijperH.J.H. KirkéJN. de Jon§eA. Vinkand R.A. de Weger
!Dept of Pathology ai@hrdiology, University Medical Center Utrecht, The Netherlands

Cardiac allograft vasculopathy (CAV) is a major threat to {@rgn survival of heart
transplantation (HTx) recipients. Impaired microvalse structure and function have
been shown to be present in heart failure and contribute to disease progression.
However, limited research has been conducted into myocardial microvasculature
after HTx and development of CAV. The aim of this study is twestigate
microvascular density in the myocardium of HTx recipients and relate this to
angiogenic gene expression. We hypothesize microvascular density to be decreased
and angiogenic pathways to be downregulated in CAV patients.

Transversal mid ventriculaheart slices were obtained from HTX recipients at
autopsy. The cohort consists of 16 CAV negative patients who died within 0.5 years
following HTx and 18 CAV positive patients who were diagnosed with CAV via
histological evaluation of the coronary artesi@ostmortem. Immunohistochemical
staining (CD31) was used to study microvascular density in three layers of the
myocardium (innef, mid-, and outer myocardium). qPCR targeting 10 established
angiogenesis and/or CAV related genes was performed to studg @&pression
(angiogenesis inhibitors: PF4,-ETTSPL and angiogenesis stimulating: VEGF
VEGFC, Hif-1h, CD105, Notchl, FGF1, NOS3).

Microvascular density was increased in the outer layer of the heart of CAV positive
HTx recipients compared to CAV rgative recipients. Interestingly, the CAV positive
group show much more interindividual variance in microvascular density compared
to the CAV negative group. For overall gene expression, a trend towards
upregulation was seen both the CAV positive and th&\(negative group compared

to the cardiac tissue without transplantation. A mixed profile of prand ant
angiogenic genes was found to be upregulated in CAV positive patients.
Microvascular density is increased in the outer layer of the heart of HTxprewis

with CAV compared to HTx recipients without CAV. An increased expression of
angiogenesis stimulating and inhibiting genes was found in CAV patients. Combined,
these findings suggest the activation of compensatory mechanisms. Due to the
differences n microvascular density in the different layers of the heart,
endomyocardial biopsies might not give a representative estimation of microvascular
density for other layers in the heart.
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Inflammatory conditions dictate the effect of MSC on B cell funct ion

F. Luk L. CarreraBlanelfa S.S. Korevaas.F.H. de WitteF.E. BorrasM.G.H. Betjes

C.C. BaanM.J. Hoogduijand M. Franquée'sa *Nephrology and Transplantation, Dept of
Internal Medicine, Erasmus Medical Center, University MedicaRG#erdam, The
Netherland€Nephrology and Transplantation, Institut d'Investigacié Germans Trias i Pt
Badalona, Spain

The immunomodulatory capacity of mesenchymal stem or stromal cells (MSC) makes
them a promising therapeutic tool for immunésdase and organ transplantation. The
effects of MSC on B cells are characterized by an abrogation of memory and
plasmablast formation and induction of regulatory B cells. It is however unknown
how MSC interact with B cells under inflammatory conditions.

In the present study MSC were isolated from adipose tissue andrpegded with 50
ng/ml IFN! for 72h (MSCIFN-') to simulate inflammatory conditions. Mature B cells
were obtained from spleens by CD48election. B cells were eoultured with MSC

at a 10:1 ratio and stimulated with arhgM, antiCD40 and IE2. B cell proliferation

and phenotypewere analyzed by flow cytometry, and IgG andl(L production
guantified by ELISA.

MSC were not capable of inhibiting the proliferation of B cells, while NF»&y
significantly reduced B cell proliferation and were more potent in inhibiting 1gG
production by B cells. In contrast, MSC increased the percentage-d0 Iproducing
regulatory B cells (CDI€D24"CD38", whereas MSAFNy lacked this capacity.
Culturing B cells with MST@FN-y in a transwell system in order to investigate the
mechanisms of actioabolished the effect on B cell proliferation. Indoleamine 2,3
dioxygenase (IDO) expression was highly induced in M$€&y. By abolishing the
effect of IDO by the addition of tryptophan (TRP), B cell proliferation and induction
of regulatory B cells wasestored.

Therefore, immunological conditions dictate the effect of MSC on B cell function:
under immunological quiescent conditions MSC stimulate regulatory B cell induction,
whereas under inflammatory conditions MSC inhibit B cell proliferation and IgG
production through depletion of TRP. This knowledge is useful for designing of MSC
therapy for specific purposes by appropriate fireatment of MSC.
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In vivo tracking of live and dead mesenchymal stromal cells

S.F.H. de WitteM. GargeshaA.M.Merind, S.J. EllinfarP.N. Nesomé, D. Rdy C.C.

Baan and M.J. HoogddjjiNephrology and Traketation, Dept of Internal Medicine,
Erasmus Medical Center, Rotterdam, The Nethé@ansisn Therapeutics Ltd., Galway,
Irdand,®Dept of NIHR iker Biomedical Research Unit and Center for Liver Research
University of Birmingham, United Kind8immVision Inc., Mayfield Village, OH, United
States of America

Introduction. Mesenchymal stromal cells (MSC) are under investigation as an
experimertal immunomodulatory therapy. Their administration is commonly by
intravenous (1V) infusion, although previous studies have reported that MSC infused
by this method are trapped in the lungs and mostly disappear within a day. It is
unclear what happens to & after their disappearance from the lungs. In the
present study we examined the bio distribution and survival of MSC after IV infusion
with CryoViz 3D imaging technology.

Material and MethoddHuman umbilical cord derived MSC were douldéelled with
Qtracker605 beads, which are contained in live cells, and Hoechst3242, which is a
DNA stain visible in live and dead cells. Labelled MSC were infused via the tail vein
(120 000) into C57BI/6 mice. To analyse the bio distribution of live and dead cells,
whole body imaging of mice was performed at 5 minutes and 24 hours after MSC
infusion via 3D imaging using CryoViz.

Results Directly after administration, the majority of MSC were alive and located in
the lungs (86+11% from the total amount of cells presentith a small percentage
located in the liver (2£0.5%). A small percentage of live MSC were identified in other
organs at 5 min (16x9%) and 24 hours (2+1%). After 24 hours a significant decrease
in the numbers of live MSC in the lungs was observed, wiserga accumulation of
dead cells was observed in the liver after 24 hours.

DiscussionFrom these data we can conclude that after getting trapped in the lungs,
MSC are relocated to the liver after 24 hours, although at this stage most of the MSC
are dead.The biological effect of the accumulation of dead MSC in the liver is yet
unknown. These findings help us further understand the fate of MSC after IV infusion,
which is useful for understanding the mechanisms of MSC therapy.
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Association of repeated HLA mismatches with graft survival in kidney
transplantation: data from the Dutch transplant registry

J.W. van der Heijde. Hoekstfa C. Ranziin C. Konifn N. Lardy F.J. van Ittersumnd S.A.
Nurmohameéd *VU University Medical Center, Deptlepfhrology, AmsterdaiBanquin Diagnostic
Services, Dept of Immgmreetics, Amsterd&@muytch Transplant Foundation, Leiden, The Netherlands; on
behalf of the LONT investigators

Background: Kidney rransplantation is a risk factor for decreased al&dg survival.
Among other factors, repeated mismatched HLA antigens potentially trigger an alloimmune
memory response against the graft resulting in antibody mediated rejection or chronic
allograft nephropathy. After the introduction of calcineurin intoks as standard
iImmunosuppressive therapy, the question rises whether transplantation with a repeated
HLA mismatch (RMM) is still a risk for decreased kidney allograft survival. Literature on this
subject is inconclusive. Furthermore, the policy in trdaspcenters in the Netherlands for
accepting a RMM differ substantially.

Objective: To evaluate the risk of a RMM (on the A, B or DR locus) on kidney allograft
survival in the Dutch transplant registry (NOTR).

Methods: Between 1994 and 2014 records of &G8-transplants were found in the Dutch
transplant registry (deceased donors and living donors). Of 160 transplantations no clinical
data were available and of 517 transplantations it could not be determined whether there
was a RMM, due to missing HLA dabf a (previous) transplantation leaving 1,021
transplantations available for the current analyses. Patients were followed up for graft failure
and mortality. The primary end point was graft failure with a potential immunological cause.
Cox regression argsis was performed to calculate hazard ratios (HR) in RMM
transplantations. Adjustments were performed for donor and recipient characteristics, year
of transplant and PRA. Multiple imputation with 5 repetitions was performed to account for
missing covartas.

Results: 919 transplantations (90%) were performed with a kidney without a RMM and 102
transplantations (10%) had a RMM on the AB or DR locus (or both). Baseline
characteristics were comparable between the groups, except for a higher percentage of
living donation in the RMM group (57% versus 31%) and a subsequent shortésatwdchic

time. 299 deatkcensored graft failures were registered of which 192 (64%) were classified
as graft failures with a potential immunological cause. Of these graft saillfeoccurred in

the RMM group. After a median folleup of 5.9 years, a significant decreased death
censored graft survival was observed for a DR RMM. Further analysis revealed an adjusted
hazard ratio for immunological graft failure of 2.12 (14099)for a HLADR RMM and 1.01
(0.492.06) for a HLAA or HLA-B RMM. There wasorrelation of a RMMwith patient
survival.

Conclusion: A HLADR, but not HLAA or -B RMM confers a substantial increased risk for

graft failure. The risk of a HL®BR RMM has to baveighed against the risk of staying on
dialysis.
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Course of donor specific anti -HLA antibodies after induction therapy with
rituximab in renal transplantation

M.C. Bads W.A. Alleb&sM. van den Hoogen. Joostérand L.B. Hilbrartgd$Dept of
Nephrabdgy, Dept for Blood Transfusion and Tranaféan Immunologyadboud
University Medical Center, Nijmed@ept of Internal Medicine, Nephrology and
Transplantation, Erasmus Medical Center, Rotterdam, The Netherlands

The presence of prexisting or & novo donorspecific antibodies against HLA
(DSA), is associated with a worse graft outcome after renal transplantatsecell
depletion protocols have shown to reduce DSA and chronic antibody mediated
rejection. We aimed to study the effects of rituxah as a singlagent induction
therapy on the titers of preexistent or de novdSA after renal transplantation and
relate this to rejection free and overall graft survival.

We collected sera in participants of a prospective dodlied randomized studgn

the efficacy and safety of the prophylactic use of rituximab, added to standard
iImmunosuppressive treatment (prednisolone, tacrolimus and mycophenolate mofetil)
in comparison with standard immunosuppressive treatment alone in renal
transplantation (wwwelinicaltrials.gov, NCT00565331). 280 patients were included in
this trial (142 received placebo, 138 rituximab). Serum before transplantation and at
12 months after transplantation was available in 127 placebo and 119 rituximab
treated patients (total 24@atients).

At the moment of transplantation, 12.6% of placelamd 8.4% of rituximab treated
patients had arHHLA class 1 antibodies. Rexistent class 1 DSA were present in
71127 (5.5%) placeboand 5/119 (4.2%) rituximab treated patients (NS). In both
groups all class 1 DSA disappeared at month 12 after transplantation.

Anti-HLA class 2 antibodies were present in 9.4% of placalnal 8.4% of rituximab
treated patients at the time of transplantation. Reristent class 2 DSA were present

in 6/127 (4.7%)placebe and 1/119 (0.8%) rituximab treated patients (NS). In the
placebo group, class 2 DSA disappeared in 3 patients and persisted in the other 3.
Class 2 DSA persisted in the patient treated with rituximab

21127 (1.6%) placeb@and 2/119 (1.7%) rituxiab treated patients developetk novo
class 1 DSA (NS).

De novalass 2 DSA developed in 7/127 (5.5%) pladebated patients at 12 months
and in only 1 patient treated with rituximab (0.8%, p = 0.04).

In conclusion, prexistent class 1 DSA disappeared 42 months after
transplantation independent of rituximab induction therapy.-€xistent class 2 DSA

are less likely to disappear. Although only very few patients developed de novo DSA,
rituximab induction therapy might inhibit the formation @ novalass 2 DSA.
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Alemtuzumab is superior to ritxumab as induction therapy in ABO
incompatible kidney transplantation

A.E. de Weerd, M. van Agteren, JsfarK@lestel, J. van de Wetering and M.G.H. Betjes,
Dept of Nephrology and Kidney TransplantatismuEri&ledical Center Rotterdam, The
Netherlands

Introduction: The standard protocol for ABGncompatible (ABOI) kidney
transplantation uses rituximab (RTX) as induction therapy. Howevee, results the
ABOIi program in our center showeda relative high rate of rejection compared to
the ABO-compatible programand international reports from ABOi patient series.
Alemtuzumab (ATZ) induction has been shown to reduce biogsywven acute
rejection (BPAR)in both ABOc and ABOi kidney transplantation. &refore, RTX
induction was replaced for ATZrom April 2015 onwards.

Methods All consecutive ABOI patients from 2006 till March 2015 received
rituximab (RTX) 375 mg/fm 4 weeks prior to transplantation. From April 2015 ATZ
induction 30 mg was adminisésl subcutaneously 3 weeks prior to transplantation,
except for CMV negative patients with a CMV positive donor who received RTX.
The protocol was the same in both groups and consisted of tacrolimus,
mycofenolate mofetil and prednisone two weeks, immuismaption depending on
baseline antA/B IgG titer 1 week and IVIG 1 gr/kg one day before transplantation.
BPAR within three months and serum BK and CMV replication within one year were
documented.

Results 84 ABOi patients received RTX and 13 patiengsTZ induction. Baseline
characteristics were similar, especially for blood group (67 vs 58% type O in RTX vs
ATZ), initial anttA/B titer (median 32), peakPRA (median 4%in both groups) and
total HLA MM (median 4 vs. 3.5 in ATZ). ATZ administration was waé#rated, but

the majority of patients developed fever within 48 hours (7/13 patients documented
fever >38.5 C with CRP max 92 mg/L). No case BPAR developed in ATZ
treated patients (0/12 versus 35/84 in RTX, p < 0.005). Major infectious
complicatims consisted of Candida esophagitis and TBC after ATZ induction in the
same patient from an endemic area for TB with negative interfgg@amma release
assay and her transplantation was canceled. BK and CMV replication is not more
common in ATZ treated paénts (BK 13% vs 8% and CMV 15% vs 0% in RTX vs
ATZ, both p >0.1).

Conclusion Alemtuzumab instead ofituximab induction in the ABOI desensitization

protocol, significantly reduces the incidence of BPAR without an increase in
opportunistic viral infectios.
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The value of repeat biopsies in kidney allograft recipients with delayed
graft function

N. Sajadjan M.C. van den Heuyel .M. Huijink R.A. P9l S.P. BerderDept of
Nephrology andPathology anéSurgery, University Medical Center Gronifuen
Netherlands

BackgroundDelayed graft function (DGF) is a frequent complication after deceased
donor kidney transplantation. It is general practice to perform kidneys biopsies
during the period of DGF to exclude early allograft rejection. These $iegp are
usually performed at roughly 10 days after transplantation. It is less clear whether
biopsies should be repeated if DGF persists after 2 weeks. Hence, we evaluated the
timing and diagnostic value of repeat biopsies in patients with DGF.

Methods: We included 619 deceased donor kidney transplantations performed
between 2000 and 2007 at our centre. DGF was defined as the need for dialysis in
the first week after transplantation. All biopsy reports were -egaluated in
accordance t o sificaionBrAd\réstlts af heé repedt @Eopsies were
compared with the initial biopsy.

Results:A total of 199 cases (32.2%) were identified as DGF, of which 73 cases
(36.7%) underwent at least 2 biopsies during the DGF period. The initial biopsies (B1)
were performed at 13t12 (meantSD) days after transplantation and the repeat
biopsies (B2) at 23+10 (meanzSD) days. Bl revealed 19 cases (26.0%) with rejection
and 54 cases (74.0%) without rejection. At B2 there were 34 cases (46.6%) with
rejection and 39 cas (53.4%) without rejection. From B1 to B2 we observed 31
new cases (57.4%) of rejection in patients who had no rejection in the initial biopsy
(P<0.001). When looking at the repeat biopsies in patients who had rejection at B1, 8
of 19 cases (42.1%) hadksolution of rejection at B2 despite persisting DGF
(P=0.001). Of the other 11 cases with persistent rejection at B2, 4 had the same
BANFF score, 4 a higher BANFF score and 3 a lower BANFF score in the repeat
biopsy.

Conclusions:There is a significant '@ of new rejection cases in patients with
persistent DGF if a kidney biopsy is repeated roughly 2 weeks after the first biopsy.
Repeat biopsies during persisting DGF in patients with rejection at the first biopsy
may prevent unnecessary escalation of cggn treatment. Our findings underscore
the importance of repeat biopsies in patients with persistent DGF.
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The role of donor -specific anti -HLA antibodies in kidney transplant sur -
vival revisited!
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The presence of donespecific antHLA antibodies (DSA) is associated with
increased risk of graft failure after renal transplantation. However, clinical relevance
of DSA for grdt survival is mainly studied in deceaskahor and not livingdonor
transplantations. In this Dutch multicenter study we investigated the impact of non
donor-specific HLA antibodies (NDSA) and DSA, assessed by using Luminex single
antigen bead assay, aontrterm graft survival in 3237 deceaseahd 1487 living
donor renal transplantations. We found that after deceadedor transplantation,
patients with NDSA or DSA had a Iyears graft survival of 71% and 63%, which was
significantly lower (P<0.0001) cpared to the 77% graft survival rate of patients
without HLA-antibodies. In contrast, (N)DSA had minimal effect on Irdagor
transplantations. In deceasddnor recipients, especially the combination of DSA but
also NDSA against HLA clabsaind -1l haddetrimental effects, showing a lotgm

graft survival of 54% and 67% respectively. Furthermore, both DSA and NDSA were
associated with graft failure after 1 year, while only DSA showed an association with
graft failure thereafter. In conclusion, DSA @associated with increased risk for graft
failure but only in deceasednd not livingdonor transplantations. In addition, on the
longterm (N)DSA especially against HLA clkhssd Il are associated with increased
graft failure in deceasedbnor transplatations. Based on these results we suggest
that patients with (N)DSA should be treated as a patients for higher risk for graft
rejection unless transplanted with lividgnor transplants.
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Predicted Indirectly ReCognizable HLA epitopes presented by HLA -DRB1
(PIRCHE-1l), a novel tool to identify permissible HLA mismatches in
kidney transplantation
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Individual HLA mismatches may have diffiéiad effects on graft survival after kidney
transplantation. Therefore, there is a need for a reliable tool to define permissible
HLA mismatches in kidney transplantation. We previously demonstrated that
Predicted Indirectly ReCognizable HLA epitopes anadr origin presented by
recipient HLA clas$l (PIRCHHI) play a role inde novdSA formation after kidney
transplantation. In the present Dutch mutienter study we evaluated the possible
association between PIRCHEand kidney graft failure in 3,06donor-recipient
couples that were transplanted between 1995 and 2005. For these daroigients
couples, PIRCHH was determined and was related to graft survival in both
univariate and multivariable analyses. Adjusted for confounders, the naturghioga

of PIRCHHI was associated with a higher risk for graft failure (HR:1.11, 95% CI:1.04
1.17, p=0.001). Univariately analyzed, patients with low PIRICIHEmMbers had a
better 10-years graft survival than patients with higher PIRCHiimbers (p=0.00;
PIRCHEE | str at&5, <®35 O&nd 090 with 82%, 7
year graft survival). Our data suggest that the PIRQHHgorithm is a valuable tool

to discriminate between permissible HLA mismatches and-hsfhHLA mismatches

in kidney transplantation. Inclusion of PIRCHEIn donorselection criteria may
eventually lead to an improved kidney graft survival.
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Two promoter polymorphisms in the genes encoding for complement
regulating proteins CD46 and CD59 in kidney donors are associa ted with
biopsy proven acute rejection

L.A. MichielsemA.D. van ZuilenT. KardegHoefnagél M.C. Verhaaand H.G. Ottén
'Dept of Nephrology and Hypertension, UniversityalMe@dnter Utrecht, Utrecht,
?Laboratory of Translational Imohagy, Uwersity Medical Center Utrecht, Utrecht, The
Netherlands

Complement regulating proteins, including CD46, CD55 and CD59, protect cells
against selfiamage. Because of their expression on the donor endothelium, they are
hypothesized to be involved in accamdation. Polymorphisms in their promoter
regions may affect transcription. In lung transplantation, an insertion in the CD59
promoter in donors was associated with bronchiolitis obliterans syndrome. The aim
of this study was to investigate if donor polyrpbisms in complement regulating
proteins influence kidney transplant outcomes.

We have included 317 kidney transplantations between 2005 and 2010. Five frequent
polymorphisms in the promoters of CD46 (rs2796267 and rs2796268), CD55
(rs150046210 and rs283%831) and CD59 (rs147788946) were genotyped.-tantk
analyses were used to compare survival curves.

The absence of an insertion in the CD59 promoter (rs147788946) of donors was
associated with a lower freedom from biopsy proven acute rejection or acute
borderline rejection (BPAR) within the first year (p=0.04). Although thgear graft
survival curve suggests an impaired graft survival, mainly early posttransplantation,
this was not significant (p=0.13). Furthermore, for a single nucleotide polymorphism
(SNP) in the CD46 promoter (rs2796267, A/G) we found that the presence of at
least one G allele resulted in a lower freedom from BPAR within the first year
(p=0.03). There was no correlation with-year graft survival (p=0.73). Next, we
compared the presere of both protective genotypes in donors (n=24) to the
presence of both risk genotypes (n=145). The results indicated an even more distinct
difference in freedom from BPAR within the first year between both groups
(p=0.007). Moreover, the presence of boginotective genotypes was also correlated
with an improved Syear graft survival (p=0.04). Finally, a second SNP in the CD46
promoter (rs2796268, A/G) showed a trend towards a lower freedom from BPAR in
the presence of at least one G allele (p=0.08). CD@®moter SNPs did not
significantly correlate with transplant outcomes.

These results suggest that two promoter polymorphisms in CD46 (rs2796267) and
CD59 (rs147788946) in kidney donors correlate with a lower freedom from BPAR
within the first year. Altough numbers are relatively low, the combined presence of
both protective genotypes appeared to have an additional preservative effect on
freedom from BPAR and-$ear graft survival.
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Colorectal carcinoma after renal transplantation: Screening looks like a
valuable option

C.A.J. Oudmadijer.l. Roodnafl. A. Kalan Gestell. Lansdofgogtaar, A.J. Hoitsmar.
Luti, J. van de WeteringDept of Nephrology & Trplestation, Erasmus University
Medical Center Rotterdaidept of Public Health,aEmus University Medical Center
RotterdantDutch Organ Transplant Regifigtch Cancer Regitiba, The Netherlands

Introduction: The risk of developing colorectal carcinoma (CRC) is increased after
transplantation. Screening for CRC is performednfr the age of 55 years in the
Netherlands. We investigated the incidence and characteristics of CRC in Dutch
renal transplant recipients (RTRs) and evaluated whether and when screening is
required after transplantation.

Methods:After linking the Dutch Or@n Transplant Registry (NOTR) with the Dutch
Cancer Registration (IKNL), we registered all RTRs who developed CRC. We
calculated the incidence rate of CRC in the RTRs in total, per age category, per year
after transplantation and per years of immunosuppi@s, using the incidence in the
general population as reference. Further statistical analysis calculated survival, age at
diagnosis and mean time till diagnosis of CRC.

Results: Between 1968 and October 2014, 21016 renal transplantations were
performed in17771 RTRs in the Netherlands. 198 Patients developed 208 CRCs
after transplantation. Overall incidence of CRC in our renal RTRs was increased by a
ratio of 2.34 (2.042.86). When divided per age group at diagnosis we found
significantly increased ratio3%-39 yrs.: 5.26(1.914.03), 4549 yrs.: 2.48(1.44.36)

and 5054 yrs.: 2.38(1.6B.53), when compared with the general population. The
incidence ratio gradually increased along the years of immunosuppression. An
exposure of 5 yrs. resulted in a relagivisk of 1.4(1.08L.82), till 4.8(2.58.13) after

31-35 years of immunosuppression. RTRs developed CRC at a mean ages4f 60
compared to 7674 years in the general population. The absolute risk of CRC in
RTRs was comparable to that of a-$B8ar older rson in the general population.
Median survival time after diagnosis of CRC is 2 years (rartf®.0Using a binary
logistic regression, we found that more years of immunosuppression (starting at 1
yrs, using 5 year categories) respectively gave a RR3pf2.3, 2.8, 4.4 and 5.2 of
developing CRC. Higher age at transplantation is also associated with increased risks
(using categories 280, 4155, 5670 and 71100; 1.4, 2.2, 4.0, 5.0 respectively).
There was no interaction.

Discussion: Age at transplamtion and years of immunosuppressive treatment
significantly increased the incidence for CRC in Dutch RTRs compared with the
general population. The absolute risk of CRC in RTRs at the age of 45 years is similar
to that of the general population at 55 yearwhich makes it necessary to start
screening 10 years earlier.
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Actieve ziekte pre -transplantatie is een onafhankelijke risicofactor voor
terugkeer van primaire scleroserende cholangitis (PSC) post -levertrans -
plantatie

T. Visserén L. van KleefIN.M. 1Jzermafhd\. Polak H.J. MetseldafS. Darwish
Murad, Dept'‘Maag, Darm en Leverziekteiept Heelkunde, Erasmus Medisch
Centrum, Rotterdam, The Netherlands

Primaire scleroserende cholangitis (PSC) is een chronische leverziekte, welke kan
leiden tot levercirrose of recidiverende cholangitis. Levertransplantatie (LTx) is de
enige curatieve optie. PSC kan echter terugkeren (recurrence of rPSC) met een
negatief effect op transplanta&n patiéntoverleving. De factoren die leiden tot deze
terugkeer zijn niet opgehelderd. Deze studie is gericht op het identificeren van
risicofactoren voor rPSC.

Inclusie criteria: Alle levertransplantaties voor PSC verricht in ons centrum tussen
19902015. Exclusie criteria: minder dan 6 maanden follpana LTx ena. hepatica
trombose/stenose. De diagnose rPSC is gebaseerd op de Mayo Clinic criteria.
Uitgebreide pre, pefj en posttransplantatie gegevens zijn verzameld. Resultaten zijn
weergegeven als gemiddelde (zSD) en mediaan §25th%) en analyses middels
KadanMeier overlevingscurves, uren multivariabele (tijdsafhankelijke) Cox regres

sie.

In totaal zijn 191 transplantaties uitgevoerd voor PSC, waarvan 47 geéxcludeerd
(n=33 wegens follovup < 6 maanden en n=14 voor arteriéle complicaties) en
uiteindelijk 144 transplantaties geanalyseerd. LTx indicaties waren levercirrose
(n=88), recidiverende cholangitis (n=40) en combinatie (n=16). Karakteristieken van
de ® LTx (n=121) zijn: leeftijd ontvanger 46.7 (x11.9) jaar; 85 (70.2%) mannen;
gemiddelde followup 668 (+5.03) jaar; donor type DBD 103 (85.1%), DCD 15
(12.4%) en 3 levende donaties. Bij 29 (20.1%) transplantaties is rPSC vastgesteld,
waarvan 19 na®lLTx en 7 na retransplantatie. De gemiddelde tijd tot rPSC was 5.3
(x3.7) jaar. Patiéntoverleving op 1, 3 en 10 jaar zonder rPSC was 95.5%, 92.4%,
89.8% en 78.4% en met rPSC 96.4%, 92.6%, 87.9% en 72.6% (HR 1.93; 95%CI 0.6
5.5; p=0.22). Op basis van de multivariabele analyse gaf alleen de indicatie voor
transplantatie oOr eci dtmeerrisgca dperPSC (HRI281n g i t
95%Cl 1.346 . 3 6 ; p=0.01) I n vergelijking m
beschreven risicofactoren voor rPSC als inflammatoire darmziekten, colectomie,
perioden van rejectie en donorleeftijd konden in dit cohort niet wlen bevestigd.

