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Voorwoord
Toen ik op mijn 18e de opleiding tot A-verpleegkundige mocht gaan volgen was ik dolgelukkig en ik dacht dat ik dat 
vak voor de rest van mijn leven zou uitoefenen. Wetenschap was alleen voor ‘heel geleerde mensen’ en een, dacht 
ik, ‘ver van mijn bed show’. Dat is een behoorlijk aantal jaren zo gebleven. Na het beroep van verloskundige en 
aansluitend docent verloskunde te hebben uitgeoefend, ben ik gestart met de studie gezondheidswetenschappen 
omdat ik eigenlijk steeds nieuwsgieriger werd om bepaalde zaken eens nader te onderzoeken. Ook van deze studie 
heb ik genoten. 

Tijdens het schrijven van mijn eindscriptie bleek ik geen geboren onderzoeker (lees: statistiek is niet mijn hobby en 
een bescheiden publicatie was, om in vaktermen te blijven, ook ‘een bevalling’). 
Na wat omzwervingen in het bedrijfsleven ben ik in clinical research terecht gekomen. De onder-
steunende rol voor de onderzoekers vind ik geweldig leuk! Er wordt wel steeds meer controle uitgeoefend op het 
toepassen van ICH-GCP regelgeving. Weliswaar brengt dit meer werk met zich mee, maar als men zich houdt aan 
deze standaarden biedt het de deelnemer/proefpersoon niet alleen bescherming van de rechten, veiligheid en het 
welzijn, maar zijn de studieresultaten  hierdoor ook geloofwaardig/betrouwbaar.

Blij verrast was ik toen ik hoorde (in dit voorjaar bij mijn sollicitatie) hoe JBZ het onderwijs en de ondersteuning voor 
de onderzoekers heeft georganiseerd. Verrast niet alleen over de hulp die de medewerkers van het Trial Bureau 
bieden maar ook over de standard operating procedures en het study management die zij in een korte periode met 
een klein team hebben opgezet. Hiermee zijn we niet alleen koploper van de STZ ziekenhuizen maar lopen we ook 
vooruit op andere ziekenhuizen.

In het JBZ groeit het aantal onderzoeken gestaag: van 86 onderzoeken in 2013 naar ruim 110 in 2014 en, zoals 
het er nu uitziet, ruim 130 in 2015. Dit heeft geresulteerd in een groot aantal publicaties waaraan medewerkers 
van het JBZ hebben bijgedragen: de kers op de taart van al het werk. Complimenten en petje af voor iedereen die 
een grote inspanning buiten de directe patiëntenzorg heeft geleverd. Aan de wieg staan van het onderzoek geeft 
invloed op de patiëntenzorg dus bij nader inzien toch, letterlijk noch figuurlijk, een ‘ver van mijn bed show’ .

Marlies Stabel
Coördinator Trial Bureau
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WETENSCHAP EN INNOVATIE IN 
HET ZIEKENHUIS:
JBZ LANCEERT FOCUSNET

Het Jeroen Bosch Ziekenhuis heeft een nieuw digitaal platform in gebruik: FOCUSnet. Een online 
omgeving voor communicatie, kennisdeling en samenwerking, met de focus op onderzoek en 
innovatie. 

FOCUSnet focust op de thema’s Ketenzorg; Voeding & Lifestyle en Veiligheid. Dankzij het digitaal platform moet 
de communicatie, informatieverstrekking en samenwerking rondom onderzoek en innovatie binnen deze 
aandachtsgebieden makkelijker verlopen. 

FOCUSnet groepen
FOCUSnet werkt met verschillende groepen. Redactiegroepen zijn bedoeld om inhoud te presenteren aan 
anderen. Zowel interne als externe gebruikers kunnen deze zien, maar alleen leden van de groep zijn in 
staat om nieuwe inhoud toe te voegen. In de Besloten groepen werken mensen samen. Ze informeren 
elkaar, discussiëren en kunnen binnen hun omgeving documenten bewaren en bewerken. Dat de groep 
bestaat is voor iedereen zichtbaar, maar de inhoud is alleen toegankelijk voor de leden. Lidmaatschap voor 
zowel de Redactiegroepen als de Besloten groepen is alleen mogelijk op uitnodiging van de 
groepsbeheerder.       

Uitnodiging
De structuur van FOCUSnet heeft zijn vorm gekregen. Met uitleg over de thema’s Ketenzorg; Voeding & 
Lifestyle en Veiligheid. En met informatie over de verschillende expertisecentra van de STZ-ziekenhuizen, 
zoals EVAA, het Expertisecentrum voor Voeding, Afweer en Allergie, of het MS centrum. Het is nu aan de 
gebruikers om FOCUSnet inhoud en betekenis te geven. Onder het kopje ‘Wie is wie’ ziet u korte profielen 
van studenten, huisartsen, medisch specialisten, professionals uit het bedrijfsleven, het onderwijs, en de 
overheid, die al een account hebben gemaakt.   

FOCUSnet nodigt u van harte uit. Neem een kijkje op focusjbz.net. Als ons verhaal over samenwerken aan 
onderzoek en innovatie u aanspreekt, neem dan contact op met Esther de Vries, Decaan wetenschap en 
innovatie, en beheerder van het platform: e.d.vries@jbz.nl.  Geef aan welke interesse u heeft, zodat zij u kan 
uitnodigen voor het platform en de juiste groepen.

FOCUSnet voor…
Studenten: FOCUSnet helpt bij de planning en organisatie van onderzoeksopdrachten voor een studie of 
stage. Handig bij samenwerken, digitaal overleggen, documenten beheren en bewerken. 
Bedrijven: FOCUSnet helpt bij het zoeken naar mogelijkheden, het leggen van contacten met artsen en 
onderzoekers via de innovatiemakelaar en het digitaal samenwerken aan de voortgang.   
Onderzoekers: inzicht in activiteiten van het JBZ; informatie over de infrastructuur en ondersteuning in het 
JBZ; informatie over lopende projecten in het JBZ; mogelijkheden digitaal contact leggen; gemakkelijk 
samenwerken op afstand. 
JBZ’ers: zoeken van informatie over wetenschap en innovatie in het JBZ (Kwaliteitshandboek, SOPs, e.d.); 
samenwerken aan een project met in- en externen; beheren en bewerken van documenten in een groep; 
overleggen op afstand.
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ONTMOETEN, KENNIS 
DELEN, ELKAAR INSPIREREN

Innovation 4M (Innovation ForuM) is de naam van een multidisciplinair programma dat streeft naar 
minimale schade en maximale efficiëntie door middel van medische technologie. Dit initiatief van zes 
specialisten in het Jeroen Bosch Ziekenhuis moet een vliegwiel zijn voor innovatieve ontwikkeling. 
“Verminderde patiëntschade bij diagnostiek en behandeling, vormt daarbij de rode draad”, aldus 
klinisch fysicus, Chris Peters.   

Chirurg Daan Lips initieerde het project. Peters sloot aan. Net als radioloog Mathieu Rutten, klinisch moleculair 
bioloog Adriaan van den Brule, patholoog Hans van der Linden en uroloog Harrie Beerlage. “De ‘usual 
suspects’, want deze artsen staan bekend om hun passie voor onderzoek en vernieuwing”, zegt Inge Veltman, 
die als coördinator betrokken is bij het ForuM. “Wat Innovation 4M zo bijzonder maakt, is dat ze nu sámen 
optrekken. Zes disciplines slaan de handen ineen. Aan anderen de uitnodiging om mee te doen.”        
   

Kennis delen
Het Innovation 4M wil bruggen slaan tussen artsen onderling en tussen het JBZ, het bedrijfsleven en 
kennisinstellingen. Elke maand komt de kernclub van ForuM bijeen en kunnen geïnteresseerden aanschuiven 
en meepraten. “Ook als je geen concrete onderzoeksvragen hebt, ben je van harte welkom”, aldus Veltman. 
“Gewoon om te vertellen wat je aan het doen bent op het gebied van innovatie. Om je verhaal te delen. Je 
successen. En je mislukkingen, want ook die zijn leerzaam. Zo werken we aan een innovatiecultuur.” Dankzij de 
multidisciplinaire aanpak moet een kruisbestuiving ontstaan, omdat artsen van verschillende disciplines en 
(technologische) experts ‘van buiten’, elkaar vinden en hun netwerk en kennis gaan delen. Bovendien denkt 
Peters dat deze opzet een motiverend effect heeft. “Het ForuM kan artsen over de streep trekken. Artsen die 
goede ideeën hebben, maar om welke reden dan ook (nog) niet toekomen aan de uitvoering. Of daarin 
vastlopen. Wij zeggen: klop bij ons aan, dan gaan we zitten en helpen we elkaar verder.” ‘Aankloppen’ kan 
overigens ook virtueel op de digitale community FOCUSnet. 

Early adopting
Veltman: “Een nieuwe techniek eigen maken, voordat deze is uitontwikkeld, heet early adopting. Met alle 
ontwikkelingen op gebied van medische technologie kun je hier het verschil maken ten opzichte van andere 
huizen. Het Innovation 4M geeft het ziekenhuis op dit gebied een extra impuls. Wij willen nu investeren in 
kennis en onderzoek, zodat we ook in de toekomst de beste zorg kunnen uitvoeren.” Minimaal invasief 
opereren is een voorbeeld van een thema dat goed past binnen de doelstellingen van Innovation 4M. Maar 
zeker ook ontwikkelingen binnen beeldvormende technieken of moleculaire diagnostiek. Veltman: “Waardoor 
bijvoorbeeld minder straling of minder biopten nodig zijn.” Peters noemt de 3d-operaties. En een al lopend 
project binnen Nucleaire Geneeskunde, waarbij gebruik wordt gemaakt van een door het ziekenhuis zelf 
ontwikkelde generator, voor de beeldvorming van de doorbloeding van het hart. Dit leidt tot betere diagnostiek 
en minder stralingsbelasting. Veltman: “Het zijn voorbeelden. Wij staan open voor elk goed idee. Open 
innovatie is het motto. Zolang het maar binnen de doelstelling van het ForuM past.” 

Peters: “Na de kickoff op 13 mei jl. is ons verhaal gaan rond zoemen in het ziekenhuis. Steeds meer 
specialisten melden zich nu bij ons, op zoek naar antwoorden, suggesties, namen van mensen die mee kunnen 
denken of participeren. Voor ons een bevestiging dat er behoefte is aan onze rol van klankbord en 
procesversneller. De eerste nieuwe projecten lopen al. We hopen snel resultaten te kunnen laten zien, zodat dit 
onderwerp nog meer gaat leven. Binnen en buiten het ziekenhuis.”     

Samen met MITeC 
Het begon allemaal met een uitnodiging. In juni 2014 benaderde chirurg Daan Lips de professoren Gooszen 
en Rovers van Medical Innovation & Technology expert Center (MITeC) om in het JBZ te komen vertellen over 
hun ideeën rondom ‘One day surgery’. Andere specialisten binnen het JBZ werden hierbij betrokken, wat leidde 
tot de start van Innovation 4M. 

MITeC is een technologisch platform binnen Radboudumc dat de diagnostiek binnen de OK wil brengen. Hun 
doel daarbij is het verkorten van de behandelketen van oncologische operaties naar uiteindelijk 1 dag. 
Bovendien willen zij de effectiviteit van de behandeling verbeteren en de integrale kosten voor de 
behandelketen verlagen. Deze ambitie overlapt deels die van Innovation 4M en op dat snijvlak zal er intensief 
worden samengewerkt. 
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BETER INVESTEREN IN DE  
OPSTART, DAN IN 
REPARATIE ONDERWEG

Het was wel even schrikken, op die dag in juni, twee jaar geleden. Een kritische brief van de Inspectie 
voor de Gezondheidszorg. Bij een klinisch onderzoek waarin het Jeroen Bosch Ziekenhuis 
participeerde waren niet alle procedures juist gevolgd. Voor het ziekenhuis vormde dit schrijven de 
aanleiding tot het opzetten en uitvoeren van een grootschalig verbeterplan. Nu twee jaar later heeft 
het JBZ een grote kwaliteitsslag gemaakt in het uitvoeren en monitoren van wetenschappelijk 
onderzoek volgens Good Clinical Practice (GCP) en de Nederlands wetgeving (WMO) en interesse 
vanuit andere ziekenhuizen voor de werkwijze. 

“Hoewel de brief niet geheel onverwachts kwam, schrokken we toch wel een beetje.” zegt Judie van den 
Elshout, staffunctionaris van het Wetenschapsbureau van het JBZ. “Eerder al bezocht de Inspectie het 
ziekenhuis dat penvoerder was van het onderzoek waarin het JBZ participeerde. 
Daar constateerde men procedurele onvolkomenheden. Dan weet je dat ze ook in ’s-Hertogenbosch langs 
kunnen komen. De aanbevelingen die de Inspectie aanreikte, kwamen ook niet uit de lucht vallen. We wisten 
dat sommige delen van ‘de procedurele kant’ van wetenschappelijk onderzoek een aandachtspunt vormden. 
Wanneer een studie eenmaal door het goedkeuringsproces was, hadden we geen zicht meer op de 
daadwerkelijke uitvoering. Studies monitoren is de oplossing - en ook een van de eisen van Good Clinical 
Practice - maar daarvoor ontbrak het ons aan menskracht.” 

Nul-meting 
De brief van de Inspectie zette de lichten op groen. Het Wetenschapsbureau kreeg de mogelijkheid om een 
extern bureau in te schakelen voor het uitvoeren van audits. Een opdracht voor Inge van Gasteren en collega’s. 
“We wilden allereerst een beeld krijgen van de situatie op dat moment in het JBZ”, vertelt ze. “Daarom hebben 
wij at random bij 50 studies een nul-meting verricht. Aan de hand van vragen als: ‘Is het onderzoek 
goedgekeurd? Zijn de contracten getekend? Kunnen we alle gepubliceerde data herleiden tot de bron?’ Dat 
was best even slikken voor sommigen. Ineens stapt er een team binnen dat komt kijken hoe jij je werk doet. Ik 
heb dan ook proberen duidelijk te maken dat ik er niet was om mensen ‘af te rekenen’. Ik wilde zien wat goed 
ging en wat beter kon. Open communicatie was mijn doel. Dat is gelukt.” 
In drie maanden tijd zagen Van Gasteren en collega’s ‘de boeken’ van lopende onderzoeken. Wat opviel: het 
grote verschil tussen investigator initiated onderzoek, onderzoek door de arts zelf geïnitieerd, en onderzoek 
waarbij de farmaceutische industrie opdrachtgever is. “Binnen ‘farmaceutisch onderzoek’ is alles volledig 
afgetimmerd door de initiërende bedrijven. De meeste verbeterpunten zagen we bij investigator initiated 
onderzoek.”       
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Verbeterplan
De rapportage aan de Raad van Bestuur was helder: de brief van de Inspectie was niet het gevolg van een 
incident. Ziekenhuisbreed was verbetering noodzakelijk als het gaat om de formaliteiten rondom het verrichten 
van onderzoek. “Een bevestiging”, knikt Van den Elshout. “Het is echt geen kwestie van onwil van de 
onderzoekers. Iedereen wil het goed doen. Alleen is er soms wat hulp nodig. Onderzoekers hebben wel eens 
behoefte aan feedback.” Met dat uitgangspunt schreven Van Gasteren en haar collega’s een verbeterplan dat 
ze samen met Van den Elshout vanaf de zomer van 2014 ook uitvoerde. Ze schuift een map over tafel: de Trial 
Master File. “Dit is de kern van ons verhaal. Een map voor alle artsen/verpleegkundigen die zich met 
onderzoek bezighouden. Hierin staan alle formulieren die nodig zijn voor, tijdens en na een onderzoek. De 
documenten zijn door ons vertaald van de eisen van GCP naar toepassing binnen specifieke JBZ-situaties en 
zijn zowel op papier als digitaal beschikbaar. Door het volgen van de inhoudsopgave loop je als onderzoeker als 
het ware stap voor stap door de procedures heen.”      

Training en Trial Master File 
De map werd aangeboden na afloop van een training, die door de Raad van Bestuur verplicht werd gesteld 
voor alle artsen die onderzoek verrichten. “Niet iedereen was blij met die verplichte training”, weet Van 
Gasteren. Ze gaf en geeft de training sinds de zomer van 2014 aan telkens groepjes van 12 artsen. “Ik voelde 
de weerstand, elke training weer. Maar telkens zo na een half uurtje sloeg de stemming gelukkig om. Bij elk 
groepje was dat zo.” ‘De map’ hielp daarbij. “Artsen zagen het direct als een fijn hulpmiddel, vanwege de 
praktische opzet. Alle informatie is door ons ‘gezeefd’, ontdaan van ballast. Als je deze map gebruikt, vind je 
snel de juiste formulieren en weet je dat je voldoet aan de wet. Dat geeft overzicht en rust.” Ruim 100 artsen/
onderzoekers hebben de training nu gevolgd en de map in ontvangst genomen. Ondertussen krijgt Van den 
Elshout telefoontjes van wetenschapsbureaus van andere STZ-ziekenhuizen. Zij willen weten hoe wij dit 
verbetertraject hebben aangepakt en hoe zij hun RvB ervan kunnen overtuigen hetzelfde te doen. 
Van den Elshout: “Eigenlijk zou het volgende argument al genoeg moeten zijn: als de Inspectie gebreken 
signaleert en je doet daar niets mee dan kan het gevolg zijn dat er geen onderzoeken meer mogen 
plaatsvinden in je ziekenhuis.”  

Monitoring
De vraag is natuurlijk of het verbeterplan ook daadwerkelijk leidt tot verbetering in de uitvoering. Van den 
Elshout is positief. “Sinds 1 januari dit jaar monitort het Trial Bureau JBZ (onderdeel van het 
Wetenschapsbureau) alle Investigator Initiated studies binnen het JBZ. Afhankelijk van de grootte van een 
onderzoek doen we dat 1 tot 5 keer binnen een studie. Een paar dingen vallen op. Onderzoekers hebben niet 
het idee dat we komen controleren; men ziet het veel meer als helpen. Precies wat we willen uitstralen. 
Sommigen drukken je meteen ‘de map’ in handen, met de door hun ingevulde formulieren. Leuk om te zien! 
Maar ook voorafgaand aan hun onderzoekstrajecten weten ze het Wetenschapsbureau steeds beter te vinden.” 
Van Gasteren: “De bewustwording neemt toe. De GCP-trainingen blijven we geven. Monitoring is een vereiste 
van GCP en tevens een aanvullend instrument, zie het als ‘training on the job’. Onderzoekers doen dit omdat 
het moet. Zo simpel is het. Maar tegelijkertijd maken ze het zichzelf  ook veel makkelijker: Een goed 
onderzoeksprotocol is de helft van het werk. En dan kan je beter investeren in de opstart, dan in reparatie 
onderweg.”
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ONDERZOEK IS 
COREBUSINESS 

“Als een van de 27 STZ-ziekenhuizen in Nederland vervult het Jeroen Bosch Ziekenhuis een 
belangrijke rol in het toegepast medisch wetenschappelijk onderzoek. STZ is een kwaliteitslabel. 
Hiermee laten we zien dat we voortdurend werken aan het toetsen van de kwaliteit van zorg, aan 
innovatie, verbetering. Ook richting verzekeraars, waardoor we goede langetermijnafspraken kunnen 
maken die de continuïteit van onze zorg garanderen. 

(Wetenschappelijk) onderzoek is corebusiness. Naast patiëntenzorg en opleiding is het een van de drie 
kernprocessen in het JBZ. Processen die - in onze visie - onlosmakelijk met elkaar verbonden zijn. Wat 
impliceert dat onderzoek in het JBZ altijd is gelinkt aan het streven naar een hogere effectiviteit van 
patiëntenzorg; een langere levensduur en een betere kwaliteit van leven. Vanuit die gedachte participeren 
artsen en verpleegkundigen van het JBZ in tal van onderzoeken, zowel op regionaal, nationaal als 
internationaal niveau. En binnen een grote diversiteit van aandachtsgebieden: minimaal invasief opereren; 
ontwikkeling van nieuwe voedselconcepten; robotchirurgie; multimediatoepassingen voor dementerenden. 

Het ziekenhuis stimuleert en faciliteert. Afgelopen jaren hebben we een grote kwaliteitsslag gemaakt in het 
uitvoeren en monitoren van wetenschappelijk onderzoek volgens Good Clinical Practice (GCP) en de 
Nederlands wetgeving (WMO). Op pagina .. leest u hoe het Wetenschapsbureau van het JBZ samen met 
artsen/onderzoekers hiervoor de voorwaarden heeft geschapen. 

Terwijl we intern verder bouwen aan een sterke onderzoekscultuur, zoeken we extern naar samenwerking en 
synergie binnen projecten die een meerwaarde kunnen zijn voor het ziekenhuis. Zo is onlangs JBZ FOCUSnet 
gelanceerd, een online omgeving voor communicatie, kennisdeling en samenwerking, met de focus op 
onderzoek en innovatie. Innovation 4M (ForuM) van het JBZ is een ander voorbeeld van netwerken en 
krachtenbundeling, in dit geval gericht op innovatie binnen medische technologie. 

Onderzoek en innovatie kosten geld, maar gaan ons (de patiënt) vooral veel brengen. Kennis, samenwerking 
en vernieuwing leiden tot een hogere kwaliteit van zorg en meer efficiency tegen lagere kosten, dat is mijn 
stellige overtuiging als CFO. Of, zoals u wilt, de kost gaat voor de baat uit.” 

P.M. Langenbach
Chief Financial Officer 
Raad van Bestuur     
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Abstracts, voordrachten en posters
HJAA van Geffen.
How to avoid bridging a fascial defect? 
European Hernia Society, Gdansk. 14 mei 2013. 
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‘Polyfarmacie bij ouderen in de 1e lijn’ 
Kaderopleiding specialist ouderengeneeskunde in de 
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Congres moderne dementiezorg. Alzheimercentra NL. 
Houten, 25 november 2013
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gedrag in de langdurige zorg. Spant Bussum, 14 april 
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Nationaal Congres Farmacotherapie in de psychiatrie 
2014. Psyfar. Apeldoorn, 9 oktober 2014

van Marum RJ. 
Lezing Antipsychotica en ECG afwijkingen. 
Boerhave cursus Interne Geneeskunde. LUMC, 30 
oktober 2014

van Marum RJ. 
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Society for Immunodeficiencies, Praag, 30-31 october 
2014.

Hollegien MI, García Vivas Y, Bok LA, Wojciechowski M, 
Boiy T, Hilbink M, Kusters GCM, de Vries E. 
Weinig allergie en astma bij downsyndroom. 
Nederlandse Vereniging voor Kindergeneeskunde, 
Veldhoven, 2014.
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WETENSCHAPSMIDDAG 2013

Programma 8de Wetenschapsmiddag JBZ –  

10 april 2013 – auditorium

15.00 uur Ontvangst + presentatie E-posters, Marjolein Schouten, clustermanager   
 Jeroen Bosch Academie

15.30 uur Welkom, Peter Langenbach, Raad van Bestuur

15.45 uur Correlatie tussen haloperidol spiegels in bloed en liqor: een     
pharmacokinetische studie. Astrid van Strien, AIOS klin geriatrie

16.00 uur Reductie van contrastvloeistof CTA van de aorta abdominalis: multifasische injectie versus testbolus 
injectie. Wouter Nijhof, junior onderzoeker radiologie

16.15 uur Diagnostische waarde van kwantitatieve PCR voor de diagnose acute Q koorts.   
 Lieke Wielders, Epidemioloog

16.30 uur Influenzavaccinatiegraad op polikliniek reumatologie in het Jeroen Bosch   
Ziekenhuis. Ingrid Peperkamp, Verplk specialist reumatologie

16.45 uur Pauze + presentatie E-posters

17.15 uur Nieuwe test ter detectie van instabiliteit van de HER2/TOP2A DNA regio in   
borstkanker. Ronald Huijsmans, unithoofd Moleculaire diagnostiek

17.30 uur Probiotica voor functionele gastrointestinale klachten bij kinderen, een    
systematische review en meta-analyse. Judith Korterink, ANIOS     
kindergeneeskunde

17.45 uur De waarde van myocardiale persfusiescanning met Rubidium (Rb) in het    
Jeroen Bosch Ziekenhuis. Susanne Felix, AIOS cardiologie

18.00 uur De O.P.S.S.: Orthogonale Positionering en Stabilisatie spalk bij cruraal trauma.   
 Titus Schönberger, SEH arts

18.15 uur Prijsuitreiking. Frank Hamers, Revalidatie arts RC Tolbrug, voorzitter jury

18.30 uur Afsluiting + Buffet. Frank Hamers, Revalidatie arts RC Tolbrug, voorzitter jury

Winnaar e-posters
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WETENSCHAPSMIDDAG 2014

Programma 9de Wetenschapsmiddag JBZ –  

9 april 2014 – auditorium

15.00 uur Ontvangst + presentatie E-posters. Esther de Vries, Decaan Wetenschap & Innovatie

15.30 uur Welkom

15.45 uur Hebben antislipsokken een meerwaarde in het verminderen van het valrisico?   
Kleinveld & Cornelissen, Fysiotherapeuten

16.00 uur PAC complicaties belicht, onderzoek naar de aard en omvang van complicaties bij PAC’s in het JBZ. 
Claire Bergsma, Verpleegkundig Specialist Intensieve zorg-Oncologie

16.15 uur Laparoscopisch continuïteitsherstel: een veilige en praktische methode voor het opheffen van 
ileo- en colostoma`s. Ian David van Koeverden, Student afdeling chirurgie

16.30 uur Dual-energy, CARE kV en reductie van contrastvloeistof in CTA van de abdominale aorta: 
Comparatieve analyse van beeldkwaliteit en stralingsbelasting. Wouter Nijhof, PhD-student 
Radiologie

16.45 uur Pauze + presentatie E-posters

17.15 uur Medicatiescreening bij de oudere patiënt met Beers 2012 en STOPP&START criteria: associatie 
tussen potentieel ongewenst geneesmiddelengebruik en geneesmiddelgerelateerde 
ziekenhuisopnames. Rianda van der Stelt, AIOS ziekenhuisfarmacie 

17.30 uur Serologische nacontrole op de lange termijn van patiënten met acute Q-koorts. 
 Lieke Wielders, Epidemioloog

17.45 uur Spraakproductie in een klinische populatie: Een onderzoek naar het woordfrequentie effect en het 
distractorfrequentie effect. Shira Plantjé, Basis Psycholoog

18.00 uur “Patiëntvoorlichting bij colonoscopieën; implementatie van een online leermodule”. 
 Govert Veldhuizen, AIOS Interne Geneeskunde/MDL 

18.15 uur Buffet + juryberaad

19.15 – 19.30 Prijsuitreiking + Afsluiting. Hans Hoekstra,voorzitter jury

Winnaar e-posters
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VERPLEEGKUNDIG 
LEIDERSCHAP 

De toegenomen complexiteit van de zorg en de ambities van het Jeroen Bosch Ziekenhuis (JBZ) stellen 
andere (hogere) eisen aan de verpleegkundige dan voorheen. Professionalisering van de beroepsgroep 
is voorwaarde voor de verbetering van de kwaliteit van zorg. Het JBZ zet in hoog op Verpleegkundig 
leiderschap. 

Het Jeroen Bosch Ziekenhuis is het eerste ziekenhuis in Nederland dat daadwerkelijk organisatiebreed 
onderscheid maakt tussen mbo (niveau 4) en hbo (niveau 5) opgeleide  verpleegkundigen. Met duidelijke 
profielen, met een eigen functieomschrijving en inschaling. Daarmee loopt het ziekenhuis vooruit op de nieuwe 
beroepsprofielen van de verpleegkundigen 2020. Op termijn wil het JBZ komen tot een verdeling van 70% mbo 
en 30% hbo.   

Voor de zittende niveau-5 verpleegkundigen heeft de Jeroen Bosch Academie, samen met de VAR en HR het 
Opbouwprogramma Verpleegkundig Leiderschap ontwikkeld. Honderdvijftig verpleegkundigen gaan vanaf 
september 2015 in cohorten van 50 hiermee aan de slag. In een klassikale setting, gevolgd door Action Learning. 
Rondom de thema’s Evidence-based practice (EBP), het Verpleegkundig Proces en Klinisch Redeneren. “Elke 
leerlijn moet leiden tot vernieuwd beleid”, legt Procesbegeleider Verpleegkundig Leiderschap, Sharon van de Ven 
uit. “Bijvoorbeeld een zoveel mogelijk EBP onderbouwd protocollensysteem. Of een verbeterde uitvoering van 
verpleegkundige diagnostiek en systematische casuïstiekbespreking.” 

Missing link 
Een van de onderdelen van het programma is Evidence-based practice. Van Evidence-based practice is sprake als 
zorgverleners hun zorgbeslissingen baseren op zowel de voorkeur van de patiënt; de eigen klinische expertises; 
als wetenschappelijk bewijs. “Dat  laatste punt is veelal de missing link in het werk van de verpleegkundige”, weet 
Van de Ven.  “Verpleegkundig handelen is vaak gebaseerd op ‘rituelen’. We doen het omdat we het zo hebben 
geleerd van elkaar, vanuit een eerder genoten opleiding, of omdat het protocol het voorschrijft. 30 tot 40 procent 
van de patiëntenzorg is niet gestoeld  op wetenschap.” 

Zoeken en beoordelen 
‘Toets wat je doet! Dat is het motto. De verpleegkundigen Niveau 5 hebben daarbij een voortrekkersrol. Zij gaan 
leren om te werken volgens een vijfstappenplan: Formuleer een beantwoordbare vraag; bepaal je zoekstrategie; 
beoordeel de onderzoeken die je bestudeert; vorm je conclusie en vertaal deze in een toepassing voor de praktijk; 
evalueer je bevindingen. “Pittig!” zegt Van de Ven. “Met name het opzoeken en het beoordelen van onderzoeken. 
In het lesprogramma  geven wij handvaten hiervoor. We laten onder andere zien hoe je onderzoeksartikelen en 
richtlijnen beoordeelt op kwaliteit, hoe je snel en effectief de gewenste informatie vindt en hoe je het level van 
evidence kunt bepalen van een onderzoek.”   

Leiderschap aan het bed
“Verpleegkundigen willen over het algemeen graag zorgen”, besluit Van de Ven. “Maar het vak is natuurlijk veel 
meer dan dat. De ligduur van patiënten is steeds korter en patiënten kampen vaak met verschillende 
aandoeningen tegelijk. Het ziekenhuis wil dat verpleegkundigen kunnen sparren met de arts en dat ze patiënten 
mogelijkheden aanreiken die gebaseerd zijn op de nieuwste inzichten en kennis. Daarvoor leggen wij nu de 
basis.” Verpleegkundigen Niveau 5 verdwijnen straks overigens niet naar ‘het kantoor’. Niveau 4 en niveau 5 
werkt naast elkaar ‘aan het bed’. “Het idee achter de differentiatie en scholing is: mensen inzetten op hun eigen 
niveau en ze niet onder- of overvragen. Dat is beter voor de verpleegkundigen zelf, maar bovenal voor de 
patiënten.”
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BIJLAGE I

Wetenschappelijke publicaties 2013-2014  
opgenomen in PubMed

Volgorde op PubMed ID nummer.
Waar mogelijk is een samenvatting van de publicatie opgenomen. De artikelen worden in het overzicht  
opgenomen op basis van het jaar van publicatie (dus niet het jaar van Epub).

PMID: 22268620
Platteel TN, Cohen Stuart JW, de Neeling AJ, Voets GM, Scharringa J, van de Sande N, Fluit AC, Bonten MJM, 
Leverstein-van Hall MA, the ESBL national surveillance working group (Wever PC). 
Multi-centre evaluation of a phenotypic extended spectrum β-lactamase detection guideline in the routine 
setting. 
Clin Microbiol Infect. 2013 Jan;19(1):70-6. 

This study aimed to evaluate the routine setting performance of a guideline for phenotypic detection of extended spectrum 

β-lactamases (ESBLs) in Enterobacteriaceae, recommending ESBL confirmation with Etest or combination disc for isolates 

with a positive ESBL screen test (i.e. cefotaxime and/or ceftazidime MIC >1 mg/L or an automated system ESBL warning). 

Twenty laboratories submitted 443 Enterobacteriaceae with a positive ESBL screen test and their confirmation test result 

(74%Escherichia coli, 12%Enterobacter cloacae, 8%Klebsiella pneumoniae, 3%Proteus mirabilis, 2%Klebsiella oxytoca). 

Presence of ESBL genes was used as reference test. Accuracy of local phenotypic ESBL detection was 88%. The positive pre-

dictive value (PPV) of local screen tests was 70%, and differed per method (Vitek-2: 69%, Phoenix: 68%, disc diffusion: 92%), 

and species (95%K. pneumoniae-27%K. oxytoca). A low PPV (3%) was observed for isolates with automated system alarm 

but third-generation cephalosporin MICs <2 mg/L. Local ESBL confirmation had a PPV and negative predictive value (NPV) 

of 93% and 90%, respectively. Compared with centrally performed confirmation tests, 7% of local tests were misinterpreted. 

Combination disc was more specific than Etest (91% versus 61%). Confirmation tests were not reliable for P. mirabilis and K. 

oxytoca (PPV 33% and 38%, respectively, although NPVs were 100%). In conclusion, performance of Etests could be enhan-

ced by education of technicians to improve their interpretation, by genotypic ESBL confirmation of P. mirabilis and K. oxytoca 

isolates with positive phenotypic ESBL confirmation, and by interpreting isolates with a positive ESBL alarm but an MIC <2 

mg/L for cefotaxime and ceftazidime as ESBL-negative.

PMID: 22475210
Teunis PFM, Schimmer B, Notermans DW, Leenders AC, Wever PC, Kretzschmar ME, Schneeberger PM. 
Time-course of antibody responses against Coxiella burnetii following acute Q fever. 
Epidemiol Infect. 2013 Jan;141(1):62-73. 

Large outbreaks of Q fever in The Netherlands have provided a unique opportunity for studying longitudinal serum antibody 

responses in patients. Results are presented of a cohort of 344 patients with acute symptoms of Q fever with three or more 

serum samples per patient. In all these serum samples IgM and IgG against phase 1 and 2 Coxiella burnetii were measured 

by an immunofluorescence assay. A mathematical model of the dynamic interaction of serum antibodies and pathogens 

was used in a mixed model framework to quantitatively analyse responses to C. burnetii infection. Responses show strong 

heterogeneity, with individual serum antibody responses widely different in magnitude and shape. Features of the response, 

peak titre and decay rate, are used to characterize the diversity of the observed responses. Binary mixture analysis of 

IgG peak levels (phases 1 and 2) reveals a class of patients with high IgG peak titres that decay slowly and may represent 

potential chronic cases. When combining the results of mixture analysis into an odds score, it is concluded that not only high 

IgG phase 1 may be predictive for chronic Q fever, but also that high IgG phase 2 may aid in detecting such putative chronic 

cases.

PIMD: 22485092
van Borren MM, den Ruijter HM, Baartscheer A, Ravesloot JH, Coronel R, Verkerk AO. 
Dietary omega-3 polyunsaturated fatty acids suppress NHE-1 upregulation in a rabbit model of volume- 
and pressure-overload. 
Front Physiol. 2012;3:76. Epub 2012 Apr 2.

BACKGROUND: Increased consumption of omega-3 polyunsaturated fatty acids (ω3-PUFAs) from fish oil (FO) may have 

cardioprotective effects during ischemia/reperfusion, hypertrophy, and heart failure (HF). The cardiac Na(+)/H(+)-exchanger 

(NHE-1) is a key mediator for these detrimental cardiac conditions. Consequently, chronic NHE-1 inhibition appears to be 

a promising pharmacological tool for prevention and treatment. Acute application of the FO ω3-PUFAs eicosapentaenoic 

acid (EPA) and docosahexaenoic acid (DHA) inhibit the NHE-1 in isolated cardiomyocytes. We studied the effects of a diet 

enriched with ω3-PUFAs on the NHE-1 activity in healthy rabbits and in a rabbit model of HF induced by volume- and 

pressure-overload.

METHODS: Rabbits were allocated to four groups. The first two groups consisted of healthy rabbits, which were fed either 

a diet containing 1.25% (w/w) FO (ω3-PUFAs), or 1.25% high-oleic sunflower oil (ω9-MUFAs) as control. The second two 

groups were also allocated to either a diet containing ω3-PUFAs or ω9-MUFAs, but underwent volume- and pressure-

overload to induce HF. Ventricular myocytes were isolated by enzymatic dissociation and used for intracellular pH (pH(i)) and 

patch-clamp measurements. NHE-1 activity was measured in HEPES-buffered conditions as recovery rate from acidosis 

due to ammonium prepulses.

RESULTS: In healthy rabbits, NHE-1 activity in ω9-MUFAs and ω3-PUFAs myocytes was not significantly different. Volume- 

and pressure-overload in rabbits increased the NHE-1 activity in ω9-MUFAs myocytes, but not in ω3-PUFAs myocytes, 

resulting in a significantly lower NHE-1 activity in myocytes of ω3-PUFA fed HF rabbits. The susceptibility to induced delayed 

afterdepolarizations (DADs), a cellular mechanism of arrhythmias, was lower in myocytes of HF animals fed ω3-PUFAs 

compared to myocytes of HF animals fed ω9-MUFAs. In our rabbit HF model, the degree of hypertrophy was similar in the 

ω3-PUFAs group compared to the ω9-MUFAs group.

CONCLUSION: Dietary ω3-PUFAs from FO suppress upregulation of the NHE-1 activity and lower the incidence of DADs in 

our rabbit model of volume- and pressure-overload.
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PMID: 22691867
Kampschreur LM, Hagenaars JC, Wielders CC, Elsman P, Lestrade PJ, Koning OH, Oosterheert JJ, Ren-
ders NH, Wever PC. 
Screening for Coxiella burnetii seroprevalence in chronic Q fever high-risk groups reveals the magnitude of 
the Dutch Q fever outbreak. 
Epidemiol Infect. 2013 Apr;141(4):847-51.

The Netherlands experienced an unprecedented outbreak of Q fever between 2007 and 2010. The Jeroen Bosch Hospital 

(JBH) in ‘s-Hertogenbosch is located in the centre of the epidemic area. Based on Q fever screening programmes, serop-

revalence of IgG phase II antibodies to Coxiella burnetii in the JBH catchment area was 10·7% [785 tested, 84 seropositive, 

95% confidence interval (CI) 8·5-12·9]. Seroprevalence appeared not to be influenced by age, gender or area of residence. 

Extrapolating these data, an estimated 40 600 persons (95% CI 32 200-48 900) in the JBH catchment area have been 

infected by C. burnetii and are, therefore, potentially at risk for chronic Q fever. This figure by far exceeds the nationwide 

number of notified symptomatic acute Q fever patients and illustrates the magnitude of the Dutch Q fever outbreak. Clinici-

ans in epidemic Q fever areas should be alert for chronic Q fever, even if no acute Q fever is reported.

PMID: 22752991
Kubat B, van Suylen RJ. 
An unusual cardiomyopathy in a cocaine user. 
Forensic Sci Med Pathol. 2013 Mar;9(1):125-7. doi: 10.1007/s12024-012-9356-8. Epub 2012 Jun 30. No 
abstract available.

PMID 22929981
Oerlemans S, Mols F, Issa DE, Pruijt JH, Peters WG, Lybeert M, Zijlstra W, Coebergh JW, van de Poll-Franse 
LV. 
A high level of fatigue among long-term survivors of non-Hodgkin’s lymphoma: results from the longitudinal 
population-based PROFILES registry in the south of the Netherlands. 
Haematologica 2013 Mar;98:479-86. 

The course of fatigue and quality of life in survivors of non-Hodgkin’s lymphoma is unknown. The aims of this study were, 

therefore, to assess fatigue and quality of life in patients with non-Hodgkin’s lymphoma following primary treatment, 

compare fatigue and quality of life in these patients with those of an age- and sex matched normative population to assess 

the severity of concerns and identify associations with fatigue of survivors who remained fatigued. The population-based 

Eindhoven Cancer Registry was used to select all patients diagnosed with non-Hodgkin’s lymphoma from 1999-2009. The 

European Organization for Research and Treatment of Cancer Quality of Life Questionnaire and the Fatigue Assessment Sca-

le were completed once by 824 survivors of non-Hodgkin’s lymphoma (80% response rate); 434 survivors completed these 

questionnaires again 1 year later. Survivors of non-Hodgkin’s lymphoma reported more clinically relevant fatigue up till 10 

years post-diagnosis compared to a normative population (P<0.001). Mean fatigue scores remained fairly stable over time 

(T1: x=28, SD=26; T2: x=30, SD=27, P=0.14): 22-28% of survivors reported deterioration, 19-23% reported improvement 

and 44-54% reported constant fatigue. Survivors who reported constant fatigue were more often diagnosed with stage IV 

disease and had more comorbid diseases. They were additionally more often female and divorced. Having comorbidities 

and being without a partner were also associated with constant fatigue in the normative population. In conclusion, six out 

of every ten responding non-Hodgkin’s lymphoma survivors reported a high level of fatigue up till 10 years after diagnosis. 

Mean fatigue scores remained stable over time and survivors reporting constant fatigue more often had stage IV disease at 

diagnosis and comorbidities.

PMID: 22941568
van Meurs ML, Schellekens JJ, de Neeling AJ, Duim B, Schneeberger PM, Hermans MH. 
Real-time PCR to distinguish livestock-associated (ST398) from non-livestock-associated (methicillin-
resistant) Staphylococcus aureus. 
Infection. 2013 Apr;41(2):339-46. 

BACKGROUND: The Netherlands is one of the most densely populated countries in the world, with extensive livestock of 

pigs. In 2005, the emergence of livestock-associated methicillin-resistant Staphylococcus aureus (LA-MRSA) was a fact, 

with a relatively high MRSA colonisation among pig farmers. These MRSA isolates mostly belonged to sequence type 398 

(ST398). Compared to hospital-associated MRSA (HA-MRSA), severe infections due to LA-MRSA and transmission between 

individuals are still relatively rare. Therefore, LA-MRSA may warrant less stringent containment measures than HA-MRSA in 

hospital settings.

RESULTS: The aim of this study was to develop a rapid diagnostic tool to distinguish LA-MRSA from non-LA-MRSA in aid of 

infection control. Here, we show that ST398 strains can be readily detected with real-time polymerase chain reaction (PCR). 

Analysis of a large panel of related and unrelated microorganisms confirmed that the real-time ST398 PCR (ST398-qPCR) 

assay does not cross-react with other microorganisms or with non-LA-S. aureus strains. ST398-qPCR analysis of MRSA 

isolates collected in 2010, 2011 and 2012 at the Jeroen Bosch Hospital (n = 275) showed that an average of 78 % of MRSA 

belonged to sequence type ST398.

CONCLUSION: We conclude that the ST398 real-time PCR is a reliable assay to detect LA-S. aureus and anticipate that the 

use of this assay can prevent the unnecessary closing of hospital wards, which may lead to substantial savings for the health 

care system.

PMID: 22952728
Gaugler-Senden IP, Tamsma JT, van der Bent C, Kusters R, Steegers EA, de Groot CJ. 
Angiogenic factors in women ten years after severe very early onset preeclampsia. 
PLoS One. 2012;7(8):e43637. Epub 2012 Aug 31. 

BACKGROUND: Women with a history of mainly severe and early onset preeclampsia have an increased risk of future 

cardiovascular disease. During these complicated pregnancies increased levels of anti-angiogenic factors can be found. We 

hypothesize that women with a history of severe very early onset preeclampsia still have increased levels of these biomar-

kers years after this pregnancy, resulting in increased risk for cardiovascular disease.

METHODS: Twenty women with severe early onset preeclampsia before 24 weeks’ gestation, who delivered between 

1993-2003 in a tertiary referral centre and twenty matched controls with uncomplicated pregnancies and healthy term 

infants, were addressed for participation in the study. Venous plasma samples were analyzed for basic fibroblast growth 

factor (bFGF), placental growth factor (PLGF), soluble fms-like tyrosine kinase-1 (sFlt-1), vascular endothelial growth factor 

(VEGF), E- and P-selectin, soluble intercellular adhesion molecule-3 (sICAM-3) and thrombomodulin by ELISA.

RESULTS: Sixteen case subjects and 18 control subjects consented participation. The median time interval index pregnancy 

to study was 9.4 and 9.7 years for cases and controls, respectively. Median levels for cases-controls (p-value) were not 

different; bFGF: 17.43-11.11 pg/mL (0.33), sFlt-1: 102.98-101.92 pg/ml (0.84), PLGF: 3.57-4.20 pg/mL (0.38), VEGF: 

64.05-45.72 pg/mL (0.73), E-selectin: 5.11-4.68 ng/mL (0.20), P-selectin: 85.35-71.69 ng/mL (0.69), sICAM-3: 0.42-

0.63 ng/mL (0.41) and Thrombomodulin: 0.92-0.93 ng/mL (0.59).

CONCLUSION: There were no differences in angiogenic biomarkers between women with a history of severe early onset 

preeclampsia versus uncomplicated pregnancy almost 10 years later, suggesting that these angiogenic factors will not 

contribute to the early detection of women at risk for future cardiovascular disease.
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PMID: 22986353
Lambregts DM, Heijnen LA, Maas M, Rutten IJ, Martens MH, Backes WH, Riedl RG, Bakers FC, Cappendijk 
VC, Beets GL, Beets-Tan RG. 
Gadofosveset-enhanced MRI for the assessment of rectal cancer lymph nodes: predictive criteria. 
Abdom Imaging. 2013 Aug;38(4):720-7.

PURPOSE: To confirm the use of the nodal signal intensity (SI) and the ‘chemical shift’ artefact as diagnostic criteria for 

detecting nodal metastases from rectal cancer on gadofosveset contrast-enhanced MRI.

METHODS: Thirty-three patients underwent a non-enhanced and gadofosveset-enhanced 3D-T1W GRE-MRI at 1.5T. For 

each lymph node, the SI of the middle part of the node (mSI) and white rim of the chemical shift artefact encircling the node 

(wSI) were measured on the non-enhanced and gadofosveset-enhanced images. Second, the aspect of the chemical shift 

artefact encircling the nodes was scored using a 4-point scale. Results were compared with histology on a node-by-node 

basis.

RESULTS: 289 nodes (55 N+) were analysed. On gadofosveset-MRI, mSI and wSI were significantly higher for the benign 

than for the metastatic lymph nodes (p < 0.001). Areas under the ROC curve (AUC) for identification of metastases were 

0.74 (mSI) and 0.73 (wSI). The chemical shift criterion rendered an AUC of 0.85. The combination of mSI and the chemical 

shift criterion resulted in an AUC of 0.88 and the rendered an AUC of 0.86-0.92 when subjectively (visually) assessed by two 

independent readers.

CONCLUSIONS: Benign lymph nodes show significant contrast enhancement after gadofosveset injection, while metastatic 

nodes do not. The uptake of gadofosveset in the nodes also affects the chemical shift artefact encircling the nodes. Com-

bined assessment of these two features on gadofosveset-enhanced MRI provides a high diagnostic 

PMID:23049706
de Jager CP, Wever PC, Gemen EF, Kusters GC, van Gageldonk-Lafeber AB, van der Poll T, Laheij RJ. 
The neutrophil-lymphocyte count ratio in patients with community-acquired pneumonia. 
PLoS One. 2012;7(10):e46561. Epub 2012 Oct 1. 

STUDY OBJECTIVE: The neutrophil-lymphocyte count ratio (NLCR) has been identified as a predictor of bacteremia in 

medical emergencies. The aim of this study was to investigate the value of the NLCR in patients with community-acquired 

pneumonia (CAP).

METHODS AND RESULTS: Consecutive adult patients were prospectively studied. Pneumonia severity (CURB-65 score), 

clinical characteristics, complications and outcomes were related to the NLCR and compared with C-reactive protein (CRP), 

neutrophil count, white blood cell (WBC) count. The study cohort consisted of 395 patients diagnosed with CAP. The mean 

age of the patients was 63.4 ± 16.0 years. 87.6% (346/395) of the patients required hospital admission, 7.8% (31/395) 

patients were admitted to the Intensive Care Unit (ICU) and 5.8% (23/395) patients of the study cohort died. The NLCR was 

increased in all patients, predicted adverse medical outcome and consistently increased as the CURB-65 score advanced. 

NLCR levels (mean ± SD) were significantly higher in non-survivors (23.3 ± 16.8) than in survivors (13.0 ± 11.4). The 

receiver-operating characteristic (ROC) curve for NLCR predicting mortality showed an area under the curve (AUC) of 0.701. 

This was better than the AUC for the neutrophil count, WBC count, lymphocyte count and CRP level (0.681, 0.672, 0.630 

and 0.565, respectively).

CONCLUSION: Admission NLCR at the emergency department predicts severity and outcome of CAP with a higher prognos-

tic accuracy as compared with traditional infection markers.

PMID: 23107171
Nijhof WH, van der Vos CS, Anninga B, Stegehuis PL, Jager GJ, Rutten MJ. 
Reduced contrast medium in abdominal aorta CTA using a multiphasic injection technique. 
Eur J Radiol 2013; Feb;82(2):252-257. 

PURPOSE: The purpose of this study was to determine if with a multiphasic injection technique the administered amount of 

contrast medium for abdominal computerized tomographic angiography (CTA) can be decreased, whilst improving CT image 

quality.

MATERIALS AND METHODS: In 30 patients a multiphasic injection method was compared to the standard uniphasic 

contrast medium injection protocol. Fifteen patients underwent abdominal CTA with a standard uniphasic injection protocol 

(protocol I) receiving 100mL of a non-ionic radiopaque contrast agent (Ioversol). The second group of 15 patients under-

went CTA with a multiphasic injection protocol (protocol II) receiving a total of 89 mL Ioversol. Vascular contrast enhan-

cement and difference in enhancement uniformity were assessed quantitatively and image quality was assessed by three 

independent radiologists.

RESULTS: Quantitative assessment of the vascular contrast enhancement showed that there was no significant difference in 

enhancement uniformity for patients between the protocols. The image quality was rated as being good to excellent in 81.8% 

and 88.0% of the scans, for protocol I and protocol II, respectively. However these differences were not statistically significant.

CONCLUSION: By using a multiphasic injection technique with CTA of the abdominal aorta a reduction of 11 percent of con-

trast medium can be realized. Enhancement patterns are quantitatively as well as qualitatively comparable to the standard 

contrast medium injection protocol.

PMID: 23141049
Oddens J, Brausi M, Sylvester R, Bono A, van de Beek C, van Andel G, Gontero P, Hoeltl W, Turkeri L, Mar-
reaud S, Collette S, Oosterlinck W. 
Final results of an EORTC-GU cancers group randomized study of maintenance bacillus Calmette-Guérin 
in intermediate- and high-risk Ta, T1 papillary carcinoma of the urinary bladder: one-third dose versus full 
dose and 1 year versus 3 years of maintenance. 
Eur Urol. 2013 Mar;63(3):462-72. 

BACKGROUND: The optimal dose and duration of intravesical bacillus Calmette-Guérin (BCG) in the treatment of non-

muscle-invasive bladder cancer (NMIBC) are controversial.

OBJECTIVE: To determine if a one-third dose (1/3D) is not inferior to the full dose (FD), if 1 yr of maintenance is not inferior 

to 3 yr of maintenance, and if 1/3D and 1 yr of maintenance are associated with less toxicity.

DESIGN, SETTING, AND PARTICIPANTS: After transurethral resection, intermediate- and high-risk NMIBC patients were 

randomized to one of four BCG groups: 1/3D-1 yr, 1/3D-3 yr, FD-1 yr, and FD-3 yr.

OUTCOME MEASUREMENTS AND STATISTICAL ANALYSIS: The trial was designed as a noninferiority study with the null 

hypothesis of a 10% decrease in the disease-free rate at 5 yr. Times to events were estimated using cumulative incidence 

functions and compared using the Cox proportional hazards regression model.

RESULTS AND LIMITATIONS: In an intention-to-treat analysis of 1355 patients with a median follow-up of 7.1 yr, there 

were no significant differences in toxicity between 1/3D and FD. The null hypotheses of inferiority of the disease-free 

interval for both 1/3D and 1 yr could not be rejected. We found that 1/3D-1 yr is suboptimal compared with FD-3 yr (hazard 

ratio [HR]: 0.75; 95% confidence interval [CI], 0.59-0.94; p=0.01). Intermediate-risk patients treated with FD do not benefit 

from an additional 2 yr of BCG. In high-risk patients, 3 yr is associated with a reduction in recurrence (HR: 1.61; 95% CI, 

1.13-2.30; p=0.009) but only when given at FD. There were no differences in progression or survival.

CONCLUSIONS: There were no differences in toxicity between 1/3D and FD. Intermediate-risk patients should be treated 
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with FD-1 yr. In high-risk patients, FD-3 yr reduces recurrences as compared with FD-1 yr but not progressions or deaths. 

The benefit of the two additional years of maintenance should be weighed against its added costs and inconvenience.

