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Voorwoord
Of ik het voorwoord wilde schrijven voor het Publicatieboekje. Een tijd geleden werd mij dit gevraagd, nadat ik mijn 
ongenoegen had geuit. Over het feit dat mijn ludieke NRC-columns niet konden worden vermeld in de JBZ 
opsomming betreffende wetenschappelijke artikelen. ‘Het was geen wetenschap’ werd beweerd.

Volgens ‘de Dikke van Dale’ is wetenschap gedefiniëerd als ‘het geheel van kennis en de manieren om die te 
verwerven’.

Ik bewonder de gepromoveerde mens, die jarenlang in een bepaald onderwerp is ondergedompeld en daar een 
mooi proefschrift over schrijft. Het schijnt een enorm proces te zijn, het wordt vergeleken met een bevalling. 
Hoewel… dat laatste duurt eigenlijk slechts één centimeter per uur en kan dus binnen twaalf uur gepiept zijn, onder 
optimale omstandigheden wel te verstaan.

Ik bewonder de wetenschapper, wiens thuisfront vaak heeft moeten afzien, omdat papa of mama met getallen in de 
weer was op zolder. Die als stelling opschrijft dat ‘promoveren slecht is voor de relatie’. Of die beweert dat ‘a day 
without randomisation a day without progress is’. 

Ik bewonder de wetenschapper, die tijdens een ochtendrapport terecht vraagt naar de reden waarom een patiënte 
niet werd geincludeerd, ze had er namelijk prima in gekund, in dat onderzoek.

Tijdens mijn opleiding tot gynaecoloog (1992-1998) kwam het er eigenlijk niet van, van dat wetenschap bedrijven. 
Telkens waren al mijn beoordelingen goed, maar moest de wetenschap nog naar een hoger niveau worden getild, 
aldus de opleider. Ik heb werkelijk mijn hersens gekraakt en deed wel eens een onderzoekje. Er kwam nooit iets uit 
dat klinisch relevant was. Troostrijk werd dan beweerd dat zulks ook een resultaat genoemd mag worden. Intussen 
deed ik gewoon klakkeloos wat de opleider me leerde, zonder al te vaak naar de reden erachter te informeren. Nog 
steeds voel ik me een clinicus pur sang, laat mij maar lekker veel patiënten zien, dan hoor ik op congressen wel wat 
er anders moet.

“miJn eerste Publicatie 
WOrdt miJn OverliJdens-
advertentie”
Bart van Turnhout (2009)
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inhoudsopgave
In de verloskunde en gynaecologie wordt er gerandomiseerd dat het een lieve lust is. Het consortium voor 
onderzoek binnen de gynaecologie, verloskunde en voortplantingsgeneeskunde draait op volle toeren en zorgt 
ervoor dat er evidence komt voor diverse handelingen in ons vak. Het ene na het andere proefschrift rolt van de 
drukpersen. Richtlijnen worden opgesteld en op basis van wetenschappelijk onderzoek weer gewijzigd. Professor 
Gemma Kenter, hoogleraar gynaecologische oncologie,  heeft ooit eens tijdens een congres inzichtelijk gemaakt dat 
kritiekloos de handelingen van de opleider kopiëren geen hout snijdt. Onzin van de professor is namelijk ook onzin.
Gemma liet een dia zien met een mooie rollade erop. Ze vertelde dat haar moeder bij haar kwam eten met Kerst. 
Alvorens zij de rollade ging braden, sneed Gemma de kontjes van de rollade. Haar moeder keek met verbazing toe 
en vroeg ‘kind, waarom snijd je die lekkere eindjes er nou van af?’ Gemma antwoordde verongelijkt: ‘moeder, dat 
heb ik toch van u geleerd!’ Waarop haar moeder constateerde: ‘Dat kan wel zijn, kind, maar ik had een klein rond 
braadpannetje en dat is heel wat anders dan die prachtige braadslee van jou’. Met andere woorden. Onderzoek geeft 
veel antwoorden op vragen. Zonder diepgang iets overnemen is ook een weg naar Rome, maar niet de meest 
logische.

Dit brengt me nog even bij mijn columns, de ‘ikjes’ in de NRC en de ‘hoe- istjes’ op de JBZ- intranetsite. Het is niet 
wetenschappelijk, maar geeft toch ook kennis en inzicht. In hoe mensen zijn en in hoe mensen leven. Niet evidence 
based, ik geef het toe. Gelukkig ziet u in dit Publicatieboekje voldoende JBZ-ers die de echte wetenschap bedrijven. 
Ik zei het al…ik bewonder ze.

mieke kerkhof
gynaecoloog

detail tegeltjeshuis Oosterzee, Friesland
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WetenschaP driJFt 
OP mensen, niet OP 
instituties

“de expertise van mensen bepaalt het profiel van een ziekenhuis”, zegt Willy spaan, voorzitter van de 
raad van bestuur van het Jeroen bosch Ziekenhuis. “in eerste instantie zullen maatschappen van het 
JbZ mensen selecteren vanwege hun klinische profiel. helder, want goede zorg verlenen is onze core 
business. maar vergis je niet, dit ziekenhuis is enorm onderzoeksminded!”

“Dat is ook logisch”, vervolgt Spaan: “de kwaliteit van zorg wordt mede bepaald door je inspanningen op het 
gebied van opleiding en onderzoek. Ambitieuze maatschappen hebben daar oog voor en trekken mensen aan 
die ook op dat vlak een bijdrage kunnen leveren. Zij weten dat het kritisch kijken naar je vak, het zoeken naar 
verdieping en het delen van kennis de maatschap ten goede komt en dus uiteindelijk ook de patiënt.” 

eigen thema’s
“Als ziekenhuisleiding schep je de voorwaarden. Je stimuleert, motiveert en faciliteert de cultuurdragers 
binnen je organisatie. Je laat zien dat hun resultaten er toe doen in de zorg. Bij het bepalen van de koers 
volgen wij landelijke tendensen - zorg moet effectiever, veiliger - én maken we eigen keuzes. Zo zijn voor 
het JBZ voeding & lifestyle, ketenzorg en veiligheid belangrijke thema’s. Binnen voeding & lifestyle kunnen 
wij met name op het gebied van preventie veel betekenen. Bovendien is er veel food-industrie en expertise 
in deze regio, waardoor voor ons kansen ontstaan op het uitvoeren van toegepast onderzoek. Wat de 
ketenzorg betreft: zorg begint en stopt niet bij de deur van het ziekenhuis. Artsen laten al langer zien dat ze 
waarde toevoegen aan de keten, bijvoorbeeld als het gaat om diabetes, obesitas en kwetsbare ouderen. 
Veiligheid voor de patiënt, ten slotte, is een bekend speerpunt van het JBZ; dat is het en dat blijft het.”  

kennis delen
“Het creëren van een bloeiende opleidings- en onderzoekscultuur is een wisselwerking. Het begint 
top-down, vervolgens pakken mensen zaken op en ontstaan bottom-up nieuwe initiatieven. Diegene die 
kennis wil delen, is het meest succesvol, daar geloof ik heilig in. Bij alles wat we ondernemen, kijken we of 
samenwerking met andere partijen een meerwaarde kan geven. Fhealinc is een mooi voorbeeld, het 
samenwerkingsverband tussen het Jeroen Bosch Ziekenhuis, hogeschool HAS Den Bosch, ZLTO en de 
gemeente ’s-Hertogenbosch, gericht op productontwikkeling op het gebied van voeding en gezondheid. 
Deze regio wil de gezondste regio van de wereld worden, het JBZ draagt daar een steentje aan bij. Binnen 
Fhealinc en tal van andere allianties. 
Natuurlijk heb je als algemeen ziekenhuis niet dezelfde mogelijkheden als academische instituten. Maar dat 
gegeven buigen wij graag om in een voordeel: begrensde mogelijkheden dwingen tot creativiteit, een 
scherpe focus en het maken van de beste keuzes. Daar komen heel mooie dingen uit voort, dat zullen we 
ook de komende jaren weer laten zien.” 
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als stZ Ziekenhuis Je 
eigen OnderZOeks-
vragen OPlOssen

hoe onderzoek en zorginnovatie elkaar kunnen versterken en aanjagen, bewijzen de projecten van 
het expertisecentrum voor voeding, afweer en allergie (evaa). kinderarts-infectioloog/immunoloog 
dr. esther de vries, initiator van het evaa, vertelt over ‘het vliegwiel’ van het expertisecentrum: de 
zorgpaden immunologie en allergologie.  

EVAA, ontstaan binnen Fhealinc, heeft sinds enige tijd een zelfstandige status. Het ontwikkelt toepassingen op 
het gebied van voeding, afweer en allergie door het doen van toegepast onderzoek, productontwikkeling en 
businesscreatie. Ondernemers, zorg, onderwijs en wetenschap werken daarbij intensief samen. In 2008 
lanceerde De Vries het idee van het EVAA, met als basis de zorgpaden immunologie en allergologie. “Omdat 
hoogkwalitatieve patiëntenzorg de ‘niche’ van een STZ-ziekenhuis is”, vertelt ze. “Dat maakt ons tot een 
aantrekkelijke samenwerkingspartner. Zeker als je bedenkt dat voeding en gezondheid een speerpunt is van de 
regio; agro en food zijn hier rijk vertegenwoordigd.”  

vorming van netwerk
In korte tijd hebben verschillende organisaties en bedrijven zich als participant en/of sponsor verbonden aan 
het EVAA. “universiteiten en kennisinstituten, maar ook commerciële partijen. Voor producenten van 
immunoglobuline, bijvoorbeeld, zijn wij interessant. Wel met de aantekening dat het bij immunologie om 
relatief onbekende ziekten en dus een kleine doelgroep gaat.” Heel anders is dat bij het zorgpad Allergologie. 
Liefst een vierde van de Nederlanders heeft met allergische klachten te maken. “Vanzelfsprekend komen alleen 
de complexe patiënten naar het zorgpad”, aldus De Vries. “Maar dan nog moet je keuzes maken, zo willen wij 
ons voor allergie uitsluitend op kinderen richten. Dit zorgpad is overigens nog in de oprichtingsfase.” 

data als basis 
Het voordeel van een zorgpad voor de patiënt is evident: kennis rondom het ziektebeeld is gebundeld en het 
zorgtraject is gestroomlijnd. “Voorwaarde is dat je benodigde informatie goed stroomlijnt”, zegt De Vries. 
“Daarom werken wij met een datamanagementsysteem. Geen nieuwe methode, wel een nieuwe manier zoals 
wij die toepassen.” Patiënten melden zich online aan en vervolgens komen alle data in het systeem terecht: 
vragenlijsten, laboratoriumonderzoeken. Zonder naam uiteraard, de patiënt is gecodeerd in dit systeem. uit de 
verzamelde gegevens destilleren de professionals de informatie die zij nodig hebben. De Vries: “In het zorgpad 
Immunologie zitten ruim een jaar na de start meer dan 100 patiënten, vaak volwassenen van de longafdeling, 
van wie wij willen weten of het ziektebeeld meer is dan alleen COPD. Is er wellicht sprake van een gestoorde 
afweer? Meer inzicht leidt tot een betere diagnose en behandeling, en uiteindelijk kan daardoor de kwaliteit 
van leven voor deze mensen sterk verbeteren.” 

klimaat van kritisch denken
Binnen het EVAA draaien zo’n 20 studies: o.a. dieetvoeding voor zuigelingen; immunotherapie tegen 
hooikoorts, onderzoek rondom gestoorde afweer. “Met ons onderzoek naar het gebruik van paardenmelk en 
kamelenmelk door patiënten met een koemelkallergie hebben we veel publiciteit gehaald”, eindigt De Vries. “Als 
je dan vervolgens doorpakt met goed toegepast onderzoek, ga je mensen en organisaties aan je binden en 
ontstaat een wisselwerking tussen zorg in de praktijk, onderzoek, commercie en innovatie. Zo bouw je een 
klimaat van kritisch denken en vernieuwing, een omgeving waarin je als STZ-ziekenhuis je eigen 
onderzoeksvragen oplost.”

Lotte Rijksen is als projectmanager verbonden aan diverse (wetenschaps)-projecten, waaronder het EVAA. 
“Mijn werkzaamheden zijn divers, maar zijn altijd bedrijfs- en procesmatig van aard. Een project of studie begint 
met een idee dat vertaald moet worden naar een projectvoorstel en uiteindelijk moet leiden tot een 
contractafspraak met het bedrijfsleven. Ook intern moet het project uitvoerbaar (mensen, middelen en 
faciliteiten) zijn en bovendien financieel haalbaar. Het projectvoorstel vertaal ik daarom naar een plan waarin 
activiteiten zijn uitgezet naar tijd, resources en financiën en zorg dat ik daar intern commitment voor krijg. Dit is 
vervolgens direct mijn handvat om het project te ‘managen’ en intern en extern te verantwoorden.”

vlnr: Esther de Vries en Lotte Rijksen
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trait d’uniOn tussen 
universitair OnderZOek 
en klinische PraktiJk

sinds 1998 is prof. dr. ron kusters klinisch chemicus in het Jeroen bosch Ziekenhuis. een functie die 
hij vanaf 2011 combineert met het bijzonder hoogleraarschap laboratoriumdiagnostiek op de 
universiteit van twente. Over de meerwaarde van deze kruisbestuiving. 

“Het onderzoek in Twente”, aldus Kusters, “heeft altijd een link met mijn vak. En dus met het ziekenhuis. 
Daarom ben ik daar destijds ook een dag per week begonnen als bijzonder hoogleraar.” Op de universiteit zet 
Kusters onderwerpen op de agenda, waarna zijn studenten, zeer regelmatig, in het JBZ te vinden zijn voor het 
verrichten van toegepast onderzoek. Wat is bijvoorbeeld de effectiviteit van innovatieve diagnostiek? Is er naast 
klinisch nut ook kosteneffectiviteit? 

lactaatchip in geboortekanaal
Hij noemt het onderzoek naar de toepassing van een nieuwe lactaatchip. De chip, die aan de uT samen met 
het bedrijf Biomarque ontwikkeld wordt - in een soort pleister – meet lactaat in het vocht rondom de weefsels. 
De eerste toepassing zal bij sporters zijn. Bloed prikken is dan niet meer nodig. Kusters: “Studenten 
onderzoeken momenteel of een dergelijke chip effectief te gebruiken is bij een baby tijdens de bevalling. Nu 
nog neemt de gynaecoloog - bij foetale nood via een klein sneetje in het hoofd van de baby bloed af voor het 
bepalen van de zuurgraad. Die extra stap kost tijd en geeft risico op fouten. Met de chip wordt een continue 
meting in de verloskamer mogelijk.”

hartinfarct sneller uitsluiten
Kusters is bevlogen. Terwijl hij praat, trekt hij onderzoeksresultaten en papers uit de kast. “Hier, het 
afstudeerproject van Michelle Kip. Met hulp van de vakgroep Cardiologie deed zij onderzoek naar de effectiviteit 
van toepassing van een aantal hartmarkereiwitten. Reguliere diagnostiek bij pijn op de borstklachten heeft 
beperkingen”, legt hij uit. “Een ECG geeft niet altijd een duidelijk beeld. En bij bloedonderzoek kan je een 
marker als troponine pas na 6 uur meten. Wij hebben drie andere eiwitten toegepast als experimentele 
markers, met een andere fysiologie en dynamiek. Dat geeft een performance verbetering. Wanneer dit praktijk 
zou worden, is het mogelijk om hartklachten sneller te diagnosticeren op een goedkopere manier.”

Onderzoek voor de inspectie
De studenten uit Twente verrichten niet alleen onderzoek op dit ‘microniveau’, maar ook op ‘systeemniveau’. Zo 
werkten zij aan een onderzoek samen met het RIVM en NIVEL. Op verzoek van de inspectie is onderzocht hoe 
het staat met de veiligheid van het gebruik van point-of-care testen bij huisartsen. Kusters: “De trend is dat 
huisartsen steeds meer bloedonderzoek zelf doen, ook het Jeroen Bosch Ziekenhuis faciliteert dit. Het heeft 
aantoonbare voordelen voor dokter en patiënt, maar hoe zit het met onderhoud, de kennis van de gebruiker 
en het vastleggen van de gegevens in het informatiesysteem?”

Bij alle voorbeelden van onderzoek die Kusters geeft, geldt: klinische validatie is één, de 
gezondheidseconomische insteek een tweede. “Voor zo’n 70% van alle beslissingen in de diagnostiek is 
laboratoriumonderzoek nodig. We moeten weten dat het op een valide en kosteneffectieve manier gebeurt.”
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schriJven geeFt 
OntsPanning

tijdens zijn promotie-onderzoek van 1993 tot 1997 ontbrandde het schrijversvuur. sindsdien 
plaatste arts-microbioloog Peter Wever als eerste -, mede - dan wel laatste auteur zijn naam onder 
76 Pubmed publicaties. “ik zou de hele dag wel willen schrijven.” 

Een collega van hem zei ooit: ‘Peter kan van niets nog een publicatie maken’. Hij bedoelde daarmee dat Wever 
soms anders naar dingen kijkt, kansen ziet die anderen laten lopen. “Ik ben nieuwsgierig, stel mezelf snel 
vragen en dan wordt het al gauw een quest. Wil ik weten: wat is dit? Hoe zit dat in elkaar. Al doende ga je 
verbanden zien, vallen stukjes in elkaar. Het ervaren en beschrijven van dat proces vind ik nog altijd 
fascinerend.” Lacht: “Als ik tijdens de vakantie mijn laptop pak, beginnen mijn kinderen te klagen. Is dat niet 
vreemd? Ik mag dan dus wel een boek lézen, maar niet een boek schrijven! Terwijl dat laatste mij enorm veel 
ontspanning geeft.”

WO-1
Het meest trots is hij op twee publicaties, die je beide kunt typeren als ‘out-of-the box’. Tijdens een bezoek aan 
zijn schoonouders in Noord-Frankrijk vond hij, ergens in de berm, een glazen ampul uit de Eerste 
Wereldoorlog. De vondst leidde tot een publicatie over infectieziekten in de WO-1, in het tijdschrift Medical 
Humanities. “Ik ben in mijn vrije tijd gaan googlen en grasduinen en ontdekte onder meer dat het om een 
jodiumampul ging. Met het verbandje dat er toentertijd nog omheen zat, maakte men een soort kwastje, 
waarmee wonden werden gedesinfecteerd. Van een ander flesje dat ik had gevonden, bleek dat het ooit 
antitetanusserum had bevat. Zo kwam ik al zoekende op telkens weer nieuwe feiten. Google is daarbij de 
mooiste uitvinding die er bestaat. En op internet is bijvoorbeeld het complete British Medical Journal uit die 
tijd inzichtelijk. Geweldig!”  

Q-koorts
Het tweede wapenfeit dat hij uitlicht, is een publicatie in het tijdschrift Vaccine op het gebied van Q-koorts. Met 
moleculair bioloog Mirjam Hermans toonde Wever in 2010 aan dat de verplichte vaccinatie van geiten bij 
gezonde dieren, in de eerste twee weken, sporen van het DNA van Q-koorts opleverde in de melk. “Naar 
aanleiding hiervan heeft het ministerie de regels herzien”, aldus Wever. “De melktest, om aan te tonen of 
geiten Q-koorts hebben, mocht voortaan pas twee weken na vaccinatie plaatsvinden. Een mooi concreet 
resultaat, hoewel het ministerie wel het vriendelijke doch dringende verzoek aan ons deed om onze ambities 
op het ‘veterinaire onderzoeksterrein’ wat te luwen.”        

kunsthistorie
Als arts-microbioloog zit hij natuurlijk dicht bij het vuur. “Wij doen laboratoriumonderzoek. Publiceren gaat 
vaak om het beschrijven van onderzoeksresultaten. Kortom: het ligt in het verlengde van ons werk. Maar je 
moet je er wel toe aan zetten. En vooral: het leuk vinden!” De laatste jaren is hij binnen zijn vakgebied met 
name actief als mede- en laatste auteur. Werk waarbij het gaat om balans: “Het artikel moet goed genoeg zijn 
om geaccepteerd te worden, tegelijk wil je de schrijver/onderzoeker in zijn waarde laten.” Zelf schrijft hij nu 
vooral over andere zaken zoals geneeskundige aspecten van WO-1. Daarnaast verschijnt volgend jaar zijn 
tweede boek over kunsthistorische onderwerpen (”Ik wilde voeger geschiedenis studeren”). Dat werk doe ik ’s 
avonds thuis, als hobby. Ik kijk weinig televisie, ongelooflijk hoeveel tijd je dan overhoudt.”         
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“Je mOet niet bang ZiJn  
Om Je ideeën te delen”

“neem een willekeurig extract en kijk naar de eerst pagina bovenaan, daar staan altijd ‘tig’ namen.” 
revalidatiearts en bestuurslid vereniging medisch staf Frank hamers wil maar zeggen: wetenschap 
is samenwerken. “Je moet niet bang zijn om je ideeën te delen.”

Zet de tien meest succesvolle directeuren uit het bedrijfsleven bij elkaar, laat ze samen een organisatie leiden 
en het wordt een chaos. Die voorspelling durft Hamers (51) wel te maken. Bij het verrichten van 
wetenschappelijk onderzoek is het niet anders: je hebt een team specialisten nodig, dat elkaar aanvult. 
Hamers: “Denkers, doeners, analytici, presentatoren, kartrekkers, mensen met een kritische blik. In het JBZ 
heerst een goed onderzoeksklimaat; dat blijkt wel door het aantal en de kwaliteit van de (internationale) 
publicaties waarbij artsen en onderzoekers uit het JBZ betrokken zijn. En bijvoorbeeld uit de organisatie van de 
jaarlijkse wetenschapsmiddag.” 

Wetenschapsmiddag
Begin april was Hamers juryvoorzitter tijdens de wetenschapsmiddag in het JBZ. “Ontzettend leuk om te doen”, 
zegt hij. “Je krijgt een heel goed beeld van wat er ziekenhuisbreed speelt. Het laboratorium was stevig 
vertegenwoordigd, vooral met Q-koorts gerelateerd onderzoek. Ook de SEH-artsen hadden drie posters 
ingediend. Naast de kwaliteit, viel het enthousiasme me op. Van deelnemers én bezoekers. Tijdens de 
presentaties werden veel vragen gesteld en ontstonden mooie discussies.” Verbeterpunten zijn er ook. Zo zou 
Hamers volgend jaar de posters niet op een computerscherm, maar op  ‘klassiek papier’ willen laten zien. 
“Daar kan je meer informatie op kwijt, nu bleef het te veel bij oneliners. Dat doet sommige presentaties 
onvoldoende recht.”     

Portefeuille Onderzoek
Hamers’ juryvoorzitterschap komt voort uit de zijn rol als bestuurslid van de Vereniging Medische Staf, waar hij 
de portefeuille Onderzoek heeft. “Ik heb me in het voorjaar van 2012 kandidaat gesteld, omdat ik het 
belangrijk vind dat specialisten een goede vertegenwoordiging hebben in het ziekenhuis. De Raad van Bestuur 
heeft een focus op de continuïteit van het ziekenhuis als organisatie, wij leggen accenten als het gaat om 
directe patiëntenzorg. Die mix is heel sterk.” Hij beschrijft zijn bestuursfunctie als een overzichtsfunctie. “Ik 
maak geen beleid”, legt hij uit, “maar houd zicht op onderzoeks- en onderwijszaken die in het JBZ spelen. Met 
decaan Hans Hoekstra heb ik daarover veel contact. Ik ben nog groeiende in mijn rol, maar wil wel graag 
meepraten over het onderzoeksbeleid van het ziekenhuis.”     

switch naar revalidatie
Voordat Hamers in 2010 als revalidatiearts naar Tolbrug kwam, werkte hij jarenlang voor het Rudolf Magnus 
Instituut in utrecht. Neurologische problematiek had zijn interesse. “Mijn promotieonderzoek* was op het 
gebied van perifere zenuwregeneratie en later heb ik me gericht op aandoeningen van het ruggenmerg. Mede 
door het werk in dit veld heb ik uiteindelijk een switch gemaakt en ben ik me in 2005 gaan specialiseren als 
revalidatiearts. Dat is wat meer concreet, in die functie ga ik feitelijk door waar de neuroloog stopt.”  

Onderzoek
Bij Tolbrug doet Hamers poliklinische revalidatie bij o.a. chronische pijn, multitrauma, en dwarslaesie, en houdt 
hij zich bezig met beschoeiing van de diabetische voet. In de kliniek is hij verantwoordelijke voor de 
revalidanten met onder meer amputaties en traumata. 
“Zelf onderzoek doen? In mijn achterhoofd speelt het wel; iets rondom de diabetische voet. Of op neurologisch 
gebied, balansproblemen bijvoorbeeld. Voortbordurend op wat ik in utrecht deed. Voorlopig echter zijn met de 
directe patiëntenzorg mijn dagen volledig gevuld.” 
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PMID:21951559 
Trefwoorden: preventie laterale enkelbandletsels sporters

Janssen kW, Orchard JW, Driscoll TR, van Mechelen 
W.
High incidence and costs for anterior cruciate ligament 
reconstructions performed in Australia from 2003-
2004 to 2007-2008: time for an anterior cruciate 
ligament register by Scandinavian model?
Scand J Med Sci Sports. 2012 Aug;22(4):495-501.
PMID:21210852
Trefwoorden: incidentie voorste kruisbandreconstructies 

Australië
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Wetenschappelijke publicaties

Abstracts, voordrachten en posters

Jansonius A, Oddens Jr. 
Ketamine-associated urological symptoms. 
Ned Tijdschr Geneeskd. 2012;156(10): A4176. Dutch. 
PMID: 22394445 

yska M, van migem P. 
A man stuck to a drain. 
Ned Tijdschr Geneeskd. 2012;156(5):A3038. Dutch. 
PMID: 22296891 

schipper ra. 
Erectiele Disfunctie. 
Duo Dagen WDH Down under Workshop, Vught, 
26-1-2011.

schipper ra. 
Thulium laser voor de behandeling van BPH . 
JBZ symposium: Nieuw Ziekenhuis, Nieuwe 
Technologie ’s-Hertogenbosch, 9-12-2011.
  
schipper ra.
Onzinnig Onderzoek?
Oud-Assistentendag urologie AMC, Amsterdam, 
16-12-2011.

Bochove-Overgaauw DM, schrier bP.
An adjustable sling for the treatment of all degrees of 
male stress urinary incontinence: retrospective 
evaluation of efficacy and complications after a 
minimal followup of 14 months.
J urol. 2011 Apr;185(4):1363-8. 
PMID: 21334683

beganovic a, beerlage hP.
A boy with blunt scrotal trauma.
Ned Tijdschr Geneeskd. 2012;156(29):A3525. Dutch. 
PMID: 22831489

schipper ra. 
Onzinnig onderzoek? 
Refereeravond urologie cluster utrecht, 
’s-Hertogenbosch, 15-5-2012. 
 
schipper ra. 
Seksualiteit & Kanker. 
Onderwijsdag verpleegkundigen A8, ’s-Hertogenbosch, 
31-5-2012.

schipper ra. 
De Goldfinger TuRP: van fictie naar feit.
Nederlandse OK-dagen, Veldhoven, 10-10-2012. 
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schipper ra. 
BPH Pathofysiologie. 
Cursorisch onderwijs assistenten urologie, utrecht, 12-
10-2012.  

Publicaties (niet pubmed)
schipper ra. 
Kan internet de afstand tussen arts en patiënt 
verkleinen? 
Spreekuur Huisarts-Geneeskunde Jaargang 3, nr 5, 
2012

ZiekenhuisFarmacie
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Wetenschappelijke publicaties

Abstracts, voordrachten en posters

eppenga Wl, derijks hJ, conemans Jm, hermens 
Wa, Wensing M, De Smet PA. 
Comparison of a basic and an advanced 
pharmacotherapy-related clinical decision support 
system in a hospital care setting in the Netherlands. 
J Am Med Inform Assoc. 2012 Jan-Feb;19(1):66-71. 
PMID: 21890873
Trefwoorden: medicatiebewaking, laboratoriumwaarden

derijks hJ. 
Associatie tussen antidepressivagebruik en 
glucosedysregulatie: bewijs op basis van 
bijwerkingenmeldingen.
Prisma symposium, 17 mei 2011, Amersfoort. 

vermeulen Windsant – van den tweel am, Verduijn 
MM, derijks hJ, van Marum RJ. 
Detectie van ongeschikt medicatiegebruik bij ouderen: 
worden de stopp- en start-criteria de nieuwe 
standaard? 
Ned Tijdschr Geneesk 2012; 156: A5076.
PMID: 23031238

derijks hJ. 
Detectie van bijwerkingen met biomarkers.
De chemie tussen biomarkers en geneesmiddelen, 31 
Maart 2011, utrecht. 
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Fysiotherapie
Publicaties (niet pubmed)

Jeroen Bosch Academie
Wetenschappelijke publicaties

van eijkeren F, reijmers r, van Munster E, Hilbink M.
Assessment of motor function in Multiple Sclerosis 
patients treated with Methylprednisolone.
 Indian Journal of Physiotherapy and Occupational 
Therapy 2011; 5(4): 115-118.

Huijsmans CJ, Poodt J, Damen J, van der Linden JC, 
Savelkoul PH, Pruijt JF, hilbink m, Hermans MH. 
Single nucleotide polymorphism (SNP)-based loss of 
heterozygosity (LOH) testing by real time PCR in 
patients suspect of myeloproliferative disease. 
PLoS One. 2012;7(7):e38362. 
Pmid:22768290

Vissers E, de Jager CP, hilbink m, Kusters R, van 
Gageldonk-Lafeber AB, Wever PC.
Hypophosphatemia, fever and prolonged lenght of 
hospital stay in seronegative PCR positive patients as 
compared to seropositive patients with early acute 
Q-fever pneumonia.

Clin Chem Lab Med. 2012 Feb 4 ;50(8) : 1433-7.
Pmid: 22868810
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Publicaties (niet pubmed)
Hulstein JJ, Gemen EF, Kariman MA, hilbink-
smolders ah, Péquériaux NC.
Gemodificeerde APC-R; een betere discriminatie tussen 
wild-type en heterozygoot/homozygoot factor V 
Leiden.
Ned Tijdschr Klin Chem Labgeneesk 2011; 36: 
252-253

van Eijkeren F, Reijmers R, van Munster E, hilbink m.
Assessment of motor function in Multiple Sclerosis 
patients treated with Methylprednisolone.
 Indian Journal of Physiotherapy and Occupational 
Therapy 2011; 5(4): 115-118.

diversen

27
Proefschriften
gaugler-senden iP
Severe Early Onset Preeclampsia. Short and long term 
clinical, psychosocial and biochemical aspects.
Erasmus universiteit Rotterdam, 16 september 2011, 
Rotterdam.

van leijsen sa
The value of urodynamics prior to surgery for stress 
urinary incontinence. 
uMC St Radboud Nijmegen, 25 oktober 2012, 
Nijmegen.

Jacobs lh.
The release of cardiac tropinin. When, Where and How.
Maastricht university. Maastricht Nederland, 3 feb 
2012.

leenders ac: copromotor voor:
Promotie J.m. munster 
Promotores: Hak E, Aarnoudse JG, copromotor: 
Leenders AC. 
Q fever during pregnancy. Lessons from the Dutch 
epidemic. 
Groningen 10 oktober 2012. 
ISBN 978-90-367-5685-3.

schneeberger Pm: copromotor voor:
Promotie W. van der hoek 
Promotor: Coutinho R, copromotor: Schneeberger PM.
The 2007-2010 Q fever epidemic in the Netherlands.
utrecht 26 juni 2012.

van den brule aJc: copromotor voor:
Promotie arantza Farina sarasqueta.
(co)promotores: Morreau H, van de Velde CHJ, van den 
Brule AJC, Rutten HJT. 
Molecular prognostic and predictive markers of therapy 
response in sporadic colon cancer.
Leiden university, Leiden. 30 mei 2012

Jager gJ: copromotor voor:
Promitie r. heesakkers
MR lymphography in prostate cancer. “Clinical 
potentials”
Radboud universiteit Nijmegen 25 januari 2012.
ISBN 9789090265582
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WetenschaPsmiddag 2012

Programma 7de Wetenschapsmiddag JBZ –  

15 februari 2012 – auditorium

Winnaar e-posters

15:00 Welkom + presentatie E-posters, marjolein schouten, clustermanager Jeroen Bosch Academie

15:30 maaike kusters, AIOS Kindergeneeskunde 
 DOWNSyNDROOM – LESSEN uIT VACCINATIERESPONSEN.

15:50 annemieke van den tweel, klinisch farmacoloog i.o. 
 MEDICATIEBEOORDELING BIJ DE OuDERE PATIËNT: EEN VERGELIJKING TuSSEN STOPP/START 
 CRITERIA EN DE BEERSLIJST OP HET AANTAL “INAPPROPRIATE PRESCRIPTIONS” EN “OMMISSIONS”.

16:10 eugenie gemen, Research analist
 OMEGA-3 STuDIE: EFFECT VAN N-3 VETTEN OP DALING NIERFuNCTIE NA DOORMAKEN 
 MyOCARD INFARCT.

16:30 Pauze + presentatie E-posters

16:50 arné van den bogerd, ANIOS Chirurgie
 REGIONALE ANAESTHESIOLOGISCHE TECHNIEKEN: SuRVIVAL WINST OF BIAS?

17:10 marco de Wit, Strategic innovator
 DE KuNST VAN LOSLATEN

17:40 lotte rijksen, CR Consult
 INNOVATIE BINNEN DE REGIO: TOEGEPAST ONDERZOEK BINNEN FHEALINC.

18 :00 Buffet + presentatie E-posters

19:15 Prijsuitreiking, Willy spaan, voorzitter jury 

dr. ir. Alina van der Giessen,klinisch fysicus i.o.
dr. Ad Maas, klinisch fysicus

Verslik je niet in het plaatsen van een
maagsonde! !

Jeroen Bosch Ziekenhuis, afdeling klinische fysica
’s-Hertogenbosch, Nederland

A.G. (Alina) van der Giessen
Jeroen Bosch Ziekenhuis
Cluster Medische Technologie
Postbus 90153 
5200 ME ’s-Hertogenbosch 
al.v.d.giessen@jbz.nl

 

Correcte geplaatste neussonde. Bij het inbrengen is 
er het risico dat de sonde niet via de slokdarm in de 
maag belandt, maar via de luchtpijp in de longen. 

sonde tip 

locatie drukmeting 

Stappenplan: 
1.Haalbaarheid van het principe onderzoeken door 
drukmetingen uit te voeren in een ex-vivo opstelling waarbij de 
ademhaling gesimuleerd wordt.

2.Druk data verzamelen bij proefpersonen bij wie de sonde in 
de maag of longen gepositioneerd is.

3.Op basis van de verkregen data bij stap 2 een algoritme 
ontwikkelen (autocorrelatie principe) dat op basis van de 
drukmeting de positie automatisch bepaalt.

4.Geblindeerde studie waarbij de nieuwe methode gevalideerd 
wordt tegen de gouden standaard en de meest gebruikte 
alternatieve methoden. 

1. Tijdschrift voor Verpleegkundigen 2008 Apr; 9: 42-46
2. PA-PSRS Patient Safety Authority 2006 Dec;3(4):1-9

Distress Neonaten en ernstig zieken zullen niet altijd hoesten bij
plaatsing in de longen

Auscultatie Borrelend geluid is niet onderscheidend voor maag versus
longen

Aspiraatbepaling
- aspect
- pH

- eiwitten

- Maagsap is niet altijd te onderscheiden van pleuravocht
- Bij maagzuurremmers en plaatsing in deodenum geen
onderscheid met longplaatsing mogelijk
- Experimenteel en niet toepasbaar aan bed

Ingebrachte cm Sonde kan opgerold zitten of ver in de longen ingebracht zijn
(fig.1)

Plaatsing in de luchtwegen: Aspiratie,
ademhalingsproblemen, pneumonie,
overlijden

Perforatie:
Pneumothorax, infectie

Plaatsing is eosophagus:
Apneu, desaturatie, bradycardie

Tabel 1: Complicaties gerelateerd aan
verkeerde plaatsing van maagsondes

Conclusie

Er wordt een innovatieve methode gepresenteerd om de 
positie van een maagsonde te controleren. Bij bewezen 
effectiviteit vormt deze methode de basis voor 
productontwikkeling.

Discussie: De gepresenteerde methode discrimineert alleen 
tussen positie in de longen en maag en onderscheid dus niet 
tussen plaatsing in oesophagus, maag en deodenum.

Relevantie: Wanneer aan bed effectief de positie van de 
maagsonde bepaald kan worden, dan zal dit bijdragen aan de 
patiëntveiligheid. 

Inleiding

Bij het inbrengen van een maagsonde is er een aanzienlijk 
risico (13%- 90%)1 dat de sonde incorrect geplaatst wordt. Dit 
kan ernstige gevolgen hebben voor de patiënt (tabel 1). 

Een röntgenfoto (fig.1) is de ‘gouden standaard’ voor het 
bepalen van de positie, echter vanwege stralingsbelasting, 
tijdsgebrek en organisatorische complexiteit wordt er vaak 
gekozen voor inferieure methoden (tabel 2).

Doel: Het ontwikkelen en valideren van een eenvoudig 
toepasbare methode op basis van drukmetingen, waarmee de 
positie van de sonde in de longen van de positie in de maag 
gediscrimineerd kan worden.

Resultaten

De eerste resultaten vanuit de ex-vivo opstelling tonen aan dat 
het mogelijk is om drukverschillen als gevolg van de 
ademhaling over de tijd te meten. Meer data wordt 
momenteel verzameld en de protocollen voor de studies 
worden opgesteld.

Methode

Principe: Wanneer de sonde luchtgevuld is, kan de druk aan de 
ingebrachte tip gemeten worden (fig. 2). Bij positionering van 
de sonde in de luchtpijp, zullen er drukverschillen gemeten 
worden die fluctueren over de tijd als gevolg van de 
ademhaling. Bij positionering in de maag zijn geen regelmatige 
drukfluctuaties te verwachten.

Figuur 1: Thoraxfoto met een
maagsonde geplaatst in de longen2.

Tabel 2: Enkele alternatieve methoden en hun beperkingen voor plaatsbepaling
van een maagsonde

Figuur 2: Locatie drukmeting aan
de sonde buiten de patiënt
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FOcus OP 
verPleegkundig 
OnderZOek

voor het Jeroen bosch Ziekenhuis is verpleegkundig onderzoek essentieel. sharon van de ven vertelt er 
gepassioneerd over: ‘We proberen verpleegkundigen te prikkelen om hier veel aandacht aan te geven. 
dat houdt ons scherp en het levert ons waardevolle informatie op.’

Naast haar baan als verpleegkundige studeerde Sharon van de Ven Beleid & Management Gezondheidszorg aan 
de Erasmus universiteit in Rotterdam. Nu is ze inmiddels twee jaar bestuurslid van de Verpleegkundige 
Adviesraad binnen het Bossche ziekenhuis. ‘We adviseren de Raad van Bestuur over verpleegkundig beleid met 
als doel de kwaliteit van zorg te optimaliseren.’ 

tweede huid
‘Binnen ons ziekenhuis is er steeds meer aandacht voor het doen van verpleegkundig onderzoek’, vervolgt Van de 
Ven. ‘Gelukkig volgen steeds meer verpleegkundigen een masteropleiding, maar mijns inziens kan het 
onderzoeksklimaat nog verder verstevigd worden. In ons werk zijn we uiterst kundig en professioneel. Het doen 
van onderzoek en borgen van nieuwe kennis kan dit nog verder verbeteren. De juiste onderzoekscultuur draagt 
bij aan onze beroepsontwikkeling en levert ons interessante vakkennis op. Daarom moet deze cultuur bij 
iedereen een soort tweede huid zijn. Om deze beter in te bedden, moeten we het gewenste gedrag bij 
medewerkers stimuleren.’

ambities
Van de Ven noemt een paar concrete acties om dit te bereiken: ‘We richten ons nu veel meer op de Evidence 
Based Practice. Dit houdt in dat verpleegkundigen klinische besluiten nemen op grond van de beste 
onderzoeksresultaten. Ook zijn we aanwezig in (landelijke) netwerken om ervaring op te doen en kennis met 
elkaar te delen.’ Van de Ven onderstreept: ‘Daarbij is het natuurlijk belangrijk dat wij onze eigen medewerkers de 
juiste onderzoeksstructuren bieden om daadwerkelijk onderzoek te kunnen doen. Een aantal verpleegkundigen is 
al betrokken bij onderzoek. Daarnaast zoeken we de samenwerking op met meerdere lectoraten van 
Hogescholen of universiteiten.’ Van de Ven concludeert stellig: ‘Om de juiste cultuur te bereiken, is veel tijd, 
volharding en passie nodig. Daarbij is een duidelijke focus op verpleegkundig onderzoek belangrijk!’
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Wetenschappelijke publicaties 2011-2012  
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: 20552372
brokelman WJ, Lensvelt M, Borel Rinkes IH, Klinkenbijl JH, Reijnen MM. 
Peritoneal changes due to laparoscopic surgery. 
Surg Endosc. 2011 Jan;25(1):1-9. 

BACKGROuND: Laparoscopic surgery has been incorporated into common surgical practice. The peritoneum is an organ 

with various biologic functions that may be affected in different ways by laparoscopic and open techniques. Clinically, these 

alterations may be important in issues such as peritoneal metastasis and adhesion formation.

METHODS: A literature search using the Pubmed and Cochrane databases identified articles focusing on the key issues of 

laparoscopy, peritoneum, inflammation, morphology, immunology, and fibrinolysis.

RESuLTS: Laparoscopic surgery induces alterations in the peritoneal integrity and causes local acidosis, probably due to 

peritoneal hypoxia. The local immune system and inflammation are modulated by a pneumoperitoneum. Additionally, the 

peritoneal plasmin system is inhibited, leading to peritoneal hypofibrinolysis.

CONCLuSION: Similar to open surgery, laparoscopic surgery affects both the integrity and biology of the peritoneum. These 

observations may have implications for various clinical conditions.

Pmid: 20673157
Kleinpenning MM, Langewouters AMG, Kerkhof PC, greebe rJ. 
Severe pyoderma gangraenosum unresponsive to etanercept and adalimumab. 
J Dermatolog treat. 2011 Oct;22(5):261-5.

BACKGROuND: A 74-year-old female with severe and therapy-resistant pyoderma gangrenosum (PG) was treated for more 

than 40 years with topical antibacterial ointments, topical and systemic corticosteroids, dapsone and azathioprine. Generally, 

immunosuppression is the mainstay of treatment of PG, but in our patient cyclosporine had to be discontinued because of 

significant serious side effects. An attempt was made to decrease the amount of steroids, but tapering of the prednisone 

dose resulted in relapses of PG.

OBSERVATION: Off-label use of etanercept resulted in a temporary limited clinical improvement. After 6 months, initial 

clinical improvement reduced and adalimumab was started. unfortunately, after 6 months of adalimumab no clinical impro-

vement was seen. Therefore, systemic corticosteroids had to be continued with very good clinical results.

CONCLuSION: In concordance with previous results of several other studies, reviews and case reports, we presume that 

possibly both etanercept and adalimumab could be excellent therapeutic alternatives in the treatment of PG. unfortunately, 

the effectiveness of both etanercept and adalimumab were very limited in our case. Literature research revealed no other 

successful studies on the off-label use of other immunomodulators as an alternative treatment option for PG. However, 

infliximab or ustekinumab could be alternative treatment options.

Pmid:20869183
Barneveld Binkhuysen FH, ranschaert er. 
Teleradiology: evolution and concepts.
Eur J Radiol. 2011 May;78(2):205-9. 

Teleradiology has become a reality for several years now, but its existence still has not been freed from all controversies. 

From the beginning the military has been the driving force for teleradiology. Today teleradiology has many purposes world-

wide ranging from services for expert or second opinions to international commercial diagnostic reading services. Ten years 

ago image quality, transmission speed and image compression were important issues of debate. Today the focus is on clinical 

governance, medico-legal issues and quality assessment. The increasing use of teleradiology reflects the changing world of 

clinical practice, service delivery and technology.

Pmid: 20947533
Mazairac AH, de Wit GA, Grooteman MP, Penne EL, van der Weerd NC, van den Dorpel MA, Nubé MJ, Léves-
que R, Ter Wee PM, Bots ML, Blankestijn PJ; cOntrast investigators (hoogeveen ek).
A composite score of protein-energy nutritional status predicts mortality in haemodialysis patients no better 
than its individual components.
Nephrol Dial Transplant. 2011 Jun;26(6):1962-7. 

BACKGROuND: Protein-energy wasting is tightly associated with mortality in haemodialysis patients. An expert panel of the 

International Society of Renal Nutrition and Metabolism (ISRNM) has published a consensus on the parameters that define 

protein-energy nutritional status and posed the question, ‘which scoring system most effectively predicts outcome?’ The 

aim of our study was therefore to develop a composite score of protein-energy nutritional status (cPENS) and to assess its 

prediction of all-cause mortality.

METHODS: We used the data of 560 haemodialysis patients participating in the CONvective TRAnsport STudy (CONTRAST). 

All participants were followed for occurrence of death. Internationally recommended nutritional targets were used as 

components of the cPENS, including the subjective global assessment (target score ≥ 6), albumin (≥ 4.0 g/dL), normalized 

protein nitrogen appearance (≥ 0.8 g/kg/day), cholesterol (≥ 100 mg/dL), creatinine (≥ 10 mg/dL) and BMI (> 23 kg/m(2)). A 

Cox regression model was used to analyse the relation between different cPENS variants and mortality.

RESuLTS: The median follow-up time was 1.4 years (max 4.2). One hundred and five patients (19%) died. A cPENS variant 

based on albumin, BMI, creatinine and the nPNA yielded the strongest relation with mortality (hazard ratio 0.63, 95% confi-

dence interval 0.54-0.74, P < 0.001), after adjustments for confounders. Some of the individual parameters of the cPENS, 

notably albumin and creatinine, were related to mortality with similar strength and magnitude.