Onze studie suggereert dat patiénten die getransplanteerd zijn voor recidiverende
cholangitis (actieve ziekte) vaker rPSC ontwikkelen na levertransplantatie in verge
lijking tot patiénten getransplanteerd voor PSC cirrose (estamblium). Ditis een
belangrijke nieuwe bevinding die verder bevestigd moet worden in grotere {multi
center) studies.
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Mycophenolate Mofetil trough levels and Chronic Lung Allograft Dys -
function in lung transplant recipients

C.L.A. PladeK.M. VermeulerW. van deBif, G.N. NosséniM.E. Erasmtiand E.A.M.
Verschuurgn'Dept of pulmonary diseases and dulnsisiDept of Epidemiolog3Dept

of cardiothoracic Surgery, University Medical Center Groningen, University of Groninge
Netherlands

Mycophenola¢ Mofetil (MMF) is standard immunosuppression in lung transplant
(LTx) recipients. Research into MMF pharmacokinetics has revealed great variability
of inter- and intrapatient MPA biavailability. Advised target range in lung
transplantation is 2;4.5 mdL. However, daily dose is often reduced based on side
effects irrespective of trough levels. We studied whether low MMF trough levels is
related to the development of chronic lung allograft dysfunction (CLAD). A better
understanding of MMF dose, troughvé® and its relation to CLAD may improve
treatment strategies for LTX.

MMF mean trough level and development of CLAD was retrospectively studied in
142 LTx patients transplanted between 2009 and august 2014. Immunosuppression
consisted of tacrolimus, MMFna prednisolone. Standard daily dose of MMF is
2x1000mg. MMF trough levels were routinely measured but MMF doses were not
adjusted to these levels. Other variables were mean trough Tacrolimus level, BMI,
sex, indication, age, and CMV status. Mortality, ignahcies and infectious
complications were also studied.

MMF dose was reduced in 117 of 142 pts. Mean trough level of MMF was 1,78 mg/L
(SD 0,97) and 1,63 (SD 0,80) in the patients without and with CLAD respectively
(p=NS). 119 out of 142 pts had a meawough level below the advised range of-2.5

4.0 mg/L. Mean MMF trough level was lower in Cystic Fibrosis (CF) patients (1,35 vs
1,84 mg/L, P<0,025) but this did not result in a higher incidence of CLADgh

Body Mass Index (BMI) at the moment of tramsypation (p=0.001) and Female
gender (p=0,047) were independently associated with CLAD.

We conclude that there is no relation between mean MMF trough level and CLAD
and that our current strategy of reducing MMF dosage based on side effects seems to
be safan respect to CLAD. The currently advised range of MMF might be too high in
the context of our triple immunosuppression.
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Prognostic impact of rejection in biopsies taken during delayed graft
function

N. Sajadjan M.C. van den Heuyel .M. Huijik’, R.A. Poland S.P. Bergebept of
Nephrology andPathology anéSurgery, University Medical Center Groningen, The
Netherlands

BackgroundDelayed graft function (DGF) is a frequent complication after deceased
donor kidney transplantation. It is gerally believed that DGF is associated with an
increased risk of rejection. During DGF protocolled biopsies are usually performed
roughly once every 10 days until stable kidney function is achieved. However, as
inflammatory changes may also result fronthemiareperfusion damage we
guestioned the predictive importance of BANFF lesions in DGF biopsies.

Methods: We included 619 deceased donor kidney transplantations performed
between 2000 and 2007 at our centre. DGF was defined as the need for dialysis in
the first week after transplantation. All biopsy reports were -egaluated in
accordance to the BANFF 609 <classificat
centres transplant database.

Results:A total of 199 cases (32.2%) were identified as DGFwhich 147 cases
(73.9%) underwent a biopsy. Of these 147 cases, 92 caseschegectiofNR), 15
borderline rejecti@BR), 19interstitial rejectigiR) and 21 casesscular rejectigviR).
Compared to NR the diagnosis of IR had no impact (P=0.@88graft survival in
patients with DGF while VR was associated with poorer graft survival (P=0.027).
Interestingly, lesions compatible with the diagnosis of BR were associated with
improved graft survival (P=0.020).

ConclusionsAs both BR and IR had neegative impact on graft survival our findings
suggest that the corresponding lesions may not actually represent alloimmune
reactions but rather inflammatory responses to ischemejgerfusion damage. As
expected, VR seems to represent harmful lesions. flinging that BR was associated
with better graft survival is surprising and may suggest an inHmaguaatory
mechanism. Further analysis of the biopsies and the interaction with rejection
treatment is necessary before firm conclusions can be drawn.
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Oxalate deposition in the renal allograft biopsy within 3 months after
trans plantation

M.L.H. Snijdér\.C. Clahsemn GroninggrD.A. Hesseliknd J.I. RoodAdDept of
Pathology, Erasnmvedical CenteRotterdantDept of Nephrology and Tgastation,
Erasmu#/edical CenteRotterdam, The Netherlands

Background and aimBeposition of calcium oxalate (CaOx) may impair both native
and transplant renal function. We analyzed the role of CaOx in postoperative
transplant dysfunction.

Methods: We retrospectively analyzed all preimplantation renal biopsies (t0) for
CaOx obtained in 2002001. Thereafter, we retrospectively investigated all- for
cause renal allograft biopsies obtained within 3 months -pasisplantation of
patients transplanted 20142015 for CaOx. Clinical data were collected. H&E
stained slides were analyzed using polarized light.

ResultsA total of 106 tO biopsies (56 living, 50 deceased donor) were available for
analysis, 1 showed CaOx (0.94%) (living donor). 388 patiebtg Wwansplanted in

2014 and 2015; 77 had DGF, 148 (38.4%) had at least one biopsy within the first 3
months after transplantation. Twenfgur (16%) patients showed CaOx in their
biopsy. No diagnosis (ATN, rejection or other) prevailed in the CaOx. DGFs wa
more frequent with CaOx (p=0.02). Significantly more patients with CaOx had been
on dialysis before transplantation (p=0.023). Other clinical parameters investigated
were not significantly different between the groups. In the CaOx population 3 grafts
faled (12.5%) and 2 patients died (8.3%) versus 8 (6.5%) and 6 (4.8%) in controls (ns).

Conclusion:One in 6 patients have CaOx in their renal allograft biopsy within 3
months after transplantation which can contribute to renal dysfunction. Prevalence
was rot significantly different between recipients of living or deceased donor kidney,
but it prevailed significantly in patients that were on dialysis before transplantation.
Patients with DGF significantly more often had CaOx.
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A lower mean exposure to tacrolimus, not intra -patient variability is
associated with chronic active antibody mediated rejection

K.A. Sabfik M.C. Clahs&wan GroningenT. van GelderM.G.H. Betjgs'Dept of
Nephrology and Transplantation, Erasmus Medical “Deptedd Pathology, Erasmus
Medical Center, Rotterdam, The Netherlands

Chronic active antibody mediated rejection (caABMR) is one of the major causes of
longterm kidney graft loss. It is hypothesized that frequent underexposure and
suboptimal trough levels ofmmunosuppressive drugs, in particular CNI, are risk
factors for the development of caABMR. Previously, it was found that high intra
patient variability in tacrolimus exposure is associated with poor-tengy outcome

in kidney transplantation and may seras a substitute parameter for frequent
underexposure and/or no@adherence. In this study we investigated the association
between tacrolimus exposure and the development of caABMR.

To investigate the possible association between tacrolimus exposure hed t
development of caABMR, we retrospectively included [&8psy provenaABMR
patients and compared them to 192 matched controls. Control cases were matched
for age, year of transplantation and type of kidney donor. All patients were on a
standard regimerof tacrolimus and MMF. The int@atient variability (IPV)was
calculated from pralose tacrolimus concentrations measured in the 3 years prior to
caABMR diagnosis. The tacrolimus IPV for the matched controls was measured over
a similar period of tmedepndent on the caseds ti me t
IPV also mean trough tacrolimus levels and duration of tacrolimus underexposure
were compared between both groups.

The median time after transplantation to caABMR diagnosis was 6 yeage| 214

yaard. The tacrolimus IPV was relatively high in both groups with 24r@%gg 9.1%
48.3% for the caABMR patients versus 23.6%ar[ge 3.3945.8% for the controls
(p=0.68). However, the mean tacrolimus trough levels showed a small but statistically
signiftant difference with a tacrolimus concentration 6{8 ng/mL for the caABMR
patients and 6.3 ng/mL for the controls (P=0.03).

Conclusion A lower mean exposure to tacrolimus but not a high infratient
variability isassociated with the development chABMR.
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The importance of Acute Kidney Injury in patients with Left Ventricular
Assist Devices: A Multi -centre study addressing Incidence, Risk Factors
and Impact on 1 -year Mortality and Renal Function

R. Muslem K. CaliskanS. Akih K. Sharad, N. Gilotra A. Constantine§cG. Whitmai R. Tedfofd
D.A. HesselihkA. BogetsS. Russelind O.C. ManintveltDept of Cardiology, Erasivieslical Center
Rotterdam, The Netherlarfdehns Hopkins Heart and Vascular Institute, BaltiavgtanddDept of
Internal Medicine, Div. of Nephrology and Renal Transplantation,Medisalu€entetUniversity
Medical Center Rotterddidept of Cardiothoracic Surgery, Erabtadizal CenteRotterdam, The
Netherlands

Continuousflow Left ventrcle assist devices (AlEVAD) have become an important
tool in the treatment of endstage heart failure and are increasingly used as btalge
heart transplantation (BTT). However, @fVADs has been recognised as destination
therapy when heart transplantati is not possible. The success of this treatment
depends on optimal patient selection and patient support after LVAD implantation.
Data on the consequences of acute kidney injury (AKI) afterfL&AD are scarce

and inconsistent. In the current study, thecidence and predictors of AKI and its
impact on mortality and renal function in the first year after LVAD implantation were
evaluated.

A retrospective multicentre cohort study was conducted, including all patients (age
018) in who a LV ADHeatMate Ili 9pHVAD) between DA
and 2015 in the two participating centers. The definition proposed by the Kidney
Disease Improving Global Outcome criteria (KDIGO) was used to define AKI.
Multivariable analysis was conducted for the association mtalivariables and the
onset of AKI and the relation between AKI and renal function at one year.

Overall, 241 patients (mean age 52.4 + 12.9 years, 76% male, 64% BTT) were
included. AKI criteria were met in 169 (70%) LVAD patients, of whom 109 (45%) had
AKI stage |, 22 (9%) stage Il and 38 (16%) stage Ill. The need for inotropic support
and preexistent severe kidney failure (eGFR <30 ml/min/1.73 m2) were
independently associated with the development of AKI and with the sevefi#KI.
Overall, 30day matality rates were 8.3%, 10.1%, 13.6% and 26.3% (p=0.038) for
patients without AKI, stages I, I, and Ill. Gyear mortality rates were 18.7%, 26.4%,
23%, and 51% in patients without AKI, AKI stages I, Il and lll, respectiveharflog
p=0.001). The mearGFR at 1 year was 78, 72, 67 and 55 mL/min per 1.73rm
patients without AKI, stages |, Il, and Ill, respectively (p = 0.038). In multivariable
anal ysis, AKI stages O Il were independ
one year (p<0.01p

In conclusion, AKI is highly frequent after -CFAD implantation. More severe AKI
stages are associated with impaired renal function one year after implantation and
with a higher mortality rate in the first year after LVAD implantation. Prevention or
mitigation of AKI after CH.VAD implantation is therefore an important goal of
perioperative care.
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CD16+ monocytes and skewed macrophage polarization towards M2 type
hallmark heart transplant acute cellular rejection

T.P.P. van den Boséh CaliskdnM.D. Kaaif, A.A. ConstantinésdD.C. Manintvé)d
P.J.M. Leerierd.H. von der ThiseM. Clahsevan Groning&nC.C. Baarand A.T.
Rowshahi'Dept of Internal Medicine and Tpirgation?Dept of Cardiologipept of
Immunology arfiDept of Patholagirasmus University Medical Center, Rotterdam, The
Netherlands

During acute heart transplant rejection, infiltration of lymphocytes and monocytes is
followed by endothelial injury and eventually myocardial fibrosis. To date, no
information is available o monocytemacrophage related cellular shifts and their
polarization status during rejection. Here, we aimed to define and correlate
monocytemacrophage endomyocardial tissue profiles obtained at rejection ane time
points prior to rejection, with correspoding serial blood samples in 25 heart
transplant recipients experiencing acute cellular rejection. Additionally, 33 healthy
individuals served as control.

Using histology, immunohistochemistry, confocal laser scan microscopy and digital
imaging expressioaf CD14, CD16, CD56, CD68, CD80 and CD163 was explored

to define monocyte and macrophage tissue profiles during rejection. Fibrosis was
investigated using Sirius Red stainings of rejection-re@ation and oneyear
biopsies. Expression of esdimulatoryand migratiorrelated molecules on circulating
monocytes, and production potential for prand antiinflammatory cytokines were
studied using flowcytometry.

At tissue level, striking CD16+ monocyte infiltration was observed during rejection
(p<0.001). @nificantly more CD68+CD163+ M2 macrophages were documented
during rejection compared to barely present CD68+CD80+ M1 macrophages.
Rejection was associated with severe fibrosis iryedr biopsies (p<0.001).
Irrespective of rejection status, decreased frequies of circulating CD16+
monocytes were found in patients compared to healthy individuals. Rejection was
reflected by significantly increased CD54 and HRR expression on CD16+
monocytes with retained cytokine production potential.

CD16+ monocytes and M2macrophages hallmark the correlates of heart transplant

acute cellular rejection on tissue level, and seem to be associated with fibrosis on the
longterm.
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Liquid biopsies: non -invasive rejection detection after heart trans -
plantatio n

L.S.M. HofsteA. Vink J. van KUikE. Sierde Koning F. AhmagiN. de JongeR.A. de
Weget and M.M.H. HuibétsDept of'Pathology antCardiology, University Medical
Center, Utrecht, The Netherlands

After heart transplantation (HTx) acuteetlular rejection (ACR) can damage the
allograft which leads to the release of donor cell free DNA (cfDNA) into the
circulation of the recipient. The amount of donor cfDNA in the recipients blood
(liquid biopsies) can be measured using digital PCR. Theofiour study is to
implement this nofinvasive liquid biopsy technique for donor cfDNA detection post
HTX.

50 HTx patients were selected with at least one year folop Within this cohort
37 patients experienced ACR. The 13 nACR patients are used antrols. Eight
common SNPs were used for the recipietdbnor genotyping with qPCR. cfDNA was
isolated from EDTA plasma from the recipients gfidx and at multiple timepoints
postHTX. With digital PCR the amount of donor cfDNA was measured in the
recipierts plasma by targeting the specific SNP of the donor.

Pilot data of 15 patients were gathered and pblsix we detect donor cfDNA in the
recipient plasma samples. A limit of detection (LOD) for every SNP was determined
during validation of the assays. hetfirst month postHTx the amount of cfDNA of

both the donor and the recipient is fluctuating. The amount of donor cfDNA
decreases to a baseline (BL) level after one month. In all plasma samples of the
patients postHTx elevated levels of donor cfDNA werdetected after the biopsy
proven ACR and in some patients the elevated levels of donor cfDNA also matched
the biopsy proven ACR. Other clinical events explained peaks in cfDNA levels.

The eight SNPs were sufficient for typing the HTx recipients and dendfe can
detect donor cfDNA in the recipients plasma pedifx. Because cfDNA fluctuates
within the first month, endomyocardial biopsies (EMBSs) are still crucial in this period.
After the first month liquid biopsies show promising results to limit the amoof
EMBs, however this remains challenging as other medical issues might be interfering.
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Hypothermic machine perfusion reduces reperfusion injury of the bile
ducts after transplantation of donation after circulatory death livers

R.van Rijt¥, O.B. van LeeuwénA.P.M. MattéR L.C. Burlabe R.H.J. de Klein®!.T.

de Boér A.S.H. Gotwand R.J. Porte/Section of Hepatobiliary Surgery and Liver
Transplantation, Dept of Surg@yrgical Research Latooya Dept of Surgefpept of
Pathology, University of Groningen, University Medical Center Groningen, The Netherla

Although donation after circulatory death (DCD) livers are increasingly used for
transplantation, these organs are associated with an increased risk of biliary
complcations due to ischemia reperfusion injury (IRI). hypothermic machine
perfusion (HMP) has been advocated as a method to reduce IRI after liver
transplantation. The aim of this study was to determine whether oxygenated HMP
reduces IRI of the bile ducts aft transplantation of DCD liverdn a recently
performed phase 1 trial ten DCD livers were preserved with esdhemic
oxygenated HMP prior to transplantation. Biopsies were obtained from the common
bile duct at the end of static cold storage (before HM#igseline) and after graft
reperfusion in the recipient. The histological severity of biliary injury was graded
according to an established sequantative grading system in a blinded fashion.
Twenty DCD liver transplantations in our center that were notgserved with HMP
served as controldBaseline characteristics were comparable between the two
groups. As expected, the degree of bile duct injury at baseline was similar between
the study groups. After reperfusion, in the control group, the degree ofafyili
stroma necrosis (p=0.004) and injury of the periluminal peribiliary glands (p=0.017)
increased compared to baseline. In contrast, in HMP preserved livers the degree of
biliary injury after reperfusion did not increase compared to baseline. In accadanc
there was less injury of the periluminal (p=0.043) and deep peribiliary glands
(p=0.043) after graft reperfusion in the HMP group, compared to the control
group.In conclusion, this study suggests that oxygenated HMP reduces IRI of the bile
ducts aftertransplantation of DCD livers. Whether HMP leads to a decrease in the
incidence of biliary complications after DCD liver transplantation, is currently
investigated in a multicenter randomized controlled trial (Clinicaltrial.gov
NTC02584283).
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Micro RNAs differentiate between antibody and T -cell mediated renal
allograft rejection

T.P.P. van den Bosdil.C. Clahsean GroningénF. Rezaée D. Nieboér E.W.
Steyerbetg C.C. Baan Ph.Bnd A.T. RowshaniDept Internal Mezihe, Section of
Nephplogy and Transplantation, Erasmus University Medical Center, Rodjgradm,
Pathology, Erasmus University Medical Center, Rofbmpanf, Gastroenterology and
Hepatology, Erasmus University Medical Center, Rotterdam, and Dept of Cell Bio
Uniersity Medical Center Groningen, GrorfingphPublic Health, Erasmus University
Medical Center, Rotterdam, The Netherlands

MicroRNAs are important immune regulators of gene and protein expression. Both
circulating and intragraft expression of microR& have been related to renal
allograft rejection. To determine the mechansims that control cellular and antibody
mediated rejection, we hypothesized that miRNA expressionaast)transcriptional
regulator of gene expression could be differebetween ejecion subtypes. In this
study, we investigated microRNA tissue expression of different histopathological
types of kidney allograft rejection according to Banff 2013, i.e. to analyse the
differences between acute cellulair rejection, and acute and chranitbody
mediated rejection. Results of such a study would help detect new biomarkers.

Microarray experiments and semiquantitative e reverse transcription
polymerase chain reaction (QPCR) were performed using total RNA isolated from
46 freshfrozen renal allograft biopsies showing rejection. Initial microarray analysis
(mi RCURY LNAE microRNA Array pl atform
revealed 5 microRNAs with significantly differential expression between the rejection
biopsies.

Expression levelsf miR155 and miRR1 were significantly downregulated in acute
antibody mediated rejection group (n=9) compared to acute cellular rejection
biopsies (n=24) (p=<0.05) whereas miR5 was upregulated (p=<0.05). 2R was
significantly downregulated in @wmc antibody mediated rejection group (n=13)
compared to acute antibody mediated rejection biopsies (p=<0.001). The specific cell
sources in rejecting kidney biopsies are now being investigated, ag5hiBnd miR

21 has been repeatedly associated with thonocytemacrophage lineage cells.

We found significant differences in expression of 1b#%, miR21 and miRNA195

between antibody mediated and cellular rejection. Future validation studies are
needed to confirm these data.
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Compartmental infiltration of kidney allograft with monocyte -macro -
phage subtypes defines the type of rejection.

T.P.P. van den Bosd.C. Clahsean GroninggnF. RezadeD.A. HesselikD. Nieboér E.W.
SteyerbefgC.C. Baarmand A.T. RowshafiDept of Internal MedieinSection of Nephrology and Trans
plantation, Erasmus University Medical Center, Rotegamf Pathology, Erasmus University Medical
Center, RotterdarDept of Gastroenterology and ktépgy, Erasmus University Medical Center,
Rotterdam, and Depf Cell Biology, University Medical Center Groningen, Groningen, Dept of Pul
Health, Erasmus University tedenter Rotterdam, Rotterdam, The Netherlands

Rejection, regardless of the type and time, significantly worsens the graft function and
sunvval. Emerging evidence has revealed a crucial role for the cellsnohocyte
macrophage lineage in the pathogenesis of rejection. Here, we studied monocyte
macrophage compartmental infiltration of 62 kidney transplant biopsies with the diagnosis of
1) aate antibody mediated rejection (aAABMR, n=9), 2) chronic antibody mediated rejection
(cABMR, n=13), 3) acute cellular rejection type | (ACR |, n=11), 4) acute cellular rejection
type Il (ACRII, n=13), and 5) and 15 protocol biopsies from kidney transplaititsstable
function as controls. Next we studied the relationship between these findings and allograft
function and survival in the long term.

Immunohistochemical and immunofluorescent stainings were applied to study monocyte
macrophage infiltration. Theatensity of infiltration was quantified by ImageJ analysis and
laser scan confocal microscopy. Infiltrating monocytes were characterized by double staining
with CD14 and CD16. Infiltrating macrophages were identified by expression of CD68,
CD80, CD163 asfollows: CD68+CD80 (M1 type) and CD68+CD163 (M2 type).
Histopathological data was analyzed and correlated to eGFR, creatinine and proteinuria
levels at the time of biopsy, 3, 6 and 12 months p@sgéction.

Overall, the presence of CD68+macrophages imlkeg biopsies was significantly associated
with rejection compared to stable patients regardless of histopathological subtype
(p=<0,01). Overall, the presence of CD68+CD163+ macrophages was signigicantly
associated with a lower eGFR at the time of biopsyd at 3, 6 and 12 months after
rejection (p<0,001). Glomerular infiltration by classical and intermediate monocytes and and
the presence of non-classical monocytes in the interstitium were significantly associated
with rejection regardless of rejection btype (p=<0,01). cABMR was characterized by
glomerular and tubulointerstitial CD68+ macrophage infitration, and glomerular and
tubulointerstitial classical and intermediate monocyte distribution as compared to aABMR
(p=<0,05). ACRI and ACRIlI were charaetized by vascular and tubulointerstitial
distribuation of CD68+ cells as compared to aABMR rejection type (p=<0,05).

In sharp contrast to T cells, the presence of CD68+macrophages in a kidney transplant
biopsy is significantly associated with rejectiogarless of histopathological subtype.There
are significant compartmental differences in the distribution of different macrophage and
monocyte subtypes between aABMR and cABMR, as well as between ACR I/ll and aABMR.
These findings could be of interest fdre histopathological classifcation of rejection type.
Future clarification of the pathogenetical role and the cell specific markers could help detect
new rejection biomarkers.
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Identification of kidney transplant patients at risk for skin cancer by
diff erentially methylated regions in t cells

F.S. PetérsA.M.A. Peetér$.R. Mandaviya. van de Weterind.G.H. BetjgsC.C.
Baan and K. Boér'Dept of Internal Medicine, Nephrology and Transplatidafdrf
Clinical Chemistry, ErasmileslicalCenter University Medical Center Rotterdam, The
Netherlands

Skin cancer, specifically cutaneous squamous cell carcinoma (cSCC), is the most often
occurring malignancy in patients after organ transplantation with an incidence-of 100
200 times more compad to the general population. Biomarkers to predict post
transplant cSCC are unavailable. We hypothesized that epigenetic alterations in T
cells, which are crucial in tumour immune surveillance, identify individuals at
increased risk for cSCC after trangpitation. Therefore, we studied genomade

DNA methylation in T cells at time of transplantation and prior to the clinical onset
of cSCC in kidney transplant (KTx) patients.

Pure T cells were isolated b¥¥ACS sorting from PMBCs of KTx patients with (n¥46
and without cSCC after transplantation (n=46). Patients with gomtsplant cSCC
were matched to patients without cSCC. Genomade DNA methylation was
measur ed usi ng ' Il umi nads |l nfinium 45(
regions (DMRs) lineamixed modelling was applied to adjust for confounders
followed by comkp to find the regions.

The results showed 16 DMRs at time of transplantation between patients with post
transplant cSCC and those without pesansplant cSCC. The majority (11/16) of
these DMRs were hypomethylated in patients with ptvahsplant cSCC and 13 of
these 16 DMRs were located within the promoter region of a gene. After
transplantation but prior to the clinical onset of cSCC, 7 DMRs were found of which
the top results inclded an intragenic region of SERPINB9, an actively transcribed
gene in T cells, and a known tumour suppressor microRNA. No overlap was found
so far between the two groups.

These results support the hypothesis that differentially methylated regions have
potential to serve as a predictive tool for the development of ptsinsplant cSCC

both at time of transplantation and prior to the clinical onset of cSCC.
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Antibodies against apoptotic cells present in end -stage lung disease
patients do not correlat e with clinical outcome after lung transplantation

K. BuddifgE.A. van de Graaf. KarddHoefnagél EJ.D. OudijkJ.M. Kwakkean Erf

C.E. HacK and H.G. Ottén'Laboratory of Translational Immunology, University Medica
Center Utrecht, Utlet,?Dept of Respiratory Medicine, University Medical Center Utrechi
Utrecht?Center of Interstitial Lung Diseases, St. Antonius HospitgleiNj®epts of
Rheumatology and Dermatology, UniversitgalM&dinter Utrecht, Utrecht, The
Netherlands

Antibodies against HLA and né#flLA are associated with transplantation outcome.
Recently, prdransplant serum IgG antibody levels against apoptotic cells were found
to correlate with kidney allograft loss. We investigated the presence of these
antibodiesin lung transplantation (LTx) patients and evaluated the correlation of pre
LTx serum levels of IgG antibodies against apoptotic cells with LTx outcome. These
cells included donor lung endothelial cells (EC) obtained from lung perfusion fluid
collected duing LTx procedure. Cells were isolated, expandadvitrg and analyzed

as targets for armapoptotic cell reactivity. Cultured cells exhibited EC morphology
and were CD31+, CD13+ and VWF+ . Esstlage lung disease patients showed
elevated serum IgG levedgjainst apoptotic lung E@<0.0018) compared to healthy
controls. Interestingly, levels between cell systems did not correlate, hinting at target
cellspecificity. We observed no correlation between chronic or acute rejection and
pre-LTx serum levels ofintiapoptotic antibodies. Also, these levels did not differ
between matched patients developing chronic rejection or not during follpvor at

the time of diagnosis, as they remained as high as prior to transplantation. Thus,
circulating levels of an@poptotic cell antibodies are elevated in esthge lung
disease patients but our data do not correlate with outcome after LTx.
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Risk factors and impact on outcomes of trajectories of anxiety and
depression after liver transplantation: a pr  ospective cohort study

C. Annenma G. Drert P.F. RoodtoR.E. StewértH.J. MetselaarB. van HoékR.J.

Porté and A.V. RanchofSchool of Nursing & Health, University Medical Center
GroningeriDept of Gastroenterology and Hepatology, UnMedidal Center Groningen,
3Dept of Health Psychology, University Medical Center GioejigehPublic Health,
University Medical Center Gronirnbept of Gastroenterology and Hepatology, Erasmus
Medical Center, Rotterdd®ept of Gastemterolog and Hepatology, Leiden University
Medical CentefDept of Surgery and Liver Transplantation, University Medical Cent
Groningen, The Netherlands

Background Although the burden of psychological problems among liver transplant
recipients is recognizedittle is known about the course of symptoms of anxiety and
depression over time. The aim of this study was to examine whether distinct
trajectories of anxious and depressive symptoms are present among adult liver
transplant recipients from before trangpitation up until to two years after
transplantation; to identify demographic, clinical, and individual characteristics
associated with the distinct trajectories; and to examine the influence of distinct
trajectories on outcomes.

Methods Data were retrieed by questionnaire before and at 3, 6, 12, and 24 months
after transplantation. Clinical data were retrieved by medical record review. Latent
Class Growth Analysis was used to identify distinct trajectories and General Linear
Mixed Models analysis was dge identify associated variables.