PMID: 23141679
van Eekeren RR, Boersma D, Konijn V, de Vries JP, Reijnen MM. 
Postoperative pain and early quality of life after radiofrequency ablation and mechanochemical endovenous 
ablation of incompetent great saphenous veins.
J Vasc Surg. 2013 Feb;57(2):445-50. doi: 10.1016/j.jvs.2012.07.049. Epub 2012 Nov 8. 

OBJECTIVE: Thermal ablative techniques of varicose veins carry a risk of heat-related complications, including postopera-

tive pain. Mechanochemical endovenous ablation (MOCA) might avoid these complications and reduce postoperative pain 

because of the absence of thermal energy. This study evaluated postoperative pain and quality of life after radiofrequency 

ablation (RFA) and MOCA for great saphenous vein (GSV) incompetence.

METHODS: Sixty-eight patients with unilateral GSV incompetence were treated with either RFA or MOCA in this prospective 

observational study. Patients monitored their pain for the first 14 postoperative days on a 100-mm visual analog scale 

(VAS). They also completed the general (RAND 36-Item Short-Form Health Survey) and disease-specific (Aberdeen Varicose 

Vein Questionnaire) quality of life questionnaires before and 6 weeks after treatment.

RESULTS: Patients treated with MOCA reported significantly less postoperative pain than patients treated with RFA during 

the first 14 days after treatment (4.8 β 9.7 mm vs 18.6 β 17.0 mm; P < .001) (mean VAS over 14 days). The lower postope-

rative pain score was associated with a significantly earlier return to normal activities (1.2 β 1.8 vs 2.4 β 2.8 days; P = .02) 

and work resumption (3.3 β 4.7 vs 5.6 β 5.8 days, respectively; P = .02). At 6 weeks, patients in both groups perceived an 

improved change in health status and an improved disease-specific quality of life.

CONCLUSIONS: MOCA is associated with significantly less postoperative pain, faster recovery, and earlier work resumption 

compared with RFA in the treatment of GSV incompetence. MOCA and RFA are both related to a rapid improvement in 

quality of life.

PMID: 23228482
Kreb DL, Looij BG, Ernst MF, Rutten MJ, Jager GJ, van der Linden JC, Pruijt JF, Bosscha K. 
Ultrasound-guided radiofrequency ablation of early breast cancer in a resection specimen: lessons for 
further research. 
Breast. 2013 Aug;22(4):543-7. 

PURPOSE: To assess the feasibility and effectiveness of radiofrequency ablation (RFA) in breast cancer, using different histo-

pathologic staining methods to evaluate tissue viability.

MATERIALS AND METHODS: In twenty patients with unifocal small (≤1, 5 cm) invasive ductal carcinoma, ultrasound-guided 

RFA was performed immediately after surgery. Cell viability was assessed using cytokeratin 8 (CK 8) and nicotinamide ade-

nine dinucleotide diaphorase (NADHD) in addition to hematoxylin-eosin (HE).

RESULTS: At histopathological examination, ex vivo RFA resulted in complete cell death of the target lesion in 17/20 pa-

tients. In two cases viable ductal carcinoma in situ (DCIS) was found just outside the completely ablated lesion.

CONCLUSION: RFA of small invasive breast cancer seems to be a feasible treatment option. Both NADHD and CK 8 demon-

strate a clear and comparable demarcation between viable and non-viable tissue. A high level of accuracy is required in 

proper positioning of the needle electrode and a “hot retraction” is mandatory.

PMID: 23247775
Ranschaert ER, Binkhuysen FH. 
European Teleradiology now and in the future: results of an online survey. 
Insights Imaging. 2013 Feb;4(1):93-102. 

OBJECTIVES: To obtain an overview of teleradiology usage within Europe, to evaluate the current opinion and future vision 

about this technique.

METHODS: A web-based survey targeted at active radiologists throughout Europe.

RESULTS: A total of 368 radiology professionals participated in the survey. Among them 65 % currently use teleradiology. 

The main usages are in-house image distribution (71 %) and on-call readings from home (44 %). The major advantages are 

improved collaboration with other radiologists (46 %) and efficient distribution of workload (38 %). Outsourcing is performed 

by 35 % of the participants, among them 68 % use commercial services. The major advantages of outsourcing are availability 

of second opinions (82 %) and additional capacity for on-call services (71 %). The major disadvantages are insufficient 

integration of patient history and priors (69 %), and limited communication with clinicians (68 %). The majority expressed a 

positive opinion regarding the future of teleradiology (80 %) predicting a growing importance (46 %). Opportunities ought to 

be found in emergency reading services, flexible support of small practices and in collaborative platforms.

CONCLUSIONS: A wide usage of teleradiology throughout Europe is perceived; however usage of commercial services is 

relatively limited. Regarding cross-border services, there is a great demand for a focused Pan-European legislation, an 

adapted price regulation and a quality assurance framework. MAIN MESSAGES : • A wide variety of teleradiology applica-

tions exist in Europe • Implementation mainly occurs in countries with a high concentration of networked PACS • Usage 

of commercial teleradiology services in Europe is relatively limited • Language is an unsolved issue and limiting factor for 

further deployment of services • There is a demand for a Pan-European legislation, price regulation and quality assurance 

framework.

PMID: 23312507
Boersma D, van Eekeren RR, Werson DA, van der Waal RI, Reijnen MM, de Vries JP.
Mechanochemical endovenous ablation of small saphenous vein insufficiency using the ClariVein(®) device: 
one-year results of a prospective series. 
Eur J Vasc Endovasc Surg. 2013 Mar;45(3):299-303. doi: 10.1016/j.ejvs.2012.12.004. Epub 2013 Jan 9. 

OBJECTIVE: This study evaluated the feasibility, safety and 1-year results of mechanochemical endovenous ablation 

(MOCA™) of small saphenous vein (SSV) insufficiency.

DESIGN: Prospective cohort study.

MATERIALS AND METHODS: Fifty consecutive patients were treated for primary SSV insufficiency with MOCA™ using the 

ClariVein(®) device and polidocanol. Initial technical success, complications, patient satisfaction and visual analogue scale 

(VAS) pain score were assessed. Anatomic and clinical success was assessed at 6 weeks and at 1 year.

RESULTS: Initial technical success of MOCA™ was 100%. At the 6-week assessment, all treated veins were occluded. The 

1-year follow-up duplex showed anatomic success in 94% (95% confidence interval, 0.87-1). Venous clinical severity score 

(VCSS) decreased significantly from 3.0 (interquartile range (IQR) 2-5) before treatment to 1.0 (IQR 1-3, P < 0.001) at 6 

weeks and to 1.0 (IQR 1-2, P < 0.001) at 1 year. Median procedural VAS score for pain was 2 (IQR 2-4). No major complica-

tions were observed, especially no nerve injury.

CONCLUSIONS: MOCA™ is a safe, feasible and efficacious technique for treatment of SSV insufficiency. One-year follow-up 

shows a 94% anatomic success rate and no major complications.
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PMID: 23317142
Nelen SD, van Steenbergen LN, Dassen AE, van der Wurff AA, Lemmens VE, Bosscha K. 
The lymph node ratio as a prognostic factor for gastric cancer. 
Acta Oncol. 2013 Jan 15. [Epub ahead of print]. 

To predict prognosis of gastric cancer, an adequate assessment of the stage of gastric cancer is important. The UICC/AJCC 

TNM classification is the most commonly used classification system. For adequate N staging at least 15 lymph nodes should 

be retrieved. In some countries, this amount of lymph nodes is not met, which can lead to understaging. Therefore, the 

lymph node ratio (LNR) is proposed as an alternative N staging modality. The purpose of this study was to compare the 

different staging modalities. Patients and methods. We included all patients who underwent surgery for gastric cancer, 

newly diagnosed between 2000 and 2009 and staged patient by UICC/AJCC TNM 5th/6th or 7th and by LNR. We conducted 

crude survival analysis, univariate and multivariate analyses according to the different staging systems. Results. The five-

year overall survival rates ranged from 58% for N0 disease to 18% in case of more than 15 metastatic lymph nodes. The 

distribution of overall five-year survival according to LNR was 58% for LNR0 and 10% for LNR3. Univariate analysis showed 

that all the UICC/AJCC TNM classification systems as well as the LNR were strong prognostic factors for overall survival. The 

LNR correlated less with the number of nodes examined. Conclusion. LNR is a good prognostic tool for overall survival, it is 

an independent prognostic factor with a more homogenous spread of hazard ratios and five-year survival rates than UICC/

AJCC systems. Furthermore, the LNR has a lower correlation with the number of nodes examined, making it less vulnerable 

for stage migration.

PMID: 23324424
Fournet N, Deege MP, Urbanus AT, Nichols G, Rosner BM, Chalmers RM, Gorton R, Pollock KG, van der Gies-
sen JWB, Wever PC, Dorigo-Zetsma JW, Mulder B, Mank TG, Overdevest I, Kusters JG, van Pelt W, Kortbeek 
LM. Simultaneous increase of Cryptosporidium infections in the Netherlands, the United Kingdom and 
Germany in late summer season, 2012. 
Euro Surveill. 2013 Jan 10;18(2). pii: 20348. 

Starting August 2012, an increase in Cryptosporidium infections was reported in the Netherlands, the United Kingdom and 

Germany. It represented a 1.8 to 4.9-fold increase compared to previous years. Most samples were C. hominis IbA10G2. A 

case–control study was performed in the Netherlands but did not identify an endemic source. A case–case study in the north 

of England found travel abroad to be the most common risk factor.

PMID: 23328910
Somford DM, Hoeks CM, Hulsbergen-van de Kaa CA, Hambrock T, Fütterer JJ, Witjes JA, Bangma CH, Ver-
gunst H, Smits GA, Oddens JR, van Oort IM, Barentsz JO; MR-PRIAS Collaboration Group. 
Evaluation of diffusion-weighted MR imaging at inclusion in an active surveillance protocol for low-risk 
prostate cancer. 
Invest Radiol. 2013 Mar;48(3):152-7. 

PURPOSE: We aimed to determine whether diffusion-weighted magnetic resonance imaging, by means of the apparent 

diffusion coefficient (ADC), is able to guide magnetic resonance-guided biopsy in patients fit for active surveillance (AS) and 

identify patients harboring high-grade Gleason components not suitable for AS.

MATERIALS AND METHODS: Our study was approved by the institutional review board of all participating hospitals, and all 

patients signed informed consent at inclusion. Fifty-four consecutive patients with low-risk prostate cancer (PCa) underwent 

multiparametric magnetic resonance imaging (MP-MRI) at inclusion for AS. Cancer-suspicious regions (CSRs) upon 3-T MP-

MRI were identified in all patients, and magnetic resonance-guided biopsy was performed in all CSRs to obtain histopatho-

logical verification. For all CSRs, a median ADC (mADC) was calculated. Wilcoxon signed ranks and Mann-Whitney tests was 

performed to detect differences between the groups. We used the area under the receiver operating characteristic curve to 

evaluate the accuracy of mADC to predict the presence of PCa in a CSR. Level of statistical significance was set at P < 0.05.

RESULTS: Mean mADC in the CSRs with PCa was 1.04 × 10-³ mm²/s (SD, 0.29), whereas the CSRs with no PCa displayed a 

mean mADC of 1.26 × 10-³ mm²/s (SD, 0.25; P < 0.001). Cancer-suspicious regions with a high-grade Gleason component 

displayed a mean mADC of 0.84 × 10-³ mm²/s (SD, 0.35) vs a mean mADC for the low-grade CSRs of 1.09 × 10-³ mm²/s 

(SD, 0.25; P < 0.05). A diagnostic accuracy of mADC for predicting the presence of PCa in a CSR with an area under the 

receiver operating characteristic curve of 0.73 was established (95% confidence interval, 0.61-0.84).

CONCLUSIONS: Median ADC is able to predict the presence and grade of PCa in CSRs identified by MP-MRI

PMID:23334276
van der Velden WJ, Herbers AH, Brüggemann RJ, Feuth T, Peter Donnelly J, Blijlevens NM. 
Citrulline and albumin as biomarkers for gastrointestinal mucositis in recipients of hematopoietic SCT. 
Bone Marrow Transplant. 2013 Jul;48(7):977-81. 

Gastrointestinal (GI) mucositis is a common side effect of intense chemotherapy to prepare patients for hematopoietic SCT. 

Measuring intestinal damage objectively remains difficult, and clinicians often rely on albumin levels as an indicator of GI 

mucositis, but citrulline might be a more specific marker, which has in the past been shown to correlate with clinical signs of 

GI mucositis. We evaluated the courses of albumin and citrulline following different conditioning regimens for SCT and stu-

died their relatedness to the subsequent inflammatory response using C-reactive protein. Patterns of albumin and citrulline 

differed significantly between myeloablative and non-myeloablative conditioning regimens. After myeloablative regimens, 

decreasing citrulline levels preceded the occurrence of inflammation unlike albumin levels, which decreased thereafter. Al-

bumin levels were greatly influenced by inflammation, confirming it to be a ‘negative acute-phase protein’, whereas citrulline 

levels were not. Citrulline appeared to be a better biomarker of GI mucositis than albumin. Measuring citrulline might prove 

useful in clinical decision making, in identifying GI mucositis, and it would also be of interest to see how it compares with 

other biomarkers in the setting of acute GI GVHD.

PMID:23342063
Van den Brom R, Schimmer B, Schneeberger PM, Swart WA, van der Hoek W, Vellema P. 
Seroepidemiological survey for Coxiella burnetii antibodies and associated risk factors in Dutch livestock 
veterinarians. 
PLoS One. 2013;8(1):e54021.Epub 2013 Jan 16. 

Since 2007, Q fever has become a major public health problem in the Netherlands and goats were the most likely source 

of the human outbreaks in 2007, 2008 and 2009. Little was known about the consequences of these outbreaks for those 

professional care providers directly involved. The aim of this survey was to estimate the seroprevalence of antibodies against 

C. burnetii among Dutch livestock veterinarians and to determine possible risk factors. Single blood samples from 189 

veterinarians, including veterinary students in their final year, were collected at a veterinary conference and a questionnaire 

was filled in by each participant. The blood samples were screened for IgG antibodies against phase I and phase II antigen of 

C. burnetii using an indirect immunofluorescent assay, and for IgM antibodies using an ELISA. Antibodies against C. burnetii 

were detected in 123 (65.1%) out of 189 veterinarians. Independent risk factors associated with seropositivity were number 

of hours with animal contact per week, number of years graduated as veterinarian, rural or sub urban living area, being a 
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practicing veterinarian, and occupational contact with swine. Livestock veterinarians should be aware of this risk to acquire 

an infection with C. burnetii. Physicians should consider potential infection with C. burnetii when treating occupational risk 

groups, bearing in mind that the burden of disease among veterinarians remains uncertain. Vaccination of occupational risk 

groups should be debated.

PMID:23364285
Velthuis S, van den Boezem PB, Lips DJ, Prins HA, Cuesta MA, Sietses C. 
Comparison of Short-Term Surgical Outcomes after Single-Incision Laparoscopic versus Multiport Laparo-
scopic Right Colectomy: A Two-Center, Prospective Case-Controlled Study of 100 Patients. 
Dig Surg. 2013 Jan 30;29(6):477-483. doi: 10.1089/lap.2012.0440. 

BACKGROUND: Recent case studies have demonstrated the feasibility of single-incision laparoscopic colectomy (SILC). Few 

comparative studies for SILC and multiport laparoscopic colectomy (MLC) have been conducted. The aim of this case-con-

trolled study was to compare the short-term surgical outcomes between SILC and MLC for right-sided colectomies.

METHODS: Between January 2010 and February 2012, data from the first 50 consecutive patients that underwent right 

SILS at one of the two institutions were compared with a group of 50 consecutive patients that underwent right MLC in the 

same period.

RESULTS: Median operative time was significantly shorter in SILC (97 vs. 112 min; p < 0.001). Between both groups, no sta-

tistically significant differences were found regarding number and nature of short-term complications, number of reoperati-

ons [4 (8%) vs. 6 (12%)], and mortality rate [1 (2%) vs. 2 (4%)]. Median postoperative hospital stay was 6 days for both groups.

CONCLUSION: SILC is a safe and feasible procedure when performed by experienced laparoscopic surgeons. Length of 

hospital stay and overall complication rates are comparable with MLC. Until today, no clear advantages of SILC over MLC 

have been demonstrated. However, due to its smaller incisional trauma, SILC could be a major step in improving cosmetic 

outcomes.

PMID: 23375674.
 van Strien AM, Koek HL, van Marum RJ, Emmelot-Vonk MH. 
Psychotropic medications, including short acting benzodiazepines, strongly increase the frequency of falls in 
elderly. 
Maturitas. 2013 Apr;74(4):357-62. 
Trefwoorden:Psychofarmaca, vallen

OBJECTIVES: Falls in the elderly are common and often serious. The aim of this study was to examine the association 

between the use of different classes of psychotropic medications, especially short acting benzodiazepines, and the frequency 

of falling in elderly. Study design This retrospective cohort study was performed with patients who visited the day clinic 

of the department of geriatric medicine of the University Medical Center Utrecht in the Netherlands between 1 January 

2011 and 1 April 2012. Measurements Frequencies of falling in the past year and medication use were recorded. Logistic 

regression analysis was performed to assess the relationship between the frequency of falling in the past year and the use 

of psychotropic medications.

RESULTS: During this period 404 patients were included and 238 (58.9%) of them had experienced one or more falls in 

the past year. After multivariate adjustment, frequent falls remained significantly associated with exposure to psychotropic 

medications (odds ratio [OR] 1.96; 95% confidence interval [CI] 1.17-3.28), antipsychotics (OR 3.62; 95% CI 1.27-10.33), 

hypnotics and anxiolytics (OR 1.81; 95% CI 1.05-3.11), short-acting benzodiazepines or Z-drugs (OR 1.94; 95% CI 1.10-

3.42) and antidepressants (OR 2.35; 95% CI 1.33-4.16).

CONCLUSIONS: This study confirms that taking psychotropic medication, including short-acting benzodiazepines, strongly 

increases the frequency of falls in elderly. This relation should be explicitly recognized by doctors prescribing for older people, 

and by older people themselves. If possible such medication should be avoided for elderly patients especially with other risk 

factors for falling.

PMID: 23394146
Dambacher WM, de Kort EH, Blom WM, Houben GF, de Vries E. 
Double-blind placebo-controlled food challenges in children with alleged cow’s milk allergy: prevention of 
unnecessary elimination diets and determination of eliciting doses. 
Nutr J. 2013 Feb 8;12:22, doi:10.1186/1475-2891-12-22. 

BACKGROUND: Children with cow’s milk allergy (CMA) need a cow’s milk protein (CMP) free diet to prevent allergic reactions. 

For this, reliable allergy-information on the label of food products is essential to avoid products containing the allergen. On 

the other hand, both overzealous labeling and misdiagnosis that result in unnecessary elimination diets, can lead to poten-

tially hazardous health situations. Our objective was to evaluate if excluding CMA by double-blind placebo-controlled food 

challenge (DBPCFC) prevents unnecessary elimination diets in the long term. Secondly, to determine the minimum eliciting 

dose (MED) for an acute allergic reaction to CMP in DBPCFC positive children.

METHODS: All children with suspected CMA under our care (Oct’05-Jun’09) were prospectively enrolled in a DBPCFC. Pla-

cebo and verum feedings were administered on two randomly assigned separate days. The MED was determined by noting 

the ‘lowest observed adverse effect level’ (LOAEL) in DBPCFC-positive children. Based on the outcomes of the DBPCFC a 

dietary advice was given. Parents were contacted by phone several months later about the diet of their child.

RESULTS: 116 children were available for analysis. In 76 children CMA was rejected. In 60 of them CMP was successfully 

reintroduced, in 2 the parents refused introduction, in another 3 the parents stopped reintroduction. In 9 children CMA 

symptoms reappeared. In 40 children CMA was confirmed. Infants aged ≤ 12 months in our study group have a higher 

cumulative distribution of MED than older children.

CONCLUSIONS: Excluding CMA by DBPCFC successfully stopped unnecessary elimination diets in the long term in most 

children. The MEDs form potential useful information for offering dietary advice to patients and their caretakers.

PMID: 23417204
de Jager CP, Rutten MJ, Lips DJ. 
‘Benign’ Superior Vena Cava Syndrome. 
Intensive Care Med. 2013 Apr;39(4):572-3 doi: 10.1159/000346044. No abstract available.

PMID: 23437833
Husson O, Thong MS, Mols F, Smilde TJ, Creemers GJ, van de Poll-Franse LV. 
Information provision and patient reported outcomes in patients with metastasized colorectal cancer: results 
from the PROFILES registry. 
J Palliat Med. 2013 Mar;16(3):281-8. 

BACKGROUND: Patients with metastasized colorectal cancer (mCRC) have different information needs compared with 

patients with nonmetastatic colorectal cancer (CRC). Appropriate information provision leads to better patient reported 

outcomes for patients with nonmetastatic disease.

OBJECTIVE: To measure the perceived level of, and satisfaction with, information received by patients with mCRC as compa-

red with those with nonmetastatic (stage I,II,III) CRC. Also, associations of information provision with health status, anxiety, 

depression, and illness perceptions were investigated.
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METHODS: A cross-sectional population-based survey was conducted. All CRC patients diagnosed between 2002 and 2007 

according to the Eindhoven Cancer Registry (ECR) were selected. Response rate was 75% (n=1159, of which 139 had mCRC). 

Participants completed questionnaires on information provision (European Organization for Research and Treatment of Cancer 

Quality of Life Questionnaire-INFO25), health status (Short Form-36), anxiety and depression (Hospital Anxiety and Depres-

sion Scale [HADS]), and illness perceptions (Brief Illness Perception Questionnaire [B-IPQ]).

RESULTS: The perceived receipt of information was quite comparable between CRC patients with and without mCRC. Only 

perceived receipt of treatment information was higher for patients with mCRC (45 versus 37; p<0.01). Sixty percent of the pa-

tients with mCRC were satisfied with the amount of received information and almost 30% wanted to receive more information. 

The perceived receipt of more disease information and information about other services was associated with worse health 

outcomes, whereas satisfaction with the received information was not associated with health outcomes.

CONCLUSION: The findings of this study indicate that some improvements can be made in the provision of information to 

patients with mCRC. Adequate assessment of information needs of mCRC patients, as well as appropriate responses to these 

needs by providing the information in an appropriate way could possibly lead to improvements in patient satisfaction.

PMID: 23444222
Swarts DR, Henfling ME, Van Neste L, van Suylen RJ, Dingemans AM, Dinjens WN, Haesevoets A, Rudelius M, 
Thunnissen E, Volante M, Van Criekinge W, van Engeland M, Ramaekers FC, Speel EJ. 
CD44 and OTP are strong prognostic markers for pulmonary carcinoids. 
Clin Cancer Res. 2013 Apr 15;19(8):2197-207. doi: 10.1158/1078-0432.CCR-12-3078. Epub 2013 Feb 26. 

PURPOSE: Pulmonary carcinoids are well-differentiated neuroendocrine tumors showing usually a favorable prognosis. 

However, there is a risk for late recurrence and/or distant metastasis. Because histologic classification in typical and atypical 

carcinoids is difficult and its reliability to predict disease outcome varies, we evaluated three genes as potential prognostic 

markers, that is, orthopedia homeobox (OTP), CD44, and rearranged during transfection (RET).

EXPERIMENTAL DESIGN: These genes were analyzed in 56 frozen carcinoids by quantitative real-time PCR (qRT-PCR). RET 

was further studied by methylation and mutation analysis. Immunohistochemistry for CD44 and OTP protein expression was 

conducted on 292 carcinoids.

RESULTS: Low mRNA expression levels of CD44 (P = 1.8e(-5)) and OTP (P = 0.00054), and high levels of RET (P = 0.025), 

were strongly associated with a low 20-year survival of carcinoid patients. High RET expression was not related to promoter 

hypomethylation or gene mutations. A direct link between gene expression and protein levels was confirmed for CD44 and 

OTP but not for RET. Within all carcinoids as well as atypical carcinoids, absence of CD44 protein was significantly associated 

with low 20-year survival (P = 0.00014 and 0.00013, respectively). The absence of nuclear OTP followed by complete loss 

of expression was also significantly associated with unfavorable disease outcome in all carcinoids (P = 5.2(-6)). Multivariate 

analyses revealed that age at diagnosis, histopathology, stage, and cytoplasmic OTP immunoreactivity were independent 

predictors of prognosis.

CONCLUSIONS: Our study indicates that CD44 and OTP are strong indicators of poor outcome. We therefore argue for im-

plementation of these markers in routine diagnostics in addition to histopathology to improve subclassification of pulmonary 

carcinoids into prognostically relevant categories.

PMID: 23453750
Thong MS, Mols F, Wang XS, Lemmens VE, Smilde TJ, van de Poll-Franse LV. 
Quantifying fatigue in (long-term) colorectal cancer survivors: A study from the population-based Patient 
Reported Outcomes Following Initial treatment and Long term Evaluation of Survivorship registry. 
Eur J Cancer. 2013 May;49(8):1957-66. Epub 2013 Mar 1. 

BACKGROUND: Few studies specifically focus on fatigue of (long-term) colorectal cancer (CRC) survivors or compare fatigue 

levels with a normative population. Association between surviving multiple primary cancers and fatigue is also explored.

METHODS: Survivors diagnosed from 1998 to 2009 were identified from the Eindhoven Cancer Registry. In total, 3739 

(79%) respondents and an age- and gender-matched normative population (n=338) completed questionnaires on fatigue 

and psychological distress.

RESULTS: More survivors reported feeling fatigued than the normative population (39% versus 22%, p<0.0001). Short-term 

survivors (<5 years post-diagnosis) had the highest mean fatigue scores compared with long-term survivors (≥5 years post-

diagnosis) or the normative population (21±7 versus 20±7 versus 18±5, p<0.0001, respectively). Having primary cancers 

prior to CRC was associated with more fatigue. Surgery+chemoradiation was independently associated with fatigue (odds 

ratio (OR): 1.63, 95% confidence interval (CI): 1.17-2.29, p=0.004) as were anxiety (OR: 1.16, 95% CI: 1.12-1.19, p<0.0001) 

and depressive symptoms (OR: 1.38, 95% CI: 1.33-1.43, p<0.0001).

CONCLUSIONS: Fatigue is a significant problem, especially for short-term CRC survivors. The association between chemo-

radiation and fatigue suggests that patients could benefit from better information on treatment side-effects. When treating 

fatigue, clinical care should also focus on survivors’ psychological needs, especially survivors of multiple primary cancers.

PMID 23466177
 Schuurman T, Rixen DJ, Swenne CA, Hinnen JW. 
Feasibility of Laser Doppler Vibrometry as potential diagnostic tool for patients with abdominal aortic aneu-
rysms. 
J Biomech 2013 5;46(6):1113-20. 

The application of laser measurements in medical applications makes it possible to measure even very small vibrations 

without contacting the skin surface. In the present work we investigate the use of a scanning vibrometer to measure the 

mechanical wave of the abdominal wall caused by the heart beat and blood pressure pulse. A Laser Doppler Vibrometer, 

triggered by cardiac signals, is used to scan points on a grid positioned on the abdomen of human subjects. The proposed 

procedure is intended for detecting anomalies in the abdominal cavity such as aortic aneurysms. Here, we outline the tech-

nical setup used in our preliminary in vivo experiments and present some preliminary results. This feasibility study shows 

that the proposed measurement procedure allows for measuring the skin motion, that the skin motion measured is related 

to the heart activity, and that there are indication that the presence of an abdominal aortic aneurysm significantly modifies 

the relation between blood pressure pulsations and skin motion on the abdomen.

PMID:23476878
Nelen SD, Vogelaar FJ, Gilissen F, Van der Linden JC, Bosscha K. 
Lymph node metastasis after a soft tissue sarcoma of the leg: a case report and a review of the literature. 
Case Rep Surg. 2013;2013:930361. doi: 10.1155/2013/930361.

Introduction. Soft tissue sarcomas (STSs) represent 1 percent of all adult malignancies and sarcomas only rarely spread to 

the regional lymph nodes. Case Presentation. We present a case of a woman with a dermatofibrosarcoma protuberans and 

a sarcoma not therwise specified of the lower extremity. The patient had no distant metastasis during follow-up, but did 

develop a regional lymph nodemetastasis (RLNM) in the groin. We reviewed the literature about RLNM in STSs. Discussion. 

Reviewing the literature we see that within specific histological types RLNM occurs as often as distant metastasis. Further-

more RLNM occurs in over 10% for specific histological types and in 24% of all patients with a soft tissue sarcoma of the 

lower extremity. Except for radical lymphadenectomy with a 5-year survival rate of 46% there is no appropriate treatment. 

Conclusion. The risk for a RLNM in certain histological types and anatomical locations might transcend the risk for a distant 

lung metastasis.
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PMID: 23477428
Peper CL, Van Loon EC, Van de Rijt A, Salverda A, van Kuijk AA. 
Bimanual training for children with cerebral palsy: exploring the effects of Lissajous-based computer ga-
ming. Dev Neurorehabil. 2013 Aug;16(4):255-65. 

OBJECTIVE: Hemiplegic cerebral palsy often results in impaired bimanual coordination, partly due to strong coupling 

between the arms. We aimed at inducing more flexibility in this coupling, to improve bimanual coordination.

METHODS: We designed computer games involving simple perceptual goals, based on Lissajous feedback. Such feedback 

implicitly facilitates the performance of complex rhythmic bimanual coordination patterns. A sample of six children received 

9 h of computer training over a 6 weeks period. The effects of this training on functional bimanual performance were explo-

red using the Assisting Hand Assessment (AHA).

RESULTS: Gaming performance and bimanual rhythmic antiphase coordination improved after training. The AHA results 

were mixed. Two children improved significantly, but at a group level no significant effects were found.

CONCLUSIONS: The results were evaluated in relation to the specificity of the AHA and the potential benefit of combining the 

proposed training with dedicated bimanual functional training programs.

PMID:23477910
Tjon-Kon-Fat RI, Lar DN, Steyerberg EW, Broekmans FJ, Hompes P, Mol BW, Steures P, Bossuyt PM, van der 
Veen F, van der Steeg JW, Eijkemans MJ. 
Inter-clinic variation in the chances of natural conception of subfertile couples. 
Hum Reprod. 2013 May;28(5):1391-7. doi: 10.1093/humrep/det063. Epub 2013 Mar 10.

STUDY QUESTION: Are there differences between clinics in the chances of natural conception of couples?

SUMMARY ANSWER: We found significant differences between clinics in the couples’ natural conception chances, which 

could not be explained by differences in characteristics of the patients or the clinics.

WHAT IS KNOWN ALREADY: In pooled data from multiple centers the synthesis prediction model for natural conception was 

found to be valid, yet the outcome of interest (i.e. natural conception) might differ between centers. Possible differences 

between clinics in natural conception rates, as well as the validity of the prediction model in each individual clinic are ad-

dressed in this paper.

STUDY DESIGN, SIZE AND DURATION: A secondary data-analysis of a prospective cohort study among 3020 subfertile cou-

ples recruited in 38 clinics in the Netherlands between January 2002 and December 2004. Clinics with less than 20 couples 

were excluded from the analyses, resulting in 21 clinics with 2916 couples.

PARTICIPANTS/MATERIALS, SETTING, METHODS: Inclusion of 2916 subfertile couples who underwent a basic fertility 

work-up. Couples were excluded who had a fertility disorder (one or two-sided tubal pathology, ovulation disorder, total 

motile sperm count <3 × 10(6)). Included couples were counseled for expectant management for at least six months or fol-

lowed until the first day of treatment. Follow-up began at the completion of the fertility work-up. Couples lost to follow-up 

were censored at the last day of contact. Kaplan-Meier survival curves and a log-rank statistic were estimated. Crude and 

adjusted hazard ratios were determined, adjusted for patient characteristics and the type of clinic (university hospitals with 

an assisted conception unit (ACU), non-university hospitals with an ACU and non-university hospitals without an ACU). 

Hazard ratios were also ascertained with empirical Bayes (EB) estimates. Validation of the prediction model per clinic was 

performed through calibration.

MAIN RESULTS AND THE ROLE OF CHANCE: We found significant differences between clinics in the chance of ongoing preg-

nancy (P < 0.001); even after adjustment for female age, duration of subfertility, percentage of progressive motile sperm, 

primary/secondary subfertility and post-coital test (P < 0.001). Adjusted hazard ratios and EB estimates ranged from 0.50 

to 2.21 and 0.58 to 1.53, respectively. Among the 21 clinics, there were 4 university hospitals, 10 non-university hospitals 

with an ACU and 7 non-university hospitals without an ACU. In the multivariable analysis, the type of clinic was not significant 

(P = 0.11). Calibration gave an average intercept of -0.25 (95% range: -1.04-0.53) and average slope of 0.81 (95% range: 

0.03-1.60). Six clinics had a negative intercept that differed significantly from zero and three clinics had a negative or positive 

slope that differed significantly from one.

LIMITATIONS, REASONS FOR CAUTION: A more extensive model including more predictors could give less variation in the dif-

ferences between the clinics. Variation in work-up protocol between clinics could also have played a role. In fertility prediction 

research the Cox proportional hazards regression is the most widely used statistical model, but as the underlying assumpti-

ons have rarely been evaluated, this model could lead to biased outcomes.

WIDER IMPLICATIONS OF THE FINDINGS: Our findings suggest that the synthesis model to predict natural conception is 

useful overall in clinical practice but in a minority of clinics the model is not well calibrated. Updating the synthesis model to 

include a center-specific baseline chance might improve the synthesis model for certain clinics.

PMID: 23496182
Drenth-van Maanen AC, Wilting I, Jansen PA, van Marum RJ, Egberts TC. 
Effect of a discharge medication intervention on the incidence and nature of medication discrepancies in older 
adults. 
J Am Geriatr Soc. 2013 Mar;61(3):456-8. No abstract available.
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Herwaarden NV, Maas AV, Jansen T, Dutmer E, Hartkamp A, Riel PV, Kievit W, Bemt BV, Broeder AD. 
Can response duration after the First rituximab treatment be used in timing of rituximab retreatment? 
Scan J Rheumatol 2013;42(3):251-2. doi: 10.3109/03009742.2013.765030. No abstract available
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van Wolfswinkel ME, Vliegenthart-Jongbloed K, de Mendonça Melo M, Wever PC, McCall MB, Koelewijn R, van 
Hellemond JJ, van Genderen PJ. 
Predictive value of lymphocytopenia and the neutrophil-lymphocyte count ratio for severe imported malaria. 
Malar J. 2013 Mar 18;12:101. 

BACKGROUND: Lymphocytopenia has frequently been described in patients with malaria, but studies on its association with 

disease severity have yielded conflicting results. The neutrophil/lymphocyte count ratio (NLCR) has been introduced as a 

parameter for systemic inflammation in critically ill patients and was found, together with lymphocytopenia, to be a better 

predictor of bacteraemia than routine parameters like C-reactive protein and total leukocyte count. In the present study, the 

predictive value of the NLCR and lymphocytopenia for severe disease was evaluated in patients with imported malaria.

METHODS: All patients diagnosed with malaria at the Harbour Hospital between January 1st 1999 and January 1st 2012 

with differential white cell counts determined within the first 24 hours after admission were included in this retrospective 

study. Severe malaria was defined according to the WHO criteria. The performance of the NLCR and lymphocytopenia as a 

marker of severe malarial disease was compared back-to-back with that of C-reactive protein as a reference biomarker.

RESULTS: A total of 440 patients (severe falciparum malaria n = 61, non-severe falciparum malaria n = 259, non-falciparum 

malaria n=120) were included in the study. Lymphocytopenia was present in 52% of all patients and the median NLCR of all 

patients was 3.2. Total lymphocyte counts and NLCR did not differ significantly between groups. A significant correlation of to-

tal leukocyte count and NLCR, but not lymphocyte count, with parasitaemia was found. ROC analysis revealed a good negative 

predictive value but a poor positive predictive value of both lymphocytopenia and NLCR and performance was inferior to that 

of C-reactive protein. After complete parasite clearance a significant rise in total leukocyte count and lymphocyte count and a 

significant decrease in NLCR was observed.
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CONCLUSION: The NLCR was found to correlate with parasitaemia, but both lymphocytopenia and the NLCR were inferior to 

C-reactive protein as markers for severe disease in patients with imported malaria. The NLCR and lymphocytopenia are not 

useful as predictive markers for severe disease in imported malaria in the acute care setting.

PMID:23519865
Platteel TN, Leverstein-van Hall MA, Cohen Stuart JW, Voets GM, van den Munckhof MP, Scharringa J, van de 
Sande N, Fluit AC, Bonten MJM; the ESBL National Surveillance Working Group (Wever PC). 
Differences in the antibiotic susceptibility of human Escherichia coli with poultry-associated and non-poul-
try-associated extended-spectrum beta-lactamases. 
Eur J Clin Microbiol Infect Dis. 2013 Aug;32(8):1091-5. 

The concurrent presence of bla CTX-M-1 and bla TEM-52 genes on similar plasmids of Escherichia coli isolated from poul-

try, chicken meat and humans supports the occurrence of food-borne transmission of extended-spectrum beta-lactamase 

(ESBL) genes. ESBL-producing E. coli (ESBL-E. coli) are most frequently detected in hospitalised patients and are known to 

spread in healthcare settings. We hypothesised that poultry-associated (PA) ESBL genes are predominant in the commu-

nity, where acquisition is fuelled by food contamination, whereas non-PA ESBL genes are predominant in hospitals, with 

acquisition fuelled by cross-transmission. Then, differences in antimicrobial selective pressure in hospitals and poultry would 

create differences in co-resistance between PA and non-PA ESBL-E. coli. We, therefore, determined the prevalence and 

co-resistance of PA and non-PA ESBL-E. coli in community-acquired and nosocomial urinary tract infections in humans and 

bla CTX-M-1 and bla TEM-52 isolates from poultry. A total of 134 human ESBL-E. coli urine isolates were included in this 

study. Isolates containing bla CTX-M-1 or bla TEM-52 were considered to be PA, with the remainder being non-PA. Also, 72 

poultry ESBL-E. coli were included. Minimum inhibitory concentration (MIC) values were determined by broth microdilution. 

The prevalence of PA ESBL genes in isolates obtained in general practice and hospitals was 28 % versus 30 % (n.s.). Human 

PA ESBL-E. coli were more frequently susceptible to ciprofloxacin (51 % vs. 25 %; p = 0.0056), gentamicin (86 % vs. 63 %; 

p = .0.0082), tobramycin (91 % vs. 34 %; p = 0.0001) and amikacin (98 % vs. 67 %; p = 0.0001) compared to human non-PA 

ESBL-E. coli. PA ESBL-E. coli are not more prevalent in community acquired than nosocomial urine samples, but are more 

often susceptible to ciprofloxacin and aminoglycosides than non-PA ESBL-E. coli. This does not support the existence of 

different reservoirs of ESBL genes.

PMID: 23530837
Huppelschoten AG, van Ginderen JC, van den Broek KC, Bouwma AE, Oosterbaan HP. 
The long term cosmetic outcome of different skin closure methods following caesarean section: a rando-
mised controlled trial. 
Acta Obstet Gynecol Scand. 2013 Mar 27. Doi: 10.1111/aogs12142. [Epub ahead of print]. 92(8):916-24 
(2013) 
OBJECTIVE: To study the effect of subcutaneous tissue closing and the effect of two different skin closure methods at 

cesarean section on long-term cosmetic results.

DESIGN: Randomized controlled trial.

SETTING: A large teaching hospital in the Netherlands.

POPULATION: Women undergoing a cesarean section.

METHODS: Women undergoing a cesarean section were assigned to subcutaneous tissue closure or not, and skin closure 

with staples or intracutaneous sutures. Operating time, postoperative pain and incidence of complications were recorded. 

Long-term cosmetic result was assessed 1 year postoperatively through the Patient and Observer Scar Assessment Scale 

(POSAS) and Numeric Rating Scale (NRS).

MAIN OUTCOME MEASURES: The POSAS for subjective and objective scar rating and the NRS to provide an overall opinion 

on appearance of the scar 1 year after surgery.

RESULTS: Of the 218 women randomized, data from 145 women could be analysed after 1 year of follow-up. No significant 

differences were detected in long-term cosmetic outcome between the different closure methods. Except for operating time, 

no differences in other secondary outcome measures were found.

CONCLUSIONS: At cesarean section, closing the subcutaneous tissue or not and using staples or intracutaneous sutures 

results in an equivalent long-term cosmetic appearance of the scar.

PMID:23533911
Hamers LA, Bosscha K, van Leuken MH, Moviat MA, de Jager CP. 
Bilothorax: a bitter complication of liver surgery. 
Case Rep Surg. 2013;2013:372827. doi: 10.1155/2013/372827. 

Bilothorax is a rare condition, mostly associated with surgery involving the biliary system or trauma. In this article a case of 

bilothorax secondary to liver surgery is reported, which recovered by pleural and abdominal drainage. Bilothorax should be 

considered as a cause of respiratory detoriation in patients with recent biliary or hepatic surgery.

PMID: 23550525
Wielders CC, Morroy G, Wever PC, Coutinho RA, Schneeberger PM, van der Hoek W. 
Strategies for the early detection of chronic Q-fever: a systematic review. 
Eur J Clin Invest. 2013 Mar 4. doi: 10.1111/eci.12073. 
Trefwoorden Q-koorts, follow-up.

BACKGROUND: Chronic Q-fever, a condition with high morbidity and mortality, may develop after an acute infection with 

Coxiella burnetii (acute Q-fever). Several strategies have been suggested for early detection of chronic Q-fever, focusing on 

follow-up of known acute Q-fever patients and detection of asymptomatic or unknown chronic infections. As there is no in-

ternational standard or consensus, the aims of this study were to summarise the available literature and assess the evidence 

for different follow-up and screening strategies.

DESIGN: We conducted a systematic review by searching PubMed and Embase. Twenty articles were included, of which 

fourteen only provided information on follow-up of known acute Q-fever cases, four presented data on identification of 

previously unknown C. burnetii infections, and two had information on both topics.

RESULTS: The conversion rate of acute to chronic Q-fever ranged from 0 to 5.0%. Most studies advised serological follow-up 

of acute Q-fever patients, but without consistent advice on optimum timing and duration. The recommendation to use echo-

cardiography for all acute Q-fever patients to detect valvular damage remains controversial. Screening of high-risk patients 

in an outbreak setting is advised by studies investigating such strategy.

CONCLUSIONS: There is sufficient evidence to support serological follow-up of all known acute Q-fever patients at least 

once during the first year following the acute infection, and more frequently in patients with known risk factors for chronic 

disease, such as heart valve- or vascular prosthesis. Screening of risk groups should be considered in outbreaks of Q-fever.

PMID: 23564267
Dassen AE, Dikken JL, van de Velde CJ, Wouters MW, Bosscha K, Lemmens VE. 
Changes in treatment patterns and their influence on long-term survival in patients with stage I-III gastric 
cancer in the Netherlands. 
Int J Cancer. 2013 Oct 15;133(8):1859-66. doi: 10.1002/ijc.28192
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Studies investigating perioperative chemotherapy and/or radiotherapy changed the treatment of curable gastric cancer 

in The Netherlands. These changes were evaluated including their influence on survival. Data on patients diagnosed with 

gastric cancer from 1989 to 2009 were obtained from The Netherlands Cancer Registry. Changes over time in surgery and 

administration of perioperative chemotherapy, 30-day mortality, 5-year survival and adjusted relative excess risk (RER) of 

dying were analyzed with multivariable regression for cardia and noncardia cancer. In stages I and II disease, most patients 

underwent surgery. Since 2005, more patients are treated with (neo)adjuvant chemotherapy. Postoperative mortality ran-

ged from 1% to 7% and 0.4% to 12.2% in cardia and noncardia cancer (<55 to 75+ years). Five-year survival for cardia cancer 

and noncardia cancer stages I-III and X (unknown stage) was 33% and 50% (2005-2008). The RER of dying was associated 

with period of diagnosis, age, gender, region, stage, (neo)adjuvant chemotherapy in case of cardia cancer and type of gastric 

resection in case of noncardia cancer. Administration of (neo)adjuvant chemotherapy has increased. No improvement in 

long-term survival could yet be seen, though it is still too early to expect an improvement in survival as a result of the use of 

chemotherapy.

PMID: 23572137
Thielen N, van der Holt B, Verhoef GE, Ammerlaan RA, Sonneveld P, Janssen JJ, Deenik W, Falkenburg JH, 
Kersten MJ, Sinnige HA, Schipperus M, Schattenberg A, van Marwijk Kooy R, Smit WM, Chu IW, Valk PJ, Os-
senkoppele GJ, Cornelissen JJ. 
High-dose imatinib versus high-dose imatinib in combination with intermediate-dose cytarabine in patients 
with first chronic phase myeloid leukemia: a randomized phase III trial of the Dutch-Belgian HOVON study 
group. 
Ann Hematol. 2013 Aug;92(8):1049-56. doi: 10.1007/s00277-013-1730-4. Epub 2013 Apr 10.

Despite the revolutionary change in the prognosis of chronic myeloid leukemia (CML) patients with the introduction of 

imatinib, patients with resistant disease still pose a considerable problem. In this multicenter, randomized phase III trial, 

we investigate whether the combination of high-dose imatinib and intermediate-dose cytarabine compared to high-dose 

imatinib alone, improves the rate of major molecular response (MMR) in newly diagnosed CML patients. This study was 

closed prematurely because of declining inclusion due to the introduction of second generation tyrosine kinase inhibitors and 

only one third of the initially required patients were accrued. One hundred nine patients aged 18-65 years were randomly 

assigned to either imatinib 800 mg (n = 55) or to imatinib 800 mg in combination with two successive cycles of cytarabine 

200 mg/m(2) for 7 days (n = 54). After a median follow-up of 41 months, 67 % of patients were still on protocol treatment. 

The MMR rate at 12 months was 56 % in the imatinib arm and 48 % in the combination arm (p = 0.39). Progression-free 

survival was 96 % after 1 year and 89 % after 4 years. Four-year overall survival was 97 %. Adverse events grades 3 and 4 

were more common in the combination arm. The addition of intermediate-dose of cytarabine to imatinib did not improve 

the MMR rate at 12 months. However, the underpowering of the study precludes any definitive conclusions. This trial is 

registered at www.trialregister.nl (NTR674).

PMID: 23577152 
Morroy G, Wielders CC, Kruisbergen MJ, van der Hoek W, Marcelis JH, Wegdam-Blans MC, Wijkmans CJ, 
Schneeberger PM. 
Large regional differences in serological follow-up of q Fever patients in the Netherlands. 
PLoS One. 2013;8(4):e60707. Epub 2013 Apr 5. 
Trefwoorden Q-koorts, follow-up.

BACKGROUND: During the Dutch Q fever epidemic more than 4,000 Q fever cases were notified. This provided logistical 

challenges for the organisation of serological follow-up, which is considered mandatory for early detection of chronic infec-

tion. The aim of this study was to investigate the proportion of acute Q fever patients that received serological follow-up, 

and to identify regional differences in follow-up rates and contributing factors, such as knowledge of medical practitioners.

METHODS: Serological datasets of Q fever patients diagnosed between 2007 and 2009 (N = 3,198) were obtained from 

three Laboratories of Medical Microbiology (LMM) in the province of Noord-Brabant. One LMM offered an active follow-up 

service by approaching patients; the other two only tested on physician’s request. The medical microbiologist in charge of 

each LMM was interviewed. In December 2011, 240 general practices and 112 medical specialists received questionnaires 

on their knowledge and practices regarding the serological follow-up of Q fever patients.

RESULTS: Ninety-five percent (2,226/2,346) of the Q fever patients diagnosed at the LMM with a follow-up service received 

at least one serological follow-up within 15 months of diagnosis. For those diagnosed at a LMM without this service, this 

was 25% (218/852) (OR 54, 95% CI 43-67). Although 80% (162/203) of all medical practitioners with Q fever patients 

reported informing patients of the importance of serological follow-up, 33% (67/203) never requested it.

CONCLUSIONS: Regional differences in follow-up are substantial and range from 25% to 95%. In areas with a low follow-up 

rate the proportion of missed chronic Q fever is potentially higher than in areas with a high follow-up rate. Medical practiti-

oners lack knowledge regarding the need, timing and implementation of serological follow-up, which contributes to patients 

receiving incorrect or no follow-up. Therefore, this information should be incorporated in national guidelines and patient 

information forms.

PMID: 23580630
Verschuren O, Zwinkels M, Ketelaar M, Reijnders-van Son F and Takken T. 
Reproducibility and Validity of the 10-Meter Shuttle Ride Test in Wheelchair-Bound Children and Adolescents 
With Cerebral Palsy. 
Physical Therapy. 2013 Jul;93(7):967-74 

BACKGROUND: For children with cerebral palsy (CP) who are able to walk or run, the 10-m shuttle run test is currently the 

test of choice to assess cardiorespiratory fitness. This test, however, has not yet been examined in wheelchair-using youth 

with CP.

OBJECTIVE: The purpose of this study was to investigate the test-retest reproducibility and validity of the 10-m shuttle ride 

test (SRiT) in youth with CP.

DESIGN: Repeated measurements of the SRiT were obtained.

METHODS: Twenty-three individuals with spastic CP (18 boys, 5 girls; mean age=13.3 years, SD=3.6 years) using a manual 

wheelchair for at least part of the day participated in this study. During the study, all participants performed one graded arm 

exercise test (GAET) and 2 identical SRiTs within 2 weeks. Peak oxygen uptake (Vo2peak), peak heart rate (HRpeak), and 

respiratory exchange ratio (RER) were recorded. Intraclass correlation coefficients (2,1), the smallest detectable difference, 

and the limits of agreement (LOA) were calculated. The association between the results of the SRiT and GAET was tested 

using Pearson correlation coefficients.

RESULTS: Intraclass correlation coefficients (.99, 95% confidence interval=.98-1.00) for all variables indicated highly ac-

ceptable reproducibility. The LOA analysis revealed satisfactory levels of agreement. The SRiT variables demonstrated strong, 

significant positive correlations for Vo2peak values obtained during the SRiT and the GAET (r=.84, P<.01).

LIMITATIONS: Although the GAET is considered the gold standard, the cardiorespiratory demand during the GAET was 

significantly lower compared with during the SRiT. Future studies should determine whether the GAET can still be accepted 

as the gold standard for upper-extremity exercise.

CONCLUSIONS: The SRiT is a reproducible and valid test for measuring cardiorespiratory fitness in youth with spastic CP 

who self-propel a manual wheelchair.
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Oomen M, Bakx R, Peeters B, Boersma D, Wijnen M, Heij H. 
Laparoscopic pyloromyotomy, the tail of the learning curve. 
Surg Endosc. 2013 Oct;27(10):3705-9. doi: 10.1007/s00464-013-2951-2. Epub 2013 Apr 13. 

BACKGROUND: The debate whether laparoscopic pyloromyotomy (LP) is superior to open pyloromyotomy (OP) remains 

actual. A recent review showed no benefit between the LP or OP, but in the studied randomized, controlled trials the learning 

curve was not addressed. Comparing LP including the learning curve with OP after the learning curve is questionable. In 

previous research, the learning curve of LP was analyzed. It was concluded that the plateau was reached after 35 proce-

dures with a steep decrease in complications when comparing before and after 35 procedures. This study was designed to 

retrospectively analyze the results obtained in HPS patients after the learning curve in LP has been reached. The results will 

be compared with results of OP in HPS patients in the same period.

METHODS: A retrospective analysis in 106 OP and 57 LP was performed from September 2008 to June 2012.

RESULTS: The overall complication rate in the OP group was significantly higher than in the LP group (18% vs. 3.5%, p = 

0.012). Also there was a higher major complication rate in the OP group (10.4% vs. 1.7%, p = 0.045). The median time to 

operate was with 28.5 min in OP and 30.0 min in LP (not significant), whereas the LOS was 2 days in both groups (not 

significant).

CONCLUSION: In this study, a further decline in overall and major complications after the learning curve is seen in the 

LP group, the tail of the learning curve. The debate whether LP is superior to OP is not finished as long as it is not clear 

whether the minimally invasive operation is beyond the initial or tail of the learning curve.

PMID: 23596138
Clayton P, Bonnemaire M, Dutailly P, Maisonobe P, Naudin L, Pham E, Zhang Z, Grupe A, Thiagalingam A, 
Denèfle P; EPIGROW Study Group (van Mil E.). 
Characterizing short stature by insulin-like growth factor axis status and genetic associations: results from 
the prospective, cross-sectional, epidemiogenetic EPIGROW study.
 J Clin Endocrinol Metab. 2013 Jun;98(6):E1122-30. 

CONTEXT: Serum IGF-I levels are often low in patients with short stature (SS) without defined etiology. Hence, genetic 

investigations have focused on the GH-IGF-I axis.

OBJECTIVE: Our objectives were to characterize IGF-I axis status and search for a broader range of genetic associations in 

children with SS and normal GH.