CONCLuSIONS: In conclusion, albumin reflects mortality risk similarly to multiple nutritional parameters combined. This 

questions the clinical value of the proposed diagnostic criteria for protein-energy wasting.

116 Publicaties 2011-2012 jeroen bosch ziekenhuis 117  biJlage WETENSCHAPPELIJKE PuBLICATIES 2011-2012 OPGENOMEN IN PuBMED



Pmid 20950219
Kreb DL, bosscha k, ernst mF, rutten mJ, Jager gJ, van Diest PJ, van der linden Jc.
use of cytokeratine 8 immunohistochemistry for assessing cell death after radiofrequency ablation of breast 
cancer.
Biotech Histochem. 2011 dec;86(6) 404-12.

The effects of minimally invasive therapies such as radiofrequency ablation (RFA) and laser induced thermal therapy on 

breast carcinoma lesions usually is assessed by NADH diaphorase enzyme histochemistry for cell viability. NADH staining 

requires frozen material, however, with its associated poor morphology. We aimed to validate cytokeratin 8 (CK 8) immuno-

histochemistry as an alternative that works on paraffin sections. RFA was performed ex vivo on 20 breast resections after 

surgery and in vivo in eight patients who underwent general anesthesia followed by immediate resection. After treatment, 

specimens were lamellated and the tumors were divided into two equal parts. One part was fixed in neutral buffered formal-

dehyde for routine histopathological evaluation using hematoxylin and eosin (H & E) staining and CK 8 immunostaining. The 

other section was snap frozen and stored at -80° C for staining with NADH diaphorase. Both NADH diaphorase and CK 8 

immunostaining demonstrated a clear and comparable demarcation between viable and nonviable tissues. The morpho-

logy of the CK 8 immunostained slides was much better, and fatty tissues could be judged readily by contrast to the NADH 

stained frozen sections, which had poor morphology and whose fatty parts were difficult to interpret. CK 8 immunohisto-

chemistry seems to be well suited for assessing cell viability in breast tissue and for assessing the effects of RFA for breast 

cancer treatment. Because it can be applied to paraffin fixed material, it provides much better morphology than NADH 

staining and also can be applied to fatty tissues that usually are difficult to work up for frozen sections. Therefore, CK 8 im-

munohistochemistry may be preferred over NADH diaphorase staining for daily pathology practice for assessing the viability 

of breast carcinoma cells after RFA treatment.

Pmid: 20972809
loonen aJ, Jansz AR, Kreeftenberg H, Bruggeman CA, Wolffs PF, van den brule aJ. 
Acceleration of the direct identification of Staphylococcus aureus versus coagulase-negative staphylococci 
from blood culture material: a comparison of six bacterial DNA extraction methods.
Eur J Clin Microbiol Infect Dis. 2011 Mar;30(3):337-42. 

To accelerate differentiation between Staphylococcus aureus and coagulase-negative staphylococci (CNS), this study aimed 

to compare six different DNA extraction methods from two commonly used blood culture materials, i.e. BACTEC and BacT/

ALERT. Furthermore, we analysed the effect of reduced blood culture incubation for the detection of staphylococci directly 

from blood culture material. A real-time polymerase chain reaction (PCR) duplex assay was used to compare the six different 

DNA isolation protocols on two different blood culture systems. Negative blood culture material was spiked with methicillin-

resistant S. aureus (MRSA). Bacterial DNA was isolated with automated extractor easyMAG (three protocols), automated 

extractor MagNA Pure LC (LC Microbiology Kit M(Grade)), a manual kit Molysis Plus and a combination of Molysis Plus and 

the easyMAG. The most optimal isolation method was used to evaluate reduced bacterial incubation times. Bacterial DNA 

isolation with the Molysis Plus kit in combination with the specific B protocol on the easyMAG resulted in the most sensitive 

detection of S. aureus, with a detection limit of 10 CFu/ml, in BacT/ALERT material, whereas using BACTEC resulted in a 

detection limit of 100 CFu/ml. An initial S. aureus or CNS load of 1 CFu/ml blood can be detected after 5 h of incubation in 

BacT/ALERT 3D by combining the sensitive isolation method and the tuf LightCycler assay.

Pmid: 20972954 
Van Santvoort HC, bakker OJ, Besselink MG, Bollen TL, Fischer K, Nieuwenhuijs VB, Gooszen HG, Erpecum 
KJ. Prediction of common bile duct stones in the earliest stages of acute biliary pancreatitis. 
Endoscopy. 2011 Jan;43(1):8-13. 

BACKGROuND AND STuDy AIMS: Accurate prediction of common bile duct (CBD) stones in acute biliary pancreatitis is 

warranted to select patients for early therapeutic endoscopic retrograde cholangiopancreatography (ERCP). We evaluated 

commonly used biochemical and radiological predictors of CBD stones in a large prospective cohort of patients with acute 

biliary pancreatitis who were undergoing early ERCP.

PATIENTS AND METHODS: 167 patients with acute biliary pancreatitis who were undergoing early ERCP (< 72 hours 

after symptom onset) in 15 Dutch hospitals in 2004 - 2007 were prospectively included. Abdominal ultrasonography and/

or computed tomography (CT) was performed on admission and complete liver biochemistry determined daily. We used 

univariate logistic regression to assess associations between CBD stones found during ERCP (gold standard) and the fol-

lowing parameters: (1) clinical: age, sex, predicted severity; (2) radiological: dilated CBD, impacted stone in CBD; and (3) 

biochemical: bilirubin, ⊕-glutamyltransferase (GGT), alkaline phosphatase, alanine aminotransferase (ALT), and aspartate 

aminotransferase (AST).

RESuLTS: Out of 167 patients, 94 (56 %) had predicted severe acute biliary pancreatitis, 51 (31%) exhibited a dilated CBD 

and 15 (9%) had CBD stones on ultrasonography and/or CT. ERCP was performed at a median of 0 days (interquartile range 

0 - 1) after admission. CBD stones were found during ERCP in 89/167 patients (53%). In univariate analysis, the only para-

meters significantly associated with CBD stones were GGT (per 10 units increase: odds ratio 1.02, 95% CI 1.01 - 1.03, P = 

0.001) and alkaline phosphatase (per 10 units increase: odds ratio 1.03, 95% CI 1.00 - 1.05, P = 0.028). These and all other 

tested parameters, however, showed poor positive predictive value (ranging from 0.53 to 0.69) and poor negative predictive 

value (ranging from 0.46 to 0.67).

CONCLuSIONS: The results of this study suggest that commonly used biochemical and radiological predictors of the pres-

ence of CBD stones during ERCP in the earliest stages of acute biliary pancreatitis are unreliable.

Pmid: 21057373
kusters ma, Jol-van der Zijde CM, van Tol MJ, Bolz WE, Bok LA, Visser M, de vries e. 
Impaired avidity maturation after tetanus toxoid booster in children with Down syndrome. 
Pediatr Infect Dis J, 2011 Apr;30(4):357-9. 

Down syndrome children show a decreased avidity of the antibody response after tetanus toxoid booster vaccination at 9 

years of age suggesting impaired memory B cell selection in the germinal center. Clinicians need to be aware of this ongoing 

subtle immunologic deficit in Down syndrome.

Pmid: 21069577
Jansen hJ, Hendriks JC, de Galan BE, Penders G, Tack CJ, Vervoort G.
Contribution of change in glycosylated haemoglobin to insulin-associated weight gain: results of a longitudi-
nal study in type 2 diabetic patients.
Endocrine. 2011 Apr;39(2):190-7. 

To investigate the contribution of glycosylated haemoglobin change (HbA1c) on body weight in patients with type 2 diabetes 

after start of insulin therapy. We analysed 122 individual weight-profiles in relation to the change in HbA1c per se in these 

patients up to 36 months after the start of insulin therapy. Data were analysed separately for the first 9 months after com-
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mencement of insulin therapy and for the period thereafter. Within the first 9 months of insulin therapy mean body weight 

increased by 0.52 kg per month. HbA1c decreased from 9.9 ⊕ 1.8 to 7.9 ⊕ 1.3%. Only 12% of the initial weight gain could 

be attributed to the change in HbA1c. Furthermore, the mean monthly increase in body weight gain was reduced by 0.006 

kg for every 1 kg higher body weight at baseline. From 9 to 36 months after start of insulin therapy, body weight increased 

by 0.1 kg/month, which was independent of change in HbA1c. Improvement of glycaemic control per se contributes little to 

initial weight gain after start of insulin therapy in patients with T2DM. After 9 months of insulin treatment, weight gain is 

unrelated to change in glycosylated haemoglobin. Other factors have to be responsible for weight gain after start of insulin 

therapy.

Pmid: 21083595
De Bie CI, Hummel TZ, Kindermann A, Kokke FT, Damen GM, Kneepkens CM, Van Rheenen PF, Schweizer JJ, 
hoekstra Jh, Norbruis OF, Tjon A Ten WE, Vreugdenhil AC, deckers-kocken Jm, Gijsbers CF, Escher JC, De 
Ridder L. 
The duration of effect of infliximab maintenance treatment in paediatric Crohn’s disease is limited. 
Aliment Pharmacol Ther. 2011 Jan;33(2):243-50. 

BACKGROuND: Infliximab is effective for induction and maintenance of remission in children with moderately to severely 

active Crohn’s disease (CD).

AIM: To evaluate the long-term efficacy of infliximab treatment in paediatric CD.

METHODS: In this observational, multicentre study, all paediatric CD patients in The Netherlands treated with infliximab 

from October 1992 to November 2009 and with minimal follow-up of 3 months since start of infliximab, were studied.

RESuLTS: One hundred and fifty-two CD patients [81M; median age at start of infliximab 15.0 years (IQR 13.1-16.4)] 

received a median number of 10.5 infliximab infusions (IQR 6-21). Median follow-up after start of infliximab was 25 months 

(IQR 13-40). Kaplan-Meier analysis showed that the cumulative probability of losing response to infliximab in patients who 

initially required repeated infusions was 13%, 40% and 50% after 1, 3 and 5 years, respectively. Seventy-four patients (49%) 

needed dose adjustments, with a median time to any adjustment of 6 months.

CONCLuSIONS: Duration of effect of infliximab is limited as 50% of patients on infliximab maintenance treatment lose their 

therapeutic response after 5 years. Dose adjustments after start of infliximab are frequently needed to regain therapeutic 

benefit. These findings emphasise the need for effective, long-term treatment strategies for paediatric CD.

Pmid: 21129003 
Walker JC, Smolders MA, gemen eF, Antonius TA, leuvenink J, de vries e. 
Development of lymphocyte subpopulations in preterm infants. 
Scand J Immunol. 2011 Jan;73(1):53-8. 

In preterm neonates the immune system is thought to be less developed at birth, but very little is known about the actual 

size of lymphocyte subpopulations, and even less about the maturation of these subpopulations during the first months 

after a premature birth. To evaluate the development of lymphocyte subpopulations in preterm infants during the first 3 

months after birth, we performed a prospective longitudinal study in two hospitals in the Netherlands. Preterm neonates (n 

= 38) of all post-menstrual ages were included and blood samples were taken from cord blood, and at 1 week, 6 weeks, and 

3 months. Lymphocyte subpopulations were measured by four-colour flow cytometry. The data were compared with follow-

up data obtained in healthy term neonates (n = 8), and with single samples from school age children (n = 5) and adults (n 

= 5). Overall, we found a similar pattern of post-natal development of lymphocyte subpopulations in the term and preterm 

infants. Both B lymphocytes and helper and cytotoxic T lymphocytes mainly consist of naive cells at birth and during the 3 

months of follow-up in all neonatal age groups. So, the preterm immune system seems to be able to generate an outburst 

of naive T and B lymphocytes from the thymus and bone marrow within the same time span after the start of post-natal 

antigenic stimulation from the environment as the term immune system, but, with lower post-menstrual age, the absolute 

counts of naive helper T lymphocytes are lower.

Pmid: 21153885
Gobardhan PD, Elias SG, Madsen EV, van Wely B, van den Wildenberg F, Theunissen EB, ernst mF, kokke 
mc, van der Pol C, Borel Rinkes IH, Wijsman JH, Bongers V, van Gorp J, van Dalen T.
Prognostic value of lymph node micrometastases in breast cancer: a multicenter cohort study.
Ann Surg Oncol. 2011 Jun;18(6):1657-64. 

BACKGROuND: To evaluate the prognostic meaning of lymph node micrometastases in breast cancer patients.

METHODS: Between January 2000 and January 2003, 1411 patients with a cT(1-2)N(0) invasive breast carcinoma under-

went surgery in 7 hospitals in the Netherlands. Sentinel lymph node biopsy was done in all patients. Based on lymph node 

status, patients were divided into 4 groups: (p)N(0) (n = 922), (p)N(1micro) (n = 103), (p)N(1a) (n = 285), and (p)N(≥1b) (n = 

101). Median follow-up was 6.4 years.

RESuLTS: At the end of follow-up, 1121 women were still alive (79.4%), 184 had died (13.0%), and 106 were lost to 

follow-up (7.5%). Breast cancer recurred in 244 patients: distant metastasis (n = 165), locoregional relapse (n = 83), and 

contralateral breast cancer (n = 44). Following adjustment for possible confounding characteristics and for adjuvant systemic 

treatment, overall survival (OS) remained comparable for (p)N(0) and (p)N(1micro) and was significantly worse for (p)N(1a) 

and (p)N(≥1b) (hazard ratio [HR] 1.18; 95% confidence interval [95% CI] 0.58-2.39, HR 2.47; 95% CI 1.69-3.63, HR 4.36; 

95% CI 2.70-7.04, respectively). Disease-free survival (DFS) was similar too in the (p)N(0) and (p)N(1micro) group, and 

worse for (p)N(1a) and (p)N(≥1b) (HR 0.96; 95% CI 0.56-1.67 vs HR 1.64; 95% CI 1.19-2.27, HR 2.95; CI 1.98-4.42). The 

distant metastases rate also did not differ significantly between the (p)N(0) and (p)N(1micro) group and was worse for (p)

N(1a) and (p)N(≥1b) (HR 1.22; 95% CI 0.60-2.49, HR 2.26; 95% CI 1.49-3.40, HR 3.49; CI 2.12-5.77).

CONCLuSIONS: In breast cancer patients survival is not affected by the presence of micrometastatic lymph node involve-

ment.

Pmid: 21163857
brandes m, hamilton cJ, van der Steen JO, de bruin JP, Bots RS, Nelen WL, Kremer JA.
unexplained infertility: overall ongoing pregnancy rate and mode of conception.
Hum Reprod. 2011 Feb;26(2):360-8. 

BACKGROuND: unexplained infertility is one of the most common diagnoses in fertility care. The aim of this study was to 

evaluate the outcome of current fertility management in unexplained infertility.

METHODS: In an observational, longitudinal, multicentre cohort study, 437 couples were diagnosed with unexplained 

infertility and were available for analysis. They were treated according to their prognosis using standing national treatment 

protocols: (i) expectant management-IuI-IVF (main treatment route), (ii) IuI-IVF and (iii) directly IVF. Primary outcome 

measures were: ongoing pregnancy rate, patient flow over the strategies, numbers of protocol violation and drop out rates. A 

secondary outcome measure was the prediction of ongoing pregnancy and mode of conception.

RESuLTS: Of all couples 81.5% (356/437) achieved an ongoing pregnancy and 73.9% (263/356) of the pregnancies were 

conceived spontaneously. There were 408 couples (93.4%) in strategy-1, 21 (5.0%) in strategy-2 and 8 (1.8%) in strategy-3. 

In total, 33 (7.6%) couples entered the wrong strategy. There were 104 couples (23.8%) who discontinued fertility treatment 

prematurely: 26 on doctor’s advice (with 4 still becoming pregnant) and 78 on their own initiative (with 33 still achieving 

a pregnancy). Predictors for overall pregnancy chance and mode of conception were duration of infertility, female age and 

obstetrical history.
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CONCLuSIONS: Overall success rate in couples with unexplained infertility is high. Most pregnancies are conceived 

spontaneously. We recommend that if the pregnancy prognosis is good, expectant management should be suggested. The 

prognosis criteria for treatment with IuI or IVF needs to be investigated in randomized controlled trials.

Pmid: 21170549
de vries e, Driessen G. 
Educational paper: Primary immunodeficiencies in children: a diagnostic challenge. 
Eur J Pediatr. 2011 Feb;170(2):169-77. 

Primary immunodeficiencies (PIDs) are characterized by an increased susceptibility to infections due to defects in one ore 

more components of the immune system. Although most PIDs are relatively rare, they are more frequent than generally 

acknowledged. Early diagnosis and treatment of PIDs save lives, prevent morbidity, and improve quality of life. This early 

diagnosis is the task of the pediatrician who encounters the child for the first time: he/she should suspect potential PID in 

time and perform the appropriate diagnostic tests. In this educational paper, the first in a series of five, we will describe the 

most common clinical presentations of PIDs and offer guidelines for the diagnostic process, as well as a brief overview of 

therapeutic possibilities and prognosis.

Pmid: 21183367
inca trialists collaboration. (van geffen hJ.)
Operation compared with watchful waiting in elderly inguinal hernia patients: a review and data analysis. J 
Am. Coll Surg 2011; 212(2): 251-259.

Pmid: 21195668
brandes m, Verzijden JC, hamilton cJ, de Weys NP, de bruin JP, Bots RS, Nelen WL, Kremer JA.
Is the fertility treatment itself a risk factor for early pregnancy loss?
Reprod Biomed Online. 2011 Feb;22(2):192-9. 

This longitudinal multicentre cohort study aimed to identify the role of the conception mode in infertile couples with an early 

pregnancy loss (EPL). All couples referred to the fertility clinic for the first time in the period 2002-2006 because of inferti-

lity were followed up to their first clinical pregnancy (n=1809). EPL was the outcome of 286 (15.8%) pregnancies. EPL rates 

for the different conception modes were as follows: spontaneous 14.5% (125/864), ovulation induction 15.8% (42/266), 

intrauterine insemination 25.0% (5/20), intrauterine insemination combined with ovarian stimulation 18.2% (37/203), IVF 

16.3% (31/190), intracytoplasmic sperm injection (ICSI) 14.9% (30/202) and frozen embryo transfer (FET) 26.2% (16/61). 

After adjusting for female age, male age, hospital, obstetric history, female smoking habit, male alcohol use, menstrual cycle 

type and infertility diagnosis, the EPL rate after FET was significantly increased (odds ratio 2.2, 95% CI 1.14-4.19) compared 

with spontaneous conception. Embryo quality was comparable in fresh and frozen embryos. Other fertility treatments sho-

wed no increased miscarriage rate. Therefore, it is concluded that even after adjustment for confounding factors conception 

through FET remained an independent risk factor for EPL. Other modes of conception were not related with EPL.

Pmid: 21210109
Cheebsumon P, Velasquez LM, hoekstra cJ, Hayes W, Kloet RW, Hoetjes NJ, Smit EF, Hoekstra OS, Lam-
mertsma AA, Boellaard R. 
Measuring response to therapy using FDG PET: semi-quantitative and full kinetic analysis.
Eur J Nucl Med Mol Imaging. 2011 May;38(5):832-42.

PuRPOSE: Imaging with positron emission tomography (PET) using (18)F-2-fluoro-2-deoxy-D: -glucose (FDG) plays an 

increasingly important role for response assessment in oncology. Several methods for quantifying FDG PET results exist. The 

goal of this study was to analyse and compare various semi-quantitative measures for response assessment with full kinetic 

analysis, specifically in assessment of novel therapies.

METHODS: Baseline and response dynamic FDG studies from two different longitudinal studies (study A: seven subjects with 

lung cancer and study B: six subjects with gastrointestinal cancer) with targeted therapies were reviewed. Quantification of 

tumour uptake included full kinetic methods, i.e. nonlinear regression (NLR) and Patlak analyses, and simplified measures 

such as the simplified kinetic method (SKM) and standardized uptake value (SuV). An image-derived input function was used 

for NLR and Patlak analysis.

RESuLTS: There were 18 and 9 lesions defined for two response monitoring studies (A and B). In all cases there was 

excellent correlation between Patlak- and NLR-derived response (R (2) > 0.96). Percentage changes seen with SuV were 

significantly different from those seen with Patlak for both studies (p < 0.05). After correcting SuV for plasma glucose, SuV 

and Patlak responses became similar for study A, but large differences remained for study B. Further analysis revealed that 

differences in responses amongst methods in study B were primarily due to changes in the arterial input functions.

CONCLuSION: use of simplified methods for assessment of drug efficacy or treatment response may provide different results 

than those seen with full kinetic analysis.

Pmid:21210852
Janssen kW, Orchard JW, Driscoll TR, van Mechelen W.
High incidence and costs for anterior cruciate ligament reconstructions performed in Australia from 2003-
2004 to 2007-2008: time for an anterior cruciate ligament register by Scandinavian model?
Scand J Med Sci Sports. 2012 Aug;22(4):495-501.

The aim of this paper was to provide a descriptive epidemiology of anterior cruciate ligament (ACL) reconstructions in 

Australia. Data on all ACL reconstructions were collected from July 1, 2003 till June 30, 2008. Main outcome measures 

were the incidence of ACL reconstructions for Australia, per age group, sex and sport, including estimates of direct costs. 

There were 50 187 ACL reconstructions over the 5-year period studied. The population-based incidence of ACL recon-

structions per 100 000 person-years was 52.0 [95% confidence intervals (CI): 51.6; 52.5], higher than previously published 

incidences from other western countries (Scandinavia 32-38). The population incidence rose rapidly through adolescence 

and early adulthood and then gradually declined. Males had a higher population incidence than females. Skiing had the 

highest incidence of ACL reconstructions per 100 000 person-years, followed by Australian rules football, rugby, netball and 

soccer. The total estimated hospital costs associated with ACL reconstruction surgery were over A$75 million (⊕45 million) 

per year. Further research is necessary to examine the causes for the higher population incidence of ACL reconstructions in 

Australia compared with other countries. The establishment of a national register of ACL injuries, similar to those developed 

in Scandinavia should be considered.

Pmid: 21239980
Lambregts DM, Beets GL, Maas M, Kessels AG, Bakers FC, cappendijk vc, Engelen SM, Lahaye MJ, de Bru-
ine AP, Lammering G, Leiner T, Verwoerd JL, Wildberger JE, Beets-Tan RG.
Accuracy of gadofosveset-enhanced MRI for nodal staging and restaging in rectal cancer.
Ann Surg. 2011 Mar;253(3):539-45.

OBJECTIVE: To prospectively assess the accuracy of gadofosveset-enhanced magnetic resonance imaging (MRI) for nodal 

staging and restaging in rectal cancer.
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BACKGROuND: Accurate preoperative assessment of nodal disease in rectal cancer impacts treatment management. Staging 

with modern imaging techniques (computed tomography, MRI and endorectal ultrasound) is insufficiently accurate for clinical 

decision making. This study aims to assess the accuracy of MRI using a novel lymph node magnetic resonance contrast, 

gadofosveset, for nodal staging and restaging in rectal cancer using a per node comparison with histology as the reference 

standard.

METHODS: Sixty-eight patients underwent gadofosveset-enhanced MRI at 1.5T. Twenty-six patients (primary staging group 

I) were treated with total mesorectal excision (with or without preoperative 5 × 5 Gy) and 42 (restaging group II) underwent 

a long course of chemoradiation followed by a restaging MRI and resection. Nodes were scored as benign or malignant by 

2 radiologists (experienced and junior reader) first on standard MRI, then on gadofosveset-enhanced MRI. For group I the 

primary staging MRI was compared with histology. In group II the second, restaging MRI was compared with histology.

RESuLTS: For the experienced reader, sensitivity, specificity, and area under the ROC-curve (AuC) improved from 76%, 82% 

and 0.84 on standard MRI to 80%, 97% and 0.96 on gadofosveset-MRI (P < 0.001). For the junior reader results improved 

from 69%, 85%, and 0.85 on standard MRI to 70%, 95%, and 0.93 on gadofosveset-MRI (P = 0.03). Interobserver agreement 

was good on both standard MRI (⊕ 0.73) and gadofosveset-MRI (⊕ 0.71).

CONCLuSIONS: This study shows high reproducibility and significantly improved accuracy compared to standard MRI for 

gadofosveset-enhanced MRI for nodal staging and restaging in rectal cancer.

Pmid: 21240629
ruiterkamp J, ernst mF, de Munck L, van der Heiden-van der Loo M, Bastiaannet E, van de Poll-Franse LV, 
bosscha k, Tjan-Heijnen VC, Voogd AC.
Improved survival of patients with primary distant metastatic breast cancer in the period of 1995-2008. A 
nationwide population-based study in the Netherlands.
Breast Cancer Res Treat. 2011 Jul;128(2):495-503. 

In this study, changes in prognosis for more than 8,000 patients with primary distant metastatic breast cancer were analy-

zed, using nation-wide data of the Netherlands Cancer Registry. Besides the roll of systemic treatment, the effect of surgery 

of the primary tumor was evaluated. Between 1995 and 2008, 160,595 new patients were diagnosed with invasive breast 

cancer. Of these patients, 8,031 (5.0%) had distant metastases at diagnosis. Patients were divided into three periods, based 

on the year of diagnosis of their disease. The median survival was 1.42 years for patients diagnosed in the period 1995-

1999, 1.61 years in the period 2000-2004 and 1.95 years in the period 2005-2008. The improvement of the median 

survival was most pronounced for patients younger than 50 years. Patients receiving systemic treatment, loco-regional 

radiotherapy or breast surgery had a significantly lower risk of death compared to patients not receiving these treatments. 

An improvement of 6 months is observed in the median survival of patients with primary distant metastatic breast cancer 

between 1995 and 2008. The increased efficacy of chemotherapy and the introduction of targeted treatments are the most 

likely explanations for this improvement, which was most marked for younger patients.

Pmid: 21240647
Lambregts DM, cappendijk vc, Maas M, Beets GL, Beets-Tan RG.
Value of MRI and diffusion-weighted MRI for the diagnosis of locally recurrent rectal cancer.
Eur Radiol. 2011 Jun;21(6):1250-8. 

OBJECTIVES: To evaluate the accuracy of standard MRI, diffusion-weighted MRI (DWI) and fusion images for the diagnosis of 

locally recurrent rectal cancer in patients with a clinical suspicion of recurrence.

METHODS: Forty-two patients with a clinical suspicion of recurrence underwent 1.5-T MRI consisting of standard T2-

weighted FSE (3 planes) and an axial DWI (b0,500,1000). Two readers (R1,R2) independently scored the likelihood of recur-

rence; [1] on standard MRI, [2] on standard MRI+DWI, and [3] on T2-weighted+DWI fusion images.

RESuLTS: 19/42 patients had a local recurrence. R1 achieved an area under the ROC-curve (AuC) of 0.99, sensitivity 100% 

and specificity 83% on standard MRI versus 0.98, 100% and 91% after addition of DWI (p = 0.78). For R2 these figures 

were 0.87, 84% and 74% on standard MRI and 0.91, 89% and 83% with DWI (p = 0.09). Fusion images did not significantly 

improve the performance. Interobserver agreement was ⊕0.69 for standard MRI, ⊕0.82 for standard MRI+DWI and ⊕0.84 

for the fusion images.

CONCLuSIONS: MRI is accurate for the diagnosis of locally recurrent rectal cancer in patients with a clinical suspicion of 

recurrence. Addition of DWI does not significantly improve its performance. However, with DWI specificity and interobserver 

agreement increase. Fusion images do not improve accuracy.

Pmid: 21252061
biesma b, Wymenga AN, Vincent A, Dalesio O, Smit  HJ, Stigt JA, Smit EF, van Felius CL, van Putten JW, 
Slaets JP, Groen HJ; on behalf of the Dutch Physician Study Group. 
Quality of life, geriatric assessment and survival in elderly patients with non-small-cell lung cancer treated 
with carboplatin-gemcitabine or carboplatin-paclitaxel: NVALT-3 a phase III study. 
Ann Oncol. 2011 Jul;22(7):1520-7.

BACKGROuND: Elderly patients with advanced non-small-cell lung cancer (NSCLC) may derive similar benefit from 

platinum-based chemotherapy as younger patients. Quality of life (QoL) and comprehensive geriatric assessment (CGA) is 

often advocated to assess benefits and risks.

PATIENTS AND METHODS: A total of 181 chemotherapy-naive patients [≥70 years, performance score (PS) of 0-2] with 

stage III-IV NSCLC received carboplatin and gemcitabine (CG) (n = 90) or carboplatin and paclitaxel (CP) (n = 91) every 3 

weeks for up to four cycles. Primary end point was change in global QoL from baseline compared with week 18. Pretreat-

ment CGA and mini geriatric assessment during and after treatment were undertaken. A principal component (PC) analysis 

was carried out to determine the underlying dimensions of CGA and QoL and subsequently related to survival.

RESuLTS: There were no changes in QoL after treatment. The number of QoL responders (CG arm, 12%; CP arm, 5%) was 

not significantly different. CGA items were only associated with neuropsychiatric toxicity. Quality-adjusted survival was not 

different between treatment arms. The PC analysis derived from nine CGA, six QoL and one PS score indicated only one 

dominant dimension. This dimension was strongly prognostic, and physical and role functioning, Groningen Frailty Indicator 

and Geriatric Depression Scale were its largest contributors.

CONCLuSIONS: Paclitaxel or gemcitabine added to carboplatin did not have a differential effect on global QoL. CGA was as-

sociated with toxic effects in a very limited manner. CGA and QoL items measure one underlying dimension, which is highly 

prognostic.

Pmid: 21257816 
huijsmans cJ, Schellekens JJ, Wever Pc, Toman R, Savelkoul PH, Janse I, hermans mh.
Single-nucleotide-polymorphism genotyping of Coxiella burnetii during a Q fever outbreak in The Nether-
lands.
Appl Environ Microbiol. 2011 Mar;77(6):2051-7.

Coxiella burnetii is the etiological agent of Q fever. Currently, the Netherlands is facing the largest Q fever epidemic ever, 

with almost 4,000 notified human cases. Although the presence of a hypervirulent strain is hypothesized, epidemiological 

evidence, such as the animal reservoir(s) and genotype of the C. burnetii strain(s) involved, is still lacking. We developed a 
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single-nucleotide-polymorphism (SNP) genotyping assay directly applicable to clinical samples. Ten discriminatory SNPs 

were carefully selected and detected by real-time PCR. SNP genotyping appeared to be highly suitable for discrimination 

of C. burnetii strains and easy to perform with clinical samples. With this new method, we show that the Dutch outbreak 

is caused by at least 5 different C. burnetii genotypes. SNP typing of 14 human samples from the outbreak revealed the 

presence of 3 dissimilar genotypes. Two genotypes were also present in livestock at 9 farms in the outbreak area. SNP ana-

lyses of bulk milk from 5 other farms, commercial cow milk, and cow colostrum revealed 2 additional genotypes that were 

not detected in humans. SNP genotyping data from clinical samples clearly demonstrate that at least 5 different C. burnetii 

genotypes are involved in the Dutch outbreak.

Pmid:21268721
de Vries Feyens C, de Jager cP.
Decreased skin turgor. 
N Engl J Medicine, 2011 Jan 27; 364(4):e6.

A 61-year-old man with a vasoactive intestinal polypeptide-secreting neuroendocrine tumor (VIPoma) and diarrheal fluid 

losses exceeding 10 liters per day was transferred to the intensive care unit with severe volume depletion. On physical exa-

mination, the blood pressure was 54/30 mm Hg, and there was sinus tachycardia of 156 beats per minute. His total enteric 

fluid loss was 17 liters in the first 2 days after admission. The patient was also noted to have severely decreased skin turgor. 

Skin that was pinched over his anterior leg (Panel A) continued to be tented even after 10 minutes (Panel B). In patients 

with a normal fluid volume, the skin would be expected to return to its usual contour almost immediately. Skin elasticity 

is known to decrease with age, and there is no widely accepted threshold value distinguishing normal from abnormal skin 

turgor. Nevertheless, the skin turgor in this patient was dramatically decreased, clearly illustrating the loss of normal skin 

elasticity that can occur with severe volume depletion. The tenting resolved with volume resuscitation. After the intravenous 

administration of octreotide, the secretory diarrhea ceased within 12 hours. A pancreatic tumor measuring 44 by 30 mm 

was subsequently identified on computed tomography and was resected. The patient had a full recovery.

Pmid: 21282302
Ocak G, Halbesma N, le Cessie S, hoogeveen ek, van Dijk S, Kooman J, Dekker FW, Krediet RT, Boeschoten 
EW, Verduijn M. 
Hemodialysis catheters increase mortality as compared arteriovenous accesses especially in elderly patients. 
Nephrol Dial Transplant. 2011 Aug;26(8):2611-7.

BACKGROuND: Catheter use has been associated with an increased mortality risk in haemodialysis patients. However, dif-

ferences in the all-cause and cause-specific mortality risk between catheter use and arteriovenous access use in young and 

elderly haemodialysis patients have not yet been investigated.

METHODS: In this prospective cohort study of 1109 incident haemodialysis patients from 38 centres in the Netherlands, 

hazard ratios (HRs) with 95% confidence intervals (95% CIs) were calculated for 2-year all-cause, infection-related and 

cardiovascular mortality in patients with a catheter as compared to patients with an arteriovenous access stratified for age (< 

65 years and ≥ 65 years).

RESuLTS: Of the 1109 patients, 919 had an arteriovenous access and 190 had a catheter. The mortality rate was 76 per 

1000 person-years in young patients with an arteriovenous access, 129 per 1000 person-years in young patients with 

a catheter, 222 per 1000 person-years in elderly patients with an arteriovenous access and 427 per 1000 person-years 

in elderly patients with a catheter. The adjusted HR was 3.15 (95% CI: 2.09-4.75) for elderly patients with a catheter as 

compared to young patients with an arteriovenous access. The adjusted HRs in elderly patients with a catheter as compared 

to elderly patients with an arteriovenous access were 1.54 (95% CI: 1.13-2.12) for all-cause mortality, 1.60 (95%: CI 0.62-

4.19) for infection-related mortality and 1.67 (95% CI: 1.04-2.68) for cardiovascular mortality.

CONCLuSIONS: Especially, elderly haemodialysis patients with a catheter have an increased all-cause, infection-related and 

cardiovascular mortality risk as compared to patients with an arteriovenous access.

Pmid: 21289146
Kampschreur LM, Oosterheert JJ, de Vries Feyens CA, Delsing CE, hermans mh, van Sluisveld IL, Lestrade 
PJ, renders nh, elsman P, Wever Pc.
Chronic Q fever-related dual-pathogen endocarditis: case series of three patients. 
J Clin Microbiol. 2011 Apr;49(4):1692-4.

Following Coxiella burnetii infection, there is a 1 to 5% risk of chronic Q fever. Endocarditis, mycotic aneurysm, and vascular 

prosthesis infection are common manifestations. We present three patients with endocarditis by C. burnetii concomitant with 

another bacterial pathogen. Chronic Q fever should therefore be considered in all endocarditis patients in regions where Q 

fever is endemic.

Pmid:21298721
van leijsen sa, Hoogstad-van Evert JS, Mol BW, Vierhout ME, Milani AL, Heesakkers JP, Kluivers KB. 
The correlation between clinical and urodynamic diagnosis in classifying the type of urinary incontinence in 
women. A systematic review of the literature. 
Neurourol urodyn. 2011 Apr;30(4):495-502. 

AIMS: To determine the reclassification rate of clinically diagnosed stress, mixed, and urge urinary incontinence after urody-

namic investigation.

METHODS: A systematic review of the published literature in MEDLINE and EMBASE of clinical trials among women with 

urinary incontinence. Studies were included in case the diagnosis based on symptoms and/or signs was compared with the 

diagnosis after urodynamic investigation.

RESuLTS: Twenty-three articles involving 6,282 women with urinary incontinence met the inclusion criteria. A clinical 

diagnosis of stress urinary incontinence was reclassified into mixed urinary incontinence in 9% of women and into detrusor 

overactivity (DO) in 7% of cases. The pooled reclassification rate was highest among patients with symptoms of mixed uri-

nary incontinence, where 46% of the patients had stress urinary incontinence and 21% had DO on urodynamic investigation. 

The available literature does not allow the identification of the additional value of non-invasive test, such as stress test and 

voiding diary, accessory to symptoms. None of the studies had therapeutic effects as an outcome measure.

CONCLuSIONS: This review of clinical studies shows that the level of agreement between classification based on clinical eva-

luation and based on urodynamic investigation is poor. urodynamic observations are regarded as gold standard, but based 

on the poor correlation, this assumption should be questioned.

Pmid: 21299612 
bart iY, Weemaes CM, schuitema-dijkstra ar, Smeets D, de vries e. 
Immunodeficiency in a child with partial trisomy 6p. 
Acta Paediatr. 2011 Aug;100(8):e92-4.
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AIM: We present a mentally retarded boy with partial trisomy of the short arm of chromosome 6 as a result of an interstitial 

tandem duplication of 6p12.2-p21.31 and immunodeficiency. Patients with mental retardation because of a chromosomal dis-

order or eponymous syndrome often experience recurrent respiratory tract infections as a result of their associated anatomical 

or neurological abnormalities. However, associated immune defects may also significantly contribute to their susceptibility to 

infections. Timely recognition and appropriate treatment of their immunodeficiency will greatly improve quality of life in these 

patients. CONCLuSION: Immunodeficiency may be the direct cause of recurrent respiratory tract infections in patients with 

mental retardation because of a chromosomal disorder or eponymous syndrome, even in the face of feeding difficulties and 

multiple episodes of aspiration, as is illustrated in this boy with partial trisomy 6p.

Pmid: 21300973 
Vennegoor A, Wattjes MP, van munster et, Kriekaart RL, van Oosten BW, Barkhof F, Killestein J, Polman CH. 
Indolent course of progressive multifocal leukoencephalopathy during natalizumab treatment in MS. Neuro-
logy. 2011 Feb 8;76(6):574-6.

Pmid: 21314933
van der Hoek W, meekelenkamp Jc, leenders ac, Wijers N, Notermans DW, Hukkelhoven CW.
Antibodies against Coxiella burnetii and pregnancy outcome during the 2007-2008 Q fever outbreaks in the 
Netherlands. 
BMC Infectious Diseases 2011, Feb 11;11:44.

BACKGROuND: Q fever has become a major public health problem in The Netherlands. Infection with Coxiella burnetii (Q 

fever) during pregnancy has resulted in adverse pregnancy outcome in the majority of reported cases. Therefore, we aimed to 

quantify this risk by examining the earliest periods corresponding to the epidemic in The Netherlands.

METHODS: Serum samples that had been collected from the area of highest incidence by an existing national prenatal 

screening programme and data from the Netherlands Perinatal Registry (PRN) on diagnosis and outcome were used. We per-

formed indirect immunofluorescence assay to detect the presence of IgM and IgG antibodies against C. burnetii in the samples. 

The serological results were analyzed to determine statistical association with recorded pregnancy outcome.

RESuLTS: Evaluation of serological results for 1174 women in the PRN indicated that the presence of IgM and IgG antibodies 

against phase II of C. burnetii was not significantly associated with preterm delivery, low birth weight, or several other outcome 

measures.

CONCLuSION: The present population-based study showed no evidence of adverse pregnancy outcome among women who 

had antibodies to C. burnetii during early pregnancy.

Pmid: 21316185
van la Parra RF, Peer PG, ernst mF, bosscha k.
Meta-analysis of predictive factors for non-sentinel lymph node metastases in breast cancer patients with a 
positive SLN.
Eur J Surg Oncol. 2011 Apr;37(4):290-9. 

AIMS: A meta-analysis was performed to identify the clinicopathological variables most predictive of non-sentinel node (NSN) 

metastases when the sentinel node is positive.

METHODS: A Medline search was conducted that ultimately identified 56 candidate studies. Original data were abstracted from 

each study and used to calculate odds ratios. The random-effects model was used to combine odds ratios to determine the 

strength of the associations.

FINDINGS: The 8 individual characteristics found to be significantly associated with the highest likelihood (odds ratio >2) of 

NSN metastases are SLN metastases >2mm in size, extracapsular extension in the SLN, >1 positive SLN, ≤1 negative SLN, 

tumour size >2cm, ratio of positive sentinel nodes >50% and lymphovascular invasion in the primary tumour. The histological 

method of detection, which is associated with the size of metastases, had a correspondingly high odds ratio.

CONCLuSIONS: We identified 8 factors predictive of NSN metastases that should be recorded and evaluated routinely in SLN 

databases. These factors should be included in a predictive model that is generally applicable among different populations.

Pmid: 21320371
Blaauw GJ, Notermans DW, Schimmer B, meekelenkamp J, Reimerink JH, Teunis P, schneeberger Pm.
The application of an enzyme-linked immunosorbent assay or an immunofluorescent assay test leads to dif-
ferent estimates of seroprevalence of Coxiella burnetii in the population.
Epidemiol Infect. 2012 Jan;140(1):36-41. 

The diagnosis and epidemiological studies of Q fever depend on serology. Among the main methods employed are the 

enzyme-linked immunosorbent assay (ELISA) and the immunofluorescent assay test (IFAT). We show that two commercial 

assays representing the two methods with two different cut-off titres can lead to significant differences in diagnostic and 

seroprevalence estimates. This in turn emphasizes the need for a standardized gold method to compare the various assays; 

whether this standard is ‘in-house’ or commercially obtained.

Pmid: 21320538
hermans mh, huijsmans cr, Schellekens JJ, Savelkoul PH, Wever Pc.
Coxiella burnetii DNA in goat milk after vaccination with Coxevac®. 
Vaccine. 2011 Mar 24;29(15):2653-6. 

Q fever is a zoonotic disease caused by Coxiella burnetii, a species of bacteria that is distributed globally. A large Q fever 

epidemic is currently spreading throughout the Netherlands with more than 3500 human cases notified from 2007 to 2009. 

Governmental measures to prevent further spread of the disease imposed in December 2009 included vaccination of all 

dairy goats and sheep and, in parallel, bulk tank milk testing to identify contaminated goat and sheep farms. When bulk tank 

milk was found to contain C. burnetii DNA, pregnant ruminants were culled. An important, but unsolved issue in this policy 

was whether vaccine-derived C. burnetii DNA is excreted in milk after vaccination. using real time PCR and single nucleotide 

polymorphism (SNP) genotyping techniques, we show here that within hours and up to 9 days after vaccination with 

Coxevac(®), vaccine-derived C. burnetii DNA can be detected in the milk of dairy goats. This is the first report describing 

DNAlactia of vaccine-derived DNA after vaccination with a completely inactivated vaccine. This finding had implications for 

the Dutch policy to combat the Q fever epidemic. A 2-week interval was introduced between vaccination and bulk tank milk 

testing to identify infected farms.

Pmid: 21324217
Schimmer B, Notermans DW, Harms MG, Reimerink JH, Bakker J, schneeberger P, Mollema L, Teunis P, van 
Pelt W, van Duynhoven y.
Low seroprevalence of Q fever in The Netherlands prior to a series of large outbreaks.
Epidemiol Infect. 2012 Jan;140(1):27-35. 

The Netherlands has experienced large community outbreaks of Q fever since 2007. Sera and questionnaires contai-

ning epidemiological data from 5654 individuals were obtained in a nationwide seroprevalence survey used to evaluate 
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the National Immunization Programme in 2006-2007. We tested these sera for IgG phase-2 antibodies against Coxiella 

burnetii with an ELISA to estimate the seroprevalence and to identify determinants for seropositivity before the Q fever 

outbreaks occurred. Overall seroprevalence was 1·5% [95% confidence interval (CI) 1·3-1·7]. Corrected for confirmation with 

immunofluorescence results in a subset, the estimated seroprevalence was 2·4%. Seropositivity ranged from 0·48% (95% 

CI 0·00-0·96) in the 0-4 years age group to 2·30% (95% CI 1·46-3·15) in the 60-79 years age group. Keeping ruminants, 

increasing age and being born in Turkey were independent risk factors for seropositivity. The low seroprevalence before the 

start of the outbreaks supports the hypothesis that The Netherlands has been confronted with a newly emerging Q fever 

problem since spring 2007.

Pmid: 21325552
Pierik A, Zwanenburg C, Moerland E, Broer D, Stapert H, van den brule aJ.
Rapid genotyping of human papillomavirus by post-PCR array-based hybridization techniques. 
J Clin Microbiol. 2011 Apr;49(4):1395-402. 

Kinetic hybridization measurements on a microarray are expected to become a valuable tool for genotyping applications. A 

method has been developed that enables kinetic hybridization measurements of PCR products on a low-density microarray. 

This is accomplished by pumping a solution containing PCR products up and down through a porous microarray substrate. 

After every pumping cycle, the fluorescently labeled PCR products hybridized to capture probes immobilized on the solid 

surface of the porous microarray substrate are measured. By this method, both binding curves and high-resolution melting 

curves are obtained instead of the single endpoint hybridization intensities as with commonly used post-PCR array-based 

hybridization techniques. We used 20 subtypes of the human papillomavirus (HPV) as a model system to test our detection 

method and blindly analyzed 216 clinical samples. We compared our microarray flowthrough method with a reference me-

thod, PCR followed by a reverse line blot (RLB). Real-time hybridization measurements followed by high-resolution melting 

curves of low concentrations of fluorescently labeled HPV targets on a microarray were successfully carried out without 

any additional chemical signal amplification. The results of our new method were in good agreement (93%, with a kappa 

coefficient of ⊕ = 0.88 [95% CI, 0.81 to 0.94]) with the RLB results. All discrepant samples were analyzed by a third method, 

enzyme immunoassay (EIA). Furthermore, in a number of cases, we were able to identify false-positive samples by making 

use of the information contained in the kinetic binding and melting curves. This clearly demonstrates the added value of the 

use of kinetic measurements and high-resolution melting curves, especially for highly homologous targets.