Results Three distinct trajectories for symptoms of anxiety and depression were

i denti fied: ono symptoms, 6 oresolved s
trajectory of persistent symptoms of anxiety comprised 23% tloe transplant
recipients.The trajectory of persistent depressive symptoms 29% of the transplant
recipients. Several clinical and individual variables were found to be associated with
the trajectories of persistent symptoms of anxiety and depressiopee&ncing more
sideeffects from the immunosuppressive medication, a lower level of personal
control, more use of emotional coping, less use of tasknted coping, less
disclosure about the transplant, and experiencing more stressful life events.
Transpant recipients within the trajectories of persistent symptoms, reported
significantly worse medication adherené€e<(0.02) and lower scores for all domains

of healthrelated quality of lifeR< 0.001).

Conclusion A significant subset of liver transpilarecipients showed persistent
symptoms of anxiety and depression. Our results emphasize the importance of
psychological care in the transplant population. Assessment of risk factors early in the
transplant process and continuous follap of psychologicalfunctioning are
warranted. Based on these assessments appropriate interventions should be
undertaken to enhance psychological functioning in liver transplant patients.
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EXPloring attitudes and factors influencing reproductive Choices in renal
Transplant p atients (EXPeCT -study)

M. van Buren?, D. Beck?, P. de Haan?, J. van de Wetering! and E. Massey?, 1Dept of Int
Medicine, Erasmus University Medical Center Rotterdam, 2Dept of General Surg
Erasmus University Medical Center Rotterdam, The Netherland

The number of renal transplantations (RTX) among young women is increasing.
Therefore the number of women who have the desire to have children after
transplantation is also rising, despite the possible complications for both mother and
child. While mostliterature focuses on the medical outcomes of pregnancy after
transplantation, this qualitative study aims to explore the motives for pregnancy after
transplantation and the psychosocial and medical factors considered. Furthermore,
we explored the experiace of being pregnant and raising children after RTX.

Women who were transplanted between 20@®13 and became pregnant after
transplantation were eligible for inclusion. These women were matched with women
who had not been pregnant but were the same agé (yrs) and transplanted at the
same time (x 2 yrs). Semstructured interviews were conducted and transcribed ad
verbatim. Directed content analysis was carried out to identify general themes .
Between 0101-2008 and 3112-2013, 137 women £ 45 yrs wergansplanted in our
center. We invited 37 women, of which 20 women were willing to participate in the
interviews. Preliminary analysis identified the following themes: physical loss;
concerns about being able to take care of a child because of tiredrtesd:3iX, but

also loss of a child. Guilt was mentioned for different reasons, towards nephrologists
for wanting to risk their renal transplant for a pregnancy, but also towards their
children who will grow up with a sick mother. Calculating risks and gytim lower

them was important because they want to stay in control. Information about
pregnancy and RTX was minimal if women did not initiate a discussion with their
nephrologist. Trust in their body to become pregnant was mentioned, and the
difficulty digsussing their desire to have children. One was dissuaded not to get
pregnant by their nephrologist and did not dare to talk about it ever again. Two
factors were identified as being crucial in the decision whether or not to become
pregnant: the guidancefade they received from the professional and the support
from their social network.

Conclusion: Preliminary results show that discussing with the doctor the wish to
conceive is of great importance and should be handled with care. Young women after
transphntation with or without a desire to have children find it difficult to talk about
this with their nephrologist. Because this threshold can be high for these women we
suggest that the nephrologist or nurse practitioner paotively discusses this issue
with every women in the chiltbearing age to afford effective education and guidance.
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Posttraumatic stress disorder in liver transplant recipients before and
after transplantation: prevalence, symptom occurrence, and intrusive
memories

C. AnnemaG. Drenit P.F. RoodhdH.J. MetseldaB. van HoékR.J. PofteM.J. Schroeveand A.V.
Ranchdr *School of Nursing & Health, University Medical Center Grivepgeri, Gastroenterology
and Heptology, University Medical Center Gronibgg, of Helih Psychology, University Medical
Center Groningébept of Gastemterology and Heplgy, Erasmus Medical Center, Rotteieph,

of Gastroenterology and Hepatology, Leiden University Medicalepetfe§urgery and Liver Frans
plantation, Umersity Medical Center Groningen, The Netherlands

Background Studies on posttraumatic stress disorder (PTSD) in organ transplant
recipients mainly focused on assessing prevalence rates and identifying risk factors.
Less is known about which aspects oé ttnansplant process are traumatic in nature.
This study aimed at increasing the understanding of PTSD in liver transplant patients
by describing the course of PTSD from the waitlisg period up until one year after
transplantation, symptom occurrencesyzhological conorbidity, and the nature of
re-experiencing symptoms.

Methods A prospective cohort study was performed among 95 liver transplant
recipients. Data were retrieved by questionnaire before transplantation, and at 3, 6,
and 12 months postransplantation. Both quantitative and qualitative methods were
used to analyze the data.

Results Before transplantation, 32% of the respondents showed clinically relevant
symptoms of PTSD, of which 10.5% fulfilled the criteria of full PTSD and 6.3%dfullfille
the criteria of partial PTSD. In all cases,-roorbid conditions of anxiety and/or
depression were present. After transplantation, ~15% of the respondents showed
clinically relevant symptoms of PTSD, but no new onset of full PTSD was found,
while new onsgt of partial PTSD was found in six respondents. Arousal symptoms,
such as sleeping disorders and concentration problems, were the most frequently
reported symptoms, but were found not to be distinctive for PTSD in transplant
patients because of the oveplavith diseaseand treatmentrelated symptoms. Re
experiencing symptoms before transplantation were mostly related to waiting for a
donor organ and the upcoming surgery. After transplantatiorexperiencing
symptoms were mainly related to aspects of thespital stay, such as the stay on the
Intensive Care Unit and experiencing a delirium.

ConclusionsIn liver transplant patients, clinically relevant PTSD symptomatology is
more present than caseness for full and partial PTSD, and both PTSD
symptomatologyand caseness is more prevalent in liver transplant candidates than in
liver transplant recipients during the first year after transplantation. However,
because of the overlap with disease and treatnretated factors, and with other
psychological disords, it is difficult to disentangle the differences. Therefore, when
PTSD is suspected, referral to a clinician is warranted in order to confirm the
diagnosis and subsequently initiate appropriate interventions.
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Dried Blood Spot Monitoring After Lung Transp  lantation: Patients
Perspectives

M.J.C. Wess#akketl, E.M. van MaarsevéeM.E. JansserH.D. Luifk E.A. van de
Graaf, A.C. Egaand J.M. Kwakkein Erp 'Dept of Heart and Lung, University Medical
Center Utrecht, UtrecAept of Clinical &macy, University Medical Center Utrecht,
Utrecht, The Netherlands

After lung transplantation lifetime drug monitoring of the immunosuppressive drug
tacrolimus is necessary because of a narrow therapeutic window and large antr
intra-individual vaagbility of the tacrolimus blood concentration. Since 2012 the dried
bloodspot (DBS) testing of tacrolimus was introduced in our daily clinical practice in
stable outpatient lung transplant recipients. The aim of this study was to evaluate
patient satisfacdn of DBS sampling. Methods: 39 stable lung transplant recipients at
our center were recruited for the evaluation of the DBS testing. Patients with
scleroderma were excluded. Patient satisfaction was evaluated using a written
guestionnaire 6 to 12 monthafter starting DBS. Eightywo percent (32/39) of the
patients responded. Two of the 32 patients admitted they never used the DBS and
were therefore excluded. Native lung disease of the 7 -nesponders was Cystic
Fibrosis (86%) or Pulmonary Hemosidero§igl%). Fortsthree percent was male
(median age 30 years; range-238. Native lung disease of the 30 responders was
Cystic Fibrosis (77%), COPD (10%) and approximately 3% was A1ATD, sarcoidosis,
IPF or Pulmonary Hypertension. Fifty percent of the respeadeas male (median
age 32 years; range -64). On a scale from 0 to 10, patient satisfaction was 8.3
(range 2,510). Hundred percent of the patients were content with the patient
information and the instruction. None of the responders experienced any
inconvenience with the finger prick and all of them continued the DBS. TweeNgn
responders reported difficulties with applying the blood drop on the sampling paper
because of tremors caused by tacrolimus. However, almost all bloodspot samples
sent to our laboratory were valid. Finally, 40% percent of the responders reported
that they would like to have an-eeminder to send the DBS sample in time.

Conclusion: Patient satisfaction with DBS method was high in our outpatient
population. DBS testing of taciolus is considered patient friendly. DBS sampling of
tacrolimus can be performed at home and can reduce the outpatient clinic visits. All
patients continued to use the DBS. Home sampling is a promising tool to improve
quality of life for lung transplantati patients.
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Providing guidance to patients with Hepatic Encephalopathy who are on
the waiting list for liver transplantation: a quality improvement project

M. Heida, J. van der Wal and G. Drent, Dept of Gastroenterology and Hepatolc
University Btlical Center Groningen, The Netherlands

Hepatic encephalopathy (HE) is a severe complication in patients on the waiting list
for liver transplantation. HE often affects patients with decompensated liver cirrhosis.
It is a neuropsychiatric syndrome causleg a high level of ammonia in the blood,
which crosses the blocttrain barrier. Mental and neuromuscular symptoms are
present in patients with HE. Teaching patients and their caregivers how they can
recognize the first symptoms of HE can prevent both vemisg of the condition and
hospitalization. At present, patients and their caregivers are concerned about HE
because they are unaware of the symptoms of the condition.

The main goal of this study is to provide guidance to patients and their caregivers on
how to manage HE. Furthermore, nurses require clinical training that helps them to
inform and instruct patients and their caregivers about HE.

Patients and their caregivers were interviewed about recognizing symptoms of HE
and about their knowledge of apgoriate actions. The nurses from the ward were
invited to fill out a survey on knowledge of HE and skills they require to teach
patients and their partners.

A total of ten patients and their caregivers were interviewed. Patients with a first
episode of HEwvere concerned about the symptoms and had little knowledge of HE.
Patients who had been through multiple episodes of HE had some knowledge of the
symptoms. Most caregivers saw a difference in the behavior of patients with HE, but
were not able to connecthis altered behavior to HE. They all stated that while an
information leaflet on HE would be informative, they also wanted to learn how to
manage its symptoms and how to prevent deterioration. Fifteen nurses (65%) from
the ward filled out the survey. Respdents indicated they were in need of clinical
training on managing HE as well as information on causes, symptoms, and treatment
options. Based on these results, a clinical training was prepared and an information
leaflet was designed, including a diavgight, frequency of defecation) and a number
connection test to assess the degree of HE.

The conclusion of this study is that providing information about HE helps patients
and their caregivers to gain a sense of control and to prevent worsening of the
condition. A followup study will be performed to verify whether this information
leaflet increases knowledge, improves quality of life, and decreases the number of HE
episodes.
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Cystic fibrosis related diabetes mellitus and lungtransplantation

.M. IJggse and H.W. de Valk, Dept of Internal Medicine, University Medical Cent
Utrecht, Utrecht, The Netherlands

Cystic fibrosis is een erfelijke ziekte waarbij er gestoorde electrolytransport over de
slijmvliezen is, vooral in de long. Dit proces leidt tetiigkerende infecties en verlies

van longfunctie, vaak eindigend in longfalen (FEV1<30%). De helft van volwassen
patiénten ontwikkelen diabetes: Cystic Fibrosis Related Diabetes (CFRD). Afgezien
van schade door de diabetes, wordt hyperglycaemie als oorzgeden van
verslechtering tijdens pulmonale infecties. Longtransplantatie (LTx) is de ultieme
therapie voor longfalen. Insuline toediening en conventionele zelfmetingen van
bloedglucoses door vingerprikken (SMBG) is niet altijd voldoende.

Methode:We beschrijven een 34 jarige vrouw met CFRD. Patiénte werd behandeld
met insulinepomptherapie, gekoppeld aan een continu glucose meting (CGM). In
2012 onderging patiénte haar LTx. Wegens verlaagd FEV1 en dreigende afstoting in
december 2014, kreeg patiénte hogdoseringen steroiden en twee keer een
afweeronderdrukkende behandeling. Tijdens deze periodes was patiénte niet in staat
om te eten. Om deze reden werd sondevoeding gestart. Wegens angst voor
hypoglycaemieen durfde patiénte weinig insuline te bolussemmelee ontstonden

grote glcuosefluctuaties. In januari 2016 onderging patiénte eetrdresplantatie. In

deze positransplantatie periode was de glucose variabiliteit hoog.

Met patiénte werd in multidisciplinair verband besloten om te starten met een
insulnepomp welke de insulinetoediening stopt en herstart op basis van de
sensorwaarde. De verpleegkundig specialist (VS) diabetes nam in dit proces de regie.
Door educatie en communicatie kon patiénte deze advanced technology adequaat
toepassen.

Resultaat: Isulinebehoefte van patiénte daalde van 45 naar 20,5 eenheden per dag.
Hypoglycaemieen kwamen niet voor. Hyperglycaemieen waren acceptabel. Patiénte
ervoer een groot zelfvertrouwen in haar diabetes.

Aanbevelingen voor de praktijk: In samenspraak met dé&mabverwegen om bij

kwetsbare patiénten preen posttransplantatie te starten met complexe insuline
pomptherapie samen met CGM.
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From proposal to practice: participation of compatible donor -recipient
pairs in the Dutch kidney exchange program

M. ce Klerk, W.Zuidema, E.K. Massey, W. Weimar, J. van de Wetering, Dept of Intern
Medicine, Section of Nephrology and Transplantation, Erasmus Medical Center, Rottel
The Netherlands

Background: Since 2004 incompatible denexipients pairs have pcipated in the
Dutch living kidney exchange program. Between 2009 and 2012 5 compatible pairs
decided to donate in the exchange program, which resulted in 14 instead of 5
transplants. Enrolment of compatible pairs could help increase the success tlage in
kidney exchangprogram. However, how should we educate compatible donors and
recipients about this participation. Here we discuss the implementation of a protocol
for these pairs to participate in the exchange program and describe a study designed
to evaluate the decisiemaking process.

Methods: Our transplant team discussed the protocol to minimize undue influence,
as well as the moment of education. A questionnaire was developed to evaluate the
protocol and the decisioimaking process regarding piarpation.

Results: In June 2016 we introduced the compatible pairs program. We developed a
leaflet with neutral, objective information about the program. This information was
also available on our website. Education about living donation programs was
stardardized. All new patients and donors who visit the outpatient clinic for the first
time will be informed in the same way about these programs. The first consultation
with the coordinator about the living donation/transplant programs take place at the
time that donor-recipient pair do not know if they are compatible or not. The
information leaflet about voluntary participation in the exchange program is handed
out at this point. The second consultation with the coordinatdéakes place when

the compatible pir visit the outpatient clinic for the immunological results. If the
crossmatch is negative and they are blood type and HLA compatible, we discuss the
willingness to participate in the exchange program. When the pair has made a
decision, we ask them to gpticipate in a survey study on their decisioraking
process. The questionnaire can be filled in at home. Specific versions of the
guestionnaire were developed for participants and for +pamticipants, and for
patients and donors respectively.

In conclugon: Education takes place to raise awareness that a living donor can always
give the kidney in a indirect way. Thi
voluntary on an altruistic basis to help other pairs. With the questionnaire we aim to
gain irsights into patients and donors motivation to their decision. Acceptable and
unacceptable conditions of the program will be evaluated.
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Impact of C3d -fixing donor -specific HLA antibodies on long -term kidney graft
survival

E.G. Kamburoy®.W. Wissel. JoosténW.A. AllebgsA. van der MeelL.B. HilbranydM.C. Ba&sk. Spierings
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P.J.M. van der B8pd.W. de Fijter M.G.H. Betjes S. Heid¢, D.L. Roelén F.H. Clag&sand H.G. Ottén
lLaboratory of Traagbnal Immunology, UMC Utrecht, Utikcliipratory Medicine, Lab. Medical Iniogyno
Radboud University Medical Center, Nijreiegphpf Nephrology, Radboud University Medical Center, Nijmegen,
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UtrechtfDept of Nephrologyniversity of Groningen, UMC Groningen, Grdbiegenf Labatory Medicine,
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Maastricht UMC, MaastricbkiDept of Internal Medicine, iflon of Nephrology, Maastricht UMC, Maastricht,
10Dept of Nephrology, VU University Medical Center, Am&tBefzsnof Immumgenetics, Sanquin, Amsterdam,
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Registry (NOTR), Dutch Transplant Foundation (NTS)!“Deipenf Nephrology, Leiden University Medical
Center, LeideBDept of Internal Maxie, Nephrology, Erasmus Medical Center, Rotterdam, Dept of Nephrology
RotterdaméDept of Immunbematology and Blood Tiasien, Leiden University Medical Center, Leiden, The
Netherlands

The presence of complement fixing antibodies against donor human leukocyte antigens (HLA) prior
to transplantation is considered a contraindication ftnansplantation. Detection of these
antibodies by crossmatching is widely used in donor exclusion. HLA antibody detection by single
antigen bead array (SAB) is much more sensitive than completiepaindent crossmatches and
allows finer definition of antibdy specificity. However, the exact clinical significance of SAB
detected donorspecific antibodies (DSA) that do not cause a positive crossmatch is not clear.
Although most studies showed a relation between S#gined DSA and impaired graft outcome,

the presence of HLA antibodies in pr& posttransplant sera not always resulted in graft loss. This
raises the question how to define clinically relevant DSA using SAB, which is important as inclusion
of irrelevant speci fi ci twauld sesult in digmesdali oé apprepdate a n t
kidney donors. A recent modification of the pdgG SAB assay allows detection of HLA antibodies
binding C1q and C3d. As early humoral graft rejection is considered to be complement mediated,
these novel SABBased e€chniques may provide a valuable tool in the identification of patients at
risk for graft loss. Cldixing ability of DSA has already been shown to be strongly associated with
kidney graft loss. Studies defining the potential of C3d as marker of compldixatnn (e.g. assay
developed by Immucor) are scarce and include low number sera from patients included up till now.
In the Dutch PROCARE consortium study more than 6000 kidney transplantations performed
between 19958006 were analyzed. The presence ainrdonor-specific HLA antibodies (NDSA)

and DSA against HL-A/B/DR/DQ antigens was defined in 4724 gransplant sera using the pan

IgG SAB assay. Next, the 806 (17%) sera with DSA were further tested with theSBBdassay.

We found that 190/806 (24%) dhe pretransplant sera contained at least one G&ihg DSA and
616/806 (76%) of the sera had no GBking DSA. At 10 years after transplantation, patients with
C3d-fixing antibodies had a graft survival of 62%, while patients withoutfikiBd antibotes had a

graft survival of 69%. Patients without any HLA antibodies hadyeaOgraft survival of 79%. We
conclude that the presence of pretransplant Cfsdng DSA is associated with increased risk for
graft rejection.
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A standard frailty indicator fo r predicting postoperative complications
after kidney transplantation

L. SchopmeyeM. EI Moumhi G.J. Nieuwenhivijseké, S.P. BergeS.J. BakkeR.A.
Pol, Dept of !Surgery?Anaesthesiologynd *Nephréogy, Unersity Medical Center
Groningernmhe Netherlands

Currently there is a lack of tools that help predict the -8@y postsurgery outcome

after kidney transplantation. Frailty is a clinically recognizable condition, also called
syndrome or phenotype, that estimates physiologic reservesiltiag from aging
associated processes. These changes are responsible for an increased vulnerability
and decreased ability to cope with physical stressors, resulting in a serious
deterioration in health. Frailty has recently emerged as a possible predieimor

for post-surgical outcomes.

This study aims to assess whether frailty is a reliable tool for predicting short term
(30 days) postoperative complications after kidney transplantation with the aim to
optimize treatment decisions and preventive agaments.

From January 2015 to October 2016 all kidney transplant recipients (N=150) were
prospectively included. At admission, frailty was assessed using a standardized frailty
indicator consisting of 15 items, classified in 8 separate groups, consistanthe/
domains of functioning. Frailty was def
from O to 15. Postoperative complications were recorded and analysed using the
Comprehensive Complication Index (CCI). Using a linear regression model, the
correlation between 3@ay postoperative complications and frailty was adjusted for
important confunders and risk factors like sex, age, ASA Score, Charlson
Comorbidty Index, hypertension, BMI, smoking, dialysis, duration of dialysis, type of
transplantation ad retransplantation.

The mean frailty score for the tested population was 2.07 and 23 patients had a frailty
score of 4 or higher. Thanean CCI score for 3@lay postsurgery was 17.9; the
mean CCI score for ofrailo patients (O
patients (<4). Frailty (13.4 point increase in CCI, 95% CF24.8; p=0.001) and type

of transplantation (10.5 poinincrease in CCI for postmortal transplantations, 95%

Cl: 0.520.5; p=0.04) were statistically significant factors associated with a higher risk
of postoperative complications after kidney transplantation, independent of potential
confounders.

In conclusia, frailty and type of transplantation are both factors significantly-asso
ciated with 30day postoperative complications measured by the CCI. The simplicity
of determining frailty using a standardized frailty indicator makes it well applicable in
daily cinical practice and can improve short and possibly-@ngn outcome.
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Self-monitoring creatinine after transplantation: the (un)reliability of
patient reported data.

C.L. van Lintw. Wang S. van Dijk, W-P.Brinkmaf) T. RovekarfijpM. Neeriné; A.J.
Rabelinkand P.J.M. van der Bpbgpt. of Nephimgy, Leiden University Medical Centre,
Leiden; Dept. of Cpuater Scienge Delft University of Technology, Delft; Dept. of
Technology in Healthcare, Prevention and®,HEd(h Leiden; Depf Health, Medical
and Neuropsychology & Behavioural Stieaimen Uwérsity, The Netherlands

Background SeHmonitoring creatinine is a promising new health care strategy to
reduce number of outpatient visits after kidney transplantation. Theent study

used data from a sethanagement intervention to investigate whether it is safe to
rely on pati eredswdmentseported self
Methods:During the first year postransplantation 54 patients registered their self
measured creatinine values an online Sellanagement Support System (SMSS)
which provided automatic feedback on the registered values (e.g. contact hospital).
Values registered in the SMSS were compared to those logged in the creatinine
device to study reliability of registered tda Adherence to measurement frequency
was determined by comparing number of requested with number of performed
measurements. To study adherence to provided feedback, SMSS logged feedback anc
information from the electronic hospital files were analysed.

Results: Eightyseven percent of all registered creatinine values was entered
correctly, although values were often registered several days later. In case of a
difference between (number of) measured and registered valuegistered
creatinine values wersignificantly lower than the measured ones, suggesting active
selection of lower creatinine values. Level of adherence to measurement protocol
was highest during month-2 posttransplantation with over 90% of patients
performing at least 75% of the requed measurements. Adherence to SMSS
feedback ranged from 585% depending on the specific feedback.

DiscussionPat i ent s tendency to select | ower
to postpone registration and the suboptimal adherence to the SMSSidaedv
feedback might challenge the safety of-sedhitoring. These issues can mostly be
overcome by transferring measured data automatically.
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Combined Measurement of Immunosuppressive Agents, Creatinine and
Hematocrit in a Single Dried Blood Spot  Using LC -MSMS and Near -infra -
Red Spectrometry

A.C. EgadM.J. WessdBakker’M.J.M. Kwakkehn Erp?M.E. Jansseél. LuUijk’E.A. van

de Graaf3M. Oostendorg,El Amrani andE.M. van Maarseveég@|inical Pharmacy,
University Medical Center WitreddtrechtRespiratory Medicine, University Medical Center
Utrecht, UtrechtDivision of Heart and Lung, University Medical Center Utrecht, Utrect
3Dept of Clinical Chemistry and Haematologgrdityi Medical Center Utrecht, Utrecht
’Current addes: Maxima Megdil Center Veldhoven, Clinical Laboratory, Veldhoven, Tt
Netherlands

Purpose: Biomarker and drug monitoring and are essential to diagnose and prevent
toxicity and rejection in lung transplant recipients. To date, whole blood sampling is
@ he gol den standardd for quantificati or
of serum. Nevertheless, whole blood sampling in stable transplant recipients usually
takes place at the outpatient clinic and is rarely carried out by patients themsalves
home. Therefore, we have developed a practical method for rapid and easy
guantification of hematocrit (Ht), creatinine (Creat) and immunosuppressive agents
(IMx) in dried blood spot (DBS) samples.

Methods: For Ht measurement nearfrared (NIR) spectroratry combined with an
in-house developed NHRodel and Blchi NIRcal 5.5 softwarevere used to
nondestructively quantitate Ht in DBS. Thereafter, DBS samples were extracted
under ultrasonication for 15 minutes. IMx and Createre detected with a Thermo
Sgentific triple quadrupole Quantum Access with positive ionization. Following
analytical validation methods were clinically validated by comparing DBS results with
whole blood and serum reference methods. Venous whole blood samples of 30
patients on cyclgsorin A, tacrolimus, sirolimus and everolimus were used to prepare
DBS. Ht, IMx and Creat concentrations determined by DBS and whole blood or
serum methods were compared by Passing & Bablok regression analysis.

Results: A good correlation was demonstratgiglding linear regression coefficients

of R2 >0.95. for all compounds and Ht. Low, medium and high controls are all <15%
in all cases. The average concentrations of Ht, IMx and Creat in the population were
within the 95% limits of agreement.

Conclusion: Arapid and combined dried blood spot analysis suitable for patient
home monitoring of immunosuppressants, creatinine and hematocrit in lung
transplant recipients using a single sample was successfully developed.
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A sudden increase in delayed graft fun ction in living donor kidney trans -
plantation and a changed peroperative fluid regimen

G.J. Nieuwenhdilseké, T.M. Huijrk R.A. PoIM. El Moumfi M.M.R.F. Strdysand

S.P. BerderDept of Anaesthesiology, University of Groningen, UnivaraitZ &meer
Groningen, Groningdept of Surgery, University of Groningen, University Medical Cent
Groningen, Groningen, The Netherf@egs, of Anaesthesiology, Ghent University, Ghent,
BelgiuntDept of Nephrology, University of Groningen, tymideatial Center Groningen,
Groningen, The Netherlands

The first half of 2016 an increase in delayed graft function (DGF) in our living donor
kidney transplantation (LDKT) population was noticed. The incidence of DGF
(defined as need for dialysis 1st Weafter transplantation) and functional DGF
(fDGF, defined as failure of a fall in serum creatinine of 10% on 3 consecutive days in
the 1st week after transplantation) had increased from respectively-4.4% (DGF)

and 8.4%8.9% (fDGF) in 2022015 up t011.3% and 26.4% in the first half of 2016.
During 2015 we changed our peroperative fluid regimen from a standard amount of
4-5 liter balanced cristalloids to a goal directed fluid therapy approach. This approach
aims to optimize the volume state based ohet Frank Starling curve and
individualized goals. For kidney transplantation the goal was set to a stroke volume
variation (SVV) <10% at time of reperfusion. We questioned whether this adjustment
in fluid regimen was related to the increase in fDGF. Franudry 2014 to June 2016
214 LDKT were performed in our center. Donor and recipient characteristics were
obtained from hospital records. Intraoperative data were retrieved from our digital
patient data monitoring system. Analysis comprised an univariaiallgsss, analysis
over time and multivariable logistic regressios half of the population was
transplanted preemptively two groups were made: fDGF (n=26, also including
patients meeting DGF criteria) and noDGF (n=188). Demographics of donors were
compaable with the exception of age and length. Recipients on dialysis were more
likely to develop fDGF after transplantation compared to preemptively transplanted
patients (P<0.001). Univariable analyses detected various risk factors for fDGF.
Recipients deuveping fDGF received less peroperative fluid, 34.3 (Z8.5) ml/kg vs

43,7 (34,253,6) mil/kg (P=0.006) and were treated more frequently with
noradrenaline, 79% vs 52% (P 0.010). Sacrifice of an artery occurred more frequently
in fDGF (P 0.043). In the adjusted analysis, the effect of the amount of fluid on
developing fDGF was 0.962 1,039, 95% CIl 0.932.993 P=0.016). When adjusted

for dialysis, sacrifice of an artery and the use of noradrenaline, the amount of fluid
remained independently associatedith DGF (OR=0.96, 95%CI 0.931997,
P=0.032) Goaldirected fluid management towards an SVV of 10% has led to reduced
peroperative fluid administration. This seems to be an independent risk factor for
development of fDGF in living donor kidney transpédion. A more liberal fluid
management using other goals might be more appropriate.
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The effect of starting enteral tube feeding in patients with end -stage cystic
fibrosis before lung transplantation

F.M. Holland¥?, B.C. Broerseis. Bellean Meerkd', N.M. de Roband E.A. van de
Graaf, !Internal Medicine and Dermatoltiggpt of Dietetics, University Medical Center
Utrecht,?Division of Hoan Nutrition, Wageningen Univer§iystic Fibrosis and Lung
Tranglantation Center, University MeGieater Utrecht, The Netherlands

Background & aim&ung transplantation (LTx) is an established treatment option for
endstage lung disease in patients with cystic fibrosis (CF). A body mass index (BMI)
below 18.5 kg/mis often used as a preclusion fafTx. Pretransplant nutrition
management is aimed to maintain or improve nutritional status, in order to meet the
criteria for LTx. Enteral tube feeding (ETF) is widely used to improve nutritional
status in CF patients. Previous studies suggest a geiftenedce; CF women have a
higher risk for malnutrition and detoriation of pulmonary function than men. The aim
of this retrospective study was to investigate whether ETF improves body weight,
BMI and pulmonary function and induces cystic fibrosis reldieletes (CFRD)
equally in men and women with CF before lung transplantation.