DESIGN AND SETTING: We conducted a prospective, cross-sectional, epidemiogenetic case-control study in 9 European 

countries (2008-2010).

PARTICIPANTS: Children (n = 275) aged ≥2 years with SS without defined etiology (≤-2.5 height SD score [SDS]) and ≥1 

peak GH ≥7 μg/L) were recruited.

METHODS: Serum IGF-I, IGF-binding protein-3 (IGFBP-3), and acid-labile subunit (ALS) levels were measured in a central 

laboratory. Candidate gene exome sequencing was performed in this cohort and ethnicity-matched controls.

RESULTS: Serum IGF-I, IGFBP-3, and ALS levels were highly correlated, but there was a discrepancy between prevalence 

of IGF-I, IGFBP-3, and ALS deficiencies (53%, 30%, and 0.8%, respectively). An insertion-deletion (Indel) on the IGF1 gene 

(P = 1.2 × 10(-5), Bonferroni-corrected; case vs control frequency: 0.04 vs 0.112), an Indel on NFKB1 (P = 1.36 × 10(-10); 

case vs control frequency: 0.464 vs 0.272), and 2 single-nucleotide polymorphisms on ZBTB38 (P < 2.3 × 10(-6)) were as-

sociated with SS. At P < 10(-4), single-nucleotide polymorphisms on genes related to protein kinase regulation, MAPK, and 

Fanconi pathways were also associated with SS.

CONCLUSIONS: IGF-I deficiency is a common feature in SS without defined etiology; an Indel in the IGF1 gene was associ-

ated with SS. However, genes involved in transcriptional regulation (NFKB1 and ZBTB38) and growth factor signaling were 

also associated, providing further candidates for genetic investigations on individual patients

PMID:23606816
Verkerk AO, van Borren MM, Wilders R. 
Calcium transient and sodium-calcium exchange current in human versus rabbit sinoatrial node pacemaker 
cells. 
ScientificWorldJournal. 2013 Feb 24;2013:507872. 

There is an ongoing debate on the mechanism underlying the pacemaker activity of sinoatrial node (SAN) cells, focusing 

on the relative importance of the “membrane clock” and the “Ca(2+) clock” in the generation of the small net membrane 

current that depolarizes the cell towards the action potential threshold. Specifically, the debate centers around the question 

whether the membrane clock-driven hyperpolarization-activated current, I f , which is also known as the “funny current” 

or “pacemaker current,” or the Ca(2+) clock-driven sodium-calcium exchange current, I NaCa, is the main contributor 

to diastolic depolarization. In our contribution to this journal’s “Special Issue on Cardiac Electrophysiology,” we present a 

numerical reconstruction of I f and I NaCa in isolated rabbit and human SAN pacemaker cells based on experimental data on 

action potentials, I f , and intracellular calcium concentration ([Ca(2+)] i ) that we have acquired from these cells. The human 

SAN pacemaker cells have a smaller I f , a weaker [Ca(2+)] i transient, and a smaller I NaCa than the rabbit cells. However, 

when compared to the diastolic net membrane current, I NaCa is of similar size in human and rabbit SAN pacemaker cells, 

whereas I f is smaller in human than in rabbit cells.

PMID: 23609402
Knol W, van Marum RJ, Jansen PA, Strengman E, Al Hadithy AF, Wilffert B, Schobben AF, Ophoff RA, Egberts 
TC. Genetic variation and the risk of haloperidol-related parkinsonism in elderly patients: a candidate gene 
approach. 
J Clin Psychopharmacol. 2013 Jun;33(3): 405-10. doi: 10.1097/JCP.0b013e3182902708. 

Factors that influence the variation in occurrence of antipsychotic-related parkinsonism in elderly have not been well 

elucidated. The aim of this study was to investigate whether previous identified and studied genetic polymorphisms at DRD2, 

ANKK1, DRD3, HTR2A, HTR2C, RGS2, COMT, and BDNF genes are associated with antipsychotic-related parkinsonism in 

elderly patients.This cross-sectional study included 150 inpatients aged 65 years and older who were treated with halo-

peridol. Parkinsonism assessed by the Simpson Angus Scale was present in 46% of the included patients. The investigated 

predictors were polymorphisms in DRD2 (141CIns/Del and C957T), ANNK1 (TaqIA), DRD3 (Ser9Gly), HTR2A (-1438G>A 

and His452Tyr), HTR2C (Cys23Ser and -759C/T), RGS2 (+2971C>G), COMT (G158A), and BDNF (Val66Met). Frequencies 

of the -759 T allele of the HTR2C gene and the 158A allele of the COMT gene were significantly higher in patients without 

antipsychotic-induced parkinsonism (AIP) (nominal P = 0.03 and P = 0.02, respectively). -759 T allele carriership in females 

was associated with a lower risk of AIP (adjusted odds ratio, 0.31; 95% confidence interval, 0.11-0.85). The decrease in 

risk of AIP in carriers of the COMT 158A allele did not reach statistical significance. No significant associations were found 

between AIP and the remaining selected polymorphisms.Although validation is needed, this study suggests that carrier-

ship of the -759 T allele of the HTR2C gene in females may be protective against development of parkinsonism in elderly 

patients during treatment with haloperidol.
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Cholesterol metabolism deficiency. 
Handb Clin Neurol. 2013;113:1845-50. doi: 10.1016/B978-0-444-59565-2.00054-X. Review. 

Genetic defects in enzymes responsible for cholesterol biosynthesis have emerged as important causes of congenital 

dysmorphology and retardation syndromes. Cholesterol is an important constituent of the cell membrane of most eukaryotic 

cells, in myelin formation in the brain, spinal cord, and peripheral nervous system, and acts as the precursor for steroid 

hormones and bile acids. Finally, cholesterol has important interactions with proteins, which control embryonic development. 

To date, eight distinct inherited disorders have been linked to different defects in cholesterol biosynthesis. Two result from 

an enzyme defect in the pre-squalene segment of the pathway: the classical form of mevalonic aciduria and the hyperim-

munoglobulinemia D syndrome, also known as Dutch-type periodic fever. Six defects in the post-squalene segment of the 

pathway include: Smith-Lemli-Opitz syndrome, two X-linked dominant inherited and male-lethal disorders, Conradi-Hüner-

mann-Happle syndrome and congenital hemidysplasia with ichthyosiform erythroderma and limb defects (CHILD), and at 

least three extremely rare autosomal recessive disorders, Greenberg skeletal dysplasia, lathosterolosis, and desmosterolosis. 

All these inborn errors known to date have been linked to deficiency of specific enzymes on the basis of elevated levels of 

specific sterol intermediates in tissues of affected patients followed by demonstrating disease-causing mutations in the 

encoding genes. These cholesterol deficiency multiple malformation-retardation syndromes have clinical overlap. Besides 

psychomotor retardation, developmental delay, structural brain malformations, multiple congenital anomalies, microcephaly, 

and cataract, impaired cholesterol biosynthesis is associated with autism and other behavioral disorders.

PMID: 23622917
Kooiman J, Le Haen PA, Gezgin G, de Vries JP, Boersma D, Brulez HF, Sijpkens YW, van der Molen AJ, Can-
negieter SC, Hamming JF, Huisman MV.
Contrast-induced acute kidney injury and clinical outcomes after intra-arterial and intravenous contrast 
administration: risk comparison adjusted for patient characteristics by design.
Am Heart J. 2013 May;165(5):793-99, 799.e1. doi: 10.1016/j.ahj.2013.02.013. Epub 2013 Mar 27.

BACKGROUND: Direct comparisons between risk of contrast induced acute kidney injury (CI-AKI) after intra-arterial versus 

intravenous contrast administration are scarce. We estimated and compared the risk of CI-AKI and its clinical course after 

both modes of contrast administration in patients who underwent both.

METHODS: One hundred seventy patients who received both intra-arterial and intravenous contrast injections within one 

year between 2001 and 2010 were included. Primary outcome was occurrence of CI-AKI. Secondary outcomes were dura-

tion of hospital stay, the need for dialysis, recovery of renal function, and mortality.

RESULTS: The risk of CI-AKI was 24/170 (14.0%, 95% CI 9.6-20.2) after intra-arterial contrast injection versus 20/170 

(11.7%, 95% CI 7.7-17.5) after intravenous contrast administration, which led to a relative risk of 1.2 (95% CI 0.7-2.1). 

None of the patients had a need for dialysis. Median duration of hospital stay in CI-AKI patients was 15.0 days (2.5-97.5, 

percentile 1-92) after intra-arterial and 15.5 days (2.5-97.5, percentile 0-38) after intravenous contrast procedures. Renal 

function recovered after CI-AKI in 13/24 after intra-arterial and in 10/20 patients after intravenous contrast administration. 

Mortality risks in CI-AKI patients were slightly higher than in non-CI-AKI patients, hazard ratios 1.6 (95% CI 0.7-3.7) for 

intra-arterial and 1.7 (95% CI 0.7-4.4) for intravenous contrast administration, adjusted for confounders.

CONCLUSION: The risk of CI-AKI, and its clinical course was similar after intra-arterial and intravenous contrast media 

administration, after adjustment by design for patient-related risk factors. Copyright © 2013 Mosby, Inc. All rights reserved.

PMID: 23625631
van Eijk JJ, van Alfen N. 
Surgical and postpartum hereditary brachial plexus attacks and prophylactic immunotherapy. 
Muscle Nerve. 2013 Oct;48(4):624. Epub 2013 Aug 30. No abstract available.

PMID:23630211
Aarts MJ, Peters FP, Mandigers CM, Dercksen MW, Stouthard JM, Nortier HJ, van Laarhoven HW, van 
Warmerdam LJ, van de Wouw AJ, Jacobs EM, Mattijssen V, van der Rijt CC, Smilde TJ, van der Velden AW, 
Temizkan M, Batman E, Muller EW, van Gastel SM, Borm GF, Tjan-Heijnen VC. 
Primary Granulocyte Colony-Stimulating Factor Prophylaxis During the First Two Cycles Only or Throughout 
All Chemotherapy Cycles in Patients With Breast Cancer at Risk for Febrile Neutropenia. 
J Clin Oncol. 2013 Dec 1;31(34):4290-6. doi: 10.1200/JCO.2012.44.6229. Epub 2013 Apr 29.

PURPOSE: Early breast cancer is commonly treated with anthracyclines and taxanes. However, combining these drugs 

increases the risk of myelotoxicity and may require granulocyte colony-stimulating factor (G-CSF) support. The highest 

incidence of febrile neutropenia (FN) and largest benefit of G-CSF during the first cycles of chemotherapy lead to questions 

about the effectiveness of continued use of G-CSF throughout later cycles of chemotherapy.

PATIENTS AND METHODS: In a multicenter study, patients with breast cancer who were considered fit enough to receive 

3-weekly polychemotherapy, but also had > 20% risk for FN, were randomly assigned to primary G-CSF prophylaxis during 

the first two chemotherapy cycles only (experimental arm) or to primary G-CSF prophylaxis throughout all chemotherapy 

cycles (standard arm). The noninferiority hypothesis was that the incidence of FN would be maximally 7.5% higher in the 

experimental compared with the standard arm.

RESULTS: After inclusion of 167 eligible patients, the independent data monitoring committee advised premature study 

closure. Of 84 patients randomly assigned to G-CSF throughout all chemotherapy cycles, eight (10%) experienced an episode 

of FN. In contrast, of 83 patients randomly assigned to G-CSF during the first two cycles only, 30 (36%) had an FN episode 

(95% CI, 0.13 to 0.54), with a peak incidence of 24% in the third cycle (ie, first cycle without G-CSF prophylaxis).

CONCLUSION: In patients with early breast cancer at high risk for FN, continued use of primary G-CSF prophylaxis during all 

chemotherapy cycles is of clinical relevance and thus cannot be abandoned.

PMID: 23646123
de Jager CP, Gemen EF, Leuvenink J, Hilbink M, Laheij RJ, van der Poll T, Wever PC. 
Dynamics of peripheral blood lymphocyte subpopulations in the acute and subacute phase of legionnaires’ 
disease. 
PLoS One. 2013 Apr 30;8(4):e62265. 

STUDY OBJECTIVE: Absolute lymphocytopenia is recognised as an important hallmark of the immune response to severe 

infection and observed in patients with Legionnaires’ disease. To explore the immune response, we studied the dynamics of 

peripheral blood lymphocyte subpopulations in the acute and subacute phase of LD.

METHODS AND RESULTS: EDTA-anticoagulated blood was obtained from eight patients on the day the diagnosis was 

made through detection of L. pneumophila serogroup 1 antigen in urine. A second blood sample was obtained in the 

subacute phase. Multiparametric flow cytometry was used to calculate lymphocyte counts and values for B-cells, T-cells, NK 

cells, CD4+ and CD8+ T-cells. Expression of activation markers was analysed. The values obtained in the subacute phase 

were compared with an age and gender matched control group. Absolute lymphocyte count (×10β/l, median and range) 

significantly increased from 0.8 (0.4-1.6) in the acute phase to 1.4 (0.8-3.4) in the subacute phase. B-cell count showed 

no significant change, while T-cell count (×10β/l, median and range) significantly increased in the subacute phase (495 
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(182-1024) versus 979 (507-2708), p = 0.012) as a result of significant increases in both CD4+ and CD8+ T-cell counts 

(374 (146-629) versus 763 (400-1507), p = 0.012 and 119 (29-328) versus 224 (107-862), p = 0.012). In the subacute 

phase of LD, significant increases were observed in absolute counts of activated CD4+ T-cells, naïve CD4+ T-cells and 

memory CD4+ T-cells. In the CD8+ T-cell compartment, activated CD8+ T-cells, naïve CD8+ T-cell and memory CD8+ 

T-cells were significantly increased (p<0.05).

CONCLUSION: The acute phase of LD is characterized by absolute lymphocytopenia, which recovers in the subacute phase 

with an increase in absolute T-cells and re-emergence of activated CD4+ and CD8+ T cells. These observations are in line 

with the suggested role for T-cell activation in the immune response to LD.

PMID:23647809
Kampschreur LM, Hoornenborg E, Renders NHM, Oosterheert JJ, Haverman JF, Elsman P, Wever PC. 
Delayed diagnosis of chronic Q fever and cardiac valve surgery. 
Emerg Infect Dis. 2013 May;19(5):768-70.

Untreated chronic Q fever causes a high number of complications and deaths. We present cases of chronic Q fever that 

were not diagnosed until after the patients underwent cardiac valve surgery. In epidemic areas, Q fever screening of valve 

surgery patients secures early initiation of treatment and can prevent illness and death.

PMID:23657911
Nierkens CM, van der Heijden BE. 
Simultaneous fracture dislocation of the hamate, lunate fracture and scapholunate ligament lesion. 
J Hand Surg Eur Vol. 2013 Nov;38(9):1005-6. doi: 10.1177/1753193413488304. Epub 2013 May 8. No 
abstract available.

PMID: 23660771
Geerts AF, Eppenga WL, Heerdink R, Derijks HJ, Wensing MJ, Egberts TC, De Smet PA. 
Ineffectiveness and adverse events of nitrofurantoin in women with urinary tract infection and renal 
impairment in primary care. 
Eur J Clin Pharmacol. 2013 Sep;69(9):1701-7. 

PURPOSE: To determine whether treatment with nitrofurantoin in women with urinary tract infection (UTI) and renal im-

pairment in primary care is associated with a higher risk of ineffectiveness and/or serious adverse events than in women 

without renal impairment.

METHODS: A cohort of 21,317 women treated with nitrofurantoin and a cohort of 7,926 women treated with trimetho-

prim, identified from the Pharmo Record Linkage System, were analysed. The primary outcome was ineffectiveness of 

treatment of nitrofurantoin defined as the start of a second antibacterial within 1 month after the start of nitrofurantoin. 

The secondary outcome was the occurrence of serious adverse events of nitrofurantoin leading to hospitalization within 

90 days. A cohort of trimethoprim users was used to determine if the associations found for nitrofurantoin were mainly 

related to nitrofurantoin itself. The association between renal impairment and the risk of these outcomes was determined 

with Cox regression and expressed as hazard ratios (HRs).

RESULTS: Overall, the incidence density for ineffectiveness was 5.4 per 1,000 person-days, and moderate renal 

impairment was not associated with ineffective treatment [HR 1.1, 95 % confidence interval (CI) 0.74-1.51]. The overall 

incidence density for adverse events was 0.02 per 1,000 person-days. In patients with renal impairment (<50 ml/

min/1.73 m²) the risk of pulmonary adverse events leading to hospitalization was significantly increased (HR 4.1, 95 

% CI 1.31-13.09) CONCLUSIONS: Nitrofurantoin treatment was not associated with a higher risk of ineffectiveness in 

women with UTI and moderate renal impairment (30-50 ml/min/1.73 m²). However, we did find a significant association 

between renal impairment (<50 ml/min/1.73 m²) and pulmonary adverse events leading to hospitalization.

PMID: 23665388 
Pastoors MM, van Leuken MH, de Jager CP. 
An unexplained cardiac arrest, always re-check the “A” after resuscitation. 
Resuscitation. 2013 Sep; 84(9):e123-4. Epub 2013 May 7. No abstract available.

PMID: 23683472
Schwiebbe L, Talma H, van Mil EG, Fetter WP, Hirasing RA, Renders CM. 
Diagnostic procedures and treatment of childhood obesity by pediatricians: ‘The Dutch Approach’. 
Health Policy. 2013 Jul;111(2):110-5. Epub 2013 May 14.

Child Public Health professionals in the Netherlands refer obese children to a pediatrician to check for underlying causes 

and comorbidity. What happens to these children in terms of diagnostics and treatment when they visit a pediatrician? 

To get an overview of the diagnostic procedures and treatment methods a questionnaire was developed and sent to all 

583 pediatricians in the Netherlands. Data was obtained of 290 pediatricians from 85% of the general hospitals and all 

(8) academic hospitals. To define childhood obesity Dutch pediatricians most often use the adult Body Mass Index, only 

34% use the sex and age specific IOTF-BMI-criteria. 11% of the (non-obese) overweight children visiting a pediatrician 

have already comorbidities. All pediatricians perform at least weight and height measurements. Waist circumference is 

measured by only 42%, ninety-five percent measure blood pressure. To treat obese children without comorbidity thirty 

different intervention programs were reported. A large variation in diagnostics and interventions of childhood obesity 

exist. Guidelines in pediatric obesity for diagnostics and treatment are urgently needed.

PMID: 23683751
Arits AH, Mosterd K, Essers BA, Spoorenberg E, Sommer A, De Rooij MJ, van Pelt HP, Quaedvlieg PJ, Kre-
kels GA, van Neer PA, Rijzewijk JJ, van Geest AJ, Steijlen PM, Nelemans PJ, Kelleners-Smeets NW. 
Photodynamic therapy versus topical imiquimod versus topical fluorouracil for treatment of superficial 
basal-cell carcinoma: a single blind, non-inferiority, randomised controlled trial. 
Lancet Oncol. 2013 Jun;14(7):647-54. 

BACKGROUND: Superficial basal-cell carcinoma is most commonly treated with topical non-surgical treatments, such 

as photodynamic therapy or topical creams. Photodynamic therapy is considered the preferable treatment, although this 

has not been previously tested in a randomised control trial. We assessed the effectiveness of photodynamic therapy 

compared with imiquimod or fluorouracil in patients with superficial basal-cell carcinoma.

METHODS: In this single blind, non-inferiority, randomised controlled multicentre trial, we enrolled patients with a 

histologically proven superficial basal-cell carcinoma at seven hospitals in the Netherlands. Patients were randomly as-

signed to receive treatment with methylaminolevulinate photodynamic therapy (MAL-PDT; two sessions with an interval 

of 1 week), imiquimod cream (once daily, five times a week for 6 weeks), or fluorouracil cream (twice daily for 4 weeks). 

Follow-up was at 3 and 12 months post-treatment. Data were collected by one observer who was blinded to the as-

signed treatment. The primary outcome was the proportion of patients free of tumour at both 3 and 12 month follow up. 

A pre-specified non-inferiority margin of 10% was used and modified intention-to-treat analyses were done. This trial is 

registered as an International Standard Randomised controlled trial (ISRCTN 79701845).

FINDINGS: 601 patients were randomised: 202 to receive MAL-PDT, 198 to receive imiquimod, and 201 to receive 
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fluorouracil. A year after treatment, 52 of 196 patients treated with MAL-PDT, 31 of 189 treated with imiquimod, and 

39 of 198 treated with fluorouracil had tumour residue or recurrence. The proportion of patients tumour-free at both 

3 and 12 month follow-up was 72.8% (95% CI 66.8-79.4) for MAL-PDT, 83.4% (78.2-88.9) for imiquimod cream, and 

80.1% (74.7-85.9) for fluorouracil cream. The difference between imiquimod and MAL-PDT was 10.6% (95% CI 1.5-19.5; 

p=0.021) and 7.3% (-1.9 to 16.5; p=0.120) between fluorouracil and MAL-PDT, and between fluorouracil and imiquimod 

was -3.3% (-11.6 to 5.0; p=0.435. For patients treated with MAL-PDT, moderate to severe pain and burning sensation 

were reported most often during the actual MAL-PDT session. For other local adverse reactions, local skin redness was 

most often reported as moderate or severe in all treatment groups. Patients treated with creams more often reported 

moderate to severe local swelling, erosion, crust formation, and itching of the skin than patients treated with MAL-PDT. 

In the MAL-PDT group no serious adverse events were reported. One patient treated with imiquimod and two patients 

treated with fluorouracil developed a local wound infection and needed additional treatment in the outpatient setting.

INTERPRETATION: Topical fluorouracil was non-inferior and imiquimod was superior to MAL-PDT for treatment of super-

ficial basal-cell carcinoma. On the basis of these findings, imiquimod can be considered the preferred treatment, but all 

aspects affecting treatment choice should be weighted to select the best treatment for patients.

PMID: 23695498
Wattjes MP, Verhoeff L, Zentjens W, Killestein J, van Munster ET, Barkhof F, van Eijk JJ. 
Punctate lesion pattern suggestive of perivascular inflammation in acute natalizumab-associated progres-
sive multifocal leukoencephalopathy: productive JC virus infection or preclinical PML-IRIS manifestation? 
J Neurol Neurosurg Psychiatry. 2013 Oct;84(10):1176-7. No abstract available.

PMID 23725956
van der Meeren BT, Chhaganlal KD, Pfeiffer A, Gomez E, Ferro JJ, Hilbink M, Macome C, van der Vonder-
voort FJ, Steidel K, Wever PC. 
Extremely high prevalence of multi-resistance among uropathogens from hospitalised children in Beira, 
Mozambique. 
S Afr Med J 2013;103:382-386. doi: 10.7196/samj.5941. 

OBJECTIVES: A prospective surveillance study was conducted to investigate the epidemiology and patterns of antibiotic 

resistance among uropathogens from hospitalised children in Beira, Mozambique. Additionally, information regarding 

determinants of a urinary tract infection (UTI) was obtained.

METHODS: Bacterial species identification, antimicrobial susceptibility testing and extended-spectrum beta-lactamase 

testing were performed for relevant bacterial isolates.

RESULTS:  Analysis of 170 urine samples from 148 children yielded 34 bacterial isolates, predominantly Escherichia 

coli and Klebsiella spp., causative of a urinary tract infection in 29 children; 30/34 isolates (88.2%) from 26/29 children 

(89.7%) were considered highly resistant micro-organisms (HRMOs). No significant determinants of urinary tract infection 

with HRMOs were detected when analysing gender, antibiotic use during hospital admission and HIV status.

CONCLUSION: This study shows, for the first time in Mozambique, an extremely high prevalence of HRMOs among uropa-

thogens from hospitalised children with a urinary tract infection.

PMID: 23726126 
Nijhof WH, van der Vos CS, Anninga B, Jager GJ, Rutten MJ. 
Reduction of contrast medium volume in abdominal aorta CTA: multiphasic injection technique versus a 
test bolus volume. 
Eur J Radiol. 2013 Sep;82(9):1373-8. 

OBJECTIVE: The purpose of this study is to reduce the administered contrast medium volume in abdominal CTA by using 

a test bolus injection, with the preservation of adequate quantitative and qualitative vessel enhancement.

STUDY DESIGN: For this technical efficacy study 30 patients, who were referred for a CTA examination of the abdominal 

aorta, were included. Randomly 15 patients were assigned to undergo a multiphasic injection protocol and received 89 

mL of contrast medium (Optiray 350) (protocol I). Fifteen patients were assigned to the test bolus injection protocol (pro-

tocol II), which implies injection of a 10 mL test bolus of Optiray 350 prior to performing CTA with a 40 mL of contrast 

medium. Quantitative assessment of vascular enhancement was performed by measuring the amount of Hounsfield 

Units in the aorta at 30 positions from the celiac trunk to the iliac arteries in both groups. Qualitative assessment was 

performed by three radiologists who scored the images at a 5-point scale.

RESULTS: Quantitative assessment showed that there was no significant difference in vascular enhancement for patients 

between the two protocols, with mean attenuation values of 280.9 ± 50.84 HU and 258.60 ± 39.28 HU, respectively. The 

image quality of protocol I was rated 4.31 (range: 3.67/5.00) and of protocol II 4.11 (range: 2.67/5.00). These differences 

were not statistically significant.

CONCLUSION: This study showed that by using a test bolus injection and the administration of 50 mL of contrast medium 

overall, CTA of the abdominal aorta can reliably be performed, with regard to quantitative and qualitative adequate vessel 

enhancement.

PMID: 23739604
van Lindert AS, van Lieshout A, van Leuken MH.
A man with a ‘galaxy sign’ 
Ned Tijdschr Geneeskd. 2013;157(23) 

This brief report describes the radiographic images of a 29-year-old man with asymptomatic sarcoidosis. On a CT-scan 

a coalescent granuloma with a central core and peripheral nodules mimics a globular cluster galaxy; therefore it is called 

‘galaxy sign’. This is a classic finding in a granulomatous disease like sarcoidosis.

PMID:23746342
Maas ML, Wever PC, Plat AW, Hoogeveen EK. 
An uncommon cause of Staphylococcus aureus sepsis. 
Scand J Infect Dis. 2013 Sep;45(9):722-4.

We describe a case of Staphylococcus aureus sepsis after acupuncture for chronic fatigue syndrome (CFS). Sepsis is a 

rare, but potentially fatal complication of acupuncture. The most common cause of bacterial infection after acupuncture 

is S. aureus. The effectiveness of acupuncture for the treatment of CFS is not proven, therefore the potential benefits 

should be weighed against the risks.

PMID: 23753020
Driessen GJ, Dalm VA, van Hagen PM, Grashoff HA, Hartwig NG, van Rossum A, Warris A, de Vries E, 
Barendregt BH, Pico I, Posthumus S, van Zelm MC, van Dongen JJ, van der Burg M. 
Common variable immunodeficiency and idiopathic primary hypogammaglobulinemia: two different condi-
tions within the same disease spectrum. 
haemotologica. 2013 Oct;98(10):1617-23. doi: 10.3324/haematol.2013.085076. Epub 2013 Jun 10.

Patients with hypogammaglobulinemia who do not fulfill all the classical diagnostic criteria for common variable immuno-

deficiency (reduction of two immunoglobulin isotypes and a reduced response to vaccination) constitute a diagnostic and 
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therapeutic dilemma, because information concerning the clinical and immunological characteristics of these patients with 

idiopathic primary hypogammaglobulinemia is not available. In 44 common variable immunodeficiency and 21 idiopathic 

primary hypogammaglobulinemia patients we determined the clinical phenotypes and performed flow cytometric immunop-

henotyping to assess the pathophysiological B-cell patterns and memory B-cell subset counts. Age-matched B-cell subset 

reference values of 130 healthy donors were generated. Severe pneumonia and bronchiectasis occurred at similar frequen-

cies in idiopathic primary hypogammaglobulinemia and common variable immunodeficiency. Although IgG levels were only 

moderately reduced compared to common variable immunodeficiency, 12 of 21 idiopathic primary hypogammaglobulinemia 

patients required immunoglobulin replacement. Non-infectious disease-related clinical phenotypes (autoimmune cytopenia, 

polyclonal lymphocytic proliferation and persistent unexplained enteropathy) were exclusively observed in common variable 

immunodeficiency and were associated with early peripheral B-cell maturation defects or B-cell survival defects. T-cell 

dependent memory B-cell formation was more severely affected in common variable immunodeficiency. Furthermore, 14 

of 21 idiopathic primary hypogammaglobulinemia patients showed normal peripheral B-cell subset counts, suggestive for a 

plasma cell defect. In conclusion, idiopathic primary hypogammaglobulinemia patients who do not fulfill all diagnostic criteria 

of common variable immunodeficiency have moderately decreased immunoglobulin levels and often a normal peripheral 

B-cell subset distribution, but still suffer from serious infectious complications.

PMID: 23758334
Zanders MM, van Steenbergen LN, Haak HR, Rutten HJ, Pruijt JF, Poortmans PM, Lemmens VE, van de 
Poll-Franse LV. 
Diminishing differences in treatment between patients with colorectal cancer with and without diabetes: a 
population-based study. 
Diabet Med. 2013 Oct;30(10):1181-8. 

AIMS: An increasing number of oncologists will be confronted with individuals having diabetes and cancer. We assessed 

changes in patient-, tumour- and treatment-related variables in patients with colorectal cancer with and without diabetes.

METHODS: All 17 170 cases of primary colorectal cancer between 1995 and 2010 in the South-Eastern Netherlands were 

included. The Cochrane-Armitage test and logistic regression analysis were used to analyse trends.

RESULTS: In total, 11 893 patients were diagnosed with colon cancer and 5277 with rectal cancer, of whom 1711 (14%) and 

609 (12%), respectively, had diabetes at the time of cancer diagnosis. Patients with colorectal cancer with diabetes compared 

with those without were approximately 5 years older and more often diagnosed with proximal colon tumours (60 vs. 54%; 

P < 0.0001). Chemotherapy administration significantly increased in patients with stage III colon cancer with and without 

diabetes (from 17% in 1995-1998 to 50% in 2007-2010, 38% to 63%, respectively; P < 0.0001). However, in the most re-

cent period, and after adjusting for the co-variables age, gender, year of diagnosis and specific co-morbidities, patients with 

stage III colon cancer with diabetes received adjuvant chemotherapy less frequently than those without [odds ratio 0.7 (95% 

CI 0.5-0.9); P = 0.002]. The proportion of patients with stage II/III rectal cancer with and without diabetes who underwent 

radiotherapy has been similar in recent years (91 vs. 87%).

CONCLUSIONS: Although the administration of chemotherapy and radiotherapy increased between 1995 and 2010 in 

patients with colorectal cancer with and without diabetes, patients with colorectal cancer with diabetes continue to receive 

chemotherapy less frequently than those without diabetes.

PMID: 23774275
Hoogeveen EK, Geleijnse JM, Kromhout D, Giltay EJ. 
No effect of n-3 fatty acids on high-sensitivity C-reactive protein after myocardial infarction: the Alpha 
Omega Trial. 
Eur J Prev Cardiol. 2014 Nov;21(11):1429-36. doi: 10.1177/2047487313494295. Epub 2013 Jun 17. 

BACKGROUND: Persistent inflammation plays a role in the pathogenesis of atherosclerosis. n-3 Fatty acids may have anti-

inflammatory effects. This study examined the effect of plant-derived alpha-linolenic acid (ALA) and marine n-3 fatty acids 

eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA) on high-sensitivity C-reactive protein (hsCRP), a systemic 

marker of (low-grade) inflammation.

DESIGN/METHODS: A supplementary study in the Alpha Omega Trial: a multicenter, double-blind, randomized, placebo-

controlled trial of low-dose n-3 fatty acids. Patients were enrolled from 2002 to 2006 and followed for 40 months. A total of 

2425 patients, aged 60-80 years (79% men), with a history of myocardial infarction, were randomly assigned to margarines 

supplemented with a targeted additional intake of 400 mg/day EPA and DHA, 2 g/day ALA, EPA-DHA plus ALA, or placebo for 

40 months.

RESULTS: Patients consumed on average 19.8 g margarine/day, providing an additional amount of 238 mg/day EPA with 

158 mg/day DHA, 1.98 g/day ALA, or both, in the active treatment groups. In the placebo group, the geometric mean hsCRP 

(95% confidence interval (CI)) was 1.84 mg/l (95% CI: +1.70 to +2.00) at baseline and 1.98 mg/l (95% CI: 1.82 to 2.15) after 

40 months (p < 0.0001). hsCRP levels were not affected by ALA (-5% versus placebo; 95% CI: -14% to +6%, p = 0.37), EPA-

DHA (-8% versus placebo; 95% CI: -17% to +2%, p = 0.13), or EPA-DHA plus ALA (-3% versus placebo; 95% CI: -12% to +8%, 

p = 0.62).

CONCLUSIONS: Long-term supplementation with modest amounts of EPA-DHA, whether or not in combination with ALA, 

did not affect hsCRP levels in patients with a history of myocardial infarction.

PMID:23777968
Bessembinders K, Brinkers JM, van der Linden PD, van Keulen K, de Sonnaville JJ. 
Acute agranulocytosis from thiamazole: points for improvement in daily practice. 
Ned Tijdschr Geneeskd. 2013;157(25):A6351. Dutch. 

Agranulocytosis is a rare but dreaded side-effect of thiamazole. A 61-year-old woman presented at the emergency de-

partment with fever and dyspnoea. Because she had recently started therapy with thiamazole for hyperthyroidism, a case 

of agranulocytosis was feared. Laboratory findings did indeed reveal an absolute neutrophil count of zero. Broad-spectrum 

antibiotics were given immediately, granulocyte-colony stimulating factor was started and she was admitted to the ICU 

for supportive care. Unfortunately, she died a day after admission. In this case report, we wanted to place the focus on the 

importance of this severe side-effect. We emphasize the value of warning the patient, preferably in writing, about the risk 

of agranulocytosis. We also draw attention to the fact that every doctor must know about agranulocytosis. In this case, the 

patient consulted her family doctor because she had a sore throat and fever, but was admitted to the hospital only three days 

after the onset of the symptoms. We believe the risk of agranulocytosis should be understood by every doctor and that the 

publication of many cases such as this could help heighten general awareness of possibly fatal side-effects like agranulocy-

tosis.

PMID:23787801
Mellema WW, Dingemans AM, Thunnissen E, Snijders PJ, Derks J, Heideman DA, Van Suylen R, Smit EF. 
KRAS Mutations in Advanced Nonsquamous Non-Small-Cell Lung Cancer Patients Treated with First-Line 
Platinum-Based Chemotherapy Have No Predictive Value. 
J Thorac Oncol. 2013 Sep;8(9):1190-5. 

BACKGROUND: Kirsten rat sarcoma viral oncogene homolog (KRAS) mutation is thought to be related with dismal outcome 

for non-small-cell lung cancer (NSCLC) patients. The role of KRAS mutation as a predictor of response to chemotherapy for 

patients with metastatic NSCLC is poorly understood.
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METHODS: From a retrospective database of two university hospitals, all patients with advanced, nonsquamous NSCLC 

treated with first-line platinum-containing chemotherapy were selected. Mutation analysis for KRAS was performed and the 

relation with response to chemotherapy was assessed. Secondary endpoints were its relation with response to progression-

free survival (PFS) and overall survival (OS).

RESULTS: A total of 161 patients, 94 men and 67 women, were included in this study. Median age was 60 years. The majo-

rity of patients (79%) had stage IV disease, of which 60 patients (37%) had a KRAS mutation. Patients with a KRAS mutation 

had a similar response to treatment as patients with KRAS wild-type (wt) (p = 0.77). Median PFS in KRAS-mutated patients 

was 4.0 months versus 4.5 months in KRAS wt patients (hazard ratio = 1.3; [95% confidence interval, 0.9-1.8]; p = 0.16). 

Median OS in patients with KRAS mutation was 7.0 months versus 9.3 months in patients with KRAS wt (hazard ratio = 1.2; 

[95% confidence interval, 0.9-1.7]; p = 0.25). Type of KRAS mutation had no influence on response or outcome.

CONCLUSION: On the basis of our multicenter data presented here, we conclude that KRAS mutation is not predictive for 

worse response to chemotherapy, PFS, and OS in advanced NSCLC patients treated with platinum-based chemotherapy in 

first-line setting.

PMID: 23790468
Schmid-Bindert G, Gebbia V, Mayer F, Arriola E, Márquez-Medina D, Syrigos K, Biesma B, Leschinger MI, , 
Frimodt-Moller B, Ripoche V, Myrand SP, Nguyen TS, Hozak RR, Zimmermann A, Visseren-Grul C, Schuette 
W. Phase II study of Pemetrexed and Cisplatin plus Cetuximab followed by Pemetrexed and Cetuximab main-
tenance therapy in patients with advanced non-squamous non-small cell lung cancer. 
Lung Cancer; 81(3):428-34, 2013. Epub 2013 Jun 20. 

OBJECTIVES: The aim was to determine if combined pemetrexed, cisplatin, and cetuximab was efficacious and safe as first-

line treatment in advanced nonsquamous non-small cell lung cancer (NSCLC).

PATIENTS AND METHODS: In this single-arm, multicenter clinical trial, patients with Stage IIIB/IV nonsquamous NSCLC 

received first-line therapy consisting of pemetrexed (500 mg/m(2)) and cisplatin (75 mg/m(2)) on Day 1 (21-day cycles) plus 

weekly cetuximab (400 mg/m(2) loading dose, then 250 mg/m(2)) for 4-6 cycles. Non-progressing patients received main-

tenance therapy consisting of pemetrexed and cetuximab as above until disease progression. All patients received vitamin 

supplementation, dexamethasone, and antihistamine prophylaxis. The primary endpoint was objective response rate (ORR). 

Secondary endpoints were progression-free survival (PFS), 1-year survival rate, translational research (TR) and safety.

RESULTS: Of the 113 patients receiving study drug, 109 were protocol-qualified. All patients completed ≥1 cycle of induc-

tion, and 51 (45%) and 49 (43%) patients completed ≥1 cycle of maintenance with pemetrexed and cetuximab, respectively. 

The ORR (n = 109) was 38.5% (80% confidence interval [CI], 32.3-45.1%), all partial responses. Median PFS was 5.8 (80% 

CI, 4.4-6.7) months. One-year survival rate was 45% (80% CI, 39-51%). In exploratory analyses, there was some prelimi-

nary evidence of potential prognostic relationships with efficacy outcomes for epidermal growth factor receptor and thyroid 

transcription factor-1 protein expression, but not for KRAS mutation or for thymidylate synthase or folate receptor-alpha 

protein expression. Seventy-three (64.6%) patients had study drug-related Grade 3/4 adverse events (AEs). Drug-related 

serious AEs were reported in 31 (27.4%) patients. There were 3 (2.7%) potentially drug-related deaths on-study or within 30 

days of follow up.

CONCLUSION: Pemetrexed, cisplatin, and cetuximab appeared efficacious and tolerable in advanced nonsquamous NSCLC 

patients. The TR outcomes are hypothesis-generating given the study’s size and nonrandomized nature

PMID: 23799319
Jacobs LH, Steuten LM, van ‘t Sant P, Kusters R. 
Cost-minimisation in vitamin B12 deficiencies: expensive diagnostics can reduce spending. 
Neth J Med. 2013 Jun;71(5):274-5. No abstract available.

PMID: 23802656.
Drenth-van Maanen AC, Jansen PA, Proost JH, Egberts TC, van Zuilen AD, van der Stap D, van Marum RJ. 
Renal function assessment in older adults. 
Br J Clin Pharmacol. 2013 Oct;76(4):616-23. 

AIMS: The Cockcroft-Gault (CG), the Modification of Diet in Renal Disease (MDRD) and the CKD-EPI (Chronic Kidney Disease 

Epidemiology Collaboration) formulae are often used to estimate glomerular filtration rate (GFR). The objective was to deter-

mine the best method for estimating GFR in older adults.

METHODS: A cross-sectional study was conducted at the geriatric wards of two hospitals in The Netherlands. Patients aged 

70 years or above with an estimated (e)GFR below 60 ml min-¹  1.73 m-² were included. The CG, CG calculated with ideal 

bodyweight (IBW), MDRD and CKD-EPI formulae were compared with a criterion standard, sinistrin clearance. Renal func-

tion was classified into five stages according to the National Kidney Foundation Disease Outcomes Quality Initiative chronic 

kidney disease classification, as follows (in ml minβ¹  1.73 m)-²: stage 1, eGFR ≥ 90; stage 2, eGFR of 60-89; stage 3, eGFR 

of 30-59; stage 4, eGFR of 15-29; and stage 5, eGFR < 15.

RESULTS: Sixteen patients, 50% male, with a mean age of 82 years (range 71-87 years) and mean body mass index 

26 kg m-² (range 18-36 kg m-²), were included. On average, all formulae slightly overestimated GFR, as follows (in ml min-

¹  1.73 m-²: CG +0.05 [95% confidence interval (CI) -28 to +28]; CG with IBW +0.03 (95% CI -20 to +20); MDRD +9 (95% CI 

-16 to +34); and CKD-EPI +5 (95% CI -20 to +29). They classified kidney disease correctly in 68.8% (CG), 75% (CG with IBW), 

43.8% (MDRD) and 68.8% (CKD-EPI) of the participants, respectively.

CONCLUSIONS: The CG, CG with IBW, MDRD and CKD-EPI formulae estimate the mean GFR of a population rather well. In 

individual cases, all formulae may misclassify kidney disease by one stage

PMID:23829603
Dassen AE, Dikken JL, Bosscha K, Wouters MW, Cats A, van de Velde CJ, Coebergh JW, Lemmens VE. 
Gastric cancer: decreasing incidence but stable survival in the Netherlands. 
Acta Oncol. 2014 Jan;53(1):138-42. doi: 10.3109/0284186X.2013.789139.

BACKGROUND: Gastric cardia and non-cardia cancer exhibit differences in biological and epidemiological features across the 

world. The aims of this study were to analyze trends in incidence, stage distribution, and survival over a 20-year period in 

the Netherlands, separately for both types of gastric cancer.

METHODS: Data on all patients with a diagnosis of gastric cancer in the period 1989-2008 were obtained from the nation-

wide Netherlands Cancer Registry. Time trends in incidence [analyzed as European Standard Rate per 100 000 (ESR)] and 

relative survival were separately analyzed for cardia and non-cardia gastric cancer.

RESULTS: A total of 47 295 patients were included. Incidence rates per 100 000 for cardia cancer declined from 5.7 to 4.3 

for males and remained stable for females (1.2). For non-cardia cancer, the incidence in males declined from 25 to 14 and 

in females from 10 to 7. Proportional incidence in stage IV cardia and non-cardia cancer increased in 2004-2008 (cardia 

32-42%, non-cardia 33-45%). Five-year survival rates for stage I-III and X (unknown) remained stable (cardia cancer: 20%, 

non-cardia gastric cancer: 31%). Five-year survival for stage IV disease was 1.9% and 1.0% for cardia and non-cardia gastric 

cancer.

CONCLUSION: The incidence of gastric cancer in the Netherlands markedly decreased over the past decades, in particular 

of non-cardia cancer. Survival remained dismal. Improvement of survival remains a challenge for the multidisciplinary team 

involved in gastric cancer treatment.
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Thomassen I, van Gestel YR, van Ramshorst B, Luyer MD, Bosscha K, Nienhuijs SW, Lemmens VE, de Hingh 
IH. Peritoneal carcinomatosis of gastric origin: a population-based study on incidence, survival and risk 
factors. 
Int J Cancer. 2014 Feb 1;134(3):622-8. doi: 10.1002/ijc.28373. 

Peritoneal carcinomatosis (PC) is an important cause of morbidity and mortality among patients with gastric cancer. The aim 

of the current study was to provide reliable population-based data on the incidence, risk factors and prognosis of PC of gas-

tric origin. All patients diagnosed with gastric cancer in the area of the Eindhoven Cancer Registry between 1995 and 2011 

were included. Incidence and survival were computed and risk factors for peritoneal carcinomatosis were determined using 

multivariate logistic regression analysis. In total, 5,220 patients were diagnosed with gastric cancer, of whom 2,029 (39%) 

presented with metastatic disease. PC was present in 706 patients (14%) of whom 491 patients (9%) had PC as the only me-

tastatic site. Younger age (<60 years), female gender, advanced T- and N-stage, primary tumor of signet ring cells or linitis 

plastica and primary tumors covering multiple anatomical locations of the stomach were all associated with a higher odds 

ratios of developing PC. Median survival of patients without metastases was 14 months, but only 4 months for patients with 

PC. PC is a frequent condition in patients presenting with gastric cancer, especially in younger patients with advanced tumor 

stages. Given the detrimental influence of PC on survival, efforts should be undertaken to further explore the promising 

results that were obtained in preventing or treating this condition with multimodality strategies.

PMID: 23848402
Goveia G, van Stiphout F, Cheung Z, Kamta B, Keijsers CJ, Valk G, ter Braak E. 
Educational interventions to improve the meaningful use of Electronic Health Records: A review of the 
literature. 
BEME Guide No. 29. Med Teach. 2013 Nov;35(11):e1551-60. doi: 10.3109/0142159X.2013.806984. 

BACKGROUND: Electronic health records (EHRs) are increasingly available and this was expected to reduce healthcare 

costs and medical errors. This promise has not been realized because healthcare professionals are unable to use EHRs 

in a manner that contributes to significant improvements in care, i.e. meaningful. Policymakers now acknowledge that 

training healthcare professionals in meaningful use is essential for successful EHR implementation. To help educators and 

policymakers design evidence based educational interventions (i.e. interventions that involve educational activities but no 

practical lessons) and training (i.e. interventions that involve practical components), we summarized all evidence regarding 

the efficacy of different educational interventions to improve meaningful use of EHRs.

METHODS: We used a predefined search filter to search eight databases for studies that considered an educational interven-

tion to promote meaningful use of EHRs by healthcare professionals.

RESULTS: Seven of the 4507 reviewed articles met the in- and exclusion criteria.

CONCLUSIONS: These studies suggest that a combination of classroom training, computer-based training and feedback is 

most effective to improve meaningful use. In addition, the training should be tailored to the needs of the trainees and they 

should be able to practice in their own time. However, the evidence is very limited and we recommend that governments, 

hospitals and other policymakers invest more in the development of evidence based educational interventions to improve 

meaningful use of EHRs.

PMID: 23849828
Gerritse FL, Meulenbeld HJ, Roodhart JM, van der Velden AM, Blaisse RJ, Smilde TJ, Erjavec Z, de Wit R, Los 
M; NePro Study Investigators. 

Analysis of docetaxel therapy in elderly (β70years) castration resistant prostate cancer patients enrolled in 
the Netherlands Prostate Study. 
Eur J Cancer. 2013 Oct;49(15):3176-83. doi: 10.1016/j.ejca.2013.06.008. Epub 2013 Jul 9.

BACKGROUND: Prostate cancer truly is an age-associated disease. Due to the increased life expectancy and more sensitive 

diagnostic techniques in the Western world, prostate cancer is diagnosed more frequently and with rapidly increasing inci-

dence and prevalence rates. However, age above 65 or 70 years has been an exclusion criterion in clinical trials for decades 

and the knowledge about chemotherapy tolerance in elderly is limited.

METHODS: We performed a retrospective analysis of data acquired from the recently published Netherlands Prostate Study 

(NePro) to evaluate the influence of advanced age on docetaxel therapy in elderly men (>70 years) with castration resistant 

prostate cancer (CRPC) and bone metastases. Statistical analyses were performed stratified for age into four categories: <70 

(n=315), 70-74 (n=150), 75-79 (n=85), and ≥80 years old (n=18).

RESULTS: We analysed 568 patients (median age 68.1 years, range 46-89 years, 44.5% aged ≥70 years). There was no 

relation between dosage and age (p=0.60). We found no significant differences between the number of dose reductions, 

time to progression (TTP), overall survival, chemotherapy tolerance and toxicity up to the age of 80 years. However, when 

compared to younger men, men aged 80 years or above more frequently experienced grade 3/4 toxicity and were five times 

less likely to complete the first three treatment cycles at the intended dose (Odds ratio (OR) 5.34, p=0.0052) and showed 

decreased overall survival (15.3 months versus 24.5 months in <80 years group, p=0.020).

CONCLUSION: In CRPC patients up to the age of 80 years, docetaxel chemotherapy is well tolerated, with toxicity levels and 

TTP comparable to those of younger patients. For chemotherapeutic treatment of patients above the age of 80 years an 

individual assessment should be made.

PMID:23850450
Vriens BE, Aarts MJ, de Vries B, van Gastel SM, Wals J, Smilde TJ, van Warmerdam LJ, de Boer M, van 
Spronsen DJ, Borm GF, Tjan-Heijnen VC; Breast Cancer Trialists’ Group of the Netherlands (BOOG). Doxoru-
bicin/cyclophosphamide with concurrent versus sequential docetaxel as neoadjuvant treatment in patients 
with breast cancer. 
Eur J Cancer. 2013 Jul 10.

BACKGROUND: This study was designed to determine whether delivering neo-adjuvant chemotherapy at a higher dose in a 

shorter period of time improves outcome of breast cancer patients.

PATIENTS AND METHODS: Women with newly diagnosed breast cancer were randomly assigned to neoadjuvant chemothe-

rapy of four cycles of doxorubicin and cyclophosphamide followed by four cycles of docetaxel (AC 60/600 - T 100 mg/m(2)) 

or six cycles of TAC (75/50/500 mg/m(2)) every 3 weeks. The primary endpoint was the pathologic complete response (pCR) 

rate, defined as no invasive tumour present in the breast.

RESULTS: In total, 201 patients were included. Baseline characteristics were well balanced. AC-T resulted in pCR in 21% and 

TAC in 16% of patients (odds ratio 1.44 (95% confidence interval (CI) 0.67-3.10). AC-T without primary granulocyte-colony 

stimulating factor (G-CSF) prophylaxis was associated with more febrile neutropenia compared to TAC with primary G-CSF 

prophylaxis (23% versus 9%), and with more grade 3/4 sensory neuropathy (5% versus 0%).

CONCLUSIONS: With a higher cumulative dose for the concurrent arm, no differences were observed between the two 

treatment arms with respect to pCR rate. The differential toxicity profile could partly be explained by different use of primary 

G-CSF prophylaxis.
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Vennix S, Abegg R, Bakker OJ, van den Boezem PB, Brokelman WJ, Sietses C, Bosscha K, Lips DJ, Prins 
HA. Surgical Re-interventions Following Colorectal Surgery: Open Versus Laparoscopic Management of 
Anastomotic Leakage. 
J Laparoendosc Adv Surg Tech A. 2013 Sep;23(9):739-44 doi: 10.1089/lap.2012.0440.

BACKGROUND: Increasing numbers of colorectal resections are performed laparoscopically each year. In 2010, 42% of all 

colorectal procedures in The Netherlands were performed laparoscopically. Although the anastomotic leakage rate is 3%-19% 

of all patients, little is known about laparoscopic options for re-intervention. Our study aims to evaluate the safety and 

feasibility of laparoscopic re-intervention compared with open surgery following colorectal surgery.

PATIENTS AND METHODS: All patients who required a surgical re-intervention for an anastomotic leak, bowel perforation, 

or abscess after laparoscopic colorectal surgery between January 2008 and June 2012 were analyzed retrospectively. De-

mographic data, operative management, morbidity, hospital stay, and mortality were collected and analyzed for each patient.

RESULTS: Fifty-six patients were included. Eighteen patients had a laparotomy following laparoscopy, and 38 patients 

had a laparoscopic re-intervention following laparoscopy. The median age was 65 years, with a median body mass index 

of 26 kg/m(2). Four patients had a previous laparotomy, and 73% had surgery for malignant colorectal disease. The length 

of hospital stay was 20 days in the laparoscopic group versus 31 days in the open group (P=.044). Six out of 38 versus 

7 out of 18 patients required an additional re-intervention (P=.056). Fewer patients developed fascial dehiscence in the 

laparoscopic group (P=.033). In-hospital mortality was 4 out of 18 in the open group compared with 2 out of 38 in the 

laparoscopic group (P=.077).

CONCLUSIONS: Laparoscopic re-intervention could be a safe and feasible treatment for anastomotic leakage after 

laparoscopic colorectal surgery. These promising results need to be further investigated in a prospective study to reduce 

uncertainty in the patient’s condition and perioperative findings.

PMID:23863573 
Wielders CCH, Wijnbergen PCA, Schellekens JJA, Schneeberger PM, Wever PC, Hermans MHA. 
High Coxiella burnetii DNA load in serum during acute Q fever is associated with progression to a serologic 
profile indicative of chronic Q fever.
 J Clin Microbiol. 2013 Oct;51(10):3192-8. 
Trefwoorden Q-koorts, PCR.