Pmid: 21326138
hoogeveen ek, Aalten J, Rothman KJ, Roodnat JI, Mallat MJ, Borm G, Weimar W, Hoitsma AJ, de Feijter JW. 
Effect of obesity on the outcome of kidney transplantation: a 20–year follow-up. 
Transplantation. 2011 Apr 27;91(8):869-74.

BACKGROuND: Cardiovascular disease is both a major threat to the life expectancy of kidney transplant recipients and an 

important determinant of late allograft loss. Obesity is an important risk factor for cardiovascular disease.

METHODS:We investigated the relation between both pretransplant and 1-year posttransplant body mass index (BMI) with 

patient and renal graft survival in a cohort of 1810 adult patients. Sixty-one percent of all patients were men; median age 

(interquartile range [IQR]) was 46 years (35-56 years); median (IQR) pretransplant BMI was 23.0 kg/m (20.8-25.6 kg/m); 

1 year after transplantation, the median (IQR) BMI had increased 1.6 kg/m (0.3-3.2 kg/m) and median (IQR) follow-up time 

was 8.3 years (5.3-12.0 years). We categorized BMI as follows: less than or equal to 20, more than 20 to less than or equal 

to 25 (normal), more than 25 to less than or equal to 30, and more than 30 (obesity) kg/m.

RESuLTS: using a Cox proportional hazards model, after adjustment for cardiovascular risk factors, the relative risks (95% 

confidence intervals) of death and death-censored graft failure during all follow-up for pretransplant obesity compared with 

normal BMI were 1.22 (0.86-1.74) and 1.34 (1.02-1.77), respectively; for obesity 1 year after transplantation compared 

with normal BMI, it was 1.39 (1.05-1.86) and 1.39 (1.10-1.74), respectively; and for change in BMI (per 5 kg/m increment) 

during the first year after transplantation, it was 1.23 (1.01-1.50) and 1.18 (1.01-1.38), respectively.

CONCLuSIONS: One year posttransplant BMI and BMI increment are more strongly related to death and graft failure than 

pretransplant BMI among kidney transplant recipients. Patients with BMI more than 30 kg/m compared with a normal BMI 

have approximately 20% to 40% higher risk for death and graft failure.

Pmid: 21329539
Munster JM, hamilton cJ, leenders ac, lestrade PJ. 
Chronic Q fever during Pregnancy. 
Ned Tijdschr Geneeskd. 2011;155(5):A2781. 

A 42-year-old woman visited the pulmonologist for follow-up after a pneumonia. In retrospect the pneumonia appeared to 

be a manifestation of an acute Q fever infection. A few weeks later the patient was found to be unexpectedly pregnant. At the 

normal serological follow-up six months after the primary infection chronic Q fever infection was diagnosed. Doxycycline and 

hydroxychloroquine are contraindicated in pregnancy and the patient was found to be allergic to co-trimoxazole. Therefore 

treatment with erythromycin was chosen on empirical grounds. The patient had many symptoms during pregnancy. After 38 

weeks and 2 days amenorrhea labour was induced on maternal indication. Finally a healthy boy of 3850 grams was born by 

caesarean section. In view of the increased risk of chronic Q fever infection during pregnancy we advise intensified serological 

monitoring of patients with acute Q fever who subsequently become pregnant.

Pmid: 21334683
Bochove-Overgaauw DM, schrier bP.
An adjustable sling for the treatment of all degrees of male stress urinary incontinence: retrospective evalua-
tion of efficacy and complications after a minimal followup of 14 months.
J urol. 2011 Apr;185(4):1363-8. 

PuRPOSE: In this retrospective study we evaluated the efficacy and complications of the Argus® adjustable sling for the 

treatment of various degrees of male stress urinary incontinence.

MATERIALS AND METHODS: Retrospectively we evaluated continence and complications in 100 men with stress urinary 

incontinence consecutively treated with the Argus between April 2005 and October 2008. Incontinence was defined as mild (1 

to 2 pads per 24 hours), moderate (3 to 5 pads per 24 hours) and severe (more than 5 pads per 24 hours). Patient evaluation 

included medical history, pad count, a quality of life score, Patient Global Impression of Improvement and visual analog scale 

measurements to determine satisfaction with continence and with treatment. Results and complications were evaluated 6 

weeks after surgery and in December 2009.

RESuLTS: After a median followup of 27 months (range 14 to 57) the Argus was successful in 72% of patients (68 of 95). Mild 

incontinence was treated in 13, moderate incontinence in 46 and severe incontinence in 41 patients. Success rates stratified 

to degree of incontinence were 92% (12 of 13), 67% (29 of 43) and 67% (26 of 39), respectively. Complications occurred 

in 55% of patients and most were Clavien grade I to II. Visual analog scale measurements on continence and quality of life 

showed significant improvement.

CONCLuSIONS: The Argus adjustable male sling is a valuable adjunct in the treatment of all degrees of stress urinary inconti-

nence. Complications are not uncommon but are mostly Clavien grade I to II. Patients report significantly improved continence 

and quality of life after treatment.
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Pmid: 21339196
Cantineau AE, Cohlen BJ, Klip H, Heineman MJ; Dutch IuI Study Group Collaborators.
Collaborators (11): Hoek A, Lambalk CB, hamilton cJ, Van Bommel PF, van Dop PA, van der Heijden PF, de 
Sutter P, D’Hooghe T, Manger PA, Ombelet W, Santema JG.
The addition of GnRH antagonists in intrauterine insemination cycles with mild ovarian hyperstimulation 
does not increase live birth rates--a randomized, double-blinded, placebo-controlled trial.
Hum Reprod. 2011 May;26(5):1104-11. 

BACKGROuND: This multicenter, double-blinded RCT investigated the efficacy of GnRH antagonists in cycles with mild 

ovarian hyperstimulation (MOH) followed by IuI in subfertile women.

METHODS: Couples diagnosed with unexplained, male factor subfertility or associated with the presence of minimal or mild 

endometriosis were randomized with a computer-generated list of numbers by a third party in a double-blinded setting 

to receive either a GnRH antagonists or a placebo in 12 institutional or academic hospitals. All women were treated with 

recombinant FSH in a low-dose step-up regimen starting on Day 2-4 of the cycle. A GnRH antagonist was added when one 

or more follicles of 14 mm diameter or more were visualized. When at least one follicle reached a size of ≥18 mm, ovulation 

was induced by hCG injection. A single IuI was performed 38-40 h later. Couples were offered a maximum of three consecu-

tive cycles. The primary outcome of the trial was live births. Secondary outcomes were pregnancy rates, multiple pregnancy 

rates, miscarriages and ovarian hyperstimulation syndrome rate.

RESuLTS: A total of 233 couples were included from January 2006 to February 2009, starting 572 treatment cycles. Live 

birth rates were not significantly different between the group treated with GnRH antagonist (8.4%; 23/275) and the placebo 

group (12%; 36/297) (P = 0.30). Three twin pregnancies occurred in the GnRH antagonist group and two twin pregnancies 

in the placebo group.

CONCLuSIONS: Adding a GnRH antagonist in cycles with MOH in an IuI program does not increase live birth rates. Dutch 

Trial Register no: NTR497.

Pmid 2135137
Schellekens AF, Mulder SF, van Eijndhoven PhF, smildetJ, van Herpen AM. 
Psychotic symptoms in the course of Sunitinib treatment for advanced renal cell cander. Two cases. 
General Hospital Psychiatry 2011;33:83.e1-3.

This study was conducted to evaluate the results of treating hypersensitive dentin with a GaAlAs semiconductor laser diode 

using the double blind test. For this purpose, sixty-seven teeth were examined. Thirty of the teeth were treated with laser 

irradiation (active group), while the other 36 were not (dummy group). The irradiation equipment was obtained from J. 

Morita Co. and operated at a continuous wavelength of 790 nm and a laser strength of 30 mW. The following results were 

obtained: After two hours of laser irradiation, 40% of the active group and 13.9% of the dummy group showed effective 

results. After one day, these values were 36.9% and 13.9%, and after 5 days, 43.3% and 19.4%, respectively. A overall evalu-

ation indicated these values to be 60.0% and 22.2%, respectively. In evaluating these four results, significant differences are 

apparent between the active and dummy groups. The present results indicate that laser irradiation may possibly be effective 

in decreasing pain when treating hypersensitive dentin.

Pmid: 21354055
Fariña Sarasqueta A, Moerland E, de Bruyne H, de Graaf H, Vrancken T, van Lijnschoten G, van den brule 
aJ. 

SNaPshot and StripAssay as valuable alternatives to direct sequencing for KRAS mutation detection in colon 
cancer routine diagnostics. 
J Mol Diagn. 2011 Mar;13(2):199-205. 

Although direct sequencing is the gold standard for KRAS mutation detection in routine diagnostics, it remains laborious, 

time consuming, and not very sensitive. Our objective was to evaluate SNaPshot and the KRAS StripAssay as alternatives to 

sequencing for KRAS mutation detection in daily practice. KRAS exon 2-specific PCR followed by sequencing or by a SNaP-

shot reaction was performed. For the StripAssay, a mutant-enriched PCR was followed by hybridization to KRAS-specific 

probes bound to a nitrocellulose strip. To test sensitivities, dilution series of mutated DNA in wild-type DNA were made. 

Additionally, direct sequencing and SNaPshot were evaluated in 296 colon cancer samples. Detection limits of direct se-

quencing, SNaPshot, and StripAssay were 20%, 10%, and 1% tumor cells, respectively. Direct sequencing and SNaPshot can 

detect all 12 mutations in KRAS codons 12 and 13, whereas the StripAssay detects 10 of the most frequent ones. Workload 

and time to results are comparable for SNaPshot and direct sequencing. SNaPshot is flexible and easy to multiplex. The 

StripAssay is less time consuming for daily laboratory practice. SNaPshot is more flexible and slightly more sensitive than 

direct sequencing. The clinical evaluation showed comparable performances between direct sequencing and SNaPshot. The 

StripAssay is rapid and an extremely sensitive assay that could be considered when few tumor cells are available. However, 

found mutants should be confirmed to avoid risk of false positives.

Pmid:  21392395 
bakker OJ, van Santvoort HC, van Brunschot S, Ahmed Ali u, Besselink MG, Boermeester MA, Bollen TL, 
bosscha k, et al. 
Pancreatitis, very early compared with normal start of enteral feeding (PyTHON trial): design and rationale 
of a randomised controlled multicenter trial. 
Trials. 2011 Mar 10;12:73. 

BACKGROuND: In predicted severe acute pancreatitis, infections have a negative effect on clinical outcome. A start of enteral 

nutrition (EN) within 24 hours of onset may reduce the number of infections as compared to the current practice of starting 

an oral diet and EN if necessary at 3-4 days after admission.

METHODS/DESIGN: The PyTHON trial is a randomised controlled, parallel-group, superiority multicenter trial. Patients 

with predicted severe acute pancreatitis (Imrie-score ≥ 3 or APACHE-II score ≥ 8 or CRP > 150 mg/L) will be randomised 

to EN within 24 hours or an oral diet and EN if necessary, after 72 hours after hospital admission.During a 3-year period, 

208 patients will be enrolled from 20 hospitals of the Dutch Pancreatitis Study Group. The primary endpoint is a composite 

of mortality or infections (bacteraemia, infected pancreatic or peripancreatic necrosis, pneumonia) during hospital stay or 

within 6 months following randomisation. Secondary endpoints include other major morbidity (e.g. new onset organ failure, 

need for intervention), intolerance of enteral feeding and total costs from a societal perspective.

DISCuSSION: The PyTHON trial is designed to show that a very early (< 24 h) start of EN reduces the combined endpoint 

of mortality or infections as compared to the current practice of an oral diet and EN if necessary at around 72 hours after 

admission for predicted severe acute pancreatitis.

Pmid: 21446929
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Cost-effectiveness of cardiotocography plus ST analysis of the fetal electrocardiogram compared with cardio-
tocography only. 
Acta Obstet Gynecol Scand. 2011 Jul;90(7):772-8. 

OBJECTIVE: To assess the cost-effectiveness of addition of ST analysis of the fetal electrocardiogram (ECG; STAN) to cardio-

tocography (CTG) for fetal surveillance during labor compared with CTG only.

DESIGN: Cost-effectiveness analysis based on a randomized clinical trial on ST analysis of the fetal ECG.

SETTING: Obstetric departments of three academic and six general hospitals in The Netherlands. Population. Laboring 

women with a singleton high-risk pregnancy, a fetus in cephalic presentation, a gestational age >36 weeks and an indication 

for internal electronic fetal monitoring.

METHODS: A trial-based cost-effectiveness analysis was performed from a health-care provider perspective.

MAIN OuTCOME MEASuRES: Primary health outcome was the incidence of metabolic acidosis measured in the umbilical 

artery. Direct medical costs were estimated from start of labor to childbirth. Cost-effectiveness was expressed as costs to 

prevent one case of metabolic acidosis.

RESuLTS: The incidence of metabolic acidosis was 0.7% in the ST-analysis group and 1.0% in the CTG-only group (relative 

risk 0.70; 95% confidence interval 0.38-1.28). Per delivery, the mean costs per patient of CTG plus ST analysis (n= 2 827) 

were ⊕1,345 vs. ⊕1,316 for CTG only (n= 2 840), with a mean difference of ⊕29 (95% confidence interval -⊕9 to ⊕77) until 

childbirth. The incremental costs of ST analysis to prevent one case of metabolic acidosis were ⊕9 667.

CONCLuSIONS: The additional costs of monitoring by ST analysis of the fetal ECG are very limited when compared with 

monitoring by CTG only and very low compared with the total costs of delivery.

Pmid: 21449983  
brandes m, hamilton cJ, van der Steen JO, de bruin JP, Bots RS, Nelen WL, Kremer JA. 
Severity of oligo-asteno-teratozoospermia no longer determines overall success rate in male subfertility. 
Int J Androl. 2011 Dec;34(6 Pt 1):614-23. 

In this longitudinal multicentre cohort study, the overall ongoing pregnancy rate after current evidence-based management 

in male subfertility was studied. All subfertile couples who visited the fertility clinic for the first time between 2002 and 

2006, and had male subfertility as a single diagnosis (n = 762 of 2476 couples), were included in this study. Couples were 

grouped by the severity of male factor. Group I (n = 541) had a total motile sperm count (TMSC) 1-20 × 10(6). Group II (n = 

161) had a TMSC <1 × 10(6). Group III (n = 60) had azoospermia. The overall ongoing pregnancy rate was 65.5% (500/762). 

The overall ongoing pregnancy rates in group I (69.3%) and group II (61.5%) were comparable (p = 0.06). However, group 

I and group II conceived significantly more frequently than group III (43.3%) (group I vs. group III p < 0.001 and group II 

vs. group III p = 0.02, respectively). Moreover, the spontaneous ongoing pregnancy rate in group I was 35.3%, in group II 

22.4% and in group III, 1.7% (group I vs. group II p = 0.002; group I vs. group III p < 0.001; group II vs. group III p < 0.001). 

Thus, despite a significant difference in spontaneous ongoing pregnancy rates, except for azoospermia, the overall ongoing 

pregnancy rates, regardless of the severity of the male factor, were comparable. Couples with poorer sperm parameters, 

however, have to undergo more invasive treatment to reach the same goal.
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Cornegé-Blokland E, Kleijer BC, Hertogh CM, van marum rJ. 
Reasons to prescribe antipsychotics for the behavioral symptoms of dementia: a survey in Dutch nursing 
homes among physicians, nurses, and family caregivers. 
J Am Med Dir Assoc. 2012 Jan;13(1):80.e1-6. 

OBJECTIVES: Despite serious safety concerns, prescription rates of antipsychotics for the treatment of the behavioral and 

psychological symptoms of dementia remain high, especially in nursing homes. This high prevalence of antipsychotic use 

cannot be explained by the modest success rate reported in the literature. In this study, we aim at clarifying the reasons for 

prescribing an antipsychotic drug in behavioral and psychological symptoms of dementia and look at the role of nurses and 

family caregivers in the decision-making process that precedes the prescription of an antipsychotic drug.

DESIGN: Questionnaire used in a one-on-one interview with elderly care physicians, nurses, and family caregivers.

SETTING: We conducted a survey in 23 nursing homes in the Netherlands.

METHOD: On each dementia ward, the physician selected 1 or 2 patients who started antipsychotics most recently. An 

interviewer then held a structured questionnaire with the physician, the nurse, and the first relative of the patient. The first 

part of the interview consisted of questions about the general ideas of the physicians and the second part consisted of case-

related questions to physicians, nurses, and family caregivers.

RESuLTS: Physicians, nurses, and family caregivers generally consider the possible benefits of antipsychotics to outweigh 

the risk of side effects. The main reasons to start therapy are agitation and aggression. Physicians felt pressured by nurses 

to prescribe in 17% of cases. Physicians felt supported by the guideline of the Dutch Association of Elderly Care Physicians. 

The estimated average success rate in the discussed cases (the patient is expected to improve on the target behavior) 

among physicians was 50%, nurses reported 53%, and relatives 55%. The most frequently expected adverse reactions were 

increased fall risk, sedation, and parkinsonism. Nurses expected cognitive decline. The family felt insufficiently informed 

about the side effects in 44% of the cases.

CONCLuSION: The interviewed nursing home physicians and nurses expect almost half of their patients with dementia and 

behavioral disturbances to benefit from antipsychotic therapy. Serious side effects were expected to occur only sporadically. 

These expectations may contribute to the high rate of antipsychotic use among these patients.

Pmid: 21450229 
Schouten HJ, Knol W, Egberts TC, Schobben AF, Jansen PA, van marum rJ. 
Quality of Life of Elderly Patients With Antipsychotic-Induced Parkinsonism: A Cross-Sectional Study. 
J Am Med Dir Assoc. 2011 Feb 10. 

OBJECTIVES: Antipsychotic-induced parkinsonism (AIP) is one of the most common adverse effects of haloperidol. The 

purpose of this study was to investigate the association between AIP and quality of life of elderly patients treated with 

haloperidol.

DESIGN: Cross-sectional study design.

SETTING: Eleven nursing homes, geriatric departments of 2 hospitals, and 3 mental health care centers in the Netherlands.

PARTICIPANTS: Participants were 140 elderly patients aged 65 years and older treated for at least 5 days with haloperidol.

MEASuREMENTS: The presence of AIP was determined with the Simpson Angus Scale. Quality of life was scored with the 

QuALIDEM scale. Multivariate linear regression analysis was used to assess whether the presence of AIP and quality of life 

were correlated. The data of patients with advanced dementia were analyzed separately.

RESuLTS: Of the 140 included patients, 65 (46%) were diagnosed with AIP. Patients with AIP scored lower than patients 

without AIP on the QuALIDEM subscales “positive affect,” “negative affect,” “social relations,” “social isolation,” and “having 

something to do.” In patients with advanced dementia, quality of life was not significantly different in patients with or without 

AIP.

CONCLuSION: The presence of AIP is negatively associated with the quality of life of elderly patients treated with haloperidol.
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Pmid: 21463397
Leverstein-van Hall MA, Dierikx CM, Cohen Stuart J, Voets GM, van den Munckhof MP, van Essen-Zandber-
gen A, Platteel T, Fluit AC, van de Sande-Bruinsma N, Scharinga J, Bonten MJ, Mevius DJ; National ESBL 
surveillance group (Wever Pc). 
Dutch patients, retail chicken meat and poultry share the same ESBL genes, plasmids and strains. 
Clin Microbiol Infect. 2011 Jun;17(6):873-80.

Intestinal carriage of extended-spectrum beta-lactamase (ESBL) -producing bacteria in food-producing animals and 

contamination of retail meat may contribute to increased incidences of infections with ESBL-producing bacteria in humans. 

Therefore, distribution of ESBL genes, plasmids and strain genotypes in Escherichia coli obtained from poultry and retail 

chicken meat in the Netherlands was determined and defined as ‘poultry-associated’ (PA). Subsequently, the proportion of 

E. coli isolates with PA ESBL genes, plasmids and strains was quantified in a representative sample of clinical isolates. The E. 

coli were derived from 98 retail chicken meat samples, a prevalence survey among poultry, and 516 human clinical samples 

from 31 laboratories collected during a 3-month period in 2009. Isolates were analysed using an ESBL-specific microar-

ray, sequencing of ESBL genes, PCR-based replicon typing of plasmids, plasmid multi-locus sequence typing (pMLST) and 

strain genotyping (MLST). Six ESBL genes were defined as PA (bla(CTX-M-1) , bla(CTX-M-2) , bla(SHV-2) , bla(SHV-12) , 

bla(TEM-20) , bla(TEM-52) ): 35% of the human isolates contained PA ESBL genes and 19% contained PA ESBL genes loca-

ted on IncI1 plasmids that were genetically indistinguishable from those obtained from poultry (meat). Of these ESBL genes, 

86% were bla(CTX-M-1) and bla(TEM-52) genes, which were also the predominant genes in poultry (78%) and retail chicken 

meat (75%). Of the retail meat samples, 94% contained ESBL-producing isolates of which 39% belonged to E. coli genotypes 

also present in human samples. These findings are suggestive for transmission of ESBL genes, plasmids and E. coli isolates 

from poultry to humans, most likely through the food chain.

Pmid: 21464157
Van de Schans SA,Issa DE, Visser O, nooijen P, Huijgens PC, Karim-Kos HE, Janssen-Heijnen ML, Coubergh 
JW.
Diverging trends in incidence and mortality, and improved survival of non-Hodgkin’s lymphoma, in the 
Netherlands 1989-2007.
Ann Oncol. 2012 Jan;23(1):171-82.

BACKGROuND: We studied progress in the fight against non-Hodgkin’s lymphoma (NHL) in the Netherlands by describing 

the changes in incidence, treatment, relative survival, and mortality during 1989-2007.

PATIENTS AND METHODS: We included all adult patients with NHL [i.e. all mature B-, T-, and natural killer (NK) cell 

neoplasms, with the exception of plasma cell neoplasms], newly diagnosed in the period 1989-2007 and recorded in the 

Netherlands Cancer Registry (n=55 069). Regular mortality data were derived from Statistics Netherlands. Follow-up was 

completed up to 1 January 2009. Annual percentages of change in incidence, mortality, and relative survival were calcula-

ted.

RESuLTS: The incidence of indolent B-cell and T- and NK-cell neoplasms rose significantly (estimated annual percentage 

change=1.2% and 1.3%, respectively); incidence of aggressive B-cell neoplasms remained stable. Mortality due to NHL 

remained stable between 1989 and 2003, and has decreased since 2003. Five-year relative survival rates rose from 67% to 

75%, and from 43% to 52%, respectively, for indolent and aggressive mature B-cell neoplasms, but 5-year survival remained 

stable at 48% for T- and NK-cell neoplasms.

CONCLuSIONS: In the Netherlands, incidence of indolent mature B-cell and mature T- and NK-cell neoplasms has increased 

since 1989 but remained stable for aggressive neoplasms. Survival increased for all mature B-cell neoplasms, preceding a 

declining mortality and increased prevalence of NHL (17 597 on 1 January 2008).

Pmid: 21468753
Bijlenga D, Boers KE, Birnie E, Mol BW, Vijgen SC, Van der Post JA, De Groot CJ, rijnders rJ, Pernet PJ, 
Roumen FJ, Stigter RH, Delemarre FM, Bremer HA, Porath M, Scherjon SA, Bonsel GJ. 
Maternal health-related quality of life after induction of labor or expectant monitoring in pregnancy compli-
cated by intrauterine growth retardation beyond 36 weeks. 
Qual Life Res. 2011 Nov;20(9):1427-36. 

OBJECTIVE: Pregnancies complicated by intrauterine growth retardation (IuGR) beyond 36 weeks of gestation are at 

increased risk of neonatal morbidity and mortality. Optimal treatment in IuGR at term is highly debated. Results from the 

multicenter DIGITAT (Disproportionate Intrauterine Growth Intervention Trial At Term) trial show that induction of labor and 

expectant monitoring result in equal neonatal and maternal outcomes for comparable cesarean section rates. We report the 

maternal health-related quality of life (HR-QoL) that was measured alongside the trial at several points in time.

METHODS: Both randomized and non-randomized women were asked to participate in the HR-QoL study. Women were 

asked to fill out written validated questionnaires, covering background characteristics, condition-specific issues and the 

Short Form (SF-36), European Quality of Life (EuroQoL 6D3L), Hospital Anxiety and Depression scale (HADS), and Symptom 

Check List (SCL-90) at baseline, 6 weeks postpartum and 6 months postpartum. We compared the difference scores of all 

summary measures between the two management strategies by ANOVA. A repeated measures multivariate mixed model 

was defined to assess the effect of the management strategies on the physical (PCS) and mental (MCS) components of the 

SF-36. Analysis was by intention to treat.

RESuLTS: We analyzed data of 361 randomized and 198 non-randomized patients. There were no clinically relevant dif-

ferences between the treatments at 6 weeks or 6 months postpartum on any summary measures; e.g., on the SF-36 (PCS: 

P = .09; MCS: P = .48). The PCS and the MCS were below norm values at inclusion. The PCS improved over time but stayed 

below norm values at 6 months, while the MCS did not improve.

CONCLuSION: In pregnancies complicated by IuGR beyond 36 weeks, induction of labor does not affect the long-term 

maternal quality of life.

Pmid: 21468765
Maas M, Rutten IJ, Nelemans PJ, Lambregts DM, cappendijk vc, Beets GL, Beets-Tan RG.
What is the most accurate whole-body imaging modality for assessment of local and distant recurrent 
disease in colorectal cancer? A meta-analysis : imaging for recurrent colorectal cancer.
Eur J Nucl Med Mol Imaging. 2011 Aug;38(8):1560-71. 

PuRPOSE: The objective of this study was to compare the diagnostic performance of positron emission tomography (PET), 

PET/CT, CT and MRI as whole-body imaging modalities for the detection of local and/or distant recurrent disease in colorec-

tal cancer (CRC) patients who have a (high) suspicion of recurrent disease, based on clinical findings or rise in carcinoembry-

onic antigen (CEA).

METHODS: A meta-analysis was undertaken. PubMed and Embase were searched for studies on the accuracy of whole-

body imaging for patients with suspected local and/or distant recurrence of their CRC. Additionally, studies had to have inclu-

ded at least 20 patients with CRC and 2 × 2 contingency tables had to be provided or derivable. Articles evaluating only local 

recurrence or liver metastasis were excluded. Summary receiver-operating characteristic (ROC) curves were constructed 

from the data on sensitivity and specificity of individual studies and pooled estimates of diagnostic odds ratios (DORs) and 

areas under the ROC curve (AuCs) were calculated. To test for heterogeneity the Cochran Q test was used.

RESuLTS: Fourteen observational studies were included which evaluated PET, PET/CT, CT and/or MRI. Study results were 

available in 12 studies for PET, in 5 studies for CT, in 5 studies for PET/CT and in 1 study for MRI. AuCs for PET, PET/CT and 

CT were 0.94 (0.90-0.97), 0.94 (0.87-0.98) and 0.83 (0.72-0.90), respectively. In patient based analyses PET/CT had a 
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higher diagnostic performance than PET with an AuC of 0.95 (0.89-0.97) for PET/CT vs 0.92 (0.86-0.96) for PET.

CONCLuSION: Both whole-body PET and PET/CT are very accurate for the detection of local and/or distant recurrent disease 

in CRC patients with a (high) suspicion of recurrent disease. CT has the lowest diagnostic performance. This difference 

is probably mainly due to the lower accuracy of CT for detection of extrahepatic metastases (including local recurrence). 

For clinical practice PET/CT might be the modality of choice when evaluating patients with a (high) suspicion of recurrent 

disease, because of its best performance in patient based analyses and confident prediction of disease status.

Pmid: 21472373 
Verelst SG, Termorshuizen F, uyl-de Groot CA, Schaafsma MR, Ammerlaan AH, Wittebol S, sinnige ha, 
Zweegman S, van Marwijk Kooy M, van der Griend R, Lokhorst HM, Sonneveld P, Wijermans PW.
Effect of thalidomide with melphalan and prednisone on health-related quality of life (HRQoL) in elderly 
patients with newly diagnosed multiple myeloma: a prospective analysis in a randomized trial. 
Ann Hematol. 2011 Dec;90(12):1427-39.

Thalidomide with melphalan/prednisone (MPT) was defined as standard treatment in elderly patients with multiple myeloma 

(MM) based on five randomized trials. In one of these trials, HOVON49, a prospective health-related quality-of-life (HRQoL) 

study was initiated in order to assess the impact of thalidomide on QoL. Patients aged >65 years with newly diagnosed MM 

were randomized to receive melphalan plus prednisone (MP) or MPT, followed by thalidomide maintenance in the MPT arm. 

Two hundred eighty-four patients were included in this side study (MP, n=149; MPT n=135). HRQoL was assessed with the 

EORTC Core QoL Questionnaire (QLQ-C30) and the myeloma-specific module (QLQ-My24) at baseline and at predetermined 

intervals during treatment. The QLQ-C30 subscales physical function (P=0.044) and constipation (P<0.001) showed an 

improvement during induction in favour of the MP arm. During thalidomide maintenance, the scores for the QLQ-My24 

paraesthesia became significantly higher in the MPT arm (P<0.001). The QLQ-C30 subscales pain (P=0.12), insomnia 

(P=0.068), appetite loss (P=0.074) and the QLQ-My24 item sick (P=0.086) scored marginally better during thalidomide 

maintenance. The overall QoL-scale QLQ-C30-HRQoL showed a significant time trend towards more favourable mean 

values during protocol treatment without differences between MP and MPT. For the QLQ-C30 subscales emotional function 

and future perspectives, difference in favour of the MPT arm from the start of treatment was observed (P=0.018 and 

P=0.045, respectively) with no significant ‘time × arm’ interaction, indicating a persistent better patient perspective with MPT 

treatment. This study shows that the higher frequency of toxicity associated with MPT does not translate into a negative 

effect on HRQoL and that MPT holds a better patient perspective.

Pmid: 21481099
scheffer rc, Smout AJ. 
Tachyduodenia in mitochondrial neurogastrointestinal encephalomyopathy. 
Neurogastroenterol Motil. 2011 May;23(5):408-10. 

In a 38-year-old male patient diagnosed with mitochondrial neurogastrointestinal encephalomyopathy an abnormally high 

duodenal contraction frequency of 20 per minute was found to be present. It is speculated that this tachyduodenia is caused 

by a metabolic effect on Cajal cells.

Pmid: 21482600
De Kort EH, Vrancken SL, van Heijst AF, binkhorst m, Cuppen MP, Brons PP. 
Long term protein C replacement in neonatal homozygous protein C deficiency: 
a case report and review of the literature.
Pediatrics. 2011 May;127(5):e1338-42.

We describe here the case of a boy who presented 2 days after birth with purpura fulminans on his feet and scalp. La-

boratory investigations revealed signs of disseminated intravascular coagulation. An underlying coagulation disorder was 

suspected, and therapy with recombinant tissue plasminogen activator, fresh-frozen plasma, and unfractionated heparin 

was started. On the basis of plasma protein C activity and antigen levels of 0.02 and 0.03 Iu/mL, respectively, after admi-

nistration of fresh-frozen plasma, a diagnosis of severe protein C deficiency was established, and therapy with intravenous 

protein C concentrate (Ceprotin [Baxter, Deerfield, IL]) was started. Because of difficulties with venous access, we switched to 

subcutaneous administration after 6 weeks. The precise dosing schedule for subcutaneously administered protein C concen-

trate is unknown. In the literature, a trough level of protein C activity at >0.25 Iu/mL is recommended to prevent recurrent 

thrombosis. During 1 year of follow-up our patient frequently had protein C activity levels at <0.25 Iu/mL. Clinically, however, 

there was no recurrent thrombosis, and we kept the dosage unchanged. This report highlights 2 important points: (1) sub-

cutaneously administered protein C concentrate is effective in treating severe protein C deficiency; and (2) in accordance with 

previous studies, after the acute phase trough levels of protein C activity at >0.25 Iu/mL may not be necessary to prevent 

recurrent thrombosis. However, further research on the dosing, efficacy, and safety of protein C concentrate for prophylaxis 

and treatment of severe protein C deficiency is needed.

Pmid: 21484366
Thys SD, Coolen A, Martens IR, Oosterbaan hP, Roovers J, Mol B, Bongers My. 
A comparison of long-term outcome between Manchester Fothergill and vaginal hysterectomy as treatment 
for uterine descent. 
Int urogynecol J. 2011 Sep;22(9):1171-8. 

INTRODuCTION AND HyPOTHESIS: The objective of this study was to compare the Manchester Fothergill (MF) procedure 

with vaginal hysterectomy (VH) as surgical treatment of uterine descent.

METHODS: Consecutive patients who underwent MF were matched for prolapse grade, age and parity to consecutive 

patients treated with VH. Evaluated outcomes included functional outcome, morbidity, recurrence of pelvic organ prolapse 

(POP) and sexual function. Follow-up was performed using validated questionnaires.

RESuLTS: We included 196 patients (98 patients per group). The response rate after a follow-up of 4-9 years was 80%. 

We found no differences in functional outcome and recurrence rates of POP between groups. Blood loss was significantly 

less and operating time was significantly shorter in the MF group. However, incomplete emptying of the bladder was more 

common in the MF group.

CONCLuSIONS: The MF procedure is equally effective to the VH and should be considered as a surgical option that allows 

preservation of the uterus.

Pmid: 21492099
Hoevenaren IA, de Vries LC, rijnders rJ, Lotgering FK. 
Delivery of healthy babies after natalizumab use for multiple sclerosis: a report of two cases. 
Acta Neurol Scand. 2011 Jun;123(6):430-3. 

BACKGROuND: In current literature, no data on safety in pregnancy for new drugs in the treatment of multiple sclerosis 

(MS) like natalizumab (Tysabri®), a humanized monoclonal antibody against ⊕4 integrins, are yet available. In the manage-

ment of MS, natalizumab is the first monoclonal antibody approved to the market.

METHODS: We describe the pregnancy and outcome in two women with MS using natalizumab. The first patient used it in 

the periconceptional period, and the second patient used it in both the periconceptional period and throughout gestation.
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RESuLTS: The antenatal course of the first patient was complicated by an exacerbation of MS. The second patient did not 

experience MS relapses during pregnancy, while still using natalizumab. The newborns did not show any abnormalities 

postnatal and at 6 weeks’ follow-up.

CONCLuSIONS: This is the first detailed report on pregnancy and delivery of two babies after maternal treatment of MS 

with natalizumab. From the small number of cases on the usage of natalizumab during pregnancy in literature, we cannot 

conclude whether the use of natalizumab is safe, and long-term effects are not known. Further research is needed to 

establish the exact effects on pregnancy and intrauterine development as well as the long-term effects. Prenatal counse-

ling with thorough explanation of the risks and careful decision making is advisable.

Pmid: 21504634
Verhave JC, Deegens JK, beutler JJ. 
Klinische les. Renale manifestatie van henoch-schonleinpurpura bij volwassenen.  
Ned Tijdschr Geneeskd 2011;155;A2933.

For a few months a 19-year-old man had red maculae on both feet which spread once a month. He also had macroscopic 

haematuria. A 45-year-old man was admitted with a deep venous thrombosis of his left leg and acute renal insufficiency. 

He had a history of purpura on his legs, a skin biopsy of which had shown leukoclastic vasculitis. A 37-year-old woman 

had persistent hypertension and nephrotic syndrome following childbirth. She had suffered from skin problems and 

oedema since the age of 6. All 3 patients proved to have Henoch-Schönlein purpura with renal symptoms. In principle 

Henoch-Schönlein purpura is treated with supportive measures, but if there is renal involvement it is advised to start 

symptomatic treatment of proteinuria and blood pressure. Depending on the degree of renal involvement, immunosup-

presives may also be prescribed.

Pmid: 21508172
Jager MM, Weers-Pothoff g, hermans mh, meekelenkamp Jc, Schellekens JJ, renders nh, leenders 
ac, schneeberger Pm, Wever Pc.
Evaluation of a diagnostic algorithm for acute Q fever in an outbreak setting.
Clin Vaccine Immunol. 2011 Jun;18(6):963-8. 

In the peak of the 2009 Q fever outbreak in the Netherlands, we introduced a diagnostic algorithm for acute Q fever 

with an enzyme-linked immunosorbent assay for immunoglobulin M antibodies to Coxiella burnetii phase II antigens 

(MII screen) as an initial step. Subsequently, an immunofluorescence assay or PCR was performed depending on the MII 

screen outcome, date of onset of disease, and inpatient or outpatient setting. The impact of MII screen on the number of 

immunofluorescence assays performed and the contribution of PCR to diagnosis were retrospectively evaluated in 825 

patients referred in a 17-day period. Acute Q fever was diagnosed in 256 patients. The introduction of MII screen reduced 

the number of immunofluorescence assays performed by more than 80%. In 103 patients, PCR analysis contributed to 

the diagnosis of acute Q fever. Q fever diagnostics were hampered by the fact that for a high number of patients the date 

of onset of disease was not provided and the requested follow-up serum samples were not received.

Pmid:21539528
lechner tJ, van Wijk mg, Jongenelis aa, rybak m, van niekerk J. 
The use of a sound-enabled device to measure pressure during insertion of an epidural catheter in wo-
men in labour. 
Anaesthesia, 2011 Jul;66(7):568-73.

The insertion of an epidural catheter for labour analgesia may be challenging. This observational study compared pres-

sures during insertion of an epidural catheter in pregnant (n = 35) and non-pregnant (n = 10) women, using an acoustic 

device for locating the epidural space that also records and stores pressure data during the procedure. In both groups, we 

compared the maximum pressure just before loss of resistance, the pressure in the epidural space and the pressure in 

the inserted epidural catheter. Maximum pressure just before loss of resistance in the pregnant women was significantly 

lower compared with the non-pregnant women. Pressures in the epidural space and with the disposable tubing connec-

ted to the inserted epidural catheter were greater in pregnant women than in non-pregnant women. The results support 

the hypothesis that physiological changes in the third trimester of pregnancy are the reason why epidural catheters are 

more difficult to insert in women in labour.

Pmid:21542661
Huisman-Baron M, van der Veen L, Jansen PA, van Roon EN, Brouwers JR, van marum rJ. 
Criteria for drug selection in frail elderly persons. 
Drugs Aging. 2011 May 1;28(5):391-402. 

BACKGROuND: Elderly patients with multiple morbidities and polypharmacy are at an increased risk of adverse drug 

events (ADEs). Appropriate prescribing, preserving the balance between drug effectiveness and safety, and treatment 

adherence may prevent these ADEs. In this study, we investigated which drug properties, such as effectiveness, safety, 

clinical experience and convenience, are relevant to the choice of medicine most appropriate for frail elderly patients.

OBJECTIVES: The primary aim of this study was to develop a set of criteria to assist in the selection of the most appropri-

ate drug within a drug class for the treatment of frail elderly patients. A secondary goal was to test the usefulness of the 

set of criteria in the prescription of antipsychotics for delirium and behavioural and psychological symptoms of dementia 

(BPSD).

METHODS: Thirty-one criteria potentially relevant to the choice of appropriate drugs for frail elderly patients were 

selected on the basis of a literature search in MEDLINE (1966-2008), EMBASE (1947-2008) and the Cochrane Library 

(1993-2008). This list was reviewed by 46 experts (24 physicians, 22 pharmacists), who scored each item for relevance 

in clinical practice on a scale from 1 to 10 (where 1 is not important and 10 is very important). By consensus, the authors 

selected the most relevant criteria for the final set of criteria. The usefulness of the final set of criteria was assessed with 

regard to the prescription of antipsychotics for delirium and BPSD.

RESuLTS: The final set of 23 items consisted of 3 items on effectiveness, 14 on safety, including pharmacokinetic and 

pharmacodynamic criteria, 3 on clinical experience and 3 on convenience. Assessment using these criteria of the ap-

propriateness of antipsychotics prescribed for delirium and BPSD revealed that certain drugs should be prescribed with 

caution to patients with Parkinson’s disease and Lewy body dementia.

CONCLuSIONS: The criteria identified in this study, selected on the basis of a literature review and clinical expert opinion, 

represent a promising approach for determining the appropriateness of a drug for use in frail elderly individuals relative 

to alternative drugs for the same indication or from the same class.

Pmid: 21554925
van bijnen st, Withaar M, Preijers F, van der Meer A, de Witte T, Muus P, Dolstra H. 
T cells expressing the activating NK-cell receptors KIR2DS4, NKG2C and NKG2D are elevated in paroxys-
mal nocturnal hemoglobinuria and cytotoxic toward hematopoietic progenitor cell lines. 
Exp Hematol. 2011 Jul;39(7):751-62.e1-3.

OBJECTIVE: To investigate the presence of T cells with natural killer cell receptors (NKR) in paroxysmal nocturnal he-

moglobinuria (PNH), and their potential involvement in clonal expansion of glycosylphosphatidylinositol (GPI)-deficient 
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hematopoietic stem cells by selective immune attack to normal and not GPI-deficient hematopoietic stem cells.

MATERIALS AND METHODS: By flow cytometry, the frequency and number of T cells expressing NKR was evaluated in 

39 PNH patients and compared to healthy controls. Elevated T cell subsets in PNH were assessed for differential cytotoxic 

lysis of GPI(+) and GPI(-) CD34(+) hematopoietic progenitor cell lines.

RESuLTS: In PNH patients, the frequency (p < 0.001) and absolute number of T cells expressing the NKR CD56 (p = 

0.01) were significantly increased. Furthermore, a higher percentage of T cells expressed the activating NKR NKG2D (p < 

0.01), NKG2C (p < 0.01), and KIR2DS4 (p = 0.01). Further characterization showed that these populations predominantly 

consist of CD8(+) effector memory CD45RA(+) T cells (T(EMRA)). NKR(+) cytotoxic T-lymphocyte lines isolated from 

PNH patient peripheral blood and bone marrow displayed high cytotoxicity towards CD34(+) hematopoietic progenitor 

cell lines and K562 cells, suggesting major histocompatibility complex class I-independent cytotoxicity. These cytotoxic 

T lymphocyte (CTL) lines are capable of differential lysis of GPI(+) and GPI(-) hematopoietic cell lines, however, not in all 

cases. This suggests that multiple factors, such as the highly activated status of in vitro cultured CTLs, influence whether 

GPI-dependent lysis occurs.

CONCLuSIONS: The increased frequency of CD8(+) effector-memory T cells with activating NKR and cytotoxicity toward 

hematopoietic cell lines suggests involvement in bone marrow failure and clonal expansion in PNH.
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gaugler-senden iP, Duivenvoorden HJ, Filius A, De Groot CJ, Steegers EA, Passchier J. 
Maternal psychosocial outcome after early onset preeclampsia and preterm birth. 
J Matern Fetal Neonatal Med. 2012 Mar;25(3):272-6.

OBJECTIVE: To evaluate the impact of severe, early onset preeclampsia on long-term maternal psychosocial outcome 

after preterm birth.

METHODS: Women with severe, early onset preeclampsia before 32 weeks’ gestation (cases) admitted in a tertiary 

university referral center between 1993 and 2004, and women with preterm delivery without preeclampsia (controls), 

matched for age, parity, gestational age at delivery, ethnicity, and year of delivery. Women who consented to participation 

received three questionnaires in 2008 concerning depression (Zung Depression Scale: score range 0-20; 20 items with 

2-point frequency scale: no = 0 and yes = 1), posttraumatic stress symptoms (Impact of Event Scale: score range 0-75; 

15 items with 4-point frequency scale: not at all = 0, rarely = 1, sometimes = 3 and often = 5. Scores > 19 are regarded as 

high symptom levels), and social aspects (Social Readjustment Rating Scale: selection of six items concerning relational 

aspects with husband/partner, employer, or future family planning).

RESuLTS: Included in the study were 104 cases and 78 controls (response rate 79% and 58%, respectively). There was 

no difference in depression scores between cases (5.4 ⊕ 4.0) and controls (5.4 ⊕ 4.3). Patients with severe, early onset 

preeclampsia had significantly higher scores of posttraumatic stress symptoms (28.7 ⊕ 8.6 vs. 25.7 ⊕ 7.9). The majority 

of women among both cases and controls had high-posttraumatic stress symptom levels (88% vs. 79%). No differences 

could be found in relational aspects.

CONCLuSION: Women with preterm birth due to severe, early onset preeclampsia experience more often posttraumatic 

stress symptoms on average 7 years after the pregnancy compared to women with preterm birth without preeclampsia.

Pmid: 21562131
van Eijk MM, van den Boogaard M, van marum rJ, et al. 
Routine use of the confusion assessment method for the intensive care unit: a multicenter study. 
Am J Respir Crit Care Med. 2011 Aug 1;184(3):340-4. 

RATIONALE: Delirium is often unrecognized in ICu patients and associated with poor outcome. Screening for ICu delirium 

is recommended by several medical organizations to improve early diagnosis and treatment. The Confusion Assessment 

Method for the ICu (CAM-ICu) has high sensitivity and specificity for delirium when administered by research nurses. 

However, test characteristics of the CAM-ICu as performed in routine practice are unclear.

OBJECTIVES: To investigate the diagnostic value of the CAM-ICu in daily practice.

METHODS: Teams of three delirium experts including psychiatrists, geriatricians, and neurologists visited 10 ICus twice. 

Based on cognitive examination, inspection of medical files, and Diagnostic and Statistic Manual of Mental Disorders, 4th 

edition, Text Revision criteria for delirium, the expert teams classified patients as awake and not delirious, delirious, or 

comatose. This served as a gold standard to which the CAM-ICu as performed by the bedside ICu-nurses was compared. 

Assessors were unaware of each other’s conclusions.

MEASuREMENTS AND MAIN RESuLTS: Fifteen delirium experts assessed 282 patients of whom 101 (36%) were coma-

tose and excluded. In the remaining 181 (64%) patients, the CAM-ICu had a sensitivity of 47% (95% confidence interval 

[CI], 35%-58%); specificity of 98% (95% CI, 93%-100%); positive predictive value of 95% (95% CI, 80%-99%); and negative 

predictive value of 72% (95% CI, 64%-79%). The positive likelihood ratio was 24.7 (95% CI, 6.1-100) and the negative 

likelihood ratio was 0.5 (95% CI, 0.4-0.8).