Methods:Endstage CF patients using ETF for at least 6 months between 2000 to
2014 were included. Outcomes were collected at the usual outpatient clinic visits and
data on bodyweight and BMI are necessary according to Lung Allocation Score (LAS)
implemented in April 2014. Data were extracted from patient files from six months
before to 6 months after starting ETF and were analyzed for men and women
separately.

Results: Twenty-six adult patients with engtage CF (19 women; 73%) were
included. Six months before the start of ETF, 9 of the 19 women had a BMI less than
18.5 kg/m. In women, mean BMI significantly decreased before the start of ETF
(p<0.05) and increased significarttly kg/m after the start of ETF (p<0.05). Mean
body weight increased by 3.3 kg (95%CI, 1.7 to 4.9 kg). In men, the increase in mean
BMI of 0.3 kg/hover time was not significant. Body weight increased by 4 kg after
the start of ETF but this was also neignificant (95% Ci1.2 to 9.1 kg). In women,
pulmonary function (FEYpred) decreased significantly from 34% 6 months before
starting ETF to 29.5% 6 months after (p<0.05). In men,;%Bked declined from
22.5% in the 6 months before to 21.5% 6 montherathe start of ETF. At the start

of ETF, 10 women and 3 men suffered from CFRD. Of the 13 patients with CFRD,
only 1 woman developed CFRD after the start of ETF.

Conclusion:ETF can help to improve body weight and BMI and may contribute to a
stabilization of pulmonary function in patients with erstiage CF. This is an important
outcome for patients waiting for lung transplantation. We found no indication that
the effect was different for men and women.
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lliac peripheral arterial disease before kidney tra nsplantation: the
influence of intervention

M.A. van der Zijdem. LagingJ.A. Kalan GestelM.J. Poldervdail.J.A.N. Kimeh&.
ten Ra&a and J.I. RoodhaDept of'internal Medineand 2Surgery, Erasmus Medical
Center University Medicalt€e Rotterdam, The Netherlands

Background Peripheral arterial disease may exclude kidney transplantation when
vascular connectivity is hampered. Stenotic or calcified iliac vessels without
symptoms are not an indication for vascular treatment. How int@t is peripheral

artery disease for survival and what is the influence of intervention before
transplantation?

Methods Our retrospective study included 1728 patients transplanted between
20002012. Peripheral vascular disease was scored as: stenastiiting disease,
dissection, and vascular intervention in the iliac regiorpaBsely microvascular

di sease (amputations in diabetes mel | i
Other variables included are: recipient age, PRAmax, transpé&art number of
HLAmismatches, donor type, donor age, Cile, and the RoCKeT score after
extraction of peripheral arterial disease, which was used to correct for
comorbidities. Multivariable Cox proportional hazards analyses were performed to
test the independent influence of peripheral vascular disease variables, corrected for
variables witha known significant influence.

Results There were 325 graft failures and 215 deaths in the period studied. There
were missing values in 5 cases. In multivariable Cox analysis graft failure censored for
death was significantly influenced by peripheratwlas disease (n=141, p=0.021,
RR=1.59) and by the known variables but not by the adjusted RoCKeT score. In a
separate multivariable analysis occlusive vascular disease did significantly influence
outcome (n=91, p=0.007, RR=1.93), while dilating diseasb5)ndid not influence
outcome. Furthermore, untreated arterial disease significantly influenced outcome
(n=77, p=0.013, RR=1.91), while treated disease (n=72) did not influence outcome.
Patient death was significantly influenced by peripheral arteriahsis (p=0.003,
RR1.75) and the adjusted RoCKeT score (p<0.001).

Conclusion Graft survival is negatively influenced by the presencepefipheral
arterial occlusive disease, but not by the presence of dilating vascular disease. Patients
untreated for arteial disease before transplantation have increased graft of graft
failure while treated patients do not have an increased risk.
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The agonal phase of DCD donors: parameters of success?

H. Peters SendgerR.W. KlaasgnJ.A.M. Hagenaardl.l.Id#, J.J. Homan van der Hgidel.
Roodndtand F.J. BemelmhatRenal Traptant Unit, Academic Medical Center Amsterdam,
’Renal Transplant Unit, ErasmusddieGienter Rotterdafept of Surgery, Academic Medical
Center Amsterdam, The Netherlands

Backgound: Donation after circulatory death (DCD) is an important source for
kidney transplantation in the Netherlands. Data from experimental animal studies
showed that prolonged warm ischemia time and hypoxemia can have deleterious
consequences for the quili of the DCD donor kidney. Hemodynamic profiles
during the agonal phaSea.e. the period between withdrawal of IHgistaining
treatment to cardiac arrest vary widely among DCD donors, raising the possibility
that agonal phase characteristics are assogiafiéh recipient transplant outcome.
Methods: We investigated the association between the parameters of saturation
(SpO2, measured with finger pulse) and systolic blood pressure (SBP) during agonal
phase and primary nefunction (PNF), delayed graft furari (DGF), and 3/ear graft
survival rate. Graft survival was defined as graft loss or patient death or a permanent
eGFR < 15 ml/min/fa Parameters during agonal phase were dichotomized into
minutes of SpO2 > 60% or SpO2 < 60%, and minutes of SBP > 80 nomBBP <

80 mmHg. We included 409 recipients (O
transplanted from January 2006 to January 2014 with a circuldiath donor
(018y) kidney, and followed them till M
ResultsMedian duration of agonal phase wdsrhin (IQR 1123). After the switch

off, median SBP > 80 mmHg lasted longer than SpO2 > 60% (4 min,-8QR.2 min

IQR 7-13). Median SpO2 < 60% was 10 mirl@ and median SBP < 80 was 7 min
(IQR 4-13) till the heart stops beating. Mediaff varm isclemic time (WIT) from
cardiac arrest to cold perfusion was 16 min (IQRdA20). Median cold ischemic time
(CIT) was 17.4 hours (IQR 138 21.0). Primary notfunction rate was 6%, delayed
graft function rate was 64%, and graft survival at 3 years wasLoifger periods of
agonal phase were (borderline) significantly associated with primaryfumgtion
(p=.065), delayed graft function (p=.012), and graft survival (p=.098). Multiple
regression analysisadjusted for donor age, donor cause of death, donorathane,

1% WIT, and cold ischemic tinfe showed that 1 min increase of SBP < 80 mmHg
was independently associated with DGF (OR 1.06, p=.004), and graft failure (HR 1.02,
p=.002), whereas 1 min increase of SBP > 80 was independently associated with PNF
(OR 1.02, p=.025). Associations were not found for SpO2.

Conclusions:We conclude that duration of agonal phase is associated with early
transplant outcome. SBP during agonal phase shows better discrimination for
transplant outcome of DCD donor kidneys thépO2. Relevant cudffs for SPB and

other methods to measure SpO2 needs further investigation.
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Abdominal organ procurement in The Netherlands 0 An analysis of quality
and clinical impact

J.D. de Bder W.H. Kopf K. Oomsde Vrigs B.J.J.M. Hadsemwijk, C. Krikke J. de
Jonge L.W.E. van HedynA.G. BaranskiJ.A. van der Vietnd A.E. Braat'Dutch
Transplant Foundation, Leiden University Medical “Deptegf Surgery, University
Medical Center Groning®ept of Surgery, Erasmus bdenter RotterdatDept of
Surgery, Maastricht University Medical Cudbéept, of Surgery, Radboud University
Nijmegen Medical @Gen®Dept of Surgery, The Netherlands

In 2012 the quality form system was initiated to evaluate the quality of organ
procurement in The Netherlands. In this study we analysed all completed quality
forms from March 2012 till August 2013. Of all 754 accepted and shipped organs, 591
(78%) forms were filled out. Thesecluded 133 livers (23%), 38 pancreata (6%) and
420 kidreys (71%). Response rate for each organ was 87% (133/153) livers, 90%
(38/42) pancreata and 75% (420/559) kidneys.

In 133 cases (23%) there was a discrepancy between the data from the procuring and
transplanting surgeons. Injuries were seen in 148 (25%arw of which 12 (2%) led

to discard of the organ; 1/133 (0.8%) livers, 5/38 (13%) pancreata and 6/420 (1.4%),
kidneys (p<0.001). Higher donor BMI is a risk factor for procurement related injury

in all organs (OR 1.06, 95% CI 1.611.11, p=0.011) and DCRionation in liver
procurement (OR 2.31, p= 0.034). DCD donation is also associated with more
pancreata being discarded due to injury (OR 10.3%3;0.046). Furthermore, an
association between a higher center procurement volume and less injuries is shown
in the pancreata (OR=0.95, p=0.013) and kidneys (ORE91, p=0.012). Despite the
relative high incidence of neagritical injuries there is no statistical significant
difference in lyear graft survival between (repaired) injured and intact organs for any
organ.

In conclusion, the quality form system efficiently monitors the quality of organ
procurement. Although there is a relatively high rate of organ injuries, the discard
rate is low and it does not significantly affeeydar graft survival for any orgaWe
identified higher BMI as a risk factor for injury in abdominal organs and DCD as a risk
factor in livers. A higher procurement volume per center is associated with less
injuries.
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Influence of Ischemic Agonal Phase on Hepatic Ischemia / Reperf usion
Injury and Postoperative Outcomes in DCD Liver Transplantation

M. Kalisvadrt J.E. de HagnW.G. PolakJ.N.M. 1Jzerman®.A.M.P.J. GomrheksJ.
Metseladr and J. de Johgtbept of Surgery, Division of Transplant SéRgpt,of
Intensi@ Care*Dept of Gastemtertogy and Hepatology, Erasmus University Medical
Center, Rotterdam, The Netherlands

Donation after circulatory death (DCD) grafts are increasingly used in liver
transplantation, but the use of these marginal grafts is adedciaith biliary
complications and impaired graft survival rates. The R&fiacific extra donor warm
ischemia time (DWIT) exposes the graft to a longer period of warm ischemia, which
potentially aggravates hepatic ischemia/reperfusion injury. Our aim wasatgse the
impact of DWIT on the severity of hepatic ischemia/reperfusion injury and
subsequent recipient outcomes in DCD liver transplantation. We performed a
retrospective single centre cohort study of all DCD liver transplantation from 2008
until 2016 DWIT was divided into two periods: ischemic agonal phase (time after
treatment withdrawal that saturation drops below 80% or MAP below 50 mmHg to
circulatory arrest) and asystolic phase (time from circulatory arrest to start of cold
perfusion). Postopetave peak serum AST levels (72h) were used to quantify the
severity of hepatic ischemia/reperfusion injury. A total of 93 recipients were included
in this study. The mean length of ischemic agonal phase and asystolic phase was 12
and 16 minutes, respectilye Only the length of ischemic agonal phase was correlated
wi t h hepati c |l schemi al/reperfusion I nj
multilinear modelling identified length of ischemic agonal phase (p<0.001), but not
asystolic phase, as a factor asateml with postoperative peak serum AST levels.
Further analysis of the impact of ischemic agonal phase on recipient outcomes
showed higher ihospital severe complication (p=0.001) and mortality rates
(p=0.030) in recipients with a ischemic agonal phasgdothan 13 minutes. The 1
year graft survival was also inferior for recipients with a longer agonal phase (<=13
minutes, 92%; >13 minutes, 74%; p=0.016).

In conclusion, this study provides new insight on the relation between ischemic
agonal phase andepatic ischemia/reperfusion injury. Furthermore, the impact on
recipient outcomes are significant and further studies are required to identify poor
DCD liver grafts.
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DonorDialoog Rotterdam: Niet willen, Niet mogen of Niet weten?
Y. van Hemmen addReiger, Nederlandse Transplantatie Stichting, The Netherlands

Met DonorDialoog Rotterdam onderzocht de Nederlandse Transplantatie Stichting
(NTS) hoe ze specifieke groeperlager opgeleiden en nigtesterse allochtonen

beter kan bereiken, informereen overtuigen van het belang van registratie in het
Donorregister.

Van de hoger opgeleiden in Nederland staat 60% in het Donorregister geregistreerd.
Van de lager opgeleiden is dit 20%. Ruim 41% van de hoger opgeleiden in Nederland
zegt Ja, ik wil donori, tegenover 11% van de lager opgeleiden. Van de autochtone
bevolking staat 44% in het Donorregister, van de Surinaamse Nederlanders is dit
19%, van de Marokkaanse Nederlanders 13% en van de Turkse Nederlanders is dit
10%. De toestemmingspercentages grel laatste drie groepen zijn lager dan 6%.
Tegelijkertijd hebben ook veel mensen uit deze groepen een orgaan nodig: 44% van
de wachtlijst voor een donornier in 2010 was van nietsterse afkomst.

Deze cijfers, afkomstig van het CBS, waren voor de NTSeahnd) te zoeken naar
manieren waarop zij lager opgeleiden en nigisterse inwoners beter kan bereiken,
informeren en overtuigen van het belang van registratie voor orgaandonatie. Hierbij
speelde de vraag of men zich bewust niet wilde registreren, ofntt te weinig
informatie heeft om een keuze te kunnen maken.

In samenwerking met vier maatschappelijke Rotterdamse organisaties en het Erasmus
MC werden 20 voorlichters met een Marokkaanse, Turkse, Surinaamse, Antilliaanse,
Kaap Verdische, Nigeriaanse, Kaoense en Eritrese achtergrond getraind in het
verzorgen van voorlichtingen en het voeren van gesprekken over donatie en
transplantatie. De voorlichters gaven binnen hun eigen gemeenschappen in totaal ca.
50 voorlichtingen -te-peedgesrekkennDaarnaee bekeiltén 06 p
zij ca. 1.000 Rotterdammers. Bij de voorlichtingen zijn effectmetingen afgenomen die
nieuwe inzichten hebben opgeleverd.

De resultaten van het project (naast veel nieuwe inzichten op basis van de
ervaringen en effectmetyen,- een toolbox met filmpjes; standaardpresentaties €n
informatiebrochures in diverse talen) delen we graag met u op het BOOT congres.
Duidelijk is geworden dat een belangrijke reden voor het niet registeren een gebrek
aan kennis is. Veel mensen dé doelgroepen weten te weinig over het onderwerp

om een weloverwogen keuze te kunnen maken. Ze staan er echter wel voor open.
De voorlichtingen en de materialen voorzien dan ook in een behoefte.
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Validation and calibration of the prognostic Kidney D  onor Risk Index
(KDRI) scoring system of deceased donors for renal transplantation in the
Netherlands

H. PeterSengets M.B.A. Heemskérk.J. Homan van der Hei@P. Berdeand F.J.
Bemelmdn 'Renal Transplant Unit, Academic Medical Centerrd@mstButch
Transplant Foundation, LeitRenal Trapsant Unit, University Medical Center Groningen,
The Netherlands

Background:The prognostic Kidney Donor Risk Index (KDRIdeveloped and
internally validated ¢statistic 0.62) in the Ubis a widdy used tool to predict
transplant outcome of a deceased donor kidney.

Methods:We aimed to externally validate and calibrate the KDRI as proposed by
Rao et al. (2009), containing 10 donor (KRR}-ony) and 4 transplant factors
(KDRbyigina), With strétification on recipient age. We used the Dutch Organ
Transplantation Registry to include 31
transplanted from 2002 to 2012 with a first bragieath or circulatorydeath donor
(018y) kidney, ®epeember0lb.owed them til |
ResultsThe median Dutch KDRI was increased to 1.21 compared with reported by
Rao et al. in 2009, and comparable with the year 2012 in US (median of 1.24).
Kidneys in the highest KDR{ina quintile (1.45+) had an adjusteeygar graftsurvival

of 68.9%, whereas the lowest quintile (<0.79) showed survival rate of 84.7%.
Di scriminative abi |l ig§nywayOtba (O5%€I0IED64), acd) o f
slightly lower for the KDRbnorony 0.62 (95%CI 0.60.63). Worse KDRI donors
(>1.45) show less discrimination in elderly (65+) recipients than younger recipients,
suggesting that in the elderly population other risk factors than the KDRI contribute
to graft loss. The calibratieslope of the KDRJigina Was 0.98 (SE 0.13) and KRRJ-

ony Was 0.97 (SE 0.14), both not significant from 1 (p=.850; p=.844, respectively),
indicating that discrimination of the KDRI was almost identical in the Dutch cohort.
A joint test of all KDRI factors in cox regressidnncluding the KDRI as offset
termii indicated overall evidence of lack of fit[(3]=46.5, p<.001). We found
misspecification of the following donor factors: hypertension (p=.064), length
(p=.003), weight (p<.001), and cold ischemic time (p<.001). The following donor
factors delivered a added value in terms of model fit to the KDRI: atherosclerosis,
smoking, HLAA mismatches, and inotropes prior to donation.

Conclusion: The KDRI scoring system for deceased donors shows equivalent
discrimination and accuracy as compared with the US. Clstatistic is too low to
consider the KDRI as a useful decisimaking tool for the individual recipient.
However, the KDRI could be used to assist allocation for longevity matching between
cohorts of donors and recipients.
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Targeting inflammatory kidney disease locally using liposomal pred -
nisolone

C.M.A. van Aléni. BezhaelaM. BoonstfaR.A. LafaiA. KoudijsJ.M. Metseladr

M.E. ReindérsC. van Kooteand J.I. Rotman®ept of Nphrology Leiden University
Medical Center’Dept of Sugery, Leiden Wabkity Medical CentefEnceladus
Pharmaceuticals, Naarden, The NetherBmgsyimental Molecular Imaging, University
Clinic, RWTH#achen University, Aachen, Germany

BackgroundTreatment with systemic higtiose corticosteroids GCs) often leads to
severe side effects. Liposomal encapsulation could facilitate local delivery of GCs in
inflamed organs as circulating liposomes can hold their payload until they extravasate
at sites of inflammation where they encounter phagocytic cedisulting in local GC
bioactivity instead of systemic exposure. This study focusses on the effect of
liposomal prednisolone (LP) on macrophages, and the targeted delivery of liposomes
to the kidney in a renal ischemia reperfusion injury (IRl) modelenr#t.

Methods Male Lewis rats (9 per group) were subjected to 45 minutes clamping of
the left renal blood vessels and were injected intravenously with a) fluorescent
liposomes or b) 10 mg/kg LP, 10mg/kg prednisolone (P), an equal volume of empty
liposones (EL), or saline (S). At 96 hours, the kidneys were imaged using a near infra
red fluorescence camera and removed for histological analysis a/RICRT In vitro,
LPSactivated human macrophages were incubated with 10 pg/mL LP, 10 pug/mL P, E,
or S, and IL6 production was measured using an ELISA.

Results In vivo imaging revealed that fluorescent liposomes accumulated in the
injured kidneys when compared to the contralateral kidneys (MFI 10.6x3.1 vs
7.3x2.5, P<0.05). While treatment with LP and P did affect influx of CD68(+)
macrophages upon IRI, treatment with LP led to more -arftammatory CD163(+)
macrophages compared to,FEL: and Streatment (2.8+1.5 vs 0.9£1.9%, 0.3£0.1%,
0.6+0.6%, p<0.05). In addition, MAPMRNA was reduced from 8.7£2.4% to
3.5+2.0, and 4.8+2.9 (p<0.05) after S vs LP and P treatment. In vitro, both P or LP
incubation of macrophages revealed a 73% decreasédotbduction compared to

cells incubated with S (0,18+0,06 and 0,27+0,11 vs 1,0+0,0, p>0,05).

ConclusionsLP treatmat of the inflamed kidney leads to increased local uptake and
a shift of the infiltrate towards M2 macrophages, which is accompanied by a reduced
production of proinflammatory cytokines. Liposomal encapsulation is therefore a
promising strategy for target delivery of GCs to the inflamed kidney.
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The autoimmune -associated single nucleotide polymorphism within
PTPN22 correlates with clinical outcome after lung transplantation

K. BuddirtgJ. van SetferE.A. van de GrijaD.A. van Rossum. KarddHoefnagél E

J.D. Oudik C.E. Hack, and H.G. Ottén’Laboatory of Translational Immunology,
University Medical Center Utrecht, Utf@ait of Cardiology, University Medical Center
Utrecht, UtrechtDept of Respiratory Medicine, Universityali€dinter Utrecht, Utrecht,
“Center of Interstitial Lung Diseases, St. Antonius Hospital, NiéDeptea,
Rheumatology and Dermatology, UniversitgalM€dinter Utrecht, Utrecht, The
Netherlands

Obstructive chronic lung allograft dysfunction (BAS)Yhe major limiting factor for

lung transplantation (LTx) outcome. Both T cell an B cell mediated autoimmunity
contribute to the development of autoantibodies associated with the development of
chronic rejection.PTPN22s described as the hallmark automunity gene, and one
specific single nucleotide polymorphism (SNP), rs2476601, is associated with multiple
autoimmune diseases, impaired T cell regulation and autoantibody formation. Taking
into consideration the contribution of autoimmunity to LTX outew, we
hypothesized that polymorphisms in ti€TPN22yene could be correlated to BOS
incidence. Therefore, we identified six selected SNPs wiii?N22and analyzed

both patient and donor genotypes on BOS development fdst. A total of 145
patients andmatched donors were included, and individual SNPs and haplotype
configurations were analyzed. We found a significant association between patients
carrying the heterozygous configuration of rs2476601 and a higher risk for BOS
development (=0.005, OR: 4.40095%CI. 1.568.2.390). This was confirmed via
KaplanMeier analysis which showed that heterozygous patients exhibit a lower BOS
free survival compared to patients homozygous for rs24766@E0.0047).
Furthermore, one haplotype, which solely contained tieterozygous risk variant,
was associated with BOS developmamt@.015, OR: 7.029, 95%CI: 1.888.543).

Our results show that LTx patients that are heterozygous for SNP rs2476601 are
more susceptible for BOS development and indicate a deleterious effiethe
autoimmunerelated risk factor oPTPN22n patients on LTx outcome.
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CMV -specific CD4+ T cells in CMV -lgG-seronegative individuals protect
from CMV viremia following transplantation with a CMV -seropositive
donor kidney

L. Huang, N.H.Ritjens, B. Dedeoglu, R.W.J. Meijers and M.G.HD&gtjes Internal
Medicine, Nephrology and Transplantation, Erasmus University Medical Center, Rottel
The Netherlands

A primary infection with cytomegalovirus (CMV) is one of the major threats
following transplantation of a CM\G-seropositive donor organ into a CMYG
seronegative individual. Therefore, prophylactic treatment with valganciclovir is given
in these individuals. However, CM3pecific Fcell immunity may exist without
measurable &rCMV 1gG. The frequency and clinical relevance of solitary CMV
specific Fcell immunity is not known. The aim of this study is to assess the frequency
of solitary CMVspecific T cells in a cohort of CMMG-seronegative individuals and
the clinical releance with respect to CM\infection following transplantation.

In a cohort of 28 CMMgGseronegative and 14 CMMG-seropositive individuals,
CMV-specific cytokingoroducing and proliferating T cells were assessed prior to
transplantation using the CD137 utti-parameter assay and CF8ikition,
respectively. CM\specific humoral immunity was evaluated using telBELISPOT
assay.

In 46% of CMV Ig&eronegative individuals CMypecific CD137MFN-g-producing
CD4" T cells were detected above background (risedvalues amounted to 0.01%
versus 0.58% in CM\gGseropositive individuals). CMspecific proliferating CD4

T cells were detected above background in 55% of the @AN¥seronegative
individuals (median valueamounted to 0.4% versus 6.34% in GG seropositive
individuals). CMMpecific Ig&roducing antibody secreting cells (ASC) were barely
detected in CMWIgG-seronegative individuals (median values amounted to 8413
versus 48/19 cells in CMWgGseropositive individuals). However, a positi
association was observed for CMypecific CD1371FN-g-producing CD4 T cells and
CMV-specific IgG ASC (Rs=0.52, P<0.09n 46% of CMV Ig&Geronegative
individuals a CM¥iremia developed following transplantation. Clgpécific
CD137'IFN-g-producing CDV" T cells were associated with protection from a CMV
viremia following transplantation, i.e. positive responses were detected in 10/:5 non
viremic versus 3/13 viremic recipients of a kidney transplant from a CMG
seropositive donor (P=0.02).

A solitary CMV\:specific TFcell response without detectable ar@MV antibodies is
frequent and clinically relevant as it yields significant protection to infection following
transplantation with a kidney from a CMyG-seropositive donor.
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IL-21R antagonist inhi bits differentiation of B cells towards plasmablasts
upon alloantigen stimulation

K. de eur? F.J.M.F. BpM. Dieterich L.J.W. van der L3aR.W. Hendriksand C.C.

Baan, ‘Dept of Internal MedicirBept of Surgery, Division of HPB & TranSpiayery,

3Dept of Pulmonary Medicine, Erasmus Medical Center, University Medical Cel
Rotterdam, The Netherlands

Antigenspecific antibody responses rely ordL+ T follicular helper (Tfth) cells that
regulate B cell differentiation. In transplantati@enlarge proportion of renal allograft
recipients develop a donespecific antibody response which is associated with an
increased risk for acute and chronic rejection. Current immunosuppressive agents
are mainly aimed at -Cellmediated alloimmunity, wineas agents that effectively
target humoral effectors are still insufficient. Therefore, to prevent rejections, there
is a need to develop such agents. Here, we tested in an allogeneic setting whether
Tth cell help signals control B cell differentiatiorthwits dependency on R21.

Patient PBMCs obtained pre kidney transplantationl{) were FACS sorted into
CD4+CXCR5+ Tfh cells and CD19+CD27+ memory B cells andvitrostimulated
with alloantigen of the corresponding donor in the presence or absenanadi-21
receptor antagonisth(IL-21R). Phosphdlow cytometry was used to determine the
STATS3 phosphorylation levels of-81 stimulated T and B cells.

Stimulation of Tfh and memory B cells with alloantigen initiated expression of the
activation markers ICOS and PDon Tth cells, amh a shift towards a mixed Tth2 and
Tth1l7 phenotype. The coulture also initiated memory B cell class switch
recombination and differentiation towards IgM and 1gG producing plasmablasts. In the
presence ofhIL-21R, a dose dependent inhibition of STAT3 phloarylation, a
downstream activation molecule of the IL21R, was measured in both T and B cells.
Blockade of the H21R did not have an effect on PDand ICOS expression on Tfh
cells but significantly inhibite® cell differentiation. The proportion of @ggmablasts
decreased by 78% in the presenceé tif-21R =0.004). Moreover, secreted IgM and
IgG2 levels were significantly lower in the presencé hkf21R ©=0.004, p=0.004,
respectively).

Our results demonstrate that H21 produced by alloantigen activated Tfh cells
controls B cell differentiatioriowards antibody producing plasmablasts. Th21R
might therefore be a useful target in organ transplantation to prevent alloantibody
mediated immune responses leading to graft failure.