PCR is very effective in diagnosing acute Q fever in the early stages of infection, when bacterial DNA is present in the 

bloodstream but antibodies have not yet developed. The objective of this study was to further analyze the diagnostic value of 

semiquantitative real-time PCR (qPCR) in diagnosing acute Q fever in an outbreak situation. At the Jeroen Bosch Hospital, in 

2009, qPCR testing for Coxiella burnetii DNA was performed for 2,715 patients suspected of having acute Q fever (positive, 

n = 385; negative, n = 2,330). The sensitivity, specificity, positive predictive value (PPV), and negative predictive value (NPV) 

of the qPCR assay were calculated for patients with negative qPCR results with a follow-up sample obtained within 14 days 

(n = 305) and qPCR-positive patients with at least one follow-up sample (n = 369). The correctness of the qPCR result was 

based on immunofluorescence assay results for samples submitted for qPCR and follow-up testing. The sensitivity of the Q 

fever qPCR assay was 92.2%, specificity 98.9%, PPV 99.2%, and NPV 89.8%. Patients who later developed serologic profiles 

indicative of chronic Q fever infection had significantly higher C. burnetii DNA loads during the acute phase than did patients 

who did not (P < 0.001). qPCR testing is a valuable tool for the diagnosis of acute Q fever and should be used in outbreak si-

tuations when the onset of symptoms is <15 days earlier. Special attention is needed in the follow-up monitoring of patients 

with high C. burnetii DNA loads during the acute phase, as this might be an indicator for the development of a serologic 

profile indicative of chronic infection.

PMID: 23880548
van Beek SC, Blankensteijn JD, Balm R; Dutch Randomised Endovascular Aneurysm Management (DREAM) 
trial collaborators: Grobbee DE, Blankensteijn JD, Bak AA, Buth J, Pattynama PM, Verhoeven EL, van Voort-
huisen AE, Blankensteijn JD, Grobbee DE, Prinssen M, Baas AF, Hunink MG, van Engelshoven JM, Jacobs MJ, 
de Mol BA, van Bockel JH, Balm R, Reekers J, Tielbeek X, Verhoeven EL, Wisselink W, Boekema N, Heuveling 
LM, Sikking I, Prinssen M, Balm R, Blankensteijn JD, Buth J, Cuypers PW, van Sambeek MR, Verhoeven EL, de 
Bruin JL, Baas AF, Blankensteijn JD, Prinssen M, Tielbeek AV, Blankensteijn D, Reekers JA, Pattynama P, Prins 
T, van der Ham AC, van der Velden JJ, van Sterkenburg SM, ten Haken GB, Bruijninckx CM, van Overhagen 
H, Tutein Nolthenius RP, Hendriksz TR, Teijink JA, Odink HF, de Smet AA, Vroegindeweij D, van Loenhout 
RM, Rutten MJ, Hamming JF, Lampmann LE, Bender MH, Pasmans H, Vahl AC, de Vries C, Mackaay AJ, van 
Dortmont LM, van der Vliet AJ, Schultze Kool LJ, Boomsma JH, van Dop HR, de Mol van Otterloo JC, de Rooij 
TP, Smits TM, Yilmaz EN, Wisselink W, van den Berg FG, Visser MJ, van der Linden E, Schurink GW, de Haan 
M, Smeets HJ, Stabel P, van Elst F, Poniewierski J, Vermassen FE. 
Validation of three models predicting in-hospital death in patients with an abdominal aortic aneurysm eligi-
ble for both endovascular and open repair.
 J Vasc Surg. 2013 Dec;58(6):1452-1457.e1. doi: 10.1016/j.jvs.2013.05.104. 

OBJECTIVE: The Medicare, the Vascular Governance North West (VGNW), and the British Aneurysm Repair (BAR) models 

can be used to predict in-hospital death after an intervention for an asymptomatic abdominal aortic aneurysm (AAA). 

Validation of these models in patients with suitable aortic anatomy for endovascular repair and a general condition fit for 

open repair is lacking. We validated the Medicare, VGNW, and BAR models in patients from a randomized controlled trial 

comparing open and endovascular AAA repair.

METHODS: A per-protocol analysis was done of 345 Dutch and Belgian patients with in-hospital death as the primary end 

point. The prediction models were validated taking into account discrimination (the ability to distinguish between death and 

survival) and calibration (the agreement between predicted and observed death rates). Discrimination was assessed using 

the area under the receiver-operating characteristics curve (AUC). An AUC >0.70 was considered to be sufficiently accurate. 

Calibration was assessed using the Hosmer-Lemeshow (HL) test, and P > .05 was considered to be sufficiently accurate.

RESULTS: The AUC was 0.77 (95% confidence interval [CI], 0.64-0.90; HL test, P = .52) for the Medicare model, 0.88 (95% 

CI, 0.81-0.95; HL test, P = .31) for the VGNW model, and 0.79 (95% CI, 0.67-0.91; HL test, P = .15) for the BAR model.

CONCLUSIONS: In AAA patients eligible for endovascular and open repair, the predictions of in-hospital death by the Medi-

care, VGNW, and BAR models were sufficiently accurate. Therefore, these models can be used to support deciding between 

endovascular and open repair.

PMID: 23899706
Busser N, van Hee K, van Dullemen HH, Schipper DL. 
Conservative treatment of acute diverticulitis. 
Ned Tijdschr Geneeskd. 2013;157(31):A6262. Dutch. 

Scientific evidence concerning the treatment of acute diverticulitis is scarce. We describe 2 patients with this condition in this 

article. The first, a 64-year-old man, came to the emergency room because he had experienced persistent abdominal pain 

for the previous 4 days. He was diagnosed with uncomplicated diverticulitis. The second patient, a 58-year-old woman, had 

had pain in her left lower abdomen for 4 weeks; the pain appeared to have been caused by complicated diverticulitis. Both 

patients were treated conservatively. Only the patient with complicated diverticulitis was administered antibiotics; she un-

derwent surgery at a later date because of persistent pain. Several guidelines recommend the administration of antibiotics; 

however, a number of recent studies have revealed no benefit to the clinical course from the use of antibiotics. The Dutch 
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guideline, therefore, recommends withholding antibiotics in the acute phase. Conclusive evidence on the best treatment for 

patients with frequent recurrences or chronic symptoms after an episode of acute diverticulitis is not available. Guidelines 

advise a personalised treatment strategy for each patient. More research is necessary on the effect of mesalazine in these 

cases.

PMID:23910233
Brausi M, Oddens J, Sylvester R, Bono A, van de Beek C, van Andel G, Gontero P, Turkeri L, Marreaud S, Col-
lette S, Oosterlinck W. 
Side Effects of bacillus Calmette-Guérin (BCG) in the treatment of intermediate- and high-risk Ta, T1 papil-
lary carcinoma of the bladder: results of the EORTC genito-urinary cancers group randomised phase 3 study 
comparing one-third dose with full dose and 1 year with 3 years of maintenance BCG. 
Eur Urol. 2014 Jan;65(1):69-76. 

BACKGROUND: Although bacillus Calmette-Guérin (BCG) has proven highly effective in non-muscle-invasive bladder cancer 

(NMIBC), but it can cause severe local and systemic side effects.

OBJECTIVES: The objective was to determine whether reducing the dose or duration of BCG was associated with fewer 

side effects. Efficacy comparisons of one-third dose versus full dose BCG given for 1 yr versus 3 yr have previously been 

published.

DESIGN, SETTING, AND PARTICIPANTS: After transurethral resection, patients with intermediate- and high-risk NMIBC 

without carcinoma in situ were randomised to one-third dose or full dose BCG and 1 yr or 3 yr of maintenance.

OUTCOME MEASUREMENTS AND STATISTICAL ANALYSIS: Local and systemic side effects were recorded at every instillation 

and divided into three time periods: during induction, during the first year after induction, and during the second and third 

years of maintenance.

RESULTS AND LIMITATIONS: Of the 1316 patients who started BCG, 826 (62.8%) reported local side effects, 403 (30.6%) 

reported systemic side effects, and 914 (69.5%) reported local or systemic side effects. The percentage of patients with at 

least one side effect was similar in the four treatment arms (p=0.41), both overall and in the different time periods. The 

most frequent local and systemic side effects were chemical cystitis in 460 (35.0%) patients and general malaise in 204 

patients (15.5%); 103 patients (7.8%) stopped treatment because of side effects. No significant difference was seen between 

treatment groups (p=0.74). In the 653 patients randomised to 3 yr of BCG, 35 (5.4%) stopped during the first year, and 21 

(3.2%) stopped in the second or third year.

CONCLUSIONS: No significant differences in side effects were detected according to dose or duration of BCG treatment in 

the four arms. Side effects requiring stoppage of treatment were seen more frequently in the first year, so not all patients 

are able to receive the 1-3 yr of treatment recommended in current guidelines

PMID:23910568
Moviat M, van den Boogaard M, Intven F, van der Voort P, van der Hoeven H, Pickkers P. 
Stewart analysis of apparently normal acid-base state in the critically ill. 
J Crit Care. 2013 Dec;28(6):1048-54. doi: 10.1016/j.jcrc.2013.06.005. 

PURPOSE: This study aimed to describe Stewart parameters in critically ill patients with an apparently normal acid-base 

state and to determine the incidence of mixed metabolic acid-base disorders in these patients.

MATERIALS AND METHODS: We conducted a prospective, observational multicenter study of 312 consecutive Dutch inten-

sive care unit patients with normal pH (7.35 ≤ pH ≤ 7.45) on days 3 to 5. Apparent (SIDa) and effective strong ion difference 

(SIDe) and strong ion gap (SIG) were calculated from 3 consecutive arterial blood samples. Multivariate linear regression 

analysis was performed to analyze factors potentially associated with levels of SIDa and SIG.

RESULTS: A total of 137 patients (44%) were identified with an apparently normal acid-base state (normal pH and -2 < base 

excess < 2 and 35 < PaCO2 < 45 mm Hg). In this group, SIDa values were 36.6 ± 3.6 mEq/L, resulting from hyperchloremia 

(109 ± 4.6 mEq/L, sodium-chloride difference 30.0 ± 3.6 mEq/L); SIDe values were 33.5 ± 2.3 mEq/L, resulting from hy-

poalbuminemia (24.0 ± 6.2 g/L); and SIG values were 3.1 ± 3.1 mEq/L. During admission, base excess increased secondary 

to a decrease in SIG levels and, subsequently, an increase in SIDa levels. Levels of SIDa were associated with positive cation 

load, chloride load, and admission SIDa (multivariate r(2) = 0.40, P < .001). Levels of SIG were associated with kidney func-

tion, sepsis, and SIG levels at intensive care unit admission (multivariate r(2) = 0.28, P < .001).

CONCLUSIONS: Intensive care unit patients with an apparently normal acid-base state have an underlying mixed metabolic 

acid-base disorder characterized by acidifying effects of a low SIDa (caused by hyperchloremia) and high SIG combined with 

the alkalinizing effect of hypoalbuminemia.

PMID: 23920311
De Lange MM, Schimmer B, Vellema P, Hautvast JL, Schneeberger PM, Van Duijnhoven YT. 
Coxiella burnetii seroprevalence and risk factors in sheep farmers and farm residents in The Netherlands. 
Epidemiol Infect. 2014 Jun;142(6):1231-44. doi: 10.1017/S0950268813001726. 

In this study, Coxiella burnetii seroprevalence was assessed for dairy and non-dairy sheep farm residents in The Netherlands 

for 2009-2010. Risk factors for seropositivity were identified for non-dairy sheep farm residents. Participants completed 

farm-based and individual questionnaires. In addition, participants were tested for IgG and IgM C. burnetii antibodies using 

immunofluorescent assay. Risk factors were identified by univariate, multivariate logistic regression, and multivariate multi-

level analyses. In dairy and non-dairy sheep farm residents, seroprevalence was 66·7% and 51·3%, respectively. Significant 

risk factors were cattle contact, high goat density near the farm, sheep supplied from two provinces, high frequency of 

refreshing stable bedding, farm started before 1990 and presence of the Blessumer breed. Most risk factors indicate current 

or past goat and cattle exposure, with limited factors involving sheep. Subtyping human, cattle, goat, and sheep C. burnetii 

strains might elucidate their role in the infection risk of sheep farm residents.

PMID:23927387
Herman MC, van den Brink MJ, Geomini PM, van Meurs HS, Huirne JA, Eising HP, Timmermans A, Pijnen-
borg J, Klinkert ER, Coppus SF, Nieboer T, Catshoek R, van der Voet LF, van Eijndhoven HW, Graziosi G, Veer-
sema BS, van Kesteren PJ, Langenveld J, Smeets NA, van Vliet HA, van der Steeg JW, Leeuwen YL, Dekker 
JH, Mol BW, Berger MY, Bongers MY. 
Levonorgestrel releasing intrauterine system (Mirena) versus endometrial ablation (Novasure) in women 
with heavy menstrual bleeding: a multicentre randomised controlled trial. 
BMC Womens Health. 2013 Aug 8;13(1):32. [Epub ahead of print]. 
BACKGROUND: Heavy menstrual bleeding is an important health problem. Two frequently used therapies are the levonor-

gestrel intra-uterine system (LNG-IUS) and endometrial ablation. The LNG-IUS can be applied easily by the general prac-

titioner, which saves costs, but has considerable failure rates. As an alternative, endometrial ablation is also very effective, 

but this treatment has to be performed by a gynaecologist. Due to lack of direct comparison of LNG-IUS with endometrial 

ablation, there is no evidence based preferred advice for the use of one of these treatment possibilities.

METHOD/DESIGN: A multicenter randomised controlled trial, organised in a network infrastructure in the Netherlands in 

which general practitioners and gynaecologists collaborate.

DISCUSSON: This study, considering both effectiveness and cost effectiveness of LNG-IUS versus endometrial ablation may 

well improve care for women with heavy menstrual bleeding.
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PMID: 23955637
Herbers AH, van der Velden WJ, de Haan AF, Donnelly JP, Blijlevens NM. 
Impact of palifermin on intestinal mucositis of HSCT recipients after BEAM. 
Bone Marrow Transplant. 2014 Jan;49(1):8-10. Epub 2013 Aug 19.

The matched-control study failed to show a clinical relevant impact of palifermin on intestinal mucositis, although there was 

a reduced inflammatory response and less febrile neutropenia among patients who had no bacteraemia

PMID:23973626 
Schoffelen T, Herremans T, Sprong T, Nabuurs-Franssen M, Wever PC, Joosten LA, Netea MG, van der Meer 
JW, Bijlmer HA, van Deuren M. 
Limited humoral and cellular responses to Q fever vaccination in older adults with risk factors for chronic Q 
fever.
 J Infect. 2013 Dec;67(6):565-73. doi: 10.1016/j.jinf.2013.08.008.

OBJECTIVES: In the Netherlands, people at risk for chronic Q fever were vaccinated against Coxiella burnetii with the inac-

tivated whole cell vaccine Q-vax®. We aimed to measure the immune responses to C. burnetii six and twelve months after 

vaccination in this relevant population.

METHODS: In 260 vaccinees, antibody responses were assessed by immunofluorescence assay (IFA), complement fixation 

test and ELISA. The cellular immune responses were assessed by measuring C. burnetii-specific interferon (IFN)-γ produc-

tion in blood. Serological results of 200 individuals with past Q fever were used for comparison.

RESULTS: At six months, 46% of vaccinees showed low IFA antibody titres and 67% had a positive IFN-γ assay; At twelve 

months, both were 60%. In contrast, individuals with a past Q fever were seropositive in 99.5% at six and twelve months, 

with relatively higher IFA titres. Interestingly, vaccinees with positive IFN-γ assay pre-vaccination, showed a higher serocon-

version rate than IFN-γ negative vaccinees: 74% vs. 41% (p < 0.001).

CONCLUSIONS: The immune response after Q-vax® vaccination is lower and restricted to a smaller proportion than found 

after past Q fever and than previously described after vaccination, suggesting decreased vaccine immunogenicity in this 

high-risk population. A positive IFN-γ assay before vaccination in seronegative vaccinees likely points to pre-existing im-

munity resulting in boosting by vaccination

PMID: 23986090
Aerts JG, Codrington H, Lankheet NA, Burgers S, Biesma B, Dingemans AM, Vincent AD, Dalesio O, Groen 
HJ, Smit EF; on behalf of the NVALT Study Group. 
A randomized phase II study comparing erlotinib versus erlotinib with alternating chemotherapy in relapsed 
non-small-cell lung cancer patients: the NVALT-10 study. 
Ann Oncol. 2013 Nov;24(11):2860-5. doi: 10.1093/annonc/mdt341. 

BACKGROUND: Epidermal growth factor receptor tyrosine kinase inhibitors (TKIs) administered concurrently with chemo-

therapy did not improve outcome in non-small-cell lung cancer (NSCLC). However, in preclinical models and early phase 

noncomparative studies, pharmacodynamic separation of chemotherapy and TKIs did show a synergistic effect.

PATIENTS AND METHODS: A randomized phase II study was carried out in patients with advanced NSCLC who had pro-

gressed on or following first-line chemotherapy. Erlotinib 150 mg daily (monotherapy) or erlotinib 150 mg during 15 days 

intercalated with four 21-day cycles docetaxel for squamous (SQ) or pemetrexed for nonsquamous (NSQ) patients was 

administered (combination therapy). After completion of chemotherapy, erlotinib was continued daily. Primary end point was 

progression-free survival (PFS).

RESULTS: Two hundred and thirty-one patients were randomized, 115 in the monotherapy arm and 116 in the combination 

arm. The adjusted hazard ratio for PFS was 0.76 [95% confidence interval (CI) 0.58-1.02; P = 0.06], for overall survival 

(OS) 0.67 (95% CI 0.49-0.91; P = 0.01) favoring the combination arm. This improvement was primarily observed in NSQ 

subgroup. Common Toxicity Criteria grade 3+ toxic effect occurred in 20% versus 56%, rash in 7% versus 15% and febrile 

neutropenia in 0% versus 6% in monotherapy and combination therapy, respectively.

CONCLUSIONS: PFS was not significantly different between the arms. OS was significantly improved in the combination arm, 

an effect restricted to NSQ histology.

PMID: 24001750
Bakker NE, Kuppens RJ, Siemensma EP, Tummers-de Lind van Wijngaarden RF, Festen DA, Bindels-de Heus 
GC, Bocca G, Haring DA, Hoorweg-Nijman JJ, Houdijk EC, Jira P, Lunshof L, Odink RJ, Oostdijk W, Rotteveel J, 
Schroor EJ, Van Alfen AA, Van Leeuwen M, Van Pinxteren-Nagler E, Van Wieringen H, Vreuls RC, Zwaveling-
Soonawala N, de Ridder MA, Hokken-Koelega AC. 
Eight years of growth hormone treatment in children with Prader-Willi syndrome: maintaining the positive 
effects.
 J. Clin. Endocrinol. Metab. 2013; 98: 4013-4022.
Trefwoorden: Growth, Prader-Willi syndrome.

BACKGROUND: The most important reason for treating children with Prader-Willi syndrome (PWS) with GH is to optimize 

their body composition.

OBJECTIVES: The aim of this ongoing study was to determine whether long-term GH treatment can counteract the clinical 

course of increasing obesity in PWS by maintaining the improved body composition brought during early treatment.

SETTING: This was a multicenter prospective cohort study.

METHODS: We have been following 60 prepubertal children for 8 years of continuous GH treatment (1 mg/m(2)/d ≈ 0.035 

mg/kg/d) and used the same dual-energy x-ray absorptiometry machine for annual measurements of lean body mass and 

percent fat.

RESULTS: After a significant increase during the first year of GH treatment (P < .0001), lean body mass remained stable for 

7 years at a level above baseline (P < .0001). After a significant decrease in the first year, percent fat SD score (SDS) and 

body mass index SDS remained stable at a level not significantly higher than at baseline (P = .06, P = .14, resp.). However, 

body mass index SDSPWS was significantly lower after 8 years of GH treatment than at baseline (P < .0001). After 8 years 

of treatment, height SDS and head circumference SDS had completely normalized. IGF-1 SDS increased to +2.36 SDS 

during the first year of treatment (P < .0001) and remained stable since then. GH treatment did not adversely affect glucose 

homeostasis, serum lipids, blood pressure, and bone maturation.

CONCLUSION: This 8-year study demonstrates that GH treatment is a potent force for counteracting the clinical course of 

obesity in children with PWS.

PMID: 24047337
Leijenaar RTH, Sara Carvalho, Rios Vela zquez E, van Elmpt WJC, Parmar C, Hoekstra OS, Hoekstra CJ, 
Boellaard R, Dekker ALAJ, Gillies RJ, Aerts HJWL, Lambin P. 
Stability of FDG-PET Radiomics features: An integrated analysis of test-retest and inter-observer variability. 
Acta Oncologica, 2013; 52: 1391–1397.
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PURPOSE: Besides basic measurements as maximum standardized uptake value (SUV)max or SUVmean derived from 18F-

FDG positron emission tomography (PET) scans, more advanced quantitative imaging features (i.e. “Radiomics” features) are 

increasingly investigated for treatment monitoring, outcome prediction, or as potential biomarkers. With these prospected 

applications of Radiomics features, it is a requisite that they provide robust and reliable measurements. The aim of our study 

was therefore to perform an integrated stability analysis of a large number of PET-derived features in non-small cell lung 

carcinoma (NSCLC), based on both a test-retest and an inter-observer setup.

METHODS: Eleven NSCLC patients were included in the test-retest cohort. Patients underwent repeated PET imaging 

within a one day interval, before any treatment was delivered. Lesions were delineated by applying a threshold of 50% of 

the maximum uptake value within the tumor. Twenty-three NSCLC patients were included in the inter-observer cohort. 

Patients underwent a diagnostic whole body PET-computed tomography (CT). Lesions were manually delineated based on 

fused PET-CT, using a standardized clinical delineation protocol. Delineation was performed independently by five observers, 

blinded to each other. Fifteen first order statistics, 39 descriptors of intensity volume histograms, eight geometric features 

and 44 textural features were extracted. For every feature, test-retest and inter-observer stability was assessed with the 

intra-class correlation coefficient (ICC) and the coefficient of variability, normalized to mean and range. Similarity between 

test-retest and inter-observer stability rankings of features was assessed with Spearman’s rank correlation coefficient.

RESULTS: Results showed that the majority of assessed features had both a high test-retest (71%) and inter-observer (91%) 

stability in terms of their ICC. Overall, features more stable in repeated PET imaging were also found to be more robust 

against inter-observer variability.

CONCLUSION: Results suggest that further research of quantitative imaging features is warranted with respect to more 

advanced applications of PET imaging as being used for treatment monitoring, outcome prediction or imaging biomarkers.

PMID:24050447
Vlieg-Boerstra BJ, Wensing CL, Kneepkens CMF, Meijer Y, de Vries E, Sprikkelman AB. 
Richtlijnen. 1 richtlijn voor diagnostiek van koemelkallergie. Voor de eerste, tweede en derde lijn in Neder-
land. Ned Tijdschr Geneeskd. 2013;157 (38):A6311. 

The aims of the new Dutch guideline ‘Diagnosing Cow Milk Allergy in Children in the Netherlands’ are to provide an 

evidence-based instrument for the reliable and safe diagnosis of cow milk allergy and to improve the collaboration between 

health care professionals at well-baby clinics, general practices and hospitals. The double-blind, placebo-controlled cow-

milk provocation test is the only test available for establishing an allergy to cows’ milk. The double-blind provocation test 

in children at a low risk of severe reactions may be performed at the better-equipped well-baby clinics and at all general 

practices, thereby shifting care from secondary to primary care. The use of extensively hydrolysed formulas based on whey 

protein as well as on casein can be advised for a cow-milk-free diet. The general practitioner and well-baby physician should 

collaborate in designating responsibilities during the diagnostic phase of cow milk allergy in primary care.

PMID: 24051676
Heijnen LA, Lambregts DM, Martens MH, Maas M, Bakers FC, Cappendijk VC, Oliveira P, Lammering G, Riedl 
G, Beets GL, Beets-Tan RG. 
Performance of gadofosveset-enhanced MRI for staging rectal cancer nodes: can the initial promising results 
be reproduced? 
Eur Radiol. 2014 Feb;24(2):371-9. doi: 10.1007/s00330-013-3016-6. 

OBJECTIVES: A previous study showed promising results for gadofosveset-trisodium as a lymph node magnetic resonance 

imaging (MRI) contrast agent in rectal cancer. The aim of this study was to prospectively confirm the diagnostic performance 

of gadofosveset MRI for nodal (re)staging in rectal cancer in a second patient cohort.

METHODS: Seventy-one rectal cancer patients were prospectively included, of whom 13 (group I) underwent a primary 

staging gadofosveset MRI (1.5-T) followed by surgery (± preoperative 5 × 5 Gy) and 58 (group II) underwent both primary 

staging and restaging gadofosveset MRI after a long course of chemoradiotherapy followed by surgery. Nodal status was 

scored as (y)cN0 or (y)cN+ by two independent readers (R1, R2) with different experience levels. Results were correlated 

with histology on a node-by-node basis.

RESULTS: Sensitivity, specificity and area under the receiver operating characteristics curve (AUC) were 94%, 79% and 0.89 

for the more experienced R1 and 50%, 83% and 0.74 for the non-experienced R2. R2’s performance improved considerably 

after a learning curve, to an AUC of 0.83. Misinterpretations mainly occurred in nodes located in the superior mesorectum, 

nodes located in between vessels and nodes containing micrometastases.

CONCLUSIONS: This prospective study confirms the good diagnostic performance of gadofosveset MRI for nodal (re)staging 

in rectal cancer.

KEY POINTS: • Gadofosveset-enhanced MRI shows high performance for nodal (re)staging in rectal cancer. • Gadofosveset 

MRI may facilitate better selection of patients for personalised treatment. • Results can be reproduced by non-expert rea-

ders. • Experience of 50-60 cases is required to achieve required expertise level. • Main pitfalls are nodes located between 

vessels and nodes containing micrometastases.

PMID:24052045
Setz-Pels W, Duijm LEM, Coebergh JW, Rutten MJ, Nederend J. Voogd AC. 
Reattendance after false-positive screening mammography; a population-based study in the Netherlands. 
Br J Cancer. Epub 2013 Sep 19. 

BACKGROUND: In the current study, mammography adherence of women who had experienced a false-positive refer-

ral is evaluated, with emphasis on the probability of receiving surveillance mammography outside the national screening 

programme.

METHODS: We included 424,703 consecutive screens and collected imaging, biopsy and surgery reports of 3463 women 

who experienced a false-positive referral. Adherence to screening, both in and outside the screening programme, was 

evaluated.

RESULTS: Two years after the false-positive referral, overall screening adherence was 94.6%, with 64.7% of women retur-

ning to the national screening programme, compared with 94.9% of women re-attending the screening programme after 

a negative screen (P<0.0001). Four years after the false-positive screen, the overall adherence had decreased to 85.2% 

(P<0.0001) with a similar proportion of the women re-attending the screening programme (64.4%) and a lower propor-

tion (20.8%) having clinical surveillance mammography. Women who had experienced a false-positive screen at their first 

screening round were less likely to adhere to mammography than women with an abnormal finding at one of the following 

screening rounds (92.4% vs 95.5%, P<0.0001).

CONCLUSION: Overall screening adherence after previous false-positive referral was comparable to the re-attendance rate 

of women with a negative screen at 2-year follow-up. Overall adherence decreased 4 years after previous false-positive re-

ferral from 94.6% to 85.2%, with a relatively high estimate of women who continue with clinical surveillance mammography 

(20.8%). Women with false-positive screens should be made aware of the importance to re-attend future screening rounds, 

as a way to improve the effectiveness of the screening programme.

PMID:24057984
Hugen N, Verhoeven RH, Radema SA, de Hingh IH, Pruijt JF, Nagtegaal ID, Lemmens VE, de Wilt JH. 
Prognosis and value of adjuvant chemotherapy in stage III mucinous colorectal carcinoma. 
Ann Oncol. 2013 Nov;24(11):2819-24. doi: 10.1093/annonc/mdt378. 
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BACKGROUND: Colorectal mucinous adenocarcinoma (MC) has been associated with impaired prognosis compared with 

nonmucinous adenocarcinoma (NMC). Response to palliative chemotherapy is poor in metastatic disease, but the benefit of 

adjuvant chemotherapeutic treatment has never been assessed in large patient groups. This study analyses overall survival 

and efficacy of adjuvant chemotherapy in terms of survival in patients following radical resection for MC.

PATIENTS AND METHODS: This population-based study involved 27 251 unselected patients diagnosed with colorectal 

carcinoma between 1990 and 2010 and recorded in a prospective pathology-based registry. Kaplan-Meier analysis and log-

rank testing were used to estimate survival. Cox proportional hazard model was used to calculate multivariate hazard ratios 

for death.

RESULTS: MC was found in 12.3% (N = 3052) of colorectal tumors with a different distribution compared with NMC, with 

24.4% located in the rectum and 54.3% in the proximal colon (versus 38.0% and 30.6%), P < 0.0001. NMC was more often 

classified as stage I disease than MC (20.5% versus 10.9%), P < 0.0001. After adjustments for covariates, MC was associated 

with a higher risk of death only when located in the rectum [hazard ratio 1.22; 95% confidence interval (CI) 1.11-1.34]. 

Multivariate regression analysis showed a similar survival after adjuvant chemotherapy for stage III MC and NMC patients.

CONCLUSIONS: The poor prognosis for MC is only present in rectal cancer. In the adjuvant setting, there is no difference in 

the efficacy of chemotherapy between MC and NMC; therefore, current adjuvant treatment recommendations should not 

take histology into account.

PMID: 24062813
Raupach T, Vogel D, Keijsers CJPW, ten Cate O, Harendza S.
Increase in medical knowledge during the final year of undergraduate medical education in Germany. 
GMS Z Med Ausbild. 2013;30(3):e-collection

AIMS: In Germany, the final year of undergraduate medical education (‘practice year’) consists of three 16-week clinical at-

tachments, two of which are internal medicine and surgery. Students can choose a specific specialty for their third 16-week 

attachment. Practice year students do not receive specific teaching to prepare them for the National Licensing Examination. 

It is unknown whether knowledge levels increase during this year. This study aimed at assessing knowledge at the beginning 

and the end of the final year of medical school.

METHODS: Three hundred pre-selected United States Medical Licensing Examination type items from ten medical disci-

plines were reviewed by ten recent medical graduates from the Netherlands and Germany. The resulting test included 150 

items and was taken by 77 and 79 final year medical students from Göttingen and Hamburg at the beginning and the end of 

their practice year, respectively.

RESULTS: Cronbach’s β of the pre- and post-test was 0.75 and 0.68, respectively. Mean percent scores in the pre- and 

post-test were 63.9β6.9 and 69.4β5.7, respectively (p<0.001; effect size calculated as Cohen’s d: 0.87). In individual stu-

dents, post-test scores were particularly high for items related to their specific chosen specialty.

CONCLUSION: The knowledge test used in this study provides a suitable external tool to assess progress of undergraduate 

medical students in their knowledge during the practice year. The pre-test may be used to guide individual learning behavi-

our during this final year of undergraduate education.

PMID: 24065152
Jansen HJ, R. Stienstra, J. van Diepen, A. Hijmans, J. van der Laak, G.M.M. Vervoort, C.J. Tack. 
Start of insulin therapy in patients with type 2 diabetes mellitus promotes the influx of macrophages in 
subcutaneous adipose tissue. 
Diabetologia. 2013 Dec;56(12):2573-81. doi: 10.1007/s00125-013-3018-6. Epub 2013 Sep 25. 

AIMS/HYPOTHESIS: Insulin therapy in patients with type 2 diabetes mellitus is accompanied by weight gain characterised by 

an increase in abdominal fat mass. The expansion of adipose tissue mass is generally paralleled by profound morphological 

and inflammatory changes. We hypothesised that the insulin-associated increase in fat mass would also result in changes 

in the morphology of human subcutaneous adipose tissue and in increased inflammation, especially when weight gain was 

excessive.

METHODS: We investigated the effects of weight gain on adipocyte size, macrophage influx, and mRNA expression and 

protein levels of key inflammatory markers within the adipose tissue in patients with type 2 diabetes mellitus before and 6 

months after starting insulin therapy.

RESULTS: As expected, insulin therapy significantly increased body weight. At the level of the subcutaneous adipose tissue, 

insulin treatment led to an influx of macrophages. When comparing patients gaining no or little weight with patients gaining 

>4% body weight after 6 months of insulin therapy, both subgroups displayed an increase in macrophage influx. However, 

individuals who had gained weight had higher protein levels of monocyte chemoattractant protein-1, TNF-α and IL-1β after 

6 months of insulin therapy compared with those who had not gained weight.

CONCLUSIONS/INTERPRETATION: We conclude that insulin therapy in patients with type 2 diabetes mellitus improved 

glycaemic control but also induced body weight gain and an influx of macrophages into the subcutaneous adipose tissue. In 

patients characterised by a pronounced insulin-associated weight gain, the influx of macrophages into the adipose tissue 

was accompanied by a more pronounced inflammatory status.

PMID: 24094459
Mannesse CK, Jansen PA, Van Marum RJ, Sival RC, Kok RM, Haffmans PM, Egberts TC. 
Characteristics, prevalence, risk factors, and underlying mechanism of hyponatremia in elderly patients 
treated with antidepressants: a cross-sectional study. 
Maturitas. 2013 Dec;76(4):357-63. doi: 10.1016/j.maturitas.2013.08.010. Epub 2013 Sep 7. 

OBJECTIVES: The aims of this study were to describe the characteristics of hyponatremia in elderly users of antidepressants, 

to determine the prevalence and risk factors for hyponatremia, and to identify the underlying mechanisms.

STUDY DESIGN: Cross-sectional study (March 2007-April 2009) with prospectively collected data. Patients were older than 

60 years, used antidepressants, and had a complete geriatric assessment.

MAIN OUTCOME MEASURES: Serum sodium and antidiuretic hormone levels, serum osmolality, urine sodium level, and 

urine osmolality were measured. The prevalence of hyponatremia (serum sodium <135 mM) as an adverse reaction to an 

antidepressant (AR-AD), defined with Naranjo’s algorithm, was calculated. Hyponatremic patients were compared to normo-

natremic patients with regard to gender, age, weight, history of hyponatremia, hyponatremia-associated medications and 

disorders, and type and duration of antidepressant use.

RESULTS: Of 358 eligible patients, 345 were included. The prevalence of hyponatremia as an AR-AD was 9.3%. Risk factors 

were a history of hyponatremia (adjusted OR 11.17, 95%CI 2.56-40.41), weight<60 kg (adjusted OR 3.47, 95%CI 1.19-

10.13), and psychosis (adjusted OR 3.62, 95%CI 1.12-11.73). Non-suppressed ADH was found in a minority of hyponatre-

mic patients.

CONCLUSIONS: In elderly patients, the prevalence of hyponatremia as adverse reaction to all types of antidepressants 

was 9%. Patients with previous hyponatremia, weight <60 kg, and psychosis were at risk. Beside SIADH, the nephrogenic 

syndrome of inappropriate antidiuresis, in which ADH secretion was normal, is postulated as an underlying mechanism. This 

has consequences for treatment of antidepressant-induced hyponatremia with vasopressin receptor antagonists.
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Eshuis WJ, van Eijck CH, Gerhards MF, Coene PP, de Hingh IH, Karsten TM, Bonsing BA, Gerritsen JJ, Bos-
scha K, Spillenaar Bilgen EJ, Haverkamp JA, Busch OR, van Gulik TM, Reitsma JB, Gouma DJ. 
Antecolic versus retrocolic route of the gastroenteric anastomosis after pancreatoduodenectomy: a randomi-
zed controlled trial. 
Ann Surg. 2014 Jan;259(1):45-51. doi: 10.1097/SLA.0b013e3182a6f529. 

OBJECTIVE: To investigate the relationship between the route of gastroenteric (GE) reconstruction after pancreatoduo-

denectomy (PD) and the postoperative incidence of delayed gastric emptying (DGE).

BACKGROUND: DGE is one of the most common complications after PD. Recent studies suggest that an antecolic route of 

the GE reconstruction leads to a lower incidence of DGE, compared to a retrocolic route. In a nonrandomized comparison 

within our trial center, we found no difference in DGE after antecolic or retrocolic GE reconstruction.

METHODS: Ten middle- to high-volume centers participated in the patient inclusion. Patients scheduled for PD who gave 

written informed consent were included and randomized during surgery after resection. Standard operation was a pylorus-

preserving PD. Primary endpoint was DGE. Secondary endpoints included other complications and length of hospital stay.

RESULTS: There were 125 patients in the retrocolic group, and 121 patients in the antecolic group. Baseline and treatment 

characteristics did not differ between the study groups. In the retrocolic group, 45 patients (36%) developed clinically 

relevant DGE compared with 41 (34%) in the antecolic group (absolute risk difference: 2.1%; 95% confidence interval: -9.8% 

to 14.0%). There were no differences in need for postoperative (par)enteral nutritional support, other complications, hospital 

mortality, and median length of hospital stay.

CONCLUSIONS: The route of GE reconstruction after PD does not influence the postoperative incidence of DGE or other 

complications. The etiology and treatment of DGE, which occurs frequently after both procedures, need further investigation. 

The GE reconstruction after PD should be routed according to the surgeon’s preference.

PMID: 24104881
Lobbezoo DJ, van Kampen RJ, Voogd AC, Dercksen MW, van den Berkmortel F, Smilde TJ, van de Wouw AJ, 
Peters FP, van Riel JM, Peters NA, de Boer M, Borm GF, Tjan-Heijnen VC. 
Prognosis of metastastic breast cancer subtypes: the hormone receptor/Her2 positive subtype is associated 
with the most favorable outcome. 
Breast Cancer Res Treat. 2013 Oct;141(3):507-14. 

Contrary to the situation in early breast cancer, little is known about the prognostic relevance of the hormone receptor 

(HR) and human epidermal growth factor receptor 2 (HER2) in metastatic breast cancer. The objectives of this study were 

to present survival estimates and to determine the prognostic impact of breast cancer subtypes based on HR and HER2 

status in a recent cohort of metastatic breast cancer patients, which is representative of current clinical practice. Patients 

diagnosed with metastatic breast cancer between 2007 and 2009 were included. Information regarding patient and tumor 

characteristics and treatment was collected. Patients were categorized in four subtypes based on the HR and HER2 status 

of the primary tumor: HR positive (+)/HER2 negative (-), HR+/HER2+, HR-/HER2+ and triple negative (TN). Survival was 

estimated using the Kaplan-Meier method. Cox proportional hazards model was used to determine the prognostic impact of 

breast cancer subtype, adjusted for possible confounders. Median follow-up was 21.8 months for the 815 metastatic breast 

cancer patients included; 66 % of patients had the HR+/HER2- subtype, 8 % the HR-/HER2+ subtype, 15 % the TN subtype 

and 11 % the HR+/HER2+ subtype. The longest survival was observed for the HR+/HER2+ subtype (median 34.4 months), 

compared to 24.8 months for the HR+/HER2- subtype, 19.8 months for the HR-/HER2+ subtype and 8.8 months for the 

TN subtype (P < 0.0001). In the multivariate analysis, subtype was an independent prognostic factor, as were initial site of 

metastases and metastatic-free interval. The HR+/HER2+ subtype was associated with the longest survival after diagnosis 

of distant metastases
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de Gier M, Polderman F, de Jager CPC. 
“Footprinting” her diagnosis: hypocalcaemia-induced muscle contraction. 
Intensive Care Med. 2014 Feb;40(2):262. doi: 10.1007/s00134-013-3126-2. Epub 2013 Oct 9. No 
abstract available.
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Bernards N, Creemers GJ, Nieuwenhuijzen GA, Bosscha K, Pruijt JF, Lemmens VE. 
No improvement in median survival for patients with metastatic gastric cancer despite increased use of 
chemotherapy. 
Ann Oncol. 2013 Dec;24(12):3056-60. doi: 10.1093/annonc/mdt401. 

BACKGROUND: Gastric cancer often presents in a metastasized stage. We conducted a population-based study to evalu-

ate trends in systemic treatment and survival of metastatic noncardia gastric cancer.

PATIENTS AND METHODS: All patients with noncardia adenocarcinoma of the stomach, diagnosed between 1990 and 

2011 in the Eindhoven Cancer Registry area in the Netherlands were included (N = 4797). We conducted multivariable 

logistic regression analysis to evaluate trends in administration of palliative chemotherapy and multivariable proportional 

hazards regression analyses to evaluate trends in crude overall survival.

RESULTS: The proportion of patients presenting with metastatic gastric cancer increased from 24% in 1990 to 44% in 

2011 (P < 0.0001). The use of palliative chemotherapy increased, from 5% in 1990 to 36% in 2011, with a strong incre-

ase in particular after 2006 (P < 0.0001). Younger patients [<50 years: adjusted odds ratio (ORadj) 3.9, P < 0.001; 50-59 

years: ORadj 1.7, P = 0.01] and patients with a high socioeconomic status (ORadj 1.7, P = 0.01) more often received 

chemotherapy. In contrast, older patients (70-79 years: ORadj 0.3, P < 0.001; 80+ years: ORadj 0.02, P < 0.001), pa-

tients with comorbidity (ORadj 0.6, P = 0.03), linitis plastica (ORadj 0.5, P = 0.03) and multiple distant metastases (ORadj 

0.5, P = 0.01) were less often treated with chemotherapy. A large hospital variation was observed in the administration 

of palliative chemotherapy (9%-27%). Median overall survival remained constant between 15 [95% confidence interval (CI) 

11.9-17.7] and 17 (95% CI 15.0-20.0) weeks (P = 0.10).

CONCLUSIONS: The increased administration of chemotherapy in patients with metastatic gastric cancer did not lead to 

an increase in population-based overall survival. Identification of the subgroup of patients which benefits from palliative 

chemotherapy is of utmost importance to avoid unnecessary treatment.

PMID: 24127502 
van Gageldonk-Lafeber AB, Wever PC, van der Lubben IM, de Jager CPC, Meijer A, de Vries MC, Elberse 
K, van der Sande MAB, van der Hoek W. 
The aetiology of community-acquired pneumonia and implications for patient management. 
Neth J Med. 2013 Oct;71(8):418-425. 

PURPOSE: Understanding which pathogens are associated with clinical manifestation of community-acquired pneumonia 

(CAP) is important to optimise treatment. We performed a study on the aetiology of CAP and assessed possible implicati-

ons for patient management in the Netherlands.

METHODS: Patients with CAP attending the emergency department of a general hospital were invited to participate in 

the study. We used an extensive combination of microbiological techniques to determine recent infection with respiratory 

pathogens. Furthermore, we collected data on clinical parameters and potential risk factors.

RESULTS: From November 2007 through January 2010, 339 patients were included. Single bacterial infection was 

found in 39% of these patients, single viral infection in 12%, and mixed bacterial-viral infection in 11%. Streptococcus 
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pneumoniae was the most frequently identified pathogen (22%; n=74). Infection with atypical bacteria was detected in 

69 (20%) of the patients.

CONCLUSION: Initial empirical antibiotics should be effective against S. pneumoniae, the most common pathogen 

identified in CAP patients. The large proportion of patients with infection with atypical bacteria points to the need for 

improved diagnostic algorithms including atypical bacteria, especially since these atypical bacteria are not covered by 

the first-choice antibiotic treatment according to the recently revised Dutch guidelines on the management of CAP.

PMID:24132822
Dello SA, Kele PG, Porte RJ, van Dam RM, Klaase JM, Verhoef C, van Gulik T, Molenaar Q, Bosscha K, 
van der Jagt EJ, Dejong CH, de Boer MT. 
Influence of preoperative chemotherapy on ct volumetric liver regeneration following right hemihepa-
tectomy. World J Surg. 2014 Feb;38(2):497-504. doi: 10.1007/s00268-013-2278-0.

BACKGROUND: An increasing number of patients undergo major liver resection following preoperative chemotherapy. 

Liver regeneration may be impaired in these patients, predisposing them to postoperative liver dysfunction. The aim 

of the present study was to evaluate the effects of preoperative chemotherapy on liver regeneration after partial liver 

resection.

METHODS: Patients planned to receive right hepatectomy either with (group B) or without (group A) prior chemothe-

rapy were identified retrospectively from a prospective multi-institutional database created in the conduct of a national 

randomized controlled trial (RCT). Prior chemotherapy was neither an inclusion nor an exclusion criterion of the trial. 

Future remnant liver volume (FRLV) was calculated by measuring total functional liver volume and resection specimen 

on preoperative computed tomography (CT) scans. Remnant liver volume after 7 days (V RLV7days) was measured on 

scheduled postoperative CT scans. The early regeneration index 7 days after surgery (RI early) was calculated as [(V 

RLV7days - FRLV) / FRLV] × 100 %. Data are expressed as median (interquartile range).

RESULTS: A total of 72 patients were enrolled: 45 in group A and 27 in group B. For the whole group, the liver remnant 

showed a 58 % (39 %) increase in volume at day 7 (1) day. The RI early was not significantly different between groups 

A and B, 60 % (36 %) and 50 % (43 %), respectively (p = 0.47). The RI early was significantly lower in patients who had 

undergone more than six cycles of chemotherapy.

CONCLUSIONS: Preoperative chemotherapy does not seem to have a negative impact on early liver regeneration after 

partial liver resection.

PMID: 24134552
van Laar JO, Warmerdam GJ, Verdurmen KM, Vullings R, Peters CH, Houterman S, Wijn PF, Andriessen 
P, van Pul C, Guid Oei S. 
Fetal heart rate variability during pregnancy, obtained from non-invasive electrocardiogram recordings.
Acta Obstet Gynecol Scand. 2014 Jan;93(1):93-101. 
Trefwoorden: Foetale hartritmevariabiliteit.

OBJECTIVE: Non-invasive spectral analysis of fetal heart rate variability is a promising new field of fetal monitoring. 

To validate this method properly, we studied the relationship between gestational age and the influence of fetal rest-

activity state on spectral estimates of fetal heart rate variability.

DESIGN: Prospective longitudinal study.

SETTING: Tertiary care teaching hospital.

POPULATION: Forty healthy women with an uneventful singleton pregnancy.

METHODS: Non-invasive fetal electrocardiogram measurements via the maternal abdomen were performed at regular 

intervals between 14 and 40 weeks of gestation and processed to detect beat-to-beat fetal heart rate. Simultaneous 

ultrasound recordings were performed to assess fetal rest-activity state.

MAIN OUTCOME MEASURES: Absolute and normalized power of fetal heart rate variability in the low (0.04-0.15 Hz) 

and high (0.4-1.5 Hz) frequency band were obtained, using Fourier Transform.

RESULTS: 14% of all measurements and 3% of the total amount of abdominal data (330 segments) was usable for 

spectral analysis. During 21-30 weeks of gestation, a significant increase in absolute low and high frequency power 

was observed. During the active state near term, absolute and normalized low frequency power were significantly 

higher and normalized high frequency power was significantly lower compared with the quiet state.

CONCLUSIONS: The observed increase in absolute spectral estimates in preterm fetuses was probably due to increased 

sympathetic and parasympathetic modulation and might be a sign of autonomic development. Further improvements 

in signal processing are needed before this new method of fetal monitoring can be introduced in clinical practice.

PMID: 24144736
de Bruin JL, Baas AF, Heymans MW, Buimer MG, Prinssen M, Grobbee DE, Blankensteijn JD; DREAM 
Study Group. Collaborators (91): Grobbee DE, Blankensteijn JD, Bak AA, Buth J, Pattynama PM, Verhoe-
ven EL, van Voorthuisen AE, Blankensteijn JD, Balm R, Buth J, Cuypers PW, Grobbee DE, Prinssen M, 
van Sambeek MR, Verhoeven EL, Baas AF, Hunink MG, van Engelshoven JM, Jacobs MJ, de Mol BA, van 
Bockel JH, Balm R, Reekers J, Tielbeek X, Verhoeven EL, Wisselink W, Boekema N, Heuveling LM, Sikking 
I, Prinssen M, Balm R, Blankensteijn JD, Buth J, Cuypers PW, van Sambeek MR, Verhoeven EL, de Bruin 
JL, Baas AF, Blankensteijn JD, Prinssen M, Buth J, Tielbeek AV, Blankensteijn JD, Balm R, Reekers JA, van 
Sambeek MR, Pattynama P, Verhoeven EL, Prins T, van der Ham AC, van der Velden JJ, van Sterkenburg 
SM, ten Haken GB, Bruijninckx CM, van Overhagen H, Tutein Nolthenius RP, Hendriksz TR, Teijink JA, 
Odink HF, de Smet AA, Vroegindeweij D, Bosch J, van Loenhout RM, Rutten MJ, Hamming JF, Lamp-
mann LE, Bender MH, Pasmans H, Vahl AC, de Vries C, Mackaay AJ, van Dortmont LM, van der Vliet AJ, 
Schultze Kool LJ, Boomsma JH, van Dop HR, de Mol van Otterloo JC, de Rooij TP, Smits TM, Yilmaz EN, 
Wisselink W, van den Berg FG, Visser MJ, van der Linden E, Schurink GW, de Haan M, Smeets HJ, Stabel 
P, van Elst F, Poniewierski J, Vermassen FE. 
Statin therapy is associated with improved survival after endovascular and open aneurysm repair. 
J Vasc Surg. 2014 Jan;59(1):39-44.e1. doi: 10.1016/j.jvs.2013.07.026. 

BACKGROUND:The relationship between numerous risk factors and perioperative mortality after cardiovascular 

surgery has been studied extensively. While improved perioperative survival and fewer cardiovascular events have 

been related to statin therapy, its effect on long-term survival after aneurysm repair remains to be elucidated. The aim 

of this study is to determine the effect of statin therapy on long-term survival after open and endovascular aneurysm 

repair and to identify other cardiovascular and patient-related risk factors in this respect.

METHODS: A post-hoc analysis of a randomized trial comparing open and endovascular abdominal aortic aneurysm 

repair was performed. In this multicenter trial, 351 patients were randomly assigned to undergo either open abdomi-

nal aortic aneurysm repair or endovascular repair. Patients who were on lipid-lowering medication at their inclusion in 

the trial (n = 135) were compared with those who were not (n = 216).

RESULTS: During 6 years of follow-up, 118 (33.6%) patients died after randomization. Statin therapy, baseline charac-

teristics, Society for Vascular Surgery/International Society for Cardiovascular Surgery risk factors, aneurysm size, re-

interventions, antiplatelet or anticoagulant agents, and β-blockers were used to identify prognostic factors influencing 

survival. After identification of significant factors in a Kaplan-Meier analysis, a multivariable Cox regression analysis 

was applied. Statin therapy at inclusion in the trial was independently associated with better overall survival after open 

or endovascular aneurysm repair (hazard ratio [HR], 0.5; 95% confidence interval [CI], 0.3-0.8; P = .004). Statins were 
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especially associated with fewer cardiovascular deaths (HR, 0.4; 95% CI, 0.2-0.9; P = .025). Several risk factors were 

associated with poor survival after open and endovascular aneurysm repair: age >70 (HR, 3.4; 95% CI, 2.2-5.0; P < 

.001), a history of cardiac disease at baseline (HR, 1.9; 95% CI, 1.3-2.8; P = .001), and moderate/severe tobacco use 

(HR, 1.7; 95% CI, 1.2-2.5; P = .004). Gender, aneurysm size, the need for reintervention, pulmonary disease, renal 

disease, carotid disease, hypertension, diabetes mellitus, antiplatelet or anticoagulant agents, and β-blockers were not 

significantly associated with impaired long-term survival (P > .05).

CONCLUSIONS: Despite the limitations of a post-hoc analysis of a prospectively maintained trial, we conclude that 

statin therapy at the beginning of the trial is independently associated with improved long-term survival after open 

or endovascular aneurysm repair, while age above 70 years, a history of cardiovascular disease, and tobacco use are 

associated with decreased long-term survival.

PMID:24150721
Slater NJ, Montgomery A, Berrevoet F, Carbonell AM, Chang A, Franklin M, Kercher KW, Lammers BJ, 
Parra-Davilla E, Roll S, Towfigh S, van Geffen E, Conze J, van Goor H. 
Criteria for definition of a complex abdominal wall hernia. 
Hernia. 2014 Feb;18(1):7-17. doi: 10.1007/s10029-013-1168-6. Epub 2013 Oct 23.
Trefwoorden: criteria, complex, hernia

PURPOSE: A clear definition of “complex (abdominal wall) hernia” is missing, though the term is often used. Practically 

all “complex hernia” literature is retrospective and lacks proper description of the population. There is need for clarifi-

cation and classification to improve patient care and allow comparison of different surgical approaches. The aim of this 

study was to reach consensus on criteria used to define a patient with “complex” hernia.

METHODS: Three consensus meetings were convened by surgeons with expertise in complex abdominal wall hernias, 

aimed at laying down criteria that can be used to define “complex hernia” patients, and to divide patients in severity 

classes. To aid discussion, literature review was performed to identify hernia classification systems, and to find evidence 

for patient and hernia variables that influence treatment and/or prognosis.

RESULTS: Consensus was reached on 22 patient and hernia variables for “complex” hernia criteria inclusion which 

were grouped under four categories: “Size and location”, “Contamination/soft tissue condition”, “Patient history/risk fac-

tors”, and “Clinical scenario”. These variables were further divided in three patient severity classes (‘Minor’, ‘Moderate’, 

and ‘Major’) to provide guidance for peri-operative planning and measures, the risk of a complicated post-operative 

course, and the extent of financial costs associated with treatment of these hernia patients.