CONCLuSIONS: Specificity of the CAM-ICu as performed in routine practice seems to be high but sensitivity is low. This 

hampers early detection of delirium by the CAM-ICu.

Pmid 21566247
de Pont AC, de Jager cP, van den Bergh WM, Schultz MJ.
Recovery from near drowning and postanoxic status epilepticus with controlled Hypothermia.
Neth J Med. 2011,69(4) :196-7.

A diver was resuscitated after cardiac arrest due to near drowning and was hypothermic on hospital arrival. During 

rewarming, status epilepticus occurred, previously identified as a predictor of poor outcome. The seizures responded well 

to treatment with antiepileptic drugs and controlled hypothermia. After six weeks, the patient had completely recovered. 

This case supports the hypothesis that hypothermia offers neuroprotection, even in the presence of status epilepticus. We 

recommend that near-drowning victims who are comatose after resuscitation for cardiac arrest be treated with control-

led mild hypothermia for 12 to 24 hours.

Pmid: 21569373
lips dJ, koebrugge b, Liefers GJ, van de linden Jc, Smit VT, Pruijt hF, Putter H, van de Velde CJ, bos-
scha k.
The influence of micrometastases on prognosis and survival in stage I-II colon cancer patients: the En-
route⊕ Study.
BMC Surg. 2011 May 11;11:11.

BACKGROuND: The presence of lymph node metastases remains the most reliable prognostic predictor and the gold 

indicator for adjuvant treatment in colon cancer (CC). In spite of a potentially curative resection, 20 to 30% of CC patients 

testing negative for lymph node metastases (i.e. pN0) will subsequently develop locoregional and/or systemic metasta-

ses within 5 years. The presence of occult nodal isolated tumor cells (ITCs) and/or micrometastases (MMs) at the time 

of resection predisposes CC patients to high risk for disease recurrence. These pN0(micro+) patients harbouring occult 

micrometastases may benefit from adjuvant treatment. The purpose of the present study is to delineate the subset of 

pN0 patients with micrometastases (pN0(micro+)) and evaluate the benefits from adjuvant chemotherapy in pN0(micro+) 

CC patients.
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METHODS/DESIGN: EnRoute+ is an open label, multicenter, randomized controlled clinical trial. All CC patients (age above 

18 years) without synchronous locoregional lymph node and/or systemic metastases (clinical stage I-II disease) and operated 

upon with curative intent are eligible for inclusion. All resected specimens of patients are subject to an ex vivo sentinel lymph 

node mapping procedure (SLNM) following curative resection. The investigation for micrometastases in pN0 patients is done 

by extended serial sectioning and immunohistochemistry for pan-cytokeratin in sentinel lymph nodes which are tumour 

negative upon standard pathological examination. Patients with ITC/MM-positive sentinel lymph nodes (pN0(micro+)) are 

randomized for adjuvant chemotherapy following the CAPOX treatment scheme or observation. The primary endpoint is 

3-year disease free survival (DFS).

DISCuSSION: The EnRoute+ study is designed to improve prognosis in high-risk stage I/II pN0(micro+) CC patients by redu-

cing disease recurrence by adjuvant chemotherapy.

Pmid: 21569996
Hamberg P, Bos MM, Braun HJ, Stouthard JM, van Deijk GA, Erdkamp FL, van der Stelt-Frissen IN, Bonten-
bal M, Creemers GJ, Portielje JE, Pruijt JF, Loosveld OJ, Smit WM, Muller EW, Schmitz PI, Seynaeve C, Klijn 
JG; Dutch Breast Cancer Trialists’ Group (BOOG).
Randomized phase II study comparing efficacy and safety of combination-therapy trastuzumab and docetaxel 
vs. sequential therapy of trastuzumab followed by docetaxel alone at progression as first-line chemotherapy 
in patients with HER2+ metastatic breast cancer: HERTAX trial.
Clin Breast Cancer. 2011 Apr;11(2):103-13. 

BACKGROuND: Because chemotherapy for metastatic breast cancer (MBC) is associated with relevant toxicity, sequential 

monotherapy trastuzumab followed by cytotoxic therapy at disease progression might be an attractive approach.

METHODS: In a multicenter phase II trial, 101 patients with overexpression of human epidermal growth factor receptor 

2 (HER2(+)) MBC were randomized between combination-therapy trastuzumab (Herceptin) plus docetaxel (H+D) and 

sequential therapy of single-agent trastuzumab followed at disease progression by docetaxel alone (H⊕D) as first-line 

chemotherapy for metastatic disease. The primary endpoint was progression-free survival (PFS) after completed sequential 

or combination therapy.

RESuLTS: For the H+D group the median PFS was 9.4 vs. 9.9 months for the H⊕D group and 1-year PFS rates were 44% 

vs. 35%, respectively. However the overall response rates (ORRs) were 79% vs. 53%, respectively (P = .016), and overall sur-

vival was 30.5 vs. 19.7 months, respectively (P = .11). In the H⊕D group, response rates to monotherapy trastuzumab and 

subsequent docetaxel were 34% and 39%, respectively, with a median PFS during single-agent trastuzumab of 3.9 months. 

The incidence and severity of neuropathy were significantly higher in the H+D group. Retrospective analysis of trastuzumab 

treatment beyond progression (applied in 46% of patients in the H+D group and 37% in the H⊕D group) showed a correla-

tion with longer overall survival in both treatment arms (36.0 vs. 18.0 months and 30.3 vs. 18.6 months, respectively).

CONCLuSION: First-line treatment in patients with MBC with H⊕D resulted in a similar PFS compared with H+D, but the 

response rate was lower and the overall survival nonsignificantly shorter.

Pmid: 21576081
Nahuis MJ, Kose N, Bayram N, van Dessel HJ, Braat DD, hamilton cJ, Hompes PG, Bossuyt PM, Mol BW, 
van der Veen F, van Wely M.
Long-term outcomes in women with polycystic ovary syndrome initially randomized to receive laparoscopic 
electrocautery of the ovaries or ovulation induction with gonadotrophins.
Hum Reprod. 2011 Jul;26(7):1899-904. 

BACKGROuND: Long-term effects of laparoscopic electrocautery of the ovaries are unknown. To study the long-term effects 

of laparoscopic electrocautery of the ovaries and gonadotrophins, we followed women with clomiphene-resistant polycystic 

ovary syndrome (PCOS) randomly allocated to one of these treatments until 8-12 years after their initial treatment.

METHODS: Between February 1998 and October 2001 168 women with clomiphene citrate-resistant PCOS were included 

in a randomized controlled trial comparing an electrocautery strategy to a strategy starting with rFSH. In 2009 these 

women were contacted about their reproductive outcome and menstrual cycle regularity. Analysis was by intention-to-

treat. We compared time to conception resulting in live birth, subsequent pregnancies, ectopic and multiple pregnancies, 

menopause, as well as minimal and maximal menstrual cycle length.

RESuLTS: After 8-12 years, the cumulative proportion of women with a first child was 86% in women who had been allo-

cated to electrocautery versus 81% in women who had been allocated to immediate rFSH [relative ratio (RR): 1.1; 95% con-

fidence interval (CI): 0.92-1.2]. Treatment with electrocautery resulted in a significantly lower need for stimulated cycles to 

reach a live birth; 53% after electrocautery versus 76% after rFSH (RR: 0.69; 95% CI: 0.55-0.88).The cumulative proportion 

of women with a second child was 61% after electrocautery versus 46% after immediate rFSH (RR: 1.4; 95% CI: 1.00-1.9). 

Overall, there were 7 twins out of 134 deliveries (5%) after electrocautery versus 10 twins out of 124 deliveries (8%) in the 

rFSH group (RR: 0.65; 95% CI: 0.25-1.6). Fifty-four per cent of the women allocated to electrocautery had a regular men-

strual cycle 8-12 years after randomization versus 36% in those allocated to rFSH (RR: 1.5; 95% CI: 0.87-2.6).

CONCLuSION: In women with clomiphene-resistant PCOS, laparoscopic electrocautery of the ovaries is as effective as 

ovulation induction with FSH treatment in terms of live births, but reduces the need for ovulation induction or ART in a 

significantly higher proportion of women and increases the chance for a second child. Clinicians may use these data when 

informing clomiphene-resistant anovulatory women about treatment options.

Pmid: 21584666 
Lalisang RI, Erdkamp FL, Rodenburg CJ, knibbeler-van rossum ct, et. al 
Epirubicin and paclitaxel with G-CSF support in first line metastatic breast cancer: a randomized phase II 
study of dose-dense and dose-escalated chemotherapy. 
Breast Cancer Res Treat. 2011 Jul;128(2):437-45. 

An increased dose-intensity can be achieved by either higher dose of chemotherapy per cycle (dose-escalation) or by shor-

tening the interval between cycles (dose-dense). This multicenter randomized phase II study assessed the efficacy and safety 

of two different approaches: epirubicin 110 mg/m(2) combined with paclitaxel 200 mg/m(2) every 21 days and epirubicin 75 

mg/m(2) combined with paclitaxel 175 mg/m(2) every 10 days, both supported with G-CSF. Patients with advanced breast 

cancer and without prior palliative chemotherapy were scheduled for 6 cycles. Evaluable for response were 101 patients 

and for toxicity 106 patients. Grade ≥ 3 toxicities occurred in 39% of patients in the dose-escalated arm and in 29% of the 

dose-dense arm, mainly febrile neutropenia, thrombocytopenia, neurotoxicity and (asymptomatic) cardiotoxicity. The median 

delivered cumulative doses for epirubicin/paclitaxel were 656/1194 and 448/1045 mg/m(2), treatment durations were 126 

and 61 days, and delivered dose intensities were 36/67 and 51/120 mg/m(2)/week for the dose-escalated and dose-dense 

arm, respectively. Response rates were 75 and 70%, the progression-free survival 6 and 7 months, respectively. Dose-dense 

chemotherapy with a lower cumulative dose, a halved treatment time, but a higher dose-intensity may be as effective and 

safe as dose-escalated chemotherapy. The value of dose-densification over standard scheduled chemotherapy regimes yet 

needs to be determined.
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Van den Born BJ, beutler JJ, Gaillard CA, de Gooijer A, van den Meiracker AH, Kroon AA. 
Dutch guideline for the management of hypertensive crisis -- 2010 revision. 
Neth J Med. 2011 May;69(5):248-55.

Hypertensive crises are divided into hypertensive urgencies and emergencies. Together they form a heterogeneous group 

of acute hypertensive disorders depending on the presence or type of target organs involved. Despite better treatment 

options for hypertension, hypertensive crisis and its associated complications remain relatively common. In the Netherlands 

the number of patients starting renal replacement therapy because of ‘malignant hypertension’ has increased in the past 

two decades. In 2003, the first Dutch guideline on hypertensive crisis was released to allow a standardised evidence-based 

approach for patients presenting with a hypertensive crisis. In this paper we give an overview of the current management 

of hypertensive crisis and discuss several important changes incorporated in the 2010 revision. These changes include 

a modification in terminology replacing ‘malignant hypertension’ with ‘hypertensive crisis with retinopathy and reclas-

sification of hypertensive crisis with retinopathy under hypertensive emergencies instead of urgencies. With regard to the 

treatment of hypertensive emergencies, nicardipine instead of nitroprusside or labetalol is favoured for the management of 

perioperative hypertension, whereas labetalol has become the drug of choice for the treatment of hypertension associated 

with pre-eclampsia. For the treatment of hypertensive urgencies, oral administration of nifedipine retard instead of captopril 

is recommended as first-line therapy. In addition, a section on the management of hypertensive emergencies according to 

the type of target organ involved has been added. Efforts to increase the awareness and treatment of hypertension in the 

population at large may lower the incidence of hypertensive crisis and its complications.

Pmid: 21610224
Louie KS, Castellsague X, de Sanjose S, Herrero R, Meijer CJ, Shah K, Munoz N,Bosch FX; international 
agency for research on cancer multicenter cervical cancer study group. (van den brule aJ). 
Smoking and passive smoking in cervical cancer risk: pooled analysis of couples from the IARC multicentric 
case-control studies. 
Cancer Epidemiol Biomarkers Prev. 2011 Jul;20(7):1379-90. 

BACKGROuND: The independent role of tobacco smoking in invasive cervical cancer (ICC) has been established. We evalua-

ted the potential impact of passive smoking (PS).

METHODS: A pooled analysis of 1,919 couples enrolled in one of seven case-control studies involving cervical carcinoma in 

situ (CIS) or ICC was investigated. Information on smoking and sexual behavior was collected from interviews. Specimens 

were taken from the cervix and penis for human papillomavirus (HPV) DNA testing. Three PS risk models were constructed 

with all couples, couples with monogamous women, and couples with lifetime nonsmoking monogamous women. For the 

third model, the analysis considered potential misclassification of smoking status and was restricted to the risk period for 

which the woman was exposed to both HPV, a necessary cause of ICC, and PS. Multivariable unconditional logistic regres-

sion was used to estimate associations between CIS or ICC and PS.

RESuLTS: An increased risk was found among couples with both ever smoking men and women (OR = 2.26; 95% CI: 1.40-

3.64). No statistically increased risk of CIS was found with PS in the models analyzed. Similar significant increased risks of 

ICC with PS was found among all couples (OR = 1.57; 95% CI: 1.15-2.15) and couples with monogamous women (OR = 

1.55; 95% CI: 1.07-2.23) but not among lifetime nonsmoking monogamous women married to ever smoking men.

CONCLuSION: PS could not be detected as an independent risk factor of ICC in the absence of active smoking.

IMPACT: The combined effects of exposure to active and PS suggest its potential adverse role in cervical carcinogenesis.

Pmid: 21615606
de Roos KP, Groen L, leenders ac.
Foam sclerotherapy: investigating the need for sterile air.
Dermatol Surg. 2011 Aug;37(8):1119-24. 

BACKGROuND: Sclerotherapy with foam is becoming increasingly popular for the treatment of varicose veins. There is no 

consensus on the necessity of sterile air or other gases to produce foam.

OBJECTIVES: To evaluate the potential risk of bacterial inoculation of polidocanol (POL) foam using room air and the antimi-

crobial properties of polidocanol.

MATERIALS AND METHODS:The amount of airborne microorganisms was quantitatively measured. Four bacterial strains 

were tested for susceptibility to polidocanol: Staphylococcus aureus, Staphylococcus epidermidis, Pseudomonas aeruginosa, 

and Streptococcus pyogenes.

RESuLTS: Air measurements varied as a result of air movement and the number of people in the room. Although the risk of 

introducing one colony-formin unit can be calculated as less than 1 in 330, the clinical relevance is still to be determined. No 

inhibition of bacterial growth was achieved with POL in of any of the tested strains.

CONCLuSIONS: Foam sclerotherapy with POL prepared in a standard treatment room is a safe procedure without the risk of 

introducing a severe bacterial complication. The use of sterile air, nitrogen, or carbon dioxide is unnecessary and will make 

foam sclerotherapy with POL more elaborate and more expensive to use.

Pmid: 21628483
van der Hoek W, Versteeg B, meekelenkamp Jc, renders nh, leenders ac, Weers-Pothoff I, hermans 
mh, Zaaijer HL, Wever Pc, schneeberger Pm.
Follow-up of 686 patients with acute Q fever and detection of chronic infection.
Clin Infect Dis. 2011 Jun 15;52(12):1431-6.

BACKGROuND: Recent outbreaks in the Netherlands allowed for laboratory follow-up of a large series of patients with acute 

Q fever and for evaluation of test algorithms to detect chronic Q fever, a condition with considerable morbidity and mortality.

METHODS: For 686 patients with acute Q fever, IgG antibodies to Coxiella burnetii were determined using an immunofluo-

rescence assay at 3, 6, and 12 months of follow-up. Polymerase chain reaction (PCR) was performed after 12 months and 

on earlier serum samples with an IgG phase I antibody titer ≥ 1:1024.

RESuLTS: In 43% of patients, the IgG phase II antibody titers remained high (≥ 1:1024) at 3, 6, and 12 months of follow-up. 

Three months after acute Q fever, 14% of the patients had an IgG phase I titer ≥ 1:1024, which became negative later in 

81%. IgG phase I antibody titers were rarely higher than phase II titers. Eleven cases of chronic Q fever were identified on the 

basis of serological profile, PCR results, and clinical presentation. Six of these patients were known to have clinical risk fac-

tors at the time of acute Q fever. In a comparison of various serological algorithms, IgG phase I titer ≥ 1:1024 at 6 months 

had the most favorable sensitivity and positive predictive value for the detection of chronic Q fever.

CONCLuSIONS: The wide variation of serological and PCR results during the follow-up of acute Q fever implies that the 

diagnosis of chronic Q fever, necessitating long-term antibiotic treatment, must be based primarily on clinical grounds. Dif-

ferent serological follow-up strategies are needed for patients with and without known risk factors for chronic Q fever.
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van bijnen st, Vermeer H, Mourisse JM, de Witte T, van Swieten HA, Muus P.
Cardiopulmonary bypass in a patient with classic paroxysmal nocturnal hemoglobinuria during treatment 
with eculizumab. 
Eur J Haematol. 2011 Oct;87(4):376-8. 
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Fariña-Sarasqueta A, Gosens MJ, Moerland E, van Lijnschoten I, Lemmens VE, Slooter GD, Rutten HJ, van 
den brule aJ. 
TS gene polymorphisms are not good markers of response to 5-Fu therapy in stage III colon cancer patients. 
Cell Oncol (Dordr). 2011 Aug;34(4):327-35. 

AIM: Although the predictive and prognostic value of thymidylate synthase (TS) expression and gene polymorphism in colon 

cancer has been widely studied, the results are inconclusive probably because of methodological differences. With this 

study, we aimed to elucidate the role of TS gene polymorphisms genotyping in therapy response in stage III colon carcinoma 

patients treated with 5-Fu adjuvant chemotherapy.

PATIENTS AND METHODS: 251 patients diagnosed with stage III colon carcinoma treated with surgery followed by 5-Fu 

based adjuvant therapy were selected. The variable number of tandem repeats (VNTR) and the single nucleotide polymor-

phism (SNP) in the 5’untranslated region of the TS gene were genotyped.

RESuLTS: There was a positive association between tumor T stage and the VNTR genotypes (p = 0.05). In both univariate 

and multivariate survival analysis no effects of the studied polymorphisms on survival were found. However, there was an 

association between both polymorphisms and age. Among patients younger than 60 years, the patients homozygous for 2R 

seemed to have a better overall survival, whereas among the patients older than 67 this longer survival was seen by the 

carriers of other genotypes.

CONCLuSION: We conclude that the TS VNTR and SNP do not predict response to 5-Fu therapy in patients with stage III 

colon carcinoma. However, age appears to modify the effects of TS polymorphisms on survival.

Pmid: 21636243
lips dJ, Schutte HW, van der Linden RL, dassen ae, Voogd AC, bosscha k.
Sentinel lymph node biopsy to direct treatment in gastric cancer. A systematic review of the literature.
Eur J Surg Oncol. 2011 Aug;37(8):655-61. 

Gastric cancer is one of the main causes of cancer-related deaths around the world. The prevalence of early gastric cancer 

(EGC) among all gastric cancers of 45-51% in Japan, but only 7-28% in Western countries. The prevalence of EGC is growing 

partly because of better diagnostics and screening programmes. Possible treatment options for EGC treatment are expanded 

by the introduction of endoscopic mucosal resection and endoscopic submucosal dissection Therefore, detailed knowledge 

about nodal metastatic risk is warranted. We performed a systematic review of the literature concerning studies inves-

tigating the role of sentinel lymph node biopsy in EGCr and whether there is enough proof to introduce SLN as a part of 

treatment for EGC in the Netherlands. Several detection substances (dye or radiocolloid) and injection methods (submucosal 

or subserosal) are investigated. An overall sensitivity percentage of 85.4% was found. In comparison, high and clinically 

sufficient percentages were observed for specificity (98.2%), negative predictive value (90.7%) and accuracy (94%). Subgroup 

analyses showed that the combination of dye and radiocolloid detection substances is the best method for sentinel lymph 

node detection in early gastric cancer. However, the precise method of sentinel lymph node biopsy in EGC has to be deter-

mined further. Large, randomized series should be initiated in Europe to address this issue.

Pmid: 21641514 
Brands MM, Purperhart H, deckers-kocken Jm.
A pilot study of yoga treatment in children with functional abdominal pain and irritable bowel syndrome.
Complement Ther Med. 2011 Jun;19(3):109-14. Epub 2011 May 26.

OBJECTIVES: The aim of this pilot study was to evaluate the effect of yoga exercises on pain frequency and intensity and on 

quality of life in children with functional abdominal pain.

DESIGN: 20 children, aged 8-18 years, with irritable bowel syndrome (IBS) or functional abdominal pain (FAP) were enrolled 

and received 10 yoga lessons. Pain intensity and pain frequency were scored in a pain diary and quality of life was measured 

with the Kidscreen quality of life questionnaire (KQoL).

RESuLTS: In the 8-11 year old group and the 11-18 year old group pain frequency was significantly decreased at the 

end of therapy (p=0.031 and p=0.004) compared to baseline. In the 8-11 year group pain intensity was also significantly 

decreased at this time point (p=0.015). After 3 months there still was a significant decrease in pain frequency in the younger 

patient group (p=0.04) and a borderline significant decrease in pain frequency in the total group (p=0.052). Parents repor-

ted a significantly higher KQoL-score after yoga treatment.

CONCLuSION: This pilot study suggests that yoga exercises are effective for children aged 8-18 years with FAP, resulting in 

significant reduction of pain intensity and frequency, especially in children of 8-11 years old.

Pmid:21646670
Popa C, Wever Pc, moviat m. 
H1N1 vaccination: expect the unexpected. 
Neth J Med. 2011 May;69(5):223, 246. 
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Fassaert t, Jager G.
A round air configuration in the lower abdomen.
Neth J Med. 2011 May;69(5):245, 247. 
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de Jong JS, Verkerk AO, borren mm, Zakhrabova O, Nieuwland R, Meijers JC, Akkerman JWN, Wilde AA, Tan 
HL, Dekker LR.
Activated human platelet products induce proarrhythmic effects in ventricular myocytes.
JMCC 2011 Sep;51(3):347-56.

Sudden cardiac death remains one of the most prevalent modes of death and is mainly caused by ventricular fibrillation (VF) 

in the setting of acute ischemia resulting from coronary thrombi. Animal experiments have shown that platelet activa-

tion may increase susceptibility of ischemic myocardium to VF, but the mechanism is unknown. In the present study, we 

evaluated the effects of activated blood platelet products (ABPPs) on electrophysiological properties and intracellular Ca(2+) 

(Ca(2+)(i)) homeostasis. Platelets were collected from healthy volunteers. After activation, their secreted ABPPs were added 

to superfusion solutions. Rabbit ventricular myocytes were freshly isolated, and membrane potentials and Ca(2+)(i) were 

recorded using patch-clamp methodology and indo-1 fluorescence measurements, respectively. ABPPs prolonged action 

potential duration and induced early and delayed afterdepolarizations. ABPPs increased L-type Ca(2+) current (I(Ca,L)) den-

sity, but left densities of sodium current, inward rectifier K(+) current, transient outward K(+) current, and rapid component 
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of the delayed rectifier K(+) current unchanged. ABPPs did not affect kinetics or (in)activation properties of membrane cur-

rents. ABPPs increased systolic Ca(2+)(i), Ca(2+)(i) transient amplitude, and sarcoplasmic reticulum Ca(2+) content. ABPPs 

did not affect the Na(+)-Ca(2+) exchange current (I(NCX)) in Ca(2+)-buffered conditions. Products secreted from activated 

human platelets induce changes in I(Ca,L) and Ca(2+)(i), which result in action potential prolongation and the occurrence of 

early and delayed afterdepolarizations in rabbit myocytes. These changes may trigger and support reentrant arrhythmias in 

ischemia models of coronary thrombosis.

Pmid: 21652687
hulstein JJ, van ‘t sant P.
Sweat analysis using indirect ion-selective electrode on the routine chemistry analyser meets uK guidelines.
Ann Clin Biochem. 2011 Jul;48(Pt 4):374-6. 

BACKGROuND: According to consensus documents, sweat testing remains the standard for diagnosing cystic fibrosis. We 

studied a novel method of sweat analysis on two chemistry platforms: Dimension Vista (Siemens Healthcare Diagnostics) 

and Aeroset (Abbott).

METHODS: Sweat collected from healthy individuals and aqueous samples in the critical range for sweat analysis were 

measured using the Orion 290 plus (Thermo Electron Corporation), Chiron 925 chloride analyser (Sherwood Scientific Ltd), 

flame photometry, sweat-chek analyser and indirect ion-selective electrodes (ISE) of Vista and Aeroset. For measurement on 

ISE, an addition protocol was designed.

RESuLTS: Within-run and between-run variation coefficients of Aeroset and Vista remained <5% as prescribed by uK gui-

delines. The correlation between the chloride analyser and chloride concentrations analysed on Vista or Aeroset was, respec-

tively, y = 0.96x + 7.61 (r(2) 0.990) and y = 0.97x + 1.10 (r(2) 0.930) and between sweat-chek (conductivity) and sodium 

concentrations analysed on Vista or Aeroset was, respectively, y = 1.08x - 4.0 (r(2) 0.967) and y = 1.13x - 1.00 (r(2) 0.939). 

When classified according to medical decision rules (30 mmol/L and 60 mmol/L chloride, combined with sodium concentra-

tion), the same classification was found with the ISE-module and conventional methods for all samples.

CONCLuSION: We describe a simple procedure for sweat analysis using the ISE-module of two different chemistry plat-

forms. This procedure meets the requirements as described in uK guidelines.

Pmid: 21663625 
ritchie ed, Veen EJ, Olsman J, bosscha k. 
A case of bowel entrapment after penetrating injury of the pelvis: don’t forget the omentumplasty. 
Scand J Trauma Resusc Emerg Med. 2011 Jun 10;19:34. 

Bowel entrapment within a pelvic injury is rare and difficult to diagnose. usually, it is diagnosed late because of concomitant 

abdominal injuries. It may present itself as an acute intestinal obstruction or, more commonly, as a prolonged or intermittent 

ileus. Therefore, one should be aware of this late complication and primarily take measures for avoiding bowel entrapment. 

This report describes an unusual case of bowel entrapment within a pelvic fracture after a penetrating injury, and discusses 

options for preventing such a complication.

Pmid: 21664810
Lambregts DM, Maas M, cappendijk vc, Prompers LM, Mottaghy FM, Beets GL, Beets-Tan RG.
Whole-body diffusion-weighted magnetic resonance imaging: current evidence in oncology and potential 
role in colorectal cancer staging.
Eur J Cancer. 2011 Sep;47(14):2107-16. 

Tumour staging in cancer patients generally entails a multimodality imaging approach. Whole-body (WB) imaging techni-

ques may, however, be more time- and cost-effective than a multimodality approach. 2-fluorine-18-fluoro-2-deoxy-D-

glucose positron emission tomography (18FDG-PET), computed tomography (CT) and hybrid positron emission tomography 

and computed tomography (PET/CT) are the most established WB modalities, although new techniques, amongst which 

diffusion-weighted magnetic resonance imaging (DWI), are emerging. This review aims to evaluate the current evidence for 

WB-DWI in oncology, to discuss its potential for the WB staging of (colo)rectal cancer and to relate it to the established WB 

techniques.
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AP, van Geijn HP, Graziosi GC, van Lith JM, Mol BW, Moons KG, Nijhuis JG, Oei SG, Oosterbaan hP, Porath 
MM, rijnders rJ, Schuitemaker NW, Wijnberger LD, Willekes C, Visser GH, Kwee A. 
Fetal blood sampling in addition to intrapartum ST-analysis of the fetal electrocardiogram: evaluation of the 
recommendations in the Dutch STAN® trial. 
BJOG. 2011 Sep;118(10):1239-46. 

OBJECTIVES: To evaluate the recommendations for additional fetal blood sampling (FBS) when using ST-analysis of the fetal 

electrocardiogram.

DESIGN: Prospective cohort study.

SETTING:Three academic and six non-academic teaching hospitals in the Netherlands.

POPuLATION: Labouring women with a high-risk singleton pregnancy in cephalic position beyond 36 weeks of gestation.

METHODS: In labouring women allocated to the STAN® arm of a previously published randomised controlled trial who 

underwent one or more FBS during delivery, we assessed whether FBS was performed according to the trial protocol and 

how fetal acidosis, defined as an FBS pH < 7.20, was related to ST-waveform analysis.

MAIN OuTCOME MEASuRES: The number of FBS showing fetal acidosis, related to the different STAN® criteria where ad-

ditional FBS is recommended.

RESuLTS: Among 2827 women monitored with STAN®, 297 underwent FBS, of whom 171 (57.6%) were performed 

according to the predefined criteria and 126 were performed in absence of these criteria. In the first group, rates of fetal 

acidosis (pH < 7.20) were two of 18, none of nine, 12 of 111 and three of 33 when FBS was taken for abnormal cardioto-

cogram (CTG) at the start, intermediary CTG at the start, abnormal CTG >60 minutes, and poor electrocardiogram quality, 

respectively. When the predefined criteria were not met and ST-analysis showed no ST-events, only two incidents of fetal 

acidosis were seen.

CONCLuSIONS: The performance of FBS is valuable in the advised STAN® criteria. When these criteria are not met, perfor-

mance of FBS does not seem helpful in the detection of fetal acidosis.

Pmid: 21717423
Lemmens VE, bosscha k, van der Schelling G, Brenninkmeijer S, Coebergh JW, de Hingh IH. 
Improving outcome for patients with pancreatic cancer through centralization. 
Br J Surg. 2011 Oct;98(10):1455-62. 

BACKGROuND: High-volume institutions are associated with improved clinical outcomes for pancreatic cancer. This study 

investigated the impact of centralizing pancreatic cancer surgery in the south of the Netherlands.

METHODS: All patients diagnosed in the Eindhoven Cancer Registry area in 1995-2000 (precentralization) and 2005-2008 

(implementation of centralization agreements) with primary cancer of the pancreatic head, extrahepatic bile ducts, ampulla 

of Vater or duodenum were included. Resection rates, in-hospital mortality, 2-year survival and changes in treatment pat-
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terns were analysed. Multivariable regression analyses were used to identify independent risk factors for death.

RESuLTS: Some 2129 patients were identified. Resection rates increased from 19·0 to 30·0 per cent (P < 0·001). The 

number of hospitals performing resections decreased from eight to three, and the annual number of resections per hospital 

increased from two to 16. The in-hospital mortality rate dropped from 24·4 to 3·6 per cent (P < 0·001) and was zero in 

2008. The 2-year survival rate after surgery increased from 38·1 to 49·4 per cent (P = 0·001), and the rate irrespective of 

treatment increased from 10·3 to 16·0 per cent (P < 0·001). There was no improvement in 2-year survival in non-operated 

patients. After adjustment for relevant patient and tumour factors, those undergoing surgery more recently had a lower risk 

of death (hazard ratio 0·70, 95 per cent confidence interval 0·51 to 0·97). Changes in surgical patterns seemed largely to 

explain the improvements.

CONCLuSION: High-quality care can be achieved in regional hospitals through collaboration. Centralization should no longer 

be regarded as a threat by general hospitals but as a chance to improve outcomes in pancreatic cancer.

Pmid: 21719471
Ammerlaan HS, Kluytmans JA, Berkhout H, Buiting A, de Brauwer EI, van den Broek PJ, van Gelderen P, 
leenders ac, Ott A, Richter C, Spanjaard L, Spijkerman IJ, van Tiel FH, Voorn GP, Wulf MW, van Zeijl J, Troel-
stra A, Bonten MJ; MRSA Eradication Study Group. 
Eradication of carriage with methicillin-resistant Staphylococcus aureus: determinants of treatment failure. 
J Antimicrob Chemother. 2011 Oct;66(10):2418-24. 

BACKGROuND: using data from an observational study in which the effectiveness of a guideline for eradication of 

methicillin-resistant Staphylococcus aureus (MRSA) carriage was evaluated, we identified variables that were associated 

with treatment failure.

METHODS: A multivariate logistic regression model was performed with subgroup analyses for uncomplicated and compli-

cated MRSA carriage (the latter including MRSA infection, skin lesions, foreign-body material, mupirocin resistance and/or 

exclusive extranasal carriage) and for those treated according to the guideline (i.e. mupirocin nasal ointment and chlorhexi-

dine soap solution for uncomplicated carriage, in combination with two oral antibiotics for complicated carriage).

RESuLTS: Six hundred and thirteen MRSA carriers were included, of whom 333 (54%) had complicated carriage; 327 of 530 

patients (62%) with known complexity of carriage were treated according to the guideline with an absolute increase in tre-

atment success of 20% (95% confidence interval 12%-28%). Among those with uncomplicated carriage, guideline adherence 

[adjusted odds ratio (OR(a)) 7.4 (1.7-31.7)], chronic pulmonary disease [OR(a) 44 (2.9-668)], throat carriage [OR(a) 2.9 

(1.4-6.1)], perineal carriage [OR(a) 2.2 (1.1-4.4)] and carriage among household contacts [OR(a) 5.6 (1.2-26)] were as-

sociated with treatment failure. Among those with complicated carriage, guideline adherence was associated with treatment 

success [OR(a) 0.2 (0.1-0.3)], whereas throat carriage [OR(a) 4.4 (2.3-8.3)] and dependence in activities of daily living [OR(a) 

3.6 (1.4-8.9)] were associated with failure.

CONCLuSIONS: Guideline adherence, especially among those with complicated MRSA carriage, was associated with 

treatment success. Adding patients with extranasal carriage or dependence in daily self-care activities to the definition of 

complicated carriage, and treating them likewise, may further increase treatment success.

Pmid: 21719473 
Ammerlaan HS, Kluytmans JA, Berkhout H, Buiting A, de Brauwer EI, van den Broek PJ, van Gelderen P, 
leenders ac, Ott A, Richter C, Spanjaard L, Spijkerman IJ, van Tiel FH, Voorn GP, Wulf MW, van Zeijl J, Troel-
stra A, Bonten MJ; on behalf of the MRSA Eradication Study Group (renders nm). 
Eradication of carriage with methicillin-resistant Staphylococcus aureus: effectiveness of a national guide-
line. 
J Antimicrob Chemother 2011;66:2409-2417.

BACKGROuND: We evaluated the effectiveness of eradication of methicillin-resistant Staphylococcus aureus (MRSA) carri-

age in the Netherlands after the introduction of a guideline in 2006. The guideline distinguishes complicated (defined as the 

presence of MRSA infection, skin lesions, foreign-body material, mupirocin resistance and/or exclusive extranasal carriage) 

and uncomplicated carriage (not meeting criteria for complicated carriage). Mupirocin nasal ointment and chlorhexidine soap 

solution are recommended for uncomplicated carriers and the same treatment in combination with two oral antibiotics for 

complicated carriage.

METHODS: A prospective cohort study was performed in 18 Dutch centres from 1 October 2006 until 1 October 2008.

RESuLTS: Six hundred and thirteen MRSA carriers underwent one or more decolonization treatments during the study 

period, mostly after hospital discharge. Decolonization was achieved in 367 (60%) patients with one eradication attempt 

and ultimately 493 (80%) patients were decolonized, with a median time until decolonization of 10 days (interquartile range 

7-43 days). Three hundred and twenty-seven (62%) carriers were treated according to the guideline, which was associated 

with an absolute increase in treatment success of 20% [from 45% (91/203) to 65% (214/327)].

CONCLuSIONS: Sixty percent of MRSA carriers were successfully decolonized after the first eradication attempt and 62% 

were treated according to the guideline, which was associated with an increased treatment success.

Pmid: 21723417
huijsmans cJ, Poodt J, Savelkoul PH, hermans mh.
Sensitive detection and quantification of the JAK2V617F allele by real-time PCR blocking wild-type amplifi-
cation by using a peptide nucleic acid oligonucleotide. 
J Mol Diagn. 2011 Sep;13(5):558-64. 

A single G-to-T missense mutation in the gene for the JAK2 tyrosine kinase, leading to a V617F amino acid substitution, is 

commonly found in several myeloproliferative neoplasms. Reliable quantification of this mutant allele is of increasing clinical 

and therapeutic interest in predicting and diagnosing this group of neoplasms. Because JAK2V617F is somatically acquired 

and may be followed by loss of heterozygosity, the percentage of mutant versus wild-type DNA in blood can vary between 

0% and almost 100%. Therefore, we developed a real-time PCR assay for detection and quantification of the low-to-high 

range of the JAK2V617F allele burden. To allow the assay to meet these criteria, amplification of the wild-type JAK2 was 

blocked with a peptide nucleic acid oligonucleotide. JAK2V617F patient DNA diluted in JAK2 wild-type DNA could be am-

plified linearly from 0.05% to 100%, with acceptable reproducibility of quantification. The sensitivity of the assay was 0.05% 

(n = 3 of 3). In 9 of 100 healthy blood donors, a weak positive/background signal was observed in DNA isolated from blood, 

corresponding to approximately 0.01% JAK2V617F allele. In one healthy individual, we observed this signal in duplicate. The 

clinical relevance of this finding is not clear. By inhibiting amplification of the wild-type allele, we developed a sensitive and 

linear real-time PCR assay to detect and quantify JAK2V617F.

Pmid:21736705 
Langenveld J, Broekhuijsen K, van Baaren GJ, van Pampus MG, van Kaam AH, Groen H, Porath M, Oudijk 
MA, Bloemenkamp KW, Groot CJ, van Beek E, van Huizen ME, Oosterbaan hP, Willekes C, Wijnen-Duvekot 
EJ, Franssen MT, Perquin DA, Sporken JM, Woiski MD, Bremer HA, Papatsonis DN, Brons JT, Kaplan M, Nij 
Bijvanck BW, Mol BW; HyPITAT-II study group. 
Induction of labour versus expectant monitoring for gestational hypertension or mild pre-eclampsia between 
34 and 37 weeks gestation (HyPITAT-II): a multicentre , open-label randomized controlled trial.
BMC Pregnancy Childbirth. 2011 Jul 7;11:50. 
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BACKGROuND: Gestational hypertension (GH) and pre-eclampsia (PE) can result in severe complications such as eclampsia, 

placental abruption, syndrome of Hemolysis, Elevated Liver enzymes and Low Platelets (HELLP) and ultimately even 

neonatal or maternal death. We recently showed that in women with GH or mild PE at term induction of labour reduces both 

high risk situations for mothers as well as the caesarean section rate. In view of this knowledge, one can raise the question 

whether women with severe hypertension, pre-eclampsia or deterioration chronic hypertension between 34 and 37 weeks 

of gestation should be delivered or monitored expectantly. Induction of labour might prevent maternal complications. Howe-

ver, induction of labour in late pre-term pregnancy might increase neonatal morbidity and mortality compared with delivery 

at term.

METHODS/DESIGN: Pregnant women with severe gestational hypertension, mild pre-eclampsia or deteriorating chronic 

hypertension at a gestational age between 34+0 and 36+6 weeks will be asked to participate in a multi-centre randomised 

controlled trial. Women will be randomised to either induction of labour or expectant monitoring. In the expectant monito-

ring arm, women will be induced only when the maternal or fetal condition detoriates or at 37+0 weeks of gestation. The 

primary outcome measure is a composite endpoint of maternal mortality, severe maternal complications (eclampsia, HELLP 

syndrome, pulmonary oedema and thromboembolic disease) and progression to severe pre-eclampsia. Secondary outcomes 

measures are respiratory distress syndrome (RDS), neonatal morbidity and mortality, caesarean section and vaginal instru-

mental delivery rates, maternal quality of life and costs. Analysis will be intention to treat. The power calculation is based on 

an expectant reduction of the maternal composite endpoint from 5% to 1% for an expected increase in neonatal RDS from 

1% at 37 weeks to 10% at 34 weeks. This implies that 680 women have to be randomised.

DISCuSSION: This trial will provide insight as to whether in women with hypertensive disorders late pre-term, induction of 

labour is an effective treatment to prevent severe maternal complications without compromising the neonatal morbidity.

Pmid: 21756265
Hogema BM, Slot E, Molier M, schneeberger Pm, hermans mh, van Hannen EJ, van der Hoek W, Cuijpers 
HT, Zaaijer HL.
Coxiella burnetii infection among blood donors during the 2009 Q-fever outbreak in the Netherlands. Trans-
fusion. 2012 Jan;52(1):144-50. 

BACKGROuND: In 2007, 2008, and 2009 outbreaks of Q-fever occurred in The Netherlands with increasing magnitude. 

The 2009 outbreak with 2354 reported cases is the largest human Q-fever outbreak ever recorded. To assess the extent of 

infection and the safety of donated blood, we tested local blood donations for presence of Coxiella burnetii antibodies and 

DNA.

STuDy DESIGN AND METHODS: Starting May 2009, more than 40,000 serum samples were collected from all consenting 

blood donors in the areas with high Q-fever incidence. The 1004 samples from the areas with the highest number of re-

ported cases were tested for C. burnetii DNA by polymerase chain reaction; seroprevalence and incidence were determined 

using enzyme-linked immunosorbent assay and immunofluorescence assays (IFAs) in the subset of 543 donors of whom a 

follow-up sample was available.

RESuLTS: A total of 6 of 1004 donor samples tested reactive for C. burnetii DNA. Confirmatory testing (IFA) on the index 

and follow-up samples demonstrated seroconversion in two donors, high-level preexisting antibodies in one donor, and no 

seroconversion in three donors. Immunoglobulin (Ig)G testing of the 543 serum pairs showed that 66 were reactive in the 

latest sample, of which 10 represented seroconversions.

CONCLuSION: In the area with highest incidence during a large Q-fever outbreak, 3 of 1004 blood donations contained C. 

burnetii DNA (0.3%; 95% confidence interval, 0.1%-1.0%). A total of 66 of 543 (12.2%) donors tested positive for anti-Coxiella 

IgG. Ten seroconversions were detected, resulting in an incidence of 5.7% per year, which is more than 10-fold higher than 

the local number of reported clinical cases (0.47% per year).

Pmid:21767232
De Reu PA, Ooster¬baan hP, Smits LJ, Nijhuis JG. 
Perinatal mortality in preterm births. Analysis of causes, presence of substandard care and avoiding morta-
lity in preterm births in three Dutch regions.
 J. Perinat. Med. 2011 Sep;39(5):499-505.

OBJECTIVE: To analyze the causes and underlying events in cases of perinatal mortality (PNM) in preterm children.

SETTING: Three regions within the Netherlands.

STuDy DESIGN: For this study, we combined data of a PNM audit over a 1-year (2003-2004) with the corresponding data 

of its source population (n=22,189). In the perinatal audit, all cases of perinatal death have been assessed by multi disci-

plinary teams of professionals in perinatal care in a consensus model for cause of death and the presence of substandard 

care factors (SSF). In this article, we restricted our analysis to children born between 22+0 and 37+0 weeks of pregnancy 

(≥154 and <259 days). We also evaluated avoidability of preterm birth and avoidability of preterm perinatal mortality (PPM) 

in cases with and without SSF.

RESuLTS: Of 1885 preterm children, 166 died perinatally (8.81%). The two most important determinants were small-for-

gestational-age;ib47.6% of all cases with gestational age (GA) ≥25 weeks;ic and previous PNM (21.1%). In addition, PPM 

was substantially increased in mothers of non-Dutch origin (PPM 12.1% vs. 6.6% in children of Dutch mothers relative risk 

(RR)=1.88, 95% confidence interval=1.46-2.43) and in mothers in the age group 20-26 years (PPM 13.4% vs. <9% in all 

other categories, RR=1.69, 95% confidence interval=1.21-2.38). In 22.6% of the cases perinatal death was considered to be 

avoidable while in 17.0% perinatal death was related to SSF by caregivers.

CONCLuSIONS: Immediate and appropriate actions by both caregivers and care receivers in case of early signals of possible 

preterm labor may reduce PNM in this category in the Netherlands by more than 20%. Improvement in surveillance of fetal 

growth may reduce mortality significantly in the preterm gestational period.

Pmid: 21767571
Meijer A, Jonges M, Abbink F, Ang W, van Beek J, Beersma M, Bloembergen P, Boucher C, Claas E, Donker G, 
van Gageldonk-Lafeber R, Isken L, de Jong A, Kroes A, leenders s, van der Lubben M, Mascini E, Niesters 
B, Oosterheert JJ, Osterhaus A, Riesmeijer R, Riezebos-Brilman A, Schutten M, Sebens F, Stelma F, Swaan C, 
Timen A, van ‘t Veen A, van der Vries E, te Wierik M, Koopmans M.
Oseltamivir-resistant pandemic A(H1N1) 2009 influenza viruses detected through enhanced surveillance in 
the Netherlands, 2011-2012.
Antiviral Res. 2011 Oct;92(1):81-9.

Enhanced surveillance of infections due to the pandemic A(H1N1) influenza virus, which included monitoring for antiviral 

resistance, was carried out in the Netherlands from late April 2009 through late May 2010. More than 1100 instances 

of infection with the pandemic A(H1N1) influenza virus from 2009 and 2010 [A(H1N1) 2009] distributed across this 

period were analyzed. Of these, 19 cases of oseltamivir-resistant virus harboring the H275y mutation in the neuramini-

dase (NA) were detected. The mean 50% inhibitory concentration (IC50) levels for oseltamivir- and zanamivir-susceptible 

A(H1N1) 2009 viruses were 1.4-fold and 2-fold, respectively, lower than for the seasonal A(H1N1) influenza viruses from 

2007/2008; for oseltamivir-resistant A(H1N1) 2009 virus the IC50 was 2.9-fold lower. Eighteen of the 19 patients with 

oseltamivir-resistant virus showed prolonged shedding of the virus and developed resistance while on oseltamivir therapy. 