Multiplex PCR Screening of MicroRNAs in Graft Preservation Fluid during
Liver Transplantation for Biomarker Discovery

J.W. SelténH.P. RoéstA.J.M. Giflis..C.J. Dorsgeis de Jongé.H.J. LooijeAgaN.M.
IJzermansind L.J.W. van der L'addept of Surgery, Erasmus Medical Center, Rotterdam,
?Dept of Bthology, Erasmus Medical Center, Rotterdam, The Netherlands

Introduction: MicroRNAs (miRNAs) have been extensively investigated in recent
years as biomarkers in liver transplantation. A variety of miRNAs in serum, tissue and
bile have been demonstratea tcorrelate to rejection, early allograft dysfunction
(EAD) and biliary complications after transplantation. However, the global miRNAs
profiles in graft perfusion fluids during liver preservation have not been reported. In
this study we aimed to identifyperfusate miRNA profiles and investigate their
potential to predict graft outcomes after transplantation.

Material & methodsCell-free preservation fluids of 32 liver grafts at the end of cold
storage were analyzed for miRNA content using Tagman microRiAy card A.
50% of grafts were from donation after brain death (DBD) and 50% from donation
after circulatory death (DCD). For both donor types 8 grafts resulting in EAD and 8
resulting in noAEAD were included. Bioinformatics analysis was performedyubim
R-package HTgQPCR on Ath miE59a normalized datasets.

Results:220 miRNAs were reliably detectable in perfusates. A difference in miRNA
levels was seen between DCD and DBD livers for rBE3-3p, miR525-5p, miR382,
miR7a and miRR00a (p<0.01). Ftinermore, 11 mIiRNAs were identified as
significantly different between EAD and ARBAD grafts (miRi91-5p, miR200c, miR

382, miR220, miR221, miR510, miR542, miR518b, miR379 miR204 and miR
122, p<0.01), known to be liver abundant. Perfusates of gvafts which developed
biliary lesions after liver transplantation showed six new miRNAs {#5&5p, miR

191, miR324-5p, miR142, miR302, miR410, p<0.01).

Conclusion:In this discovery study we have identified several new miRNAs in graft
preservatim solutions of liver grafts related to donor type and post transplantation
graft function. Further research is ongoing to validate the use of these miRNAs to
assess graft quality during preservation in a larger cohort.
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MinION Single Molecule Sequen cing: the new way of HLA allele resolution
typing in low and high volume laboratories

M. Groeneweg, C.E.M. Voorter, T.W.M. Slangen, C.M. Meertens, F. Palusci and |
Tilanus, Transplantation Immunology, Tissue Typing Laboratory, Maastricht Univ
Medical Center, The Netherlands

The Human Leucocyte Antigen (HLA) complex plays a major role in the defense
against foreign pathogens. In stem cell transplantation the highest possible resolution
matching of patient and donor increases the chance of aesstal outcome. In organ
transplantation the detection of HLA antibodies against HLA epitopes urges HLA
typing at the allelic level for patient and donor, especially in highly immunized
patients. Allelic resolution HLA typing has evolved from PCR and proased
techniques to Sanger sequenciagd Next Generation Sequencing nowadays applied

in many HLA laboratories across the world. These techniques are rather expensive
(Sanger sequencing) and/or time consuming (NGS). We have now developed the
MinlION singé molecule sequencing for HLA class | and class Il. This method is a
cheap sequencing method, with sample preparation and sequencing taking only a few
hours and it can be used by both low and high throughput laboratories. With this
application ultrdong reads are created, up to 100,000 bases, which enables the
production of reliable fully phased stretches of full length HLA sequences in contrast
to NGS methods with short reads. Results from class | amplicon based MinlON
sequencing confirmed the reliabilityvalidity and efficiency of the method with
sufficient read depth, covering the ful
end of the 3086 UTR. l ni ti al resul ts fron
applicability of this method faADQA1, DQB1, DPA1 and DPB1 with one amplicon,
whereas for full length DRB1/3/4/5 two separate amplicons are needed due to the
length of the gene. At the moment we are investigating the recently described probe
captured method for the complete HLA regiom icombination with MinlON
sequencing, which would make the allelic resolution typing of deceased donors
feasible within the limited time frame.
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Differential effects of immunosuppressive drugs on DNA methylation in T
cells

F.S. PetérsA.M.APeeters L.J. HoflaAhdVl.G.H. BetjeK. Boérand C.C. BagrDept of
'Internal Medicine, Nephrology and Transplant&tioierinologyErasmusUniversity
Medical Center, Rotterdam, The Netherlands

DNA methylation controls cell functions by regulag gene expression. Changes in
DNA methylation of immuneelated genes can influence the immune response after
transplantation. Here, we investigated the effect of tacrolimus and mycophenolic acid
(MPA), two commonly prescribed immunosuppressive drugshamges in promoter
DNA methylation of the preinflammatory cytokine interferogamma (IFN) during
immune activation in T cells.

Pure total T cells, naive (CCRZD45R0O) T cells and memory (CD45ROand
CCR7CD45R0) T cells were stimulated separately for 3 days wWiHCD3/CD28,

and in combination with tacrolimus (10 ng/mL) or MPA (0.2 pg/miNA
methylation was quantified on two CpG sites (Gid and CpG186) in thelFN
promoter region using pyrosequencing analysis. Flow cytometry was used to analyze
T cell differentiation and IFN protein production.

DNA methylation oflFN' in total T cels significantly increased after stimulation from
46.6% to 54.1% at day 3 (p=0.001). Addition of tacrolimus or MPA did not affect this
increase in methylation. To determine whether this observation is the result of T cell
differentiation, we studiedFN' DNA methylation in isolated naive and memory T
cells. After activation, naive T cells differentiated towards a merikeyphenotype
(CD45RO+) and in parallel a decrease IfN' DNA methylation from 79.3% to
69.8% (p=0.002) was found. Immunosuppressivegslrsignificantly inhibited the
differentiation of naive T cells towards CD45RO+ cells (p=0.02) and differentially
affected the DNA methylation changes. MPA neutralized the effect of stimulation
(80.7% at day 0 to 78.2% at day 3) whilst tacrolimus showsidhdar decrease after
stimulation. DNA methylation and differentiation of the isolated memory population
were unaffected by immunosuppressive drugs.-IFbfotein production by these
cells was significantly blocked by tacrolimus but not by MPA.

DNA methylation ofIFN' was influenced by MPA but not by tacrolimus while the
differentiation of T cells was inhibited by both immunosuppressive drugs. Changes in
DNA methylation as a result of immunosuppressive medication can occur
independently of changes in cell phenotype and these do not necessarily follow the
same dynamics after immune activation.
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Panel reactive antibodies is a debatable indicator of post -transplant func -
tion and survival

M. McCaheryy M.C. Clahsemn GroninggnkK.A.L. MadffJ.A. Kalan Gestebnd A.T.
Rowshahi'Dept of Nephrology & Transplantation, Erasmus MC, Roftesjanof
Pathology, Erasmus MC, Rotterdam, The Netherlands

Panel reactive antibodies (PRA) estimation is widely used in determining sensitization
status and severity. Currently there is no strong evidence supporting that PRA% is
predictive as a prognostic measuremefor renal allograft outcome.Here, we
investigated the value of PRA% as a prognostic indicator oftpostplant function

and longterm renal allograft survival.

All patients who received a renal allograft at our Center from 2010 through 2014
were induded. We retrospectively analyzed the association of curmetransplant
PRA% (cPRA%) and highest measuRiRIA% (hPRA%) (coff value 6%) with the

Il nci dence of rejection and i1 tds associ e
into three groys. Group 1, control group, is negative for cPRA% and hPRA%. Group
2 is hPRA% positive and cPRA% negative. Group 3 is cPRA% positive and hPRAY
positive. Clinical data were collected.

A total of 942 patients was included and 866 for cause renal biopsies al#ained

from 471 patients. Strikingly, there is no significant relation between hPRA% and
increased biopsy proven rejection rate (P=0.08) No significant difference in eGFR at
3 and 12 months postransplant was found between groups. The hPRA% positive
goups had a trend in developing more proteinuria at 3 and 12 months -post
transplant compared to the control group (P=0.05)Also no significant difference

was found between thehPRA% positive group and the cPRA% and hPRA% positive
group (P=1.00).

We conclude that cPRA% and hPRA% values do not predict the occurrence of
rejection and are not associated with graft function and proteinuria up to one year
after transplantation. We therefor question the use of PRA% in this setting in
prioriting patients for égibility for solid organ transplantation.



A search for a biomarker to predict belatacept -resistant rejection in kid -
ney transplantation

G.N. de Grag\C.C. BaanM.C. Clahsemn Groning&rR. KraaijevéJdvl. Dieterich W.
VerschodrD.L. RoelénM. CadoganJ. van de Wetering. van Rosmdlew. Weimal;

and D.A. HesselinkDept of Internal Medicine, Div of Nephrology and Kidney Trans
plantation, Erasmus MC, Rotterdaept of Pathology, Erasmus MC, Rotteilapt,of
Immunbematology and Blood Transfusion, Leiden University Medical Cerifzept eiden,
of Biostatistics, Erasmus MC, Rotterdam, The Netherlands

Belatacept, an inhibitor of the CD28D80/86 costimulatory pathway, allows for
calcineurinrnhibitor free immunosupressive therapy in kidney transplantation but
has been associated with a higher acute rejection risk than ciclosporin. Thus far, no
biomarker for belataceptesistant rejection has been identified.

In this randomized controlled trial, 40 kidney transplardgcipients were 1:1
randomized to belatacept or tacrolimus combined with basiliximab, mycophenolate
mofetil and prednisolone. The-ylear incidence of biopgyroven acute rejection
(BPAR) was monitored. Potential biomarkers, namely TIZ®8, CD4'CD57'PD1

and CD8CD28" EMRA Tcells were measured prFansplantation and correlated

to BPAR after transplantation. Pharmacodynamic monitoring of belatacept was
performed by measuring free CD86 on circulating monocytes.

The incidence of BPAR was higher amongthekpttreated than tacrolimudreated
patients: 50%5s.10%; p = 0.01. The majority of rejections occurred within 3 months
after transplantation. Three graft losses, due to BPAR, occurred in the belatacept
group vs.none in the tacrolimus group. There wemo differences in préransplant
values of the biomarkers between rejectors and rrefectors in the belatacept
group. In univariable Cox regression analyses, the studied cell subsets were not
significantly associated with the risk of developing BPAR8BCholecules on
circulating monocytes in belatacejpéated patients were saturated at all time points.
Belatacepbased immunosuppressive therapy resulted in significantly higher and
more severe acute rejection compared to standard, tacrolirhased therpy.
Neither cellular biomarkers nor insufficient blockade of the CB2B80/86 cc
stimulatory pathway predicted BPAR.
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DSA presence does not affect renal histology and clinical outcome in
chronic active antibody mediated rejection

K.A. SablikM.C Clahsedvan Groning&rC.W.N. Loom3n). DammanD.L. Roel&nV.

van Agtererand M.G.H. BetfesDept of Nephtogy and Transplantation, Erasmys MC
?Dept of Pathology, Erasmus MNkpt of Biostatistics, Erasmus KDB@pt of
Immunohematology ari®lood Transfusion, Leiden University Medical Center, Thi
Netherlands

Chronic active antibody mediated rejection (caABMR) is a major cause of long term
renal allograft dysfunction. It is defined by the presence of microvascular inflammation
(MVI), histopdtological changes compatible with transplant glomerulopathy (TG) and
the presence of donor specific antibodies (DSA). Ongoing activation of endothelial
cells by circulating DSA is associated with MVI and the subsequent development of
TG. Although conside® mandatory for the diagnosis of caABMR, it is not
uncommon for TG with MVIto present itself without detectable DSA. In this study

we evaluated whether the presence or absence @EA is associated with renal
histology, allograft survival and responedherapy.

Forty-one biopsyproven caABMR patients were included retrospectively between
2007 and 2014. All patients had progressive loss of allograft function and were
treated similarly after diagnosis. DSA status was determined by single bead Luminex
assay. Clinical characteristics, histomorphology, renal allograft function, response to
therapy and allograft survival were compared between the DSA+ (N=17) and DSA
(N=24) caABMR patients. Possible variation in DSA detectability over time was
assessed for thnDSA patients.

In all cases, DSA were de novo and the majority was directed againstliHiedg
mostly antiHLA-DQ antibodies. There were no statistically significant differences
found in the clinical characteristics, renal allograft survival and hisfmlogic
lesions between patient groups. Both groups showed substantial and severe chronic
histopathological damage and inflammation, consistent with caABMR. Decline in
allograft function was similar without a statistically significant difference itmeea

effect between the two groups (p=0.93).

However, C4d+DSA+ patients showed significantly poorer allograft function and
better response to therapy prior to caABMR diagnosis when compared to-C4d
DSA+ patients (p=0.01).

Conclusion. The presence or absenof detectable DSA has no significant
association with renal histology and clinical outcome in caABMR patients. We did
however find that, irrespective of DSA+, patients with caABMR and C4d+ in their
biopsy responded better to therapy.



Urine neutrophil gelatinase-associated lipocalin (NGAL) after revascu -
larization is indicative of renal graft recovery in children

K. CransbergK. Meys A.J.M. Zwiér<£.A.M. CornelisseA.H. BoutsM. PheninckxY.B. de

Rijk&, H. de Jongand C.E.J. SldptPept Ped. NepHogy, Erasmus MC, Rotterciidept
Radiology, Maastricht UMC, Maastfidbpt of Anesthesiology, Erasmus MC, Rotterdam, The
Netherland$Dept Ped. Nephrology, Radboud UMC, NijrizgenPedNephrology, Academic
Medical Center, Amsi@m ’Dept Clin. Chemistry, Erasmus Medical Center, Rotixegafed
Surgery, Erasmus Medical Center, Rotterdam, The Netherlands

Introduction: Ischemiaeperfusion injury of transplanted donor kidneys results in
tubular injury and subsequently the eake of NGAL in the urine. We hypothesized
that NGAL in the postoperative urine samples of transplanted kidneys reflects graft
injury.

Methods All children receiving a kidney transplantation at the 3 pediatric kidney
transplantation centers in the Nethemhds were eligible for this prospective
observational study. Excluded were patients who did not have separate sampling of
urine from donor kidney and nativ&idneys, excepfor patients without residual
diuresis.

Urine was sampled prransplant, and at 3%, 12, 24, 36, and aiming at 48 and 72
hours postrevascularisation (RV), in separate portions from the splint (only graft
urine), and from the bladder (mixed urine from native kidneys and the graft).

NGAL was assessed by immunoassay. In this study NGa#damalyzedas absolute
concentration. Area under Curve (AUC) and maximal concentration (Cmax) was
calculated by the Microsoft based program (PK Solver).

Haltlife of the serum creatinine value acquired at RV was calculated by a linear
trapezoidal methodrbm the values measured at 6, 12, 24, 36 and 60 hours after RV.
eGFR at 3 months was calculat&hta wereanalyzedising norRparametric tests.

Results Sixtysix patients (37 boys; median age 10.2 yr, rangell.8) were
included, of whom 15 (23%) receiy a deceased donor (DD) kidney and 39 (59%)
had had previous dialysis treatment. Median-lifalfof serum creatinine was 33.6 hrs
(IQR 13.506 109.5) for DD, and 7.8 hrs (range 51R.0) for livingdonor (LD)
transplants No patient needed dialysis ptstinsplant.

Splint urinary NGAL was maximal at 3 (first sample) or 6 hours {$0¢f with a
median concentration of 150 ng/ml (IQR 42 629). Cmax was associated with
creatinine halfife (p< 0.001), donor source (lower in LDp<0.001), but not with
recipiet s age. Cmax was not pr drdnsptanti ve of
The median AUC of NGAL in splint urine was 2394 uur.mcg/l (IQR-8286). The
AUC was significantly associated with creatinine-lifalf{(p<0.001) and donor source
(p<0.001), but not wih age, or eGFR at 3 months petsansplant.

Conclusion Especially in recipients of DD kidneys both the Cmax and the AUC of
NGAL in the urine of the graftis associated with the velocity of graft recovery.
Urine Cmax of NGAL is a promising early predictof graft recovery.
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Pretransplant numbers of CD16+ monocytes as a novel biomarker to
predict acute rejection after kidney transplantation; a pilot study

T.P.P. van den BosdhB. HilbrangsR. KraaijevéldN.H.R. LitjehsF. RezaéeD.
Nieboet, EW. Steyerbetgl.A. van Geété€l.C. Baarand A.T. RowshanDept Internal
Medicine, Section of Nephrology andpladason, Erasmus University Medical Center,
Rotterdam?Dept of Nephrology, Radboud University Medical Center, Nipmpggen,
Gastroenterology and Hepatology, Erasmus University Medical Center, Rotterdam, anc
of Cell Biology, University Medical Center Groningen, GideptgaihPublic Health,
Erasmus University MatCenter Rotterdam, Rotterdam, The Netherlands

Acute rejection is one of the major immunological determinants of kidney graft
function and survival. Early biomarkers to predict rejection are lacking. Emerging
evidence reveals a crucial role for the monocytacrophage lineage cells in the
pathogenesis ofgjection. We hypothesized that higher ptansplant numbers of
proinflammatory CD16+ monocytes can predict rejection.

The study cohort consisted of 104 kidney transplant recipients (58 nepectors and

46 biopsyproven rejectors), and 33 healthy indivals. Posttransplant medianzIQR
follow up time was 14.7 (0-34) months. Pretransplantation blood samples were
analyzed by flow cytometry for monocyte immunophenotypes. Groups were
compared by Cox regression models for the occurrence of acute rejection.

We documented a significantly increased absolute number of pretransplant CD16+
monocytes in patients who developed biopsy proven rejection after transplantation
compared to norrejectors and healthy individuals (Hazard Ratio [HR], 1.60; 95%
Confidential Inteval [CI], 1.28 to 2.00; p<0,001 and HR, 1.47; CI, 1.18 to 1.82,
p<0,001). In parallelsignificantly less absolute numbers of Cbitnocytes were
observed at pretransplant time poinin rejectors vs norrejectors (HR, 0.74; CI,
0.58 to 0.94; p<0,014).

A higher pretransplant number of CD16+ monocytes is significantly associated with
a higher risk of acute rejection after kidney transplantation.
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Towards a conditional approach to anonymity in the Netherlands? da
multi -center prospective study among anonymous donors and recipients

M. Pronk D. Slaats |. Doopér D. PilzeckgrJ. VervelfJeK. van der PanR. Meijér M. van
Viiet, C. SchrauwersF. van Reek&ml. WierdsrhaJ. Dackds P. Ulrichts F. Dar® W.
Weimat, J. van de Waring, W. Zuidema and E. Masséy '‘Dept of Internal Medicine,
Nephrology and Transplantation, Erasmus Medical Center, Rébhepdaaf, Nephrology,
Radboud UMC, Nijmeg#ept of Internal Medicine/Nephrology, Rengbl@rarnsnit, Academic
MedicalCenter, University of Amsterdam, Amsteiidapt, of Nephrology, UMCG, Groningen,
*Dept of Nephrology, VUmc Amstertaept of Nephrology, UMC Utre@épt of Nephrology,
UMC Maastricht, The NetherlafM&st London Renal and Transplant Center, Beptabfand
Transplant Services, Hammersmith Hospital, Imperial College, London, United Kingdom

Anonymity of donors and recipients is a recurrent topic of discussion among transplant
professionals . Studies on the donor and patient perspective on anonwamatscarce and
mainly crosssectional in nature, and/or were conducted over a decade ago, prior to the
considerable growth in anonymous living programmes. Such studies are needed to include
the opinion of donors and patients in policies on anonymityis prospective study aimed

to fill this gap by invest i gaandaitigudedowvardsr s 0
anonymity.

Individuals who anonymously donated or received a living donor kidney between July 2015
and May 2016 in the Netherlands veerasked to complete a questionnaire before surgery
(TO) and 3 months after surgery (T1l). Questions concerned experiences with and
satisfaction about anonymity; their attitude towards anonymity and demographic and
medical characteristics. Due to the skewddtribution of the data, noiparametric tests

were used to assess group differences and associations between attitude towards anonymity
and demographic and medical characteristics, such as type of transplant program
(unspecified/specified indirect).

Sevety-two donors and 50 recipients participated in the study (response rates 81% and
63% respectively). Participants were content with anonymity at TO and T1. Fourteen
percent of participants wanted to meet at TO and 23% wanted to meet at T1. If the other
party expressed the wish to meet, 50% (TO) and 55% (T1) would be open for a meeting.
Two donors accidentally met their recipient. Most participants agreed with the principle of
anonymity both before and after surgery, but also agreed that a meeting shoualtbled

if both parties agree to that. Attitude towards anonymity was not associated with type of
transplant program and did not differ between donors or recipients and between TO or T1.
Even though the majority of donors and recipients are satisfied abdolute anonymity (for

their own procedure), they believed that (other) pairs should be allowed to meet if both
parties agree to that. A conditional approach to anonymity would address this desire for
autonomy. If such an approach were to be adopted, sthivould require effort from
transplant professionals to accurately reg
on potential advantages and disadvantages ofamomymity. Based on our findings we will
provide recommendations for standardized edtion on anonymity.



Predictors for delayed graft function in living donor kidney trans plantation

T.M. Huijink®, G.J. Nieuwenhidiseké, N. SajadjdnR.A. Poand S.P. Bergebept of
'Surgery?Anesthesiology aflephrology, Umirsity Medit Center Groningen, The
Netherlands

Living donor kidney transplantation has experienced a marked increase in the
Netherlands and despite the excellent results a risk of complications remains.
Delayed graft function (DGF) is an uncommon complication dit@rg donor kidney
transplantation with a reportedincidence of 5%. Howeveras DGF after living
donor transplantation is unexpected, it has a major impact on -ppsgrative care,
resulting in numerous diagnostic procedures including early biopsiesaiihof this
study was to evaluate possible predictive perioperative factors for developing DGF
after living donor kidney transplantation.

All living donor kidney transplantations performed between 1993 and 2013 were
extracted from our transplant databased analyzed. For each identified subject with
DGF, three matched controls with similar recipient characteristics (gender, age and
year of transplantation) were then included to form the control group. DGF was
defined as the need for dialysis within thestf week after transplantation. Recipient
and donor characteristics (i.a. body mass index, preoperative dialysis, gender and
HLA mismatches and ABO incompatibility) were evaluated in addition to various
surgical and anesthesia parameters (i.a. right fbrkidney, number of arteries and
veins, ischemia times, duration of hypotension and anaesthetic and analgesic agents).
From a total of 690 living donor transplant patients, 4,1% developed DGF.
Predominantly males were transplanted (62.2%), with a meaofag@0+12.9 years
(mean = SD). Only préransplantation dialysis (OR 3,069; 1,27@17; p=0.013) and
transplantation of the right kidney (OR 3,786; 1,62811; p=0.002) were predictors

for the development of DGF after living donor kidney transplantatidnesthetic
management seemed to be of no influence during this period. Ischemia times and
duration of hypotension did not correlate with the occurrence of DGF.

The finding that preéransplantation dialysis is a risk factor for DGF after living donor
kidney transplantation may be related to recipient volume status. Careful assessment
of volume status and correction of hypovolemia prior to transplantation may be
helpful in the prevention of DGF after living donor kidney transplantation. Our
finding of theimportance of the use of the right kidney requires further evaluation,
but if confirmed, may be taken into consideration in kidney side selection.
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Improving recognition of potential tissue donors; a quality impro vement
project by a hospitalistin t raining in The Netherlands

M.L. de BooinJ. BloeBingerlifgM. Huijzeden Tooi D.C. Grootdorst, M. Franken

de Kostérand C. BrumsgnDept of Hospital Medicine, Haaglanden Medical Center, The
Hague?Dept of Orgarand Tissuedonation, Haagtandedical Center Haaglanden, The
Hague3Landsteiner Institute, Haaglanden Medical Center Haaglanden, TfieeHague,
of Quality & Safety, Haaglanden Medical Centéartimag The Hagu®ept of Internal
Medicine, Haaglanden Medical Center Haaglahdétague, The Netherlands

The number of effectuated tissue donations has shown a decreasing trend in The
Netherlands over the last years. The aim of this study was to assess the number of
missed tissue donors and to develop an improvement plan. We sgectively
analyzed patient files of all deceased patients in 2014 for their potential as a tissue
donor. Our primary aim was to determine the number of missed tissue donors. Our
secondary aim was the percentage of correct identification of a possible tcksnor
amongst all physicians and hospitalists in training. Additionally, three focus group
discussions and a clinical audit determined the level of knowledge about, and
adherence to the local and national protocols. This enabled us to suggest natidnal a
local improvements to lower the percentage of missed tissue dorRasient files of

548 deceased patients were analyzed. The number of missed tissue donors was 94
(17.2%). The percentage of correct identification was 65.7% amongst all physicians
(Coherd s Kappa Coefficient 0.557, p=<0.
Il denti fication was 57. 1% amongst hospi f
0.492, p=<0.001). There was no statistical difference in correct identification. In 31
patients (32,4%),he reported contraindication by physicians was not a contra
indication for tissue donation in The Netherlands. Better informing physicians about
contraindications and aiding them in the recognition of a tissue donor are the most
potential improvements tancrease the number of tissue donations.

114



Wat is er en wat moet er komen?
Het scholingsaanbod voor dona tie professionals in Nederland

H.M. Dentz:, A.H. Brunsve&inders2, M.E.C. Willewas der Haak3, C.W.F. Ultaed

M. Volbeda Nearlandse Transplantatie Stichting Leiden, 2Leids Universitair Medis
Centrum, Leiden, 3Maastrichtvéisitair Medisch Centrum, Maastridltademisch
Medisch Cémum, AmsterdariJniversitair Medisch Centrum Groningen, The Netherlands

Introductie: @ede donatiezorg kan verleend worden als de zorgprofessionals die
betrokken zijn bij postmortale orgaaen weefseldonatie beschikken over voldoende
kennis en vaardigheden. De Nederlandse Transplantatie Stichting (NTS) verzorgt
scholing voor deze zorgprofs®nals. Echter, er bestaat niet een gestandaardiseerd
opleidingsprogramma binnen de ziekenhuizen. Onduidelijk is waar de behoefte van
deze zorgprofessionals ligt. Wij hebben gekeken welke functies belangrijk zijn in het
donatieproces en onderzocht welkeclsoling momenteel beschikbaar is, hoe deze
scholing beoordeeld wordt, en een inventarisatie gemaakt welke scholing ontbreekt.
Methode:de diverse functies zijn geidentificeerd door het donatieproces van begin
tot het eind in kaart te brengen: van donorhe&mning tot en met uithame van
weefsels en organen. Vragenlijsten zijn ontwikkeld en digitaal verstuurd in een twee
stap methode namelijk 1. respondenten die rechtstreeks zijn benaderd en 2.
respondenten die benaderd zijn via een tussenpersoon bij 1. gehoem
Functieprofielen van de professionals zijn bestudeerd en vergeleken met de
antwoorden die de professionals gaven op de vragenlijsten.

Resultaten:n de ziekenhuizen zijn 19 functies geidentificeerd die nauw betrokken zijn
bij postmortale orgaanen wees$eldonatie. In totaal hebben 372 respondenten de
vragenlijst ingevuld van wie 38 gedeeltelijk. Van de professionals geeft 44% aan te zijn
ingewerkt en 71% van alle professionals heeft scholing gevolgd. Slechts 19% van de
verpleegkundigen geeft aan te zipgewerkt; mortuariummedewerkers en ZUT
medewerkers scoren laag op zowel inwerktraject als scholing. De Communicatie
rond Donatie training is het meest (48%) gevolgd en wordt als goed beoordeeld. Het
aanbod van scholing is toereikend vindt 54% van de refgrden. Met het verplicht
stellen van scholing is 66% van de respondenten het eens en accreditatie wordt
belangrijk gevonden door 58%.

Conclusie: eholing wordt door dezorgprofessionals belangrijk gevonden en
verdieping van het huidige aanbod is gewebstbestaande scholing bereikt niet alle
zorgprofessionals. In een donatiecurriculum is de bestaande en gewenste scholing
beschreven waarbij een onderverdeling is gemaakt in opleidingen waarbij de
professional zich de benodigde kennis en vaardigheden mgakt (Basaal) en de
0f£ducation permanented waarbij de profe

11¢



Does othe eye of the donor sur gecomed pr

E.L. Tieté J.I. Roodhdaand F.J.M.F. BYr'Dept of Surgery, Division of HPB &
Transplant SurgersDept of Nephrology, Erasmus Medical Center, University Medic:
Center, Rotterdam, The Netherlands, Imperial College Renal and Transplant Cer
London, United Kingdom

Previousl vy, we demonstrat ed tabsassmert bfe r
overall donor organ quality and perfusion best predicted the outcome of deceased
donor kidney transplantation. In this study, we prospectively quantified the subjective
impression of the donor surgeon to transplant outcomes.