CONCLUSION: Common criteria that can be used in defining and describing “complex” (abdominal wall) hernia patients 

have been identified and divided under four categories and three severity classes. Next step would be to create and 

validate treatment algorithms to guide the choice of surgical technique including mesh type for the various complex 

hernias.

PMID 24166522
Aarts MJ, Grutters JP, Peters FP, Mandigers CM, Dercksen MW, Stouthard JM, Nortier HJ, van Laarho-
ven HW, van Warmerdam LJ, van de Wouw AJ, Jacobs EM, Mattijssen V, van der Rijt CC, Smilde TJ, van 
der Velden AW, Temizkan M, Batman E, Muller EW, van Gastel SM, Joore MA, Borm GF, Tjan-Heijnen VC. 
Cost effectiveness of primary pegfilgrastim prophylaxis in patients with breast cancer at risk for febrile 
neutropenia.
 J Clin Oncol. 2013 Dec 1;31(34):4283-9. 

PURPOSE: Guidelines advise primary granulocyte colony-stimulating factor (G-CSF) prophylaxis during chemotherapy 

if risk of febrile neutropenia (FN) is more than 20%, but this comes with considerable costs. We investigated the incre-

mental costs and effects between two treatment strategies of primary pegfilgrastim prophylaxis.

METHODS: Our economic evaluation used a health care perspective and was based on a randomized study in patients 

with breast cancer with increased risk of FN, comparing primary G-CSF prophylaxis throughout all chemotherapy 

cycles (G-CSF 1-6 cycles) with prophylaxis during the first two cycles only (G-CSF 1-2 cycles). Primary outcome was 

cost effectiveness expressed as costs per patient with episodes of FN prevented.

RESULTS: The incidence of FN increased from 10% in the G-CSF 1 to 6 cycles study arm (eight of 84 patients) to 36% 

in the G-CSF 1 to 2 cycles study arm (30 of 83 patients), whereas the mean total costs decreased from β 20,658 (95% 

CI, β 20,049 to β 21,247) to β 17,168 (95% CI β 16,239 to β 18,029) per patient, respectively. Chemotherapy and G-

CSF determined 80% of the total costs. As expected, FN-related costs were higher in the G-CSF 1 to 2 cycles arm. The 

incremental cost effectiveness ratio for the G-CSF 1 to 6 cycles arm compared with the G-CSF 1 to 2 cycles arm was β 

13,112 per patient with episodes of FN prevented.

CONCLUSION: We conclude that G-CSF prophylaxis throughout all chemotherapy cycles is more effective, but more 

costly, compared with prophylaxis limited to the first two cycles. Whether G-CSF prophylaxis throughout all chemothe-

rapy cycles is considered cost effective depends on the willingness to pay per patient with episodes of FN prevented.

PMID: 24176453
Kooiman J, le Haen PA, Gezgin G, de Vries JP, Boersma D, Brulez HF, Sijpkens YW, van der Molen AJ, 
Cannegieter SC, Hamming JF, Huisman MV. 
Reply to letter to the editor by Koza et al. 
Am Heart J. 2013 Nov;166(5):e43. doi: 10.1016/j.ahj.2013.08.014. Epub 2013 Sep 24. No abstract 
available.
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van Gestel YR, Thomassen I, Lemmens VE, Pruijt JF, van Herk-Sukel MP, Rutten HJ, Creemers GJ, de 
Hingh IH. Metachronous peritoneal carcinomatosis after curative treatment of colorectal cancer. 
Eur J Surg Oncol. 2014 Aug;40(8):963-9. 

INTRODUCTION: Population-based data on metachronous peritoneal carcinomatosis (PC) after curative resection of 

colorectal origin are scarce. The aim of this study was to investigate the incidence of and risk factors for developing 

metachronous PC from colorectal cancer as well as survival since diagnosis of PC.

METHODS: Data on metachronous metastases were collected between 2010 and 2011 for all patients diagnosed with 

M0 colorectal cancer between 2003 and 2008 in the Dutch Eindhoven Cancer Registry. Median follow-up was 5.0 

years. Survival was defined as time from metastases diagnosis to death.

RESULTS: Of the 5671 colorectal cancer patients, 1042 (18%) were diagnosed with metachronous metastases of 

whom 197 (19%) developed metachronous PC. The peritoneal surface was the only site of metastasis in 81 (41%) pa-

tients while 116 (59%) patients were diagnosed with both PC and metastases elsewhere. Median survival after diagno-

sis of PC was 6 months compared to 15 months for patients with distant metastases in other organs. Patients with an 

advanced primary tumour stage, positive lymph nodes at initial diagnosis, primary mucinous adenocarcinoma, positive 

resection margin and a primary tumour located in the colon were at increased risk of developing metachronous PC.

CONCLUSION: Of the colorectal cancer patients who developed metachronous metastases, approximately one fifth is 

diagnosed with PC. Prognosis of these patients is poor with a median survival of 6 months after diagnosis. Identifying 

patients at high risk for developing metachronous PC is important as it may contribute to more accurate patient infor-

mation, tailor-made follow-up schemes, and more adequate treatment.
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Kampschreur LM, Oosterheert JJ, Wever PC, Bleeker-Rovers CP. 
Antibiotic prophylaxis for high-risk patients with acute Q fever: no definitive answers yet. 
Clin Infect Dis. 2014 Feb;58(3):446-7. doi: 10.1093/cid/cit718. Epub 2013 Nov 5. No abstract available.
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Kusters MAA, Manders NCC, de Jong BAW, van Hout RWNM, RijkersGT, de Vries E. 
Functionality of the pneumococcal antibody response in Down syndrome subjects. 
Vaccine. 2013 Dec 16;31(52):6261-5. doi: 10.1016/j.vaccine.2013.09.070. Epub 2013 Nov 5. 

We investigated the anti-polysaccharide antibody responses in subjects with Down syndrome (DS) because DS 

subjects show decreased peripheral B-lymphocyte numbers in all age groups, and a clinical picture of recurrent respi-

ratory tract infections and increased incidence of autoimmune diseases which is reminiscent of common variable im-

munodeficiency disorders (CVID)-like disease. We determined titers and opsonophagocytosis in response to conjugated 

and unconjugated pneumococcal serotypes in 18 DS subjects aged 6-24 years. The results show adequate serotype-

specific antibody titers in response to all conjugated and almost all unconjugated serotypes used. Opsonophagocytosis 

activity as measured against pneumococcal serotypes 9N, 19F and 23F was also found to be intact. We conclude that 

DS subjects do not have a clear defect in their anti-polysaccharide antibody response.

PMID:24205917
van der Meeren BT, Millard PS, Scacchetti M, Hermans MH, Hilbink M, Concelho TB, Ferro JJ and We-
ver PC. Emergence of methicillin resistance and Panton-Valentine leukocidin positivity in hospital- and 
community-acquired Staphylococcus aureus infections in Beira, Mozambique. 
Trop Med Int Health. 2014 Feb;19(2):169-76. doi: 10.1111/tmi.12221. Epub 2013 Nov 11. 

OBJECTIVES: The objective of this study was to investigate the antibiotic resistance patterns, including methicillin re-

sistance, inducible macrolide-lincosamide-streptogramin B (MLSB ) resistance and Panton-Valentine leukocidin (PVL) 

toxin gene carriage among hospital-acquired Staphylococcus aureus (HA-SA) and community-acquired S. aureus 

(CA-SA), in Beira, Mozambique.

METHODS: In 2010-2011, two prospective surveillance studies were conducted on post-operative and burn wound 

infections at the Central Hospital of Beira and on skin and soft tissue abscesses at the São Lucas Health Centre. 

We cultured pus samples, identified suspected S. aureus isolates and performed antimicrobial susceptibility testing, 

including detection of MLSB resistance. Real-time polymerase chain reaction was used to detect mecA, Martineau and 

PVL genes.

RESULTS: The prevalence of hospital-acquired methicillin-resistant S. aureus (HA-MRSA) infection among 53 inpa-

tients was 15.1%; the prevalence of community-acquired methicillin-resistant S. aureus (CA-MRSA) infection among 

100 outpatients was 1.0%. Inducible MLSB resistance was present in 41.7% and 10.7% of HA-SA and CA-SA isolates, 

respectively. PVL toxin gene was detected in 81.1% of methicillin-susceptible S. aureus (MSSA) compared with 11.1% 

of methicillin-resistant S. aureus.

CONCLUSIONS: Our study shows, for the first time in Mozambique, the emergence of HA-MRSA. The prevalence of 

CA-MRSA was low, whereas the rate of PVL toxin gene carriage in MSSA was high. The high rate of inducible MLSB 

resistance indicates the importance of performing routine D-tests. Overall, our results show the need of strengthening 

laboratory facilities to provide microbiological data for both directed therapy and surveillance

PMID: 24218426
Kerckhoffs AP, Herbers AH, Pequeriaux NC. 
A diagnosis on the basis of a blood smear. 
Neth J Med. 2013 Nov; 71 (9): 483,478. No abstract available.
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Hoeks CM, Somford DM, van Oort IM, Vergunst H, Oddens JR, Smits GA, Roobol MJ, Bul M, Hambrock T, 
Witjes JA, Fütterer JJ, Hulsbergen-van de Kaa CA, Barentsz JO. 
Value of 3-T multiparametric magnetic resonance imaging and magnetic resonance-guided biopsy for 
early risk restratification in active surveillance of low-risk prostate cancer: a prospective multicenter 
cohort study. 
Invest Radiol. 2014 Mar;49(3):165-72. 

OBJECTIVES: The objective of this study was to evaluate the role of 3-T multiparametric magnetic resonance imaging 

(MP-MRI) and magnetic resonance-guided biopsy (MRGB) in early risk restratification of patients on active surveillance 

at 3 and 12 months of follow-up.

MATERIALS AND METHODS: Within 4 hospitals participating in a large active surveillance trial, a side study was 

initiated. Pelvic magnetic resonance imaging, prostate MP-MRI, and MRGB were performed at 3 and 12 months (latter 

prostate MP-MRI and MRGB only) after prostate cancer diagnosis in 1 of the 4 participating hospitals. Cancer-suspi-

cious regions (CSRs) were defined on prostate MP-MRI using Prostate Imaging Reporting And Data System (PI-RADS) 

scores.Risk restratification criteria for active surveillance discontinuance were (1) histopathologically proven magnetic 

resonance imaging suspicion of node/bone metastases and/or (2) a Gleason growth pattern (GGP) 4 and/or 5 and/or 

cancer multifocality (≥3 foci) in MRGB specimens of a CSR on MP-MRI.

RESULTS: From 2009 to 2012, a total of 64 of 82 patients were consecutively and prospectively included and under-

went MP-MRI and a subsequent MRGB. At 3 and 12 months of follow-up, 14% (9/64) and 10% (3/30) of the patients 

were risk-restratified on the basis of MP-MRI and MRGB. An overall CSR PI-RADS score of 1 or 2 had a negative 

predictive value of 84% (38/45) for detection of any prostate cancer and 100% (45/45) for detection of a GGP 4 or 5 

containing cancer upon MRGB, respectively. A CSR PI-RADS score of 4 or higher had a sensitivity of 92% (11/12) for 

detection of a GGP 4 or 5 containing cancer upon MRGB.

CONCLUSIONS: Application of MP-MRI and MRGB in active surveillance may contribute in early identification of pa-

tients with GGP 4 or 5 containing cancers at 3 months of follow-up. If, during further follow-up, a PI-RADS score of 1 

or 2 continues to have a negative predictive value for GGP 4 or 5 containing cancers, a PI-RADS standardized reported 

MP-MRI may be a promising tool for the selection of prostate cancer patients suitable for active surveillance.

PMID: 24232134
Keijzers M, Dingemans AM, Blaauwgeers H, van Suylen RJ, Hochstenbag M, van Garsse L, Accord R, de 
Baets M, Maessen J. 
8 years’ experience with robotic thymectomy for thymomas. 
Surg Endosc. 2014 Apr;28(4):1202-8. 

BACKGROUND: The accuracy of a three-dimensional robotic-assisted videothoracoscopic approach may favor a radical 

resection of thymomas. The aim of this study was to demonstrate the feasibility of the robotic approach by reporting 8 

years experience in a single referral center of surgical treatment of thymomas.
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METHODS: We retrospectively analyzed all consecutive patients who underwent a thymectomy from April 2004 to 

April 2012. We analyzed the procedure time, morbidity, mortality, conversions, hospitalization, freedom from recur-

rence, time to progression, and overall survival.

RESULTS: From 2004 until 2012, a total of 138 robotic procedures for mediastinal tumors were performed in our 

center, of which 37 patients with a mean age of 57.3 years underwent a thymectomy for a thymoma. Histological 

analysis revealed four type A thymomas (10.8 %), seven type AB thymomas (18.9 %), seven type B1 thymomas (18.9 

%), fourteen type B2 thymomas (37.8 %), four type B3 thymomas (10.8 %), and one thymus carcinoma (2.7 %). The 

Masaoka–Koga stages were as follows: stage I in twenty patients (54 %), stage IIA in five patients (13.5 %), stage IIB 

in eight patients (21.6 %), stage III in three patients (8.1 %), and stage IVa in one patient (2.7 %). The mean overall 

procedure time was 149 min (range 88–353). No surgical mortality was reported, and there were no peri-operative 

complications. No conversions were needed for surgical complications. In three cases, a conversion to sternotomy was 

preferred by the surgeon because tumor invasion in greater vessels was suspected. Two patients (5.4 %) suffered from 

a myasthenic crisis postoperatively and required prolonged mechanical ventilation. One patient (2.7 %) underwent 

a procedure for a thoracic herniation 6 months following thymectomy. The median hospitalization was 3 days. The 

follow-up analysis showed an overall survival of 100 % and tumor recurrence in one patient (2.7 %).

CONCLUSIONS: Robotic thymectomies are safe in patients with early-stage thymomas. Robotic surgery may also be 

feasible for some selected advanced thymomas.

PMID: 24252349
Kleijer BC, van Marum RJ, Frijters DH, Jansen PA, Ribbe MW, Egberts AC, Heerdink ER. 
Variability between nursing homes in prevalence of antipsychotic use in patients with dementia. 
Int Psychogeriatr. 2014 Mar;26(3):363-71. doi: 10.1017/S1041610213002019. Epub 2013 Nov 20. 

BACKGROUND: Antipsychotic drugs (APD) are widely prescribed for people with dementia residing in long term care 

facilities (LTCFs). Concern has been expressed that such prescribing is largely inappropriate. The objective of this study 

is to examine if differences in facility-level prevalence of APD use in a sample of LTCFs for patients with dementia can 

be explained by patient and facility-related characteristics.

METHODS: A point prevalence study was conducted using data from the VU University Resident Assessment Instru-

ment (VURAI) database from nursing homes and residential care facilities in the Netherlands. Patients were selected 

who had a diagnosis of dementia. LTCF and patient characteristics were extracted from the VURAI; facility-level 

resident satisfaction surveys were provided by the National Institute for Public Health.

RESULTS: In total, 20 LTCFs providing care for 1,090 patients with dementia were investigated. Overall, 31% of 

patients used an APD. In facilities with a high prevalence of APD use behavioral symptoms were present in 62% of 

their patients. In facilities with medium APD use behavioral problems remained frequent (57%), and in facilities with 

low prevalence of APD use 54% of the patients had behavioral symptoms. Facilities with a high prevalence of APD use 

were often large, situated in urban communities, and scored below average on staffing, personal care, and recreational 

activities.

CONCLUSIONS: There was considerable variation between the participating LTCFs in the prevalence of APD use. 

Variability was related to LTCF characteristics and patient satisfaction. This indicates potential inappropriate prescribing 

because of differences in institutional prescribing culture.

PMID: 24252405
Gielens MP, Koolen PG, Hermens RA, Rutten MJ. 
Beeldvormende technieken bij siliconenborstprothesen. [Imaging in siliconen breast implantation.] 
Ned Tijdschr Geneeskd. 2013;157(47): A6412. 

Recently, there have been concerns regarding the use of breast implants from Poly Implant Prothèse (PIP, Seyne sur 

Mer, France) for breast augmentation due to their tendency to rupture and the possibility of having toxic contents. MRI 

using a specific silicone-sensitive sequence has proven to be the most sensitive and specific technique in the detection 

of intra- and extracapsular implant rupture. However, given its high costs, it is important that this technique is used 

sparingly. In this clinical lesson, we compare the sensitivity and specificity of mammography, ultrasound, CT and MRI 

for the detection of breast implant rupture. Based on two cases, a diagnostic approach is given in order to reduce 

health care costs.
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Jonges M, Welkers MR, Jeeninga RE, Meijer A, Schneeberger P, Fouchier RA, de Jong MD, Koopmans 
M. Emergence of the Virulence-associated PB2 E627K Substitution in a Fatal Human Case of Highly 
Pathogenic Avian Influenza Virus A(H7N7) Infection Determined by Illumina Ultra-deep Sequencing. 
J Virol. 2014 Feb;88(3):1694-702. doi: 10.1128/JVI.02044-13. Epub 2013 Nov 20. 

Avian influenza viruses are capable of crossing the species barrier and infecting humans. Although evidence of human-

to-human transmission of avian influenza viruses to date is limited, evolution of variants toward more-efficient hu-

man-to-human transmission could result in a new influenza virus pandemic. In both the avian influenza A(H5N1) and 

the recently emerging avian influenza A(H7N9) viruses, the polymerase basic 2 protein (PB2) E627K mutation appears 

to be of key importance for human adaptation. During a large influenza A(H7N7) virus outbreak in the Netherlands in 

2003, the A(H7N7) virus isolated from a fatal human case contained the PB2 E627K mutation as well as a hemag-

glutinin (HA) K416R mutation. In this study, we aimed to investigate whether these mutations occurred in the avian or 

the human host by Illumina Ultra-Deep sequencing of three previously uninvestigated clinical samples obtained from 

the fatal case. In addition, we investigated three chicken samples, two of which were obtained from the source farm. 

Results showed that the PB2 E627K mutation was not present in any of the chicken samples tested. Surprisingly, the 

avian samples were characterized by the presence of influenza virus defective RNA segments, suggestive for the syn-

thesis of defective interfering viruses during infection in poultry. In the human samples, the PB2 E627K mutation was 

identified with increasing frequency during infection. Our results strongly suggest that human adaptation marker PB2 

E627K has emerged during virus infection of a single human host, emphasizing the importance of reducing human 

exposure to avian influenza viruses to reduce the likelihood of viral adaptation to humans.

PMID:24261462 
Parren LJMT, Ferdinandus P, van der Hulst R, Frank K, Tuinder S. 
A novel therapeutic strategy for turban tumor: scalp excision and combined reconstruction. 
Int J Dermatol. 2014 Feb; 53(2): 246-9. 
Trefwoorden: turban tumor (cylindromatose), scalp excisie.

BACKGROUND: Brooke-Spiegler syndrome is a hereditary tumor predisposition disorder characterized by the deve-

lopment of cylindromas, trichoepitheliomas, and spiradenomas. Predilection sites of the disease are hair follicles and 

sweat glands of the head and neck. In some patients, the tumors can coalesce to so-called turban tumors, which then 
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usually cause cosmetic, psychological, and functional impairment. A curative therapy is not yet available, and thus total 

scalp excision followed by split skin graft is evolving as a frequently applied therapy. However, this treatment can lead 

to the formation of a thin and vulnerable skin, which hampers wearing a wig. Therefore, a more robust and functional 

solution is preferable. Here, we report on a woman with a turban tumor who suffered enormously from the disease 

and had secluded herself from social life.

METHODS: We treated her with a total scalp excision down to the periosteum, followed by sequential combined recon-

struction with an artificial dermal template and split skin grafts.

RESULTS: The treatment resulted in formation of a robust and flexible skin.

CONCLUSION: Treatment of turban tumor is a challenge considering the localization and extensiveness of the tumor 

masses. This novel therapy for turban tumor leads to a very good cosmetic and functional outcome.

PMID:24274589
van Brunschot S, van Grinsven J, Voermans RP, Bakker OJ, Besselink MG, Boermeester MA, Bollen TL, 
Bosscha K, Bouwense SA, Bruno MJ, Cappendijk VC, Consten EC, Dejong CH, Dijkgraaf MG, van Eijck 
CH, Erkelens GW, van Goor H, Hadithi M, Haveman JW, Hofker SH, Jansen JJ, Laméris JS, van Lien-
den KP, Manusama ER, Meijssen MA, Mulder CJ, Nieuwenhuis VB, Poley JW, de Ridder RJ, Rosman C, 
Schaapherder AF, Scheepers JJ, Schoon EJ, Seerden T, Spanier BW, Straathof JW, Timmer R, Venneman 
NG, Vleggaar FP, Witteman BJ, Gooszen HG, van Santvoort HC, Fockens P; Dutch Pancreatitis Study 
Group. 
Transluminal endoscopic step-up approach versus minimally invasive surgical step-up approach in 
patients with infected necrotising pancreatitis (TENSION trial): design and rationale of a randomised 
controlled multicenter trial [ISRCTN09186711]. 
BMC Gastroenterol. 2013 Nov 25;13:161. doi: 10.1186/1471-230X-13-161. 

BACKGROUND: Infected necrotising pancreatitis is a potentially lethal disease that nearly always requires interven-

tion. Traditionally, primary open necrosectomy has been the treatment of choice. In recent years, the surgical step-up 

approach, consisting of percutaneous catheter drainage followed, if necessary, by (minimally invasive) surgical necro-

sectomy has become the standard of care. A promising minimally invasive alternative is the endoscopic transluminal 

step-up approach. This approach consists of endoscopic transluminal drainage followed, if necessary, by endoscopic 

transluminal necrosectomy. We hypothesise that the less invasive endoscopic step-up approach is superior to the 

surgical step-up approach in terms of clinical and economic outcomes.

METHODS/DESIGN: The TENSION trial is a randomised controlled, parallel-group superiority multicenter trial. Pa-

tients with (suspected) infected necrotising pancreatitis with an indication for intervention and in whom both treatment 

modalities are deemed possible, will be randomised to either an endoscopic transluminal or a surgical step-up appro-

ach. During a 4 year study period, 98 patients will be enrolled from 24 hospitals of the Dutch Pancreatitis Study Group. 

The primary endpoint is a composite of death and major complications within 6 months following randomisation. 

Secondary endpoints include complications such as pancreaticocutaneous fistula, exocrine or endocrine pancreatic 

insufficiency, need for additional radiological, endoscopic or surgical intervention, the need for necrosectomy after 

drainage, the number of (re-)interventions, quality of life, and total direct and indirect costs.

DISCUSSION: The TENSION trial will answer the question whether an endoscopic step-up approach reduces the 

combined primary endpoint of death and major complications, as well as hospital stay and related costs compared with 

a surgical step-up approach in patients with infected necrotising pancreatitis.

PMID: 24275323
van den Berg TN, Rongen GA, Fröhlich GM, Deinum J, Hausenloy DJ, Riksen NP. 
The cardioprotective effects of mineralocorticoid receptor antagonists. 
Pharmacol Ther. 2014 Apr;142(1):72-87. doi: 10.1016/j.pharmthera.2013.11.006. Epub 2013 Nov 
23. Review. 
Trefwoorden: Mineralocorticoid receptor antagonisten EN cardioprotectie

Despite state-of-the-art reperfusion therapy, morbidity and mortality remain significant in patients with an acute 

myocardial infarction. Therefore, novel strategies to limit myocardial ischemia-reperfusion injury are urgently needed. 

Mineralocorticoid receptor (MR) antagonists are attractive candidates for this purpose, since several clinical trials in pa-

tients with heart failure have reported a survival benefit with MR antagonist treatment. MRs are expressed by several 

cells of the cardiovascular system, including cardiomyocytes, cardiac fibroblasts, vascular smooth muscle cells, and en-

dothelial cells. Experiments in animal models of myocardial infarction have demonstrated that acute administration of 

MR antagonists, either before ischemia or immediately at the moment of coronary reperfusion, limits infarct size. This 

action appears to be independent of the presence of aldosterone and cortisol, which are the endogenous ligands for 

the MR. The cardioprotective effect is mediated by a nongenomic intracellular signaling pathway, including adenosine 

receptor stimulation, and activation of several components of the Reperfusion Injury Salvage Kinase (RISK) pathway. In 

addition to limiting infarct size, MR antagonists can improve scar healing when administered shortly after reperfusion 

and can reduce cardiac remodeling post myocardial infarction. Clinical trials are currently being performed studying 

whether early administration of MR antagonists can indeed improve prognosis in patients with an acute myocardial 

infarction, independent of the presence of heart failure.

PMID: 24275518
Nederend J, Duijm LEM, Louwman MWJ, Coebergh JW, Roumen RMH, Lohle PN, Roukema JA, Rutten 
MJ, van Steenbergen LN, Ernst MF, Jansen FH, Plaisier ML, Hooijen MJ, Voogd AC. 
Impact of the transition from screen-film to digital screening mammography on interval cancer charac-
teristics and treatment – A population based study from the Netherlands. 
Eur J Cancer. 2014 Jan;50(1):31-9. doi: 10.1016/j.ejca.2013.09.018. 

INTRODUCTION: In most breast screening programmes screen-film mammography (SFM) has been replaced by 

full-field digital mammography (FFDM). We compared interval cancer characteristics at SFM and FFDM screening 

mammography.

PATIENTS AND METHODS: We included all 297 screen-detected and 104 interval cancers in 60,770 SFM examina-

tions and 427 screen-detected and 124 interval cancers in 63,182 FFDM examinations, in women screened in the 

period 2008-2010. Breast imaging reports, biopsy results and surgical reports of all cancers were collected. Two 

radiologists reviewed prior and diagnostic mammograms of all interval cancers. They determined breast density, 

described mammographic abnormalities and classified interval cancers as missed, showing a minimal sign abnormality 

or true negative.

RESULTS: The referral rate and cancer detection at SFM were 1.5% and 4.9‰ respectively, compared to 3.0% (p<0.001) 

and 6.6‰ (p<0.001) at FFDM. Screening sensitivity was 74.1% at SFM (297/401, 95% confidence interval (CI)=69.8-

78.4%) and 77.5% at FFDM (427/551, 95% CI=74.0-81.0%). Significantly more interval cancers were true negative at 

prior FFDM than at prior SFM screening mammography (65.3% (81/124) versus 47.1% (49/104), p=0.02). For interval 

cancers following SFM or FFDM screening mammography, no significant differences were observed in breast density 

or mammographic abnormalities at the prior screen, tumour size, lymph node status, receptor status, Nottingham 

tumour grade or surgical treatment (mastectomy versus breast conserving therapy).
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CONCLUSION: FFDM resulted in a significantly higher cancer detection rate, but sensitivity was similar for SFM and 

FFDM. Interval cancers are more likely to be true negative at prior FFDM than at prior SFM screening mammography, 

whereas their tumour characteristics and type of surgical treatment are comparable.

PMID: 24276757
Erba PA, Glaudemans AW, Veltman NC, Sollini M, Pacilio M, Galli F, Dierckx RA, Signore A. 
Image acquisition and interpretation criteria for 99mTc-HMPAO-labelled white blood cell scintigraphy: 
results of a multicentre study. 
Eur J Nucl Med Mol Imaging. 2014 Apr; 41(4): 615-23. doi: 10.1007/s00259-013-2631-4. Epub 
2013 Nov 26.

PURPOSE: There is no consensus yet on the best protocol for planar image acquisition and interpretation of radiola-

belled white blood cell (WBC) scintigraphy. This may account for differences in reported diagnostic accuracy amongst 

different centres.

METHODS: This was a multicentre retrospective study analysing 235 WBC scans divided into two groups. The first 

group of scans (105 patients) were acquired with a fixed-time acquisition protocol and the second group (130 patients) 

were acquired with a decay time-corrected acquisition protocol. Planar images were interpreted both qualitatively and 

semiquantitatively. Three blinded readers analysed the images.

RESULTS: The most accurate imaging acquisition protocol comprised image acquisition at 3 - 4 h and at 20 - 24 h in 

time mode with acquisition times corrected for isotope decay.

CONCLUSION: Using this protocol, visual analysis had high sensitivity and specificity in the diagnosis of infection. Semi-

quantitative analysis could be used in doubtful cases, with no cut-off for the percentage increase in radiolabelled WBC 

over time, as a criterion to define a positive scan.

PMID:24287142
van Baal MC, Bollen TL, Bakker OJ, van Goor H, Boermeester MA, Dejong CH, Gooszen HG, van der 
Harst E, van Eijck CH, van Santvoort HC, Besselink MG; Dutch Pancreatitis Study Group. 
The role of routine fine-needle aspiration in the diagnosis of infected necrotizing pancreatitis. Surgery. 
2014 Mar;155(3):442-8. doi: 10.1016/j.surg.2013.10.001. 

BACKGROUND: Diagnosing infected necrotizing pancreatitis (INP) may be challenging. The aim of this study was to 

determine the added value of routine fine-needle aspiration (FNA) in addition to clinical and imaging signs of infection 

in patients who underwent intervention for suspected INP.

METHODS: We conducted a post hoc analysis of 208 consecutive patients from a prospective, multicenter database 

who underwent intervention because of suspected INP. In retrospect, 3 groups were constructed based on the patients 

preoperative characteristics: Clinical, imaging, and FNA. Patients in the clinical group had clinical signs of infection but 

no gas on preoperative computed tomography (CT) and no FNA performed before intervention. Patients in the imaging 

group had gas bubbles on the preoperative CT but no was FNA performed, whereas patients in the FNA group had a 

positive FNA before intervention. The reference standard for infection was the culture taken during the first interven-

tion (either catheter drainage or necrosectomy).

RESULTS: The initial intervention for INP was performed a median of 27 days (interquartile range, 20-39) after ad-

mission without difference between the 3 groups (P = .15). Infection was confirmed in 80% of 92 patients of the clinical 

group, in 94% of 88 patients of the imaging group, and in 86% of 28 patients of the FNA group (P = .07). Mortality was 

19% and was not different between groups (P = .39).

CONCLUSION: INP can generally be diagnosed based on clinical or imaging signs of infection. FNA may be useful in 

patients with unclear clinical signs and no imaging signs of INP.

PMID:24298327
van den Berg EJ, Wielders CC, Schneeberger PM, Wegdam-Blans MC, van der Hoek W. 
Spatial analysis of Q fever laboratory results is a useful tool for identifying high and low risk areas for 
infection. Infect Ecol Epidemiol. 2013 Nov 28;3. doi: 10.3402/iee.v3i0.20432.
 Trefwoorden Q-koorts, ruimtelijke analyse.

BACKGROUND: The Netherlands faced a large Q fever epidemic from 2007 to 2010, in which thousands of people 

were tested for the presence of antibodies against Coxiella burnetii as part of individual patient diagnosis. So far, only 

data of notified cases were used for the identification of high-risk areas, which can lead to misclassification of risk. 

Therefore, we identified high- and low-risk areas based on laboratory test results to make control measures more 

efficient.

METHODS: Data on diagnostic Q fever laboratory tests were obtained from two regional laboratories of medical 

microbiology in the high-incidence area in the south of the Netherlands. The proportion of patients testing positive 

was mapped per postal code area. Patients testing positive were compared to patients testing negative based on the 

distance between residential address and the nearest infected goat farm with adjustment for age and sex.

RESULTS AND CONCLUSION: Of 11,035 patients tested, 4,011 (36.4%) had a positive laboratory test result for Q fever. 

Maps showing the spatial pattern of tests performed and proportion of positive tests allowed for the identification of 

high- and low-risk Q fever areas. The proportion of patients testing positive was higher in areas close to infected goat 

farms compared to areas further away. Patients living <1 km from an infected goat farm had a substantially higher 

risk of testing positive for antibodies to C. burnetii than those living >10 km away (OR 21.70, 95% CI 16.28-28.92). 

Laboratory test results have the potential to make control measures more efficient by identifying high-risk areas as 

well as low-risk areas.

PMID:24305938
van la Parra RF, Peer PG, de Roos WK, Ernst MF, de Wilt JH, Bosscha K. 
A simple risk score to predict the presence of non-sentinel lymph node metastases in breast cancer 
patients with a positive sentinel node.
 World J Surg. 2014 May;38(5):1070-6. doi: 10.1007/s00268-013-2387-9. 

BACKGROUND: Historically, completion axillary lymph node dissection (cALND) is recommended in sentinel lymph node 

(SLN)-positive patients. However, the high rate of negative non-sentinel nodes (NSNs) in cALND and the reported low 

axillary recurrence rates have led to a more conservative approach. A risk score was developed to identify a patient’s 

individual risk for NSN metastases.

METHODS: Data of 182 SLN-positive patients who underwent cALND were used for risk score development. The risk 

score, consisting of pathological tumor size (≤ 20/>20 mm), lymphovascular invasion (no/yes), extracapsular extension 

(no/yes), size of metastases (≤ 2/>2 mm), and number of positive SLNs (1/>1), was subsequently validated on an 

external population (n = 180).

RESULTS: The area under the receiver operating characteristic curve was 0.78 (95 % CI 0.71-0.85) in the original po-

pulation and 0.78 (95 % CI 0.70-0.85) in the validation population. Based on the predicted risk for positive NSNs, three 

groups were defined: low risk (≤ 20 %), intermediate risk (21-50 %), and high risk (>50 %). In total, 88 patients met the 

Z0011 inclusion criteria and none of them had a high predicted risk. Of the 199 non-Z0011 patients, 67 (33.7 %) had 
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low risk, 96 (48.2 %) had intermediate risk, and 36 (18.1 %) had high risk.

CONCLUSION: A simple risk score, integrating just five clinicopathological variables, was developed that may assist in 

individual decision making regarding ALND in SLN-positive patients outside of the Z0011 trial.

PMID:24318593
van der Poel MW, Oerlemans S, Schouten HC, Mols F, Pruijt JF, Maas H, van de Poll-Franse LV. 
Quality of life more impaired in younger than in older diffuse large B cell lymphoma survivors compared 
to a normative population: a study from the population-based PROFILES registry. 
Ann Hematol. 2014 May;93(5):811-9. doi: 10.1007/s00277-013-1980-1. Epub 2013 Dec 8. 

The objective of this study was to compare health-related quality of life (HRQOL) between diffuse large B cell lymp-

homa (DLBCL) survivors of different age categories (18-59/60-75/76-85 years) and to compare their HRQOL with an 

age- and sex-matched normative population. The population-based Eindhoven Cancer Registry was used to select all 

patients diagnosed with DLBCL from 1999 to 2010. Patients (n = 363) were invited to complete the European Organi-

zation for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30 (EORTC QLQ-C30) questionnaire, 

and 307 survivors responded (85 %). Data from an age- and sex-matched normative population (n = 596) were used 

for comparison. DLBCL survivors aged 18-59 years scored better on physical functioning, quality of life, appetite loss 

and constipation than survivors of 76-85 years old (all p < 0.05). Financial problems more often occurred in survivors 

aged 18-59 years compared to survivors of 76-85 years old (p < 0.01). Compared to the normative population, DLBCL 

survivors aged 18-59 years showed worse scores on cognitive and social functioning and on dyspnea and financial 

problems (p < 0.01, large- and medium-size effects). In survivors of the other age categories, only differences with 

trivial or small-size effects were found. Although younger DLBCL survivors have better HRQOL than older survivors, 

the differences found between younger survivors and normative population were the largest. This suggests that having 

DLBCL has a greater impact on younger than older survivors and that the worse HRQOL observed in older DLBCL sur-

vivors in comparison with younger survivors is caused mostly by age itself and not by the disease.

PMID: 24322177
Wong-Lun-Hing EM, van Dam RM, Heijnen LA, Busch OR, Terkivatan T, van Hillegersberg R, Slooter 
GD, Klaase J, de Wilt JH, Bosscha K, Neumann UP, Topal B, Aldrighetti LA, Dejong CH. 
Is current perioperative practice in hepatic surgery based on enhanced recovery after surgery (ERAS) 
principles? 
World J Surg. 2014 May;38(5):1127-40. doi: 10.1007/s00268-013-2398-6.

BACKGROUND: The worldwide introduction of multimodal enhanced recovery programs has also changed periopera-

tive care in patients who undergo liver resection. This study was performed to assess current perioperative practice in 

liver surgery in 11 European HPB centers and compare it to enhanced recovery after surgery (ERAS) principles.

METHODS: In each unit, 15 consecutive patients (N = 165) who underwent hepatectomy between 2010 and 2012 

were retrospectively analyzed. Compliance was classified as “full,” “partial,” or “poor” whenever ≥ 80, ≥ 50, or <50 % of 

the 22 ERAS protocol core items were met. The primary study end point was overall compliance with the ERAS core 

program per unit and per perioperative phase.

RESULTS: Most patients were operated on for malignancy (91 %) and 56 % were minor hepatectomies. The median 

number of implemented ERAS core items was 9 (range = 7-12) across all centers. Compliance was partial in the pre-

operative (median 2 of 3 items, range = 1-3) and perioperative phases (median 5 of 10 items, range: 4-7). Median po-

stoperative compliance was poor (median 2 of 9 items, range = 0-4). A statistically significant difference was observed 

between median length of stay and median time to recovery (7 vs. 5 days, P < 0.001).

CONCLUSION: Perioperative care among centers that perform liver resections varied substantially. In current HPB 

surgical practice, some elements of the ERAS program, e.g., preoperative counselling and minimal fasting, have already 

been implemented. Elements in the perioperative phase (avoidance of drains and nasogastric tube) and postoperative 

phase (early resumption of oral intake, early mobilization, and use of recovery criteria) should be further optimized.

PMID:24325334
de Jong E, Erkens-Hulshof S, van der Velden LBJ, Voss A, Bosboom R, Hodiamont C, Wever PC, Rente-
naar RJ, Sturm PD. 
Predominant association of Raoultella bacteremia with diseases of the biliary tract. 
Scand J Infect Dis. 2014 Feb;46(2):141-3. doi: 10.3109/00365548.2013.857044. Epub 2013 Dec 11. 
A case series of 14 patients with Raoultella bacteremia was compared with 28 Klebsiella oxytoca and 
28 Klebsiella pneumoniae bacteremia cases. Forty-three percent of Raoultella bacteremia cases were 
associated with biliary tract disease, compared to 32% and 22% of patients with K. oxytoca and K. pneu-
moniae bacteremia, respectively.

PMID:24332217
Verstegen RH, Borte S, Bok LA, van Zwieten PH, von Döbeln U, Hammarström L, de Vries E. 
Impact of Down syndrome on the performance of neonatal screening assays for severe primary im-
munodeficiency diseases. 
J Allergy Clin Immunol. 2014 Apr;133(4):1208-11. doi: 10.1016/j.jaci.2013.10.010. Epub 2013 Dec 9. 
No abstract available. 

PMID: 24345416
βalasan MB, van den Bosch OF, Creemers MC, Custers M, Heurkens AH, van Woerkom JM, Wulffraat 
NM. Prevalence of methotrexate intolerance in rheumatoid arthritis and psoriatic arthritis. 
Arthritis Res Ther. 2013;15(6):R217. 

INTRODUCTION:The aim of this study was to determine the prevalence of gastrointestinal and behavioural symptoms 

occurring before (anticipatory/associative) and after methotrexate (MTX) administration, termed MTX intolerance, in 

rheumatoid (RA) and psoriatic arthritis (PsA).

METHODS: Methotrexate Intolerance Severity Score (MISS), previously validated in juvenile idiopathic arthritis patients, 

was used to determine MTX intolerance prevalence in 291 RA/PsA patients. The MISS consisted of four domains: ab-

dominal pain, nausea, vomiting and behavioural symptoms, occurring upon, prior to (anticipatory) and when thinking 

of MTX (associative). MTX intolerance was defined as ≥6 on the MISS with ≥1 point on anticipatory and/or associative 

and/or behavioural items.

RESULTS: A total of 123 patients (42.3%) experienced at least one gastrointestinal adverse effect. The prevalence of 

MTX intolerance was 11%. MTX intolerance prevalence was higher in patients on parenteral (20.6%) than on oral MTX 

(6.2%) (p < 0.001).

CONCLUSION: Besides well-known gastrointestinal symptoms after MTX, RA and PsA patients experienced these 

symptoms also before MTX intake. RA and PsA patients on MTX should be closely monitored with the MISS for early 

detection of MTX intolerance, in order to intervene timely and avoid discontinuation of an effective treatment.
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PMID: 24357394 
Hauer AJ, Luiten EL, van Erp NF, Blase PE, Aarts MC, Kaper NM, van der Heijden GJ. 
No evidence for distinguishing bacterial from viral acute rhinosinusitis using fever and facial/dental pain: 
a systematic review of the evidence base. 
Otolaryngol Head Neck Surg. 2014 Jan;150(1):28-33. doi: 10.1177/0194599813510891. Epub 2013 
Nov 15. Review. 

OBJECTIVE: To assess the diagnostic value of fever and facial and dental pain in adults suspected of acute bacterial 

rhinosinusitis.

DATA SOURCES:PubMed, EMBASE, and the Cochrane Library.

REVIEW METHODS: A comprehensive systematic search was performed on March 18, 2013. We included articles 

reporting studies on the diagnostic value of fever or facial and dental pain in patients suspected of acute bacterial 

rhinosinusitis. For included articles, the reported study design was assessed for directness of evidence and risk of bias. 

Prevalences, positive predictive values, and negative predictive values were extracted.

RESULTS: Of 3171 unique records, we included 1 study with a high directness of evidence and a moderate risk of bias. 

The prior probability of bacterial rhinosinusitis was 0.29 (95% confidence interval: 0.24 to 0.35). We could not extract 

posterior probabilities with accompanying positive and negative predictive values. The study reported an odds ratio 

from univariate analysis for fever of 1.02 (0.52 to 2.00) and 1.65 (0.83 to 3.28) for facial and dental pain. In subse-

quent multivariate analysis, the odds ratio of facial and dental pain was 1.86 (1.06 to 3.29).

CONCLUSION AND RECOMMENDATION: There is 1 study with moderate risk of bias, reporting data in such a manner 

that we could not assess the value of fever and facial and dental pain in adults suspected of an acute bacterial rhino-

sinusitis. Therefore, these symptoms should not be used in clinical practice to distinguish between a bacterial and viral 

source of acute rhinosinusitis or for decision making about prescribing antibiotic treatment

PMID:24360393
Simons KS, Workum JD, Slooter AJ, van den Boogaard M, van der Hoeven JG, Pickkers P. 
Effect of preadmission sunlight exposure on intensive care unit-acquired delirium: a multicenter study. 
J Crit Care. 2014 Apr;29(2):283-6. doi: 10.1016/j.jcrc.2013.10.027. Epub 2013 Nov 6. 
Trefwoorden: zonlichtexpositie, ICU

PURPOSE: It is assumed that there is a relation between light exposure and delirium incidence. The aim of our study 

was to determine the effect of prehospital light exposure on the incidence of intensive care unit (ICU)-acquired deli-

rium.

MATERIALS AND METHODS: Data from 3 ICUs in the Netherlands were analyzed retrospectively. Delirium was as-

sessed with the Confusion Assessment Method for the ICU. Daily light intensity data were obtained from meteorological 

stations in the vicinity of the 3 hospitals. The association between light intensity and delirium incidence was analyzed 

using logistic regression analysis adjusting for known covariates for delirium.

RESULTS: Data of 3198 patients, aged (mean ± SD) 61.9 ± 15.3 years with Acute Physiology and Chronic Health Eva-

luation II score 16.4 ± 6.6 were analyzed. Delirium incidence was 31.2% and did not vary significantly throughout the 

year. Twenty-eight-day preadmission photoperiod was highest in spring and lowest in winter; however, no association 

between light exposure and delirium incidence was found (odds ratio, 1.00; 95% confidence interval, 0.99-1.00; P = 

0.72). Furthermore, delirium was significantly associated with age, infection, use of sedatives, Acute Physiology and 

Chronic Health Evaluation II score, and diagnosis of neurological disease or trauma.

CONCLUSIONS: The incidence of delirium does not differ per season and prior sunlight exposure does not play a role of 

importance in the development of ICU-acquired delirium.

PMID:24368182
Hagenaars JC, Kampschreur LM, de Jager-Leclercq MG, van Petersen AS, Moll FL, Renders NH, We-
ver PC, Koning OH, Hoornenborg E. 
Two cases with acute abdominal aneurysm and evidence of acute Q fever infection. 
Ann Vasc Surg. 2014 Feb;28(2):494.e1-3. doi: 10.1016/j.avsg.2013.03.022. Epub 2013 Dec 22. 

We report 2 patients with symptomatic aortic aneurysm and serologic evidence of acute Q fever with positive Coxiella 

burnetii PCR in blood/tissue. This suggests a role for acute Q fever in aneurysm progression. Diagnostic testing for Q 

fever infection in patients with symptomatic aneurysms in Q fever areas is recommended.

PMID: 24379134
van Eijk J, Chan YC, Russell JW. 
Immunotherapy for idiopathic lumbosacral plexopathy. 
Cochrane Database Syst Rev. 2013 Dec 31;12:CD009722. doi: 10.1002/14651858.CD009722.pub2. 
Review.

BACKGROUND: Idiopathic lumbosacral plexopathy (ILSP), also called lumbosacral plexitis or non-diabetic lumbosacral 

(radiculo)plexus neuropathy is a rare clinical entity. The core features are (sub)acute, severe, asymmetrical leg pain, 

followed by asymmetrical multifocal weakness and atrophy in the subsequent weeks or months. Sensory symptoms 

include paresthesias, hypesthesia, allodynia, and autonomic dysfunction. ILSP generally runs a monophasic and self 

limiting course. Recovery starts slowly over months to several years and is nearly always incomplete. Some studies 

suggest that the condition has an immune-mediated etiology. Biopsies of distal cutaneous nerve segments have 

shown features suggestive of an inflammatory microvasculitis causing ischemic damage of the nerves. The clinical and 

pathological findings are similar to those found in diabetic lumbosacral plexus neuropathy and suggest that inflam-

mation may form part of the final common pathway in both conditions.

OBJECTIVES: To assess the effects of any form of immunotherapy in the treatment of ILSP.

SEARCH METHODS: On 15 October 2013, we searched the Cochrane Neuromuscular Disease Group Specialized 

Register, CENTRAL, MEDLINE, EMBASE, LILACS, and Index to Theses. We scanned conference abstracts, and searched 

trials databases for ongoing trials. We checked all references in the identified trials and contacted authors to identify 

any additional published or unpublished data.

SELECTION CRITERIA: We intended to include all randomized controlled trials (RCTs) or quasi-RCTs of any immu-

notherapy given within six weeks of disease onset, in participants with conditions fulfilling all the following: acute 

or subacute onset of pain and lower motor neuron weakness involving predominantly the proximal muscles of the 

lower limbs, weakness that is not confined to one nerve or nerve root distribution, electrophysiological tests showing 

predominantly axonal neuropathies, exclusion of other causes of lumbosacral radiculopathy and plexopathy as well as 

patients with plasma sugar in the diabetic range (fasting greater than 7.0 mmol/L, random greater than 11.1 mmol/L).

DATA COLLECTION AND ANALYSIS: Two authors independently examined all references retrieved by the search to 

select those meeting the inclusion criteria, according to standard Cochrane methodology.

MAIN RESULTS: We identified no RCTs of any immunotherapy for ILSP.

AUTHORS’ CONCLUSIONS: There is at present no evidence from randomized trials to support any recommendation on 

the use of any immunotherapy treatment in ILSP.
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PMID:24401685
van Eijk JJ, Madden RG, van der Eijk AA, Hunter JG, Reimerink JH, Bendall RP, Pas SD, Ellis V, van Alfen 
N, Beynon L, Southwell L, McLean B, Jacobs BC, van Engelen BG, Dalton HR. 
Neuralgic amyotrophy and hepatitis E virus infection. 
Neurology. 2014 Feb 11;82(6):498-503. doi: 10.1212/WNL.0000000000000112. Epub 2014 Jan 8.

OBJECTIVE: To determine whether there is an association between an acute preceding hepatitis E virus (HEV) infection 

and neuralgic amyotrophy (NA), and if so, whether patients with HEV-related NA differ from patients without an as-

sociated HEV infection.

METHODS: HEV testing was conducted in a retrospective cohort of 28 Cornish patients with NA (2011-2013) and a 

prospective cohort of 38 consecutive Dutch patients with NA (2004-2007). Acute-phase serum samples were analy-

zed for the presence of anti-HEV immunoglobulin (Ig) M and IgG and HEV RNA (quantitative real-time PCR).

RESULTS: Five cases (10.6%) of acute hepatitis E infection were identified in a total group of 47 patients with NA of 

whom serum samples were available. In 4 patients, HEV RNA was detected in serum samples taken at presentation. All 

patients with HEV-associated NA had clinical and electrophysiologic evidence of bilateral brachial plexus involvement. 

Anti-HEV IgM positivity was not related to age, sex, disease severity, disease course, or outcome.

CONCLUSIONS: Acute hepatitis E is found in 10% of patients with NA from the United Kingdom and the Netherlands. 

Further research is required to investigate the role of HEV in NA in other geographical locations and to determine 

pathophysiologic mechanisms.

PMID: 24406282 
Jacobs JF, Hoedemakers RM, Teunissen E, Te Velthuis H. N. 
Latex FLC serum free light-chain assays in patients with renal impairment. 
Clin Chem Lab Med. 2014 Jun;52(6):853-9. doi: 10.1515/cclm-2013-0864. 

BACKGROUND: The aim of this study was to establish ranges for N Latex free light-chain (FLC) monoclonal-based 

nephelometric assays in patients with renal impairment.

METHODS: In this retrospective study, serum samples from 284 patients with chronic kidney disease (CKD) stages 

1-5 were measured with N Latex and Freelite FLC reagents on the Siemens BNII system and compared with controls 

without renal impairment.

RESULTS: Both κFLC and λFLC concentrations increased with the N Latex FLC and the Freelite assays with each incre-

ment in CKD stage. No difference was found in FLC κ concentrations between the two methods. In patients with renal 

failure, N Latex FLC detected higher concentrations of λFLC (CKD5 median, 128 mg/L; 95% range, 43-302) compared 

with Freelite (89.5 mg/L, 35-197) (p<0.0001). This resulted in significantly different κ/λ ratios in patients with CKD for 

the two tests. The Freelite κ/λ ratio in the CKD5 group (median, 1.22; min-max, 0.22-2.70) was significantly increased 

compared with healthy controls (p<0.0001), and several individual samples were outside the reference range for heal-

thy controls (0.26-1.65). In contrast, none of the 284 patients with CKD had an FLC κ/λ ratio exceeding the N Latex 

reference limits for healthy controls (0.31-1.56). The N Latex FLC κ/λ ratio in the CKD5 group (0.69, 0.32-1.54) was 

significantly lower compared with the control group (p<0.0001).

CONCLUSIONS: These findings demonstrate that the N Latex FLC κ/λ ratio in patients with renal failure did not differ 

from the reference limits for healthy controls.

PMID: 24422880
van der Zee A, Roorda L, Bosman G, Fluit AC, Hermans M, Smits PH, van der Zanden AG, Te Witt R, 
Bruijnesteijn van Coppenraet LE, Cohen Stuart J and Ossewaarde JM. 
Multi-centre evaluation of real-time multiplex PCR for detection of carbapenemase genes OXA-48, VIM, 
IMP, NDM and KPC. 
BMC Infect Dis. 2014 Jan 14;14:27. doi: 10.1186/1471-2334-14-27. 

BACKGROUND: Resistance to carbapenem antibiotics is emerging worldwide among Enterobacteriaceae. To prevent 

hospital transmission due to unnoticed carriage of carbapenemase producing micro-organisms in newly admitted 

patients, or follow-up of patients in an outbreak setting, a molecular screening method was developed for detection of 

the most prevalent carbapenemase genes; blaOXA-48, blaVIM, blaIMP, blaNDM and blaKPC.

METHODS: A real-time multiplex PCR assay was evaluated using a collection of 86 Gram negative isolates, including 

62 carbapenemase producers. Seven different laboratories carried out this method and used the assay for detection of 

the carbapenemase genes on a selection of 20 isolates.

RESULTS: Both sensitivity and specificity of the multiplex PCR assay was 100%, as established by results on the strain 

collection and the inter-laboratory comparisons.

CONCLUSIONS: In this study, we present a multiplex real-time PCR that is a robust, reliable and rapid method for the 

detection of the most prevalent carbapenemases blaOXA-48, blaVIM, blaIMP, blaNDM and blaKPC, and is suitable for 

screening of broth cultured rectal swabs and for identification of carbapenemase genes in cultures.

PMID:24443129
European Society of Radiology (ESR).(Ranschaert E.) 
ESR white paper on teleradiology: an update from the teleradiology subgroup. 
Insights Imaging. 2014 Feb;5(1):1-8. doi: 10.1007/s13244-013-0307-z. Epub 2014 Jan 18. 