Sixteen of these 18 patients had an immunodeficiency, of whom 11 had a hematologic disorder. The two other patients had 

another underlying disease. Six of the patients who had an underlying disease died; of these, five had received cytostatic or 

immunosuppressive therapy. No indications for onward transmission of resistant viruses were found. This study showed that 
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the main association for the emergence of cases of oseltamivir-resistant A(H1N1) 2009 virus was receiving antiviral therapy 

and having drug-induced immunosuppression or an hematologic disorder. Except for a single case of a resistant virus not 

linked to oseltamivir therapy, the absence of detection of resistant variants in community specimens and in specimens from 

contacts of cases with resistant virus suggested that the spread of resistant A(H1N1) 2009 virus was limited. Containment 

may have been the cumulative result of impaired NA function, successful isolation of the patients, and prophylactic measu-

res to limit exposure.

Pmid: 21771372 
Smits MG, de vries e. 
Koemelkeiwitallergie. Reactie op: “Brand PL, Rijk-van Gent H. [Cow’s milk allergy in infants: new insights]. 
Ned Tijdschr Geneeskd. 2011;155(27):A3508. Dutch. 

Symptoms of cow’s milk allergy are non-specific; as a result, suspected cow’s milk allergy is far more common than proven 

allergy to cow’s milk. Cow’s milk allergy in infants is therefore most probably a fairly uncommon clinical picture; cow’s milk al-

lergy is estimated to occur in less than one per cent of infants. The only valuable additional diagnostic tool is food challenge, 

preferably double blind. Therapy consists of a formula free of cow’s milk (preferably containing extensively hydrolysed whey 

protein) from the moment the mother ceases nursing her child until the age of 6-12 months. Solids can be introduced in 

the usual fashion; there is no scientific basis for introducing them in a step by step fashion. Prevention of cow’s milk allergy 

by using hypoallergenic formula (partially hydrolysed cow milk protein) in the first year of life has been shown to be unsuc-

cessful, and can no longer be recommended. In the future, oral immunotherapy may be a promising new treatment for cow’s 

milk allergy.
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rutten mJ, Jager gJ, Kiemeney LA.
Patient selection and study design for shoulder ultrasound.
Am J Roentgenol. 2011 Aug;197(2):W368
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rutten mJ, Bovenhuis H, Heck JM, van Arendonk JA.
Prediction of ⊕-lactoglobulin genotypes based on milk Fourier transform infrared spectra.
J Dairy Sci. 2011 Aug;94(8):4183-8.

⊕-Lactoglobulin (⊕-LG) genotypes are associated with differences in bovine milk protein composition. Therefore, ⊕-LG 

genotypes are of direct relevance for the dairy industry. In this study, we predicted ⊕-lactoglobulin genotypes based on 

routinely recorded milk Fourier transform infrared spectra using 500 calibration samples. The results show that 76% of the 

cows carrying the ⊕-LG AA genotype, 80% of the cows carrying the ⊕-LG AB genotype, and 66% of the cows carrying the 

⊕-LG BB genotype were predicted correctly. Furthermore, the prediction of ⊕-LG genotypes based on Fourier transform 

infrared spectra showed a repeatability of 0.85. We discuss how the combined use of predicted ⊕-LG genotypes, pedigree 

information, and ⊕-LG genotypes derived using other methods could lead to further improvement in the percentage of 

correctly predicted ⊕-LG genotypes. The presented methodology is easy and inexpensive and could ultimately provide ⊕-LG 

genotypes at the individual cow level.

Pmid: 21791098
schönberger tJ, ernst mF.
A brachialis muscle rupture diagnosed by ultrasound; case report. 
Int J Emerg Med. 2011 Jul 26;4(1):46.

Trauma to the elbow caused by lifting heavy objects frequently involves rupture of the tendon of the biceps brachii muscle. 

Less frequently a rupture of the brachialis muscle occurs. To our knowledge, only five cases involving traumatic rupture of 

the brachialis muscle were described in the past 20 years. We will briefly report these cases.To demonstrate and evaluate 

muscle injuries, magnetic resonance imaging (MRI) is considered the most sensitive and specific method of choice. We 

report an isolated brachialis muscle rupture caused by resisted flexion and pronation of the lower arm. Physical examination 

combined with ultrasound evaluation confirmed the diagnosis of ruptured brachialis muscle. Treatment was non-operative 

with full restoration of function.

Pmid 21795040
Van den Broek EC, Kater AP, van de Schans SA, Karim-Kos HE, Janssen-Heijnen ML, Peters WG, nooijen 
Pt, Coebergh JW, Posthuma EF..
Chronic lymphocytic leukemaenia in the Netherlands: trends in incidence, treatment and survival, 1989-
2008.
Eur J Cancer 2012 apr;48(6):889-95.

We present trends in incidence, early treatment and survival of Chronic Lymphocytic Leukaemia (CLL) between 1989 

and 2008, based on population-based data from the Netherlands Cancer Registry. Incidence rates were stable at 5.1 per 

100,000 person-years for males, but increased from 2.3 to 2.5 for females, especially for females aged 50-64 years (from 

3.6 to 4.3). Patients were less likely to receive chemotherapy within six months, i.e. from 29% to 24% among males and 

from 25% to 21% among females. Five-year relative survival increased from 61% in 1989-1993 to 70% 2004-2008 for 

males, and from 71% to 76% for females. The relative excess risk of dying decreased in time to 0.7 (males) and 0.9 (females) 

in 2004-2008, reference 1989-1993, and increased with age to 2.9 (males) and 1.8 (females) in patients aged 75-94 

years, reference 30-64 years. The increasing incidence among females aged 50-64 coincided with the introduction of mass 

screening for breast cancer, which resulted in a large group of women under increased surveillance and possibly led to 

increased detection of CLL. The increase in survival might be underestimated due to possible decreased or delayed registra-

tion of indolent cases and the retroactive effect of the introduction of new therapies.

Pmid:21798700
moviat m, Terpstra AM, van der Hoeven JG, Pickkers P. 
Impaired renal function is associated with greater urinary strong ion differences in critically ill patients with 
metabolic acidosis. 
J Crit Care. 2012 Jun;27(3):255-60. 

PuRPOSE: urinary excretion of chloride corrects metabolic acidosis, but this may be hampered in patients with impaired 

renal function. We explored the effects of renal function on acid-base characteristics and urinary strong ion excretion using 

the Stewart approach in critically ill patients with metabolic acidosis.

MATERIALS AND METHODS: We examined the plasma and urine chemistry in 65 critically ill (mixed medical and surgical) 

patients with metabolic acidosis. The apparent strong ion difference, effective strong ion difference, strong ion gap, and 

urinary simplified strong ion difference (urinary SID) were calculated. Linear regression analyses were used (1) to assess 

whether plasma creatinine concentrations were related to urinary SIDs values, adjusted for blood pH levels, and (2) to 
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determine whether urinary SID values were associated with blood pH levels.

RESuLTS: Creatinine concentrations were positively and significantly (P < .001) associated with urinary SIDs values, adjusted 

for pH levels. urinary simplified strong ion difference values were inversely and significantly (P < .001) related to pH levels.

CONCLuSIONS: In critically ill patients with metabolic acidosis, impaired renal function was associated with greater urinary 

SIDs. Subsequently, the higher urinary SIDs values were related to lower pH levels, illustrating the importance of renal 

chloride excretion to correct for acidosis.

Pmid: 21801610
van der meijden e, Kazem S, Burgers MM, Janssens R, Bouwes Bavinck JN, de Melker H, Feltkamp MC. 
Seroprevalence of trichodysplasia spinulosa-associated polyomavirus. 
Emerg Infect Dis. 2011 Aug;17(8):1355-63.
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Porath M, rijnders rJ, van der Salm PC, Santema JG, Stigter RH, Mol BW, van Pampus MG; HyPITAT study 
group. 
Prediction of progression to a high risk situation in women with gestational hypertension or mild pre-
eclampsia at term. 
Aust N Z J Obstet Gynaecol. 2011 Aug;51(4):339-46. 

OBJECTIVE: To evaluate whether progression to a high-risk situation is predictable in women with gestational hypertension 

(GH) or mild pre-eclampsia (PE) at term.

METHODS: Women with a singleton pregnancy, a fetus in cephalic position, between 36 and 41 weeks of gestation, compli-

cated by GH or mild PE that were managed expectantly, were selected from the HyPITAT trial. We evaluated the predicta-

bility of progression to a high-risk situation. Logistic regression was used to determine the predictive value of clinical charac-

teristics or laboratory findings and to generate a prediction model for progression to a high-risk situation. The predictive 

value of this model was assessed with receiver-operating characteristic (ROC) analysis, calibration and internal validation.

RESuLTS: We included 703 women, of whom 244 (34.7%) had progression to a high-risk situation. After multivariable 

analysis, nulliparity (OR 1.87), maternal age (OR 1.05 per year), gestational age (OR 0.88 per week), previous abortion (OR 

1.26), ethnicity (OR 2.05 for non-Caucasian ethnicity), diastolic (OR 1.04 per mmHg), systolic blood pressure (OR 1.02 per 

mmHg) and the laboratory parameters proteinuria, haemoglobin, platelets, uric acid and alanine aminotransferase were 

included in the final model. The area under the ROC curve of this model was 0.71 (95% CI, 0.67-0.74). Even though the 

goodness of fit was moderate (P=0.40), internal validation showed the model could hold in the overall population.

CONCLuSION: In the prediction of progression to a high-risk situation, in women with GH or mild PE at term, a distinction 

can be made between women with a low risk and women with high risk.

Pmid: 21808941
broeders me, Vincken W, Corbetta L; ADMIT Working Group.
The ADMIT series--Issues in Inhalation Therapy. 7. Ways to improve pharmacological management of COPD: 
the importance of inhaler choice and inhalation technique.
Prim Care Respir J. 2011 Sep;20(3):338-43.

Since inhalation therapy will probably remain the preferred route of treatment for patients with chronic obstructive pulmo-

nary disease (COPD), it is important to provide helpful information that may assist physicians and nurses in selecting the ap-

propriate device(s) for individual patients as well as prescribing the correct medication. In line with the GOLD guidelines, the 

Aerosol Drug Management Improvement Team (ADMIT) propose a three-part “therapy adjustment strategy”, which provides 

health care professionals with a way to monitor and check the delivery of inhaled medication. The strategy is a summation 

of the key principles behind the evidence-based management of stable COPD and exacerbations. It offers physicians a rapid 

and user-friendly overview of the requirements of COPD management starting with making the diagnosis and continuing 

with optimisation of therapy in follow-up appointments. It includes everything from check lists for disease assessment and 

recommendations for reducing risk factors to selecting the proper inhalers and continuous checking of compliance and cor-

rect inhaler technique. These practical COPD therapy adjustment algorithms have been used as part of an interactive online 

course developed by the ADMIT group (www.admit-online.info). The COPD “flash” video available at this web site offers 

suggestions on how to organise a complete doctor-patient consultation.
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ders rJ, Schuitemaker NW, Wijnberger LD, Willekes C, Wouters MG, Visser GH, Mol BW, Moons KG. 
Prediction of neonatal metabolic acidosis in women with a term singleton fetus in cephalic position. 
Am J Perinatol. 2012 Mar;29(3):167-74. 

We sought to predict neonatal metabolic acidosis at birth using antepartum obstetric characteristics (model 1) and ad-

ditional characteristics available during labor (model 2). In 5667 laboring women from a multicenter randomized trial that 

had a high-risk singleton pregnancy in cephalic presentation beyond 36 weeks of gestation, we predicted neonatal metabolic 

acidosis. Based on literature and clinical reasoning, we selected both antepartum characteristics and characteristics that 

became available during labor. After univariable analyses, the predictors of the multivariable models were identified by back-

ward stepwise selection in a logistic regression analysis. Model performance was assessed by discrimination and calibration. 

To correct for potential overfitting, we (internally) validated the models with bootstrapping techniques. Of 5667 neonates 

born alive, 107 (1.9%) had metabolic acidosis. Antepartum predictors of metabolic acidosis were gestational age, nulliparity, 

previous cesarean delivery, and maternal diabetes. Additional intrapartum predictors were spontaneous onset of labor and 

meconium-stained amniotic fluid. Calibration and discrimination were acceptable for both models (c-statistic 0.64 and 0.66, 

respectively). In women with a high-risk singleton term pregnancy in cephalic presentation, we identified antepartum and 

intrapartum factors that predict neonatal metabolic acidosis at birth.

Pmid: 21815909
schatorjé eJ, gemen eF, Driessen GJ, leuvenink J, van Hout RW, van der Burg M, de vries e. 
Age-matched Reference Values for B-lymphocyte Subpopulations and CVID Classifications in Children. 
Scand J Immunol. 2011 Nov;74(5):502-10. 

Age-matched reference values are generally presented with 5th and 95th percentiles as ‘normal’ reference range. However, 

they are mostly determined in relatively small groups, which renders this presentation inaccurate. We determined reference 

values for B-lymphocyte subpopulations in healthy children with the statistical method of tolerance intervals that deals 

far better with the relatively small numbers tested, and compared these to the cut-off values used in the currently used 

EuROclass classification for common variable immunodeficiency disorders (CVID) in children. CVID is a heterogeneous group 

of primary immunodeficiency diseases characterized by low serum immunoglobulin levels and inadequate response to 

vaccination. Disease-modifying heterozygous amino acid substitutions in TACI are found in around ⊕10% of CVID patients. 

Interestingly, we found that age is the primary determinant of TACI-expression on B-lymphocytes, independent of switched 

memory B-lymphocyte numbers. Immunophenotyping of B-lymphocyte subpopulations is increasingly used to classify 
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patients with CVID into subgroups with different clinical prognosis according to the composition of their B-lymphocyte 

compartment. These classifications were mainly developed with data obtained in adults. Because of the maturing paediatric 

immune system, they may not be equally applicable in children: our and other age-matched reference values show great 

changes in the composition of the B-lymphocyte compartment during development. Although the greatest changes in B-

lymphocyte subpopulations occur below the age of 2 years, when the diagnosis of CVID cannot yet be made, it is likely that a 

classification developed in adults cannot be used to classify the prognosis of children.

Pmid: 21822557
Venderbosch S, de Wilt JH, Teerenstra S, Loosveld OJ, van Bochove A, sinnige ha, creemers gJ, Tesselaar 
ME, Mol L, Punt CJ, Koopman M. 
Prognostic Value of Resection of Primary Tumor in Patients with Stage IV Colorectal Cancer: Retrospective 
Analysis of Two Randomized Studies and a Review of the Literature. 
Ann Surg Oncol. 2011 Nov;18(12):3252-60.

BACKGROuND: In patients with metastatic colorectal cancer (mCRC) with an asymptomatic primary tumor, there is no 

consensus on the indication for resection of the primary tumor.

METHODS: A retrospective analysis was performed on the outcome of stage IV colorectal cancer (CRC) patients with or 

without resection of the primary tumor treated in the phase III CAIRO and CAIRO2 studies. A review of the literature was 

performed.

RESuLTS: In the CAIRO and CAIRO2 studies, 258 and 289 patients had undergone a primary tumor resection and 141 and 

159 patients had not, respectively. In the CAIRO study, a significantly better median overall survival and progression-free 

survival was observed for the resection compared to the nonresection group, with 16.7 vs. 11.4 months [P<0.0001, hazard 

ratio (HR) 0.61], and 6.7 vs. 5.9 months (P=0.004; HR 0.74), respectively. In the CAIRO2 study, median overall survival and 

progression-free survival were also significantly better for the resection compared to the nonresection group, with 20.7 vs. 

13.4 months (P<0.0001; HR 0.65) and 10.5 vs. 7.8 months (P=0.014; HR 0.78), respectively. These differences remained 

significant in multivariate analyses. Our review identified 22 nonrandomized studies, most of which showed improved survi-

val for mCRC patients who underwent resection of the primary tumor.

CONCLuSIONS: Our results as well as data from literature indicate that resection of the primary tumor is a prognostic factor 

for survival in stage IV CRC patients. The potential bias of these results warrants prospective studies on the value of resec-

tion of primary tumor in this setting; such studies are currently being planned.

Pmid: 21830111
Fariña Sarasqueta A, Zeestraten EC, van Wezel T, van Lijnschoten G, van Eijk R, Dekker JW, Kuppen PJ, 
Goossens-Beumer IJ, Lemmens VE, van de Velde CJ, Rutten HJ, Morreau H, van den brule aJ. 
PIK3CA kinase domain mutation identifies a subgroup of stage III colon cancer patients with poor prognosis. 
Cell Oncol (Dordr). 2011 Dec;34(6):523-31. 

BACKGROuND: PIK3CA mutations in the helical domain (in exon 9) and in the kinase domain (exon 20) cause tumor 

formation by different means. We aimed to determine the effects of each of these mutations on survival of colon carcinoma 

patients.

METHODS: A large cohort of 685 colon carcinoma patients was tested for PIK3CA mutations in exons 9 and 20 by single 

nucleotide primer extension (N = 428) or by real time PCR (N = 257).

RESuLTS: PIK3CA mutation rate was 13%. 66 of 83 (79.5%) were in exon 9 and 17 of 83 (20.5%) in exon 20. In survival 

analysis, PIK3CA mutations in exon 9 and 20 had different effects on patient outcome. The PIK3CA exon 20 mutation con-

ferred a poorer disease free survival compared to patients with wild type alleles and exon 9 mutations (Log rank p = 0.04 

and p = 0.03 respectively) and cancer specific survival (Log rank p = 0.03 and p = 0.056 respectively) in stage III patients. 

In stage I and II this negative effect on outcome was not seen.

CONCLuSIONS: PIK3CA mutation in exon 20 is a negative prognostic factor in stage III colon cancer patients. Moreover, 

this negative effect is not present in stage I and II patients.

Pmid: 22831489
beganovic a, beerlage hP.
A boy with blunt scrotal trauma.
Ned Tijdschr Geneeskd. 2012;156(29):A3525. Dutch. 

Blunt scrotal trauma, mostly induced by sports injuries, can cause a testis rupture. Patient exhibit extreme pain and 

swollen tender testicle. Direct ultrasonography can identify a rupture of the tunica albuginea. A rupture or a suspicion 

thereof requires a surgical exploration. Delay of diagnosis can cause irreversible damage to the testicle.

Pmid: 21843923
ruiterkamp J, Voogd AC, bosscha k, Roukema JA, Nieuwenhuijzen GA, Tjan-Heijnen VC, ernst mF. 
Presence of symptoms and timing of surgery do not affect the prognosis of patients with primary meta-
static breast cancer.
Eur J Surg Oncol. 2011 Oct;37(10):883-9. 

AIMS: Though most studies on surgical resection of the breast tumor in patients with primary distant metastatic breast 

cancer (MBC) indicated that surgery is associated with prolonged overall survival, some state that this effect has been 

confounded by indication and timing of surgery. In this study we analyzed these possible confounders and their relation 

to overall survival.

METHODS: To determine the impact of potential confounders, individual charts of 279 patients with primary MBC were 

reviewed.

RESuLTS: The median survival in patients treated with surgery of the breast tumor was 39 months, compared to 15 

months for those without surgery (p < 0.0001). The median survival of patients with symptomatic metastatic disease (n 

= 112) was 19 months, compared to 22 months for those without symptomatic disease (n = 167) (p = 0.15). Patients 

who received surgery and whose metastases were detected before surgery of the breast tumor had taken place (n = 

40) had a median survival of 38 months, compared to 40 months for patients in whom the metastatic disease was 

diagnosed after surgery (n = 43) (p = 0.81).

CONCLuSION: Presence of symptomatic metastatic disease was no significant prognostic factor for patients with distant 

metastasis at diagnosis, neither was the timing of surgery. It is unlikely that the prolonged survival after surgery is 

explained by these potentials confounders.

Pmid: 21849721
Peters ch, Vullings R, Rooijakkers MJ, Bergmans JW, Oei SG, Wijn PF.
A continuous wavelet transform-based method for time-frequency analysis of artefact-corrected heart 
rate variability data.
Physiol Meas. 2011 Oct;32(10):1517-27. 

Time-frequency analysis of heart rate variability (HRV) provides relevant clinical information. However, time-frequency 

analysis is very sensitive to artefacts. Artefacts that are present in heart rate recordings may be corrected, but this 
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reduces the variability in the signal and therefore adversely affects the accuracy of calculated spectral estimates. To 

overcome this limitation of traditional techniques for time-frequency analysis, a new continuous wavelet transform 

(CWT)-based method was developed in which parts of the scalogram that have been affected by artefact correction 

are excluded from power calculations. The method was evaluated by simulating artefact correction on HRV data that 

were originally free of artefacts. Commonly used spectral HRV parameters were calculated by the developed method 

and by the short-time Fourier transform (STFT), which was used as a reference. Except for the powers in the very 

low-frequency and low-frequency (LF) bands, powers calculated by the STFT proved to be extremely sensitive to 

artefact correction. The CWT-based calculations in the high-frequency and very high-frequency bands corresponded 

well with their theoretical values. The standard deviations of these powers, however, increase with the number of cor-

rected artefacts which is the result of the non-stationarity of the R-R interval series that were analysed. The powers 

calculated in the LF band turned out to be slightly sensitive to artefact correction, but the results were acceptable up to 

20% artefact correction. Therefore, the CWT-based method provides a valuable alternative for the analysis of HRV data 

that cannot be guaranteed to be free of artefacts.

Pmid: 21849866 
kusters ma, Jol-Van Der Zijde EC, gijsbers rh, de vries e. 
Decreased response after conjugated meningococcal serogroup C vaccination in children with down 
syndrome. Pediatr Infect Dis J. 2011 Sep;30(9):818-9. 

Pmid: 21874801
de Jong md, Fassaert ta, ranschaert er. 
Arrested pneumatization of the skull base. 
JBR-BTR. 2011 May-Jun;94(3):114-5. 
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Spaargaren GJ, rutten mJ.
Multiple bone infarcts of the left femur and tibia.
JBR-BTR. 2011 May-Jun;94(3):134-5. 
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Van der Horn G, rutten mJ.
Pilomatrixoma.
JBR-BTR. 2011 May-Jun;94(3):142-3. 

Pmid: 21888803
Whelan J, Schimmer B, schneeberger P, meekelenkamp J, Ijff A, van der Hoek W, Robert-Du Ry van 
Beest Holle M.
Q fever among culling workers, the Netherlands, 2011-2012.
Emerg Infect Dis. 2011 Sep;17(9):1719-23.

In 2009, dairy goat farms in the Netherlands were implicated in >2,300 cases of Q fever; in response, 51,820 small 

ruminants were culled. Among 517 culling workers, despite use of personal protective equipment, 17.5% seroconver-

ted for antibodies to Coxiella burnetii. Vaccination of culling workers could be considered.

Pmid: 21890873
eppenga Wl, derijks hJ, conemans Jm, hermens Wa, Wensing M, De Smet PA. 
Comparison of a basic and an advanced pharmacotherapy-related clinical decision support system in a 
hospital care setting in the Netherlands. 
J Am Med Inform Assoc. 2012 Jan-Feb;19(1):66-71. 

OBJECTIVE: To compare the clinical relevance of medication alerts in a basic and in an advanced clinical decision sup-

port system (CDSS).

DESIGN: A prospective observational study.

MATERIALS AND METHODS: We collected 4023 medication orders in a hospital for independent evaluation in two 

pharmacotherapy-related decision support systems. Only the more advanced system considered patient characteristics 

and laboratory test results in its algorithms. Two pharmacists assessed the clinical relevance of the medication alerts 

produced. The alert was considered relevant if the pharmacist would undertake action (eg, contact the physician or the 

nurse). The primary analysis concerned the positive predictive value (PPV) for clinically relevant medication alerts in 

both systems.

RESuLTS: The PPV was significantly higher in the advanced system (5.8% vs 17.0%; p<0.05). Significant differences 

were found in the alert categories: drug-(drug) interaction (9.9% vs 14.8%; p<0.05), drug-age interaction (2.9% vs 

73.3%; p<0.05), and dosing guidance (5.6% vs 16.9%; p<0.05). Including laboratory values and other patient characte-

ristics resulted in a significantly higher PPV for the advanced CDSS compared to the basic medication alerts (12.2% vs 

23.3%; p<0.05).

CONCLuSION: The advanced CDSS produced a higher proportion of clinically relevant medication alerts, but the num-

ber of irrelevant alerts remained high. To improve the PPV of the advanced CDSS, the algorithms should be optimized 

by identifying additional risk modifiers and more data should be made electronically available to improve the perfor-

mance of the algorithms. Our study illustrates and corroborates the need for cyclic testing of technical improvements 

in information technology in circumstances representative of daily clinical practice.

Pmid: 21892909
Roelandse-Koop EA, Buisman B, van Hannen EJ, van der Zee A, Kortlandt W, hermans mh, van Houte 
AJ, van Rhee-Luderer R.
Rapid HLA-B27 screening with real-time TaqMan PCR: a clinical validation in the Dutch population. 
Clin Chem Lab Med. 2011 Sep 6;49(12):1979-85.

BACKGROuND: Human leukocyte antigen B27 (HLA-B27) is strongly associated with ankylosing spondylitis. The B27 

allele is present in 90% of patients with this disease, whereas it is present in only 9% of Caucasians. Molecular detection 

of HLA-B27 is traditionally based on allele specific amplification of exon 2 (Olerup method) or exon 3 (Dominguez 

method) by PCR, followed by gel analysis.

METHODS: We developed a real-time TaqMan PCR based on the Dominguez method with a ⊕-Globin PCR as internal 

control.

RESuLTS: A total of 544 clinical samples were used to compare the real-time TaqMan PCR with the traditional 

Dominguez PCR, the traditional Olerup PCR and a commercial Olerup based HLA-B27 detection kit (Olerup SSPTM 

HLA-B27, GenoVision). While 542 samples gave concordant results, two samples showed discrepancies and were 

further analyzed. One sample that showed a discrepancy was negative with the traditional Olerup method and positive 

with the three other procedures. Sequencing analysis showed the presence of HLA-B*2712 in this sample. The other 

sample, positive with both Olerup based PCRs and negative with both Dominguez based methods, turned out to be 

positive for HLA-B*2707 by sequence analysis.
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CONCLuSIONS: With a correct result for 543 out of 544 samples (99.8%), we consider our real-time HLA-B27 PCR 

is a reliable method to detect HLA-B27 in the Dutch population, with reduced hands-on time and contamination risk 

compared to traditional PCR methods.

Pmid: 21893425  
Peters ch, van Laar JO, Vullings R, Oei SG, Wijn PF. 
Beat-to-beat heart rate detection in multi-lead abdominal fetal ECG recordings. 
Med Eng Phys. 2012 Apr;34(3):333-8. 

Reliable monitoring of fetal condition often requires more information than is provided by cardiotocography, the 

standard technique for fetal monitoring. Abdominal recording of the fetal electrocardiogram may offer valuable ad-

ditional information, but unfortunately is troubled by poor signal-to-noise ratios during certain parts of pregnancy. 

To increase the usability of abdominal fetal ECG recordings, an algorithm was developed that enhances fetal QRS 

complexes in these recordings and thereby provides a promising method for detecting the beat-to-beat fetal heart 

rate in recordings with poor signal-to-noise ratios. The method was evaluated on generated recordings with controlled 

signal-to-noise ratios and on actual recordings that were performed in clinical practice and were annotated by two 

independent experts. The evaluation on the generated signals demonstrated excellent results (sensitivity of 0.98 for 

SNR≥1.5). Only for SNR<2, the inaccuracy of the fetal heart rate detection exceeded 2 ms, which may still suffice for 

cardiotocography but is unacceptable for analysis of the beat-to-beat fetal heart rate variability. The sensitivity and 

positive predictive value of the method in actual recordings were reduced to approximately 90% for SNR≤2.4, but were 

excellent for higher signal-to-noise ratios.

Pmid: 21902846 
coenen s, Welling L, de schryver am, Laméris JS, schipper dl, van Gulik TM. 
Jaundice and a pancreatic tumour caused by auto-immune pancreatitis. 
Ned Tijdschr Geneeskd. 2011;155(35):A3067. Dutch. 

Three male patients aged between 50 and 70 years were referred with jaundice and weight loss. Imaging showed 

a pancreatic mass and changes in the calibre of the choledochal or pancreatic duct, suggestive of malignancy. Two 

patients were operated on. One patient was considered to have an unresectable carcinoma but showed remarkable 

clinical improvement after steroids were given for his poor condition. In the other patient a resection was performed. 

Histology showed IgG4-positive plasma cell infiltration without signs of malignancy. Eventually these patients were di-

agnosed with auto-immune pancreatitis (AIP). In the third patient AIP was considered beforehand and this patient was 

treated with steroids. He responded quickly both clinically and radiologically. CT imaging showed complete remission of 

the mass. AIP is a benign inflammatory process which can mimic pancreatic carcinoma. In doubtful cases, a short trial 

of steroids might be considered.

Pmid: 21910570
koebrugge b, bosscha k, Liefers GJ, lips dJ, van de Velde C. 
Can micrometastases be used to predict colon cancer prognosis? Hopes for the EnRoute+ study. 
Expert Rev Gastroenterol Hepatol. 2011 Oct;5(5):559-61. 

Pmid: 21914235
van marum rJ. 
Discontinuing medication in elderly: a checklist may be useful. 
Ned Tijdschr Geneeskd. 2011;155(36):A3802. Dutch. 

Elderly patients are at an increased risk of developing adverse drug events due to polypharmacy, co-morbidity and 

changes in physiology. Often, pharmacotherapy in frail elderly patients is initiated based on randomized trials from 

which this population has been excluded. In such cases, the question when to stop a medication may be as important 

as when to start it. It is important to consider whether the patient is using Potentially Inappropriate Medications (PIM) 

that should be stopped. Checklists can be helpful in detecting PIM. A recent study has shown that Screening Tool of 

Older Persons’ potentially inappropriate Prescriptions (STOPP) criteria can identify clinically relevant PIM much bet-

ter than the Beers criteria often used. These outcomes indicate that patient safety can be improved if clinicians use 

checklists such as the STOPP.

Pmid: 21924905
Keyzer-Dekker CM, De Vries J, van Esch L, ernst mF, Nieuwenhuijzen GA, Roukema JA, van der Steeg 
AF.
Anxiety after an abnormal screening mammogram is a serious problem.
Breast. 2012 Feb;21(1):83-8.

PuRPOSE: The aim of this study was to analyze the possible negative psychological consequences of a false positive 

screening mammogram (FPSM). We compared anxiety evoked by first (FSM) versus repeat screening mammogram 

(RSM). Questionnaires were completed prior to the diagnosis and during follow up.

RESuLTS: No differences in anxiety, depressive symptoms, and Quality of Life (QoL) were found between FSM (N = 

186) or RSM (N = 296) groups. All women experienced high anxiety before diagnosis was known. High trait anxiety 

was predictive for more anxiety, depressive symptoms, and lower QoL. Women with low score on trait anxiety were 

more momentary anxious in FSM group compared with RSM group (p = 0.048).

CONCLuSION: Negative psychological consequences after an FPSM are seen in all women. These effects are 

strengthened by personality and timing of the screening mammogram. All women should receive correct information 

concerning the negative psychological effects and should be offered psychosocial support if needed.

Pmid:21927939
van leijsen sa, Kluivers KB, Mol BW, Vierhout ME, Heesakkers JP. 
The value of preoperative urodynamics according to gynecologists and urologists with special interest in 
stress urinary incontinence. 
Int urogynecol J. 2012 Apr;23(4):423-8. 

INTRODuCTION AND HyPOTHESIS: The aim of this study is to assess variations in practice in the use of preoperative 

urodynamics in women with stress urinary incontinence (SuI).

METHODS: We performed an E-survey among all Dutch gynecologists and urologists who have SuI as focus in daily 

practice. The questions concerned the common policy and preferred policy. Descriptive statistics were used.

RESuLTS: Of the 260 targeted specialists, 163 (63%) responded. We found that 37% of the respondents performed 

standard preoperative urodynamics; in the preferred practice, this would reduce to only 18%. Eighty percent indicated 
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they would operate a patient with a positive stress test without urodynamic SuI, whereas 21% would do this also in 

case the clinical stress test was negative. Only 9% of the respondents indicated they adapted the choice of the type of 

sling based on urethral pressure profilometry parameters.

CONCLuSIONS: urodynamics are not routinely performed, and outcomes hardly influence the choice of treatment.

Pmid: 21930361
koebrugge b, Vogelaar FJ, lips dJ, Pruijt JF, van der linden Jc, ernst mF, bosscha k.
The number of high-risk factors is related to outcome in stage II colonic cancer patients.
Eur J Surg Oncol. 2011 Nov;37(11):964-70. 

BACKGROuND: A subgroup of stage II colonic cancer patients are considered to be at high-risk for recurrent/metastatic 

disease based on 1) tumour obstruction/perforation 2) <10 lymph nodes 3) T4 lesions and 4) lymphangio-invasion. 

Their prognosis is regarded as comparable to stage III (T1-4N+M0) colonic cancer and it is therefore strongly advised 

to treat them with adjuvant chemotherapy. The purpose of this study was i) to determine the magnitude of prognostic 

significance of the conventional high-risk factors and ii) to determine whether the number of high-risk factors influen-

ces outcome.

METHODS: We retrospectively analyzed 212 stage II colonic cancer patients undergoing surgery between January 

2002 and December 2008. No adjuvant chemotherapy was given. Survival analyses were performed.

RESuLTS: 154/212 (73%) patients were considered to be high-risk patients based on conventional high-risk factors. 

58 patients did not meet any high-risk factor, 125 patients met 1 high-risk factor and 29 patients met ≥2 high-risk 

factors. Median follow up was 40 months. Multivariate analysis identified four independent risk factors for recurrent/

metastatic disease: age, obstruction, perforation and lymphangio-invasion. The three-year-DFS-rates for the low-

risk group, the high-risk group with 1 high-risk factor and the high-risk group with ≥2 high-risk criteria are 90.4%, 

87.6% and 75.9% respectively. Patients meeting ≥2 conventional high-risk criteria had a significantly worse three-year 

disease free survival (p < 0.002).

CONCLuSIONS: Four independent high-risk factors were identified. The number of high-risk factors does influence 

outcome. More attention should be given to the definition and treatment of high-risk stage II colonic cancer patients.

Pmid: 21944030
ruiterkamp J, ernst mF.
The role of surgery in metastatic breast cancer.
Eur J Cancer. 2011 Sep;47 Suppl 3:S6-22. Review.

Some of the patients who present with breast cancer already have distant metastatic disease. According to recent 

literature, these patients may benefit from resection of the breast tumour. One explanation for the effect of this 

resection is that reducing the tumour load influences metastatic growth. Results of future randomised controlled trials 

should indicate whether surgery of the breast tumour truly improves survival. Selected patients could even benefit 

from metastasectomy of liver and lung metastases; survival seems to improve and these procedures seldom lead to 

major complications. When metastasectomy is not possible, minimally invasive techniques can be used in selected 

patients for the treatment of breast cancer liver metastases, radiofrequency ablation (RFA) being discussed most in the 

literature. Patients with locally advanced breast cancer are treated multidisciplinarily and with curative intent. Part of 

the treatment is surgery to reduce tumour load. Regarding treatment of the axilla, in a clinically negative axilla sentinel 

node biopsy is advised before neoadjuvant treatment; an axillary lymph node dissection is not warranted. In local 

recurrence, surgery is the primary treatment. Axillary staging can be done in patients with a previous negative sentinel 

node biopsy. Regional recurrence after breast-conserving surgery or mastectomy is treated with surgery followed by 

radiotherapy.

Pmid: 21947301
Thunnissen E, Bovée JV, Bruinsma H, van den brule aJ, Dinjens W, Heideman DA, Meulemans E, Ne-
derlof P, van Noesel C, Prinsen CF, Scheidel K, van de Ven PM, de Weger R, Schuuring E, Ligtenberg M. 
EGFR and KRAS quality assurance schemes in pathology: generating normative data for molecular 
predictive marker analysis in targeted therapy. 
J Clin Pathol. 2011 Oct;64(10):884-92. 

INTRODuCTION: The aim of this study was to compare the reproducibility of epidermal growth factor receptor (EGFR) 

immunohistochemistry (IHC), EGFR gene amplification analysis, and EGFR and KRAS mutation analysis among dif-

ferent laboratories performing routine diagnostic analyses in pathology in The Netherlands, and to generate normative 

data.

METHODS: In 2008, IHC, in-situ hybridisation (ISH) for EGFR, and mutation analysis for EGFR and KRAS were tested. 

Tissue microarray sections were distributed for IHC and ISH, and tissue sections and isolated DNA with known muta-

tions were distributed for mutation analysis. In 2009, ISH and mutation analysis were evaluated. False-negative and 

false-positive results were defined as different from the consensus, and sensitivity and specificity were estimated.

RESuLTS: In 2008, eight laboratories participated in the IHC ring study. In only 4/17 cases (23%) a consensus score of 

≥75% was reached, indicating that this analysis was not sufficiently reliable to be applied in clinical practice. For EGFR 

ISH, and EGFR and KRAS mutation analysis, an interpretable result (success rate) was obtained in ≥97% of the cases, 

with mean sensitivity ≥96% and specificity ≥95%. For small sample proficiency testing, a norm was established defining 

outlier laboratories with unsatisfactory performance.

CONCLuSIONS: The result of EGFR IHC is not a suitable criterion for reliably selecting patients for anti-EGFR treat-

ment. In contrast, molecular diagnostic methods for EGFR and KRAS mutation detection and EGFR ISH may be reliably 

performed with high accuracy, allowing treatment decisions for lung cancer.

Pmid:21951559 
Janssen kW, van Mechelen W, Verhagen EA.
Ankles back in randomized controlled trial (ABrCt): braces versus neuromuscular exercises for the 
secondary prevention of ankle sprains. Design of a randomised controlled trial.
BMC Musculoskelet Disord. 2011 Sep 27;12:210.

BACKGROuND: Ankle sprains are the most common sports and physical activity related injury. There is extensive 

evidence that there is a twofold increased risk for injury recurrence for at least one year post injury. In up to 50% of all 

cases recurrences result in disability and lead to chronic pain or instability, requiring prolonged medical care. Therefore 

ankle sprain recurrence prevention in athletes is essential. This RCT evaluates the effect of the combined use of braces 

and neuromuscular training (e.g. proprioceptive training/sensorimotor training/balance training) against the individual 

use of either braces or neuromuscular training alone on ankle sprain recurrences, when applied to individual athletes 

after usual care.

METHODS/DESIGN: This study was designed as three way randomized controlled trial with one year follow-up. 

Healthy individuals between 12 and 70 years of age, who were actively participating in sports and who had sustained 

a lateral ankle sprain in the two months prior to inclusion, were eligible for inclusion. After subjects had finished ankle 
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sprain treatment by means of usual care, they were randomised to any of the three study groups. Subjects in group 1 

received an eight week neuromuscular training program, subjects in group 2 received a sports brace to be worn during 

all sports activities for the duration of one year, and group 3 received a combination of the neuromuscular training 

program and a sports brace to be worn during all sports activities for the duration of eight weeks. Outcomes were 

assessed at baseline and every month for 12 months therafter. The primary outcome measure was incidence of ankle 

sprain recurrences. Secondary outcome measures included the direct and indirect costs of recurrent injury, the severity 

of recurrent injury, and the residual complaints during and after the intervention.

DISCuSSION: The ABrCt is the first randomized controlled trial to directly compare the secondary preventive effect of 

the combined use of braces and neuromuscular training, against the use of either braces or neuromuscular training as 

separate secondary preventive measures. This study expects to identify the most effective and cost-efficient secondary 

preventive measure for ankle sprains. The study results could lead to changes in the clinical guidelines on the preven-

tion of ankle sprains, and they will become available in 2012.
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Pharmacogenetics of oxaliplatin as adjuvant treatment in colon carcinoma: are single nucleotide poly-
morphisms in GSTP1, ERCC1, and ERCC2 good predictive markers? 
Mol Diagn Ther. 2011 Oct 1;15(5):277-83. 

PuRPOSE: Adjuvant chemotherapy improves survival in stage III colon cancer patients. However, a subgroup of pa-

tients still develops recurrent disease at some point in time, partly because of the ineffectiveness of the chemotherapy. 

Predictive markers of response are therefore crucial. Our aim was to study the predictive value of functional polymor-

phisms in genes involved in the metabolism of oxaliplatin and in DNA repair in stage III colon cancer patients.

MATERIALS AND METHODS: Normal DNA was isolated from 98 patients diagnosed with stage III colon carcinoma. 

Single nucleotide polymorphisms (SNPs) in three genes (the excision repair cross-complementing genes ERCC1 

[19007T>C] and ERCC2 [2251A>C], and the glutathione S-transferase pi 1 gene [GSTP1 313A>G]) were tested by PCR 

followed by digestion with restriction enzymes or by direct sequencing. These genes and SNPs were selected on the 

basis of their reported associations with oxaliplatin response in colorectal cancer.

RESuLTS: The genotype frequencies were in Hardy-Weinberg equilibrium. GSTP1 and ERCC2 polymorphisms were 

significantly associated with sex. The AA genotype of GSTP1 313A>G was more frequent in men than in women (59% 

vs 30%, p = 0.02), and the CC genotype of ERCC2 2251A>C was significantly more frequent in women than in men (24% 

vs 6%, p = 0.02). In univariate and multivariate survival analysis, none of the tested polymorphisms seemed to influence 

disease-free survival. The GSTP1 AA genotype had different effects on survival between men and women; homozy-

gous A men had significantly worse cancer-specific survival and overall survival than women with the same genotype 

(log rank p = 0.029 and p = 0.015, respectively).

CONCLuSION: None of the tested polymorphisms is likely to be a reliable marker of response to oxaliplatin therapy. The 

GSTP1 313A>G homozygous A genotype may have a prognostic value in male patients.

Pmid: 21975139
Van Esch L, Roukema JA, ernst mF, Nieuwenhuijzen GA, De Vries J.
Combined anxiety and depressive symptoms before diagnosis of breast cancer.
J Affect Disord. 2012 Feb;136(3):895-901. 

PuRPOSE: To determine the relationship between pre-diagnosis state anxiety, depressive symptoms, and com-

bined state anxiety and depressive symptoms (CADS) with quality of life (QOL), fatigue, state anxiety and depressive 

symptoms one and two years after surgery in women with breast cancer.

METHODS: Women with breast problems referred to a Dutch outpatient clinic were recruited for the study. Participants 

(N=428) completed a set of questionnaires before diagnosis (Time0) and the women with breast cancer subse-

quently received questionnaires at 12 (Time1) and 24 months (Time2) after surgical treatment. The questionnaire set 

consisted of questionnaires on demographics, state anxiety, depressive symptoms, fatigue, QOL, neuroticism, and trait 

anxiety. Chi-square tests, independent samples T-tests, and multivariate linear regression analyses were used to do 

the analyses.

RESuLTS: Before their diagnosis of breast cancer, 111 women (28%) had CADS. Of the CADS-group, a higher percen-

tage had elevated levels of anxiety, depressive symptoms, and CADS at all follow-up moments than of the non-CADS-

group. CADS-score at before diagnosis and neuroticism were the most important predictors of outcome measures at 

Time1 and Time2.

CONCLuSIONS: More than one in four women, who later received the diagnosis breast cancer, had elevated levels of 

both state anxiety and depressive symptoms (CADS) just before diagnosis. This factor was also a major predictor of 

QOL, state anxiety, depressive symptoms, and fatigue 12 and 24 months after surgery. This implies that women with a 

higher score on both state anxiety and depressive symptoms should be identified as soon as possible in the process of 

diagnosis and treatment of breast cancer using validated questionnaires or screening instruments. Only by identifying 

this group of patients, tailored psychological care can be accomplished.

Pmid:21990410
Groen HJ, Sietsma H, Vincent A, Hochstenbag MM, van Putten JW, van den Berg A,  Dalesio O, biesma 
b, Smit HJ, Termeer R, Hiltermann TJ, van den Borne BE, Schramel FM. 
Randomized, placebo-controlled phase III study of docetaxel plus carboplatin with celecoxib and Cy-
clooxygenase-2 expression as a biomarker for patients with advanced non-small-cell lung cancer. The 
NVALT-4 study. 
J Clin Oncol. 2011 Nov 10;29(32):4320-6. 

PuRPOSE: Cyclooxygenase-2 (COX-2) protein expression in patients with non-small-cell lung cancer (NSCLC) may be 

not only a prognostic marker but also predictive for COX-2 inhibition. We hypothesized that COX-2 expression is asso-

ciated with shorter survival and that celecoxib, being a potent COX-2 inhibitor, increases tumor response and survival.

PATIENTS AND METHODS: A phase III study was performed in patients with stage IIIb/IV NSCLC who had pathologic 

confirmation, no prior chemotherapy, Eastern Cooperative Oncology Group performance status of 0 to 2, and adequate 

organ function. Treatment consisted of docetaxel and carboplatin every 3 weeks for five cycles. Patients were randomly 

assigned to receive celecoxib 400 mg or placebo twice daily. COX-2 expression on tumor cells was detected by im-

munohistochemistry. Primary end point was overall survival (OS).

RESuLTS: From July 2003 to December 2007, 561 patients were randomly assigned. Toxicity was mild, and no 

increase in cardiovascular events was observed. Tumor response was 38% in the celecoxib arm and 30% in the placebo 

arm (P = .08). Median progression-free survival was 4.5 months (95% CI, 4.0 to 4.8) for the celecoxib arm and 4.0 

months (95% CI, 3.6 to 4.9) for the placebo arm (hazard ratio [HR], 0.8; 95% CI, 0.6 to 1.1; P = .25). Median OS was 

8.2 months (95% CI, 7.5 to 8.8) for both treatment arms (HR, 0.9; 95% CI, 0.6 to 1.2; P = .32). COX-2 expression did 

not independently predict survival. Benefit from celecoxib, restricted to patients with low COX-2 expression, was not 

significant when adjusted for prognostic factors.
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CONCLuSION: In advanced NSCLC, celecoxib does not improve survival. In this study, COX-2 expression was not a 

prognostic biomarker and had no predictive value when celecoxib was added to chemotherapy.