Between 2014016, we performed a prospective regionailot studyfor which a
detailed organ assessment form was developed to be filled in by retrieval surgeons.
Data scored were: temperature, kidney size, kidney perfusion, anatomical
characteristics and abnormalitiegherosclerosis, degree of renal artery stenosis and
overall quality of kidneys. Variables were scored categorically or onl@ 4cale.

Data on donor and recipient characteristics and graft function after transplantation
were gathered. Correlations were agle between organ assessment and graft
function (immediate graft function (IGF) versus delayed graft function (DGF) or
primary nonfunction (PNF)), and serum creatinine at 3 months gioghsplantation.

In this study, 90 donors donated 178 kidneys of whiéié were transplanted (46.4%
DBD, 53.6% DCD). The 12 discarded kidneys significantly more often were from
DCD donors that were older, smoked, had lower BMI, lower quality parenchyma and
acceptable perfusion from whom liver or pancreas were not retrievialE was
achieved in 55%, DGF in 35%, PNF in 4%, and unknown in 6% of the recipients.
DGF/PNF occurred significantly more frequently in DCD kidneys (66% versus 49%,
p=0.049), in donors with higher BMI (26.4+£5.3 vs. 24.7t4.5, p=0.033), with less
hypotensiveepisodes (10% vs. 29%, p=0.005), with lower perfusion quality (8.3+1.3
vs. 8.8+1.1, p=0.017), and larger kidneys (length: 11.8+1.6 vs. 11.1+1.3 cm, p=0.006,
and width 6.1+0.9 vs. 5.8+0.9 cm, p=0.037), and in the presence of cysts (p=0.032)
compared to IGF.The other variables were not significantly different between the
groups. The data on serum creatinine at 3 months and 1 year after transplantation
are incomplete and will be analysed in a later phase.

DGF/PNF after deceased donor kidney transplantationuoe more often in large
kidneys that were poorly perfused as assessed by the donor surgeon. These kidneys
would probably benefit most from reconditioning strategies, such as machine
perfusion. A more precise scoring system might aid in decisiaking tovards
acceptance, allocation, and potential reconditioning strategies.
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The golden hour: length of total warm ischemia time presages deve lop-
ment of severe acute kidney injury after DCD liver trans plantation

M. Kalisvadrt, I. Umbr§) J. de Hadnl. ScalefaA. Schledel. 1Jzermang. Perefal.

Isaaé A. Mitterhofér P. Muiesdrand J. de JongtDept of Surgery, Erasmus Medical
Center, Rotterdam, The Netherldbépt of HPB Surgery and Liver Transplantation,
University Hospitals Birgham, Birmihgm, United Kingdotept of Clinical Medicine,
Nephrology and Dialysis B, Sapienza University, Rorfieggtalyf, Intensive Care,
Erasmus Medical Center, Rotterdam, The Netherlands

Acute kidney injury (AKI) is more frequently obsedrén DCD liver transplantation
(LT). The DCDspecific donor warm ischemia time (DWIT) aggravates hepatic
ischemia/reperfusion injury and thereby enhances renal impairment. Our aim was to
analyse the impact of all warm ischemia periods on development obf&d DCD

LT. We performed a retrospective two Center study of all DCD LT (202816).

AKIl was defined following KDIGO criteria. DWIT was divided into two periods:
agonal phase (donor treatment withdra@alkculatory arrest) and asystolic phase
(circulatay arrescold perfusion). Total warm ischemia time was defined as the sum
of DWIT and recipient warm ischemia time (RWIT). Multiple logistic regression was
used to identify factors associated with development of severe postoperative AKI
(KDIGO stage 2&3)A total of 368 recipients were included. 239 recipients (65%)
developed AKI, including 151 recipients (41%) with severe AKI. The relation between
all warm ischemia periods and AKI differed between Centers. In Center 1 only RWIT
was longer in recipients Wi severe AKI (40 minutes) compared to recipients with

no or mild AKI (36 minutes) (p=0.003). On the contrary, in Center 2 only agonal
phase was longer in the severe AKI group (19 vs 15 minutes; p=0.028). Analysis of
the entire cohort showed that the totawarm ischemia time increased with severity

of AKI: 61 minutes in recipients without AKI up to 69 minutes in recipients with AKI
stage 3 (p<0.001). Multiple logistic regression identified length of TOTAL warm
Ischemia time as a factor associated with sev&KI| (OR 1.032; 95%CI 1.044051;
p<0.001). In conclusion , the extra DWIT in DCD LT exposes grafts to more hepatic
ischemia/reperfusion injury upon the warm ischemia prior to reperfusion. Although
the composition of warm ischemia may differ between @es), the length of total
warm ischemia time is associated with development of severe AKI and should ideally
not exceed 60 minutes.



Mental disorders among unspecified living kidney donors

S.Y. IsmailW.C. ZuidemaJ. van de WeteringW.T Hilhorst L. Timmerm3nE.K.
Massey J.N.M. 1Jzermé&ng.J.V. Busschbaahd W. Weimdr Dept of'Psychiatry,
’Internal Medicinéyledical Ethics and Pdojoshy andSurgery, Erasmus Medical Center,
University Hosal Rotterdam, The Netherlands

Backgroundtn unspecified living kidney donation psychosocial screening is performed
to determine whether donors are mentally stable enough to donate safely. The aim
of this study is to investigate what proportion of these donors has been diagnosed
with apostdonation mental disorder.

Methods We retrospectively searched the medical records for individuals who were
included as unspecified donors between May 2000 and November 2016 and
registered which donors reported symptoms and/or a diagnosis of a mdisatder
during the routine post donation medical chegg. We also recorded whether
donors (partly) attribute their acquired mental disorder to the donation.

Results:In total, 142 unspecified donors donated. Within this group 8% reported
psychopathologywithin three years postlonation namely, posttraumatic stress
disorder (n=2), depression (n=1), bipolar disorder with suicidal gestures (n=2),
unspecified psychiatric breakdown (n=1), personality disorder not otherwise
specified (n=1) and depressive syomps not meeting the full DSNW criteria (n=4).

Four donors (partly) attributed their decrease in mental health to the donation.
Discussion:A small proportion of unspecified living kidney donors acquire mental
disorders within three years postonation. This percentage is comparable with the
prevalence in the Dutch general population (9%). This finding could suggest that no
additional care other than normal psychological care is warranted. Nevertheless, it is
understandable that the donor and his/her surmaling attribute a decrease in mental
heal th at | east i n some de gS&ueheattributionish e
not necessarily wrong, and justifies a duty of care. These findings emphasize the need
for a detailed psychological follewp of these donors in order to identify those at
risk and to provide early psychological intervention where necessary. Using such
follow-up data, studies can identify the association between the characteristics of the
donor and donation process on the one handdahe change in mental status on the
other.
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Living kidney donation a major life event - What do the donors say?

M.C. Prortk L. TimmermansS. Janki J. van de WetertngV.C. Zuidema J.N.M.
IJzermars J.J. van Busschhash Weimar E.K.Massey Dept ofInternalMedicing
Dept ofSurgefy Dept ofMedical Psychology and Psychoth&mmsmus Medical Center,
Rotterdam, The Netherlands

Introduction: professionals suggest that living kidney donation is a major life event,
given that livng kidney donors (LKDs) have to adjust their daily activities for a couple
of weeks. To date it is unknown whether LKDs themselves experience the donation
as a major life event and what the relative impact is compared to other life events.
Insights into tlese questions are important for the education of potential LKDs.
Methods data from 2 studies were combined. LKDs were interviewed 3 (n=111) and
12 months (n=127), or 036 months (n=6114
whether they experienced the dwtion as a major life event (yes/no). All LKDs were
asked to recall all other events that impacted their lives in the past year (e.g. birth of
a child and death of a parent). They completed twepbint scales for each event
and the donation: whether thelgave experienced the event as negative/positive and
the impact of the event on their lives. Higher scores indicated a more positive
experience and a higher impact. All life events were ranked based on their
experience and impact score. The experience scof the donation was categorized

as a negative {B) or positive (5.110) event. Multiple logistic regression analyses
were conducted to examine whether dono
were associated with the impact and experience score.

Results: 45% of the donors experienced the donation as a major life event. The
majority (95%) experienced the donation as positive. The median score for
experience of the donation was 9 (rangel0), which was comparable with ratings of
marriage/cohabitatiomnd moving house. Median scores for impact of the donation
were 5, range: €0 (3 and 12 months postdonation) and 6, ranget01( O 3 6
months postdonation). These were comparable with marriage/cohabitation and
retirement. Donors who experienced more (rguent) medical complications
evaluated the donation more often as a negative and impactful event.
Conclusionsliving kidney donation is generally experienced as a positive event with a
relatively moderate i mpact o n labetech the s &
donation as a major life event. These findings can be used to inform potential LKDs
and their families about the impact of living kidney donation. Nevertheless,
professionals should be aware of the elevated impact of donation in case of
(recipient) medical complications and provide these donors extra support if needed.



Predictive value of renal transplant scintigraphy for the duration of
delayed graft function

S. Benjamerfs R.A. PHIA.W.J.M. GlaudentanS.P. BergeR.H.J.ASlat**, 'Dept of
Surgery Transplantation, University Medical Center Graidegenf Nuclear Medicine
and Molecular Imaging, ugnsity Medical Center Gronintpapt of Internal Medicine
Div of Nephrology, University Medical Center Grotidegeénf Biomedical Photonic
Imaging, University of Twente, Enschede, The Netherlands

Background: renal scintigraphy (RS) is a widely used test for the assessment of the
transplanted kidney (KTX). As RS cannot reliably distinguish between rejection and
acute ubular necrosis we questioned whether RS could predict the expected
duration of delayed graft function (DGF) and thus help guide the timing of a renal
biopsy. This study focused on RS results, quantitatively analyzed and qualitatively
graded, related to tb duration of DGF. Improving the predictive value and clinical
applicability of qualitative and quantitative RS indices may result in a more reliable
prediction of the duration of early graft dysfunction, resulting in a reduction of the
number of diagndg biopsies and faster treatment.

Methods: from 2000 to 2014, all peBITX RS procedures performed in patients with
early transplant dysfunction were included. The duration of DGF was defined as the
number of days of dialysimased and/or functional DGRAIl RS procedures were
performed using Technetiw®m mercaptoacetyltriglycine (MAG3) with an
intravenous administration dose of 80 MBg and were reanalyzed for the purpose of
this study. RS results were qualitatively graded and various quantitative indices
(Retention to Uptake ratf®20/3, Tubular Function Slo@E&$ corrected Tubular
Extraction Rat€eTEIR Uptake corrected for injected dd4egC1(Q) were combined

with a new index Average upslope)

Results: a total of 177 patients were included, theam age (£ SD) was 49 + 14
years, 57% were male, 17% received transplant after fumgelated KTX, 41%
after donation after brain death, and 42% after donation after circulatory death. A
total of 136 (77%) patients Bf%wpr Oédce
Qualitative grading for the prediction of DGF >7 days had sensitivity and specificity of
respectively 88% and 70%. The quantitative indices with the most optimal results for
the prediction o dTERD®F Seisitivilya §5% spaut), end
Average upslof@8% sensitivity, 84% specificity).

Conclusions: in conclusion, the qualitative-g&ding and the RS quantitative indices
cTER and Average upslope seem accurate predictors of DGF duration, in particular
for DGF > or < than 7 dgs posttransplantation. Analyses of RS allows the
identification of patients in whom the duration of DGF is longer than predicted and
thus may help in identifying the need and timing of renal biopsy after KTX.
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Kidney Retransplantation in the Ipsilatera | lliac Fossa: A Surgical
Challenge

K. Muller, L.S.S. Ooimd.l. RoodRaE.J.M.F. Dpml.C.K. TranH.J.A.N. Kimehal.N.M.
IJzermansand T. Terkivatan'Dept of HPB and Transpddion SurgeryDept of
Nephrology, Erasmus Medical Centexrdott The Netherlands

The aim of this study is to review the surgical outcome of kidney retransplantation in
the ipsilateral iliac fossa in comparison to first kidney transplants.

The database was screened for retransplantations between 1995 and 2@18. Ea
study patient was matched with 3 patients with a first kidney transplantation. Just for
graft and patient survival analyses, we added an extra control group including all
patients receiving a second transplantation in the contralateral iliac fossa. We
identified 99 patients who received a retransplantation in the ipsilateral iliac fossa.
There was significantly more blood loss and longer operative time in the
retransplantation group. The rate of vascular complications and graft nephrectomies
within 1 yea was significantly higher in the study group. The graft survival rates at 1
year and 3, 5, and 10 years were 76%, 67%, 61%, and 47% in the study group versus
94%, 88%, 77%, and 67% (p<0.001) in the first control group versus 91%, 86%,78%,
and 57% (p¥40.008n the second control group.

Patient survival did not differ significantly between the groups. Kidney
retransplantation in ipsilateral iliac fossa is surgically challenging and associated with
more vascular complications and graft loss within the fiestryafter transplantation.
Whenever feasible, the second renal transplant (first retransplant) should be
performed contralateral to the prior failed one.
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Comparison of estimated and measured Glomerular Filtration Rate in
Longitudinal Foll ow-up after Living Kidney Donation

M. van Londen, J.S. Sanders, J.J. de Vries, M.F.C. de Jong, R.A. Pol, S.P. Berger, G.J
M.H. De Borst, University Medical Center Groningen, Groningen, The Netherlands

Donor safety requires reliable long termolfow-up of renal function after donation.

We tested the longitudinal performance of estimated Glomerular Filtration Rate
(eGFR) to detect renal function loss after donation by comparison with -125I
iothalamate measured GFR (mMGFR), the gold standard.

We compared the slopes of MDRD, Cockcr@tult (CG) and CKBEPI equations
with mGFR (125lothalamate) to assess renal function loss from 3 months after
donation until 5 or 10 years after donation in 146 living kidney donors. We tested
eGFR slopes for bias lgrtiles of mGFR slopes.

At donation, donors (age 51(10) years, 53% male) had a median [IQR] mGFR of 103
[92;115] mL/min. After donation, mGFR was 65 [59;72], 66 [57;75] and 69 [61;77]
mL/min at 3 months, 5 and 10 years, respectively. In donors with dsorg MmGFR
(n=59/146, slope0.5 [-1.3;0.0] ml/min/yr), the slope was underestimated by all eGFR
equations (CKDBEPI bias2.4 [3.8:1.1] ml/min/1.73m2/yr, p<0.001; MDRD bi&s6
[-3.7:1.2] ml/min/1.73m2/yr, p<0.001; and CG/BSA biaf.6 [2.2:0.3]
mil/min/1.73m2/yr, p=0.02).

These data show that eGFR equations underestimate the slope of renal function in
living donors with pronounced mGFR loss, underlining the value of mGFR in long
term follow-up.



Results of the second decade of the Tr ans-Atlantic Airlift for renal
transplantation recipients from the Dutch Antilles: an unique program
comes of age

Z.A. ChoudryH. Peters Senderbl. Ajubj W. de Veltér R. Kock J. Lardy N.C. van der
Weerd, J.J.H. van der Héijd&.A. van deraRt, M.M. Idd and F.J. BemelrhatRenal
Transplant Unit, Dept of Nepbgy?2St. Elisabeth Hpgal, CuracadDr. Horacio E. Oduber
Hospital, Aruba, The Dutch Antifespt of Immunogenetics, Sanquin Diagnostic Services,
AmsterdaniDept of Surggr Academic Medical Center Amsterdam, The Netherlands

Backgroundthe prevalence of endtage renal disease in the Dutch Caribbean is twice as
high compared to the Netherlanddn 1998, the St. Elisabeth Hospital and in 2003 the Dr.
Horacio E. Oduber Hogital in Aruba, started a unique traglantic collaboration with the
Academic Medical Center in Amsterdam, the Netherlands, and the Eurotransplant
Foundation. This study is an analysis of the early renal outcome of this-Atargic
program from April2007 until August 2016. From April 2007 two measures were taken: 1)

all patients received induction therapy with basiliximab, and 2) only-diesath donors in

case of deceased donors were accepted.

Methods:in 88 consecutive transplantations performed Wween April 2007 and August
2016, 3 month graft survival, primary non function and rejection rate at 3 months were
studied. These were compared with 39 transplantation between April 1997 and end of
March 2007.

Resultsssixty patients received a first andr8ceived a second deceased donor transplant,
and 24 patients received a first and 1 a second living donor transplantation. Mean recipient
age of deceased and living donors was 52 years (SD 13) and 48 years (SD 15) respectively.
Original disease was hypension (22%), diabetes 17%, glomerulonephritis (6.3%) cystic
kidney disease (6.3%). Dialysis vintage of deceased and living donors was 72 months (SD 30)
and 40 months (SD 23) respectively. Donor age was 52 years (SD 12) and 52 years (SD 14)
for deceased andiving donors respectively. Median cumulative HLA mismatches were 3
(IQR 24) in deceased and 3 (IQR4 in living donors. Cold Ischemic time was 24.2 hours
(SD 8.6) in deceased and.9 (0.6) hours in living donors. Primary nfimction rate and
delayedgraft function was 3.2% and 31% in deceased, @tdand 12% in living donors
respectively. Rejection rate at 3 months was 12.7% in deceased, and 12% in living donors.
Mean eGFR of deceased donor kidneyith-function at 3 months was 51 (SD 25), and
eGFRwas 51 (SD 14) in living donor kidneys. Graft survival in deceased kidneys after April
2007 was higher (93.7%6.82.1%, p=0.063). Graft survival in living donor kidneys was 100%
in both eras. In deceased donor kidneys, primary -fimction rate declined feer April

2007 (10.5% to 3.2%, p=0.194), delayed graft function was similar, and rejection rate within
3 months declined (23% to 13%, p=0.184).

Conclusion:these data outline the success of the Trakitantic program. This success is
achieved despite prohged cold ischemia times. Routine machine perfusion of all deceased
donor kidneys might have a role. Although not significantly, primary-fanction and
rejection rates seem to have decreased. Laoagn follow up results of the program are
currently unde investigation.
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A single-center retrospective study of kidney graft survival after trans -
plantation with a DCD -II donor kidney

N. Slebioda, L.B. Hilbrands and M.C. Baas, Dept of Nephrbtongy | Racdersity Medical
Center, Nijmegen, The Netherlands

Because of a shortage of kidney donors in the Netherlands, kidneys of donors after
circulatory death with a witnessed cardiac arrest but unsuccessful resuscitation
(Maastricht type Il donor) are sometimes used to enlarge the donor pool. Not many
data existabout the longterm graft survival.

The aim of this study was to evaluate the results of DOkidney donors used
between 1968 till June 2014 in a university hospital in the Netherlands. Data were
collected from two different databases, the National Qigdransplant Registry
(NOTR) and Eurotransplant (ET), and from patient files. 21 patients were identified
as recipient of a DCHIl kidney transplant. The first transplantation with a D@D
donor took place in July 1982. The median foHap/time is 5.1 yars (range 0-19)
Median age of the donor was 30 years (range663 and causes of death were
trauma (n=12), myocardial infarction (h=4) and CVA (n=5). Median first warm
iIschemia time was 37 min (range-19), median cold ischemia time was 23.9 h (range
12.929.2), median second warm ischemia time was 37 min (rangk64) and
median total ischemia time was 25.2 h (range -BR.5).

Median age of the recipients at the time of transplantation was 59 years (range 32 to
70). The most important causes of esthge renal disease were polycystic kidney
disease (n=6) and glomerulonephritis (n=6). 7 recipients were treated with peritoneal
dialysis and 13 with hemodialysis before transplantation, 1 recipient was not treated
with dialysis.

The lyear, 5year and 1¢year graft survival rates were 76%, 60%, and 37%,
respectively. The respectivé-year, 5year and 16year graft survival rates for DCD

[Il donor kidneys in the same period were 87%, 66%, and 48%.

Primary non function and delayed graft function occurre@ and 16 cases (9,5% and
76,2%).. The median duration of dialysis treatment during delayed graft function was
11 days (639). Acute graft rejection occurred in 8 cases (38%). The median eGFR
after 3 months, 1 year, 5 years and 10 years was 48&)Mh=17, 41 (2378)(n=16),

42 (18108)(n=12) and 47 (2316)(n=7), respectively.

In the period between 1968 and June 2014 in 0.5% of the kidney transplantations a
kidney from a DCD-Il donor was used. Primary non function rate is high, however
long term graft swival seems almost comparatéegraft survival of DCBIII donor
kidneys. We should continue to consider DCID donors as acceptable kidney
donors as long as there is a shortage of donor organs.
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Conversion from tacrolimus -based to everolimus -based imm une-
suppressive therapy 3 months after living -donor kidney trans -plantation: A
randomized -controlled clinical trial

R. BouamarN. Shukéf, J.A.J. OsikgaM.C. Clahsemn Groninggn). DammanC.C.
Baan, J. van de Weterind.T. Rowsh3ni. ldkvan GestelW. Weima;, T. van Gelder
and D. A. HessefinkDept of Hospital Pmaacy,’Dept of Internal Medicii®ept of
Pathology, Erasmus Medical Center, Rotterdam, The Netherlands

While conversion from ciclosporin to everolimus is well docented, conversion
from tacrolimus has been poorly studied.

In this randomizedontrolled trial the safety and tolerability of switching from
tacrolimus to everolimus with glucocorticoid withdrawal after livthgnor kidney
transplantation was studied. 19atients were planned to be randomized 1:1 to
either continue tacrolimus or to convert to everolimus atmonth 3 after
transplantation.

At randomization, all patients received tacrolimus, mycophenolate mofetil and
prednisolone. Everolimus was started irdase of 1.5 mg bid, aiming for predose
concentrations of 4 ng/mL. Prednisolone was gradually withdrawn in both groups.
The trial was stopped prematurely after the inclusion of 60 patients. The interim
analysis showed an unacceptably high rejection nat¢he everolimus group as
compared to the control group: 30.0¥%.6.7% (95%CI: 0.0470.420; p = 0.045). An
additional 8 patients stopped everolimus because of toxicity. At the end of faljow
(month 12) only 12 (40%) patients assigned to everolimuswéhl on study drug.
Conversion from tacrolimus to everolimdsased immunosuppression with with
drawal of prednisolone 3 months after kidney transplantation results in an
unacceptably high risk of acute rejection and causes considerable toxicity. @ased
our findings, such a switch strategy cannot be recommended.
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The effectiveness of non -surgical interventions in biliary duct com plica-
tions after liver transplantation

F.J.M. Rdds J.W. PoleyB.E. Hans&énA. Moelkér W.G. Poldkand H.J. Metselaar
'Dept of Gastroenterology and Hepatology, Erasnuas Gkttier Rotterdam, Rotterdam,
2Dept of Interventional Réaliy, Erasmus Medical Center Rotterdam, RottBelatnof
Surgery, Erasmus Medical Center Rotterdam, Rotteeddetha&rlands

Biliary duct complications, consisting of bile duct leakage and bile duct strictures,
remain the Achill esd heel of orthotopi
incidence of up to 40%. Treatments of first choice are endoscopicogeade
cholangiopancreatography (ERCP) and percutaneous transhepatic cholangiography
(PTC) with a reported wide range ofeffectiveness of 50 till 100%. We performed a
singlecenter retrospective cohort study to evaluate the success rate of-sorgical
interventions in liver transplant recipients with biliary complications. Additionally, we
looked for risk factors for failure of this mode of therapy.

Study period was between January 2006 and December 2015 - Geafipient and
treatment characteristics we collected. Treatment was defined a success, if
radiologic imaging showed resolving of bile duct complication without additional
intervention in six months thereafter. A multivariate analysis was performed to
identify risk factors for failure of therapy.

Overall 451 transplants were included in this study. Biliary duct complications
developed in 35.5 percent of liver grafts (n=160). Anastomotic bile duct stricture
(AS) was the most common complication (n=100), followed by-anastomotic bile

duct strictures (NAS) (n=39) and bile duct leakage (n=14). ERCP was the primary
choice of treatment in 115 cases and PTC in 34. Overall success rate was 80%. AS
could be successfully treated with nsargical interventions in 84%, bile duct leakage

in 88% and NAS in5% of the cases, respectively. No differences between ERCP and
PTC were observed in relapse rate of bile duct complication, treatment related
complications and duration of treatment. Prolonged warm ischemia time (WIT) in
minutes (HR. 1.06, 95%CI 1:0210;p<0.01) and diagnosis of NAS (HR. 1.92, 95%ClI
1.242.96; p<0.001) were associated with failure of treatment.

Conclusion: Biliary duct complications after OLT are common. Mangical
interventions, independently of type of procedure, are successful foragement of

AS and bile duct leakage. NAS and prolong¥dT are associated with less
successful therapy outcome.
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Overweight kidney transplant recipients are at risk of being overdosed
following standard bodyweight -based tacrolimus dosing

L.M. Andres, B.C.M. de Winted.T. TaAgN. Shukér R. BouamarR.H.N. van Schaik
B.C.P. KoghT. van Geldérand D.A. HesselinkDept of Haosital Pharmacy, Erasmus
Medical Center, Rotterdam, The Netherf@rets, of Laboratory Medicine, West China
Hospital of Sichuan University, Chengdu, Thipa,of Clinical Chemistipept of
Internal Medicine, Erasmus Medical Center, Rotterdam, The Netherlands

Bodyweightbased dosing of tacrolimus (Tac) is considered standard care, even
though the availableevidence is thin. An increasing proportion of transplant
recipients is overweight, prompting the question if the starting dose should always be
based on bodyweight.

The aim of this study was to investigate whether a Tac starting dose based on
bodyweight lads to the achievement of Tac target whdiwod predose
concentrations (@) in overweight patients on day 3 after transplantation. This was
defined as the first steady state concentration attained after five unaltered Tac doses.
This is aposthoc analys of a randomizeaontrolled trial investigating whether
adaptation of the Tac starting dose according @'P3Agenotype increases the
proportion of kidney transplant recipients reaching the target Tac predose
concentration. In this trial, patients wereamdomized to receive Tac in either the
standard, bodyweigHiased dose of 0.20 mg/kg/day according to the package insert,
or to a dose based on thel€YP3Agenotype. For the analysis, the data were divided
into three groups: the standardose group, the gnotypebased group, and all
patients scaled to the standard bodyweight dose. The correlation between fFac C
and bodyweight (or BMI) was investigated by calculating the goodness of fit. Dosing
guidelines were calculated using linear regression lines.

Data was available for 203 kidney transplant recipients with a median BMI of 25.6
(range 17.242.2) and bodyweight of 78.9 kg (range 3¥23.1). More than 50% of

the overweight or obese patients had a tacrolimus predose concentration above the
target range ofL0-15 ng/mL. The CYP3AS5 neexpressers tended to be above target
when they weighed more than 67.5 kg or had a BMI of 24.5 or higher. If the BMI is
25-30, only 85% of the standard dose (0.2 mg/kg/day) should be prescribed to reach
the target concentrationand if the BMI is 3@5 we propose 75% of the standard
dose. The dosing guideline for patients with an unknown genotype was validated
using the FDCC dataset.

This study demonstrates that dosing tacrolimus solely on bodyweight results in
overexposure in rore than half of overweight or obese patients.



Opposite Acute Potassium and Sodium Shifts During Trans  plantation of
Machine Perfused Human Liver Grafts

L.C. Burlaggé L. HessélsR. van Rij4 N. Karimiarf, A.C. Westerkantp A.P.M.
Mattort?, K. Reyntjehd. Petzofd M.W. Nijstehand R.J. PottéSection of Hepatobiliary
Surgery and Liver Transplantation, Dept of Si@geyigal Research Laboratory, Dept of
Surgery’Dept of Critical Carthept of Anesthesiology, University dah@monUniversity
Medical Center Groningen.