BACKGROUND: Teleradiology services are increasingly integrated into the workflow of radiological departments in 

EU-member states.

METHODS: The current technological possibilities and European political agenda are both opening the way for cross-

border telemedicine services including teleradiology.

RESULTS: This is bringing new opportunities for both users and providers of teleradiology services, which has led to 

the idea of producing an updated version of earlier ESR statements and communications on teleradiology. For this 

purpose the e-Health and Informatics subcommittee established a Teleradiology subgroup.

CONCLUSION: This white paper proposes comprehensive best-practice guidelines for teleradiology usage, focussing on 

services within the European Union, as prepared by the members of the ESR teleradiology subgroup.

PMID:24456968
Volders JH, van la Parra RF, Bavelaar-Croon CD, Barneveld PC, Ernst MF, Bosscha K, De Roos WK. 
Discordance between number of scintigraphic and perioperatively identified sentinel lymph nodes and 
axillary tumour recurrence. 
Breast. 2014 Apr;23(2):159-64. doi: 10.1016/j.breast.2013.12.004. Epub 2014 Jan 21. 

BACKGROUND: In breast cancer, sentinel node biopsy is considered the standard method to assess the lymph node 

status of the axilla. Preoperative identification of sentinel lymph nodes (SLN) is performed by injecting a radioactive 

tracer, followed by lymphoscintigraphy. In some patients there is a discrepancy between the number of lymphoscinti-

graphically identified sentinel nodes and the number of nodes found during surgery. We hypothesized that the inability 
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to find peroperatively all the lymphoscintigraphically identified sentinel nodes, might lead to an increase in axillary 

recurrence because of positive SLNs not being removed.

METHODS: Patients who underwent sentinel node biopsy between January 2000 and July 2010 were identified from 

a prospectively collected database. The number of lymphoscintigraphically and peroperatively identified sentinel nodes 

were reviewed and compared. Axillary recurrences were scored.

RESULTS: 1368 patients underwent a SLN biopsy. Median follow up was 58.5 months (range 12-157). Patient and 

tumour characteristics showed no significant differences. In 139 patients (10.2%) the number of radioactive nodes 

found during surgery was less than preoperative scanning (group 1) and in 89.8% (N = 1229) there were equal or 

more peroperative nodes identified than seen lymphoscintigraphically (group 2). In group 1, 0/139 patients (0%) de-

veloped an axillary recurrence and in the second group this was 25/1229 (2.0%) respectively. No significant difference 

between groups regarding axillary recurrence, sentinel node status and distant metastasis was found.

CONCLUSION: Axillary recurrence rate is not influenced by the inability to remove all sentinel nodes during surgery that 

have been identified preoperatively by scintigraphy.

PMID:24475269
Loonen AJ, de Jager CP, Tosserams J, Kusters R, Hilbink M, Wever PC, van den Brule AJ. 
Biomarkers and molecular analysis to improve bloodstream infection diagnostics in an emergency care 
unit. PLoS One. 2014 Jan 27;9(1):e87315. doi: 10.1371/journal.pone.0087315. 

Molecular pathogen detection from blood is still expensive and the exact clinical value remains to be determined. The 

use of biomarkers may assist in preselecting patients for immediate molecular testing besides blood culture. In this 

study, 140 patients with ≥ 2 SIRS criteria and clinical signs of infection presenting at the emergency department of our 

hospital were included. C-reactive protein (CRP), neutrophil-lymphocyte count ratio (NLCR), procalcitonin (PCT) and 

soluble urokinase plasminogen activator receptor (suPAR) levels were determined. One ml EDTA blood was obtained 

and selective pathogen DNA isolation was performed with MolYsis (Molzym). DNA samples were analysed for the 

presence of pathogens, using both the MagicPlex Sepsis Test (Seegene) and SepsiTest (Molzym), and results were 

compared to blood cultures. Fifteen patients had to be excluded from the study, leaving 125 patients for further ana-

lysis. Of the 125 patient samples analysed, 27 presented with positive blood cultures of which 7 were considered to be 

contaminants. suPAR, PCT, and NLCR values were significantly higher in patients with positive blood cultures compared 

to patients without (p < 0.001). Receiver operating characteristic curves of the 4 biomarkers for differentiating bacte-

remia from non-bacteremia showed the highest area under the curve (AUC) for PCT (0.806 (95% confidence interval 

0.699-0.913)). NLCR, suPAR and CRP resulted in an AUC of 0.770, 0.793, and 0.485, respectively. When compared 

to blood cultures, the sensitivity, specificity, positive predictive value (PPV), and negative predictive value (NPV) for 

SepsiTest and MagicPlex Sepsis Test were 11%, 96%, 43%, 80%, and 37%, 77%, 30%, 82%, respectively. In conclusion, 

both molecular assays perform poorly when one ml whole blood is used from emergency care unit patients. NLCR is a 

cheap, fast, easy to determine, and rapidly available biomarker, and therefore seems most promising in differentiating 

BSI from non-BSI patients for subsequent pathogen identification using molecular diagnostics.

PMID:24477856
Kremers MN, Janssen R, Wielders CC, Kampschreur LM, Schneeberger PM, Netten PM, de Klerk A, 
Hodemaekers HM, Hermans MH, Notermans DW and Wever PC. 
Correlations between peripheral blood Coxiella burnetii DNA load, interleukin-6 levels, and C-reactive 
protein levels in patients with acute Q fever. 
Clin Vaccine Immunol. 2014 Apr;21(4):484-7. doi: 10.1128/CVI.00715-13. Epub 2014 Jan 29. 

From 2007 to 2010, the Netherlands experienced the largest reported Q fever outbreak, with >4,000 notified cases. 

We showed previously that C-reactive protein is the only traditional infection marker reflecting disease activity in 

acute Q fever. Interleukin-6 is the principal inducer of C-reactive protein. We questioned whether increased C-reactive 

protein levels in acute Q fever patients coincide with increased interleukin-6 levels and if these levels correlate with 

the Coxiella burnetii DNA load in serum. In addition, we studied their correlation with disease severity, expressed by 

hospital admission and the development of fatigue. Interleukin-6 and C-reactive protein levels were analyzed in sera 

from 102 patients diagnosed with seronegative PCR-positive acute Q fever. Significant but weak negative correlations 

were observed between bacterial DNA loads expressed as cycle threshold values and interleukin-6 and C-reactive 

protein levels, while a significant moderate-strong positive correlation was present between interleukin-6 and C-

reactive protein levels. Furthermore, significantly higher interleukin-6 and C-reactive protein levels were observed in 

hospitalized acute Q fever patients in comparison to those in nonhospitalized patients, while bacterial DNA loads were 

the same in the two groups. No marker was prognostic for the development of fatigue. In conclusion, the correlation 

between interleukin-6 and C-reactive protein levels in acute Q fever patients points to an immune activation pathway 

in which interleukin-6 induces the production of C-reactive protein. Significant differences in interleukin-6 and C-

reactive protein levels between hospitalized and nonhospitalized patients despite identical bacterial DNA loads suggest 

an important role for host factors in disease presentation. Higher interleukin-6 and C-reactive protein levels seem 

predictive of more severe disease.

PMID: 24484403
van den Reek JM, van Lüumig PP, Otero ME, Zweegers J, van de Kerkhof PC, Ossenkoppele PM, Njoo 
MD, Mommers JM, Koetsier MI, Arnold WP, Sybrandy-Fleuren BA, Kuijpers AL, Andriessen MP, Seyger 
MM, Kievit W, de Jong EM. 
Satisfaction of treatment with biologics is high in psoriasis: results from the Bio-CAPTURE network. 
Br J Dermatol. 2014 May;170(5):1158-65. doi: 10.1111/bjd.12862. 

BACKGROUND: Although the effectiveness of biologics for psoriasis has been measured extensively with objective 

outcome measures, studies based on subjective, patient-reported outcome measures remain scarce.

OBJECTIVES: To investigate satisfaction with medication, as measured by the Treatment Satisfaction Questionnaire for 

Medication (TSQM) for biologics in daily practice psoriasis care in the first 6 months of treatment; and to identify possi-

ble differences in satisfaction with medication between patients experienced (biologics-experienced) and inexperienced 

(biologics-inexperienced) in the use of biologics.

METHODS: TSQM baseline measurements were compared using measurements taken after 6 months, using the 

Wilcoxon signed-rank test for paired comparisons. Intention-to-treat with last observation carried forward (ITT with 

LOCF) and as-treated analyses were performed. The difference between biologics-experienced and biologics-inexpe-

rienced patients for TSQM was analysed using ITT with LOCF. At 6 months, outcomes for biologics-experienced and 

biologics-inexperienced patients were compared using the Mann-Whitney U-test.

RESULTS: One hundred and six patients were eligible for analysis, and treated with etanercept (n = 34), adalimumab 

(n = 49) or ustekinumab (n = 23). Fifty-four per cent of patients were biologics-inexperienced. A statistically significant 

improvement was seen in all domains of the TSQM (‘effectiveness’, ‘side-effects’, ‘convenience’ and ‘global satisfaction’) 

by comparison of months 3 or 6 with baseline (all P ≤ 0·02). After 6 months, biologics-inexperienced patients scored 

better on the ‘global satisfaction’ domain than biologics-experienced patients (P < 0·01).

CONCLUSIONS: We provide a prospective, longitudinal analysis of TSQM for biologics in daily practice psoriasis care. 

High satisfaction rates were achieved. The ‘effectiveness’ and ‘convenience’ domains showed the most room for impro-

vement.
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PMID: 24506305
Schatorjé EJ, Gathmann B, van Hout RW, de Vries E. PedPAD consortium. 
The PedPAD study: boys predominate in the hypogammaglobulinaemia registry of the ESID online 
database. Clin Exp Immunol. 2014 Jun;176(3):387-93. doi:10.1111/cei.12281.

Hypogammaglobulinaemias are the most common primary immunodeficiency diseases. This group of diseases is very 

heterogeneous, and little is known about these diseases in children. In the Pediatric Predominantly Antibody Deficien-

cies (PedPAD) study, we analysed data from the European Society for Immunodeficiencies (ESID) online database to 

gain more insight into the characteristics of children with hypogammaglobulinaemia; 46 centres in 18 different coun-

tries agreed to participate. Data from 2076 of the 3191 children who were registered at the time of data extraction 

with a diagnosis of hypogammaglobulinaemia (this excludes agammaglobulinaemia and defects in class-switch recom-

bination) were available for analysis. The data set showed several limitations. Because of country-related differences 

in diagnostic criteria used for the classification of different types of primary hypogammaglobulinaemia, further analysis 

of the data was performed in the combined data set. The most striking observation is the strong majority of male 

patients in the group of children with primary hypogammaglobulinaemia (n = 1292, 63%). This male predominance was 

observed in each of the 18 countries involved. The boys were younger at diagnosis (mean age males 5·3 years; mean 

age females 5·8 years). Moreover, one or more complications were more frequently reported in boys (12%) compared 

to girls (5%). The male predominance suggests that patients with an undetected or unknown X-linked genetic cause are 

included in this group of children registered as primary hypogammaglobulinaemia.

PMID: 24515968 
van den Broek MF, Gudden C, Kluijfhout WP, Stam-Slob MC, Aarts MC, Kaper NM, van der Heijden GJ.
No evidence for distinguishing bacterial from viral acute rhinosinusitis using symptom duration and 
purulent rhinorrhea: a systematic review of the evidence base. 
Otolaryngol Head Neck Surg. 2014 Apr;150(4):533-7. doi: 10.1177/0194599814522595. Epub 2014 
Feb 10. Review. 

OBJECTIVE: To evaluate the diagnostic value of symptom duration and purulent rhinorrhea in adults suspected of 

having acute bacterial rhinosinusitis.

DATA SOURCES: PubMed, EMBASE, and the Cochrane Library.

REVIEW METHODS: We performed a comprehensive systematic search on March 28, 2013. We included studies on 

the diagnostic value of duration of symptoms and purulent rhinorrhea in patients suspected of having acute bacterial 

rhinosinusitis. We assessed study design of included articles for directness of evidence and risk of bias. We extracted 

prevalence and positive and negative predictive values.

RESULTS: Of 4173 unique publications, we included 1 study with high directness of evidence and moderate risk of 

bias. The prior probability of bacterial rhinosinusitis was 0.29 (95% confidence interval [CI], 0.24-0.35); we could not 

extract posterior probabilities. Odds ratios (95% CI) from univariate analysis were 1.03 (0.78-1.36) for duration of 

symptoms and 2.69 (1.39-5.18) for colored discharge on the floor of the nasal cavity.

CONCLUSION AND RECOMMENDATION: We included 1 study with moderate risk of bias, reporting data in such a 

manner that we could not assess the value of symptom duration and purulent rhinorrhea in adults suspected of 

having acute bacterial rhinosinusitis. Recommendations to distinguish between a viral and a bacterial source based on 

purulent rhinorrhea are not supported by evidence, and the decision to prescribe antibiotic treatment should not de-

pend on its presence. Based on judgment driven by theory and subsidiary evidence of a greater likelihood of bacterial 

rhinosinusitis after 10 days, antibiotic therapy may seem a reasonable empirical option.

PMID: 24519861
Eppenga WL, van Luin M, Richter C, Derijks HJ, De Smet PA, Wensing MJ. 
The validity of the modification of diet in renal disease formula in HIV-infected patients: a systematic 
review. 
J Nephrol 2014; 27(1): 11-8 doi: 10.1007/s40620-013-0012-5. Epub 2013 Dec 20. 

RATIONALE, AIMS AND OBJECTIVES: Renal dysfunction is highly prevalent in HIV-infected patients and may require 

dose adjustment of renally excreted antiretroviral drugs. The Modification of Diet in Renal Disease (MDRD)-4 formula 

is frequently used in daily practice to estimate patients’ renal function. The aim of this systematic review was to assess 

the validity of the MDRD-4 formula in HIV-infected patients.

METHOD: A systematic search in Pubmed and EMBASE was done to identify studies which compared MDRD-4 with 

measured glomerular filtration rate (mGFR) in HIV-infected patients.

RESULTS: Five studies were included, which provided data from 464 HIV-infected patients with mean mGFR ranging 

from 87 to 118 ml/min/1.73 m(2). In all studies, results from the MDRD-4 gave an underestimation of the mGFR. 

Mean bias ((MDRD-4) - mGFR) ranged from -6 to -11 ml/min/1.73 m(2) across studies. The accuracy expressed in 

terms of P 30 ranged from 64 to 89 %.

CONCLUSIONS: The MDRD-4 formula is as valid in HIV-positive as in HIV-negative patients. Because the available 

studies comprised mainly HIV-infected patients with mildly impaired to good renal function (GFR ≥ 60 ml/min/1.73 

m(2)), more research is needed to validate the MDRD-4 formula in HIV-infected patients with moderate to severe 

renal impairment.

PMID: 24520412
Bart IY, Schabos Y, van Hout RWNM, Leenders ACAP, de Vries E. 
Pediatric acute Q fever mimics other common childhood illnesses. 
PLoS One 2014 10;9(2):e88677. Epub 2014 Feb 10. 

Knowledge of Q fever has increased over the last decades, but research has mainly focused on adults. Data in children 

are scarce, and current knowledge is mostly based on case reports. The aim of this study was to determine predictors 

for acute Q fever in children in the general population. We retrospectively studied all children tested for Coxiella burne-

tii by serology and/or PCR upon request of their general practitioner in the regional laboratory for Medical Microbiology 

of the Jeroen Bosch during the Q fever outbreak in the Netherlands between 2007 and 2011. A total of 1061 patients 

was analyzed. Influenza-like illness and respiratory tract infection were the most common presentations of acute Q 

fever, mimicking other common childhood illnesses. None of the reported symptoms was significantly related to a 

positive test outcome and therefore presenting signs or symptoms have no predictive value in diagnosing Q-fever 

in children. Only diagnostic tests are reliable. As the infection generally follows a mild and uncomplicated course, we 

question if the difficulty of recognizing pediatric Q fever is a problem worth solving.

PMID: 24520562
Wunderink HF, Rozemeijer W, Wever PC, Verweij JJ, van Lieshout L. 
Foodborne trematodiasis and Opisthorchis felineus acquired in Italy. 
Emerg Infect Dis. 2014 Jan;20(1):154-5. doi: 10.3201/eid2001.130476.  No absctract available

PMID: 24567340 
Wuister AM, Goto NA, Oostveen EJ, de Jong WU, van der Valk ES, Kaper NM, Aarts MC, Grolman W, van 
der Heijden GJ. 
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Nasal endoscopy is recommended for diagnosing adults with chronic rhinosinusitis. 
Otolaryngol Head Neck Surg. 2014 Mar;150(3):359-64. doi: 10.1177/0194599813514510. Epub 
2013 Dec 9. Review.

OBJECTIVE: To assess the diagnostic value of nasal endoscopic findings in adults suspected of chronic rhinosinusitis.

DATA SOURCES: PubMed, EMBASE, and the Cochrane Library.

REVIEW METHODS: A comprehensive search was performed up to March 5, 2013. Articles that assessed the diagnos-

tic value of nasal endoscopy in adults suspected of chronic rhinosinusitis were included. For selected articles, the study 

design was assessed for directness of evidence and risk of bias. Prevalence, positive, and negative predictive values 

were extracted from reported data.

RESULTS: Out of 3899 unique publications, we included 3 diagnostic studies with a high directness of evidence and 

a low or moderate risk of bias for data extraction. They showed a prevalence of chronic rhinosinusitis (diagnosed with 

computed tomography) of .40 to .56. Compared with posterior probabilities we found an added value for ruling in 

chronic rhinosinusitis by a positive nasal endoscopy of 25% to 28% and an added value for ruling out chronic rhinosinu-

sitis by a negative nasal endoscopy of 5% to 30%.

CONCLUSION AND RECOMMENDATION: Computed tomography is not considered necessary in case of a positive nasal 

endoscopy. While nasal endoscopy cannot rule out chronic rhinosinusitis, we advise computed tomography only for 

patients with a prolonged or complicated course of rhinosinusitis.

PMID:24572637
Schimmer B, Schotten N, van Engelen E, Hautvast JL, Schneeberger PM, van Duijnhoven YT. 
Coxiella burnetii seroprevalence and risk for humans on dairy cattle farms, the Netherlands, 2010-
2011. 
Emerg Infect Dis. 2014 Mar;20(3):417-25. doi: 10.3201/eid2003.131111. 

Q fever, caused by Coxiella burnetii, is a recognized occupational infection in persons who have regular contact with 

ruminants. We determined C. burnetii seroprevalence in residents living or working on dairy cattle farms with ≥50 

adult cows and identified risk factors for seropositivity. Serum samples from farm residents, including employees, were 

tested for C. burnetii IgG and IgM; seroprevalence was 72.1% overall and 87.2%, 54.5%, and 44.2% among farmers, 

spouses, and children, respectively. Risk factors included farm location in southern region, larger herd size, farm em-

ployment, birds in stable, contact with pigs, and indirect contact with rats or mice. Protective factors included automatic 

milking of cows and fully compliant use of gloves during and around calving. We recommend strengthening general 

biosecurity measures, such as consistent use of personal protective equipment (e.g., boots, clothing, gloves) by farm 

staff and avoidance of birds and vermin in stables.

PMID: 24599987
Kampschreur LM, Delsing CE, Groenwold RH, Wegdam-Blans MC, Bleeker-Rovers CP, de Jager-Lecler-
cq MG, Hoepelman AI, van Kasteren ME, Buijs J, Renders NH, Nabuurs-Franssen MH, Oosterheert JJ, 
Wever PC. Chronic Q fever in the Netherlands 5 years after the start of the Q fever epidemic: results 
from the Dutch chronic Q fever database. 
J Clin Microbiol. 2014 May;52(5):1637-43. doi: 10.1128/JCM.03221-13. 

Coxiella burnetii causes Q fever, a zoonosis, which has acute and chronic manifestations. From 2007 to 2010, the 

Netherlands experienced a large Q fever outbreak, which has offered a unique opportunity to analyze chronic Q fever 

cases. In an observational cohort study, baseline characteristics and clinical characteristics, as well as mortality, of 

patients with proven, probable, or possible chronic Q fever in the Netherlands, were analyzed. In total, 284 chronic Q 

fever patients were identified, of which 151 (53.7%) had proven, 64 (22.5%) probable, and 69 (24.3%) possible chronic 

Q fever. Among proven and probable chronic Q fever patients, vascular infection focus (56.7%) was more prevalent 

than endocarditis (34.9%). An acute Q fever episode was recalled by 27.0% of the patients. The all-cause mortality rate 

was 19.1%, while the chronic Q fever-related mortality rate was 13.0%, with mortality rates of 9.3% among endocar-

ditis patients and 18% among patients with a vascular focus of infection. Increasing age (P=0.004 and 0.010), proven 

chronic Q fever (P=0.020 and 0.002), vascular chronic Q fever (P=0.024 and 0.005), acute presentation with chronic 

Q fever (P=0.002 and P<0.001), and surgical treatment of chronic Q fever (P=0.025 and P<0.001) were significantly 

associated with all-cause mortality and chronic Q fever-related mortality, respectively.

PMID:24607416
Streng AS, Jacobs LH, Schwenk RW, Cardinaels EP, Meex SJ, Glatz JF, Wodzig WK, van Dieijen-Visser 
MP. 
Equal contribution Cardiac troponin in ischemic cardiomyocytes: Intracellular decrease before onset of 
cell death. 
Exp Mol Pathol. 2014 Jun;96(3):339-45. 

AIM: Cardiac troponin I (cTnI) and T (cTnT) are the most important biomarkers in the diagnosis of acute myocardial 

infarction (AMI). Nevertheless, they can be elevated in the absence of AMI. It is unclear if such elevations represent 

irreversible cardiomyocyte-damage or leakage from viable cardiomyocytes. Our objective is to evaluate whether cTn 

is released from viable cardiomyocytes in response to ischemia and to identify differences in the release of cTn and its 

molecular forms.

METHODS AND RESULTS: HL-1 cardiomyocytes (mouse) were subjected to ischemia (modeled by anoxia with glucose 

deprivation). The total contents and molecular forms of cTn were determined in culture media and cell lysates. Cell via-

bility was assessed from the release of lactate dehydrogenase (LDH). Before the release of LDH, the intracellular cTn 

content in ischemic cells decreased significantly compared to control (52% for cTnI; 23% for cTnT) and was not matched 

by a cTn increase in the medium. cTnI decreased more rapidly than cTnT, resulting in an intracellular cTnT/cTnI ratio 

of 25.5 after 24 h of ischemia. Western blots revealed changes in the relative amounts of fragmented cTnI and cTnT in 

ischemic cells.

CONCLUSIONS: HL-1 cardiomyocytes subjected to simulated ischemia released cTnI and cTnT only in combination 

with the release of LDH. We find no evidence of cTn release from viable cardiomyocytes, but did observe a significant 

decrease in cTn content, before the onset of cell death. Intracellular decrease of cTn in viable cardiomyocytes can have 

important consequences for the interpretation of cTn values in clinical practice.

PMID:24614585 
Wielders CC, Wuister AM, de Visser VL, de Jager-Leclerq MG, Groot CA, Dijkstra F, van Gageldonk-
Lafeber AB, van Leuken JP, Wever PC, van der Hoek W, Schneeberger PM. 
Characteristics of hospitalized acute Q fever patients during a large epidemic, the Netherlands. 
PLoS One. 2014 Mar 10;9(3):e91764. doi: 10.1371/journal.pone.0091764. 
Trefwoorden pneumonie, opname.

BACKGROUND: From 2007 to 2009, The Netherlands experienced a major Q fever epidemic, with higher hospi-

talization rates than the 2-5% reported in the literature for acute Q fever pneumonia and hepatitis. We describe 

epidemiological and clinical features of hospitalized acute Q fever patients and compared patients presenting with Q 
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fever pneumonia with patients admitted for other forms of community-acquired pneumonia (CAP). We also examined 

whether proximity to infected ruminant farms was a risk factor for hospitalization.

METHODS: A retrospective cohort study was conducted for all patients diagnosed and hospitalized with acute Q fever 

between 2007 and 2009 in one general hospital situated in the high incidence area in the south of The Netherlands. 

Pneumonia severity scores (PSI and CURB-65) of acute Q fever pneumonia patients (defined as infiltrate on a chest 

x-ray) were compared with data from CAP patients. Hepatitis was defined as a >twofold the reference value for alanine 

aminotransferase and for bilirubin.

RESULTS: Among the 183 hospitalized acute Q fever patients, 86.0% had pneumonia. Elevated liver enzymes (alanine 

aminotransferase) were found in 32.3% of patients, although hepatitis was not observed in any of them. The most 

frequent clinical signs upon presentation were fever, cough and dyspnoea. The median duration of admission was five 

days. Acute Q fever pneumonia patients were younger, had less co-morbidity, and lower PSI and CURB-65 scores than 

other CAP patients. Anecdotal information from attending physicians suggests that some patients were admitted be-

cause of severe subjective dyspnoea, which was not included in the scoring systems. Proximity to an infected ruminant 

farm was not associated with hospitalization.

CONCLUSION: Hospitalized Dutch acute Q fever patients mostly presented with fever and pneumonia. Patients with 

acute Q fever pneumonia were hospitalized despite low PSI and CURB-65 scores, presumably because subjective 

dyspnoea was not included in the scoring systems.

PMID:24614903
Olde Rikkert MG, Verhey FR, Sijben JW, Bouwman FM, Dautzenberg PL, Lansink M, Sipers WM, van 
Asselt DZ, van Hees AM, Stevens M, Vellas B, Scheltens P. 
Differences in nutritional status between very mild Alzheimer’s disease patients and healthy controls. 
J Alzheimers Dis. 2014 Mar 10. 

BACKGROUND: Studies on the systemic availability of nutrients and nutritional status in Alzheimer’s disease (AD) are 

widely available, but the majority included patients in a moderate stage of AD.

OBJECTIVE: This study compares the nutritional status between mild AD outpatients and healthy controls.

METHODS: A subgroup of Dutch drug-naïve patients with mild AD (Mini-Mental State Examination (MMSE) ≥20) from 

the Souvenir II randomized controlled study (NTR1975) and a group of Dutch healthy controls were included. Nutritio-

nal status was assessed by measuring levels of several nutrients, conducting the Mini Nutritional Assessment (MNA®) 

questionnaire and through anthropometric measures.

RESULTS: In total, data of 93 healthy cognitively intact controls (MMSE 29.0 [23.0-30.0]) and 79 very mild AD 

patients (MMSE = 25.0 [20.0-30.0]) were included. Plasma selenium (p < 0.001) and uridine (p = 0.046) levels were 

significantly lower in AD patients, with a similar trend for plasma vitamin D (p = 0.094) levels. In addition, the fatty acid 

profile in erythrocyte membranes was different between groups for several fatty acids. Mean MNA screening score was 

significantly lower in AD patients (p = 0.008), but not indicative of malnutrition risk. No significant differences were 

observed for other micronutrient or anthropometric parameters.

CONCLUSION: In non-malnourished patients with very mild AD, lower levels of some micronutrients, a different fatty 

acid profile in erythrocyte membranes and a slightly but significantly lower MNA screening score were observed. This 

suggests that subtle differences in nutrient status are present already in a very early stage of AD and in the absence of 

protein/energy malnutrition.

PMID:24619114
Hagenaars JC, Renders NH, van Petersen AS, Shamelian SO, de Jager-Leclercq MG, Moll FL, Wever 
PC, Koning OH. 
Serological follow-up in patients with aorto-iliac disease and evidence of Q fever infection. 
Eur J Clin Microbiol Infect Dis. 2014 Aug;33(8):1407-14. doi: 10.1007/s10096-014-2084-0. 

The aim of this study was to provide data on the risk of developing chronic Q fever in patients with aorto-iliac disease and 

evidence of previous Q fever infection. Patients with an aortic and/or iliac aneurysm or aorto-iliac reconstruction (aorto-

iliac disease) and evidence of previous Q fever infection were included. The presence of phase I and II Coxiella burnetii 

IgG antibodies was assessed periodically using immunofluorescence assay. A total of 111 patients with aorto-iliac disease 

were divided into three groups, based upon the serological profile [mean follow-up: 16 ± 9 months (mean ± standard 

deviation)]. Group 1 consisted of 30 patients with a serological trace of C. burnetii infection (negative IgG phase I, IgG 

phase II titer of 1:32). Of these, 36.7% converted to serological profile matching past resolved Q fever. Group 2 included 

49 patients with negative IgG phase I titer and IgG phase II titer ≥1:64. No patients developed chronic Q fever, but 14.3% 

converted to a positive IgG phase I titer. Group 3 consisted of 32 patients with positive IgG phase I and positive IgG phase 

II titers, of which 9.4% developed chronic Q fever (significantly different from group 2, p = 0.039). The IgG phase I titer 

increased in 28.1% of patients (from 1:64 to 1:4,096). The risk of developing chronic Q fever in patients with aorto-iliac 

disease and previous Q fever infection with a positive IgG phase I titer was 9.4%. The IgG phase I titer increases or beco-

mes positive in a substantial number of patients. A standardized serological follow-up is proposed.

PMID:24621081
Herbers AH, de Haan AF, van der Velden WJ, Donnelly JP, Blijlevens NM. 
Mucositis not neutropenia determines bacteremia among hematopoietic stem cell transplant recipients. 
Transpl Infect Dis. 2014 Apr;16(2):279-85. doi: 10.1111/tid.12195. Epub 2014 Mar 13. 

BACKGROUND: In the 1960s, it was reported that infectious complications were the main cause of fever during neu-

tropenia that followed hematopoietic stem cell transplant (HSCT). More recently, mucositis has become recognized as an 

important determinant of the inflammatory response and infectious complications.

METHODS: The objective of this prospective study was to determine the impact of intestinal mucositis, as measured by 

plasma citrulline, and neutropenia on the systemic inflammatory response (C-reactive protein) and the occurrence of 

bacteremia among 2 cohorts of HSCT recipients: 1 composed of 18 patients who had been treated with a myeloablative 

(MA) regimen (high-dose melphalan) and the other involving 19 patients who had received the non-myeloablative (NMA) 

regimen (fludarabine and cyclophosphamide). Blood cultures were obtained for surveillance from admission onwards as 

well as at the onset of fever.

RESULTS: The MA regimen induced severe intestinal mucositis manifest by citrullinemia <10 μmol/L, which was ac-

companied by an inflammatory response, and bacteremia affected 8 (44%) of 18 patients and coincided with the nadir of 

citrullinemia. By contrast, those who had been treated with the NMA regimen did not develop severe intestinal mucositis, 

had a moderate inflammatory response, and only 2 (11%) of the 19 patients developed bacteremia. However, both groups 

experienced profound neutropenia and its duration was significantly longer for those receiving the NMA regimen.

CONCLUSION: This study suggests that severe intestinal mucositis, i.e., citrullinemia <10 μmol/L, defines the period of 

risk of bacteremia better than does neutropenia, and that measuring plasma citrulline may prove useful in deciding who 

needs empirical antimicrobial therapy and when.
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Lefeber GJ, Drenth-van Maanen AC, Wilting I, Jansen PA, van Marum RJ, Egberts TC. 
Effect of a transitional pharmaceutical care intervention at hospital discharge on registration of changes 
in medication regimens in primary care.
 J Am Geriatr Soc. 2014 Mar;62(3):565-7. doi: 10.1111/jgs.12718. No abstract available.

PMID:24647145
Hagenaars JC, Wever PC, van Petersen AS, Lestrade PJ, de Jager-Leclercq MG, Hermans MH, Moll 
FL, Koning OH, Renders NH. 
Estimated prevalence of chronic Q fever among Coxiella burnetii seropositive patients with an abdomi-
nal aortic/iliac aneurysm or aorto-iliac reconstruction after a large Dutch Q fever outbreak. 
J Infect. 2014 Aug;69(2):154-60 doi: 10.1016/j.jinf.2014.03.009. 

OBJECTIVES: The aim of this study was to estimate the seroprevalence of Q fever and prevalence of chronic Q fever in 

patients with abdominal aortic and/or iliac disease after the Q fever outbreak of 2007-2010 in the Netherlands.

METHODS: In November 2009, an ongoing screening program for Q fever was initiated. Patients with abdominal aortic 

and/or iliac disease were screened for presence of IgM and IgG antibodies to phase I and II antigens of Coxiella burnetii 

using immunofluorescence assay and presence of C. burnetii DNA in sera and/or vascular wall tissue using polymerase 

chain reaction (PCR).

RESULTS: A total of 770 patients with abdominal aortic and/or iliac disease were screened. Antibodies against C. 

burnetii were detected in 130 patients (16.9%), of which 40 (30.8%) patients showed a serological profile of chronic Q 

fever. Three patients presented with acute Q fever, one of which developed to chronic Q fever over time. The number 

of aneurysm-related acute complications in patients with chronic Q fever was significantly higher compared to patients 

negative for Q fever (p = 0.013); 9.0% (30/333) vs. 30.0% (6/20). Eight out of 46 patients with past resolved Q fever 

(8/46, 17.4%) presented with aneurysm-related acute complications (no significant difference).

CONCLUSION: The prevalence of chronic Q fever in C. burnetii seropositive patients with abdominal aortic and/or iliac 

disease living in an epidemic area in the Netherlands is remarkably high (30.8%). Patients with an aneurysm and chro-

nic Q fever present more often with an aneurysm-related acute complication compared to patients without evidence of 

Q fever infection.

PMID:24664891
Mols F, Lemmens V, Bosscha K, van den Broek W, Thong MS. 
Living with the physical and mental consequences of an ostomy: a study among 1-10-year rectal can-
cer survivors from the population-based PROFILES registry.
Psychooncology. 2014 Mar 24. doi: 10.1002/pon.3517. 2014 Sep;23(9):998-1004. 

BACKGROUND: This study examined the physical and mental consequences of an ostomy among 1-10-year rectal 

cancer survivors.

METHODS: Patients with rectal cancer diagnosed from 2000 to 2009, as registered in the population-based Eindho-

ven Cancer Registry, received a questionnaire on quality of life (QOL; EORTC QLQ-C30), disease-specific health status 

(EORTC QLQ-CR38), depression and anxiety (HADS), illness perceptions (Brief Illness Perception Questionnaire), and 

health care utilization; 76% (n = 1019) responded.

RESULTS: A total of 408 (43%) rectal cancer survivors had an ostomy at survey and they reported a statistically signifi-

cant and clinically relevant lower physical, role, and social functioning, and global health status/QOL but fewer problems 

with constipation and diarrhea compared with those without an ostomy. Also, they had a significantly worse body 

image, more male sexual problems, and fewer gastrointestinal problems although these differences were not clinically 

relevant. No differences regarding the prevalence of symptoms of anxiety and depression were found. Survivors with 

an ostomy believed that their illness have significantly more serious consequences, will last longer (clinically relevant), 

and were more concerned about their illness compared with those without an ostomy. Survivors with an ostomy visited 

their medical specialist, but not their general practitioner, significantly more often. Also, they more often received ad-

ditional support after cancer treatment.

CONCLUSIONS: Rectal cancer survivors with an ostomy have a lower QOL, worse illness perceptions, and a higher 

health care consumption compared with those without an ostomy 1-10 years after diagnosis.

PMID: 24677454
Oud MM, van Bon BW, Bongers EM, Hoischen A, Marcelis CL, de Leeuw N, Mol SJ, Mortier G, Knoers 
NV, Brunner HG, Roepman R, Arts HH. 
Early presentation of cystic kidneys in a family with a homozygous INVS mutation.
m J Med Genet A. 2014 Jul;164A(7):1627-34. doi: 10.1002/ajmg.a.36501. Epub 2014 Mar 26. 

Nephronophthisis (NPHP) is an autosomal recessive cystic kidney disease that is the most frequent monogenic cause 

of end-stage renal disease in children. Infantile NPHP, often in combination with other features like situs inversus, 

are commonly caused by mutations in the INVS gene. INVS encodes the ciliary protein inversin, and mutations induce 

dysfunction of the primary cilia. In this article, we present a family with two severely affected fetuses that were aborted 

after discovery of grossly enlarged cystic kidneys by ultrasonography before 22 weeks gestation. Exome sequencing 

showed that the fetuses were homozygous for a previously unreported nonsense mutation, resulting in a truncation 

in the IQ1 domain of inversin. This mutation induces nonsense-mediated RNA decay, as suggested by a reduced RNA 

level in fibroblasts derived from the fetus. However, a significant amount of mutant INVS RNA was present in these 

fibroblasts, yielding mutant inversin protein that was mislocalized. In control fibroblasts, inversin was present in the 

ciliary axoneme as well as at the basal body, whereas in the fibroblasts from the fetus, inversin could only be detected 

at the basal body. The phenotype of both fetuses is partly characteristic of infantile NPHP and Potter sequence. We also 

identified that the fetuses had mild skeletal abnormalities, including shortening and bowing of long bones, which may 

expand the phenotypic spectrum associated with INVS mutations.

PMID:24685336
van la Parra RF, de Roos WK, Contant CM, Bavelaar-Croon CD, Barneveld PC, Bosscha K. 
A prospective validation study of sentinel lymph node biopsy in multicentric breast cancer: SMMaC trial. 
Eur J Surg Oncol. 2014 Feb 13. pii: S0748-7983(13)00876-7. doi: 10.1016/j.ejso.2013.11.004. Eur J 
Surg Oncol. 2014 Oct;40(10):1250-5.

BACKGROUND: Multicentric breast cancer is often considered a contra-indication for sentinel lymph node (SLN) biopsy 

due to concerns with sensitivity and false negative rate. To assess SLN feasibility and accuracy in multicentric breast 

cancer, the multi-institutional SMMaC trial was conducted.

METHODS: In this study 30 patients with multicentric breast cancer and a clinically negative axilla were prospectively 

included. Periareolar injection of radioisotope and blue dye was administered. In all patients SLN biopsy was validated 

by back-up completion axillary lymph node dissection.

RESULTS: the SLN was successfully identified in 30 of 30 patients (identification rate 100%). The incidence of axillary 

metastases was 66.7% (20/30). The false negative rate was 0% (0/20) and the sensitivity was 100% (20/20). The 

negative predictive value was 100% (10/10).

CONCLUSION: SLN biopsy in multicentric breast cancer seems feasible and accurate and should therefore be conside-

red in patients with multicentric breast cancer and clinically negative axilla.
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Osterthun R, Post MW, van Asbeck FW, van Leeuwen CM, van Koppenhagen CF. 
Causes of death following spinal cord injury during inpatient rehabilitation and the first five years after 
discharge. A Dutch cohort study. 
Spinal Cord. 2014 Jun;52(6):483-8. 

STUDY DESIGN: Prospective multicentre cohort study.

OBJECTIVES: To determine mortality, causes and determinants of death of individuals with spinal cord injury (SCI) 

within five years after first inpatient rehabilitation.

SETTING: The Netherlands.

METHODS: Patients were included on admission to first clinical rehabilitation after traumatic or nontraumatic SCI.

INCLUSION CRITERIA: age between 18 and 65, American Spinal Injury Association impairment scale A-D and expected 

long-term wheelchair dependency. Information about survival, cause of death, relevant comorbidity and psychosocial 

circumstances was obtained from the rehabilitation physician or general practitioner. Determinants of death were 

retrieved from a prospectively collected database. Deceased persons and survivors were compared using β(2)-test and 

t-test. Cox regression analysis was performed to describe independent predictors of death. The Kaplan-Meier method 

was used to calculate survival curves for independent predictors. Excess mortality was described by a standardized 

mortality ratio (SMR).

RESULTS: Mean duration of follow up was 6.2 years. A total of 27 persons (12.2%) died during this period (SMR 5.3). 

Main causes of death were cardiovascular disease (37.0%), pulmonary disease (29.6%) and neoplasm (14.8%). Older 

age at injury, nontraumatic SCI, family history of cardiovascular disease, less social support and a history of other 

medical conditions on admission were related to death. Older age at injury, nontraumatic SCI and a history of other 

medical conditions were independent predictors of death.

CONCLUSION: Twelve per cent of persons with SCI who had survived the acute hospital phase died during follow up 

(SMR 5.3). The main causes of death were cardiovascular and pulmonary disease.

PMID: 24698099
Keijsers CJ, Brouwers JR, de Wildt DJ, Custers EJ, Ten Cate OT, Hazen AC, Jansen PA. 
A comparison of medical and pharmacy students’ knowledge and skills of pharmacology and pharmaco-
therapy. Br J Clin Pharmacol. 2014 Oct;78(4):781-8. doi: 10.1111/bcp.12396.

AIM: Pharmacotherapy might be improved if future pharmacists and physicians receive a joint educational programme 

in pharmacology and pharmacotherapeutics. This study investigated whether there are differences in the pharmaco-

logy and pharmacotherapy knowledge and skills of pharmacy and medical students after their undergraduate training. 

Differences could serve as a starting point from which to develop joint interdisciplinary educational programmes for 

better prescribing.

METHODS: In a cross-sectional design, the knowledge and skills of advanced pharmacy and medical students were as-

sessed, using a standardized test with three domains (basic pharmacology knowledge, clinical or applied pharmacology 

knowledge and pharmacotherapy skills) and eight subdomains (pharmacodynamics, pharmacokinetics, interactions and 

side-effects, Anatomical Therapeutic Chemical Classification groups, prescribing, prescribing for special groups, drug 

information, regulations and laws, prescription writing).

RESULTS: Four hundred and fifty-one medical and 151 pharmacy students were included between August 2010 and 

July 2012. The response rate was 81%. Pharmacy students had better knowledge of basic pharmacology than medical 

students (77.0% vs. 68.2% correct answers; P < 0.001, δ = 0.88), whereas medical students had better skills than phar-

macy students in writing prescriptions (68.6% vs. 50.7%; P < 0.001, δ = 0.57). The two groups of students had similar 

knowledge of applied pharmacology (73.8% vs. 72.2%, P = 0.124, β = 0.15).

CONCLUSIONS: Pharmacy students have better knowledge of basic pharmacology, but not of the application of phar-

macology knowledge, than medical students, whereas medical students are better at writing prescriptions. Professional 

differences in knowledge and skills therefore might well stem from their undergraduate education. Knowledge of these 

differences could be harnessed to develop a joint interdisciplinary education for both students and professionals.

PMID: 24726004
van Eekeren RR, Boersma D, Holewijn S, Vahl A, de Vries JP, Zeebregts CJ, Reijnen MM.
Mechanochemical endovenous Ablation versus RADiOfrequeNcy Ablation in the treatment of primary 
great saphenous vein incompetence (MARADONA): study protocol for a randomized controlled trial.
Trials. 2014 Apr 11;15:121. doi: 10.1186/1745-6215-15-121. 

BACKGROUND: Radiofrequency ablation (RFA) is associated with an excellent outcome in the treatment of great 

saphenous vein (GSV) incompetence. The use of thermal energy as a treatment source requires the instillation of tu-

mescence anesthesia. Mechanochemical endovenous ablation (MOCA) combines mechanical endothelial damage, using 

a rotating wire, with the infusion of a liquid sclerosant. Tumescence anesthesia is not required. Preliminary experiences 

with MOCA showed good results and low post-procedural pain.

METHODS/DESIGN: The MARADONA (Mechanochemical endovenous Ablation versus RADiOfrequeNcy Ablation) trial is 

a multicenter randomized controlled trial in which 460 patients will be randomly allocated to MOCA or RFA. All patients 

with primary GSV incompetence who meet the eligibility criteria will be invited to participate in this trial. The primary 

endpoints are anatomic and clinical success at a one-year follow-up, and post-procedural pain. The secondary end-

points are technical success, complications, operation time, procedural pain, disease-specific quality of life, time taken 

to return to daily activities and/or work, and cost-efficiency analyses after RFA or MOCA. Both groups will be evaluated 

on an intention to treat base.

DISCUSSION: The MARADONA trial is designed to show equal results in anatomic and clinical success after one year, 

comparing MOCA with RFA. In our hypothesis MOCA has an equal anatomic and clinical success compared with RFA, 

with less post-procedural pain.

PMID: 24735352
Verstegen RH, van Hout RW, de Vries E. 
Epidemiology of respiratory symptoms in children with Down syndrome: a nationwide prospective web-
based parent-reported study. 
BMC Pediatr. 2014 Apr 15;14(1):103. [Epub ahead of print] PubMed 

BACKGROUND: Children with Down syndrome suffer from recurrent respiratory tract and ear-nose-throat complaints 

that influence daily life. Little is known about the frequency of these complaints, as well as their relation to co-morbi-

dity and ageing.

METHODS/DESIGN: A prospective web-based parent-reported observational study was designed for parents having a 

child with Down syndrome (age 0 to 18 years). Upon registration, parents receive an email containing a link to a weekly 

questionnaire regarding respiratory symptoms during two consecutive years. Additionally, at the beginning, after one 

year and at the end of the study they receive an extended questionnaire concerning baseline data, daily activities and 

medical history. The data will be compared to the ongoing “child-is-ill” study, which collects weekly data in an identical 

fashion in children that are considered to be “normal as to being ill” by their parents.

DISCUSSION: This study will provide important data on the epidemiology of respiratory symptoms in children with 

Down syndrome, which will be useful for further studies on treatment options. Also, this study will gain insight in 

healthcare usage and work absence due to the child’s illnesses.
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Bosgraaf RP, Ketelaars PJ, Verhoef VM, Massuger LF, Meijer CJ, Melchers WJ, Bekkers RL. 
Reasons for non-attendance to cervical screening and preferences for HPV self-sampling in Dutch 
women. 
Prev Med. 2014 Jul;64:108-13. doi: 10.1016/j.ypmed.2014.04.011. 

OBJECTIVES: High attendance rates in cervical screening are essential for effective cancer prevention. Offering HPV 

self-sampling to non-responders increases participation rates. The objectives of this study were to determine why 

non-responders do not attend regular screening, and why they do or do not participate when offered a self-sampling 

device.

METHODS: A questionnaire study was conducted in the Netherlands from October 2011 to December 2012. A total of 

35,477 non-responders were invited to participate in an HPV self-sampling study; 5347 women did opt out. Finally, 

30,130 women received a questionnaire and self-sampling device.

RESULTS: The analysis was based on 9484 returned questionnaires (31.5%) with a self-sample specimen, and 682 

(2.3%) without. Among women who returned both, the main reason for non-attendance to cervical screening was that 

they forgot to schedule an appointment (3068; 32.3%). The most important reason to use the self-sampling device was 

the opportunity to take a sample in their own time-setting (4763; 50.2%). A total of 30.9% of the women who did not 

use the self-sampling device preferred after all to have a cervical smear taken instead.

CONCLUSIONS: Organisational barriers are the main reason for non-attendance in regular cervical screening. 

Important reasons for non-responders to the regular screening to use a self-sampling device are convenience and 

self-control.

PMID: 24762283 
Favaloro EJ, Verbruggen B, Miller CH. 
Laboratory testing for factor inhibitors. 
Haemophilia. 2014 May;20 Suppl 4:94-8. doi: 10.1111/hae.12408. 

Inhibitor assays are performed when patients present with unexplained prolonged routine coagulation test times and 

unexpected and/or unusual bleeding (potential for acquired haemophilia) as well as being a part of normal congenital 

haemophilia management and monitoring, particularly when bleeding occurs on therapy, or when increments in factor 

levels post-factor replacement remain lower than expected. In this article, we will describe the assays used, as well as 

their development, pitfalls in testing such as inter-laboratory variability and false negative/positive results, as well as 

some strategies for overcoming these pitfalls and potential alternative test approaches. The inter-laboratory coefficient 

of variation often approaches (and sometimes exceeds) 50%, as evidenced by various external quality assessment 

groups, and this variability has not improved over recent years. Additional important considerations include appropriate 

interpretation of test results, repeat testing for confirmation, and assessment of recovery as part of the diagnostic 

process.

PMID:24777108
Abegg RM, Brokelman W, van Bebber IP, Bosscha K, Prins HA, Lips DJ. 
Results of Construction of Protective Loop Ileostomies and Reversal Surgery for Colorectal Surgery. Eur 
Surg Res. 2014 Apr 24;52(1-2):63-72. doi: 10.1159/000357053 

BACKGROUND: Protective loop ileostomies in colorectal surgery are constructed to reduce morbidity and reinter-

ventions related to the primary operation. However, ileostomies are associated with stoma-related morbidity and 

postoperative complications following reversal surgery. Dutch national data show increased use of loop ileostomies in 

colorectal surgery for cancer justifying an adequate assessment of its morbidity. This study was undertaken to investi-

gate morbidity associated with protective loop ileostomies in colorectal surgery.

METHODS: Retrospectively, 118 consecutive patients undergoing left-sided colonic or rectal resection with protective 

loop ileostomy were included. Primary outcome was 30-day mortality. Secondary endpoints included total complica-

tion rate (including stoma-related morbidity), total reintervention risk, anastomotic leakage risk and total length of stay.

RESULTS: No mortality was observed. Overall major complication, reintervention and anastomotic leakage risk for co-

lorectal surgery were 20, 20 and 3.9%, respectively. Combined length of stay for stoma-related morbidity and reversal 

surgery was 12.7 days. The risk for stoma-related morbidity was 35%, and the risk for nonelective reversal was 12%. 

Closure rate (mean follow-up of 15 months) was 87% with a mean interval of 125 days. Reversal surgery was not cor-

related with mortality but with major complications (11%) and reintervention risk, anastomotic leakage risk (3.8%) and 

a mean length of stay of 9 days.

CONCLUSION: Construction of loop ileostomies in left-sided colonic or rectal resection is associated with a low risk for 

anastomotic leakage at the expense of substantial stoma-related morbidity and morbidity related to reversal surgery. 

More accurate identification of colorectal cancer patients benefitting from protective loop ileostomy seems to be war-

ranted.

PMID: 24794150
Schoffelen T, Kampschreur LM, van Roeden SE, Wever PC, den Broeder AA, Nabuurs-Franssen MH, 
Sprong T, Joosten LA, van Riel PL, Oosterheert JJ, van Deuren M, Creemers MC. 
Coxiella burnetii infection (Q fever) in rheumatoid arthritis patients with and without anti-TNFβ therapy. 
Ann Rheum Dis. 2014 Jul;73(7):1436-8. doi: 10.1136/annrheumdis-2014-205455. Epub 2014 May 
2. No abstract available
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Leushuis E, van der Steeg JW, Steures P, Repping S, Bossuyt PM, Mol BW, Hompes PG, van der Veen F. 
Semen analysis and prediction of natural conception.
Hum Reprod. 2014 Jul;29(7):1360-7. Epub 2014 May 2.

STUDY QUESTION: Do two semen analyses predict natural conception better than a single semen analysis and will ad-

ding the results of repeated semen analyses to a prediction model for natural pregnancy improve predictions?

SUMMARY ANSWER: A second semen analysis does not add helpful information for predicting natural conception 

compared with using the results of a single semen analysis and addition of the second analysis to a prediction model 

for natural conception did not improve predictions.

WHAT IS KNOWN ALREADY: A major problem with semen analyses is the large variability of results within an indivi-

dual. High-quality evidence is lacking on how many semen analyses need to be performed during the fertility workup 

to achieve an accurate prediction of conception.

STUDY DESIGN, SIZE, DURATION: We conducted a prospective cohort study of 897 consecutive couples presenting 

with subfertility in two university hospitals in the period 2002-2004 in the Netherlands.

PARTICIPANTS/MATERIALS, SETTING, AND METHODS: The laboratories scored sperm parameters according to the 

1999 WHO criteria. Sperm concentration was counted and motility was assessed in a Makler counting chamber at a 

magnification of ×200. All assessments were performed by trained laboratory technicians. Follow-up started at the 

completion of the infertility workup and ended after 12 months. Primary end-point was natural conception resulting in 

an ongoing pregnancy. We constructed models for three strategies for the prediction of natural conception, using uni-
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variable and multivariable Cox hazard regression analyses. We evaluated the performance of the three strategies by 

comparing goodness-of-fit, discrimination and calibration. First, we analysed the semen parameters only. Secondly, 

we analysed the semen parameters in addition to the multivariable Hunault prediction model.

MAIN RESULTS AND THE ROLE OF CHANCE: Of the 897 couples, 132 (15%) achieved a pregnancy by natural 

conception. Using the results of a single semen analysis only, the calculated probabilities of natural conception within 

12 months across the study population ranged from 0.12 to 0.38, with a median of 0.16 (IQR: 0.16-0.17). Using the 

results of two semen analyses did not lead to a better goodness-of-fit. Discriminative capacity was rather poor, with 

an area under the ROC curve (AUC) ranging from 0.51 to 0.56. Using the Hosmer-Lemeshow test statistic we found 

no signs of poor calibration. Using the results of two semen analyses in combination with the Hunault model did not 

significantly increase goodness-of-fit compared with using a single semen analysis. The Hunault model with the ad-

dition of the semen parameters fitted the data significantly better than the Hunault model itself (difference in -2 Log 

likelihood: 13; 3 df; P = 0.002). Using the Hosmer-Lemeshow test statistic we found no signs of poor calibration.