Pmid: 21997772
meekelenkamp Jc, schneeberger Pm, Wever Pc, leenders ac. 
Comparison of ELISA and indirect immunofluorescent antibody assay detecting Coxiella burnetii IgM 
phase II for the diagnosis of acute Q fever. 
Eur J Clin Microbiol Infect Dis. 2012 Jun;31(6):1267-70. 

A commercially available enzyme-linked immunosorbent assay (ELISA) detecting Coxiella burnetii phase II-specific IgM 

for the diagnosis of acute Q fever was compared with indirect immunofluorescent antibody assay (IFA). IFA is the cur-

rent reference method for the detection of antibodies against C. burnetii, but has disadvantages because the judgment 

of fluorescence is subjective and tiring, and the test is expensive and automation is not possible. To examine whether 

phase II IgM ELISA could be used as a screening assay for acute Q fever, we compared the sensitivity and specificity of 

IFA and ELISA. The sensitivity of the IFA and ELISA tests were 100 and 85.7%, respectively, with a specificity of 95.3 

and 97.6%, respectively. Because of the high sensitivity and specificity of the ELISA in combination with the practical 

disadvantages of the IFA, we introduced a new algorithm to screen samples of patients with symptoms of acute Q fever 

infection.

Pmid: 22026514
Koopmans GC, Deumens R, Honig WM, hamers FP, Mey J, van Kleef M, Joosten EA.
Functional recovery, serotonergic sprouting, and endogenous progenitor fates in response to delayed 
environmental enrichment after spinal cord injury. 
J Neurotrauma. 2012 Feb 10;29(3):514-27. 

Environmental enrichment (EE) is a way to induce voluntary locomotor training that positively affects locomotor reco-

very after acute spinal cord injury (SCI). The beneficial effect on SCI outcome is thought to be based on enhanced plas-

ticity in motor pathways, triggered by locomotor-specific sensory feedback to the spinal cord circuitry for locomotion 

(central pattern generators [CPGs]). In view of chronic SCI, we tested the hypothesis that EE improves motor outcome 

after SCI in the rat when started after a clinically relevant delay of 3 weeks. At the CPG level (i.e., the spinal L1-L2 

level), where EE-related sensory feedback is processed, two key mechanisms of anatomical plasticity were examined: 

(1) serotonergic innervation, and (2) survival and differentiation of spinal cord progenitor cells. Delayed EE improved 

interlimb coordination, which was associated with an increased serotonergic innervation of the ventro-lateral grey 

matter within the L1-L2 segments. Although spinal cord progenitor cells were found to differentiate into both neurons 

and glial cells, EE did not affect their survival. These results show that EE induces a substantial improvement of motor 

outcome after SCI when commenced after a clinically-relevant delay. Increased serotonergic innervation of the lumbar 

CPG area is therefore suggested to play an important role in the EE-induced recovery of interlimb coordination.

Pmid: 22030144
Jozwiak M, Oude Rengerink K, Benthem M, van Beek E, Dijksterhuis MG, de Graaf IM, van Huizen ME, 
Oudijk MA, Papatsonis DN, Perquin DA, Porath M, van der Post JA, rijnders rJ, Scheepers HC, Spaan-
derman ME, van Pampus MG, de Leeuw JW, Mol BW, Bloemenkamp KW; PROBAAT Study Group. 
Foley catheter versus vaginal prostaglandin E2 gel for induction of labour at term (PROBAAT trial): an 
open-label, randomised controlled trial. 

Lancet. 2011 Dec 17;378(9809):2095-103. 

BACKGROuND: Induction of labour is a common obstetric procedure. Both mechanical (eg, Foley catheters) and phar-

macological methods (eg, prostaglandins) are used for induction of labour in women with an unfavourable cervix. We 

aimed to compare the effectiveness and safety of induction of labour with a Foley catheter with induction with vaginal 

prostaglandin E2 gel.

METHODS: We did an open-label, randomised controlled trial in 12 hospitals in the Netherlands between Feb 10, 

2009, and May 17, 2010. We enrolled women with a term singleton pregnancy in cephalic presentation, intact mem-

branes, an unfavourable cervix, an indication for induction of labour, and no prior caesarean section. Participants were 

randomly allocated by an online randomisation system to induction of labour with a 30 mL Foley catheter or vaginal 

prostaglandin E2 gel (1:1 ratio). Because of the nature of the intervention this study was not blinded. The primary 

outcome was caesarean section rate. Secondary outcomes were maternal and neonatal morbidity and time from 

intervention to birth. All analyses were done on an intention-to-treat basis. We also did a meta-analysis that included 

our trial. The trial was registered with the Dutch trial registry, number NTR 1646.

FINDINGS: 824 women were allocated to induction of labour with a Foley catheter (n=412) or vaginal prostaglandin E2 

gel (n=412). Caesarean section rates were much the same between the two groups (23%vs 20%, risk ratio [RR] 1·13, 

95% CI 0·87-1·47). A meta-analysis including our trial data confirmed that a Foley catheter did not reduce caesarean 

section rates. We recorded two serious maternal adverse events, both in the prostaglandin group: one uterine perfora-

tion and one uterine rupture.

INTERPRETATION: In women with an unfavourable cervix at term, induction of labour with a Foley catheter is similar 

to induction of labour with prostaglandin E2 gel, with fewer maternal and neonatal side-effects.

FuNDING: None.

Pmid: 22032392
rutten mJ, Bovenhuis H, Heck JM, van Arendonk JA.
Predicting bovine milk protein composition based on Fourier transform infrared spectra.
J Dairy Sci. 2011 Nov;94(11):5683-90.

Phenotypic information on individual protein composition of cows is important for many aspects of dairy processing 

with cheese production as the center of gravity. However, measuring individual protein composition is expensive and 

time consuming. In this study, we investigated whether protein composition can be predicted based on inexpensive 

and routinely measured milk Fourier transform infrared (FTIR) spectra. Based on 900 calibration and 900 validation 

samples that had both capillary zone electrophoresis (CZE)-determined protein composition and FTIR spectra available, 

low to moderate validation R(2) were reached (from 0.18 for ⊕(S1)-casein to 0.56 for ⊕-lactoglobulin). The potential 

usefulness of this model on the phenotypic level was investigated by means of achieved selection differentials for 25% 

of the best animals. For ⊕-lactalbumin (R(2)=0.20), the selection differential amounted to 0.18 g/100g and for casein 

index (R(2)=0.50) to 1.24 g/100g. We concluded that predictions of protein composition were not accurate enough 

to enable selection of individual animals. However, for specific purposes when, for example, groups of animals that 

meet a certain threshold are to be selected, the presented model could be useful in practice on the phenotypic level. 

The potential usefulness of this model on the genetic level was investigated by means of genetic correlations between 

CZE-determined and FTIR-predicted protein composition traits. The genetic correlations ranged from 0.62 (⊕-casein) 

to 0.97 (whey). Thus, predictions of protein composition, when used as input to estimate breeding values, provide an 

excellent means for genetic improvement of protein composition. In addition, estimated repeatabilities based on 3 

repeated observations of predicted protein composition showed that a considerable amount of prediction error can be 

removed using repeated observations.
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Pmid: 22032912
Rashaan ZM, Bastiaannet E, Portielje JE, van de Water W, van der Velde S, ernst mF, van de Velde CJ, 
Liefers GJ.
Surgery in metastatic breast cancer: patients with a favorable profile seem to have the most benefit 
from surgery.
Eur J Surg Oncol. 2012 Jan;38(1):52-6. 

INTRODuCTION: About 3-10% of breast cancer patients have distant metastases (Stage IV) at initial presentation; 

standard treatment (in the Netherlands) of these patients consists of palliative systemic therapy. However, retrospec-

tive studies have shown an improved survival in patients who received surgery for their primary tumor. The aim of 

this study was to assess characteristics associated with surgical treatment and to determine the impact on survival in 

women with stage IV breast cancer.

METHODS: A cohort of women with a diagnosis of breast cancer and concomitant distant metastases was retrospecti-

vely studied. Patient characteristics, treatment and survival distilled from medical files were evaluated using univariate 

and multivariable analysis.

RESuLTS: Of 171 patients included in this analysis, 59 underwent surgery. In multivariable analysis lower age, no 

medication use, lower clinical T-stage and lower grade were associated with receiving surgery. In 21 of the 59 patients 

(35%) who received surgery it was unknown at the time of surgery that the patient had metastatic disease. Stratified 

survival analyses showed an association between surgery and improved survival for young patients (HR 0.3; p = 0.02), 

without comorbidity (HR 0.4; p = 0.002), with no medication use (HR 0.5; p = 0.009), with a small tumor (HR 0.4; p = 

0.01), no regional lymph node involvement (HR 0.4; p = 0.01), with positive Estrogen (HR 0.6; p = 0.02) or Proges-

terone receptor (HR 0.4; p = 0.03) and with only visceral metastases (HR 0.5; p = 0.03). In multivariable analyses, 

younger patients and patients without comorbidity that received surgery had an increased survival (HR 0.3; p = 0.03 

and HR 0.5; p = 0.03, respectively).

CONCLuSION: This study showed that patients with the most favorable profile receive local surgery and that a survival 

gain for operated patients was seen in young patients and in patients without comorbidity.

Pmid: 22042693
Driessen GJ, van Zelm MC, van Hagen PM, Hartwig NG, Trip M, Warris A, de vries e, Barendregt BH, 
Pico I, Hop W, van Dongen JJ, van der Burg M. 
B-cell replication history and somatic hypermutation status identify distinct pathophysiologic back-
grounds in common variable immunodeficiency. 
Blood. 2011 Dec 22;118(26):6814-23. 

Common variable immunodeficiency disorder (CVID) is the most prevalent form of primary idiopathic hypogamma-

globulinemia. Identification of genetic defects in CVID is hampered by clinical and immunologic heterogeneity. By flow 

cytometric immunophenotyping and cell sorting of peripheral B-cell subsets of 37 CVID patients, we studied the B-cell 

compartment at the B-cell subset level using the ⊕-deleting recombination excision circle assay to determine the re-

plication history and the Ig⊕-restriction enzyme hot-spot mutation assay to assess the somatic hypermutation status. 

using this approach, 5 B-cell patterns were identified, which delineated groups with unique replication and somatic 

hypermutation characteristics. Each B-cell pattern reflected an immunologically homogenous patient group for which 

we proposed a different pathophysiology: (1) a B-cell production defect (n = 8, 18%), (2) an early peripheral B-cell 

maturation or survival defect (n = 4, 11%), (3) a B-cell activation and proliferation defect (n = 12, 32%), (4) a germinal 

center defect (n = 7, 19%), and (5) a postgerminal center defect (n = 6, 16%). The results of the present study provide 

for the first time insight into the underlying pathophysiologic background in 5 immunologically homogenous groups 

of CVID patients. Moreover, this study forms the basis for larger cohort studies with the defined homogenous patient 

groups and will facilitate the identification of underlying genetic defects in CVID.

Pmid: 22066545
Becker JH, Kuipers LJ, Schuit E, Visser GH, Van Den Akker ES, Van Beek E, Bolte AC, rijnders rJ, Mol 
BW, Porath MM, Drogtrop AP, Schuitemaker NW, Willekes C, Westerhuis ME, Moons KG, Kwee A. 
Predictive value of the baseline T-QRS ratio of the fetal electrocardiogram in intrapartum fetal monito-
ring: a prospective cohort study. 
Acta Obstet Gynecol Scand. 2012 Feb;91(2):189-97. 

OBJECTIVE: To evaluate the added value of the baseline T/QRS ratio to other known risk factors in predicting adverse 

outcome and interventions for suspected fetal distress.

DESIGN: Prospective cohort study.

SETTING: Three academic and six non-academic teaching hospitals in the Netherlands.

POPuLATION: Laboring women with a high-risk cephalic singleton pregnancy beyond 36 weeks of gestation.

METHODS: We obtained STAN(®) recordings (ST-analysis, Neoventa, Sweden) from two previous studies. Three 

patient groups were defined: cases with adverse outcome, cases with emergency delivery because of suspected fetal 

distress without adverse outcome, and a reference group of uncomplicated cases. Baseline T/QRS ratios among the 

adverse outcome and intervention for suspected fetal distress cases were compared to those of the uncomplicated 

cases. The ability of baseline T/QRS to predict adverse outcome and suspected fetal distress was determined using a 

multivariable logistic model.

MAIN OuTCOME MEASuRES: The added value of the baseline T/QRS to other known risk factors in the prediction of 

adverse outcome and interventions for suspected fetal distress.

RESuLTS: From 3462 recordings, 2459 were available for analysis. Median baseline T/QRS for uncomplicated cases, 

adverse outcome and interventions for suspected fetal distress were 0.12 (range 0.00-0.52), 0.12 (0.00-0.42) and 

0.13 (0.00-0.39), respectively. There was no statistical difference between these groups. Multivariable analysis showed 

no added value of baseline T/QRS in the prediction of either adverse outcome or interventions for suspected fetal 

distress.

CONCLuSION: Baseline T/QRS has no added value in the prediction of adverse neonatal outcome or interventions for 

suspected fetal distress.

Pmid: 22066649
Dijkstra F, van der Hoek W, Wijers N, Schimmer B, Rietveld A, Wijkmans CJ, Vellema P, schneeberger 
Pm.
The 2007–2010 Q fever epidemic in The Netherlands: characteristics of notified acute Q fever patients 
and the association with dairy goat farming.
FEMS Immunol Med Microbiol. 2012 Feb;64(1):3-12.

We describe the Q fever epidemic in the Netherlands with emphasis on the epidemiological characteristics of acute Q 

fever patients and the association with veterinary factors. Data from 3264 notifications for acute Q fever in the period 

from 2007 through 2009 were analysed. The patients most affected were men, smokers and persons aged 40–60 

years. Pneumonia was the most common clinical presentation (62% in 2007 and 2008). Only 3.2% of the patients 

were working in the agriculture sector and 0.5% in the meat-processing industry including abattoirs. Dairy goat farms 

with Coxiella burnetii-induced abortion waves were mainly located in the same area where human cases occurred. 
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Airborne transmission of contaminated dust particles from commercial dairy goat farms in densely populated areas 

has probably caused this epidemic. In 2010, there was a sharp decline in the number of notified cases following the 

implementation of control measures on dairy goat and sheep farms such as vaccination, hygiene measures and culling 

of pregnant animals on infected farms. In combination with a rise in the human population with antibodies against C. 

burnetii, these have most likely ended the outbreak. Development of chronic Q fever in infected patients remains an 

important problem for years to come.

Pmid: 22067180
Lambregts DM, Maas M, Bakers FC, cappendijk vc, Lammering G, Beets GL, Beets-Tan RG.
Long-term follow-up features on rectal MRI during a wait-and-see approach after a clinical complete 
response in patients with rectal cancer treated with chemoradiotherapy.
Dis Colon Rectum. 2011 Dec;54(12):1521-8.

BACKGROuND: The “wait-and-see” policy instead of standard surgery for patients with rectal cancer who undergo 

a complete tumor regression after chemoradiation treatment is highly controversial. It is not clear yet how patients 

should be monitored once they are managed nonoperatively and whether follow-up by MRI has any potential role.

OBJECTIVE: This study aimed to describe the rectal wall MRI morphology during short-term and long-term follow-up 

in patients with a clinical complete tumor response undergoing a wait-and-see policy without surgical treatment.

DESIGN, SETTING, AND PATIENTS: As part of an observational study in our center, a cohort of 19 carefully selected 

patients with a clinical complete response after chemoradiation was managed with a wait-and-see policy and followed 

regularly (every 3-6 mo) by clinical examination, endoscopy with biopsies, and a rectal MRI. The MR morphology of the 

tumor bed was studied on the consecutive MRI examinations.

MAIN OuTCOME MEASuRES: The primary outcome measured was the morphology of the tumor bed on the consecu-

tive MRI examinations performed during short-term (≤6 mo) and long-term (>6 mo) follow-up.

RESuLTS: Patients with a complete tumor response after chemoradiation presented with either a normalized rectal 

wall (26%) or fibrosis (74%). In the latter group, 3 patterns of fibrosis were observed (full-thickness, minimal, or spicular 

fibrosis). The morphology patterns of a normalized rectal wall or fibrosis remained consistent during long-term follow-

up in 18 of 19 patients. One patient developed a small, endoluminal recurrence, which was salvaged with transanal 

endoscopic microsurgery. In 26% of patients, an edematous wall thickening was observed in the first months after 

chemoradiation, which gradually decreased during long-term follow-up. Median follow-up was 22 months (range, 

12-60).

LIMITATIONS: This was a small observational study, and had no histological validation.

CONCLuSIONS: Four MR patterns of a persistent complete response of rectal cancer after chemoradiation were identi-

fied. These MR features can serve as a reference for the follow-up in a wait-and-see policy.

Pmid: 22077430
van bijnen st, Van Heerde WL, Muus P. 
Mechanisms and clinical implications of thrombosis in paroxysmal nocturnal hemoglobinuria. 
J Thromb Haemost. 2012 Jan;10(1):1-10. 

Paroxysmal nocturnal hemoglobinuria (PNH) is a rare acquired disease characterized by a clone of blood cells lacking 

glycosyl phosphatidylinositol (GPI)-anchored proteins at the cell membrane. Deficiency of the GPI-anchored comple-

ment inhibitors CD55 and CD59 on erythrocytes leads to intravascular hemolysis upon complement activation. Apart 

from hemolysis, another prominent feature is a highly increased risk of thrombosis. Thrombosis in PNH results in 

high morbidity and mortality. Often, thrombosis occurs at unusual locations, with the Budd–Chiari syndrome being the 

most frequent manifestation. Primary prophylaxis with vitamin K antagonists reduces the risk but does not completely 

prevent thrombosis. Eculizumab, a mAb against complement factor C5, effectively reduces intravascular hemolysis and 

also thrombotic risk. Therefore, eculizumab treatment has dramatically improved the prognosis of PNH. The mecha-

nism of thrombosis in PNH is still unknown, but the highly beneficial effect of eculizumab on thrombotic risk suggests 

a major role for complement activation. Additionally, a deficiency of GPI-anchored proteins involved in hemostasis may 

be implicated.

Pmid: 22080416
loonen aJ, Jansz AR, Stalpers J, Wolffs PF, van den brule aJ. 
An evaluation of three processing methods and the effect of reduced culture times for faster direct 
identification of pathogens from BacT/ALERT blood cultures by MALDI-TOF MS.
Eur J Clin Microbiol Infect Dis. 2012 Jul;31(7):1575-83. 

Matrix-assisted laser desorption/ionisation time-of-flight mass spectrometry (MALDI-TOF MS) is a fast and reliable 

method for the identification of bacteria from agar media. Direct identification from positive blood cultures should 

decrease the time to obtaining the result. In this study, three different processing methods for the rapid direct 

identification of bacteria from positive blood culture bottles were compared. In total, 101 positive aerobe BacT/ALERT 

bottles were included in this study. Aliquots from all bottles were used for three bacterial processing methods, i.e. the 

commercially available Bruker’s MALDI Sepsityper kit, the commercially available Molzym’s Molysis Basic5 kit and a 

centrifugation/washing method. In addition, the best method was used to evaluate the possibility of MALDI application 

after a reduced incubation time of 7 h of Staphylococcus aureus- and Escherichia coli-spiked (1,000, 100 and 10 

colony-forming units [CFu]) aerobe BacT/ALERT blood cultures. Sixty-six (65%), 51 (50.5%) and 79 (78%) bottles were 

identified correctly at the species level when the centrifugation/washing method, Molysis Basic 5 and Sepsityper were 

used, respectively. Incorrect identification was obtained in 35 (35%), 50 (49.5%) and 22 (22%) bottles, respectively. 

Gram-positive cocci were correctly identified in 33/52 (64%) of the cases. However, Gram-negative rods showed a cor-

rect identification in 45/47 (96%) of all bottles when the Sepsityper kit was used. Seven hours of pre-incubation of S. 

aureus- and E. coli-spiked aerobe BacT/ALERT blood cultures never resulted in reliable identification with MALDI-TOF 

MS. Sepsityper is superior for the direct identification of microorganisms from aerobe BacT/ALERT bottles. Gram-ne-

gative pathogens show better results compared to Gram-positive bacteria. Reduced incubation followed by MALDI-TOF 

MS did not result in faster reliable identification.

Pmid: 22091519
Drenth-van Maanen AC, Spee J, van Hensbergen L, Jansen PA, Egberts TC, van marum rJ. 
Structured history taking of medication use reveals iatrogenic harm due to discrepancies in medication 
histories in hospital and pharmacy records.  
J Am Geriatr Soc. 2011 Oct;59(10):1976-7. 
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hoedemakers rm, Pruijt JF, Hol S, Teunissen E, martens h, Stam P, Melsert R, Te Velthuis H.
Clinical comparison of new monoclonal antibody-based nepholometric assays for free light chain kappa 
and lambda to polyclonal antibody-based assays and immunofixation electrophoresis.
Clin Chem Lab Med. 2011 Nov 23;50(3):489-95.
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BACKGROuND: New monoclonal antibody-based assays for serum-free light chains (FLC) have become available.

METHODS: In a clinical study with 541 patients, the new N Latex FLC assays were compared with the Freelite FLC as-

says and immunofixation electrophoresis (IF).

RESuLTS: Comparison of the different FLC kappa (⊕) assays showed a slope of 0.99 with a deviation of 5.0%, rs=0.92, 

for FLC lambda (⊕) a slope of 1.22, deviation 13.8%, rs=0.90 and for the ⊕/⊕ ratio a slope of 0.72, deviation -4.6%, 

rs=0.72. The concordance for the FLC ⊕ assays was 91%, for FLC ⊕ 85% and ⊕/⊕ ratio 95%. The clinical sensitivity and 

specificity of the ⊕/⊕ ratios in the study were comparable: 60% and 99% for the N Latex FLC assay and 61% and 97% 

for the Freelite assay. In IF-FLC positive samples, the N Latex FLC ⊕/⊕ ratio scored 20/23 (87%) samples outside the 

reference range and Freelite 21/23 (91%). For IF-FLC negative samples, N Latex FLC assay ⊕/⊕ ratio scored 338/350 

(97%) within the reference range and Freelite scored 332/350 (95%).

CONCLuSIONS: The concordance scores and the clinical sensitivity and specificity of the new N Latex FLC assays and 

Freelite assays appeared comparable, but there are some differences in measurement of concentrations between the 

methods.

Pmid: 22108458
den Ottolander JP, greebe rJ. 
A boy with a skin lesion after a henna tattoo.
Ned Tijdschr Geneeskd. 2011;155(46):A2796. Dutch. 

An 11-year-old boy got a temporary black henna tattoo while on vacation. After 3 days he developed an itching rash 

at the site of the tattoo, that spread to the rest of the body. This was most likely an allergic contact dermatitis and 

erythema exsudativum multiforme minor caused by the often high concentrations of the strong sensitizer para-

phenylenediamine (PPD) in the henna.
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Collins JM, Smithuis R, rutten mJ.
uS-guided injection of the upper and lower extremity joints.
Eur J Radiol. 2012 Oct;81(10):2759-70.

There is a growing interest in the application of ultrasound (uS) guidance for diagnostic and therapeutic joint injec-

tions. uS provides direct visualization of soft tissues and the outer borders of bony structures. With real-time needle 

guidance the success rate of intra-articular injections improves and iatrogenic damage to anatomic structures can be 

avoided. An uS machine is more readily available, transferrable and more affordable than a fluoroscopy machine or CT 

scanner and lacks the risk of radiation. These factors make uS a valuable alternative to procedures performed either 

blind or under fluoroscopic or CT guidance. This article focuses on the rationale for injections in the upper and lower 

extremity joints and describes and illustrates the different uS-guided injection techniques.

 

Pmid: 22132890
de vries e; in collaboration with European Society for Immunodeficiencies (ESID) members. 
Patient-centred screening for primary immunodeficiency, a multi-stage diagnostic protocol designed for 
non-immunologists: 2011 update. 
Clin Exp Immunol. 2012 Jan;167(1):108-19. 

Members of the European Society for Immunodeficiencies (ESID) and other colleagues have updated the multi-stage 

expert-opinion-based diagnostic protocol for non-immunologists incorporating newly defined primary immunodefici-

ency diseases (PIDs). The protocol presented here aims to increase the awareness of PIDs among doctors working in 

different fields. Prompt identification of PID is important for prognosis, but this may not be an easy task. The protocol 

therefore starts from the clinical presentation of the patient. Because PIDs may present at all ages, this protocol is 

aimed at both adult and paediatric physicians. The multi-stage design allows cost-effective screening for PID of the 

large number of potential cases in the early phases, with more expensive tests reserved for definitive classification in 

collaboration with a specialist in the field of immunodeficiency at a later stage.

Pmid: 22133115
loonen aJ, Schuurman R, van den brule aJ. 
Highlights from the 7th European meeting on molecular diagnostics.
Expert review of molecular diagnostics, 2012 Jan;12(1):17-9.

This report presents the highlights of the 7th European Meeting on Molecular Diagnostics held in Scheveningen, 

The Hague, The Netherlands, 12-14 October 2011. The areas covered included molecular diagnostics applications 

in medical microbiology, virology, pathology, hemato-oncology, clinical genetics and forensics. Novel real-time ampli-

fication approaches, novel diagnostic applications and new technologies, such as next-generation sequencing, PCR 

electrospray-ionization TOF mass spectrometry and techniques based on the detection of proteins or other molecules, 

were discussed. Furthermore, diagnostic companies presented their future visions for molecular diagnostics in human 

healthcare.

Pmid: 22134542
binkhorst m, Wortmann SB, Funke S, Kozicz T, Wevers RA, Morava E.
Glycosylation defects underlying fetal alcohol spectrum disorder: a novel pathogenetic model. “When the 
wine goes in, strange things come out” - S.T. Coleridge, The Piccolomini.
J Inherit Metab Dis. 2012 May;35(3):399-405.

Fetal alcohol spectrum disorder (FASD) is an umbrella term used to describe the craniofacial dysmorphic features, mal-

formations, and disturbances in growth, neurodevelopment and behavior occurring in individuals prenatally exposed to 

alcohol. Fetal alcohol syndrome (FAS) represents the severe end of this spectrum. Many pathophysiological mecha-

nisms have hitherto been proposed to account for the disrupted growth and morphogenesis seen in FAS. These include 

impaired cholesterol-modification of the Sonic hedgehog morphogen, retinoic acid deficiency, lipoperoxidative damage 

due to alcohol-induced reactive oxygen species combined with reduced antioxidant defences, and malfunctioning cell 

adhesion molecules. In this report, we propose a completely novel concept regarding the pathogenesis of FAS. Based 

on our observation that transferrin isoelectric focusing (TIEF) - the most widely used screening tool for congenital 

disorders of glycosylation (CDG) - was transiently abnormal in a newborn with FAS and a confirmed maternal history 

of gestational alcohol abuse, we came to believe that FAS exemplifies a congenital disorder of glycosylation secondary 

to alcohol-inflicted disruption of (N-linked) protein glycosylation. Various pieces of evidence were found in the literature 

to substantiate this hypothesis. This observation implies, among others, that one might need to consider the possibility 

of maternal alcohol consumption in newborns with transient glycosylation abnormalities. We also present an integra-

ted pathophysiological model of FAS, which incorporates all existing theories mentioned above as well as our novel 

concept. This model highlights the pivotal role of disrupted isoprenoid metabolism in the origination of FAS.
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Van den Heuvel PM, Los M, van marum rJ, Jansen PA. 
Polypharmacy and underprescribing in older adults: rational underprescribing by general practitioners. 
J Am Geriatr Soc. 2011 Sep;59(9):1750-2. 

Pmid:22142774
Munster JM, leenders ac, hamilton cJ, Hak E, Aarnoudse JG, Timmer A.
Placental histopathology after Coxiella burnetii infection during pregnancy.
Placenta. 2012 Feb;33(2):128-31.

Symptomatic and asymptomatic Coxiella burnetii infection during pregnancy have been associated with obstetric 

complications. We described placental histopathology and clinical outcome of five cases with asymptomatic C. burnetii 

infection during pregnancy and compared these cases with four symptomatic cases from the literature. In contrast 

with the symptomatic cases, we did not observe necrosis or active inflammation in the placentas of the asympto-

matic women. Obstetrical outcome was more favourable in the asymptomatic cases than in the symptomatic cases. 

Asymptomatic and symptomatic C. burnetii infection during pregnancy are different entities with respect to placental 

histopathology and the risk of obstetric complications.

Pmid: 22221526
de Schipper HJ, van Rappard JH, dumont ea.
Modified Antia Buch Repair for Full-Thickness Middle Auricular Defect.
Dermatol Surg. 2012 Jan;38(1):124-7

Pmid:22162478 
Krone N, Reisch N, Idkowiak J, Dhir V, Ivison HE, Hughes BA, Rose IT, O’Neil DM, Vijzelaar R, Smith 
MJ, MacDonald F, Cole TR, Adolphs N, Barton JS, Blair EM, Braddock SR, Collins F, Cragun DL, Dattani 
MT, Day R, Dougan S, Feist M, Gottschalk ME, Gregory JW, Haim M, Harrison R, Olney AH, Hauffa BP, 
Hindmarsh PC, Hopkin RJ, Jira Pe, Kempers M, Kerstens MN, Khalifa MM, Köhler B, Maiter D, Nielsen S, 
O’Riordan SM, Roth CL, Shane KP, Silink M, Stikkelbroeck NM, Sweeney E, Szarras-Czapnik M, Waterson 
JR, Williamson L, Hartmann MF, Taylor NF, Wudy SA, Malunowicz EM, Shackleton CH, Arlt W. 
Genotype-phenotype analysis in congenital adrenal hyperplasia due to P450 oxidoreductase deficiency. 
 J Clin Endocrinol Metab. 2012 Feb;97(2):E257-67. 

CONTEXT: P450 oxidoreductase deficiency (PORD) is a unique congenital adrenal hyperplasia variant that manifests 

with glucocorticoid deficiency, disordered sex development (DSD), and skeletal malformations. No comprehensive data 

on genotype-phenotype correlations in Caucasian patients are available.

OBJECTIVE: The objective of the study was to establish genotype-phenotype correlations in a large PORD cohort.

DESIGN: The design of the study was the clinical, biochemical, and genetic assessment including multiplex ligation-

dependent probe amplification (MLPA) in 30 PORD patients from 11 countries.

RESuLTS: We identified 23 P450 oxidoreductase (POR) mutations (14 novel) including an exonic deletion and a 

partial duplication detected by MLPA. Only 22% of unrelated patients carried homozygous POR mutations. p.A287P 

was the most common mutation (43% of unrelated alleles); no other hot spot was identified. urinary steroid profiling 

showed characteristic PORD metabolomes with variable impairment of 17⊕-hydroxylase and 21-hydroxylase. Short 

cosyntropin testing revealed adrenal insufficiency in 89%. DSD was present in 15 of 18 46,XX and seven of 12 46,Xy 

individuals. Homozygosity for p.A287P was invariably associated with 46,XX DSD but normal genitalia in 46,Xy 

individuals. The majority of patients with mild to moderate skeletal malformations, assessed by a novel scoring system, 

were compound heterozygous for missense mutations, whereas nearly all patients with severe malformations carried 

a major loss-of-function defect on one of the affected alleles.

CONCLuSIONS: We report clinical, biochemical, and genetic findings in a large PORD cohort and show that MLPA is a 

useful addition to POR mutation analysis. Homozygosity for the most frequent mutation in Caucasians, p.A287P, allows 

for prediction of genital phenotype and moderate malformations. Adrenal insufficiency is frequent, easily overlooked, 

but readily detected by cosyntropin testing.

Pmid: 22172140
van der Hoek W, meekelenkamp Jc, Dijkstra F, Notermans DW, Bom B, Vellema P, Rietveld A, van 
Duynhoven yT, leenders ac.
Proximity to goat farms and Coxiella burnetii seroprevalence among pregnant women.
Emerg Infect Dis. 2011 Dec;17(12):2360-3. 

During 2007-2009, we tested serum samples from 2,004 pregnant women living in an area of high Q fever incidence 

in the Netherlands. Results confirmed that presence of antibodies against Coxiella burnetii is related to proximity to 

infected dairy goat farms. Pregnant women and patients with certain cardiovascular conditions should avoid these 

farms.

Pmid:22173889 
Gardeitchik T, de Leeuw N, Nijtmans L, Jira P, Kozicz T, Czako M, van de Burgt I, Morava E. 
Infant with MCA and severe cutis laxa due to a de novo duplication 11p of paternal origin. 
Am J Med Genet A. 2012 Feb;158A(2):469-72. 

Pmid: 22186362
de Jong md, dubelaar iJ, Fassaert ta, Jager gJ, Mus RD, rutten mJ.
3-D ultrasound of the breast: less dependent on the investigator.
Ned Tijdschr Geneeskd. 2011;155(50):A3702. Dutch. 

Three-dimensional (3-D) ultrasound is a technique, in which almost the entire breast is automatically scanned. 

Data sets can be stored and reviewed at a later date. This almost completely eliminates the subjective character of 

conventional ultrasound, enabling a more reliable review and follow-up. 3-D ultrasound can be implemented in daily 

radiological practice and could possibly be used in population screening programmes for breast cancer.

Pmid: 22189106  
Tilburg JJ, Rossen JW, van Hannen EJ, Melchers WJ, hermans mh, van de Bovenkamp J, Roest HJ, de 
Bruin A, Nabuurs-Franssen MH, Horrevorts AM, Klaassen CH.
Genotypic diversity of Coxiella burnetii in the 2007-2010 Q fever outbreak episodes in The Netherlands. 
J Clin Microbiol. 2012 Mar;50(3):1076-8.

The genotypic diversity of Coxiella burnetii in clinical samples obtained from the Dutch Q fever outbreak episodes 

of 2007-2010 was determined by using a 6-locus variable-number tandem repeat analysis panel. The results are 

consistent with the introduction of one founder genotype that is gradually diversifying over time while spreading 

throughout The Netherlands.
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Pmid: 22189209 
Péquériaux nc, Fijnheer R, gemen eF, Barendrecht AD, Dekker FW, Krediet RT, beutler JJ, Boescho-
ten EW, Roest M. 
Plasma concentration of von Willebrand factor predicts mortality in patients on chronic renal replace-
ment therapy. 
Nephrol Dial Transplant. 2012 Jun;27(6):2452-7.

BACKGROuND: Traditional cardiovascular risk factors do not explain the high incidence of cardiovascular mortality 

and morbidity in patients with end-stage renal disease. A prothrombotic state could accelerate the process of vascular 

disease in these patients.

METHODS: In this study, four platelet activation markers (NAP-2, P-selectin, GP1b and RANTES) and two endothelial 

cell activation markers (von Willebrand factor and its propeptide) were measured in 671 haemodialysis patients and 

275 patients on continuous ambulatory peritoneal dialysis (PD). All were long-term dialysis patients. The risk of all-

cause and cardiovascular mortality was assessed in relation to these markers after a mean follow-up time of 2.5 years.

RESuLTS: The von Willebrand factor showed a positive correlation with total mortality in the haemodialysis patients. In 

an unadjusted model, the hazard rate (HR) of total mortality was 2.4 [95% confidence interval (95% CI) 1.7-3.4] in the 

upper quartile of von Willebrand factor compared with the lowest quartile. It remained statistically significant (HR 1.8; 

95% CI 1.2-2.6) after adjustment for traditional risk factors. In contrast, no significant correlation was found between 

von Willebrand factor levels and total mortality in PD patients. Finally, no relationship between platelet activation 

markers and total mortality was found in either the haemodialysis or the PD patients.

CONCLuSION: It can be concluded that chronic endothelial cell activation, but not platelet activation, is related to all-

cause mortality in end-stage renal disease patients on long-term dialysis.

Pmid: 22196770 
mattheij m, de vries e. 
A suspicion of antibiotic allergy in children is often incorrect. 
J Allergy Clin Immunol. 2012 Feb;129(2):583. 

Pmid: 22196870
Kazem S, van der Meijden E, Kooijman S, Rosenberg AS, Hughey LC, Browning JC, Sadler G, Busam K, 
Pope E, Benoit T, Fleckman P, de vries e, Eekhof JA, Feltkamp MC. 
Trichodysplasia spinulosa is characterized by active polyomavirus infection. 
J Clin Virol. 2012 Mar;53(3):225-30. 

BACKGROuND: Recently a new polyomavirus was identified in a patient with trichodysplasia spinulosa (TS), a rare fol-

licular skin disease of immunocompromised patients characterized by facial spines and overgrowth of inner root sheath 

cells. Seroepidemiological studies indicate that TSPyV is ubiquitous and latently infects 70% of the healthy individuals.

OBJECTIVE: To corroborate the relationship between active TSPyV infection and TS disease by analyzing the presence, 

load, and precise localization of TSPyV infection in TS patients and in controls.

STuDy DESIGN: TS lesional and non-lesional skin samples were retrieved from TS patients through a PubMed search. 

Samples were analyzed for the presence and load of TSPyV DNA with quantitative PCR, and for expression and 

localization of viral protein with immunofluorescence. Findings obtained in TS patients (n=11) were compared to those 

obtained in healthy controls (n=249).

RESuLTS: TSPyV DNA detection was significantly associated with disease (P<0.001), with 100% positivity of the lesional 

and 2% of the control samples. Quantification revealed high TSPyV DNA loads in the lesional samples (⊕10(6)copies/

cell), and low viral loads in the occasionally TSPyV-positive non-lesional and control samples (<10(2)copies/cell). TSPyV 

VP1 protein expression was detected only in lesional TS samples, restricted to the nuclei of inner root sheath cells 

over-expressing trichohyalin.

CONCLuSIONS: The high prevalence and load of TSPyV DNA only in TS lesions, and the abundant expression of TSPyV 

protein in the affected hair follicle cells demonstrate a tight relation between TSPyV infection and TS disease, and 

indicate involvement of active TSPyV infection in TS pathogenesis.

Pmid: 22214394
Cheebsumon P, van Velden FH, yaqub M, hoekstra cJ, Velasquez LM, Hayes W, Hoekstra OS, Lammer-
tsma AA, Boellaard R.
Measurement of metabolic tumor volume: static versus dynamic FDG scans.
EJNMMI Res. 2011 Dec 14;1:35.

BACKGROuND: Metabolic tumor volume assessment using positron-emission tomography [PET] may be of interest for 

both target volume definition in radiotherapy and monitoring response to therapy. It has been reported, however, that 

metabolic volumes derived from images of metabolic rate of glucose (generated using Patlak analysis) are smaller than 

those derived from standardized uptake value [SuV] images. The purpose of this study was to systematically compare 

metabolic tumor volume assessments derived from SuV and Patlak images using a variety of (semi-)automatic tumor 

delineation methods in order to identify methods that can be used reliably on (whole body) SuV images.

METHODS: Dynamic [18F]-fluoro-2-deoxy-D-glucose [FDG] PET data from 10 lung and 8 gastrointestinal cancer 

patients were analyzed retrospectively. Metabolic tumor volumes were derived from both Patlak and SuV images using 

five different types of tumor delineation methods, based on various thresholds or on a gradient.

RESuLTS: In general, most tumor delineation methods provided more outliers when metabolic volumes were derived 

from SuV images rather than Patlak images. Only gradient-based methods showed more outliers for Patlak-based tu-

mor delineation. Median measured metabolic volumes derived from SuV images were larger than those derived from 

Patlak images (up to 59% difference) when using a fixed percentage threshold method. Tumor volumes agreed reaso-

nably well (< 26% difference) when applying methods that take local signal-to-background ratio [SBR] into account.

CONCLuSION: Large differences may exist in metabolic volumes derived from static and dynamic FDG image data. 

These differences depend strongly on the delineation method used. Delineation methods that correct for local SBR 

provide the most consistent results between SuV and Patlak images.

Pmid: 22223612
hoogeveen ek, Halbesma N, Rothman KJ, Stijnen T, van Dijk S, Dekker FW, Boeschoten EW, de Mut-
sert R; Netherlands Cooperative Study on the Adequacy of Dialysis-2 (NECOSAD) Study Group. 
Obesity and mortality risk among younger dialysis patients. 
Clin J Am Soc Nephrol. 2012 Feb;7(2):280-8.

BACKGROuND AND OBJECTIVES: Many studies show that obesity in dialysis patients is not strongly associated with 

mortality but not whether this modest association is constant over age. This study investigated the extent to which the 

relation of body mass index (BMI) and mortality differs between younger and older dialysis patients.

DESIGN, SETTING, PARTICIPANTS, &#38; MEASuREMENTS: Adult dialysis patients were prospectively followed from 

their first dialysis treatment for 7 years or until death or transplantation. Patients were stratified by age (<65 or ≥65 
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years) and baseline BMI (<20, 20-24 [reference], 25-29, and ≥30 kg/m(2)).

RESuLTS: The study sample included 984 patients younger than 65 years and 765 patients 65 years or older; 

cumulative survival proportions at end of follow-up were 50% and 16%. Age-standardized mortality rate was 1.7 times 

higher in obese younger patients than those with normal BMI, corresponding to an excess rate of 5.2 deaths/100 

patient-years. Mortality rates were almost equal between obese older patients and those with normal BMI. Excess 

rates of younger and older patients with low compared with normal BMI were 8.7 and 1.1 deaths/100 patient-years. 

After adjustment for age, sex, smoking, comorbidity, and treatment modality, hazard ratios by increasing BMI were 

2.00, 1, 0.95, and 1.57 for younger patients and 1.07, 1, 0.88, and 0.91 for older patients, implying that obesity is a 

1.7-fold (95% confidence interval, 1.1- to 2.9-fold) stronger risk factor in younger than older patients.

CONCLuSIONS: In contrast to older dialysis patients, younger patients with low or very high BMI had a substantially 

elevated risk for death.

Pmid:22226692 
Wegdam-Blans MC, Kampschreur LM, Delsing CE, Bleeker-Rovers CP, Sprong T, van Kasteren ME, No-
termans DW, renders nh, Bijlmer HA, Lestrade PJ, Koopmans MP, Nabuurs-Franssen MH, Oosterheert 
JJ; Dutch Q fever Consensus Group. 
Chronic Q fever: review of the literature and a proposal of new diagnostic criteria. 
J Infect. 2012 Mar;64(3):247-59. 

A review was performed to determine clinical aspects and diagnostic tools for chronic Q fever. We present a Dutch 

guideline based on literature and clinical experience with chronic Q fever patients in The Netherlands so far. In this 

guideline diagnosis is categorized as proven, possible or probable chronic infection based on serology, PCR, clinical 

symptoms, risk factors and diagnostic imaging.

Pmid: 22238435
loonen aJ, Jansz AR, Bergland JN, Valkenburg M, Wolffs PF, van den brule aJ.
Comparative study using phenotypic, genotypic and proteomics methods for identification of staphylo-
cocci.
J Clin Microbiol. 2012 Apr;50(4):1437-9. 

Five methods were compared to determine the most accurate method for identification of coagulase-negative staphy-

lococci (CoNS) (n = 142 strains). Matrix-assisted laser desorption ionization-time of flight mass spectrometry (MALDI-

TOF MS) showed the best results for rapid and accurate CoNS differentiation (99.3% of strains correctly identified). 

An alternative to this approach could be Vitek2 combined with partial tuf gene sequencing (100% of strains correctly 

identified when both methods are performed simultaneously).

Pmid: 22264278
rutten mJ, Gaarenstroom KN, Van Gorp T, van Meurs HS, Arts HJ, Bossuyt PM, Ter Brugge HG, 
Hermans RH, Opmeer BC, Pijnenborg JM, Schreuder HW, Schutter EM, Spijkerboer AM, Wensveen CW, 
Zusterzeel P, Mol BW, Kenter GG, Buist MR.
Laparoscopy to predict the result of primary cytoreductive surgery in advanced ovarian cancer patients 
(LapOvCa-trial): a multicentre randomized controlled study.
BMC Cancer. 2012 Jan 20;12:31. 

BACKGROuND: Standard treatment of advanced ovarian cancer is surgery and chemotherapy. The goal of surgery is to 

remove all macroscopic tumour, as the amount of residual tumour is the most important prognostic factor for survival. 

When removal off all tumour is considered not feasible, neoadjuvant chemotherapy (NACT) in combination with in-

terval debulking surgery (IDS) is performed. Current methods of staging are not always accurate in predicting surgical 

outcome, since approximately 40% of patients will have more than 1 cm residual tumour after primary debulking sur-

gery (PDS). In this study we aim to assess whether adding laparoscopy to the diagnostic work-up of patients suspected 

of advanced ovarian carcinoma may prevent unsuccessful primary debulking surgery for ovarian cancer.

METHODS: Multicentre randomized controlled trial, including all gynaecologic oncologic centres in the Netherlands and 

their affiliated hospitals. Patients are eligible when they are planned for PDS after conventional staging. Participants 

are randomized between direct PDS or additional diagnostic laparoscopy. Depending on the result of laparoscopy 

patients are treated by PDS within three weeks, followed by six courses of platinum based chemotherapy or with NACT 

and IDS 3-4 weeks after three courses of chemotherapy, followed by another three courses of chemotherapy. Primary 

outcome measure is the proportion of PDS’s leaving more than one centimetre tumour residual in each arm. In total 

200 patients will be randomized. Data will be analysed according to intention to treat.

DISCuSSION: Patients who have disease considered to be resectable to less than one centimetre should undergo 

PDS to improve prognosis. However, there is a need for better diagnostic procedures because the current number 

of debulking surgeries leaving more than one centimetre residual tumour is still high. Laparoscopy before starting 

treatment for ovarian cancer can be an additional diagnostic tool to predict the outcome of PDS. Despite the absence 

of strong evidence and despite the possible complications, laparoscopy is already implemented in many countries. We 

propose a randomized multicentre trial to provide evidence on the effectiveness of laparoscopy before primary surgery 

for advanced stage ovarian cancer patients.