Background: acute rise of serum potassium levels during orthotopic liver
transplantation (OLT) is mainly explained by the systemic entry of the high
potassiumcontaining preservation fluid upon reperfusion, ihieh the donor graft is
immersed during static cold storage (SCS). During -isodemic hypothermic
oxygenated machine perfusion (HMP), livers are flushed and perfused with a low
potassium content solution prior to transplantation. The aim of this study was
examine the effect of enschemic oxygenated HMP on bathvivoandex vivaation
shifts.

Methods: during OLT, we compared serum potassium levels before and after
reperfusion of the liver graft. Livers were transplanted either directly after SCS
preservation (n=20) or after additional preservation for two hours via @schemic
oxygenated HMP (n=10). All potassium levels were determined during both machine
perfusion and transplantation. Additionally, potassium levels were determined in
perfusate sanips of livers that were discarded for transplantatioDiscarded livers
underwent normothermic perfusion (NMP) either directly after SCS preservation
(n=16) or after additional preservation for two hours via ersthemic oxygenated
HMP (n=6). Potassium adnistrations in any form as well as interventions that could
have affected hyperkalemia were recorded.

Resultsin recipients who received a graft directly after SCS, the meanzSE potassium
level rose by 0.27 mmol/L (from 4.43+£0.12 to 4.70+£0.17 mmol/L;.PZD), while
potassium level decreased by 0.76 mmol/L in the HMP recipients (4.65x0.17 to
3.89+0.31 mmol/L; P=0.003) during reperfusion. Acute potassium administration was
required in 0 (0%) and 3 (30%) patients (p=0.030) respectively. Antihyperkalemic
measures were performed in 8 (40%) SCS alone and 9 (90%) HMP patients (p=0.017).
During HMP, potassium level increasetliring the first 30 minutes and remained
stable thereafter. Balance measurements confirmed considerable hepatic potassium
release and sodm uptake during HMP. Similar potassium shifts were seen during
both HMP and NMP of discarded livers.

Conclusion:whereas hyperkalemia is anticipated directly after reperfusion during
transplantation with conventionally preserved livers, HMP preservatdudesex

vivo potassium release and frequently leads to hypokalemia after reperfusion.
Anesthesiologists should be prepared for an unexpected potassium and sodium
response in patients who receive a liver graft after HMP.
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Coagulatory state in renal transpl ants recipients. Is there a differ rence
between dialysis patients and pre -emptively transplanted patients?

G.J. Nieuwenhii]seké, T.A.J. van den Be@.J.L. Bakkell. Lismdnand R.A. Ppl
Dept of Anesthesiology, University Medical Centge@ré@roningeiept of Surgery,

Div of Transplantation Surgery, UniversityaM@diter Groningen, Gronirigapt of
Nephrology, University Medical Center Groningen, GtSoimgieal, Research Laboratory
and Section of Hepatobiliary SurgeryiardTtansplantation, Dept of Surgery, University
Medical Center Groningen, Groningen, The Netherlands

To prevent renal graft thrombosis different peand postoperative anticoagulation
strategies are used among centers, ranging from no therapy at alhftactioned
heparine for several days post transplantation. In our center preemptively
transplanted patients receive 5000 IU of heparin before arterial clamping while
dialysis patients do not. This difference is based on the historical assumption that
patents on dialysis, and especially hemodialysis (HD), have a prolonged bleeding time
compared to patients with end stage renal disease (ESRD). We hypothesized
whether these assumptions are valid since HD is able to partially correct the uremic
thrombopathy.Also, the impact of ESRD on the coagulation system is complex and
both prolonged bleeding time, as well as enhanced thrombi formation are deen.
this study we compare the coagulatory state of dialysis patients with preemptively
transplanted patients lbere and after renal transplantation. Stored plasma samples of
patients participating in the VAPGR trial were used. Fifggeven recipients were
included of which 28 were transplanted preemptively (preemptive group, PG) and 29
were on dialysis (dialysisayip, DG). A control group (CG) of 37 healthy donors
was included (CG).Sample points consisted of start surgery (T1), 5 minutes after
reperfusion (T2) and 2 hours posurgery (T3). Patients in the PG were given 5000
IE of heparin before clamping of thressels. The following hemostatic and fibrinolytic
parameters were analysed: PF4 anéslectin as specific platelet activation markers,
vWf and F1+2 for coagulation activation anddidner for clot breakdown. Plasma
potential was studied by thrombin geraion (TGA) and clot lysis time (CLT) assays.

At T1, PG and DG showed comparable increased platelet and coagulation activation
as evidenced by elevated levels of PF4, F1+2 aduner compared to CG as well as

a decreased plasma fibrinolytic potential eefed by a prolonged CLT. At T2
increased levels of PF4 showed enhanced platelet activation in DG, compared to PG,
in absence of concomitant coagulation activation. At T3, F1+2, PF4 and CLT were
substantially higher in DG compared to PG. Compared to CGlgnged CLT, but
comparable levels of PF4 anddbner were seen in DG. Prior to transplantation,
dialysis and premptively transplanted patients show a comparable but enhanced
coagulatory state. So, pestansplantation, dialysis patients show more ativaof
coagulation and inhibition of fibrinolysis, compared to the preemptive patients. This
probably due to the use of heparin in the last group. Inhibition of fibrinolysis is also
seen in dialysis patients compared to the control group.
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Hair matters: u nderrated side effect of immunosuppressive therapy in
children

A.H.M. Boutsand M.A. Middelkarru?, ‘Dept of Pediatric Neplugy,?Dept of
Dermatology, Academic Medical Center, Amsterdam, Tlaatether

Background: early steroid withdrawal (ESWitea renal transplantation (rtx) in
children improves growth and reduces metabolic risks without increasing the number
of acute rejections. Hair loss is reported as a Aoequent (£10%) side effect of
tacrolimus (Tac) and mycophenolate mofetil (MMF).c&inmve switched to an
Immunosuppressive regimen of ESW combined with Tac, MMF and basiliximab (ESW
protocol) we encountered an increased number of children with hair loss, varying
from mild to severe. To assess this observation we compared hair loss oirerhil
receiving the ESW protocol with children receiving the previous-E8W schedule.
Methods: the number of children with hair loss receiving the ESW protoaais
compared with those receiving the previous RBSW schedule (basiliximab plus
steroids; pis MMF or azathioprine; plus cyclosporine which is switched to Tac 6
months after rtx). Fisheexact test was used to compare frequencies.

Results: five of 16 (31%) ESW children (median age 11.5 yrs, rant@,4) and 3 of

13 (23%) norESW children (medn age 10.7, range 318.6 yrs) developed hair loss
(ns). The onset of hair loss in ESW children was 14,8-22,8) months after renal
transplantation compared to 30 {88) months in norFESW children. Ten of 16 ESW
children (63%) remained off steroids0% (4/10) of children that maintained ESW
therapy developed hair loss, which cannot be put aside as a minor nuisance. As an
example, a 1¥ear old girl received a livinglated kidney transplant following the
ESWregimen according to TWIST (1). One yedtex rtx she developed neatotal

hair loss of the scalp, eyebrows and eyelashes. Other causes such as infection, zinc
and iron deficiency and thyroid disorder were excluded. Prednisolone was
reintroduced and Tac tapered to a trough level of around 3 u§MF dosage was
maintained at 600 mg/with a trough level around 2 ug/L. Hair growth recovered
but remained thin.

Conclusion: the number of patients in this study is too small to show significant
differences, but ESW treatment might give more hair libss steroidbased therapy.
Hair loss after renal transplantation in children is an underrated problem with a
significant cosmetic impact, especially for tagers, and is a risk for nescompliance.

The cause can be multifactorial and needs more explomati

!Grenda R et al. A randomized trial to assess the impact of early steroid withdrawal
on growth in pediatric renal transplantation: the TWIST study. Am J of Tx
2010;10:82836
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0 Wh a't I f this iIis my chance to save my
public solicitation of living kidney donors

M.C. Prodk D. Slaats W.C. ZuidemaM.T. Hilhor&t F.J.M.F. Dot M. Betjds W.
Weimat, J. van de Weterinde.K. MasskeyShared first auttship;'Dept of Internal
Medicine, Nephrology and Tplansation, Erasmus MC, University Medical Center,
Rotterdam, The Netherlanti3ept of Medical Ethics and Philosophy, Erasmus MC,
University Medical Center Rotterdam, The NethetflaWést London Renal and
Transplant Centre, Dept of Renal and TranSplaides, Hammersmith Hospital, Imperial
College, London, United Kingdom

A small but increasing number of patients use public solicitation (PS) to find a living
kidney donor. This qualitative study explores the decisiwaking and experiences of
these paients. Semistructured interviews were conducted with Dutch 20 public
solicitors who had publicly solicited between 2011 and 2015. Interviews were
transcribed and analyzed for general them&ost patients used multiple channels

for PS including social medand more traditional media such as newspapers. Before
considering PS participants had not been able to find an eligible donor in their social
network. They also rejected the option of paid donation. Participants were motivated
to engage in PS by the easf social media, encouragement by others, patient/donor
autonomy, and despair, but feared public disclosure of vulnerability and feared being
(perveiced to be) selfish. During PS participants experienced hope, support, and
positive (potential) donor coract. However, PS was also a time and energy
consuming process which was experienced as emotionally taxing. Participants had to
manage unequal relationships and take on the roll of health professionals, for example
screening donor motives and providing edtion on living donation. During PS they
experienced limited cooperation from health professionals and had to rely on their
skills and/or personality to manage their donor search. At the time of the interview 4
patients had received a living donor kidnegrisplant through the PS route, 5 from
another type of donor and 11 were still waiting. These results call for improved
communication about the new Dutch policy on R#&th patients who are considering
engading in PS, and the development of better supgmstems to relieve patients of
their screening and educating role during the PS process. Greater openness by
professionals about this topic may encourage patients to discuss their donor search
prior to undertaking PS and create an opportunity for educatemd counseling
during the process.
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Niet harder maar slimmer werken

D. Pilzecker, Y. Hooghof, I. Dooper, H. Kloke, Dept of Nephrology, Radboud Unive
Nijmegen Medical Center, Nijmegen, The Netherlands

InleidingVanaf 2010 zien we een jaadigktoename van 105% van het aantal
aanmeldingen van potentiéle nierdonoren. Hierdoor ontstaan wachttijden in de
procedure wat onzekerheid geeft bij donoren. Zij willen namelijk zo spoedig mogelijk
weten of zij kunnen doneren. We hebben daarom gezocht nazgelijkheden om

deze procedure te versnellen binnen de huidige bezetting.

VraagstellingKunnen we het donortraject, vanuit het uitgangspunt van de donor,
efficiénter laten verlopen?

Methode:We hebben gekozen voor de Leanethode, om het hele donortjact in

kaart te brengen. Lean is een verbeterfilosofie, waarmee je processen continu kunt
verbeteren. Lean is niet harder maar slimmer werken! Belangrijke aandachtspunten
hierbij zijn: waar hebben we zelf invioed op en waar kunnen we winst behalen? Met
klantvriendelijkheid en efficiéntie als 2 belangrijke pijlers. Stapsgewijs hebben we de
huidige situatie van de donorprocedure in kaart gebracht. We hebben bepaalde
processtappen verder geanalyseerd om vervolgens verbeterideeén te testen.
Wanneer een test dgewenste uitkomst had, hebben we de verbetering
geimplementeerd in het donortraject. Er is ook een verbeterbord geintroduceerd, dit
Is een centrale plek om verbetervoorstellen te delen. De voorwaarden hierbij zijn dat
de verbetering binnen een maand afget kan worden en minimale middelen kost.

ResultatenWe hebben inzicht gekregen in het eerste deel van het donorproces met
bijbehorende knelpunten en verbeterpunten. Ook is er meer begrip ten aanzien van
elkaars werkzaamheden ontstaan en is er een opeer gfecreéerd binnen het
donorteam. De procedure rond de aanmelding van de donor en de eerste stappen
die genomen worden in de donorscreening zijn verbeterd en protocollair vastgelegd.
Zodra een donor zich aanmeldt worden diens huisartsgegevens opgevéagd.

wordt er standaard navraag gedaan naar de transplantabiliteit van de ontvanger bij
diens behandelend arts. Dit laatste is van belang om vast te stellen hoeveel haast er is
om desgewenst het donortraject te versnellen. Of dit daadwerkelijk tijdswinst
oplevert voor de donor zal moeten blijken zodra de hele procedure is
geoptimaliseerdDoor het verbeterbord hebben we al op korte termijn de nodige
verbeterpunten kunnen invoeren in onze dagelijkse praktijk.

Conclusiede Lean filosofie is toepasbaar terbetering van het levende nierdonor
screeningstraject



The influence of surgical site infections on quality of life in live kidney
donors

K. Muller, R.C. Minnee, H.J.A.N. Kimenai, L.S. Ooms, S. Janki, EEd¢k,Bdssen
Terkivatan, J.N.M. 1JzermBregft of HPB and trasiantation surgery, Erasmus Medical
Center, Rotterdam, The Netherlands

Live kidney donors are healthy individuals who underwent donor nephrectomy
without benefits. In our hospital we observed an increase in surgical site infections
(SSI) in donors. Literature of SSI in donors and its risk factors are scarce. Besides
little is known about the effect of SSI on daily life of donors.

The aim of this study is to identify risk factors for SSI in donors and examine the
effect of SSI on Quigy of Life (QoL).

Baseline characteristics, intraand postoperative findings were measured. No
prophylactic antibiotics were given perioperatively. QoL was recorded preoperatively
and 1 and 3 months postoperatively. SSI influence on daily life was masing

the SF36 questionnaire. The study population was divided into 2 groups; donors
with and without SSI.

All donors (N=399) between January 2012 and December 2015 were included. No
significant characteristics differences between both groups weredfddanors with

SSI (N=35) underwent a harabsisted approach (p=0.020) and had significant higher
postoperative pain at day 2 (p=0.017). Hospitalization time was longer (5 vs. 3 days)
in donors with SSI (p<0.001). Small significant differences in QoL Zswee
postoperatively, between both groups were detected. After 3 months, QoL did not
differ between donors with SSI and donors without SSI. Not all donors (N=6) with
SSI had returned to work after 3 months.

Handassisted donor nephrectomy is a risk factor fdeveloping SSI. Four weeks
postoperatively donors with SSI had lowers scores in 2 dimensions of tHg6 SF
(physical functioning and social role functioning). After 3 months no differences in
QoL were found between both donor groups.
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Intimite it, seksualiteit en veilig vrijen na transplantatie

J. van der Laanl.Sard, G. Bolf 'Niertransplantaties, Universitair Medisch Centrum
Groningenl_evertransplantaties, Universitair Medisch Centrum GtGmowjegen
Transplantatie Centrum, Grgemn, The Netherlands

Zeventig procent vamatiéntendie een orgaantransplantatie ondgaanontvangen
geen voorlichtindpetreft intimiteit, seksualiteit en veilig vrijeMoorlichtingover
deze onderwerpens essentieebmdat uit literatuur blijkt dat 30-50% van

de patiéntenproblemen ondervinden. Deze problemen ontstaan doorveewerking
van ziekte en transplantatie, bijwerkingen van medicatie, verminderd zelfvertrouwen
door een veranderd lichaamsbeeld en gewijzigde rolverdelingen en relaties.

Er besaat een online brochure met informatie over dit onderwerp. Echter wezen
professionals de patiénten niet op deze brochure en werd in de ontslaginformatie
niet verwezen naar de website betreft het onderwerp.

Dit heeft geresulteerd in een brochure dievordt overhandigd tijdens iedere
transplantatie opname. Deze brochuktanpatiénten en professionalelpeneen
conversatie aan te gaan over intimiteit, seksualiteitljg vrijenen kinderwensha
transplantatie.

Feedbaclop deze brochurevan patiénten gahan datlezenaast seksualiteit ook
informatie bevatte over kinderwens na transplantatie, terwijl die niet op iedere
patiéntvan toepassing is. De patiéntgaven aan dat zij het zoudermarderen een
brochure over seksualiteit en zwangerschap apart té&vangenMet de feedback van
de patiénten hebben we nu een nieutm®chure ontwikkeld,betreffende intimiteit,
seksualiteit en vellig vrijen na transplantatie.

De brochuregeeft onder meeraan hoe je het onderwerp bespreekbaar maakt zowel
met partneralsprofessional. Verder bevat het informatie over wannderpatiént na
transplantatie weer seksueel actief kan zijn, welke invloed medicatie heetft,
lichaamsveranderingen en veilig vrijen.

De brochurekan uitgereikt worden door de verpleegkundige tijdens de
transplantatie opname. Het onderwerp kinderwens wordt opgenomen in de
informatie die op langer termijn natransplantatie gegeven kan worden op de
polikliniek.De ontwikkelde brochure speeltp de wensen en behoeften van
patiénten. Tevens geeft de brochypeofessionals handvaten om het onderwerp met
ledere patiént bespreekbaar te maken.

Voor de implementatie van de brochure hebbmgionaal transplantatie centrum
eneen landelijke werkgroepan verpleegkundigerauwlettend samengewerkt met
als resultaat ét bereiken van alle transplantatie centra in Nederland.
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SIEB: suikers in eigen beheer
M.J.M. van Helden, M.C. Baas, Nierziekten, Radboud UMC, Nijmegen, The Netherland:

Achtergrond: na niertransplantatie wordt gestart met immunosuppressieve megicati
zoals tacrolimus en prednison. Een bekende bijwerking van deze medicatie is het
ontstaan van diabetes mellitus. Daarnaast speelt gewicht een belangrijke rol. Soms is
er voor transplantatie al sprake van overgewicht. Na transplantatie is een
gewichtstoemame van vele kilods geen wuitzonder

Probleem: diabetes mellitus wordt in de polikliniek onvoldoende snel onderkend.
Glucose waardes | open aan het eind wvan
op de poli plaats vinden. Vanwege de (veelvoorkomeralgmie, in de eerste
maanden na transplantaties de HbAlc waarde niet altijd betrouwbaar

Doel: vroege detectie van diabetes mellitus door thuismetingen van de patiént

Acties: tijdens de opname voor transplantatie krijgt patiént uitleg over diabetes
mellitus en instructie over het meten van de glucose waardes door een diabetes
verpleegkundige. Daarnaast krijgt patiént uitleg over een gezonde leefstijl. Er wordt
advies gegeven over gezonde voeding, bewegen en stoppen met roken.

Patiénten wordt gevraagwekelijks een $unts dagcurvete meten: nuchter en 1,5

uur na de maaltijd en voor de nacht. Uitslagen worden genoteerd in mijnRadboud
(het digitale patiénten dossier) of in een dagboekje. Op de afdeling krijgt de patiént
een glucose meter en voldoendtrips mee om gedurende de eerste drie maanden
na transplantatie te meten. De uitslagen worden tijdens het polibezoek besproken
met de verpleegkundig specialist of de nefroloog. Indien insuline behandeling
noodzakelijk wordt krijgt de patiént hiervoor beteiding van een diabetes
verpleegkundige.

Resultaten tot nu toe: vrijwel alle patiénten krijgen instructie ten aanzien van het
meten en volgen de adviezen op. 1 patiént weigerde omdat zij al jaren prednison
gebruikt en het niet nodig vindt om te meten. datiént is blind. Er wordt nu
onderzocht in welke mate SIEB vroege detectie van diabetes-tposiplantatie
versnelt en of er een meer waarde is tov HbAlc en random gemeten glucose
waardes tijdens het polibezoek.
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Vitamine D suppletie bij Cystic Fib rosis patiénten na longtrans plantatie

M.E. Janssen, M.J.C. WeBskker, J.M. Kwakkah Erp, E.A. van de Graaf. Divisie Hart
& Longen, Universitair Medisch Centrum Utrecht

Bij Cystic Fibrosis (CF) patiénten na longtransplantatie komen lage vitainine
spiegels voor door malabsorptie bij pancreasinsufficiéntie en een tekort aan UV licht.
De gevolgen van vitamine D insufficiénties (25(OH)D<50 nmol/l) en deficiénties
(25(0OH)D<20 nmol/l) bij longtransplantatiepatiénten kunnen van invioed zijn op het
ontstaan van osteoporose en psychische problematiékel patiénten gebruikten de
noodzakelijke vitamine D suppletie niet omdat deze niet vergoed werd. Sinds 2016
wordt vitamine D suppletie betaald voor CF patiénten.

Het doel was het meten van het effect vaitamine D suppletie bij CF patiénten met
pancreasinsufficiéntie na longtransplantatie na starten van de vergoeding.

Bij CF patiénten na longtransplantatie met een pancreasinsufficiéntie werden de
25(0OH)D concentraties in serum uit 2015 vergeleken met &5(OH)D
concentraties in serum uit 2016. Na suppletie (1200 IE/dag) met vitaminecombinatie
preparaat ADEK werd na een jaar de concentratie opnieuw gemeten.

Er waren 40 patiénten met CF met pancreasinsufficiéntie na longtransplantatie (19
mannen, leeftijdnediaan: 32,5 jaar; range: 23 tot 55 jaar). De vitamine D spiegels
voor suppletie waren, mediaan: 46,5 nmol/l (range: <20 tot 91 nmol/l). Hiervan
hadden 21 patiénten (52.5%) insufficiénte spiegels (25(OH)D<50nndlApiegels
(5%) waren niet meetbaar.

Na suppletie namen de vitamine D spiegels toe, mediaan:ri8dl/| (range: <20 tot

105 nmol/l). (Wilcoxon Signed Rank test P=0.02). Bij 6 patiénten nam de vitamine D
spiegel toe tot sufficiénte waarden (25(OH)D>50 nmol/l). Van 19 patiénten (47,5%)
waren ¢k spiegels insufficiént.

Na verstrekken van suppletie heeft de vitamine D spiegel bij 2 patiénten ¢&¥%id

tot een insufficiéntie.

Het verstrekken en vergoeden van vitamine D suppletie heeft geleid tot stijging van
de vitamine D spiegels. Bij de meeptiénten stegen de spiegels echter niet binnen
de norm. Het niet vergoeden van vitamine D suppletie leidde mogelijk tot
onderdosering.
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PRISM: A Fast, Compact, In -line, High Yield, Human Pancreatic Islet Iso -
lation Method

J.B. Doppenberg, MEhgelse and E.J.P. de Koning, Leiden University Medical Cen
Leiden, The Netherlands

Islet isolations are technically complex, lengthy, expensive, and require a high
expertise level from its operators. A low islet yield and/or poor islet quality tisat
frequently observed result in a high risk that the isolated islets will not be trans
planted.

A new, closed method of tissue collection, washing, buffer change and islet
purification termed PRISM (PancReatic Islet Separation Method) was developed.
Briely, digested pancreatic tissue is pumped (200 mi/min) through a Medtronic
Biotherm heat exchanger, cooling the tissue to 4°C. Mixed with human serum (6
ml/min), the tissue is then continuously concentrated and washed in an air cooled
225 ml Latham centrifyation bowl at 1400 RPM, kept at 4°C. After increasing
centrifugation speed to 1500 RPM, UW solution is pumped (30 ml/min) into the bowl
while tissue is retained in the bowl. Next, the UW solution containing the digested
tissue is transferred from the bowhto a transfusion bag. Two speed controlled
Masterflex pumps subsequently mix lopromide 370 mg I/ml (density 1.409 g/ml) with
the digest (suspended in UW) into the bowl until the heaviest tissue has exited the
bowl. Microspheres of a similar size, shamel density as digested pancreas tissue, as
well as islet depleted tissue (IDP) were used in initial testing of the system. Ten
human pancreata, not suitable for clinical use, were used for islet isolation using
PRISM. Yield (IEQ), viability (FDA/PI staghi and function (dynamic glucose
stimulated insulin secretion test, dGSIS) were evaluated after one day of culture.

Pure fractions of microspheres could be separated in isopycnic centrifugation using
the bowl. Microspheres could be concentrated and re¢ainn the bowl without loss

at 1400 RPM and pump speed at 200 ml/min. IDP could also be retained in this
fashion. Merely one operator can perform PRISM in one flow cabinet. Using this
procedure with human pancreata resulted in a higher islet yield wherpaoed to
historical controls (431,234+292,833 vs. 285,276+197,392 IEQ, p=0.05). PRISM islets
were as functional as historical controls in dGSIS tests (stimulation index of 4.5 vs 4.6
and AUC 351.1 vs. 398.7, respectively; p=ns). Islet viability was 8@&tedsislets

were of similar diameter and shape as historical controls.

PRISM is a novel islet isolation technique that represents a significant improvement in
islet isolation efficiency.



Bacterial translocation after liver transplantation is associ  ated with biliary
complications

J.W. SeltérF.J.M. Rdo<£.J. VerhoeVdd.J. Metselgad.N.M. |Jzermaasd L.J.W. van
der Laah 'Dept of Surgery, Erasmus Medical Center Rotterdam, Rdfenokaorf,
Gastroenterology and Heloatyy Erasmus Meal Center Rotterdam, Rotterdam, The
Netherlands

Introduction: The intestinal microbiome and the translocation of intestinal bacteria to
the portal circulation are more and more recognized as an important pathogenic
factor in liver diseases like alcolmland noralcoholic liver diseases. The role of
microbiota translocation in liver transplantation outcomes, including biliary
complications, has not been established. Therefore, the aim of this study is to
investigate the incidence of bacteremia afterrliransplantation and explore a link

with biliary complications.

Methods From 19896 2010 all liver transplants were analyzed retrospectively for
donor and recipient characteristics and positive bacterial cultures in blood. Overall
365 patients were inchled. Biliary complications comprised of anastomotic strictures
(AS), noranastomotic strictures (NAS) and recurrence of primary sclerosing
cholangitis (PSC).

Results Of 365 transplants, 68 patients had positive blood cultures (18.6%). Prevalent
microbes vere Enterococcus faecalis, Staphylococcus aureus and Pseudomonas
aeruginosa (33.3%, 20.8% and 16.7%). PSC recurrence was diagnosed in 13 patient
out of 66 PSC patients. Positive cultures were 37% inremurrent PSC patients and
61% in the recurrence gup (p=0.001). NAS was diagnosed in 43 patients of which
25 patients (58%) had positive cultures. In the &S group (n=322), only 43 had
positive cultures (13%, p=0.001). Multivariate analysis showed positive blood cultures,
re-transplantation and the fmer warm ischemia times as independent risk factors
for NAS. AS was not associated with positive cultures after transplantation,
suggesting a different etiology.

Conclusion Bacterial translocation occurs in approximate 20% of recipients after
liver tranglantation and is associated with an increased risk of biliary complications.
No association between AS and positive blood cultures was found, suggesting a
difference in etiology between anastomotic strictures and NAS or recurrence of PSC.
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Bile Duct Strictures after Liver Transplantation are Associated with a
Donor Glypican -6 Polymorphism Linked to the Biliary Stem Cell Niche

J.W. SelténF.J.M. Rdp€.J. Verhoeved.J. Metselgad.N.M. [Jzermaasd L.J.W. van

der Laah 'Dept of Surgerfgrasmus Medical Center Rotterdam, Rottefept, of
Gastroenterology and Heloatypy Erasmus Medical Center Rotterdam, Rotterdam, The
Netherlands

Introduction: bile duct strictures (ischemia type biliary lesions and anastomotic
strictures) are one ofthe most common complications after liver transplantation,
with an incidence of approximately 30%. The origin of these strictures seems multi
factorial, but damage to bile duct stem cell niche is found to play an important role.
Glypicar6 (GPG6) has recatly been identified as an stem cell niche factor
important for stimulation of the Wnisignaling pathway and linked to primary
sclerosing cholangitis (PSC). However, the role of GP@ bile duct strictures post
transplantation has not been established.

Methods:a retrospective PChased SNP analysis was performed for GP&tatus

of liver donors and recipients transplanted between 1989 and 2010. PSC recipients
were excluded from analysis.

Results:ioverall, GPE6 status could be identified in 309 recipisn41 donors and
201 paired donoirecipient combinations. Of the 309 transplantation recipients,
biliary strictures occurred in 87 grafts (37.2%). Distribution of the GPC
polymorphism did not differ between the recipient (AA (n=40) vs AG/G6=269))

and donor (AA (n=40) vs AG/GG(n=201)) (p = 0.818). Donor GP® AA genotype
was associated with the development of biliary strictures (p = 0.024). Multivariate
analysis with other known risk factors for bile duct strictures showed GPPEBA
genotype as an dependent risk factor for biliary strictures (p=0.050).
Conclusions:donor GPG6 AA genotype is an independent risk factor for the
development of bile duct strictures after liver transplantation in {R8IC recipients.
The exact relationship of GRG and bie duct injury may be based on decreased
Whnt-activation of epithelial stem cells in the peribiliary glands or other stem cell
niches. Investigation of the role of GF8genotypes in Wntctivation is currently on
going in organoid cultures of biliary stesalls.