LIMITATIONS, REASONS FOR CAUTION: The academic setting possibly explains the relatively low natural conception 

rates, with only 15% achieving a natural conception within 1 year. Men with azoospermia were excluded.

WIDER IMPLICATIONS OF THE FINDINGS: Performing more than one semen analysis will not increase the prognostic 

power of the test in clinical practice. Adding the first semen analysis to the Hunault model for the prediction of natural 

conception improved performance significantly compared with using the Hunault model alone. External validation, in 

other populations, should follow to confirm our conclusions, and to evaluate the generalizability or transportability of 

the extended Hunault model.

STUDY FUNDING/COMPETING INTEREST(S): No external funding was involved in this study. None of the authors has 

any conflict of interest to declare.
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van den Reek JPMA, Zweegers J, Kievit W, Otero ME, van Lümig PPM, Driessen RJB, Ossenkoppele PM, 
Njoo MD, Mommers JM, Koetsier MIA, Arnold WP, Sybrandy-Fleuren BAM, Kuijpers ALA, Andriessen 
MPM, van de Kerkhof PCM, Seyger MMB, de Jong EMGJ. 
Happy Drug Survival of Adalimumab, Etanercept and Ustekinumab in Psoriasis in Daily Practice Care. 
Br J Dermatol 2014 nov;171(5):1189-96 

BACKGROUND: Drug survival is a marker for treatment success. To date, no analyses relating dermatological quality-

of-life measures to drug survival have been published.

OBJECTIVES: (i) To describe 1-year drug survival for adalimumab, etanercept and ustekinumab in a daily practice 

psoriasis cohort, and (ii) to introduce the concept of ‘happy’ drug survival, defined as Dermatology Life Quality Index 

(DLQI) ≤ 5 combined with being ‘on drug’ at a specific time point.

METHODS: Data were extracted from a prospective registry. Drug survival was analysed using Kaplan-Meier esti-

mates. ‘Happy’ drug survival was calculated, with data split into ‘happy’ (DLQI ≤ 5) vs. ‘unhappy’ (DLQI > 5) at baseline 

and months 3, 6, 9 and 12.

RESULTS: 249 treatment episodes were included (101 adalimumab, 82 etanercept, 66 ustekinumab). The 1-year 

drug survival rates for ustekinumab, adalimumab and etanercept were 85%, 74% and 68%, respectively. Ustekinumab 

showed a better confounder-corrected drug survival vs. etanercept [hazard ratio (HR) 3·8, P = 0·02] and a trend 

towards better survival vs. adalimumab (HR 2·3, P = 0·1). At baseline, the majority (n = 115, 73%) was considered 

‘unhappy’ and a minority ‘happy’ (n = 42, 27%) (ratio ‘happy’:’unhappy’ was 1 : 2.7). The percentage of treatment 

episodes with ‘happy’ on-drug patients increased to 79% after 1 year.

CONCLUSIONS: Ustekinumab showed a better overall drug survival than etanercept, and a trend towards a better 

overall drug survival than adalimumab. After 1 year, patients reported to be ‘happy’ in 79% of episodes and ‘unhappy’ 

in 21%. We introduced the new concept of ‘happy’ drug survival because the proportion of on-drug patients with good 

quality of life is an important indicator for treatment success.

PMID: 24842984
Eppenga WL, Lalmohamed A, Geerts AF, Derijks HJ, Wensing MJ, Egberts AC, De Smet PA, De Vries F. 
Risk of lactic acidosis or elevated lactate concentrations in metformin users with renal impairment: a 
population based cohort study. 
Diabetes Care. 2014 Aug;37(8):2218-24. doi: 10.2337/dc13-3023. Epub 2014 May 19. 

OBJECTIVE: The objective of this study was to determine whether treatment with metformin in patients with renal 

impairment is associated with a higher risk of lactic acidosis or elevated lactate concentrations compared with users of 

a noninsulin antidiabetic drug (NIAD) who had never used metformin.

RESEARCH DESIGN AND METHODS: A cohort of 223,968 metformin users and 34,571 diabetic patients who had 

never used metformin were identified from the Clinical Practice Research Datalink (CPRD).The primary outcome was 

defined as either a CPRD READ code lactic acidosis or a record of a plasma lactate concentration >5 mmol/L. The asso-

ciations between renal impairment, dose of metformin, and the risk of lactic acidosis or elevated lactate concentrations 

were determined with time-dependent Cox models and expressed as hazard ratios (HRs).

RESULTS: The crude incidence of lactic acidosis or elevated lactate concentrations in current metformin users was 7.4 

per 100,000 person-years (vs. 2.2 per 100,000 person-years in nonusers). Compared with nonusers, risk of lactic 

acidosis or elevated lactate concentrations in current metformin users was significantly associated with a renal function 

<60 mL/min/1.73 m(2) (adjusted HR 6.37 [95% CI 1.48-27.5]). The increased risk among patients with impaired renal 

function was further increased in users of ≥730 g of metformin in the preceding year (adjusted HR 11.8 [95% CI 2.27-

61.5]) and in users of a recent high daily dose (>2 g) of metformin (adjusted HR 13.0 [95% CI 2.36-72.0]).

CONCLUSIONS: Our study is consistent with current recommendations that the renal function of metformin users 

should be adequately monitored and that the dose of metformin should be adjusted, if necessary, if renal function falls 

below 60 mL/min/1.73 m(2).

PMID 24861358
Zweegers J, van den Reek JMPA, van de Kerkhof PCM, Otero ME, Ossenkoppele PM, Njoo MD, Mommers 
JM, Koetsier MIA, Arnold WP, Sybrandy-Fleuren BAM, Kuijpers ALA, Andriessen MPM, Kievit JW, de 
Jong EMGJ. Comparing treatment goals for psoriasis to treatment decisions in daily practice. Results 
from a prospective cohort of psoriasis patients treated with biologics: BioCAPTURE. 
Br J Dermatol 2014 nov; 171(5):1091-8 

BACKGROUND: Treatment goals have been developed to optimize daily clinical practice psoriasis care, but have not yet 

been studied in real life.

OBJECTIVES: To investigate to what extent treatment decisions made by dermatologists in daily clinical practice for 

patients with psoriasis on biologics are already in accordance with treatment goals without the active application of the 

treatment goals algorithm.

METHODS: Data were extracted from a prospective daily practice cohort of patients with psoriasis on biologics. Ana-

lysis was done on effectiveness (Psoriasis Area and Severity Index score) and quality of life (Dermatology Life Quality 

Index questionnaire). Treatment decisions such as dosage adjustments, combination treatments, or switching therapy 

were compared with the treatment goals algorithm.

RESULTS: In 64% (253 of 395) of visits, physicians followed the treatment goals algorithm. There were 162 (41%) visits 
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in which there should have been a treatment modification according to treatment goals (group Modify) and a modifi-

cation was indeed made in 59 of these 162 visits (36%). In 233 (59%) visits no treatment modification was necessary 

(group Continue) and therapy was indeed not modified in 194 of 233 visits (83%).

CONCLUSIONS:Physicians acted in accordance with treatment goals in the majority of patient visits. In the patient 

group not achieving these goals, physicians should have modified therapy according to treatment goals but continued 

the same therapeutic regimen in the majority of visits. Optimizing therapy and defining barriers in the latter group 

might increase treatment results in daily practice psoriasis care.

PMID:24875078
van Strien AM, Vermeulen Windsant-van den Tweel A, Leliveld-van den Heuvel M, di Biase M, van 
den Brule AJ, van Marum RJ. 
Correlation of haloperidol concentration in blood and cerebrospinal fluid: a pharmacokinetic study. 
J Clin Psychopharmacol. 2014 Aug;34(4):516-7. doi: 10.1097/JCP.0000000000000125. No abstract 
available.

PMID: 24879357
Hoogeveen EK, Geleijnse JM, Kromhout D, Van’t Sant P, Gemen EF, Kusters R, Giltay EJ. 
No effect of n-3 fatty acids supplementation on NT-proBNP after myocardial infarction: The Alpha 
Omega Trial. Eur J Prev Cardiol. 2014 May 30. pii: 2047487314536694. 

BACKGROUND: heart failure is a major risk factor for cardiovascular mortality, for which n-3 fatty acids may have 

beneficial effects. We examined the effect of marine eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA), and 

plant-derived alpha-linolenic acid (ALA) on N-Terminal-pro Brain Natriuretic Peptide (NT-proBNP), a biomarker of 

heart failure.

METHODS: we randomly assigned 4837 post-myocardial infarction patients, aged 60-80 years (82% men), to marga-

rines supplemented with a targeted additional intake of 400 mg/day EPA and DHA, 2 g/day ALA, EPA-DHA plus ALA, or 

placebo for 40 months. In a random selection of 639 patients, NT-proBNP was determined both at baseline and at the 

end of follow-up. NT-proBNP was loge-transformed and analysed by type of treatment using analysis of covariance 

adjusting for baseline NT-proNBP.

RESULTS: patients consumed on average 19.8 g margarine/day, providing an additional amount of 238 mg/day EPA 

with 158 mg/day DHA, 1.98 g/day ALA, or both, in the active-treatment groups. In the placebo group, the geometric 

mean level NT-proBNP increased from 245 ng/l (95%-confidence interval [CI]: 207-290) to 294 ng/l (95%-CI: 244-

352) after 40 months (p = 0.001). NT-proBNP levels were not affected by ALA (+8% versus placebo; 95%-CI: -8% to 

+25%; p = 0.34), EPA-DHA (+2% versus placebo; 95%-CI: -14% to +18%; p = 0.78), nor EPA-DHA plus ALA (+9% versus 

placebo; 95%-CI: -8% to +25%; p = 0.31) treatment.

CONCLUSIONS: supplementation with modest amounts of EPA-DHA, with or without ALA, did not have a significant 

effect on NT-proBNP levels in patients with a history of myocardial infarction.

PMID: 24898548
de Lau H, Rabotti C, Oosterbaan HP, Mischi M, Oei GS. 
Study protocol: PoPE-Prediction of Preterm delivery by Electrohysterography. 
BMC Pregnancy Childbirth. 2014 Jun 5;14:192. doi: 10.1186/1471-2393-14-192. 

BACKGROUND: Traditional methods used for prediction of preterm delivery are subjective and inaccurate. The Elec-

trohysterogram (EHG) and in particular the estimation of the EHG conduction velocity, is a relatively new promising 

method for detecting imminent preterm delivery. To date the analysis of the conduction velocity has relied on visual 

inspection of the signals. As a next step towards the introduction of EHG analysis as a clinical tool, we propose an 

automated method for EHG conduction velocity estimation for both the speed and direction of single spike propagation.

METHODS/DESIGN: The study design will be an observational cohort study. 100 pregnant women, gestational age 

between 23 + 5 and 34 weeks, admitted for threatening preterm labor or preterm prelabor rupture of membranes, will 

be included. The length of the cervical canal will be measured by transvaginal ultrasound. The EHG will be recorded 

using 4 electrodes in a fixed configuration. Contractions will be detected by analysis of the EHG and using an estima-

tion of the intra uterine pressure. In the selected contractions, the delays between channels will be estimated by cross-

correlation, and subsequently, the average EHG conduction velocity will be derived. Patients will be classified as labor 

group and non-labor group based on the time between measurement and delivery. The average conduction velocity 

and cervical length will be compared between the groups. The main study endpoints will be sensitivity, specificity, and 

area under the ROC curve for delivery within 1,2,4,7, and 14 days from the measurement.

DISCUSSION: In this study, the diagnostic accuracy of EHG conduction velocity analysis will be evaluated for detecting 

preterm labor. Visual and automatic detection of contractions will be compared. Planar wave propagation will be as-

sumed for the calculation of the CV vector.

PMID: 24899137
van der Aa MP, Elst MA, van Mil EG, Knibbe CA, van der Vorst MM. 
METFORMIN: an efficacy, safety and pharmacokinetic study on the short-term and long-term use in 
obese children and adolescents - study protocol of a randomized controlled study. 
Trials. 2014 Jun 5;15:207. doi: 10.1186/1745-6215-15-207. 

BACKGROUND: The prevalence of childhood obesity and insulin resistance is rising, increasing the risk of diabetes mel-

litus type 2. To prevent these complications, lifestyle intervention is the corner stone in treatment. However, long-term 

efficacy of lifestyle intervention is questionable. In addition to lifestyle intervention, pharmacological treatments have 

been explored. Metformin has been shown to be moderately effective to reduce BMI in obese adolescents with hyper-

insulinemia. However, data on pharmacokinetics and long-term efficacy and safety are lacking as well as an evidence-

based dosing regimen for this age group. The primary objective of the METFORMIN study is to determine the effect of 

adding metformin treatment to lifestyle intervention in reducing BMI in obese adolescents with insulin resistance. In 

addition, the pharmacokinetics of metformin in obese adolescents will be studied.

METHODS/DESIGN: The METFORMIN study is a multi-centre prospective study that consists of two 18-month phases: 

a double-blind randomized placebo-controlled trial (part 1) and an open-label follow-up study (part 2). During part 

1, the participants will be given metformin 1,000 mg or placebo twice daily and will be offered a lifestyle intervention 

programme; 144 participants will be included, 72 in each arm. Primary endpoints are reduction in body mass index, 

insulin resistance, and percentage body fat.

DISCUSSION: This study will provide data on short- and long-term efficacy and safety of metformin and on the phar-

macokinetics of metformin in obese adolescents.

PMID:24901326
Beljaars DE, Valckx WJ, Stepan C, Donis J, Lavrijsen JC. 
Prevalence Differences of Patients in Vegetative State in the Netherlands and Vienna, Austria: A Compa-
rison of Values and Ethics. 
J Head Trauma Rehabil. 2015 May-Jun;30(3):E57-60. doi: 10.1097/HTR.0000000000000058
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OBJECTIVE: Little is known about prevalence of persistent vegetative state/unresponsive wakefulness syndrome and 

comparisons between countries. The aim of this column was to explore reasons for the comparable count of patients 

in vegetative state found in prevalence studies in nursing homes in 1 European country (Netherlands) compared with a 

single European city (Vienna, Austria).

DESIGN: The column is based on a literature review of vegetative state in the Netherlands and Vienna in the period 

2007-2008, in the context of professional interactions with families and physicians of patients in vegetative state. In 

addition, in both countries, families and physicians were interviewed to illustrate views.

RESULTS: Comparable between the 2 settings are the population characteristics and the definition of, and criteria, for 

vegetative state. A difference can be found in the development of authoritative policy guidelines in the Netherlands, 

after public debates and jurisdiction, which did not exist in Vienna at the time. There also seem to be different societal 

values concerning rehabilitation and end-of-life decisions for patients in vegetative state.

DISCUSSION: The most important explanation for the vegetative state prevalence differences between the Nether-

lands and Vienna can be found in the different societal values about patients in vegetative state and their treatment 

and rehabilitation. In the Netherlands, life prolonging medical treatment, including artificial nutrition and hydration, is 

considered futile and can be withdrawn if there is no prospect of recovery. In Vienna, however, patients in vegetative 

state are regarded as severely disabled and in need of long-term rehabilitation and social reintegration. There is no 

end-of-life discussion in this context.

PMID:24912612
Vogelaar FJ, Reimers MS, van der Linden RL, van der Linden JC, Smit VT, Lips DJ, van de Velde CJ, 
Bosscha K. The Diagnostic Value of One-Step Nucleic acid Amplification (OSNA) for Sentinel Lymph 
Nodes in Colon Cancer Patients. 
Ann Surg Oncol. 2014 Nov;21(12):3924-30. doi: 10.1245/s10434-014-3820-5. Epub 2014 Jun 10. 

BACKGROUND: Lymph node status in colon cancer is critical for prognosis estimation and treatment allocation. The 

purpose of this study was to compare the performance of one-step nucleic acid amplification (OSNA) through detection 

of cytokeratin 19 mRNA levels with routine pathological examination (RP) and multilevel fine pathological examina-

tion (FP) in sentinel lymph nodes (SLN), detected using the ex vivo SLN mapping (SLNM) procedure, in presurgically 

defined nonmetastatic colon cancer patients.

METHODS: In this prospective study, 325 SLNs of 128 patients from the Jeroen Bosch Hospital in ‘s-Hertogenbosch 

and the Leiden University Medical Center were investigated by RP (H&E), FP (H&E and Keratin Pan immunohistoche-

mical staining), and OSNA. The SLNs were harvested by the SLNM procedure, using Patent blue or Indocyanine green. 

SLNs were divided and separate parts were used for RP, FP, and the OSNA assay.

RESULTS: The diagnostic value of OSNA was 82.1 and 100 % for both FP and combined method (OSNA and FP) com-

pared with RP. An upstaging rate of 20.2 % was obtained with the use of OSNA only and 36.4 % with the use of FP only. 

An upstaging rate of 46.5 % was obtained by combining the two methods together.

CONCLUSIONS: OSNA and FP appeared to be promising tools for the detection of lymph node micro- and macrome-

tastases in SLNs after SLNM. The performances of OSNA and FP in this study were superior to RP. Because OSNA 

allows analysis of the whole lymph node, sampling bias can be avoided. OSNA therefore may improve tumor staging.

PMID: 24915962
Nieuwesteeg A, Hartman E, Pouwer F, Emons W, Aanstoot HJ, Van Mil E, Van Bakel H. 
Qualitative observation instrument to measure the quality of parent-child interactions in young children 
with type 1 diabetes mellitus. 
BMC Pediatr. 2014 Jun 10;14:145. doi: 10.1186/1471-2431-14-145. 

BACKGROUND: In young children with type 1 diabetes mellitus (T1DM), parents have complete responsibility for the 

diabetes-management. In toddlers and (pre)schoolers, the tasks needed to achieve optimal blood glucose control may 

interfere with normal developmental processes and could negatively affect the quality of parent-child interaction. 

Several observational instruments are available to measure the quality of the parent-child interaction. However, no 

observational instrument for diabetes-specific situations is available. Therefore, the aim of the present study was to 

develop a qualitative observation instrument, to be able to assess parent-child interaction during diabetes-specific 

situations.

METHODS: First, in a pilot study (n = 15), the observation instrument was developed in four steps: (a) defining relevant 

diabetes-specific situations; (b) videotaping these situations; (c) describing all behaviors in a qualitative observation 

instrument; (d) evaluating usability and reliability. Next, we examined preliminary validity (total n = 77) by testing hy-

potheses about correlations between the observation instrument for diabetes-specific situations, a generic observation 

instrument and a behavioral questionnaire.

RESULTS: The observation instrument to assess parent-child interaction during diabetes-specific situations, which 

consists of ten domains: “emotional involvement”, “limit setting”, “respect for autonomy”, “quality of instruction”, 

“negative behavior”, “avoidance”, “cooperative behavior”, “child’s response to injection”, “emphasis on diabetes”, and 

“mealtime structure”, was developed for use during a mealtime situation (including glucose monitoring and insulin 

administration).

CONCLUSIONS: The present study showed encouraging indications for the usability and inter-rater reliability (weighted 

kappa was 0.73) of the qualitative observation instrument. Furthermore, promising indications for the preliminary 

validity of the observation instrument for diabetes-specific situations were found (r ranged between |.24| and |.45| for 

significant correlations and between |.10| and |.23| for non-significant trends). This observation instrument could be 

used in future research to (a) test whether parent-child interactions are associated with outcomes (like HbA1c levels 

and psychosocial functioning), and (b) evaluate interventions, aimed at optimizing the quality of parent-child interacti-

ons in families with a young child with T1DM.

PMID:24916615
Keijsers CJPW, van Doorn AB, van Kalles A, de Wildt DJ, Brouwers JR, van de Kamp HJ, Jansen PA.
Structured Pharmaceutical Analysis of the Systematic Tool to Reduce Inappropriate Prescribing Is an 
Effective Method for Final-Year Medical Students to Improve Polypharmacy Skills: A Randomized Con-
trolled Trial.
J Am Geriatr Soc. 2014 Jul;62(7):1353-9

Medical students may not be adequately trained to prescribe appropriately to older adults with polypharmacy. This 

study addressed how to teach students to minimize inappropriate polypharmacy. Final-year medical students (N = 

106) from two Dutch schools of medicine participated in this randomized controlled trial with a pre/posttest design. 

The Systematic Tool to Reduce Inappropriate Prescribing (STRIP) was used as the intervention. This medication 

review tool consists of five steps and is part of the Dutch multidisciplinary guideline on polypharmacy. Step two is a 

structured pharmaceutical analysis of drug use, assessed using six questions regarding undertreatment, ineffective 

treatment, overtreatment, potential adverse effects, contraindications or interactions, and dose adjustments. It is used 

in combination with the Screening Tool to Alert doctors to Right Treatment and the Screening Tool of Older Person’s 

Prescriptions checklists. Students were asked to optimize the medication lists of real people, making use, or not, of 

the STRIP. The number of correct or potentially harmful decisions that the students made when revising the lists 

was determined by comparison with expert consensus. Students who used the STRIP had better scores than control 

students; they made more correct decisions (9.3 vs 7.0, 34%; P < .001, correlation coefficient (r) = 0.365) and fewer 
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potentially harmful decisions (3.9 vs 5.6, -30%; P < .001, r = 0.386). E-learning did not have a different effect from 

that of non-E-learning methods. Students were satisfied with the method. The STRIP method is effective in helping 

final-year medical students improve their prescribing skills.

PMID: 24923998
Bosgraaf RP, Verhoef VM, Massuger LF, Siebers AG, Bulten J, de Kuyper-de Ridder GM, Meijer CJ, 
Snijders PJ, Heideman DA, IntHout J, van Kemenade FJ, Melchers WJ, Bekkers RL. 
Comparative performance of novel self-sampling methods in detecting high-risk human papillomavirus 
in 30,130 women not attending cervical screening. 
Int J Cancer. 2014 Jun 13. doi: 10.1002/ijc.29026. 

We determined whether the participation rate for a brush-based cervicovaginal self-sampling device is noninferior 

to the participation rate for a lavage-based one for testing for hrHPV (high-risk human papillomavirus). Additionally, 

positivity rates for hrHPV, the detection rates for cervical intraepithelial neoplasia grades 2 and 3 or worse (CIN2+/3+), 

and user comfort were compared. A total of 35,477 non-responders of the regular cervical screening program aged 

33-63 years were invited to participate. Eligible women (n = 30,130) were randomly assigned to receive either a 

brush-based or a lavage-based device, and a questionnaire for reporting user convenience. Self-sampling responders 

testing hrHPV-positive were invited for a physician-taken sample for cytology; triage-positive women were referred for 

colposcopy. A total of 5,218 women participated in the brush-based sampling group (34.6%) and 4809 women in the 

lavage-based group (31.9%), i.e. an absolute difference of 2.7% (95%CI 1.8-4.2). The hrHPV-positivity rates in the two 

groups were identical (8.3%, relative risk (RR) 0.99, 95%CI 0.87-1.13). The detection of CIN2+ and CIN3+ in the brush 

group (2.0% for CIN2+; 1.3% for CIN3+) was similar to that in the lavage group (1.9% for CIN2+; 1.0% for CIN3+) with a 

cumulative RR of 1.01, 95%CI 0.83-1.24 for CIN2+ and 1.25, 95%CI 0.92-1.70 for CIN3+. The two self-sampling devi-

ces performed similarly in user comfort. In conclusion, offering a brush-based device to non-responders is noninferior 

to offering a lavage-based device in terms of participation. The two self-sampling methods are equally effective in 

detecting hrHPV, CIN2+/CIN3+ and are both well accepted.

PMID: 24935226
Siebers AG, Arbyn M, Melchers WJ, van Kemenade FJ, Vedder JE, van der Linden H, van Ballegooijen M, 
Bekkers RL, Bulten J. 
Effectiveness of two strategies to follow-up ASC-US and LSIL screening results in The Netherlands 
using repeat cytology with or without additional hrHPV testing: a retrospective cohort study. 
Cancer Causes Control. 2014 Sep;25(9):1141-9. doi: 10.1007/s10552-014-0414-2. Epub 2014 Jun 
17. 

PURPOSE: The purpose of the study was to assess the effectiveness of repeat cytology with and without additional 

high-risk human papilloma virus (hrHPV) testing after atypical squamous cells of undetermined significance/low-grade 

squamous intraepithelial lesion (ASC-US/LSIL) screening results.

METHODS: In the Netherlands, ASC-US/LSIL is triaged by repeat cytology at 6 months or repeat cytology at 6 months 

with additional hrHPV testing. ASC-US/LSIL results from 13,734 screenees in 2008 were extracted from “Dutch 

Pathology Registry” including cytology, histology, and/or HPV follow-up results. Proportions of compliance, repeat 

cytology, referral, and detected cervical intraepithelial neoplasia (CIN) were assessed.

RESULTS: With additional hrHPV testing, 46.8 % was send back to regular screening at 6 months, 28.6 % needed 

second repeat cytology, and 24.6 % was referred for colposcopy. Without additional hrHPV testing, this was 0.0, 76.1, 

and 23.9 %, respectively. With additional hrHPV testing, significantly higher proportions of persisting ASC-US/LSIL; 

compliance with repeat/referral advices; and histological detection of CIN0 (no CIN or cancer), CIN1, and CIN2 were 

found but equal proportions CIN3+.

CONCLUSIONS: Additional hrHPV testing shortens follow-up without altering CIN3+ detection. Detection of CIN0, 

CIN1, and CIN2 was higher, presumably by hrHPV-driven biased cytology and detection bias. Restricting additional 

hrHPV testing to older women, reading cytology without knowledge of hrHPV status, and addition of more specific 

triage tests could further improve the effectiveness of additional hrHPV testing.

PMID: 24946691
Hessel M, Brandes M, de Bruin JP, Bots RS, Kremer JA, Nelen WL, Hamilton CJ. 
Long-term ongoing pregnancy rate and mode of conception after a positive and negative post-coital 
test. 
Acta Obstet Gynecol Scand. 2014 Sep;93(9):913-20. doi: 10.1111/aogs.12442. Epub 2014 Jul 16. 

OBJECTIVE: Many fertility clinics have decided to abolish the post-coital test. Yet, it is a significant factor in prognostic 

models that predict the spontaneous pregnancy rate within one year. The aim of this study was to evaluate (1) the 

long-term outcome of infertile couples with a positive or a negative post-coital test during their fertility work-up and 

(2) the contribution of the different modes of conception.

DESIGN: Retrospective cohort study.

SETTING: Three fertility clinics in the Netherlands, of which two are secondary care training hospitals and is a one 

tertiary care academic training hospital.

POPULATION: 2476 newly referred infertile couples, where a post-coital test was performed in 1624 couples.

METHODS: After basic fertility work-up, couples were treated according to the national treatment protocols.

MAIN OUTCOME MEASURES: Spontaneous and overall ongoing pregnancy rate.

RESULTS: The spontaneous and overall ongoing pregnancy rates after three years were 37.7 and 77.5% after a 

positive post-coital test compared with 26.9 and 68.8% after a negative test (p < 0.001). Even in couples with severe 

male factor infertility (total motile sperm count <3) (p = 0.005) and mild male factor infertility (total motile sperm 

count 3-20) (p < 0.001), there was a significantly higher spontaneous ongoing pregnancy rate, justifying expectant 

management.

CONCLUSION: After a follow-up of three years a positive post-coital test is still associated with a higher spontaneous 

and a higher overall ongoing pregnancy rate, even in couples with severe male factor infertility.

PMID: 24948466
Oddens JR, Sylvester RJ, Brausi MA, Kirkels WJ, van de Beek C, van Andel G, de Reijke TM, Prescott S, 
Witjes JA, Oosterlinck W. 
The effect of age on the efficacy of maintenance bacillus Calmette-Guérin relative to maintenance epi-
rubicin in patients with stage Ta T1 urothelial bladder cancer: results from EORTC genito-urinary group 
study 30911. 
Eur Urol. 2014 Oct;66(4):694-701. doi: 10.1016/j.eururo.2014.05.033. Epub 2014 Jun 16.

BACKGROUND: Although maintenance bacillus Calmette-Guérin (BCG) is the recommended treatment in high-risk 

non-muscle-invasive bladder cancer (NMIBC), its efficacy in older patients is controversial.

OBJECTIVE: To determine the effect of age on prognosis and treatment outcome in patients with stage Ta T1 NMIBC 

treated with maintenance BCG.
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DESIGN, SETTING, AND PARTICIPANTS: A total of 957 patients with intermediate- or high-risk Ta T1 (without carci-

noma in situ) NMIBC were randomized in European Organization for Research and Treatment of Cancer (EORTC) trial 

30911 comparing six weekly instillations of epirubicin, BCG, and BCG plus isoniazid followed by three weekly mainte-

nance instillations over 3 yr.

OUTCOME MEASUREMENTS AND STATISTICAL ANALYSIS: Cox multivariate proportional hazards regression models 

were used to assess the relative importance of age for recurrence, progression, overall survival, and NMIBC-specific 

survival with adjustment for EORTC risk scores.

RESULTS AND LIMITATIONS: Overall, 822 eligible patients were included: 546 patients in the BCG with or without 

INH arms and 276 in the epirubicin arm. In patients treated with BCG with or without INH, 34.1% were >70 yr of age 

and 3.7% were >80 yr. With a median follow-up of 9.2 yr, patients >70 yr had a shorter time to progression (p=0.028), 

overall survival (p<0.001), and NMIBC-specific survival (p=0.049) after adjustment for EORTC risk scores in the multi-

variate analysis. The time to recurrence was similar compared with the younger patients. BCG was more effective than 

epirubicin for all four end points considered, and there was no evidence that BCG was any less effective compared with 

epirubicin in patients >70 yr.

CONCLUSIONS: In intermediate- and high-risk Ta T1 urothelial bladder cancer patients treated with BCG, patients >70 yr 

of age have a worse long-term prognosis; however, BCG is more effective than epirubicin independent of patient age.

PATIENT SUMMARY: Intravesical bacillus Calmette-Guérin for non-muscle-invasive bladder cancer is less effective in 

patients >70 yr of age, but it is still more effective than epirubicin.

PMID:24953727
Hagenaars JC, Koning OH, van den Haak RF, Verhoeven BA, Renders NH, Hermans MH, Wever PC, 
van Suylen RJ. 
Histological characteristics of the abdominal aortic wall in patients with vascular chronic Q fever. 
Int J Exp Pathol. 2014 Aug;95(4):282-9. doi: 10.1111/iep.12086. Epub 2014 Jun 23. 

The aim of this study was to describe specific histological findings of the Coxiella burnetii-infected aneurysmal abdominal 

aortic wall. Tissue samples of the aneurysmal abdominal aortic wall from seven patients with chronic Q fever and 

15 patients without evidence of Q fever infection were analysed and compared. Chronic Q fever was diagnosed using 

serology and tissue PCR analysis. Histological sections were stained using haematoxylin and eosin staining, Elastica van 

Gieson staining and immunohistochemical staining for macrophages (CD68), T lymphocytes (CD3), T lymphocyte subsets 

(CD4 and CD8) and B lymphocytes (CD20). Samples were scored by one pathologist, blinded for Q fever status, using 

a standard score form. Seven tissue samples from patients with chronic Q fever and 15 tissue samples from patients 

without Q fever were collected. Four of seven chronic Q fever samples showed a necrotizing granulomatous response 

of the vascular wall, which was characterized by necrotic core of the arteriosclerotic plaque (P = 0.005) and a presence 

of high numbers of macrophages in the adventitia (P = 0.007) distributed in typical palisading formation (P = 0.005) 

and surrounded by the presence of high numbers of T lymphocytes located diffusely in media and adventitia. Necroti-

zing granulomas are a histological finding in the C. burnetii-infected aneurysmal abdominal aortic wall. Chronic Q fever 

should be included in the list of infectious diseases with necrotizing granulomatous response, such as tuberculosis, cat 

scratch disease and syphilis.

PMID: 24963101
de Groot DA, de Vries M, Joling KJ, van Campen JP, Hugtenburg JG, van Marum RJ, Vermeulen 
Windsant-van den Tweel AM, Elders PJ, van Hout HP. 
Specifying ICD9, ICPC and ATC codes for the STOPP/START criteria: a multidisciplinary consensus panel. 

Age Ageing. 2014 Nov;43(6):773-8. doi: 10.1093/ageing/afu075. Epub 2014Jun 24. 

BACKGROUND: the STOPP/START criteria are a promising framework to increase appropriate prescribing in the 

elderly in clinical practice. However, the current definitions of the STOPP/START criteria are rather non-specific, al-

lowing undesirable variations in interpretation and thus application. The aim of this study was to design specifications 

of the STOPP/START criteria into international disease and medication codes to facilitate computerised extraction 

from medical records and databases.

METHODS: a three round consensus procedure with a multidisciplinary expert panel was organised to prepare, judge 

and agree on the design of the STOPP/START criteria specifications in corresponding international disease codes 

(ICD9 and ICPC) and medication codes (ATC).

RESULTS: after two rounds consensus was reached for 74% of the STOPP criteria and for 73% of the START criteria. 

After three rounds full consensus was reached resulting in a specification of 61 out of 62 STOPP criteria and 26 

START criteria with their corresponding codes. One criterion could not be specified and for some criteria correspon-

ding disease codes were lacking or imperfect.

CONCLUSION: this study showed the necessity of a consensus procedure as even experts frequently differed on how 

to specify the STOPP/START criteria. This specification enables next steps such as prognostic validation of these crite-

ria on adverse outcomes and studying the impact of improving appropriate prescribing in the elderly.

PMID:24975798
Wever PC, van Bergen L.
Death from 1918 pandemic influenza during the First World War: a perspective from personal and 
anecdotal evidence.
 Influenza Other Respir Viruses. 2014 Sep;8(5):538-46. doi: 10.1111/irv.12267. Epub 2014 Jun 27. 

The Meuse-Argonne offensive, a decisive battle during the First World War, is the largest frontline commitment in 

American military history involving 1.2 million U.S. troops. With over 26,000 deaths among American soldiers, the 

offensive is considered “America’s deadliest battle”. The Meuse-Argonne offensive coincided with the highly fatal se-

cond wave of the influenza pandemic in 1918. In Europe and in U.S. Army training camps, 1918 pandemic influenza 

killed around 45,000 American soldiers making it questionable which battle should be regarded “America’s deadliest”. 

The origin of the influenza pandemic has been inextricably linked with the men who occupied the military camps and 

trenches during the First World War. The disease had a profound impact, both for the military apparatus and for the 

individual soldier. It struck all the armies and might have claimed toward 100 000 fatalities among soldiers overall 

during the conflict while rendering millions ineffective. Yet, it remains unclear whether 1918 pandemic influenza 

had an impact on the course of the First World War. Still, even until this day, virological and bacteriological analysis 

of preserved archived remains of soldiers that succumbed to 1918 pandemic influenza has important implications 

for preparedness for future pandemics. These aspects are reviewed here in a context of citations, images, and docu-

ments illustrating the tragic events of 1918.

PMID: 24983372
Goos JA, Hiemstra AC, Coupé VM, Diosdado B, Kooijman W, Delis-Van Diemen PM, Karga C, Beliën JA, 
Menke-van der Houven van Oordt CW, Geldof AA, Meijer GA, Hoekstra OS, Fijneman RJ; DeCoDe PET 
group. (Bosscha K.) 
Epidermal growth factor receptor (EGFR) and prostaglandin-endoperoxide synthase 2 (PTGS2) are 
prognostic biomarkers for patients with resected colorectal cancer liver metastases. 
Br J Cancer. 2014 Aug 12;111(4):749-55. doi: 10.1038/bjc.2014.354. Epub 2014 Jul 1. 
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BACKGROUND: Resection of colorectal cancer liver metastasis (CRCLM) with curative intent has long-term benefit in 

~40% of cases. Prognostic biomarkers are needed to improve clinical management and reduce futile surgeries. Expres-

sion of epidermal growth factor receptor (EGFR) and prostaglandin-endoperoxide synthase 2 (PTGS2; also known as 

cyclooxygenase-2) has been associated with carcinogenesis and survival. We investigated the prognostic value of EGFR 

and PTGS2 expression in patients with resected CRCLM.

METHODS: Formalin-fixed paraffin-embedded CRCLM tissue and corresponding primary tumour specimens from a 

multi-institutional cohort of patients who underwent liver resection between 1990 and 2010 were incorporated into 

tissue microarrays (TMAs). TMAs were stained for EGFR and PTGS2 by immunohistochemistry. The hazard rate ratio 

(HRR) for the association between expression in CRCLM and overall survival was calculated using a 500-fold cross-

validation procedure.

RESULTS: EGFR and PTGS2 expression could be evaluated in 323 and 351 patients, respectively. EGFR expression in 

CRCLM was associated with poor prognosis (HRR 1.54; P<0.01) with a cross-validated HRR of 1.47 (P=0.03). PTGS2 

expression was also associated with poor prognosis (HRR 1.60; P<0.01) with a cross-validated HRR of 1.63 (P<0.01). 

Expression of EGFR and PTGS2 remained prognostic after multivariate analysis with standard clinicopathological 

variables (cross-validated HRR 1.51; P=0.02 and cross-validated HRR 1.59; P=0.01, respectively). Stratification for the 

commonly applied systemic therapy regimens demonstrated prognostic value for EGFR and PTGS2 only in the sub-

group of patients who were not treated with systemic therapy (HRR 1.78; P<0.01 and HRR 1.64; P=0.04, respectively), 

with worst prognosis when both EGFR and PTGS2 were highly expressed (HRR 3.08; P<0.01). Expression of PTGS2 in 

CRCLM was correlated to expression in patient-matched primary tumours (P=0.02, 69.2% concordance).

CONCLUSIONS: EGFR and PTGS2 expressions are prognostic molecular biomarkers with added value to standard 

clinicopathological variables for patients with resectable CRCLM.

PMID: 25011948
Jansen HJ, Vervoort GM, de Haan AF, Netten PM, de Grauw WJ, Tack CJ. 
Diabetes-related distress, insulin dose, and age contribute to insulin-associated weight gain in patients 
with type 2 diabetes: results of a prospective study. 
Diabetes Care. 2014 Oct;37(10):2710-7. doi: 10.2337/dc13-1205. Epub 2014 Jul 10. 

OBJECTIVE: The determinants of insulin-associated weight gain in type 2 diabetes mellitus (T2DM) are partly un-

known. Therefore, we conducted a prospective study to identify predictors of insulin-associated weight gain.

RESEARCH DESIGN AND METHODS: In patients with T2DM, we assessed physical activity by accelerometry and mea-

sured diabetes-related distress by questionnaires before and 6 and 12 months after starting insulin therapy. Glycemic 

control (HbA1c) and insulin dose were monitored.

RESULTS: After 12 months of insulin therapy, mean body weight had increased by 3.0 ± 2.5 kg (P < 0.001). The drop 

in HbA1c was correlated with insulin-associated weight gain. With the use of a multiple linear regression model, a 

cluster of variables was identified that significantly related to weight gain. Diabetes-related distress, initial insulin dose, 

and the increase of insulin dose during the course of the study as well as age appeared to be important predictors 

of weight gain after initiation of insulin therapy. Physical activity (measured as MET) decreased from 1.40 ± 0.04 at 

baseline to 1.32 ± 0.04 MET (P < 0.05) but was not significantly related to weight changes.

CONCLUSIONS: Diabetes-related distress, initial and titration of insulin dose, and age all significantly predict insulin-

associated weight gain. After the initiation of insulin therapy, physical activity decreased significantly, but this did not 

determine weight gain over the first 12 months. Our study findings may have clinical implications.

PMID: 25032730
Boers A, Bosgraaf RP, van Leeuwen RW, Schuuring E, Heideman DA, Massuger LF, Verhoef VM, Bulten 
J, Melchers WJ, van der Zee AG, Bekkers RL, Wisman GB. 
DNA methylation analysis in self-sampled brush material as a triage test in hrHPV-positive women. 
Br J Cancer. 2014 Sep 9;111(6):1095-101. doi: 10.1038/bjc.2014.392. Epub 2014 Jul 17.

BACKGROUND: Primary high-risk human papillomavirus (hrHPV) testing in cervical cancer screening shows relatively 

low specificity, which makes triage testing necessary. In this study, DNA methylation analysis was compared with 

cytology for triage testing in hrHPV-positive women. Moreover, feasibility of DNA methylation analysis directly on 

brush-based self-sampled specimens was assessed.

METHODS: Non-responding women from population-based screening were invited to self-collect a cervico-vaginal 

specimen for hrHPV testing; hrHPV-positive women were referred to a physician for triage liquid-based cytology. DNA 

methylation analysis was performed on 128 hrHPV-positive physician-collected triage samples and 50 matched brush 

self-samples with QMSP for C13ORF18, EPB41L3, JAM3 and TERT.

RESULTS: In physician-taken triage material, DNA methylation analysis of JAM3 showed the highest combined speci-

ficity (88%) and sensitivity (82%) for detection of CIN3+, whereas cytology showed a specificity of 48% and a sensitivity 

of 91%. Out of 39 women with abnormal cytology and normal histology (false-positive by cytology), 87% were negative 

for JAM3 and 90% for C13ORF18 methylation. Agreement between DNA methylation analysis performed directly on 

the matched self-sampled material and physician-taken samples was 88% for JAM3 (β=0.75, P<0.001) and 90% for 

C13ORF18 (β=0.77; P<0.001).

CONCLUSIONS: DNA methylation analysis as a triage test in hrHPV-positive women is an attractive alternative to 

cytology. Furthermore, DNA methylation is feasible directly on brush-based self-samplers and showed good cor-

relation with matched physician-taken samples. Direct molecular triage on self-collected specimens could optimise the 

screening program, especially for non-responders, as this would eliminate the need for an additional physician-taken 

scraping for triage testing.

PMID: 25039369
Schatorjé EJ, Driessen GJ, van Hout RW, van der Burg M, de Vries E. 
Levels of somatic hypermutations in B cell receptors increase during childhood. 
Clin Exp Immunol. 2014 Nov;178(2):394-8. doi: 10.1111/cei.12419. 

Somatic hypermutation (SHM) is an important step in antigen-driven B cell development creating B lymphocytes 

expressing high-affinity antibody receptors. It is known that the peripheral B lymphocyte compartments of healthy 

children and adults differ considerably. However, the development of SHM with age has not been studied in detail 

previously. Therefore, we used the immunoglobulin (Ig)κ-restriction enzyme hot-spot mutation assay (Igκ-REHMA) to 

gain an estimation of SHM levels in different age groups in order to relate this to the size of the memory B lympho-

cyte subpopulations. We show that the level of SHM increases rapidly during the first 2 years of life. This reflects the 

changes of the memory B cell subpopulations, but also changes in the SHM within memory B cell subsets, probably 

reflecting an increase of secondary memory B cell responses.
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PMID: 25046341
Swarts DR, van Suylen RJ, den Bakker MA, van Oosterhout MF, Thunnissen FB, Volante M, Dingemans 
AM,
Scheltinga MR, Bootsma GP, Pouwels HM, van den Borne BE, Ramaekers FC, Speel EJ. 
Interobserver variability for the WHO classification of pulmonary carcinoids. 
Am J Surg Pathol. 2014 Oct;38(10):1429-36. doi: 10.1097/PAS.0000000000000300. 

Pulmonary carcinoids are neuroendocrine tumors histopathologically subclassified into typical (TC; no necrosis, <2 

mitoses per 2 mm) and atypical (AC; necrosis or 2 to 10 mitoses per 2 mm). The reproducibility of lung carcinoid 

classification, however, has not been extensively studied and may be hampered by the presence of pyknotic apoptosis 

mimicking mitotic figures. Furthermore, prediction of prognosis based on histopathology varies, especially for ACs. 

We examined the presence of interobserver variation between 5 experienced pulmonary pathologists who reviewed 

123 originally diagnosed pulmonary carcinoid cases. The tumors were subsequently redistributed over 3 groups: 

unanimously classified cases, consensus cases (4/5 pathologists rendered identical diagnosis), and disagreement cases 

(divergent diagnosis by ≥2 assessors). κ-values were calculated, and results were correlated with clinical follow-

up and molecular data. When focusing on the 114/123 cases unanimously classified as pulmonary carcinoids, the 

interobserver agreement was only fair (κ=0.32). Of these 114 cases, 55% were unanimously classified, 25% reached 

consensus classification, and for 19% there was no consensus. ACs were significantly more often in the latter category 

(P=0.00038). The designation of TCs and ACs by ≥3 assessors was not associated with prognosis (P=0.11). However, 

when disagreement cases were allocated on the basis of Ki-67 proliferative index (<5%; ≥5%) or nuclear orthopedia 

homeobox immunostaining (+; -), correlation with prognosis improved significantly (P=0.00040 and 0.0024, respec-

tively). In conclusion, there is a considerable interobserver variation in the histopathologic classification of lung carci-

noids, in particular concerning ACs. Additional immunomarkers such as Ki-67 or orthopedia homeobox may improve 

classification and prediction of prognosis.

PMID: 25053737
de Jong MJ, Korterink JJ, Benninga MA, Hilbink M, Widdershoven J, Deckers-Kocken JM. 
Dientamoeba fragilis and chronic abdominal pain in children: a case-control study. 
Arch Dis Child. 2014 Dec;99(12):1109-13. doi: 10.1136/archdischild-2014-305942. Epub 2014 Jul 
22. 

BACKGROUND: The association between Dientamoeba (D.) fragilis and the aetiology of functional gastrointestinal 

disorders (FGID) in children is unclear.

AIM: The aim of this retrospective case-control study is to clarify the clinical relevance of D. fragilis in children with 

chronic abdominal pain.

METHODS: From April 2011 until April 2013, a total of 132 patients with chronic abdominal pain (AP), aged 8-18 

years, referred to a non-academic hospital, and 77 control patients, aged 8-18 years without gastrointestinal 

symptoms referred to a psychiatric hospital, were included in the study. D. fragilis was diagnosed by real-time PCR in 

faecal samples. Symptomatic children without a D. fragilis infection fulfilled the ROME III criteria for AP-related FGID 

(AP-FGID). Clinical data were retrospectively analysed by examining patients’ hospital records from the Jeroen Bosch 

Hospital and Herlaarhof in The Netherlands.

RESULTS: D. fragilis was detected in 57 patients with chronic AP (43.2%) and in 39 controls (50.6%) (p=0.255). No 

significant differences in symptomatology were found between D. fragilis-infected children and children fulfilling the 

criteria for AP-FGID. Parasitological eradication was achieved in 61.7% of patients after treatment with metronidazole 

or clioquinol, while clinical improvement occurred in only 40.4% of patients (p=0.435).

CONCLUSIONS: There were no differences in symptoms comparing children with and without D fragilis infection. 

Furthermore, no relation was found between clinical and microbiological response after treatment for D. fragilis. This 

retrospective study suggests that there is no association between chronic AP and D. fragilis infection.

PMID: 25083253
van der Linden CM, Jansen PA, Grouls RJ, van Marum RJ, Verberne MA, Aussems LM, Egberts TC, 
Korsten EH. Systems that prevent unwanted represcription of drugs withdrawn because of adverse drug 
events: a systematic review. 
Ther Adv Drug Saf. 2013 Apr;4(2):73-90. doi: 10.1177/2042098613477125. 
Represcription of medication that was withdrawn after the occurrence of an adverse drug event (including allergy), is a 

recognized medication safety issue on a patient level. We performed a systematic review to identify systems (electronic 

and nonelectronic) that can prevent the represcription of drugs withdrawn because of an adverse drug event and the 

effects of these systems. The review was performed using PRISMA and Cochrane guidelines. PubMed and Embase 

were searched for articles describing systems that can prevent represcription of drugs that had been withdrawn 

for causing an adverse drug event. Information on the characteristics of the studies, systems, and if present results 

achieved with such systems, was extracted. The results showed that of 6793 articles screened, 137 full-text articles 

were assessed for eligibility. A total of 45 studies describing 33 systems (28 electronic) were included. The five nonelec-

tronic systems used allergy bracelets or allergy labels on hospital medical records or on drug orders. Systems differed 

in the way adverse drug events were documented and how users were alerted to drug represcription. Most systems 

functioned within a specific healthcare setting. Of 12 studies that compared pre- and post-intervention periods or 

wards with and without intervention, 7 showed a reduction in represcription after adverse drug event. In conclusion, 

several systems have been developed that can prevent the represcription of drugs that elicited an adverse drug event, 

but the evidence that these systems are effective is limited.

PMID: 25103873
Monen L, Kuppens SM, Hassaart TH, Oosterbaan HP, Oei SG, Wijnen H, Hutton EK, Vader HL, Pop VJ. 
Maternal thyrotrophin is independently related to Small for Gestational Age neonates at term. 
Clin Endocrinol (Oxf). 2014 Aug 7. doi: 10.1111/cen. 12578. 

OBJECTIVE: Small for gestational age (SGA) newborns constitute still a major cause of perinatal morbidity and mor-

tality. Overt thyroid disease is a known cause of preterm birth and low birthweight but in its untreated condition it is 

rare today. In this study, we investigated the possible relation between maternal thyroid function assessed in euthyroid 

women at each trimester and the incidence of term born SGA neonates.

DESIGN: A prospective cohort study was performed.

PATIENTS: Thyroid function was assessed at 12, 24 and 36 weeks gestation in 1051 healthy Caucasian women who 

delivered at ≥ 37 weeks gestation.

MEASUREMENTS: One-way anova was used to compare mean TSH and FT4 levels between women with SGA neona-

tes and controls. Multiple logistic regression analysis was performed to adjust for known risk factors of SGA.

RESULTS: Seventy (6·7%) SGA neonates were identified and they were significantly more often born to women with a 

TSH ≥ 97·5th at first and third trimester. Multiple logistic regression analysis showed that smoking (OR: 4·4, 95% CI: 

2·49-7·64), pre-eclampsia (OR: 2·8, 95% CI: 1·19-6·78) and TSH ≥ 97·5th percentile (OR 3·3, 95% CI 1·39-7·53) were 

significantly related to SGA. Maternal FT4 levels and TPO-Ab status were not associated with SGA offspring.

CONCLUSIONS: Our data show that TSH levels in the upper range of the reference interval at different trimesters (3·0-

3·29 mIU/l) are independently related to an increased risk of delivering SGA neonates at term
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Hoogeveen EK, Geleijnse JM, Kromhout D, Stijnen T, Gemen EF, Kusters R, Giltay EJ. 
Effect of omega-3 Fatty acids on kidney function after myocardial infarction: the alpha omega trial. 
Clin J Am Soc Nephrol. 2014 Oct 7;9(10):1676-83. doi: 10.2215/CJN.10441013. Epub 2014 Aug 7. 

BACKGROUND AND OBJECTIVES: Kidney function gradually decreases with age, and myocardial infarction accelerates 

this deterioration. Omega-3 (n-3) fatty acids may slow down the decline of kidney function. The effect of marine and 

plant-derived n-3 fatty acids on kidney function in patients after myocardial infarction was examined.

DESIGN, SETTING, PARTICIPANTS, & MEASUREMENTS: In the Alpha Omega Trial, 2344 patients with history of 

myocardial infarction ages 60-80 years old (81% men) were randomized to one of four trial margarines. The patients 

received an additional targeted amount of 400 mg/d eicosapentaenoic acid and docosahexaenoic acid, 2 g/d α-linolenic 

acid, eicosapentaenoic acid-docosahexaenoic acid plus α-linolenic acid, or placebo for 40 months. Serum cystatin C 

and serum creatinine were assessed at baseline and after 40 months. Creatinine-cystatin C-based GFR was estimated 

with the Chronic Kidney Disease Epidemiology Collaboration equation.

RESULTS: Patients consumed 19.9 g margarine/d, providing an additional 239 mg/d eicosapentaenoic acid with 159 

mg/d docosahexaenoic acid, 1.99 g/d α-linolenic acid, or both in the active treatment groups. After 40 months, com-

pared with baseline, mean (±SD) creatinine-cystatin C-based GFR was -6.9 (±12.6), -4.8 (±13.4), -6.2 (±12.8), and 

-6.0 (±13.0) ml/min per 1.73 m(2) in the placebo, eicosapentaenoic acid-docosahexaenoic acid, α-linolenic acid, and 

eicosapentaenoic acid-docosahexaenoic acid plus α-linolenic acid groups, respectively. After 40 months, in patients 

receiving eicosapentaenoic acid-docosahexaenoic acid compared with placebo, the decline in creatinine-cystatin 

C-based GFR was 2.1 less (95% confidence interval, 0.6 to 3.6; P<0.01) ml/min per 1.73 m(2); other comparisons 

were not statistical significant. Odds ratios (95% confidence intervals) of incident CKD (<60 ml/min per 1.73 m(2)) and 

rapid decline of kidney function (≥3 ml/min per year) for eicosapentaenoic acid-docosahexaenoic acid compared with 

placebo were 0.83 (0.58 to 1.18) and 0.85 (0.67 to 1.08), respectively.

CONCLUSIONS: Long-term supplementation with 400 mg/d eicosapentaenoic acid-docosahexaenoic acid provides a 

small beneficial effect on kidney function in patients with a history of myocardial infarction.