Pmid:22284849
Dardikh M, Albert T, Masereeuw R, Oldenburg J, Novakova I, van Heerde WL, verbruggen b
Low-titre inhibitors, undetectable by the Nijmegen assay, reduce factor VIII half-life after immune 
tolerance induction
J Thromb Haemost. 2012 Apr;10(4):706-8.
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yska M, van migem P. 
A man stuck to a drain. 
Ned Tijdschr Geneeskd. 2012;156(5):A3038. Dutch. 

A 54-year-old man underwent a robot assisted laparoscopic prostatectomy (RALP) because of prostate cancer. During 

surgery an open silicone drain was placed in the abdominal cavity. After a few days we tried to remove the drain, 

however it was stuck to a bloodclot and to a tissue structure protruding from the abdominal cavity. This proved to be 

the appendix vermiformis. The drain was safely removed and the appendix was pushed back into the abdominal cavity 

successfully. The patient suffered no consequences of this complication.

Pmid: 22297100
van der Hoek W, Hogema BM, Dijkstra F, Rietveld A, Wijkmans CJ, schneeberger Pm, Zaaijer HL.
Relation between Q fever notifications and Coxiella burnetii infections during the 2009 outbreak in The 
Netherlands.
Euro Surveill. 2012 Jan 19;17(3):20058.
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Large outbreaks of Q fever in the Netherlands from 2007 to 2009 were monitored using notification data of acute 

clinical Q fever. However, the notification system provides no information on infections that remain subclinical or for 

which no medical attention is sought. The present study was carried out immediately after the peak of the 2009 

outbreak to estimate the ratio between Coxiella burnetii infections and Q fever notifications. In 23 postcode areas in 

the high-incidence area, notification rates were compared with seroconversion rates in blood donors from whom serial 

samples were available. This resulted in a ratio of one Q fever notification to 12.6 incident infections of C. burnetii. This 

ratio is time and place specific and is based on a small number of seroconversions, but is the best available factor for 

estimating the total number of infections. In addition, as subclinical C. burnetii infection may lead to chronic Q fever, 

the ratio can be used to estimate the expected number of chronic Q fever patients in the coming years and as input for 

cost–benefit analyses of screening options.

Pmid: 22297101
van der Hoek W, schneeberger Pm, Oomen T, Wegdam-Blans MC, Dijkstra F, Notermans DW, Bijlmer 
HA, Groeneveld K, Wijkmans CJ, Rietveld A, Kampschreur LM, van Duynhoven y.
Shifting priorities in the aftermath of a Q fever epidemic in 2007 to 2009 in The Netherlands: from 
acute to chronic infection.
Euro Surveill. 2012 Jan 19;17(3):20059.

From 2007 to 2009, the Netherlands faced large seasonal outbreaks of Q fever, in which infected dairy goat farms 

were identified as the primary sources. Veterinary measures including vaccination of goats and sheep and culling of 

pregnant animals on infected farms seem to have brought the Q fever problem under control. However, the epidemic is 

expected to result in more cases of chronic Q fever among risk groups in the coming years. In the most affected area, 

in the south of the country, more than 12% of the population now have antibodies against Coxiella burnetii. Questions 

remain about the follow-up of acute Q fever patients, screening of groups at risk for chronic Q fever, screening of do-

nors of blood and tissue, and human vaccination. There is a considerable ongoing research effort as well as enhanced 

veterinary and human surveillance.
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Munster JM, Steggerda LM, leenders ac, Aarnoudse JG, Hak E.
Screening for Coxiella burnetii infection during pregnancy: pros and cons according to the Wilson and 
Jungner criteria.
Euro Surveill. 2012 Jan 19;17(3):20061. Review.

In Europe the incidence of human Q fever has dramatically increased over the previous years. untreated infections with 

Coxiella burnetii, the causal agent of Q fever, have been associated with both obstetric and maternal complications. The 

majority of pregnant women with a C. burnetii infection remain asymptomatic, hence screening could be of value to 

prevent unwanted outcomes in this high-risk group. We applied the updated Wilson and Jungner criteria to review the 

evidence for routine screening for C. burnetii infection during pregnancy. Since much uncertainty remains about the 

incidence, clinical consequences, diagnostics and treatment of C. burnetii infection during pregnancy, routine screening 

for C. burnetii infection during pregnancy should not be recommended. Rigorous studies to assess the effectiveness of 

C. burnetii screening are warranted.
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Ahmed Ali u, Bruno MJ, Issa y, Gooszen HG, Fockens P, Boermeester MA; Pancreatitis Werkgroep 
nederland. (cappendijk vc)
Better pain management in chronic pancreatitis through early surgery?
Ned Tijdschr Geneeskd. 2012;156(5):A4469. Dutch. 

The most important symptom in patients with chronic pancreatitis is pain. This is often difficult to treat. The current 

treatment consists of, successively, optimal medical treatment, endoscopic intervention and finally surgical interventi-

on. Previous research has indicated that early surgical intervention leads to better pain management and preservation 

of pancreatic function. Recently, the randomised multicentre ‘Early surgery versus optimal current step up practice for 

chronic-pancreatitis’ (ESCAPE) trial was started in order to evaluate whether early surgery provides better reduction 

of pain in comparison with present treatment. In addition, serious complications, mortality, cost-effectiveness, quality 

of life, pancreas insufficiency, alternative pain scores, hospital admissions and the number of interventions will be 

assessed.

Pmid: 22315001 
van balen t, Nieman AE, hermans mh, schneeberger Pm, de vries e. 
Bordetella holmesii meningitis in a 12-year old anorectic girl. 
Pediatr Infect Dis J, 2012 Apr;31(4):421-2. 

We describe a 12-year-old anorectic girl with Bordetella holmesii meningitis, the techniques used for its identification, 

and minimum inhibitory concentrations of antibiotics for 7 B. Holmesii strains collected in the Netherlands during the 

past 12 years. B. holmesii meningitis has not been previously reported.
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Morroy G, Bor HH, Polder J, Hautvast JL, van der Hoek W, schneeberger Pm, Wijkmans CJ.
Self-reported sick leave and long-term health symptoms of Q-fever patients.
Eur J Public Health. 2012 Dec;22(6):814-9.

BACKGROuND: In The Netherlands, 1168 Q-fever patients were notified in 2007 and 2008. Patients and general 

practitioners (GPs) regularly reported persisting symptoms after acute Q-fever, especially fatigue and long periods 

of sick leave, to the public health authorities. International studies on smaller Q-fever outbreaks demonstrate that 

symptoms may persist years after acute illness. Data for the Dutch outbreaks were unavailable. The aim of this study is 

to quantify sick leave after acute Q-fever and long-term symptoms.

METHODS: Our study targeted 898 acute Q-fever patients, notified in 2007 and 2008 residing in the Province Noord-

Brabant. Patients from the 2008 cohort were mailed a questionnaire at 12 months and those of the 2007 cohort at 

12-26 months after onset of illness. Patients reported underlying illness, Q-fever-related symptoms and sick leave.

RESuLTS: The response rate was 64%. Forty percent of the working patients reported long-term (>1 month) sick leave. 

Pre-existent heart disease odds ratio (OR) 4.50; confidence interval (CI) 1.27-16.09), hospitalization in the acute phase 

(OR 3.99; 95% CI 2.15-7.43) and smoking (OR 1.69; 95% CI 1.01-2.84) were significant predictors for long-term ab-

sence. Of the patients who resumed work, 9% were-at the time of completing the questionnaire-still unable to function 

at pre-infection levels due to fatigue or concentration problems. Of the respondents, 40% reported persisting physical 

symptoms at the time of follow-up. Fatigue (20%) was most frequently reported. Daily activities were affected in 30% 

of cases.

CONCLuSIONS: Q-fever poses a serious persisting long-term burden on patients and society.
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Pmid: 22339574
Warlé-van Herwaarden MF, Kramers C, Sturkenboom MC, van den Bemt PM, De Smet
PA; Dutch HARM-Wrestling Task Force. 
Collaborators (9): De Smet PA, van den Bemt PM, Buurma H, Boersma F, Folmer H, van Klundert JL, 
Kokenberg ME, van marum rJ, Sturkenboom M.
Targeting outpatient drug safety: recommendations of the Dutch HARM-Wrestling Task Force. 
Drug Saf. 2012 Mar 1;35(3):245-59. 

BACKGROuND: Two Dutch observational studies (HARM [Hospital Admissions Related to Medication] and IPCI [Integra-

ted Primary Care Information]) have shown that approximately 5% of all unplanned hospital admissions are associated 

with adverse drug events (ADEs), of which 40-46% are potentially preventable. These studies prompted the initiation 

of a Dutch multidisciplinary task force, which was assigned to reduce the number of prescriber-related hospital admis-

sions related to medications (HARMs) in a quick-win way.

OBJECTIVE: The aim of the study was to identify the most relevant ADEs and to develop a limited number of recom-

mendations for concrete interventions, which should be feasible and relatively easy to convert into computerized drug 

safety alerts.

METHOD: To identify the major ADEs, crude data of HARM and IPCI were reanalysed and compared with different 

international studies, followed by structured literature searches for further characterization of the identified ADEs, their 

risk factors and potential risk-reduction strategies. Based on this information, the Task Force drew up general and 

drug-specific recommendations. As the recommendations of the Task Force are a mixture of evidence- and expert-

based risk-reducing strategies, they have been graded in accordance with the GRADE (Grading of Recommendations 

Assessment, Development and Evaluation) methodology.

RESuLTS: Seven pharmacologically predictable ADEs associated with ten drug classes were responsible for more 

than half of all potentially preventable hospital admissions in the IPCI and HARM studies, which was comparable to 

the results of international studies. Gastrointestinal and other bleedings were the most frequent ADE, followed by 

disturbances of diabetes mellitus control, electrolyte disturbances, fractures, renal insufficiency and heart failure. Nine 

general and 34 drug-specific recommendations were developed.

CONCLuSIONS: As HARMs constitute a significant public health problem, the Task Force underlines the need to imple-

ment its recommendations as soon as possible. They do not replace existing guidelines, but reinforce, complement and 

fine-tune existing Dutch and international guidelines. Further research is still required to assess the cost consequences 

and cost effectiveness of some recommendations, and to monitor the implementation of the recommendations and 

their effect on the incidence of potentially preventable HARMs.

Pmid: 22340371 
Witjes S, Gresnigt F, van den Bekerom MP, Olsman Jg, van Dijk NC. 
The ANKLE TRIAL (ANKLE treatment after injuries of the ankle ligaments): what is the benefit of exter-
nal support devices in the functional treatment of acute ankle sprain? : a randomised controlled trial. 
BMC Musculoskelet Disord. 2012 Feb 16;13:21. 

BACKGROuND: Acute lateral ankle ligament injuries are very common problems in present health care. Still there is 

no hard evidence about which treatment strategy is superior. Current evidence supports the view that a functional 

treatment strategy is preferable, but insufficient data are present to prove the benefit of external support devices in 

these types of treatment. The hypothesis of our study is that external ankle support devices will not result in better 

outcome in the treatment of acute ankle sprains, compared to a purely functional treatment strategy. Overall objective 

is to compare the results of three different strategies of functional treatment for acute ankle sprain, especially to de-

termine the advantages of external support devices in addition to functional treatment strategy, based on balance and 

coordination exercises.

METHODS/DESIGN: This study is designed as a randomised controlled multi-centre trial with one-year follow-up. Adult 

and healthy patients (N = 180) with acute, single sided and first inversion trauma of the lateral ankle ligaments will be 

included. They will all follow the same schedule of balancing exercises and will be divided into 3 treatment groups, 1. 

pressure bandage and tape, 2. pressure bandage and brace and 3. no external support. Primary outcome measure is the 

Karlsson scoring scale; secondary outcomes are FAOS (subscales), number of recurrent ankle injuries, Visual Analogue 

Scales of pain and satisfaction and adverse events. They will be measured after one week, 6 weeks, 6 months and 1 year.

DISCuSSION: The ANKLE TRIAL is a randomized controlled trial in which a purely functional treated control group, wit-

hout any external support is investigated. Results of this study could lead to other opinions about usefulness of external 

support devices in the treatment of acute ankle sprain.

Pmid: 22340504
Raven S, Hautvast JL, Herremans T, leenders ac, schneeberger Pm. 
Solitary IgM phase II response has a limited predictive value in the diagnosis of acute Q fever.
Epidemiol Infect. 2012 Nov;140(11):1950-4.

We investigated the positive predictive value (PPV) of a solitary positive immunoglobulin M (IgM) phase II response for 

the serodiagnosis of acute Q fever detected with either an indirect immunofluorescence assay (IFA) or an enzyme-linked 

immunosorbent assay (ELISA). Initial and follow-up sera from patients suspected of acute Q fever were included if initi-

ally only IgM phase II tested positive with IFA in 2008 (n=92), or ELISA in 2009 (n=85). A seroconversion for Q fever was 

defined as an initial sample being IgG phase II negative but positive in the follow-up sample. The PPV of an initial isolated 

IgM phase II result detected by IFA or ELISA was 65% and 51%, respectively, and therefore appeared not to adequately 

predict acute Q fever. For this reason it cannot be used as a diagnostic criterion nor should it be included in public health 

notification without confirmation with other markers or a follow-up serum sample.

Pmid: 22355513
van der linde aa, schatorjé eJ, van der Weij am, gemen eF, de vries e. 
B-lymphocyte reconstitution after repeated rituximab treatment in a child with steroid-dependent autoi-
mmune hemolytic anemia. 
Pediatr Rep. 2011 Sep 30;3(4):e28. 

We report the detailed long-term reconstitution of B-lymphocyte subpopulations, immunoglobulins, and specific anti-

body production after two courses of rituximab in a young, previously healthy girl with steroid-dependent autoimmune 

hemolytic anemia. B-lymphocyte subpopulations were surprisingly normal directly after reconstitution. However, there 

was a slower reconstitution after the second rituximab course, especially of non-switched and switched memory B-

lymphocytes, and a temporary decline in IgM below age-matched reference values.

Pmid: 22357506
van Dommelen L, Stoot JH, cappendijk vc, Abdul Hamid MA, Stelma FF, Kortbeek LM, van der Giessen J, 
Oude Lashof AM.
The first locally acquired human infection of Echinococcus multilocularis in The Netherlands.
J Clin Microbiol. 2012 May;50(5): 1818-20.
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In the northern part of Western Europe, Echinococcus multilocularis is primarily detected in and spreading among 

foxes. The present case marks E. multilocularis as an emerging pathogen for humans, as it describes the first human 

case of probably locally acquired E. multilocularis in The Netherlands, with various interesting clinical aspects.

Pmid: 22372429
van bijnen st, van Rijn RS, Koljenovic S, te Boekhorst P, de Witte T, Muus P.
Possible high risk of thrombotic events in patients with paroxysmal nocturnal haemoglobinuria after 
discontinuation of eculizumab.
Br J Haematol. 2012 Jun;157(6):762-3. 

Pmid: 22394445 
Jansonius A, Oddens Jr. 
Ketamine-associated urological symptoms. 
Ned Tijdschr Geneeskd. 2012;156(10): A4176. Dutch. 

Ketamine is used as an anaesthetic and in third-line pain management. Furthermore, recreational use of the drug is 

becoming increasingly popular due to its dissociative and hallucinogenic effects. Ketamine can affect the urothelium, 

possibly with long-term damage to the bladder and kidneys. An otherwise healthy, 22-year-old female smoker was re-

ferred to our clinic. Shortly after starting recreational ketamine she experienced gross haematuria, urgency, frequency 

and dysuria. There had been no febrile episodes or flank pain. Her urine cultures were sterile. Physical examination, 

blood tests, urinary cytology and abdominal ultrasound results were normal. A severely inflamed bladder was seen 

during cystoscopy. Biopsies showed denuded urothelium and inflammation of the submucosa without malignancy. 

The precise mechanism of ketamine-associated urological symptoms is currently unknown. Treatment, therefore, 

is symptom-targeted and cessation of ketamine is imperative. We recommend that ketamine use is considered in 

patients with otherwise unexplained urological symptoms.

Pmid: 22396900
kusters ma, verstegen rh, de vries e. 
Down syndrome: is it really characterized by precocious immunosenescence? 
Aging Dis. 2011 Dec;2(6):538-45. 

The immune system declines with aging, leading to an increased susceptibility to infections and higher incidence and 

progression of autoimmune phenomena and neoplasia. Down syndrome prematurely shows clinical manifestations 

that are normally seen with aging. This review provides a concise overview of abnormalities in the adaptive immune 

system of Down syndrome in comparison to normal and precocious (Progeria syndromes) aging. Clinical signs and 

immunological changes are reviewed. We challenge the hypothesis that the immunological abnormalities in Down 

syndrome should be interpreted as precocious immunosenescence.

Pmid: 22402821
Rybalov M, Breeuwsma AJ, Pruim J, Leliveld AM, Rosati S, veltman nc, Dierckx RA, De Jong IJ. 
[11C]choline PET for the intraprostatic tumor characterization and localization in recurrent prostate 
cancer after EBRT.
Q J Nucl Med Mol Imaging. 2012 Apr;56(2):202-8.

AIM: This study focuses on the potential role of [11C]choline positron emission tomography (PET) for the intraprostatic 

tumor characterization and localization in recurrent prostate cancer after EBRT.

METHODS: This retrospective study was conducted in patients who were being followed up after EBRT for histological 

proven prostate cancer. We selected the patients with a local recurrence by [11C]choline PET/CT fusion. The results of 

PET were compared with the results of histology and with clinical follow-up.

RESuLTS: Forty-two patients with a local recurrence suggested by PET were included in this study. According to PET 

results: of the 42 patients, 15 (36%) had a focal recurrence, 27 (64%) showed a diffuse recurrence. The overall con-

cordance of PET with histology concerning detection of recurrence was 76% (32 patients had positive PET results and 

positive biopsies). We confirmed the local recurrence as visualized by PET in 37/42 (88%) patients using a composite 

reference with histology and clinical follow up after local salvage treatment. The concordance of the intraprostatic 

distribution of the tumor with PET with histology from transrectal prostate biopsies (median biopsies 7, range 4-12) 

was 47% (7/15) in unilateral cases and 41% (11/27) in bilateral cases. No significant differences were seen between the 

2 groups in serum PSA at time of PET (P=0.509) and SuV (P=0.739) using Student’s t-test.

CONCLuSION: Intraprostatic characterization of recurrent prostate cancer after EBRT with 11C-choline PET is feasible 

at present but shows a moderate concordance with routine transrectal prostate biopsies. The accuracy is too low for 

the routine use of this modality in the present scenario.

Pmid:22415935
Smith PP, van leijsen sa, Heesakkers JP, Abrams P, Smith AR. 
Can we, and do we need to, define bladder neck hypermobility and intrinsic sphincteric deficiency? ICI-
RS 2011.
Neurourol urodyn. 2012 Mar;31(3):309-12. 

AIMS: Bladder neck hypermobility (BNH, also called urethral hypermobility), and intrinsic sphincteric deficiency (ISD) 

are terms frequently used in the clinical evaluation and management of stress urinary incontinence, and as subject 

qualifiers in clinical research. The terms also infer pathophysiologic concepts, as BNH and ISD appear to represent two 

different aspects of failure of the continence mechanism. unfortunately, neither term is well-defined, and the various 

clinical and urodynamic characterizations of these terms do not correlate well with one another.

METHODS: The value of these concepts and these specific terms was debated at the ICI-RS meeting, Bristol, uK, June 

2011. Two clinicians were asked to take opposing viewpoints, with three weeks lead-time prior to the meeting. Each 

discussant presented one viewpoint, “for” or “against,” followed by a brief discussion to review the presentations.

RESuLTS: The consensus was that, while we currently cannot adequately define these terms, there is a need to deve-

lop terminology employing these concepts.

CONCLuSIONS: Terminology should permit improved definition of the sphincteric mechanism, allow individual patient 

characterization and serve as useful waypoints in treatment decisions.

Pmid: 22419617
römkens te, kampschreur mt, Drenth JP, van Oijen MG, de Jong DJ. 
High mucosal healing rates in 5-ASA-treated ulcerative colitis patients: Results of a meta-analysis of 
clinical trials. 
Inflamm Bowel Dis. 2012 Nov;18(11):2190-8. 

BACKGROuND: Recently, mucosal healing (MH) is regarded as an important treatment goal in ulcerative colitis (uC). 

5-Aminosalicylates (5-ASA) are the standard treatment in mild-to-moderate uC, but the effect on MH is less known. 
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The aim of this study was to systematically review the medical literature in order to compare different preparations of 

5-ASA for the effect on MH.

METHODS: We conducted a structured search of PubMed and the Cochrane Central Register of Controlled Trials to 

identify randomized controlled clinical trials with 5-ASA in uC providing data about MH. We calculated the sample size-

weighted pooled proportion of patients with MH, and performed meta-analysis of head-to-head comparisons.

RESuLTS: Out of 645 hits, we included 90 treatment arms, involving 3977 patients using oral 5-ASA (granulate and 

tablets) and 2513 patients using rectal 5-ASA (suppositories, enema, and foam). Overall, 43,7% of 5-ASA treated 

patients achieved MH (oral 36,9%; rectal 50,3%). In oral studies, 49% of patients using granulate (7 treatment-arms) 

achieved MH compared to 34,9% using tablets (43 treatment-arms). In rectal studies the proportion of MH was 62% 

for suppositories (eight treatment arms), 51% for foam (nine treatment arms), and 46% for enema (23 treatment 

arms), respectively.

CONCLuSIONS: 5-ASA preparations achieved MH in nearly 50% of uC patients. There were no significant differences in 

MH between the various 5-ASA agents, either in the oral or the rectal treatment groups.

Pmid: 22420532  
schatorjé eJ, gemen eF, Driessen GJ, leuvenink J, van Hout RW, de vries e. 
Paediatric Reference Values for the Peripheral T cell Compartment. 
Scand J Immunol. 2012 Apr;75(4):436-44. 

Immunophenotyping of blood lymphocyte subpopulations is an important tool in the diagnosis of immunological and 

haematological diseases. Paediatric age-matched reference values have been determined for the major lymphocyte 

populations, but reliable reference values for the more recently described T lymphocyte subpopulations, like different 

types of memory T lymphocytes, recent thymic emigrants, regulatory T cells and CXCR5(+) helper T lymphocytes, are 

not sufficiently available yet. We determined reference values for the absolute and relative sizes of T lymphocyte sub-

populations in healthy children using the lysed whole blood method, which is most often used in diagnostic procedures. 

When the absolute numbers of some or all T lymphocyte subpopulations fall outside these reference ranges, this may 

indicate disease. The reference values show the course of T lymphocyte development in healthy children. Absolute T 

lymphocyte numbers increase 1.4-fold during the first months of life, and after 9-15 months, they decrease threefold 

to adult values; this is mainly caused by the expansion of recent thymic emigrants and naive cells. Helper and cytotoxic 

T lymphocytes show the same pattern. Regulatory T cells increase in the first 5 months of life and then gradually 

decrease to adult values, although the absolute numbers remain small. The relative number of CXCR5(+) cells within 

the CD4(+) CD45RO(+) T lymphocytes increases during the first 6 months of life and then remains more or less stable 

around 20%.

Pmid: 22425401 
de Vogel J, van der leeuw-van beek a, Gietelink D, Vujkovic M, de Leeuw JW, van Bavel J, Papatsonis 
D. 
The effect of a mediolateral episiotomy during operative vaginal delivery on the risk of developing 
obstetrical anal sphincter injuries. 
Am J Obstet Gynecol. 2012 May;206(5):404.e1-5.

OBJECTIVE:  The objective of the study was to evaluate the frequency of obstetrical anal sphincter injuries (OASIS) in 

women undergoing operative vaginal deliveries (OVD) and to assess whether a mediolateral episiotomy is protective for 

developing OASIS in these deliveries.

STuDy DESIGN: We performed a retrospective cohort study. Maternal and obstetrical characteristics of the 2861 

women who delivered liveborn infants by an OVD at term in the years 2001-2009 were extracted from a clinical 

obstetrics database and were analyzed in a logistic regression model.

RESuLTS: The frequency of OASIS was 5.7%. Women with a mediolateral episiotomy were at significantly lower risk for 

OASIS compared with the women without a mediolateral episiotomy in case of an OVD (adjusted odds ratio, 0.17; 95% 

confidence interval, 0.12-0.24).

CONCLuSION: We found a 6-fold decreased odds for developing OASIS when a mediolateral episiotomy was performed 

in OVD. Therefore, we advocate the use of a mediolateral episiotomy in all operative vaginal deliveries to reduce the 

incidence of OASIS.

Pmid: 22434186 
Pelleboer RA, Janssen RL, deckers-kocken Jm, Wouters E, Nissen AC, Bolz WE, Ten WE, van der Feen 
C, Oosterhuis KJ, Rövekamp MH, Nikkels PG, Houwen RH. 
Celiac disease is overrepresented in patients with constipation. 
J Pediatr (Rio J). 2012 Mar;88(2):173-6. 

OBJECTIVE: It is suggested that patients with constipation should be screened for celiac disease. Similarly, it is recom-

mended to investigate these patients for hypothyroidism and hypercalcemia. However, no evidence for these recom-

mendations is available so far. We therefore set out to determine the prevalence of celiac disease, hypothyroidism, and 

hypercalcemia in children with constipation.

METHODS: Prospective cohort study of 370 consecutive patients who met the Rome III criteria for constipation. These 

patients were referred by a general practitioner to a pediatrician because of failure of laxative treatment.

RESuLTS: Seven of these patients had biopsy-proven celiac disease. This is significantly higher (p < 0.001) than the 

1:198 prevalence of celiac disease in the Netherlands. Two patients had auto-immune thyroiditis. No patient had 

hypercalcemia.

CONCLuSIONS: We conclude that celiac disease is significantly overrepresented in patients with constipation who are 

referred by a general practitioner to a pediatrician because of failure of laxative treatment. All such patients should, 

therefore, be screened for celiac disease.

Pmid: 22434527
Keyzer-Dekker CM, van Esch L, de Vries J, ernst mF, Nieuwenhuijzen GA, Roukema JA, van der Steeg 
AF.
An abnormal screening mammogram causes more anxiety than a palpable lump in benign breast 
disease.
Breast Cancer Res Treat. 2012 Jul;134(1):253-8.

Being recalled for further diagnostic procedures after an abnormal screening mammogram (ASM) can evoke a high 

state anxiety with lowered quality of life (QoL). We examined whether these adverse psychological consequences are 

found in all women with benign breast disease (BBD) or are particular to women referred after ASM. In addition, 

the influence of the anxiety as a personality characteristic (trait anxiety) was studied. Between September 2002 and 

February 2010 we performed a prospective longitudinal study in six Dutch hospitals. Women referred after ASM or 

with a palpable lump in the breast (PL), who were subsequently diagnosed with BBD, were included. Before diagnosis 

(at referral) and during follow-up, questionnaires were completed examining trait anxiety (at referral), state anxiety, 

depressive symptoms (at referral, one, three and 6 months after diagnosis), and QoL (at referral and 12 months). 

Women referred after ASM (N=363) were compared with women with PL (N=401). A similar state anxiety score was 
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found in both groups, but a lower psychological QoL score at 12 months was seen in the ASM group. In women with 

not-high trait anxiety those in the ASM group were more anxious with more depressive symptoms at referral, and 

reported impaired psychological QoL at referral and at 12 months compared with the PL group. No differences were 

found between ASM and PL in women with high trait anxiety, but this group scored unfavorably on anxiety, depres-

sive symptoms and QoL compared with women with not-high trait anxiety. ASM evokes more anxiety and depres-

sive symptoms and lowered QoL compared with women referred with PL, especially in women who are not prone to 

anxiety. Women should be fully informed properly about the risks and benefits of breast cancer screening programs. 

We recommend identifying women at risk of reduced QoL using a psychometric test.

Pmid:22441385 
kampschreur lm, Oosterheert JJ, Koop AM, Wegdam-Blans MC, Delsing CE, Bleeker-Rovers CP, De 
Jager-Leclercq MG, Groot CA, Sprong T, Nabuurs-Franssen MH, renders nh, van Kasteren ME, Soet-
houdt y, Blank SN, Pronk MJ, Groenwold RH, Hoepelman AI, Wever Pc. 
Microbiological challenges in the diagnosis of chronic q Fever. 
Clin Vaccine Immunol. 2012 May;19(5):787-90. 

Diagnosis of chronic Q fever is difficult. PCR and culture lack sensitivity; hence, diagnosis relies mainly on serologic 

tests using an immunofluorescence assay (IFA). Optimal phase I IgG cutoff titers are debated but are estimated to be 

between 1:800 and 1:1,600. In patients with proven, probable, or possible chronic Q fever, we studied phase I IgG 

antibody titers at the time of positive blood PCR, at diagnosis, and at peak levels during chronic Q fever. We evaluated 

200 patients, of whom 93 (46.5%) had proven, 51 (25.5%) had probable, and 56 (28.0%) had possible chronic Q fever. 

Sixty-five percent of proven cases had positive Coxiella burnetii PCR results for blood, which was associated with 

high phase I IgG. Median phase I IgG titers at diagnosis and peak titers in patients with proven chronic Q fever were 

significantly higher than those for patients with probable and possible chronic Q fever. The positive predictive values for 

proven chronic Q fever, compared to possible chronic Q fever, at titers 1:1,024, 1:2,048, 1:4,096, and ≥1:8,192 were 

62.2%, 66.7%, 76.5%, and ≥86.2%, respectively. However, sensitivity dropped to <60% when cutoff titers of ≥1:8,192 

were used. Although our study demonstrated a strong association between high phase I IgG titers and proven chronic 

Q fever, increasing the current diagnostic phase I IgG cutoff to >1:1,024 is not recommended due to increased false-

negative findings (sensitivity < 60%) and the high morbidity and mortality of untreated chronic Q fever. Our study 

emphasizes that serologic results are not diagnostic on their own but should always be interpreted in combination with 

clinical parameters.

Pmid: 22455866 
van den berg dt, Deinum J, Postma CT, van der Wilt GJ, Riksen NP. 
The efficacy of renal angioplasty in patients with renal artery stenosis and flash oedema or congestive 
heart failure: a systematic review. 
Eur J Heart Fail. 2012 Jul;14(7):773-81.

AIMS: Recent randomized controlled trials have reported that angioplasty does not have a beneficial effect compared 

with pharmacological treatment on blood pressure and renal function in patients with atherosclerotic renal artery 

stenosis (RAS). We aimed to explore systematically the evidence that angioplasty is effective in subgroups of patients 

with RAS and either flash pulmonary oedema or congestive heart failure (CHF) and renal insufficiency.

METHODS AND RESuLTS: We searched online databases (PubMed and ClinicalTrials.gov) and references of included 

articles. We included 25 articles describing 79 patients with RAS and flash oedema and seven articles describing 94 

patients with RAS, CHF, and renal insufficiency. According to the Grading of Recommendations Assessment, Develop-

ment, and Evaluation (GRADE) system, the quality of the evidence was, at best, low. Seventy-six per cent of patients 

with flash oedema did not have any recurrence after angioplasty. Recurrence of symptoms was associated with either 

restenosis of the renal artery or cardiac arrhythmias in all patients. In the patients with CHF and renal insufficiency, the 

severity of heart failure symptoms, expressed as New york Heart Association (NyHA) functional class, improved after 

angioplasty in all included articles.

CONCLuSION: The evidence included in this systematic review justifies a weak recommendation in favour of angio-

plasty in patients with atherosclerotic RAS and either flash pulmonary oedema or CHF and renal insufficiency.

Pmid: 22469291
ruiterkamp J, Voogd AC, Tjan-Heijnen VC, bosscha k, van der Linden yM, Rutgers EJ, Boven E, van 
der Sangen MJ, ernst mF; In collaboration with Dutch Breast Cancer Trialists’ Group (BOOG). 
SuBMIT: Systemic therapy with or without up front surgery of the primary tumor in breast cancer 
patients with distant metastases at initial presentation.
BMC Surg. 2012 Apr 2;12:5.

BACKGROuND: Five percent of all patients with breast cancer have distant metastatic disease at initial presentation. 

Because metastatic breast cancer is considered to be an incurable disease, it is generally treated with a palliative 

intent. Recent non-randomized studies have demonstrated that (complete) resection of the primary tumor is associ-

ated with a significant improvement of the survival of patients with primary metastatic breast cancer. However, other 

studies have suggested that the claimed survival benefit by surgery may be caused by selection bias. Therefore, a ran-

domized controlled trial will be performed to assess whether breast surgery in patients with primary distant metastatic 

breast cancer will improve the prognosis.

DESIGN: Randomization will take place after the diagnosis of primary distant metastatic breast cancer. Patients will 

either be randomized to up front surgery of the breast tumor followed by systemic therapy or to systemic therapy, 

followed by delayed local treatment of the breast tumor if clinically indicated.Patients with primary distant metasta-

tic breast cancer, with no prior treatment of the breast cancer, who are 18 years or older and fit enough to undergo 

surgery and systemic therapy are eligible. Important exclusion criteria are: prior invasive breast cancer, surgical 

treatment or radiotherapy of this breast tumor before randomization, irresectable T4 tumor and synchronous bilateral 

breast cancer. The primary endpoint is 2-year survival. Quality of life and local tumor control are among the secondary 

endpoints.Based on the results of prior research it was calculated that 258 patients are needed in each treatment arm, 

assuming a power of 80%. Total accrual time is expected to take 60 months. An interim analysis will be performed to 

assess any clinically significant safety concerns and to determine whether there is evidence that up front surgery is 

clinically or statistically inferior to systemic therapy with respect to the primary endpoint.

DISCuSSION: The SuBMIT study is a randomized controlled trial that will provide evidence on whether or not surgery 

of the primary tumor in breast cancer patients with metastatic disease at initial presentation results in an improved 

survival.

Pmid: 22469535
kampschreur lm, Dekker S, hagenaars Jc, lestrade PJ, renders nh, de Jager-Leclercq MG, her-
mans mh, Groot CA, Groenwold RH, Hoepelman AI, Wever Pc, Oosterheert JJ.
Identification of risk factors for chronic Q fever, the Netherlands. 
Emerg Infect Dis. 2012 Apr;18(4):563-70. 
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Since 2007, the Netherlands has experienced a large Q fever outbreak. To identify and quantify risk factors for deve-

lopment of chronic Q fever after Coxiella burnetii infection, we performed a case-control study. Comorbidity, cardio-

vascular risk factors, medications, and demographic characteristics from 105 patients with proven (n = 44), probable 

(n = 28), or possible (n = 33) chronic Q fever were compared with 201 patients who had acute Q fever in 2009 but in 

whom chronic Q fever did not develop (controls). Independent risk factors for development of proven chronic Q fever 

were valvular surgery, vascular prosthesis, aneurysm, renal insufficiency, and older age.

Pmid:22475210
Teunis PF, 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. 2012 Apr 4:1-12. 

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.

Pmid: 22488817
van leijsen sa, Kluivers KB, Mol BW, Broekhuis SR, Milani AL, Bongers My, Aalders CI, Dietz V, Malm-
berg GG, Vierhout ME, Heesakkers JP. 
Can preoperative urodynamic investigation be omitted in women with stress urinary incontinence? A 
non-inferiority randomized controlled trial. 
Neurourol urodyn. 2012 Sep;31(7):1118-23. 

AIMS: To assess in women with stress urinary incontinence (SuI) the value of urodynamics prior to treatment.

METHODS: We performed a multicenter non-inferiority randomized controlled trial. Women with SuI were randomly 

allocated to management based on a workup with or without urodynamics. The primary outcome was clinical reduc-

tion of complaints as measured with the urogenital Distress Inventory urinary incontinence subscale (uDI-uI) at 12 

months after the onset of treatment. A mean difference in improvement of less than 8 was considered non-inferior. 

The study was analyzed according to intention-to-treat.

RESuLTS: The trial was stopped prematurely because of slow recruitment. We randomly allocated 59 women to a 

strategy with (N = 31) or without (N = 28) urodynamics. The mean difference in improvement on the uDI-uI was 14 

in favor of the group without urodynamics (48 SD ⊕ 22 vs. 34 SD ⊕ 22, 95% CI: -28 to -0.26), confirming non-inferi-

ority. Addition of urodynamics did not result in a lower occurrence of de novo overactive bladder complaints compared 

to a workup without urodynamics (6/31 vs. 1/28; RR 5.4, 95% CI: 0.70-42). In the group allocated to urodynamics, 

initial surgical management was more often abandoned compared to the group not allocated to urodynamics (5/31 

vs. 1/28; RR 4.5, 95% CI: 0.56-36).

CONCLuSIONS: In this relatively small study, the omission of urodynamics was not inferior to the use of urodynamics 

in the preoperative workup of women with SuI. Women with SuI undergoing urodynamics had the risk of a choice for 

more prudent treatment, which seemed to result in a delay until effective treatment.

Pmid:22491633
vernooij cm, Vreeburg ME, Segers MJ, Hammacher ER. 
Treatment of torus fractures in the forearm in children using bandage therapy. 
J Trauma Acute Care Surg. 2012 Apr;72(4):1093-7. 

BACKGROuND: In a torus fracture, there is an intact cortex at the side of the fracture which gives more intrinsic 

stability than in greenstick fractures, where one side of the cortex is disrupted. Two previously done studies compared 

soft bandage therapy (BT) with cast therapy in the treatment of torus forearm fractures in children and showed this is 

safe and does not cause any complications. The aim of our study was to validate these studies by treating all patients 

presenting to emergency department with a torus fracture with BT and investigate whether any complications occur.

METHODS: At a single-center from January 2009 to June 2009, all patients with an impacted greenstick fracture of 

the distal radius and/or ulna without exception were treated using BT. Primary endpoint was secondary angulation; 

secondary endpoint was pain on Visual Analog Score.

RESuLTS: Seven patients were misdiagnosed as torus fractures but were actually greenstick fractures and had to be 

excluded. A total of 49 patients with a torus fracture were included in statistical analysis. No fracture displacement was 

seen. Four patients needed an additional nonsteroidal antiinflammatory drug or an antalgic plaster cast. The overall 

Visual Analog Score of the patients was lower than in previous studies.

CONCLuSIONS: Soft BT is safe in all children without risk of further angulation and with a pain score equal to cast 

therapy. Important is that misdiagnosis of the torus fracture at initial presentation should be minimized.

Pmid: 22500843 
Ockeloen le, deckers-kocken Jm. 
Short- and long-term effects of a lactose-restricted diet and probiotics in children with chronic abdomi-
nal pain: A retrospective study. 
Complement Ther Clin Pract. 2012 May;18(2):81-4. 

OBJECTIVE: To determine the short- and long-term effect of treatment in children with chronic abdominal pain (CAP).

METHODS: A database with the results of H(2) breath test of children with CAP was created. All children with an 

abnormal test result were included and classified as small intestinal bacterial overgrowth (SIBO) or lactose intolerant 

(LTI). SIBO was treated with probiotics and LTI with a lactose-restricted diet. CAP was evaluated 5 months and 15 

months after the test.

RESuLTS: 37 children (41%) were included. 17 LTI children (94%) improved after 5 months and 11 children (61%) after 

15 months (P<0.05). Seven SIBO children improved after 5 months and 4 children after 15 months. In the combina-

tion group all 4 children improved after 5 months and 3 children after 15 months.

CONCLuSION: Children with CAP caused by LTI or SIBO had less CAP after 5 months. This positive effect persists only 

in half of the children.
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Pmid: 22508707 
Siemensma EP, Tummers-de Lind van Wijngaarden RF, Festen DA, Troeman ZC, van Alfen-van der 
Velden AA, Otten BJ, Rotteveel J, Odink RJ, Bindels-de Heus GC, van Leeuwen M, Haring DA, Oostdijk W, 
Bocca G, Mieke Houdijk EC, van Trotsenburg AS, Hoorweg-Nijman JJ, van Wieringen H, Vreuls RC, Jira 
Pe, Schroor EJ, van Pinxteren-Nagler E, Pilon JW, Lunshof LB, Hokken-Koelega AC. 
Beneficial Effects of Growth Hormone Treatment on Cognition in Children with Prader-Willi Syndrome: A 
Randomized Controlled Trial and Longitudinal Study. 
J Clin Endocrinol Metab. 2012 Jul;97(7):2307-14.

BACKGROuND: Knowledge about the effects of GH treatment on cognitive functioning in children with Prader-Willi 

syndrome (PWS) is limited.

METHODS: Fifty prepubertal children aged 3.5 to 14 yr were studied in a randomized controlled GH trial during 2 yr, 

followed by a longitudinal study during 4 yr of GH treatment. Cognitive functioning was measured biennially by short 

forms of the WPPSI-R or WISC-R, depending on age. Total IQ (TIQ) score was estimated based on two subtest scores.

RESuLTS: During the randomized controlled trial, mean sd scores of all subtests and mean TIQ score remained similar 

compared to baseline in GH-treated children with PWS, whereas in untreated controls mean subtest sd scores and 

mean TIQ score decreased and became lower compared to baseline. This decline was significant for the Similarities 

(P = 0.04) and Vocabulary (P = 0.03) subtests. After 4 yr of GH treatment, mean sd scores on the Similarities and 

Block design subtests were significantly higher than at baseline (P = 0.01 and P = 0.03, respectively), and scores on 

Vocabulary and TIQ remained similar compared to baseline. At baseline, children with a maternal uniparental disomy 

had a significantly lower score on the Block design subtest (P = 0.01) but a larger increment on this subtest during 4 

yr of GH treatment than children with a deletion. Lower baseline scores correlated significantly with higher increases in 

Similarities (P = 0.04) and Block design (P < 0.0001) sd scores.

CONCLuSIONS: Our study shows that GH treatment prevents deterioration of certain cognitive skills in children with 

PWS on the short term and significantly improves abstract reasoning and visuospatial skills during 4 yr of GH treat-

ment. Furthermore, children with a greater deficit had more benefit from GH treatment.

Pmid 22528563
J Smit, Kummer JA, Hinrichs JW, Herder GJ, Scheidel- Jacobse KC,  Jiwa NM, Ruijter TE, nooijen Pt, 
Looijen –
Salamon MG, Ligtenberg MJ, Thunnissen FB, Heideman DA, de Weger RA, Vink A.
EGFR and KRAS mutations in lung carcinomas in the Dutch population: increased EGFR mutation 
frequency in 
malignant pleural effusion of lung adenocarcinoma.
Cell Onc (Dordr) 2012 jun;35(3); 189-96.

BACKGROuND: Frequencies of EGFR and KRAS mutations in non-small cell lung cancer (NSCLC) have predominantly 

been determined in East Asian and North American populations, showing large differences between these populations. 

The aim of the present study was to determine the frequency of EGFR and KRAS mutations in NSCLC in the West 

European Dutch population in primary carcinomas and different metastatic locations.

METHODS: EGFR (exons 19, 20 and 21) and KRAS (exons 2 and 3) mutation test results of NSCLC samples of patients 

in 13 hospitals were collected. The tests were performed on paraffin-embedded tissue or cytological material of 

primary and metastatic lung carcinomas.

RESuLTS: EGFR mutations were detected in 71/778 (9.1 %) tested patients; in 66/620 (10.6 %) adenocarcinomas. 

EGFR mutations were significantly more often detected in female than in male patients (13.4 % vs. 5.5 %, p < 0.001). 

KRAS mutations were found in 277 out of 832 (33.3 %) tested patients; in 244/662 (36.9 %) adenocarcinomas. A signi-

ficantly increased frequency of EGFR mutations was observed in patients with malignant pleural/pericardial effusions 

(26.5 %; odds ratio (OR) 2.80, 95 % confidence interval (CI) 1.22-6.41), whereas the frequency of KRAS mutations was 

significantly decreased (18.8 %; OR 0.35, 95 % CI 0.14-0.86).

CONCLuSIONS: In the investigated Dutch cohort, patients with malignant pleural/pericardial effusion of lung adeno-

carcinoma have an increased frequency of EGFR mutations. The overall frequency of EGFR mutations in lung adeno-

carcinomas in this West European population is within the frequency range of North American and South European 

populations, whereas KRAS mutation frequency is higher than in any population described to date.

Pmid:22536843 
Westerhuis ME, Porath MM, Becker JH, VAN DEN Akker ES, VAN Beek E, VAN Dessel HJ, Drogtrop AP, 
VAN Geijn HP, Graziosi GC, Groenendaal F, VAN Lith JM, Mol BW, Moons KG, Nijhuis JG, Oei SG, Ooster-
baan hP, rijnders rJ, Schuitemaker NW, Wijnberger LD, Willekes C, Wouters MG, Visser GH, Kwee A. 
Identification of cases with adverse neonatal outcome monitored by cardiotocography versus ST-analy-
sis: secondary analysis of a randomised trial. 
Acta Obstet Gynecol Scand. 2012 Jul;91(7):830-7.

OBJECTIVE: To evaluate whether correct adherence to clinical guidelines might have led to prevention of cases with 

adverse neonatal outcome.

DESIGN: Secondary analysis of cases with adverse outcome in a multicenter randomized clinical trial.

SETTING: Nine Dutch hospitals.

POPuLATION: Pregnant women with a term singleton fetus in cephalic position.

METHODS: Data were obtained from a randomized trial that compared monitoring by STAN® (index group) with car-

diotocography (control group). In both trial arms, three observers independently assessed the fetal surveillance results 

in all cases with adverse neonatal outcome, to determine whether an indication for intervention was present, based on 

current clinical guidelines.

MAIN OuTCOME MEASuRES: Adverse neonatal outcome cases fulfilled one or more of the following criteria: (i) meta-

bolic acidosis in umbilical cord artery (pH < 7.05 and base deficit in extracellular fluid >12 mmol/L); (ii) umbilical cord 

artery pH < 7.00; (iii) perinatal death; and/or (iv) signs of moderate or severe hypoxic ischemic encephalopathy.

RESuLTS: We studied 5681 women, of whom 61 (1.1%) had an adverse outcome (26 index; 35 control). In these 

women, the number of performed operative deliveries for fetal distress was 18 (69.2%) and 16 (45.7%), respectively. 