Effective delivery of Mesenchymal Stromal cells during isolated liver
machine perfusion to promote graft repair on the pump

M.M.A. VerstegerK. Wanyy L. Mezzanotte J.P. van Kooteis. van den Hoek.
Schurink P.E. de RuiteR.Yanto RidwanM.J. Hoogduijd.M. Sierra Parr3ga.W.G.M.
Lowik, J.E. de HagnP.A.C. de Spé¢cht.J.W. van der Laand J. de JongéDept
Surgery?’Dept RadiologiDept Internal Medicine afidept of Intensive Care, Erasmus
Medical Center, tRvdam, The Netherlands

Faced with current organ shortages more donor with compromised graft quality are
being used. These grafts have less favorable outcome after transplantation due to
increased graft damage. Currently machine preservation providesoppartunities,

not only to improve graft preservation, but moreover to apply regenerative medicine
strategies to repair damaged organs. Mesenchymal Stromal cells (MSCs) represent a
potential new therapeutic strategy to stimulate liver regeneration. Time af the
current study is to investigate whether MSCs can be effectively delivered during
hypothermic oxygenated machine perfusion of porcine liver grafts.

Livers from Yorkshire mini pigs (n=9, age32months, female, 280 kg) were
procured according to tandard methods and cannulated, cooled and flushed with
cold preservation before infusion with human bone marrderived MSCs. MSCs (10

to 15 million per infusion) were genetically labeled with a luciferase reporter gene to
visualize the distribution of tls after infused using bioluminescence imagifige

|l ivers were perfused for 1h at 10EC wit
oxygenated reperfusion was done with tfF
identified in biopsies using human speciiP@R and immunohistochemistryor

CK19. Cybkine production of the infused MSC after 4h of warm reperfusion was
measured using the Luminex Multiplex platform.

MSCs were clearly visualized directly after infusion (t=0) and follovBgmin of

cold, oxygenated perfusion. Whole organ imaging showedezen distribution of

cells throughout the liver graft, when infused in the hepatic artery and an even spread
throughout the liver after 30 min of perfusion. The delivery of human Mi®&Ghe

graft was confirmed by human specifi®GR of multiple biopsyamples and by
CK19 staining. After 4 h of warm reperfusion with the pigs blood, husecific
cytokines IE6 and I8 were detected in the pig serum, demonstrating that the
infused MSC were functionally active during the warm reperfusion.

Conclusion:human MSCs can be effectively delivered to ischemic liver grafts during
hypothermic oxygenated machine perfusion. This study shows feasibility of MSC
based therapies for repair of damaged organs on the pump, which is currently
investigated with human livedsscarded for transplantation.
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Treating ischemically damaged porcine kidneys with mesenchymal stro -
mal cells during normothermic machine perfusion

M.B.F. Pdol.M. Sierra Parragisl. Roemelingin Rhifi M.E.J. Reindersl.J. HoogduijrR.J.
Pled®, H.G.D. Leuveninkand C. Moets Dept of Surgeny Organ Donation and
Transplantation, Waisity Medical Center Groningen, University of Groningen, @eptnafen,
Internal Medicine, Erasmus Medical Centegrditypiof Rotterdam, Rotterddrapt of Inteval
Medicine, University Medical Center Groningen, University of Groningen,*[@pniafjen,
Nephrology, Leiden University Medical Centarsiyniof Leiden, Leiden, The Netherlands,
*Oxford Transplant Center, University of GRfdodgd, United Kingdom

Donor kidneys of inferior quality are increasingly being accepted to decrease waiting
time for a transplant. Normothermic machine perfusion (NMP) could provide
superior organ preservation, compared to cold preservation methods aag atso

be a tool for pretransplant quality assessment of such marginal grafts. In addition,
NMP offers the unique opportunity for active interventions to an isolated organ
under neafphysiological conditions prior to transplantation. There is increasing
evidence that mesenchymal stromal cells (MSCs) could have a positive effect on
ischaemiaeperfusion (IR) injury. However, in most studies MSCs are administered
to recipients after transplantation, which exposes the whole patient to circulating
allogeneiccells. Moreover, administering MSCs earlier in the IR cascade might create
better opportunities for beneficial effects. The purpose of this study was to
determine whether administering MSCs during NMP is technically feasible, if MSCs
reach the kidney andemain viable, to which structures they home and which
cytokines are secreted by MSCs during NMP.

Porcine kidneys and autologous blood were obtained from two slaughterhouses.
Warm ischaemia time was standardised at 30 min and cold ischaemia time wvias 3.5
hours. Kidneys were machine perfused in a recirculating circuit with 350 ml washed
autologous red Dblood <cell s, 500 ml Wi
Augmentin during 6 hours at 37°C. After 1 hour of perfusion either 0, 10"5, 10”6 or
1077 cultued human adipose tissue derived MSCs were added (n=3 per group). Vital
parameters were monitored and perfusate and urine samples were taken regularly.
Biopsies were taken to assess renal histology and to locate MSCs with
immunohistochemistry. Luminex ansiyy was used to determine secretion products

of MSCs.

After NMP vital MSCs were detected in the lumen of glomerular capillaries in the
107 MSC group, but not in the other groups. MSCs secreted-ipftammatory
cytokines IE6, Il-8 and MCPL in response tothe ischemically damaged kidney
during NMP, in a dosdependent fashion.

In conclusion, adding MSCs during qr@nsplant renal NMP proved to be feasible.
MSCs remained viable and detectable and secreted variousinflaonmatory
cytokines. It remains to é studied if this leads to beneficial or harmful processes for
the organ, which molecular pathways are activated by exposure to MSCs and
whether MSC pretreatment will indeed enhance renal function pastnsplant.
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Tacrolimus -based immunosuppression only m arginally affects mo nocyte
activation after kidney transplantation

N.M. KannegieterD.A. HesselinkM. Dieterich G.N. de GragvR. Kraaijevé)dA.T.
RowshahiP.J.M. Leedeand C.C. Bagrept of'Internal Medicine, *Section Nephrology
andTransplantation, afidmunology, Eramis University Medical Center, Rotterdam, The
Nethelands

Monocytes significantly contribute to ischemia reperfusion injury and allograft
rejection after kidney transplantation. However, the knowledge about tiecef of
immunosuppressive drugs on monocyte activation is limited. Here, the
phosphorylation profile of 3 signaling proteins was measured to determine the effects
of immunosuppression on monocyte activation in kidney transplant patients.

Peripheral blod samples (n=20 patients) were studied before and 4, 30, 90, 180 and
360 days after kidney transplantation. Patients received maintenance therapy
consisting of tacrolimus, mycophenolate mofetil and prednisolone in combination
with basiliximab induction thrapy. Phosphorylation (median fluorescence intensity)
of p38MAPK, ERK and Akt was measured by phosgpexific flowcytometry on
whole blood samples. Isotype controls were used as negative controls.

After transplantation, irex vivavhole blood samples,38MAPK phosphorylation was
inhibited after transplantation compared to ptensplantation (mean inhibition
+30%; p < 0.05). The other MAPK family member, ERK, showed a predominant
decrease in phosphorylation in the first month after transplantation (mehibition

35% and 45% at day 4 and 30; p < 0.05 and p < 0.001, respectively). FAktlyas

also inhibited at all time points after transplantation (mean inhibition £20%; p < 0.05).
Interestingly, maximal inhibition was 45% for the tested signagiotgins. At day 4
after transplantation, when the highest whole blood trough levels were measured,
p38MAPK and Akt inversely correlated with tacrolimus concentrations £r-0.65;

p = 0.012 andg=-0.58; p = 0.030, respectively). This correlation vimas$ found for
p-ERK.

In conclusion, phosphspecific flowcytometry is a novel technique to pharma
codynamically monitor immunosuppressive drug effects on monocytes. The currently
prescribed immunosuppressive drugs only partially inhibit monocyte activatio
pathways in kidney transplant recipients, explaining the active contribution of these
cells to rejection processes.
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The effect of tacrolimus and mycophenolic acid on CD14+ monocyte
activation and function

N.M. KannegieterD.A. HesselinkM. Dietrich, R. KraaijevéJdA.T. RowshanP.J.M.
Leeneh and C.C. Bagn Dept of ‘Internal Medicine, *section Nephrology and
Transplantation, arfthmunology, Erasmus University Medical Center, Rotterdam, Tt
Netherlands

Monocytes and macrophages play keles in cellular and humoral rejection after
solid organ transplantation. Little is, however, known about the effects of the
immunosuppressive drugs tacrolimus and mycophenolic acid (MPA) on monocyte
activation and function. Here, the influence of thesemiunosuppressants on
monocytes was investigated by measuring the phosphorylation of 3 intracellular
signaling proteins upon exogenous stimulation in the presence or absence of
immunosuppressive drugs.

Blood samples from healthy volunteers (n=5) were spikaith 0, 10 50 or 200 ng/ml
tacrolimus and 0 or 16-g/ml MPA, to determine the individual effects of these drugs
on CD14+ monocytes, stimulated with PMA/ionomycin. Phosphorylation of the
intracellular signaling proteins p38MAPK, ERK and Akt was measutteghadasphe
specific flowcytometry in peripheral blood monocytes. In addition, biological
functions downstream of these signaling pathways were studied, includihg IL
production, phagocytosis and polarization into different types of activated
macrophagesgstimulated with IFN', IL.-4 and [:10).

Tacrolimus, only at 50 and 200 ng/ml, inhibited phosphorylation of p38MAPK (p <
0.05 and p < 0.01, respectively) more thar\kt (p = 0.11 and p < 0.05, respectively)
with a maximum of 35%. MPA, at a therapeuticaanrtration, showed the strongest
inhibition of pAkt (30%; p < 0.01).4&RK was inhibited with a maximum of 15% after
spiking with either 200 ng/ml tacrolimus or /ml MPA (p < 0.05 and p < 0.01,
respectively).

The production of IELi by monocytes was at affected by tacrolimus, while MPA
inhibited 1:1i production by 48% (p < 0.05). Phagocytosis by monocytes was not
influenced by either drug. Monocyte/macrophage polarization was shifted to an M2
like phenotype in the presence of tacrolimus, seen asiicesase in the M2 markers
CD200R and CD16 (both p < 0.05).

Tacrolimus and MPA suppress monocyte signaling pathway activation only to a
limited extent. The residual phosphorylation of signaling proteins probably explains
the limited effect of both immunogpressive drugs on cytokine production and
phagocytosis, apart from monocyte differentiation. This suggests that innate immune
responses mediated by monocytes after transplantation might still occur under
immunosuppression.
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Variations in DNA methylation of interferon gamma and pro grammed
death 1 in allograft rejection after kidney transplan  tation

K. Boét L.E.A. de WitF.S. Petérd.A. Hesselink..J. HoflahdV.G.H. BetjgsC.W.N.
Loomaf) C.C. BaanDept of Internal Medicine, section Niegiyrand Transplantatjon
section Endocrinofogipept of Public HedlthErasmus University Medical Center,
Rotterdam, The Netherlands

The role of DNA methylation in the regulation of the amtonor directed immune
response after organ transplantation unknown. Here, we studied the methylation

of two mediators of the immune response: the praflammatory cytokinenterferon

(IFN) and the inhibitory receptoprogrammed death(PDJ in CD8+ T-cell subsets

in kidney transplant recipients.

Using pyrosguencing, the DNA methylation of regulatory CpGs in the promoter
region of either IFN or PD1 was determined in FACS sorted naive
(CD27+CD45RA+), CD27+ memory (CD27+CD45RA CD27- memory (CD2%
CD45RA) and differentiated effector memory (EMRA; CDEZD45RA+) CD8+ T-

cell subsets before and 3 and 12 months after kidney transplantation. Both kidney
transplant recipients experiencing an episode of acute allograft rejection (rejectors)
as well as recipients without rejection (naejectors) were included.

Both IFN andPD1were significantly (p<0.001) higher methylated in the naive CD8+
T cells compared to the memory-€ell subsets. The methylation status of bdiiN
andPDlinversely correlated with the % of IFNor PD1 producing cells. At 3 months
after transplatation, irrespective of rejection and subsequent arjection therapy,

the IFNymethylation was significantly higher in the EMRA CD8+ T cells (p=0.01)
whereas the PD1 methylation was significantly higher in all memory CD8ellT
subsets (CD27+ memory;p=0.02: CD27 memory; p=0.02: EMRA; p=0.002).
Comparing the increase in methylation in the first 3 months after transplantation
between rejectors and nonejectors demonstrated a significantly more prominent
increase in thePD1methylation in the CD27 menory CD8+ T cells in rejectors
(increase in rejectors: 14%, increase in #wiefectors: 1.9%, p=0.04). The increase in
DNA methylation in the other memory CD8+ T cells was not significantly different
between rejectors and nomejectors. At 12 months after w@mnsplantation the
methylation of bothIFN andPD1returned to pre transplantation levels.

The DNA methylation of bothIFN and PD1increases the first 3 months after
transplantation in memory CD8+ T cells in kidney transplant recipients. This increase
was present in both rejectors and naejectors indicating that general factors of the
kidney transplantation procedure, including the use of immunosuppressive
medication, contribute to these variations in DNA methylation.
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In Vivo Anti -microRNA Treatment In a Humanized Mouse Model for Allo -
graft Vasculopathy

M.M.H. HuibetsL. Qify G. I3 J. Ren&sC.L. VenerhaE. Sierde Koninlg J. van Kuik
A.L.M. Peetérs. TellidésR.A. de WedelDept of Pathology, University Medical Center,
Utrecht, the Netherlané3ept of Surgery, Yale ®rsity School of Medicine, New Haven,
Connecticut, USA

A limitation in the field of heart transplantation is cardiac allograft vasculopathy which
Is a diffuse concentric proliferation of the intima of coronary arteries leading to graft
failure. An up regiation of several microRNAs (miRs), especially 44iRand miR
146b5p, is found in cardiac allograft vasculopathy patients. These miRs might act as
potential therapeutic targets. Our aim is to investigate whether intimal proliferation
can be reduced by tgeting miR21 and miRL46b-5p in a huSCID/BAGL/-mouse
model.

Immune deficient huSCID/HRAGI™ mice were transplanted with a human coronary
arterial graft, injected with allogeneic human peripheral blood mononuclear cells and
are intraperitoneally trated with antimiR therapy. The (systemic) inhibition of miR

21 and miRl46b5p expression was determined by performing quantitative
polymerase chain reaction and the effect of miR inhibition on intimal size was
investigated by histologic studies. The casigion of cell populations in the intimal
layer after treatment was studied by immunohistochemistry (CD45RO, CD68,
CD20). To determine downstream effects of the antiR treatment messenger RNA
targets were measured by quantitative polymerase chain eacti

Injection with antimiRs resulted not in reduced miRL and miRL46b5p expression
levels in the graft tissue but did in kidney and partly in heart tissue. We did not find
significantly smaller intimal areas after systemicraiii therapy. Decrease@vVels of
activated T cells and macrophages were found in the intimal layer of the treated
mice. Due to a large variance in each of the above measurements no statistical
differences were found. Subtle changes in messenger RNA expression levels were
found inthe graft. Interestingly, expression levels of TGHgnificantly correlated to

both miR21 and miRL46b-5p expression in the gratft.

These data show that aAtiRs can affect influx of inflammatory cells into the intimal
layer, but have little effect on intimal size in a humanized mouse model for dllograf
vasculopathy. Overall downstream messenger RNA levels show subtle changes,
where specifically TGFcorrelates to levels of both miRs. The data suggest that the
antrmiR treatment did change systemic effects, but the penetration at the site of the
coronary artery was minimal, causing a limited effect on the intima proliferation.
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Healthcare law analyses of the Donor Registry in the Netherlands: Is
registered consent to organ donation legally binding after death?

D.C. GeorgidydN.E. JanserB.J.J.MdaaseKromwijk ‘lawyer at the Dutch Transplant
Foundatiordresearcher and senior policy maker at the Dutch Transplant Foundatic
3director of the Dutch Transplant Foundation

Introduction: According to the EU Directive 2010/45/EU several models of eohs

to donation can coexist in the Union. In order to enable individuals to express their
wishes within in the different models, some countries developed specific registries
where citizens record them. The Netherlands is one of the countries with such a
registry. The Organ Donation Act, which is based on an-impsystem, is supported

by a national Donor Registry (DR). The legal status of such register is not described
in the EU Directive, thus Member States are free in choosing the status. In The
Netherlards the DR is not considered to be a will and therefore not legally binding
after death. So what is the legal purpose of a registration?

Argumentation In healthcare law the basic principle is informed consent: a process
for getting permission before condting a healthcare intervention on a person. The
EU Directive states that the procurement of organs shall be carried out only after all
requirements relating to consent, authorization or absence of any objection have
been met. Following from this, a regstd consent in the DR is legally a justification

in the form of informed consent for organ procurement. Because in The Netherlands
the DR is not the same as a will, a registered consent makes the decision to be an
organ/tissue donor not legally bindingeafdeath of the donor. This has several
consequences, one of which is the possibility of the donor's family to overrule the
registered decision.

Conclusion:The legal status of a register within the several models of consent to
donation is an importantssue which has to be taken into consideration before organ
procurement. It does not seem very meaningful to have a register which is not legally
binding after death of the donor. Therefore a discussion on this subject is necessary
even if it is just to bmg awareness to the people involved in the field of organ
donation and transplantation.
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CD4+CD28null T Cells Require Exogenous Cytokines to Become Allo -
reactive

B. Dedeoglu, N.H.R. Litjens, R. Kraaijeveld, W. Verschoor, C.C. Baan, \DéatofBetjes,
Internal Medicine, section Nephrology andpl@raason, Erasmus University Medical
Center, Rotterdam, The Netherlands

Ageing and a prinflammatory environment, such as present in patients with-end
stage renal disease, are important drivefdr@reased Icell differentiation, which is
accompanied by loss of the -@imulatory molecule CD28. CD€£D28™" T cells
have a highly cytotoxic, inflammatory profile and respond td3Land IE21 in
particular. These cells have been associated witmareased as well as a decreased
risk for rejection after renal transplantation. Therefore, we wanted to investigate the
alloreactive potential of CDLD28™" T cells in detail.

FACSsorted CD4'CD28™" and CD4CD28" T cells were stimulated with HLA
mismached CD3depleted cells in the absence or presence of exogenous cytokines.
The alloreactive potential was evaluated by measuring proliferation, degranulation
(CD107a expression), content of cytotoxic molecules and cytokine production.
Compared with CD4CD28" T cells, the CD4CD28™" T cells showed an almost
absent proliferation, degranulation and cytokine production in response to allogeneic
stimulation. Addition of #15 (with/without IL-21) to the cell culture increased the
frequency of proliferating CBCD28™" T cells significantly up to 30% (p<0.001)
without altering CD28 expression. Next to this, the combination ofllh and k21

also increased CD107a expression within the COB28™ T cells (p<0.05).
Furthermore, granzyme B and perforin postingeemed to be higher when-L5 and
IL-21 were added to the allogeneic condition within Clix028™" T cells, compared

to the allogeneic condition without these cytokines. Also, allogergmanded
CD4'CD28™" T cells were capable to lyse allogeneicgetr cells in a specific lysis
assayFinally CD4CD28™" T cells, afteralloantigen stimulation in the presence of IL
15 +/- IL-21, produced more IFN and TNFh (p<0.05 for IFN' and p<0.01 for
TNF-h).

CD4'CD28™" T cells need exogenous cytokines, in particulad®, to proliferate

and secrete inflammatory cytokines in response to allogeneic stimulation.



Taking the HLA -specific memory B cel | elispot to the next level: assaying
the full donor HLA repertoire

G.E. KarahanY. de VaalJ. Krop D. RoelénF.H.J. Cldas. Heidt 'Dept of Immuno
hematology and Blood Transfusion, Leiden University Medical Center, Leiden,
Netherlands

Pre-existing or denovo donorspecific antibodies (DSA) represent an important risk
factor affecting transplant outcome. Patients with a history of immunization, but
lacking serum DSA may harbor dormant memory B cells which can rapidly produce
DSA upon antign reencounter. Current methods to detect memory B cells mainly
utilize synthetic monomeric/tetrameric HLA molecules which generally do not
represent the complete HLA repertoire of an individual. Here, we present a denor
specific HLAELISPOT assay enablithe screening for HLApecific memory B cells

in peripheral blood of immunized individuals using cell lysates as a natural source of
both HLA class | and Il antigens. Peripheral blood mononuclear cells (PBMC) or
splenocytes were treated with neionic ddergents to obtain HLAcontaining lysates.
Human B cell hybridomas producing monoclonal HLA antibodies were tested against
these lysates for validation purposes. Next, polyclonally activated peripheral blood B
cells from women with a history of pregnancyere tested for the presence of HL-A
specific memory B cells against paternal PBMC or autologous lysates as the source of
HLA (women with serum amtHLA n=10; women without serum ankLA n=10).
Non-immunized individuals served as negative controls (n=1f).alF hybridomas
tested, we detected spot formation against the lysates that contain the corresponding
HLA antigens whereas no spots were observed against lysates with irrelevant HLA,
indicating the specificity of the assay. Comparable number of spatdainigG and
HLA-ELISPOT assays assured that all antismiyeting cells were detected. Using
this ELISPOT assay, we found significantly higher HLA epssific memory B cells
(median frequency: 202, range802) in women with serum HLA class | dddies
compared to those without serum HLA class | antibodies (median frequency:0,
range:@8) and noAimmunized males (median: 0, range25) (p<0.0001). Similarly,
HLA class tspecific memory B cell frequencies were significantly higher in group of
women with serum HLA class Il antibodies (median frequency: 91, rangé6@?2
compared to women without serum antibodies (median frequency: 3, rangé) 0
and nonrimmunized males (median frequency: 0, rang&€2)0(p<0.0001). HLA
specific memory B cell fregacies did not differ between women without serum
HLA antibodies and neammunized males (p>0.05). This novel lydaased ELISPOT
assay allows for the first time to quantify all donor HLA class | asgdtific memory

B cells and may serve as a memorgell crossmatch assay.
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Computational approaches to facilitate epitope -based HLA mat ching in
solid organ transplantation

K. Geneugelijkl. WissingD. KoppendalM. Niemani andE. SpieringsLaboratory of
Translational Immunology, Univéviatiical Center Utrecht, Utrecht, The Netherlands,
’PIRCHE AG, Berlin, Germany

Epitopebased HLA matching has been emerged over the last few years as an
improved method for HLA matching in solid organ transplantation. The epitope
based matching concept hdmeen incorporated both in the PIRCHE and the
HLAmatchmaker algorithm to find the most suitable donor for a recipient. For these
algorithms, highesolution HLA typing of both donor and recipient is required. Since
highresolution typing is often not a#able, we developed a computational method
which allows epitopdased HLA matching from serological split level HLA typing
relying on HLA haplotype frequencies. To validate this method, we simulated a
donor-recipient population for which PIRCHIE and epet values were calculated
when using both highesolution HLA typing and serological split level HLA typing.
The majority of the serological split level Hidetermined In(PIRCHEYIn(eplet)
values do not or only slightly deviate from the reference graafphighresolution
HLA-determined In(PIRCHEYIn(eplet)values. This deviation was slightly increased
when HLAC or HLA-DQ was omitted from the input and was substantially
decreased when using twield resolution HLA typing of the recipient and
serologcal split level HLA typing of the donor. Thus, our data suggest that our
computational approach is a powerful tool to estimate PIRGHEplet values when
highresolution HLA typing is not available.



Ectopic lymphoid structures are prese ntin type | T -cell mediated kidney
transplant rejection

K. de Led, M.C. Clahsen Groning&rG.N. de Grag\D.A. Hestiak, J.N. Samsdm

C.C. BaanK. Boér'Dept of Internal Maiiihe, Section Transplantation & Nephrology,
?Dept of Surgerivsion of HPB & Transplant SurdPspt of Patholod{pept of Pedia

trics, Erasmus Medical Center, University Medical Center, Rotterdam, The Netherlands

In renal transplantation, many allograft recipients develop d@pecific antibodies
associagd with an increased risk for graft rejection. Current immunosuppressive
agents are principally aimed at-c&llmediated alloimmunity, underestimating
humoral effectors. Antibody responses are mainly mediated by BCL6+ T follicular
helper (Tfh)cells that ativate Bcells predominantly via interleukRiL (1L-21).
Whether this reaction appears in the allograft is still being debated. Here, we
investigated if ectopic lymphoid structures (ELSs) are present in T cell mediated
rejection (type | and Il) and antidg-mediated rejection after renal transplantation.

Fifteen renal transplant biopsies were studied. Primary diagnosis were C4d+
antibodymediated rejection (ABMR)=5), T-cell mediated rejection type | (TCMRI,
n=5), and Fcell mediated rejection type ITCMRII,n=5). FFPE sections were stained
for T-cells (CD3), Bcells (CD20), and follicular dendritic cells (FDCs, CD23). In
addition, double immunofluorescent stainings for2lland BCL6 were performed.
Slides were analyzed for the presence and compasiianfiltrate.

In all 15 biopsies, infiltrates of CD3+ T cells were detected. In TCMRI, CD20+ B
cells formed aggregates surrounded bgdils in the tubulenterstitial compartment.

In these aggregates CD23+ FDCs were detected, suggesting the preBésse In
contrast, ABMR and TCMRII showed diffuse spread of T cells and B cells and no
CD23+ cell aggregates.-#1 was present in all biopsies, however-looalization

with BCL6 was predominantly observed in TCMRI biopsies.

Nodal lymphoid proliferationsvith FDC networks and BCL6+{R1+ cells are mainly
found in TCMRI and may suggest a pivotal role for TthaBllcell interaction.
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Patients with renal failure have a pERK -dependent defective TCR -media-
ted activation of CD4+ T cells

L. Hang, N.H.R. Litjens, N.M. Kannegieter, M. Klepper, C.C. Baan, M.G.H. Betjes, Di\
of Nephrology and Transplantation, Dept ofdihiedicine, Erasmus University Medical
Center, Rotterdam, The Netherlands

Phenotype and functional aspects of ciranlgtT cells in engtage renal disease
(ESRD) patients resemble that in old healthy individuals (HI). Phosphorylation of
extracellular signategulated kinase (pERK) is a crucial regulator in augmenting TCR
mediated activation, survival and proliferatiohTocells. In naive CD4T cells of Hl,

an ageassociated decline in pER&vels is observed caused by increased levels of
dual specific phosphatase (DUSP) 6, a cytoplasmic phosphatase with substrate
specificity to dephosphorylate pERK. Whether the DUSE&Kdependent signaling

is affected in ESRD patients is not known. The aim of this study was to assess TCR
mediated induction of pERK and the effect of the DUS®bitor BCl on pERK

levels in ESRD patients.

PBMCs of young (<45 years) and old (>65 yp&SRD patients (N=24) and age
matched HI (N=24) were prencubated with or without BCI prior to stimulation

with CD3/CD28 antibodies. Subsequently, median fluorescence intensity (MFI) of
PERK was assessed for the differentdll subsets by floveytometry.

An ageassociated decline in TCIRduced pERKevels was observed in the different
CD4" ( CD4" young 658 vs elderly 535, P<0.05), but not CD8-cell subsets from

HI. Interestingly, pERIevels of CD4 T-cell subsets from young ESRD patients were
comparable to elderly patients. pERBvels in both young as well as old ESRD
patients were similar to old HI. Differentiation of T cells was associated with a
decline in TCRnduced pERKevels as levels declined when comparing naive to the
more differentiatel memory CD4 T cells. Inhibition of DUSP6 significantly increased
TCR-induced pERHKevels of CD4 T cells in young and elderly ESRD patients, as well
as in elderly HI.

Young ESRD patients have an impaired dro&liated induction of pERIlevels

inditcative of premature T cell ageing. A DUSRBIbitor is a potential tool to
increase TCRnduced activation of CD4T-cells in the ESRD patients.
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