PMID: 25108615
Schneeberger PM, Wintenberger C, van der Hoek W, Stahl JP. 
Q fever in the Netherlands - 2007-2010: What we learned from the largest outbreak ever. 
Med Mal Infect. 2014 Aug;44(8):339-53. doi: 10.1016/j.medmal. 2014.02.006. Epub 2014 Aug 6. 

Q fever is a zoonosis caused by Coxiella burnetii with a presentation ranging from asymptomatic seroconversion to 

possibly fatal chronic Q fever. The Netherlands faced an exceptionally large outbreak of Q fever from 2007 to 2010: 

4026 human cases were notified, which makes it the largest Q fever outbreak ever reported. This outbreak, because 

of its size, allowed collecting a wide range of information on the natural history of Q fever, as well as on its transmis-

sion and clinical presentation. It also posed unprecedented public healthcare problems, especially for the concomitant 

management of the epizootic by veterinarian authorities and public health authorities, but also for the management of 

transmission risk related to blood donation. The need for cost efficient measures emerged rapidly because of the great 

number of infected individuals or at risk of infection, with a need for guidance on follow-up of acute Q fever patients, 

screening of pregnant women, or implementation of diagnostic algorithms. The acute outbreak was controlled by 

drastic veterinarian measures but chronic Q fever will remain a problem for the coming years.

PMID: 25111387
Verhoef VM, Heideman DA, van Kemenade FJ, Rozendaal L, Bosgraaf RP, Hesselink AT, Bekkers RL, 
Massuger LF, Steenbergen RD, Snijders PJ, Berkhof J, Meijer CJ. 
Methylation marker analysis and HPV16/18 genotyping in high-risk HPV positive self-sampled speci-
mens to identify women with high grade CIN or cervical cancer. 
Gynecol Oncol. 2014 Oct;135(1):58-63. doi: 10.1016/j.ygyno.2014.08.003. Epub 2014 Aug 8.

OBJECTIVES: Methylation marker analysis using bi-marker panel MAL/miR-124-2 is a promising triage test for identi-

fying cervical (pre)cancer in high-risk human papillomavirus (hrHPV) positive women. Bi-marker panel MAL/miR-124-

2 can be applied directly on self-sampled cervico-vaginal material and its sensitivity is non-inferior to that of cytology, 

yet at the cost of more colposcopy referrals. Our objective was to increase specificity of MAL/miR-124-2 methylation 

analysis by varying the assay thresholds and adding HPV16/18 genotyping.

METHODS: 1019 hrHPV-positive women were selected from a randomized controlled self-sampling trial (PROH-

TECT-3; 33-63 years, n=46,001) and nine triage strategies with methylation testing of MAL/miR-124-2 and 

HPV16/18 genotyping were evaluated. The methylation assay threshold was set at four different predefined levels 

which correspond with clinical specificities for end-point cervical intra-epithelial grade 3 or worse (CIN3+) of 50%, 60%, 

70%, and 80%.

RESULTS: The CIN3+ sensitivity of methylation analysis decreased (73.5 to 44.9%) while specificity increased (47.2 to 

83.4%) when increasing the assay threshold. CIN3+ sensitivity and specificity of HPV16/18 genotyping were 68.0% and 

65.6%, respectively. Combined methylation analysis at threshold-80 and HPV16/18 genotyping yielded similar CIN3+ 

sensitivity as that of methylation only at threshold-50 (77.6%) with an increased specificity (54.8%).

CONCLUSIONS: Combined triage by MAL/miR-124-2 methylation analysis with threshold-80 and HPV16/18 genoty-

ping reaches high CIN3+ sensitivity with increased specificity to identify women with cervical (pre)cancer among HPV 

self-sample positive women. The combined strategy is attractive as it is fully molecular and identifies women at the 

highest risk of cervical (pre)cancer because of strongly elevated methylation levels and/or HPV16/18 positivity.

PMID: 25149034
Leentjens AFG, Molag ML, Munster v BC, Rooij d SE, Luijendijk HJ, Vochteloo AJH, Dautzenberg PLJ. 
Changing perspectives on delirium care: The new Dutch guideline on derlirium. 
J Psychomatic research 2014;77: 240-1 doi: 10.1016/j.jpsychores.2014.07.014. No abstract available
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Jacobs JF, Hoedemakers RM, Te Velthuis H. 
Reply to Berlanga et al. Letter to editor. 
Clin Chem Lab Med. 2014 Nov 19;52(11). No abstract available.
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Verstegen RH, Driessen GJ, Bartol SJ, van Noesel CJ, Boon L, van der Burg M, van Dongen JJ, de Vries 
E, van Zelm MC. 
Defective B-cell memory in patients with Down syndrome. 
J Allergy Clin Immunol. 2014 Aug 23. pii: S0091-6749(14)00970-1. doi: 10.1016/j.jaci.2014.07.015. 
Epub 2013 Dec 9
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BACKGROUND: Patients with Down syndrome carry immunologic defects, as evidenced by the increased risks for 

autoimmune diseases, hematologic malignancies, and respiratory tract infections. Moreover, the low numbers of 

circulating B cells suggest impaired humoral immunity.

OBJECTIVE: We sought to study how immunodeficiency in patients with Down syndrome results from immunologic 

defects in the B-cell compartment.

METHODS: We studied blood B-cell subset composition, replication history, somatic hypermutation status, and class-

switch recombination in 17 children with Down syndrome. Germinal centers and plasma cells were studied in tonsils 

from 4 additional children with Down syndrome.

RESULTS: Blood transitional B-cell numbers were normal, but naive mature and memory B-cell numbers were 

reduced despite slightly increased serum B cell-activating factor levels. Germinal centers and plasma cells in tonsils 

appeared normal, as were serum immunoglobulin levels. CD27(+)IgD(+)IgM(+) “natural effector” B cells showed 

reduced proliferation and somatic hypermutation levels, whereas these were normal in CD27(+)IgD(-) memory B cells. 

Furthermore, IgM(+) and IgA(+), but not IgG(+), memory B cells showed impaired molecular signs for antigen selection. 

The B-cell pattern was highly similar to that of patients with common variable immunodeficiency and a defect in B-cell 

activation and proliferation.

CONCLUSION: Children with Down syndrome seem capable of normal germinal center and plasma cell formation. 

Still, blood memory B-cell numbers were reduced and showed impaired molecular maturation of IgA and IgM, which 

are important for mucosal immunity. The observed molecular defects in circulating IgA and IgM B-cell memory could 

reflect impaired local responses, which underlie the increased susceptibility to respiratory tract infections of patients 

with Down syndrome.

PMID 25159698
de Boer EM, Schneeberger PM, de Boer WA. 
Antibiotic resistance of Helicobacter pylori: prevalence in one region in the southern Netherlands and 
implications for treatment. 
Ned Tijdschr Geneeskd. 2014;158:A7501. 

OBJECTIVE: To determine the current prevalence of antimicrobial resistance of Helicobacter pylori in the Netherlands, 

and to draw up empirically based treatment advice.

DESIGN: Cross-sectional retrospective study.

METHOD: Data were collected from all H. pylori-positive isolates cultured in the Bernhoven Hospital in the southern 

Netherlands, between 2005 and 2012 in which susceptibility for clarithromycin and metronidazole had been deter-

mined. Susceptibility for clarithromycin and metronidazole was determined using the E-test, with cut-off minimum 

inhibitory concentrations of 0.5 μg/ml and 8 μg/ml, respectively.

RESULTS: Susceptibility to metronidazole was determined in 417 isolates; 10.1% of these were resistant Susceptibi-

lity to clarithromycin was determined in 421 isolates; 6.2% of these were resistant. Women carried resistant strains 

more often than men, but the difference was statistically non-significant. Resistance of H. pylori to clarithromycin has 

increased in recent years, whereas the resistance to metronidazole has decreased slightly.

CONCLUSION: The prevalence of resistance of H. pylori to clarithromycin and metronidazole in this region of the 

Netherlands is still low enough to advise standard therapy consisting of a proton pump inhibitor, amoxicillin and clari-

thromycin as the empirical therapy of choice. However, resistance to clarithromycin is increasing, so it is important to 

continue to monitor the prevalence of resistance of H. pylori in the Netherlands.

PMID:25168927
Schrijver EJ, de Vries OJ, Verburg A, de Graaf K, Bet PM, van de Ven PM, Kamper AM, Diepeveen SH, 
Anten S, Siegel A, Kuipéri E, Lagaay AM, van Marum RJ, van Strien AM, Boelaarts L, Pons D, Kramer 
MH, Nanayakkara PW. 
Efficacy and safety of haloperidol prophylaxis for delirium prevention in older medical and surgical 
at-risk patients acutely admitted to hospital through the emergency department: study protocol of a 
multicenter, randomised, double-blind, placebo-controlled clinical trial. 
BMC Geriatr. 2014 Aug 28;14:96. doi: 10.1186/1471-2318-14-96. 
Trefwoorden: Haloperidol, delierprofylaxe

BACKGROUND: Delirium is associated with substantial morbidity and mortality rates in elderly hospitalised patients, 

and a growing problem due to increase in life expectancy. Implementation of standardised non-pharmacological 

delirium prevention strategies is challenging and adherence remains low. Pharmacological delirium prevention with 

haloperidol, currently the drug of choice for delirium, seems promising. However, the generalisability of randomised 

controlled trial results is questionable since studies have only been performed in selected postoperative hip-surgery 

and intensive care unit patient populations. We therefore present the design of the multicenter, randomised, double-

blind, placebo-controlled clinical trial on early pharmacological intervention to prevent delirium: haloperidol prop-

hylaxis in older emergency department patients (The HARPOON study).

METHODS/DESIGN: In six Dutch hospitals, at-risk patients aged 70 years or older acutely admitted through the emer-

gency department for general medicine and surgical specialties are randomised (n = 390) for treatment with prophy-

lactic haloperidol 1 mg or placebo twice daily for a maximum of seven consecutive days. Primary outcome measure is 

the incidence of in-hospital delirium within seven days of start of the study intervention, diagnosed with the Confusion 

Assessment Method, and the Diagnostic and Statistical Manual of Mental Disorders, fourth edition criteria for delirium. 

Secondary outcome measures include delirium severity and duration assessed with the Delirium Rating Scale Revised 

98; number of delirium-free days; adverse events; hospital length-of-stay; all-cause mortality; new institutionalisa-

tion; (Instrumental) Activities of Daily Living assessed with the Katz Index of ADL, and Lawton IADL scale; cognitive 

function assessed with the Six-item Cognitive Impairment Test, and the Dutch short form Informant Questionnaire on 

Cognitive Decline in the Elderly. Patients will be contacted by telephone three and six months post-discharge to collect 

data on cognitive- and physical function, home residency, all-cause hospital admissions, and all-cause mortality.

DISCUSSION: The HARPOON study will provide relevant information on the efficacy and safety of prophylactic halo-

peridol treatment for in-hospital delirium and its effects on relevant clinical outcomes in elderly at-risk medical and 

surgical patients.

PMID: 25178669
Polad J, Wöhrle J, Singh B, Chag M, Rha SW, Malik FTN, van Eck M, Rottbauer W. 
Deliverability of the Resolute Integrity stent and a post hoc comparison of radial and femoral access: The 
DELIVER study. 
Cardiovasc Revasc Med. 2014 Jul-Aug;15(5):289-94. doi: 10.1016/j.carrev.2014.07.002. Epub 2014 
Jul 11.

BACKGROUND/PURPOSE: DELIVER (DELiverability of the Resolute Integrity Stent in All-Comer Vessels and Cross-

OvER stenting) was a prospective, multicenter, all-comers registry to assess the deliverability of the Resolute Inte-

grity™ zotarolimus-eluting stent (R-ZES).

METHODS/MATERIALS: Patients (n=7740 patients, 10449 lesions) undergoing percutaneous coronary intervention 
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and deemed suitable for R-ZES implantation were enrolled and treated according to standard practice of the partici-

pating centers in 30 countries. Outcomes included delivery success and in-hospital target lesion failure (TLF), major 

adverse cardiac event (MACE), and Academic Research Consortium definite/probable stent thrombosis. We performed a 

post hoc analysis comparing deliverability, in-hospital clinical outcomes and resource utilization with radial vs. femoral 

access.

RESULTS: A high proportion of the population had complex disease (71%): mean lesion length was 26.7β17.5 mm, 

35% of lesions were moderately/severely calcified and 17% were bifurcated. Femoral and radial accesses were used 

in 53% and 46% of patients, respectively. Patients treated using femoral access had more complex coronary artery 

disease. Primary delivery success was 98.9% and did not differ by approach. Radial access was associated with lower 

stent and balloon utilization, but higher guide catheter utilization, lower procedure duration, and contrast administe-

red compared with femoral access. In-hospital TLF and MACE occurred in 1.6% of patients; definite or probable stent 

thrombosis occurred in 0.2%. Clinical outcomes did not differ by vascular access.

CONCLUSIONS: R-ZES was found to be highly deliverable in a complex, all-comers, international population, 

regardless of whether radial or femoral access was used. In-hospital outcomes were excellent with very low risk of 

complications.

PMID: 25184539
Simons KS, Park M, Kohlrausch A, van den Boogaard M, Pickkers P, de Bruijn W, de Jager C. 
Noise pollution in the ICU: time to look into the mirror. 
Crit Care. 2014 Aug 27;18(4):493. No abstract available.
Trefwoorden: geluidsoverlast ICU

PMID: 25223807
van Kuijk AA, Kosters R, Vugts M, Geurts AC. 
Treatment for Idiopathic Toe Walking, a systematic review of the literature. 
Journal of Rehabilitation Medicine 2014 Nov 4;46(10):945-57 

OBJECTIVE: To assess the effectiveness of currently available treatment options for idiopathic toe walking on the 3 

main levels of the World Health Organization International Classification of Functioning, Disability, and Health for 

Children and Youth (ICF-CY).

DESIGN: A systematic search from 1966 to December 2013 in MEDLINE, Current Contents, CINAHL and the Cochrane 

Library of full-length articles addressing clinical efficacy of treatment in children aged 2-18 years.

METHODS: Studies were evaluated using both the Oxford Centre for Evidence-Based Medicine (OCEBM) levels of evi-

dence and the Methodological Index for Non-Randomised Studies (MINORS). Outcomes were analysed in accordance 

with the ICF-CY.

RESULTS: One randomized controlled trial and 18 observational studies were identified. The randomized controlled 

trial was scored OCEBM level 1, whereas the other studies were scored level 4. The MINORS scores ranged from 2 to 

18.

CONCLUSION: There is preliminary evidence for beneficial effects of serial casting and surgery on passive ankle 

dorsiflexion as well as on walking kinetics and kinematics, although normalization does not seem to occur. Botulinum 

toxin type A does not improve the results of casting. Only after surgery are sustainable effects lasting > 1 year reported. 

Effectiveness on functional activities and social participation has yet to be demonstrated.

PMID 25234986
Park M,  Kohlrausch A, de Bruijn W,  de Jager P , Simons K.  
Analysis of the soundscape in an intensive care unit based on the annotation of an audio recording .
J.Acoust Soc Am 2014 Apr 135(4) 1875-1886 doi: 10.1121/1.4868367.
Trefwoorden: geluidsoverlast, ICU

The acoustic environments in hospitals, particularly in intensive care units (ICUs), are characterized by frequent high-

level sound events which may negatively affect patient outcome. Many studies performed acoustic surveys, but the 

measurement protocol was not always reported in detail, and the scope of analysis was limited by the selected mode 

of sound level meters. Fewer studies systematically investigated the noise sources in ICUs by employing an observer 

in the patient room, which may potentially bias the measurement. In the current study, the soundscape of an ICU was 

evaluated where acoustic parameters were extracted from a β67-h audio recording, and a selected 24-h recording 

was annotated off-line for a source-specific analysis. The results showed that the patient-involved noise accounted 

for 31% of the acoustic energy and 11% of the predicted loudness peaks (PLPs). Excluding the patient-involved noise, 

the remaining acoustic energy was attributed to staff members (57%), alarms (30%), and the operational noise of 

life-supporting devices (13%). Furthermore, the contribution of each noise category to the PLPs was found to be more 

uneven: Staff (92%), alarms (6%), and device noise (2%). The current study suggests that most of the noise sources in 

ICUs may be associated with modifiable human factors.

PMID: 25259711 
Schulkens IA, Heusschen R, van den Boogaart V, van Suylen RJ, Dingemans AM, Griffioen AW, Thijssen 
VL. 
Galectin Expression Profiling Identifies Galectin-1 and Galectin-9β5 as Prognostic Factors in Stage I/II 
Non-Small
Cell Lung Cancer. 
PLoS One. 2014 Sep 26;9(9):e107988. doi: 10.1371/journal.pone.0107988.
eCollection 2014. 

Approximately 30-40% of the patients with early stage non-small cell lung cancer (NSCLC) will present with recurrent 

disease within two years of resection. Here, we performed extensive galectin expression profiling in a retrospective 

study using frozen and paraffin embedded tumor tissues from 87 stage I/II NSCLC patients. Our data show that galec-

tin mRNA expression in NSCLC is confined to galectin-1, -3, -4, -7, -8, and -9. Next to stage, univariable Cox regres-

sion analysis identified galectin-1, galectin-9FL and galectin-9β5 as possible prognostic markers. Kaplan-Meier sur-

vival estimates revealed that overall survival was significantly shorter in patients that express galectin-1 above median 

levels, i.e., 23.0 (2.9-43.1) vs. 59.9 (47.7-72.1) months (p = 0.020) as well as in patients that express galectin-9β5 

or galectin-9FL below the median, resp. 59.9 (41.9-75.9) vs. 32.8 (8.7-56.9) months (p = 0.014) or 23.2 (-0.4-46.8) 

vs. 58.9 (42.9-74.9) months (p = 0.042). All three galectins were also prognostic for disease free survival. Multiva-

riable Cox regression analysis showed that for OS, the most significant prognostic model included stage, age, gal-1 

and gal-9β5 while the model for DFS included stage, age and gal-9β5. In conclusion, the current study confirms the 

prognostic value of galectin-1 and identifies galectin-9β5 as novel potential prognostic markers in early stage NSCLC. 

These findings could help to identify early stage NSCLC patients that might benefit most from adjuvant chemotherapy.
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PMID: 25281491
Ezendam NP, Pijlman B, Bhugwandass C, Pruijt JF, Mols F, Caroline Vos M, Pijnenborg JM, 
van de Poll-Franse LV. 
Chemotherapy-induced peripheral neuropathy and its impact on health-related quality of life among 
ovarian cancer survivors: Results from the population-based PROFILES registry. 
Gynecol Oncol. 2014 Sep 30. 

OBJECTIVE: This study assessed the prevalence and risk factors of chemotherapy-induced peripheral neuropathy, and 

its impact on health-related quality of life among ovarian cancer survivors, 2-12 years after diagnosis.

METHODS: Women (n=348) diagnosed with ovarian cancer between 2000 and 2010, as registered by the Dutch 

population-based Eindhoven Cancer Registry, were eligible for participation. A questionnaire, including the EORTC 

QLQ-C30 and EORTC QLQ-OV28 measures, containing 3 items about neuropathy, was returned by 191 women (55%). 

Recurrence and chemotherapy data were obtained from medical records.

RESULTS: Of all 191 women, the 129 women who received chemotherapy more often reported having tingling hands/

feet and feeling numbness in fingers/toes, specifically 51% reported “a little” to “very much” of these symptoms vs. 

about 27% who did not receive chemotherapy. Women reporting more neuropathy symptoms reported lower levels 

of functioning and overall quality of life. They also reported more symptoms of fatigue, nausea/vomiting, pain, dys-

pnea, insomnia, appetite loss, and financial problems. Moreover, women reporting more neuropathy symptoms had 

experienced the disease and treatment more often as being a burden and were more worried about their health, had 

more gastrointestinal and hormonal symptoms, hair loss and more other chemotherapy side effects. Linear regression 

analyses showed that more cycles of chemotherapy, more recurrences and a shorter period since last treatment were 

associated with a higher neuropathy score.

CONCLUSION: Neuropathy symptoms were experienced by 51% of women with ovarian cancer who received chemo-

therapy even up to 12 years after the end of treatment, and this seriously affected their HRQoL.

PMID: 25291079
Peters ME, Goedendorp MM, Verhagen SA, Smilde TJ, Bleijenberg G, van der Graaf WT. 
A prospective analysis on fatique and experienced burden in informal caregivers of cancer patients 
during cancer treatment in the palliative phase.
Acta Oncol2014 Oct &: 1-7 

BACKGROUND: Although fatigue is the most frequently occurring symptom in patients with cancer, hardly anything is 

known about fatigue of their informal caregivers and the impact fatigue might have on perceived burden with providing 

care. We investigated the presence of fatigue in caregivers, its course and the relation of fatigue severity between 

caregivers and patients. Furthermore, we explored in caregivers whether fatigue severity was correlated to experi-

enced burden.

MATERIAL AND METHODS: Informal caregivers and patients on cancer treatment in the palliative phase completed 

questionnaires at baseline and follow-up (6 months later). To measure fatigue severity, both groups completed the 

Checklist Individual Strength. Additionally, caregivers completed the Caregivers Strain Index to assess experienced 

burden with providing care. Descriptive analyses, paired t-tests, β(2)-tests, Pearson’s correlations and regression 

analysis were performed.

RESULTS: At baseline 111 couples (patients and caregivers) participated, at follow-up 75 couples. At both time points 

23% of caregivers were severely fatigued. There was no significant correlation between patients and caregivers on 

fatigue. Higher fatigue in both patients and caregivers was correlated with higher burden in caregivers and over 30% of 

burden could be explained by fatigue.

CONCLUSION: Almost a quarter of caregivers of patients on active palliative treatment were severely fatigued, which 

figure remained stable over time. Fatigue in both patients and caregivers was related to caregivers’ burden. This 

observation should be taken into account with the growing demand on caregivers and the increase in cancer treatment 

options in the palliative setting.

PMID:25301874
Appelman Y, van der Borgh R, van Dantzig JM, Mosterd A, Daniels M, Doevendans PA. 
No cardiac damage after endurance exercise in cardiologists cycling to the European Society of Cardio-
logy meeting in Barcelona. 
Eur J Prev Cardiol. 2014 Oct 9. pii: 2047487314553781. 

AIMS: There are variable results reported for athletes and potential cardiac damage during exercise. In 2009 a group 

of cardiologists went by bicycle from the Netherlands to the European Society of Cardiology meeting in Barcelona and 

collected functional and biochemical parameters during this trip in order to evaluate whether cardiac damage was 

observed in a group of moderately trained amateur cyclists.

METHODS AND RESULTS: All of the 20 amateur cyclists (17 men) completed the 1580 km in eight days with an 

average speed of 27.9 km and an average distance of 190 km/day. Cardiac damage was predefined as wall motion ab-

normalities detected by echocardiography or an increase of troponin I exceeding three times the upper limit. Although 

skeletal muscle damage was found in all of the cyclists, no cardiac damage could be detected.

CONCLUSION: This long distance bicycle trip performed by moderately trained cardiologists demonstrates that it 

was safe and feasible and did not lead to cardiac damage although skeletal muscle damage was demonstrated in all 

participants.

PMID: 25311511
Kubat BB, Buiskool MM, van Suylen RJ. 
Traumatic vertebral artery injury: proposal for classification of the severity of trauma and likelihood of 
fatal outcome.
Int J Legal Med. 2014 Oct 14. [Epub ahead of print] 

Vertebral artery injury (VAI) occurs after (blunt) trauma as well as spontaneously. The risk of incurring VAI from a blunt 

trauma probably parallels the severity of trauma, often referred to as major- and minor-trauma. However, the litera-

ture does not provide concrete definitions of these terms. This study aims to define minor- and major-trauma and to 

analyze the likelihood of fatal outcome in VAI. For this purpose, classification criteria of major- and minor-trauma were 

developed and a PubMed database search was performed for articles on VAI published prior to 2013. The definitions 

of minor- and major-trauma, derived mainly from radiological screening criteria in cervical spine injury and based on 

the mechanism leading to the injury, were used in the analysis of the literature. The search produced 241 VAI cases 

with sufficiently detailed data for the comparison of major-trauma (52 cases, 50 lethal), minor-trauma (8 cases, none 

lethal), and no-trauma (182 cases, 69 lethal). The numbers of lethal cases in the total study population and subgroups 

differed significantly between the groups (Fisher’s exact test) and the likelihood ratios (LRs) of lethal outcome were 

substantially higher in the major-trauma group compared to the other groups. The highly significant p values show 

that the proposed criteria differentiate between trauma types with regard to fatal outcome. The presented results can 

assist in the evaluation of forensic cases of VAI.
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Golüke NM, van Strien AM, Dautzenberg PJ, Jessurun N, Keijsers CJ. 
Skin lesions after oral acetylcholinesterase inhibitor therapy: a case report. 
J Am Geriatr Soc. 2014 Oct;62(10):2012-3. doi: 10.1111/jgs.13045. No abstract available. 
Trefwoorden: Cholinesteraseremmers, bijwerking

PMID: 25354769
Boersma D, van Eekeren RR, Kelder HJ, Werson DA, Holewijn S, Schreve MA, Reijnen MM, de Vries JP.
Mechanochemical endovenous ablation versus radiofrequency ablation in the treatment of primary 
small saphenous vein insufficiency (MESSI trial): study protocol for a randomized controlled trial. 
Trials. 2014 Oct 29;15:421. doi: 10.1186/1745-6215-15-421.  

BACKGROUND: Minimally invasive endothermal techniques, for example, radiofrequency ablation (RFA), have revolu-

tionized the treatment of insufficient truncal veins and are associated with an excellent outcome. The use of thermal 

energy requires the instillation of tumescent anesthesia around the vein. Mechanochemical endovenous ablation 

(MOCA™) combines mechanical endothelial damage, using a rotating wire, with simultaneous infusion of a liquid scle-

rosans. Tumescent anesthesia is not required as no heat is used. Prospective studies using MOCA™ in both great and 

small saphenous veins showed good anatomical and clinical results with fast postoperative recovery.

METHODS/DESIGN: The MESSI trial (Mechanochemical Endovenous ablation versus radiofrequency ablation in the 

treatment of primary Small Saphenous vein Insufficiency) is a multicenter randomized controlled trial in which a 

total of 160 patients will be randomized (1:1) to MOCA™ or RFA. Consecutive patients with primary small saphenous 

vein incompetence, who meet the eligibility criteria, will be invited to participate in this trial. The primary endpoint is 

anatomic success, defined as occlusion of the treated veins objectified with duplex ultrasonography at 1 year follow-up. 

Secondary endpoints are post-procedural pain, initial technical success, clinical success, complications and the duration 

of the procedure. Initial technical success is defined as the ability to position the device adequately, treat the veins as 

planned and occlude the treated vein directly after the procedure has been proven by duplex ultrasonography. Clinical 

success is defined as an objective improvement of clinical outcome after treatment, measured with the Venous Clinical 

Severity Score (VCSS). Power analyses are conducted for anatomical success and post-procedural pain.Both groups 

will be evaluated on an intention-to-treat principle.

DISCUSSION: The hypothesis of the MESSI trial is that the anatomic success rate of MOCA™ is not inferior to RFA. The 

second hypothesis is that post-procedural pain is significantly less after MOCA compared to RFA.

PMID: 25356826
van den Berg TN, Deinum J, Bilos A, Donders AR, Rongen GA, Riksen NP. 
The effect of eplerenone on adenosine formation in humans in vivo: a double-blinded randomised 
controlled study. 
PLoS One. 2014 Oct 30;9(10):e111248. doi: 10.1371/journal.pone.0111248. eCollection 2014. 
Trefwoorden: Eplerenon EN adenosine

BACKGROUND: It has been suggested that mineralocorticoid receptor antagonists have direct cardioprotective proper-

ties, because these drugs reduce mortality in patients with heart failure. In murine models of myocardial infarction, 

mineralocorticoid receptor antagonists reduce infarct size. Using gene deletion and pharmacological approaches, it has 

been shown that extracellular formation of the endogenous nucleoside adenosine is crucial for this protective effect. 

We now aim to translate this finding to humans, by investigating the effects of the selective mineralocorticoid receptor 

antagonist eplerenone on the vasodilator effect of the adenosine uptake inhibitor dipyridamole, which is a well-valida-

ted surrogate marker for extracellular adenosine formation.

METHODS AND RESULTS: In a randomised, double-blinded, placebo-controlled, cross-over study we measured the 

forearm blood flow response to the intrabrachial administration of dipyridamole in 14 healthy male subjects before and 

after treatment with placebo or eplerenone (50 mg bid for 8 days). The forearm blood flow during administration of 

dipyridamole (10, 30 and 100 μg·min(-1)·dl(-1)) was 1.63 (0.60), 2.13 (1.51) and 2.71 (1.32) ml·dl(-1)·min(-1) during 

placebo use, versus 2.00 (1.45), 2.68 (1.87) and 3.22 (1.94) ml·dl(-1)·min(-1) during eplerenone treatment (median 

(interquartile range); P = 0.51). Concomitant administration of the adenosine receptor antagonist caffeine attenuated 

dipyridamole-induced vasodilation to a similar extent in both groups. The forearm blood flow response to forearm 

ischemia, as a stimulus for increased formation of adenosine, was similar during both conditions.

CONCLUSION: In a dosage of 50 mg bid, eplerenone does not augment extracellular adenosine formation in healthy 

human subjects. Therefore, it is unlikely that an increased extracellular adenosine formation contributes to the car-

dioprotective effect of mineralocorticoid receptor antagonists.

PMID: 25366465
Romijn MD, van Marum RJ, Emmelot-Vonk MH, Verhaar HJ, Koek HL. 
Mild chronic kidney disease is associated with cognitive function in patients presenting at a memory 
clinic. 
Int J Geriatr Psychiatry. 2014 Nov 4. doi: 10.1002/gps.4226. [Epub ahead of print] 

OBJECTIVE: In dialysis-dependent and severe chronic kidney disease (CKD) patients, cognitive impairment is found in 

16-29%. In community-dwelling population without dementia mixed results have been observed. We investigated the 

relationship between renal function and cognition in patients from a memory clinic.

METHODS: We performed a cross-sectional study of consecutive patients from a memory clinic between 2005 and 

2009. Renal function was estimated with the Modification of Diet in Renal Diseases (MDRD) and Cockcroft-Gault (CG) 

formulas, and categorized into ordinal groups: reference ≥60 ml/min/1.73 m2 , mild CKD 45-59 ml/min/1.73 m2 and 

moderate CKD <45 ml/min/1.73 m2 . Cognitive function was dichotomized (Mini-Mental State Examination (MMSE) 

≥24 vs. <24). We performed multiple logistic regression analyses with adjustment for potential confounders.

RESULTS: The cohort comprised 581 patients (mean age 77 ± 10 years). With the MDRD, there were 74 (12%) cases 

with moderate CKD and 108 (18%) with mild CKD. With the CG, these prevalences were 144 (30%) and 130 (27%). In 

mild CKD patients, a significant relationship was found between cognitive function and CKD according to the MDRD-

formula [adjusted OR 2.10; 95%CI 1.09-4.05]. In moderate CKD patients, no significant adjusted associations were 

found. In patients without dementia, significant adjusted associations were found between CKD and MMSE (MDRD: 

mild CKD [OR 5.09; 95%CI 1.17-22.14] and moderate CKD [OR 5.03; 95%CI 1.10-22.98]; CG: mild CKD [OR 6.16; 

95%CI 1.17-32.50] and moderate CKD [OR 5.60; 95%CI 1.01-30.91]).

CONCLUSION: This study showed a significant association between mild CKD and impaired cognitive function in pa-

tients from a memory clinic, especially in patients without dementia

PMID: 25376001
Vennix S, Bakker OJ, Prins HA, Lips DJ. 
Re-interventions Following Laparoscopic Surgery for Colorectal Cancer: Data from 818 Individuals from 
the Dutch Surgical Colorectal Audit.
 J Laparoendosc Adv Surg Tech A. 2014 Nov;24(11):751-5. doi: 10.1089/lap.2014.0385.
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BACKGROUND: The surgical procedure of choice for the resection of colorectal cancer has shifted in favor of laparo-

scopic surgery. Although increasing data prove advantages of elective laparoscopic surgery, less is known about the 

results in acute indications such as surgical re-interventions following colorectal resections. This study aims to assess 

the clinical benefits in recovery following laparoscopic re-interventions compared with open re-interventions following 

laparoscopic colorectal cancer surgery.

SUBJECTS AND METHODS: We performed an analysis of data from the Dutch Surgical Colorectal Audit from January 

2010 to December 2012. All patients requiring surgical re-intervention after initial laparoscopic colorectal surgery 

were analyzed.

RESULTS: Out of 27,448 patients, 11,856 underwent laparoscopic surgery. Following laparoscopic surgery, 159 pa-

tients (1.3%) had a laparoscopic re-intervention, and 659 patients (5.6%) had an open re-intervention. In a multivaria-

ble analysis adjusting for patients’ demographics and risk factors, the length of hospital stay was 17 days (interquartile 

range, 11-16 days) for the laparoscopic group and 23 days (interquartile range, 14-37 days) for the open group (odds 

ratio [OR]=0.74; 95% confidence interval [CI], 0.65-0.84). In the laparoscopic group the intensive care unit admission 

rate was 39% compared with 66% in the open group. The 30-day mortality rate was 7 (4%) in the laparoscopic group 

compared with 89 (14%) in the open group (OR=0.31; 95% CI, 0.13-0.73).

CONCLUSIONS: Laparoscopic re-intervention following laparoscopic surgery for colorectal cancer is feasible in selected 

patients. Because of the unknown extent of selection bias, prospective studies are needed to define the exact position 

and benefits of laparoscopic re-interventions.

PMID 25406630
Ten Oever J, Kox M, van de Veerdonk FL, Mothapo KM, Slavcovici A, Jansen TL, Tweehuysen L, Giama-
rellos-Bourboulis EJ, Schneeberger PM, Wever PC, Stoffels M, Simon A, van der Meer J, Johnson MD, 
Kullberg BJ, Pickkers P, Pachot A, Joosten L, Netea MG. 
The discriminative capacity of soluble Toll-like receptor (sTLR)2 and sTLR4 in inflammatory diseases. 
BMC Immunol. 2014 Nov 19;15(1):55. doi: 10.1186/s12865-014-0055-y

BACKGROUND: The extracellular domains of cytokine receptors are released during inflammation, but little is known 

about the shedding of Toll-like receptors (TLR) and whether they can be used as diagnostic biomarkers.

METHODS: The release of sTLR2 and sTLR4 was studied in in-vitro stimulations, as well as in-vivo during experimen-

tal human endotoxemia (n = 11, 2 ng/kg LPS), and in plasma of 394 patients with infections (infectious mononucle-

osis, measles, respiratory tract infections, bacterial sepsis and candidemia) or non-infectious inflammation (Crohn’s 

disease, gout, rheumatoid arthritis, autoinflammatory syndromes and pancreatitis). Using C-statistics, the value of 

sTLR2 and sTLR4 levels for discrimination between infections and non-infectious inflammatory diseases, as well as 

between viral and bacterial infections was analyzed.

RESULTS: In-vitro, peripheral blood mononuclear cells released sTLR2 and sTLR4 by exposure to microbial ligands. 

During experimental human endotoxemia, plasma concentrations peaked after 2 hours (sTLR4) and 4 hours (sTLR2). 

sTLR4 did not correlate with cytokines, but sTLR2 correlated positively with TNFβ (rs = 0.80, P < 0.05), IL-6 (rs = 

0.65, P < 0.05), and IL-1Ra (rs = 0.57, P = 0.06), and negatively with IL-10 (rs = -0.58, P = 0.06), respectively. sTLR4 

had a similar area under the ROC curve [AUC] for differentiating infectious and non-infectious inflammation compared 

to CRP: 0.72 (95% CI 0.66-0.79) versus 0.74 (95% CI 0.69-0.80) [P = 0.80], while sTLR2 had a lower AUC: 0.60 (95% 

CI 0.54-0.66) [P = 0.0004]. CRP differentiated bacterial infections better from viral infections than sTLR2 and sTLR4: 

AUC 0.94 (95% CI 0.90-0.96) versus 0.58 (95% CI 0.51-0.64) and 0.75 (95% CI 0.70-0.80), respectively [P < 0.0001 

for both].

CONCLUSIONS: sTLRs are released into the circulation, and suggest the possibility to use sTLRs as diagnostic tool in 

inflammatory conditions.

PMID: 25421141
Jajou R, Wielders C, Leclercq M, van Leuken J, Shamelian S, Renders N, van der Hoek W, Schneeberger 
P. Persistent high antibody titres against Coxiella burnetii after acute Q fever not explained by continued 
exposure to the source of infection: a case¿control study. BMC Infect Dis. 2014 Nov 25;14(1):629. 
Trefwoorden:Q-koorts, serologie.

BACKGROUND: From 2007 to 2010, (the southern part of) the Netherlands experienced a large Q fever epidemic, with 

more than 4,000 reported symptomatic cases. Approximately 1 - 5% of the acute Q fever patients develop chronic Q 

fever. A high IgG antibody titre against phase I of Coxiella burnetii during follow-up is considered a marker of chronic 

Q fever. However, there is uncertainty about the significance and cause of persistence of high IgG phase I antibody 

titres in patients that do not have any additional manifestations of chronic Q fever. We studied whether continued or 

repeated exposure to the source of infection could explain elevated IgG phase I antibody levels.

METHODS: A case-control study was performed to analyze predictors for possible chronic Q fever. Possible chronic 

Q fever cases (n = 53) are patients with phase I IgG antibody titre ≥1:1,024 at any point in the 9 - 18 months after 

acute Q fever diagnosis, with a negative PCR test result for C. burnetii DNA and without other disease manifestations. 

Controls (n = 110) are acute Q fever patients that did not develop chronic Q fever, and who consistently had phase I IgG 

antibody titre <1:1,024 during the 9 - 18 months follow-up. Binary logistic regression was performed to analyze the 

effect of living close to an infected farm on the high antibody titres. A longitudinal analysis described the serological 

profiles of cases and controls.

RESULTS: Proximity to infected farms and contact with animal placental material were not associated with an incre-

ased risk for possible chronic Q fever. Possible chronic Q fever patients have high IgG phase II as well as IgG phase I 

antibody titres, even after 48 months of follow-up.

CONCLUSION: We were unable to explain the cause of persistent high IgG phase I titres among possible chronic Q fever 

patients by being continuously exposed to the source of infection.

PMID: 25425692
Zwaginga JJ, van der Holt B, Te Boekhorst PA, Biemond BJ, Levin MD, van der Griend R, Brand A, 
Zweegman S, Pruijt HF, Novotny VM, Vreugdenhil A, de Groot MR, de Weerdt O, van Pampus EC, van 
Maanen-Lamme TM, Wittebol S, Schipperus MR, Silbermann MH, Huijgens PC, Luten M, Hollestein R, 
Brakenhoff JA, Schrama JG, Valster FA, Velders GA, Koene HR. 
Multi-center randomized open label fase II trial on 3 rituximab dosing schemes in immune thrombocy-
topenia patients. 
Haematologica. 2015 Mar;100(3):e90-2. doi: 10.3324/haematol.2014.110213. Epub 2014 Nov 25. 
No abstract available.
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Prinsen JH, Boersma D, van Loenhout R, van Schaik PM, Verhoeven BA.
Persistent endoleak after endovascular aneurysm repair for acute Q-fever-infected aortocaval fistula.
Vascular. 2014 Nov 27. pii: 1708538114562658. [Epub ahead of print] 

We present a case of an endovascular aneurysm repair for a Q-fever-infected acute abdominal aortic aneurysm with 

aortocaval fistula. Type 2 endoleak persisted after successful endovascular repair.

PMID 25431396
Kouijzer IJ, Polderman FN, Bekers EM, Bloks PH, Schneeberger PM, de Jager CP. 
Initially unrecognised group A streptococcal pelvic inflammatory disease in a postmenopausal woman. 
Neth J Med. 2014 Nov;72(9):494-6. 

Invasive group A streptococcal infection is a severe disease with high mortality. Invasive group A streptococcal infection 

may arise after pelvic inflammatory disease. Pelvic inflammatory disease in postmenopausal women is rare. Here, 

we report a unique case of a postmenopausal woman with fatal invasive group A streptococcal infection due to pelvic 

inflammatory disease and an extraordinary course of diagnosis.

PMID: 25443772
Wouters E, Wojciechowski M, de Vries E. 
Two cases of rickets presenting with poor growth, hypotonia, and respiratory problems. 
Acta Clin Belg. 2014 Dec 2:2295333714Y0000000103. [Epub ahead of print] 

Rickets is a rare disease in developed countries. In children, it is a disease which affects growing bone. Depending on 

the severity, it can present with a wide variety of symptoms. Because it is such a rare disease in developed countries, 

symptoms suggesting rickets are often not easily recognized. This can cause a delay in diagnosing and treating rickets. 

Often unnecessary and sometimes invasive investigations are performed. First leading clues to rickets on physical 

examination are poor growth, especially length, thickening of wrists, bow legs, and craniotabes. At further examination, 

special attention should be paid to osteopenia and cupping and fraying at the metaphyses on X-rays. Laboratory re-

sults suggestive for rickets are elevated alkaline phosphatase and disturbances in calcium and phosphate homeostasis. 

In this report, we present two cases presenting with poor growth, severe pain, and respiratory problems secondary to 

calcipenic rickets.

PMID: 25451158
Jonkman-Berk BM, van den Berg JM, Ten Berge IJ, Bredius RG, Driessen GJ, Dalm VA, van Dissel JT, van 
Deuren M, Ellerbroek PM, van der Flier M, van Hagen PM, van Montfrans JM, Rutgers A, Schölvinck EH, 
de Vries E, van Beem RT, Kuijpers TW. 
Primary immunodeficiencies in the Netherlands: National patient data demonstrate the increased risk of 
malignancy. 
Clin Immunol. 2014 Oct 24;156(2):154-162. doi: 10.1016/j.clim.2014.10.003. [Epub ahead of print] 

PURPOSE: To analyze the data of the national registry of all Dutch primary immune deficiency (PID) patients, according 

to the European Society for Immunodeficiencies (ESID) definitions.

RESULTS: In the Netherlands, 745 patients had been registered between 2009 and 2012. An overall prevalence of 4.0 

per 100,000 inhabitants was calculated. The most prevalent PID was ‘predominantly antibody disorder (PAD)’ (60.4%). 

In total, 118 transplantations were reported, mostly hematopoietic stem cell transplantations (HSCT). Almost 10% 

of the PID patients suffered from a malignancy, in particular ‘lymphoma’ and ‘skin cancer’. Compared to the general 

Dutch population, the relative risk of developing any malignancy was 2.3-fold increased, with a >10-fold increase for 

some solid tumors (thymus, endocrine organs) and hematological disease (lymphoma, leukemia), varying per disease 

category.

CONCLUSIONS: The incidence rate and characteristics of PID in the Netherlands are similar to those in other European 

countries. Compared to the general population, PID patients carry an increased risk to develop a malignancy.

PMID: 25474105
Kortekaase KE, Meijer CA, Hinnen JW, Dalman RL, Xu B, Hamming JF, Lindeman JH. 
ACE inhibitors potently reduce vascular inflammation, results of an open proof-of-concept study in the 
abdominal aortic aneurysm. 
PLoS One 2014;9(12):e111952.

BACKGROUND: Independent of their blood pressure lowering effect, ACE inhibitors are thought to reduce vascular 

inflammation. The clinical relevance of this effect is unclear with the current knowledge. Abdominal aortic aneurysms 

(AAA) are characterized by a broad, non-specific inflammatory response, and thus provide a clinical platform to evalu-

ate the anti-inflammatory potential of ACE inhibitors.

METHODS AND RESULTS: Eleven patients scheduled for open AAA repair received ramipril (5 mg/day) during 2-4 

weeks preceding surgery. Aortic wall samples were collected during surgery, and compared to matched samples 

obtained from a biobank. An anti-inflammatory potential was evaluated in a comprehensive analysis that included 

immunohistochemistry, mRNA and protein analysis. A putative effect of ACE inhibitors on AAA growth was tested sepa-

rately by comparing 18-month growth rate of patients on ACE inhibitors (n = 82) and those not taking ACE inhibitors 

(n = 204). Ramipril reduces mRNA expression of multiple pro-inflammatory cytokines such as IL-1β, IL-6, IL-8, TNF 

-α, Interferon-[Formula: see text], and MCP-1, as well as aortic wall IL-8 and MCP-1 (P = 0.017 and 0.008, respecti-

vely) protein content. The is followed by clear effects on cell activation that included a shift towards anti-inflammatory 

macrophage (M2) subtype. Evaluation of data from the PHAST cohort did not indicate an effect of ACE inhibitors on 

18-month aneurysm progression (mean difference at 18 months: -0.24 mm (95% CI: -0.90-0.45, P = NS).

CONCLUSIONS: ACE inhibition quenches multiple aspects of vascular inflammation in AAA. However, this does not 

translate into reduced aneurysm growth.

PMID: 25519471
White CM, van Doorn PA, Garssen MP, Stockley RC. 
Interventions for fatigue in peripheral neuropathy.
Cochrane Database Syst Rev. 2014 Dec 18;12:CD008146. doi: 10.1002/14651858.CD008146.pub2. 
Review 

BACKGROUND: Persistent feelings of fatigue (or subjective fatigue), which may be experienced in the absence of 

physiological factors, affect many people with peripheral neuropathy. A variety of interventions for subjective fatigue 

are available, but little is known about their efficacy or the likelihood of any adverse effects for people with peripheral 

neuropathy.

OBJECTIVES: To assess the effects of drugs and physical, psychological or behavioural interventions for fatigue in 

adults or children with peripheral neuropathy.
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SEARCH METHODS: On 5 November 2013, we searched the Cochrane Neuromuscular Disease Group Specialized Re-

gister, CENTRAL, MEDLINE, EMBASE, CINAHL Plus, LILACS and AMED. We also searched reference lists of all studies 

identified for inclusion and relevant reviews, and contacted the authors of included studies and known experts in the 

field to identify additional published or unpublished data. We also searched trials registries for ongoing studies.

SELECTION CRITERIA: We considered for inclusion randomised controlled trials (RCTs) and quasi-RCTs comparing any 

form of intervention for fatigue management in adults with peripheral neuropathy with placebo, no intervention or an 

alternative form of intervention for fatigue. Interventions considered included drugs, pacing and grading of physical 

activity, general or specific exercise, compensatory strategies such as orthotics, relaxation, counselling, cognitive and 

educational strategies.

DATA COLLECTION AND ANALYSIS: Two review authors independently assessed risk of bias and extracted study data. 

We contacted study authors for additional information. We collected information on adverse events from the included 

trials.

MAIN RESULTS: The review includes three trials, which were all at low risk of bias, involving 530 people with perip-

heral neuropathy. The effects of amantadine from one randomised, double-blind, placebo-controlled, cross-over trial 

comparing amantadine with placebo for the treatment of fatigue in 80 people with Guillain-Barré syndrome (GBS) 

were uncertain for the proportion of people achieving a favourable outcome six weeks post-intervention (odds ratio 

(OR) 0.56 (95% confidence interval (CI) 0.22 to 1.35, N = 74, P = 0.16). We assessed the quality of this evidence as low. 

Two parallel-group randomised double-blind, placebo-controlled trials comparing the effects of two doses of ascorbic 

acid with placebo for reducing fatigue in adults with Charcot-Marie-Tooth disease type 1A (CMT1A) showed that the 

effects of ascorbic acid at either dose are probably small (standardised mean difference (SMD) -0.12 (95% CI -0.32 to 

0.08, n = 404, P = 0.25)) for change in fatigue after 12 to 24 months (moderate quality evidence). Neither ascorbic 

acid study measured fatigue at four to 12 weeks, which was our primary outcome measure. No serious adverse events 

were reported with amantadine. Serious adverse events were reported in the trials of ascorbic acid. However,risk of 

serious adverse events was similar with ascorbic acid and placebo.

AUTHORS’ CONCLUSIONS: One small imprecise study in people with GBS showed uncertain effects of amantadine on 

fatigue. In two studies in people with CMT1A there is moderate-quality evidence that ascorbic acid has little meaningful 

benefit on fatigue. Information about adverse effects was limited, although both treatments appear to be well tolerated 

and safe in these conditions.There was no evidence available from RCTs to evaluate the effect of other drugs or other 

interventions for fatigue in either GBS, CMT1A or other causes of peripheral neuropathy. The cost effectiveness of dif-

ferent interventions should also be considered in future randomised clinical trials.

PMID: 25556708
Keijsers CJPW, Segers WS, de Wildt DJ, Brouwers JR, Keijsers L, Jansen PA.
Implementation of the WHO-6-step method in the medical curriculum to improve pharmacology know-
ledge and pharmacotherapy skills. 
Br J Clin Pharmacol. 2014 Dec 30. doi: 10.1111/bcp.12575

AIM: The only validated tool for pharmacotherapy education for medical students is the 6-step method of the World 

Health Organization. It has proven effective in experimental studies with short term interventions. The generalizability 

of this effect after implementation in a contextual-rich medical curriculum was investigated.

METHODS: The pharmacology knowledge and pharmacotherapy skills of cohorts of students, from years before, during 

and after implementation of a WHO-6-step-based integrated learning programme were tested using a standardized 

assessment containing 50 items covering knowledge of basic (n = 25) and clinical (n = 24) pharmacology, and phar-

macotherapy skills (n = 1 open question). All scores are expressed as a percentage of the maximum score possible per 

(sub)domain.

RESULTS: In total, 1652 students were included between September 2010 and July 2014 (participation rate 89%). 

The WHO-6-step-based learning programme improved students’ knowledge of basic pharmacology (mean score ± SD, 

60.6 ± 10.5% vs. 63.4 ± 10.9%, P < 0.01) and clinical or applied pharmacology (63.7 ± 10.4% vs. 67.4 ± 10.3%, P < 0.01), 

and improved their pharmacotherapy skills (68.8 ± 26.1% vs. 74.6% ± 22.9%, P 0.02). Moreover, satisfaction with edu-

cation increased (5.7 ± 1.3 vs. 6.3 ± 1.0 on a 10-point scale, P < 0.01) and as did students’ confidence in daily practice 

(from -0.81 ± 0.72 to -0.50 ± 0.79 on a -2 to +2 scale, P < 0.01).

CONCLUSIONS: The WHO-6-step method was successfully implemented in a medical curriculum. In this observational 

study, the integrated learning programme had positive effects on students’ knowledge of basic and applied phar-

macology, improved their pharmacotherapy skills, and increased satisfaction with education and self-confidence in 

prescribing. Whether this training method leads to better patient care remains to be established.

PMID:25608556
Sailer AM, Douwes DC, Cappendijk VC, Bakers FC, Wagemans BA, Wildberger JE, Kessels AG, Beets-Tan 
RG. RECIST measurements in cancer treatment: is there a role for physician assistants? - A pilot study. 
Cancer Imaging. 2014 Apr 22;14(1):12. doi: 10.1186/1470-7330-14-12. 

BACKGROUND: Decision making in cancer treatment is influenced by standardized RECIST measurements which are 

subjective to interobserver variability. Aim of this pilot study was to evaluate whether it is feasible to transfer the radio-

logist’s task of RECIST measurements to a trained radiology physician assistant and whether this influences diagnostic 

performance.

METHODS: 177 lesions in twenty patients were measured on baseline and two follow-up CTs using RECIST 1.1: Arm 

A according to routine clinical practice where various radiologists read scans of the referred patients. Arm B according 

to the experimental setting where a radiology physician assistant performed RECIST measurements of target lesions 

defined by the radiologists on baseline scans. Performance and agreement were compared between groups.

RESULTS: Standard deviation between lesion measurements of arm A and B was four millimeters. Interobserver 

agreement comparing response category classification was substantial, κ = 0.77 (95% CI: 0.66 - 0.87). Sensitivity and 

specificity for the radiology physician assistant for assessing progressive disease were 100% (95% CI: 61% - 100%) and 

94% (95% CI: 81% - 98%) respectively.

CONCLUSION: RECIST measurements performed by a paramedic are a feasible alternative to standard practice. This 

could impact the workflow of radiological units, opening ways to re-assigning radiologists’ important, standardized but 

time consuming tasks to paramedics.
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Reijnen Update of endovenous treatment modalities for insufficient saphenous veins—A review of 
literature.
Semin Vasc Surg. 2014 Jun;27(2):118-36. doi: 10.1053/j.semvascsurg.2015.02.002. Epub 2015 Feb 
18.

Lower-limb venous insufficiency resulting from saphenous vein incompetence is a common disorder, increasing with 

age. For decades, surgical stripping of the great saphenous vein has been the gold standard in varicose vein treatment. 

The desire to optimize outcomes of treatment and reduce surgical trauma has led to the development of endovenous 

techniques. Today, several endovenous techniques are available to ablate the saphenous vein segments with abnormal 

vein valve function. In this review, we discuss the techniques, mechanisms of action, outcomes, and complications of all 

endovenous treatment modalities for the treatment of symptomatic lower-limb varicose veins.
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