Reassessment of all 61 cases showed that there was a fetal indication to intervene in 23 (88.5%) and 19 (57.6%) cases, 

respectively. In 13 (50.0%) vs. 11 (33.3%) cases, respectively, this indication occurred more than 20 min before the time 

of delivery, meaning that these adverse outcomes could possibly have been prevented.

CONCLuSIONS: In our trial, more strict adherence to clinical guidelines could have led to additional identification and 

prevention of adverse outcome.

Pmid:22539829
Grooteman MP, van den Dorpel MA, Bots ML, Penne EL, van der Weerd NC, Mazairac AH, den Hoedt 
CH, van der Tweel I, Lévesque R, Nubé MJ, ter Wee PM, Blankestijn PJ; cOntrast investigators 
(hoogeveen ek).
Effect of online hemodiafiltration on all-cause mortality and cardiovascular outcomes.
J Am Soc Nephrol. 2012 Jun;23(6):1087-96. 
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In patients with ESRD, the effects of online hemodiafiltration on all-cause mortality and cardiovascular events are 

unclear. In this prospective study, we randomly assigned 714 chronic hemodialysis patients to online postdilution 

hemodiafiltration (n=358) or to continue low-flux hemodialysis (n=356). The primary outcome measure was all-

cause mortality. The main secondary endpoint was a composite of major cardiovascular events, including death from 

cardiovascular causes, nonfatal myocardial infarction, nonfatal stroke, therapeutic coronary intervention, therapeutic 

carotid intervention, vascular intervention, or amputation. After a mean 3.0 years of follow-up (range, 0.4-6.6 years), 

we did not detect a significant difference between treatment groups with regard to all-cause mortality (121 versus 

127 deaths per 1000 person-years in the online hemodiafiltration and low-flux hemodialysis groups, respectively; 

hazard ratio, 0.95; 95% confidence interval, 0.75-1.20). The incidences of cardiovascular events were 127 and 116 

per 1000 person-years, respectively (hazard ratio, 1.07; 95% confidence interval, 0.83-1.39). Receiving high-volume 

hemodiafiltration during the trial associated with lower all-cause mortality, a finding that persisted after adjusting for 

potential confounders and dialysis facility. In conclusion, this trial did not detect a beneficial effect of hemodiafiltra-

tion on all-cause mortality and cardiovascular events compared with low-flux hemodialysis. On-treatment analysis 

suggests the possibility of a survival benefit among patients who receive high-volume hemodiafiltration, although this 

subgroup finding requires confirmation.

Pmid: 22543225 
Wever Pc, van Bergen L. 
Prevention of tetanus during the First World War. 
Med Humanit. 2012 Dec;38(2):78-82.

The emergence of tetanus in wounded soldiers during the first months of the First World War (WWI) resulted from 

combat on richly manured fields in Belgium and Northern France, the use of modern explosives that produced deep 

tissue wounds and the intimate contact between the soldier and the soil upon which he fought. In response, routine 

prophylactic injections with anti-tetanus serum were given to wounded soldiers removed from the firing line. Sub-

sequently, a steep fall in the incidence of tetanus was observed on both sides of the conflict. Because of fatal serum 

anaphylaxis associated with administration of serum at a time when purification methods still needed to be improved, 

it must be presumed that tens to hundreds of men might have died as a result of the routine administration of anti-

tetanus serum during WWI. yet anti-tetanus serum undoubtedly prevented life threatening tetanus among several 

hundred thousands of wounded men, making it one of the most successful preventive interventions in wartime medi-

cine. After the abrupt fall in tetanus incidence in 1914 due to introduction of anti-tetanus serum, the incidence of the 

disease tended to become even lower as the war went on. This was probably due to earlier and more thorough surgical 

treatment, consisting of opening, cleaning, excision and drainage of wounds as early as possible. In this overview, re-

cent battlefield findings from the Meuse-Argonne offensive in 1918 are used to illustrate common practices employed 

in the prevention of tetanus during WWI.

Pmid: 22568406
Schuit E, Kwee A, Westerhuis ME, van Dessel HJ, Graziosi GC, van Lith JM, Nijhuis JG, Oei G, Ooster-
baan hP, Schuitemaker NW, Wouters MG, Visser GH, Mol BW, Moons KG, Groenewold RH. 
A clinical prediction model to assess the risk of operative delivery. 
BJOG. 2012 Jul;119(8):915-23.

OBJECTIVE: To predict instrumental vaginal delivery or caesarean section for suspected fetal distress or failure to 

progress.

DESIGN: Secondary analysis of a randomised trial.

SETTING: Three academic and six non-academic teaching hospitals in the Netherlands.

POPuLATION: 5667 labouring women with a singleton term pregnancy in cephalic presentation.

METHODS: We developed multinomial prediction models to assess the risk of operative delivery using both antepar-

tum (model 1) and antepartum plus intrapartum characteristics (model 2). The models were validated by bootstrap-

ping techniques and adjusted for overfitting. Predictive performance was assessed by calibration and discrimination 

(area under the receiver operating characteristic), and easy-to-use nomograms were developed.

MAIN OuTCOME MEASuRES: Incidence of instrumental vaginal delivery or caesarean section for fetal distress or 

failure to progress with respect to a spontaneous vaginal delivery (reference).

RESuLTS:   375 (6.6%) and 212 (3.6%) women had an instrumental vaginal delivery or caesarean section due to fetal 

distress, and 433 (7.6%) and 571 (10.1%) due to failure to progress, respectively. Predictors were age, parity, previous 

caesarean section, diabetes, gestational age, gender, estimated birthweight (model 1) and induction of labour, oxytocin 

augmentation, intrapartum fever, prolonged rupture of membranes, meconium stained amniotic fluid, epidural 

anaesthesia, and use of ST-analysis (model 2). Both models showed excellent calibration and the receiver operating 

characteristics areas were 0.70-0.78 and 0.73-0.81, respectively.

CONCLuSION: In Dutch women with a singleton term pregnancy in cephalic presentation, antepartum and intrapartum 

characteristics can assist in the prediction of the need for an instrumental vaginal delivery or caesarean section for 

fetal distress or failure to progress.

Pmid: 22595394 
Deurwaarder ES, Steenbergen EJ, hoogeveen ek, Wetzels JF.
Membranous nephropathy with predominance of C1q: another variant of C1q nephropathy?
Clin Nephrol. 2012 Jun;77(6):501-4.

Originally described as a proliferative glomerulonephritis, C1q nephropathy is nowadays mostly recognized as a vari-

ant of focal segmental glomerulosclerosis or minimal change disease. We describe a 30-year-old male patient with 

nephrotic range proteinuria. Kidney biopsy demonstrated a membranous nephropathy with predominant staining for 

C1q. under conservative therapy the outcome was favorable. We suggest that this case represents another variant of 

C1q nephropathy, thus broadening the spectrum of the disease.

Pmid:22623653 
Wegdam-Blans MC, Wielders CC, meekelenkamp J, Korbeeck JM, Herremans T, Tjhie HT, Bijlmer HA, 
Koopmans MP, schneeberger Pm.
Diagnostic values of commonly used serological tests for the detection of Coxiella burnetii antibodies 
reevaluated after comparison in well defined acute and follow-up sera. 
Clin Vaccine Immunol. 2012 Jul;19(7):1110-5.

In this study, we compared Coxiella burnetii IgG phase I, IgG phase II, and IgM phase II detection among a commercially 

available enzyme-linked immunosorbent assay (ELISA) (Virion/Serion), an indirect fluorescent antibody test (IFAT) 

(Focus Diagnostics), and a complement fixation test (CFT) (Virion/Serion). For this, we used a unique collection of 

acute- and convalescent-phase sera from 126 patients with acute Q fever diagnosed by positive Coxiella burnetii PCR 

of blood. We were able to establish a reliable date of onset of disease, since DNA is detectable within 2 weeks after 

the start of symptoms. In acute samples, at t = 0, IFAT demonstrated IgM phase II antibodies in significantly more sera 

than did ELISA (31.8% versus 19.7%), although the portion of solitary IgM phase II was equal for IFAT and for ELISA 
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(18.2% and 16.7%, respectively). Twelve months after the diagnosis of acute Q fever, 83.5% and 62.2% of the sera were 

still positive for IgM phase II with IFAT and ELISA, respectively. At 12 months IFAT IgG phase II showed the slowest 

decline. Therefore, definitive serological evidence of acute Q fever cannot be based on a single serum sample in areas 

of epidemicity and should involve measurement of both IgM and IgG antibodies in paired serum. Based on IgG phase II 

antibody detection in paired samples (at 0 and 3 months) from 62 patients, IFAT confirmed more cases than ELISA and 

CFT, but the differences were not statically significant (100% for IFAT, 95.2% for ELISA, and 96.8% for CFT). This study 

demonstrated that the three serological tests are equally effective in diagnosing acute Q fever within 3 months of start 

of symptoms. In follow-up sera, more IgG antibodies were detected by IFAT than by ELISA or CFT, making IFAT more 

suitable for prevaccination screening programs.

Pmid: 22641631
Westdorp H, sinnige ha.
A patient with haemorrhagic bullae. Varicella zoster virus (VZV).
Neth J Med. 2012 May;70(4):189, 195. 
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Behr A, Freo u, Ori C, Westermann b, Alemanno F.
Buprenorphine added to levobupivacaine enhances middle interscalene plexus   block.
J Anesth. 2012 Oct;26(5): 746-51.

PuRPOSE: The aim of this study was to assess whether addition of epineural buprenorphine prolonged postoperative 

analgesia of middle interscalene brachial plexus block (MIB) with levobupivacaine.

METHODS: One hundred and fifty consenting adult patients, scheduled for shoulder arthroscopic surgery for a rotator 

cuff tear under MIB with 29.5 ml of 0.75 % levobupivacaine, were randomized to receive additionally either saline or 

intramuscular buprenorphine 0.15 mg or epineural buprenorphine 0.15 mg. Onset of sensory and motor blocks, dura-

tion of postoperative analgesia, and consumption of postoperative analgesics were compared among the groups.

RESuLTS: There were significant (P < 0.05) differences in the onset and the duration of the sensory block and in the 

duration of postoperative analgesia. Duration of both sensory block and postoperative analgesia was longer (P < 0.05) 

in patients who had received epineural buprenorphine (856.1 ⊕ 215.2 and 1,049.7 ⊕ 242.2 min) than in patients who 

had received intramuscular buprenorphine (693.6 ⊕ 143.4 and 820.3 ⊕ 335.3 min) or saline (488.3 ⊕ 137.6 and 

637.5 ⊕ 72.1 min). Requirement of postoperative rescue analgesics was lower in the epineural buprenorphine group 

than in the other two groups. Few complications occurred from MIB (<1 %) and none from buprenorphine.

CONCLuSIONS: Epineural buprenorphine prolonged postoperative analgesia of MIB more effectively than intramuscu-

lar buprenorphine, which suggests that buprenorphine acts at a peripheral nervous system site of action.

Pmid:22647311 
Visscher TL, Nicolaou M, Pasman WJ, Goossens GH, van mil eg, van Spanje MC, Mariman EC. 
What Is the Value of Obesity Research? 
Comment on Blundell JE, Hebebrand J, Oppert JM. What is the value of obesity research? 
Obes Facts 2010;3:279-282. Obes Facts. 2012 Apr 21;5(2):298-304. 
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Kleijer BC, Koek HL, van marum rJ, Jansen PA, Egberts TC, Heerdink ER. 
Risk of acute coronary syndrome in elderly users of antipsychotic drugs: a nested
case-control study. 
Heart. 2012 Aug;98(15):1166-71. 

OBJECTIVE: To examine the association between antipsychotic use and the risk of acute coronary syndrome (ACS) in 

elderly de novo users of antipsychotics.

DESIGN: A community-based nested case-control study.

SETTING: Pharmacy dispensing records from community pharmacies in The Netherlands were linked to hospital 

discharge records of 950,000 community-dwelling residents from 1998 to 2008.

PATIENTS: Cases were 2803 patients aged 60 years or older, with a first hospital admission for ACS identified within 

a cohort of 26,157 elderly persons with at least one antipsychotic prescription (de novo users). For each case, four 

controls with no hospitalisation for ACS (n=11,024) were randomly selected from the same cohort, matched by age, 

gender and duration of registration in the database.

MAIN OuTCOME MEASuRES: Relative risks, expressed as ORs, for ACS associated with antipsychotic drug use adjusted 

for comorbidity.

RESuLTS: Current exposure to antipsychotics was associated with a decreased risk of hospitalisation for ACS compared 

with past users (adjusted OR 0.5, 95% CI 0.5 to 0.6). Cumulative use up to 100 Defined Daily Doses was also associ-

ated with a decreased risk of hospitalisation (OR 0.7, CI 0.6 to 0.8). No differences in risk were found between typical 

and atypical antipsychotics, current dosage or different degrees of serotonergic, histaminergic or adrenergic affinity of 

the antipsychotic.

CONCLuSIONS: A decreased risk of hospitalisation for ACS in elderly patients currently using antipsychotics was found. 

Further research is needed to confirm our results and to determine whether there is a cardioprotective effect or a high 

non-referral rate in elderly antipsychotic users with ACS.

Pmid: 22689912
van de Veerdonk FL, Wever Pc, hermans mh, Fijnheer R,  Joosten LA, van der Meer JW, Netea MG, 
schneeberger Pm. 
IL-18 serum concentration is markedly elevated in acute EBV infection and can serve as a marker for 
disease severity. 
J Infect Dis. 2012 Jul;206(2):197-201. 

Epstein Barr virus (EBV)-related diseases encompass both acute infections that result in acute infectious mono-

nucleosis and chronic infections that result in lymphoproliferative malignant diseases. While classical inflammatory 

parameters such as C-reactive protein (CRP) have proven their usefulness during bacterial and fungal infections, they 

are often low and nondiscriminatory in viral infections. Here, we show that IL-18 is markedly elevated during acute 

EBV infections and EBV-associated diseases, while ferritin concentrations are also elevated during acute EBV infection 

and correlate with IL-18. Therefore, IL-18 and ferritin may represent infection markers for viral infections such as EBV, 

similar to CRP for bacterial infections.
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Tajik P, van der Tuuk K, Koopmans CM, Groen H, van Pampus MG, van der Berg PP, van der Post JA, van 
Loon AJ, de Groot CJ, Kwee A, Huisjes AJ, van Beek E, Papatsonis DN, Bloemenkamp KW, van unnik GA, 
Porath M, rijnders rJ, Stigter RH, de Boer K, Scheepers HC, Zwinderman AH, Bossuyt PM, Mol BW.
Should cervical favourability play a role in the decision for labour induction in gestational hypertension or 
mild pre-eclampsia at term? An exploratory analysis of the HyPITAT trial.
BJOG. 2012 Aug;119(9):1123-30.

OBJECTIVE: To examine whether cervical favourability (measured by cervical length and the Bishop score) should inform 

obstetricians’ decision regarding labour induction for women with gestational hypertension or mild pre-eclampsia at 

term.

DESIGN: A post hoc analysis of the Hypertension and Pre-eclampsia Intervention Trial At Term (HyPITAT).

SETTING: Obstetric departments of six university and 32 teaching and district hospitals in the Netherlands.

POPuLATION: A total of 756 women diagnosed with gestational hypertension or pre-eclampsia between 36 + 0 and 41 

+ 0 weeks of gestation randomly allocated to induction of labour or expectant management.

METHODS: Data were analysed using logistic regression modelling.

MAIN OuTCOME MEASuRES: The occurrence of a high-risk maternal situation defined as either maternal complications 

or progression to severe disease. Secondary outcomes were caesarean delivery and adverse neonatal outcomes.

RESuLTS: The superiority of labour induction in preventing high-risk situations in women with gestational hyperten-

sion or mild pre-eclampsia at term varied significantly according to cervical favourability. In women who were managed 

expectantly, the longer the cervix the higher the risk of developing maternal high-risk situations, whereas in women in 

whom labour was induced, cervical length was not associated with a higher probability of maternal high-risk situations 

(test of interaction P = 0.03). Similarly, the beneficial effect of labour induction on reducing the caesarean section rate 

was stronger in women with an unfavourable cervix.

CONCLuSION: Against widely held opinion, our exploratory analysis showed that women with gestational hyperten-

sion or mild pre-eclampsia at term who have an unfavourable cervix benefited more from labour induction than other 

women.
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Epidemic Q Fever in Humans in the Netherlands. 
Adv Exp Med Biol. 2012;984:329-64.

In 2005, Q fever was diagnosed on two dairy goat farms and 2 years later it emerged in the human population in the 

south of the Netherlands. From 2007 to 2010, more than 4,000 human cases were notified with an annual seasonal 

peak. The outbreaks in humans were mainly restricted to the south of the country in an area with intensive dairy goat 

farming. In the most affected areas, up to 15% of the population may have been infected. The epidemic resulted in a 

serious burden of disease, with a hospitalisation rate of 20% of notified cases and is expected to result in more cases of 

chronic Q fever among risk groups in the coming years. The most important risk factor for human Q fever is living close 

(<5 km) to an infected dairy goat farm. Occupational exposure plays a much smaller role. In 2009 several veterinary 

control measures were implemented including mandatory vaccination of dairy goats and dairy sheep, improved hygiene 

measures, and culling of pregnant animals on infected farms. The introduction of these drastic veterinary measures has 

probably ended the Q fever outbreak, for which the Netherlands was ill-prepared.

Pmid: 22712586 
van Wijk PT, Meiberg AE, van Dam BA, Groenewold MH, Bruers JJ, schneeberger Pm. 
The risk of blood exposure incidents in dental practices in the Netherlands. 
Community Dent Oral Epidemiol. 2012 Dec;40(6):567-73.

OBJECTIVES: An awareness of the risk of blood-borne infections among dentists has been promoted by the Dutch 

Dental Association (NMT) as part of their quality and safety programme, and a nationally operating expert counsel-

ling centre was contracted to manage all reported incidents.

METHODS: We analysed data on hepatitis B vaccination status, sex and age for all reported incidents recorded by 

this centre during 2008. We compared this with data collected at same time during a national survey to assess the 

performance of the centre. The number of blood exposure injuries among dentists and their assistants, and reporting 

behaviour, were also assessed.

RESuLTS: In 2008, 387 incidents were reported to the counselling centre. The percentage of high-risk incidents 

was 16, with a risk of hepatitis B, hepatitis C and HIV infections. In the hepatitis B cases, 12% had no or insufficient 

immunization. Eight per cent of those injured were unable to start HIV Post-Exposition Prophylaxis because they 

reported too late. Of the 1442 surveys sent, 487 (34%) were returned. Dentists estimated levels of hepatitis B vac-

cination at 98%. Thirty-two per cent reported to have had one or more injuries in their practice in 2008. Of these, 

37% were counselled by the expert centre, 18% were counselled by others and 45% sought no medical attention. The 

performance of the counselling centre received a positive score (95%). A need for more information about vaccination 

and blood-borne infections in dentistry (52%) was reported.

CONCLuSIONS: Nationwide data show blood exposure incidents occur frequently in dental settings, with a considera-

ble number of high-risk incidents. Administering anaesthetics and cleaning-up are major risk factors. There is a need 

to intensify measures for safe working conditions in dental care settings in the Netherlands, irrespective of the type 

of dental practice.

Pmid: 22752991
Kubat B, van suylen rJ.
An unusual cardiomyopathy in a cocain user.
Forensic Sci Med Patholol.  2012 jun 30.
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kampschreurs mt, Kats-urgulu G, van suylen rJ, de schrijver am.
Massive rectal blood loss after colonoscopy.
Nederlands Tijdschrift Geneeskunde 2012;156(26);A4567.

A 70-year-old man presented with acute lower gastrointestinal bleeding. A colonoscopy performed one and a half 

months prior had revealed diverticulosis in the sigmoid colon; a small polyp located 10 cm from the anal margin 

had been removed at that time. The presenting patient was haemodynamically unstable and there was a significant 

amount of rectal blood loss. Gastroscopy revealed no abnormalities. During angiography, the patient died as a result 

of haemorrhagic shock. The post-mortem examination revealed a rectal perforation, which had most likely resulted 

from the polypectomy, and a secondary haematoma located between the common iliac artery and the rectum. 

The source of the gastrointestinal bleeding was the rupture of the haematoma directly into the rectal perforation. 

Colonoscopy is a relatively safe procedure; however, this case illustrates that potentially lethal complications from 

colonoscopy can be expressed, even after a few months.
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huijsmans cJ, Poodt J, Damen J, van der linden Jc, Savelkoul PH, Pruijt JF, hilbink m, hermans 
mh. 
Single nucleotide polymorphism (SNP)-based loss of heterozygosity (LOH) testing by real time PCR in 
patients suspect of myeloproliferative disease. 
PLoS One. 2012;7(7):e38362. 

During tumor development, loss of heterozygosity (LOH) often occurs. When LOH is preceded by an oncogene activa-

ting mutation, the mutant allele may be further potentiated if the wild-type allele is lost or inactivated. In myeloproli-

ferative neoplasms (MPN) somatic acquisition of JAK2V617F may be followed by LOH resulting in loss of the wild type 

allele. The occurrence of LOH in MPN and other proliferative diseases may lead to a further potentiating the mutant 

allele and thereby increasing morbidity. A real time PCR based SNP profiling assay was developed and validated for 

LOH detection of the JAK2 region (JAK2LOH). Blood of a cohort of 12 JAK2V617F-positive patients (n=6 25-50% and 

n=6>50% JAK2V617F) and a cohort of 81 patients suspected of MPN was stored with EDTA and subsequently used for 

validation. To generate germ-line profiles, non-neoplastic formalin-fixed paraffin-embedded tissue from each patient 

was analyzed. Results of the SNP assay were compared to those of an established Short Tandem Repeat (STR) assay. 

Both assays revealed JAK2LOH in 1/6 patients with 25-50% JAK2V617F. In patients with >50% JAK2V617F, JAK2LOH 

was detected in 6/6 by the SNP assay and 5/6 patients by the STR assay. Of the 81 patients suspected of MPN, 18 

patients carried JAK2V617F. Both the SNP and STR assay demonstrated the occurrence of JAK2LOH in 5 of them. In 

the 63 JAK2V617F-negative patients, no JAK2LOH was observed by SNP and STR analyses. The presented SNP assay 

reliably detects JAK2LOH and is a fast and easy to perform alternative for STR analyses. We therefore anticipate the 

SNP approach as a proof of principle for the development of LOH SNP-assays for other clinically relevant LOH loci.

Pmid: 22777593 
van der Hoek W, Wielders cc, Schimmer B, Wegdam-Blans MC, meekelenkamp J, Zaaijer HL, sch-
neeberger Pm.
Detection of phase I IgG antibodies to Coxiella burnetii with EIA as a screening test for blood donations.
Eur J Clin Microbiol Infect Dis. 2012 Nov;31(11):3207-9.

The presence of a high phase I IgG antibody titre may indicate chronic infection and a risk for the transmission of 

Coxiella burnetii through blood transfusion. The outbreak of Q fever in the Netherlands allowed for the comparison 

of an enzyme immunoassay (EIA) with the reference immunofluorescence assay (IFA) in a large group of individuals 

one year after acute Q fever. EIA is 100 % sensitive in detecting high (≥1:1,024) phase I IgG antibody titres. The cost of 

screening with EIA and confirming all EIA-positive results with IFA is much lower than screening all donations with IFA. 

This should be taken into account in cost-effectiveness analyses of screening programmes.

Pmid:22791099
de Boer MT, Klaase JM, Verhoef C, van Dam RM, van Gulik TM, Molenaar IQ, bosscha k, Dejong CH, Van 
der Jagt EJ, Porte RJ; for the FRESCO Trial Group.
Fibrin Sealant for Prevention of Resection Surface-Related Complications After Liver Resection: A Ran-
domized Controlled Trial.
Ann Surg. 2012 Aug;256(2):229-234.

OBJECTIVE: To evaluate the efficacy of fibrin sealant in reducing resection surface-related complications in liver 

surgery.

BACKGROuND: Bile leakage, bleeding, and abscess formation are major resection surface-related complications after 

liver resection. It is unclear whether application of fibrin sealant to the resection surface is effective in reducing these 

complications.

METHODS: In a multicenter, randomized trial in 310 noncirrhotic patients undergoing liver resection, we compared 

prophylactic application of fibrin sealant to the resection surface (156 patients) with no application of fibrin sealant 

(154 patients). In addition to clinical assessments, patients underwent protocolized computerized tomography (CT) 

scan 1 week postoperatively. Primary endpoint was a composite of postoperative resection surface-related compli-

cations (bile leakage, bleeding, or abscess), as adjudicated by a clinical-events committee that was unaware of the 

study-group assignments.

RESuLTS: Overall rate of resection surface-related complications was not different between the 2 groups: 24% 

(38/156 patients) in the fibrin sealant group and 24% (37/154 patients) in the control group. Bile leakage was detected 

in 14% of patients in the fibrin sealant group and in 14% of controls. CT scans showed a fluid collection at the resection 

surface 100 mL or more in 28% of patients in the fibrin sealant group and in 26% of controls (P = 0.800). The rate of 

reinterventions for resection surface-related complications (12% vs 10%; P = 0.492) and severity of complications did 

also not differ between the 2 groups.

CONCLuSIONS: This randomized multicenter trial shows that prophylactic application of fibrin sealant at the resection 

surface after liver resections does not lead to a reduction in the incidence or severity of postoperative bile leakage or 

other resection surface-related complications (Controlled trial number, ISRCTN85205641).

Pmid: 22792117
rutten mJ, Janes MA, Chang IR, Gregory CR, Gregory KW.
Development of a functional schwann cell phenotype from autologous porcine bone marrow mononu-
clear cells for nerve repair.
Stem Cells Int. 2012;2012:738484. 

Adult bone marrow mononuclear cells (BM-MNCs) are a potential resource for making Schwann cells to repair 

damaged peripheral nerves. However, many methods of producing Schwann-like cells can be laborious with the cells 

lacking a functional phenotype. The objective of this study was to develop a simple and rapid method using autologous 

BM-MNCs to produce a phenotypic and functional Schwann-like cell. Adult porcine bone marrow was collected and 

enriched for BM-MNCs using a SEPAX device, then cells cultured in Neurobasal media, 4 mM L-glutamine and 20% 

serum. After 6-8 days, the cultures expressed Schwann cell markers, S-100, O4, GFAP, were FluoroMyelin positive, but 

had low p75(NGF) expression. Addition of neuregulin (1-25 nM) increased p75(NGF) levels at 24-48 hrs. We found ATP 

dose-dependently increased intracellular calcium [Ca(2+)](i), with nucleotide potency being uTP = ATP > ADP > AMP > 

adenosine. Suramin blocked the ATP-induced [Ca(2+)](i) but ⊕, ⊕,-methylene-ATP had little effect suggesting an ATP 

purinergic P2y2 G-protein-coupled receptor is present. Both the Schwann cell markers and ATP-induced [Ca(2+)](i) 

sensitivity decreased in cells passaged >20 times. Our studies indicate that autologous BM-MNCs can be induced to 

form a phenotypic and functional Schwann-like cell which could be used for peripheral nerve repair.

Pmid: 22805589
Simons KS, van den Boogaard M, de Jager cP.
Reducing sensory input in critically ill patients: are eyemasks a blind spot?
Crit Care. 2012 Jul 16;16(4):439
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Pmid: 22810845
de Goeij MCM, de Jager DJ, Grootendorst DC, Voormolen N, Sijpkens yWJ, van Dijk S, hoogeveen ek, 
Kooman JP, Boeschoten EW, Dekker FW, Halbesma N for the PREPARE-1 study group and the elderly 
project group. Association of blood pressure with time until the start of renal replacement therapy in 
elderly compared to young pre-dialysis patients. 
Am J Hypertension. 2012 Nov;25(11):1175-81. 

BACKGROuND: In the growing elderly predialysis population, little is known about the effect of identified risk factors on 

the progression to end-stage renal disease. Therefore, we investigated the association of systolic (SBP) and diastolic 

blood pressure (DBP) with the start of renal replacement therapy (RRT), in elderly (≥65 years) compared with young 

(<65 years) predialysis patients.

METHODS: In the PREPARE-1 cohort, 547 incident predialysis patients, referred as part of the usual care to eight 

Dutch predialysis care outpatient clinics, were included (1999-2001) and followed until the start of dialysis, transplan-

tation, death, or until 1 January 2008. The outcome was the start of RRT. All analyses were stratified for age; <65 years 

(young) and ≥65 years (elderly).

RESuLTS: In young predialysis patients (n = 268) higher SBP (every 20 mm Hg increase) and high DBP (DBP ≥100 

mm Hg compared with 80-89 mm Hg) were associated with a higher rate of starting RRT (adjusted hazard ratio (HR) 

(95% confidence interval) 1.21 (1.09;1.34) and 1.74 (1.16;2.62), respectively). However, in elderly predialysis patients 

(n = 240) only patients with SBP ≥180 mm Hg had an increased rate compared with patients with 140-159 mm Hg 

(adjusted HR 2.33 (1.41;3.87)). Furthermore, patients with DBP <70 or ≥100 mm Hg had an increased rate of starting 

RRT, independent of SBP, compared with patients with 80-89 mm Hg (fully adjusted HR 1.72 (1.01;2.94) and 2.05 

(1.13;3.73), respectively).

CONCLuSIONS: The association of SBP and DBP with the start of RRT is different between elderly and young predia-

lysis patients.

Pmid: 22811045
gemen eF, verstegen rh, leuvenink J, de vries e. 
Increased Circulating Apoptotic Lymphocytes in Children with Down Syndrome. 
Pediatr Blood Cancer 2012 Dec 15;59(7):1310-2. 

Down syndrome (DS) resembles immunodeficiency with increased infections, auto-immune diseases, and hematolo-

gical malignancies. until now, immunological studies in DS mainly focused on T-lymphocytes. We recently described a 

profound B-lymphocytopenia in children with DS. This could be caused by increased apoptosis. Therefore, we deter-

mined expression of flowcytometric markers for apoptosis [Annexin-V (AV) and propidium iodide (PI)] on peripheral 

lymphocytes in 72 children with DS and 32 age-matched controls (AMC). Within the total lymphocyte compartment, 

apoptosis was more pronounced in DS; it increased with age. Moreover, apoptosis was highest within the B-lympho-

cyte compartment which may be a contributing factor to the B-lymphocytopenia found in DS. Pediatr Blood Cancer 

2012; 59: 1310-1312. © 2012 Wiley Periodicals, Inc.
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Becker JH, van Rijswijk J, Versteijnen B, Evers AC, van den Akker ES, van Beek E, Bolte AC, rijnders rJ, 
Mol BW, Moons Kg, Porath MM, Drogtrop AP, Schuitemaker NW, Willekes C, Westerhuis ME, Visser GH, 
Kwee A.
Is intrapartum fever associated with ST-waveform changes of the fetal electrocardiogram? A retrospec-
tive cohort study. BJOG. 2012 Oct;119(11):1410-6.

OBJECTIVE: To investigate the association between maternal intrapartum fever and ST-waveform changes of the fetal 

electrocardiogram.

DESIGN: Retrospective cohort study.

SETTING: Three academic and six non-academic teaching hospitals in the Netherlands.

POPuLATION: Labouring women with a high-risk singleton pregnancy in cephalic position beyond 36 weeks of gesta-

tion.

METHODS: We studied 142 women with fever (≥38.0°C) during labour and 141 women with normal temperature who 

had been included in two previous studies. In both groups, we counted the number and type of ST-events and clas-

sified them as significant (intervention needed) or not significant, based on STAN(®) clinical guidelines.

MAIN OuTCOME MEASuRES: Number and type of ST-events.

RESuLTS: Both univariable and multivariable regression analysis showed no association between the presence of 

maternal intrapartum fever and the number or type of ST-events.

CONCLuSIONS: Maternal intrapartum fever is not associated with ST-segment changes of the fetal electrocardiogram. 

Interpretation of ST-changes in labouring women with fever should therefore not differ from other situations.

Pmid: 22851564
Paz-Ares LG, biesma b, Heigener D, von Pawel J, Eisen T, Bennouna J, Zhang L, Liao M,  Sun y,  Gans S, 
Syrigos K, Le Marie E, Gottfried M, Vansteenkiste J, Alberola V, Phillip Strauss u, Montegriffo E, Jin Ong 
T, Santoro A.
Phase III, randomized, double-blind, placebo-controlled trial of Gemcitabine/Cisplatin alone or with 
Sorafenib for the first-line treatment of advanced non-small cell lung cancer. 
J Clin Oncol. 2012 Sep 1;30(25):3084-92.

PuRPOSE: This trial evaluated the efficacy and safety of sorafenib plus gemcitabine/cisplatin in chemotherapy-naive 

patients with unresectable stage IIIB to IV nonsquamous non-small-cell lung cancer (NSCLC).

PATIENTS AND METHODS: Between February 2007 and March 2009, 904 patients were randomly assigned to daily 

sorafenib (400 mg twice a day) or matching placebo plus gemcitabine (1,250 mg/m(2) per day on days 1 and 8) and 

cisplatin (75 mg/m(2) on day 1) for up to six 21-day cycles. Because of safety findings from the Evaluation of Sorafe-

nib, Carboplatin and Paclitaxel Efficacy in NSCLC (ESCAPE) trial, patients with squamous cell histology were withdrawn 

from the trial in February 2008 and excluded from analysis. The primary end point was overall survival (OS), and 

secondary end points included progression-free survival (PFS) and time-to-progression (TTP).

RESuLTS: The primary analysis population consisted of 772 patients (sorafenib, 385; placebo, 387); the two groups 

had similar demographic and baseline characteristics. Median OS was similar in the sorafenib and placebo groups 

(12.4 v 12.5 months; hazard ratio [HR], 0.98; P = .401). By investigator assessment, sorafenib improved median PFS 

(6.0 v 5.5 months; HR, 0.83; P = .008) and TTP (6.1 v 5.5 months; HR, 0.73; P < .001). Grade 3 to 4 drug-related ad-

verse events more than two-fold higher in the sorafenib group included hand-foot skin reaction (8.6% v 0.3%), fatigue 

(7.3% v 3.6%), rash (5.7% v 0.5%), and hypertension (4.2% v 1.8%). No unexpected toxicities were observed.

CONCLuSION: This study did not meet its primary end point of improved OS when sorafenib was added to first-line 

gemcitabine/cisplatin in patients with advanced nonsquamous NSCLC. Identification of predictive biomarkers is war-

ranted in future trials of sorafenib.
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van den Besselaar AM, Péquériaux nc, Ebben M, van der Feest J, de Jong K, Ganzeboom MB, van 
Ooijen J, Postema F, Witteveen E, van der Meer FJ.
Point-of-care monitoring of vitamin K-antagonists: validation of CoaguChek XS test strips with Interna-
tional Standard thromboplastin
J Clin Pathol. 2012 Nov;65(11):1031-5.

AIMS: Many patients treated with vitamin K-antagonists (VKA) use point-of-care (POC) whole blood coagulometers 

for self-testing. The majority of patients in the Netherlands use one type of POC coagulometer, that is, the CoaguChek 

XS. Each new lot of test strips for the CoaguChek XS is validated by a group of collaborating thrombosis centres. We 

assessed the International Normalised Ratio (INR) differences between each of 51 new lots of test strips and the 

International Standard for thromboplastin rTF/95 or its successor rTF/09.

METHODS: Each year, a particular lot of CoaguChek XS test strips was used as reference lot. The reference lot was 

validated by comparison to the International Standard, yielding a relationship between the reference lot INR and Inter-

national Standard INR. Successive lots of test strips were compared to the reference lot by three centres using 19-29 

capillary blood samples obtained from VKA-treated patients. Each patient provided two blood drops from the same 

finger prick, one for the reference lot strip and one for the new lot.

RESuLTS: The mean INR differences between each lot and the International Standard varied between -8% and +4%. 

The mean absolute values of the relative differences varied between 2.4% and 8.1%. There were small but clinically 

unimportant differences in INR between the first and second drop of blood.

CONCLuSIONS: Accuracy of CoaguChek XS INR determinations can be assessed by a group of collaborating centres 

using a limited number of capillary blood samples. As the mean INR differences with the International Standard were 

smaller than 10%, the lots were approved for use by the Netherlands Thrombosis Services.
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vissers e, de Jager cP, hilbink m, kusters r, van Gageldonk-Lafeber AB, Wever Pc.
Hypophosphatemia, fever and prolonged lenght of hospital stay in seronegative PCR positive patients as 
compared to seropositive patients with early acute Q-fever pneumonia.
Clin Chem Lab Med. 2012 Feb 4 ;50(8) : 1433-7.

BACKGROuND: Query fever (Q fever) is a zoonotic infection, caused by the intracellular Gram-negative coccobacillus 

Coxiella burnetii. From 2007 until 2010, a large Q fever outbreak has occurred in the Netherlands. We studied traditio-

nal and less common inflammation markers in seronegative and seropositive patients with acute Q fever pneumonia to 

identify markers that distinguish different disease stages and predict disease severity.

METHODS: A total of 443 adult patients presenting at the Emergency Department with community-acquired pneumo-

nia were included in a prospective etiologic study. Patients with acute Q fever pneumonia were identified by PCR and/

or serology. Patient characteristics, clinical symptoms, pneumonia severity and inflammation markers were assessed 

upon presentation. Duration of symptoms, prior therapy and length of hospital stay were retrieved from the hospital 

information system.

RESuLTS: In all, 40 patients with acute Q fever pneumonia were identified. Of these, 29 were seronegative and 11 

seropositive at presentation. C-reactive protein (CRP) was the only inflammation marker increased in all seronega-

tive and seropositive patients but no significant difference was observed between groups. In seronegative patients, 

hypophosphatemia was more common (p=0.01), and length of hospital stay was longer (p=0.02). However, there was 

no significant difference in pneumonia severity index. Furthermore, phosphate levels were inversely correlated with 

body temperature (p=0.003).

CONCLuSIONS: In acute Q fever pneumonia, CRP is the only traditional inflammation marker adequately reflecting 

disease activity. Patients with seronegative acute Q fever pneumonia present with hypophosphatemia and have prolon-

ged length of hospital stay when compared to seropositive patients, suggesting an increased disease severity.
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Aneurysm of aberrant right subclavian artery.
JBR-BTR. 2012 May-Jun;95(3):134-5. 
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Synovial chondromatosis of the temporomandibular joint.
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Kasteren ME, Coutinho RA, schneeberger Pm, Notermans DW, Bijlmer HA, Koopmans MP, Nabuurs-
Franssen MH, Oosterheert JJ. on behalf of the Dutch Q Fever Consensus Group. 
Defining chronic Q fever: a matter of debate. 
J Infect. 2012 Oct;65(4):362-3
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Wielders cc, kampschreur lm, schneeberger Pm, Jager MM, Hoepelman AI, leenders ac, her-
mans mh, Wever Pc. 
Early Diagnosis and Treatment of Patients with Symptomatic Acute Q Fever Do Not Prohibit IgG Antibody 
Responses to Coxiella burnetii. 
Clin Vaccine Immunol. 2012 Oct;19(10):1661-6. 

Little is known about the effect of timing of antibiotic treatment on development of IgG antibodies following acute Q 

fever. We studied IgG antibody responses in symptomatic patients diagnosed either before or during development 

of the serologic response to Coxiella burnetii. Between 15 and 31 May 2009, 186 patients presented with acute Q 

fever, of which 181 were included in this retrospective study: 91 early-diagnosed (ED) acute Q fever patients, defined 

as negative IgM phase II enzyme-linked immunosorbent assay (ELISA) and positive PCR, and 90 late-diagnosed (LD) 

acute Q fever patients, defined as positive/dubious IgM phase II ELISA and positive immunofluorescence assay (IFA). 

Follow-up serology at 3, 6, and 12 months was performed using IFA (IgG phase I and II). High IgG antibody titers 

were defined as IgG phase II titers of ≥1:1,024 together with IgG phase I titers of ≥1:256. At 12 months, 28.6% of ED 

patients and 19.5% of LD patients had high IgG antibody titers (P = 0.17). No statistically significant differences were 

found in frequencies of IgG phase I and IgG phase II antibody titers at all follow-up appointments for adequately and 

inadequately treated patients overall, as well as for ED and LD patients analyzed separately. Additionally, no significant 

difference was found in frequencies of high antibody titers and between early (treatment started within 7 days after 

seeking medical attention) and late timing of treatment. This study indicates that early diagnosis and antibiotic treat-

ment of acute Q fever do not prohibit development of the IgG antibody response.
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Knol W, van marum rJ, Jansen PA, Egberts TC, Schobben AF.
Parkinsonism in Elderly users of Haloperidol: Associated With Dose, Plasma Concentration, and Dura-
tion of use.
J Clin Psychopharmacol. 2012 Oct;32(5):688-693.

Factors that influence the variation in occurrence of antipsychotic-induced parkinsonism (AIP) in the elderly have not 

been well elucidated. The aim of this study was to investigate the association between parkinsonism in elderly users of 

haloperidol and prescribed dose, plasma concentration, and duration of use of haloperidol in a cross-sectional design. 

This study included 150 inpatients aged 65 years and older who were treated with haloperidol. Parkinsonism assessed 

by the Simpson Angus Scale was present in 46% of the included patients. Prescribed haloperidol dose varied from 0.3 

to 5 mg/d. Plasma concentration ranged from 0.13 to 4.11 μg/L, with one outlying measurement (21.43 μg/L). Dose is 

moderate but significantly associated with haloperidol plasma concentration (weighted R2 = 0.32; P < 0.001). Variabi-

lity in the total score on the Simpson Angus Scale could not be explained by the variability in dose, concentration (res-

pectively R2 = 0.003 and 0.001) nor duration of use of haloperidol. Smoking showed to be not significantly protective 

in the development of AIP (crude odds ratio, 0.39; 95% confidence interval, 0.15-0.997; and adjusted odds ratio, 0.44; 

95% confidence interval, 0.17-1.17). In a clinical practice-setting dose, neither plasma concentration nor duration of 

use of haloperidol is associated with an increased occurrence of AIP. This study does not support the hypothesis of the 

peripheral pharmacokinetic explanation for the high prevalence of AIP and differences in AIP sensitivity in the elderly 

during treatment with haloperidol.
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schneeberger Pm, Meiberg AE, Warmelts J, Leenders SC, van Wijk PT. 
Registration of blood exposure accidents in The Netherlands by a nationally operating call center.
Infect Control Hosp Epidemiol. 2012 Oct;33(10):1017-23. 

OBJECTIVE: Healthcare providers and other employees, especially those who do not work in a hospital, may not easily 

find help after the occurrence of a blood exposure accident. In 2006, a national call center was established in The 

Netherlands to fill this gap.

METHODS: All occupational blood exposure accidents reported to the 24-hours-per-day, 7-days-per-week call 

center from 2007, 2008, and 2009 were analyzed retrospectively for incidence rates, risk assessment, handling, and 

preventive measures taken.

RESuLTS: A total of 2,927 accidents were reported. The highest incidence rates were reported for private clinics and 

hospitals (68.5 and 54.3 accidents per 1,000 person-years, respectively). Dental practices started reporting incidents 

frequently after the arrangement of a collective financial agreement with the call center. Employees of ambulance 

services, midwife practices, and private clinics reported mostly high-risk accidents, whereas penitentiaries frequently 

reported low-risk accidents. Employees in mental healthcare facilities, private clinics, and midwife practices reported 

accidents relatively late. The extent of hepatitis B vaccination in mental healthcare facilities, penitentiaries, occupational 

health services, and cleaning services was low (<70%).

CONCLuSION: The national call center successfully organized the national registration and handling of blood exposure 

accidents. The risk of blood exposure accidents could be estimated on the basis of this information for several oc-

cupational branches. Targeted preventive measures for healthcare providers and other employees at risk can next be 

developed.
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A-M. Estimating Quality adjusted progression free survival of first-line treatments for EFGR mutation 
positive non small cell lung cancer patients in the Netherlands. 
Health Qual Life Outcomes. 2012 Sep 10;10:108.

BACKGROuND: Gefitinib, a tyrosine kinase inhibitor, is an effective treatment in advanced non-small cell lung cancer 

(NSCLC) patients with an activating mutation in the epidermal growth factor receptor (EGFR). Randomised clinical 

trials showed a benefit in progression free survival for gefitinib versus doublet chemotherapy regimens in patients with 

an activated EGFR mutation (EGFR M+). From a patient perspective, progression free survival is important, but so is 

health-related quality of life. Therefore, this analysis evaluates the Quality Adjusted progression free survival of gefitinib 

versus three relevant doublet chemotherapies (gemcitabine/cisplatin (Gem/Cis); pemetrexed/cisplatin (Pem/Cis); pacli-

taxel/carboplatin (Pac/Carb)) in a Dutch health care setting in patients with EGFR M+ stage IIIB/IV NSCLC. This study 

uses progression free survival rather than overall survival for its time frame in order to better compare the treatments 

and to account for the influence that subsequent treatment lines would have on overall survival analysis.

METHODS: Mean progression free survival for Pac/Carb was obtained by extrapolating the median progression free 

survival as reported in the Iressa-Pan-Asia Study (IPASS). Data from a network meta-analysis was used to estimate 

the mean progression free survival for therapies of interest relative to Pac/Carb. Adjustment for health-related quality 

of life was done by incorporating utilities for the Dutch population, obtained by converting FACT-L data (from IPASS) to 

utility values and multiplying these with the mean progression free survival for each treatment arm to determine the 

Quality Adjusted progression free survival. Probabilistic sensitivity analysis was carried out to determine 95% credibility 

intervals.

RESuLTS: The Quality Adjusted progression free survival (PFS) (mean, (95% credibility interval)) was 5.2 months (4.5; 

5.8) for Gem/Cis, 5.3 months (4.6; 6.1) for Pem/Cis; 4.9 months (4.4; 5.5) for Pac/Carb and 8.3 (7.0; 9.9) for gefitinib.

CONCLuSIONS: In the Dutch health care setting, the previously established progression free survival benefit of 

first-line gefitinib in advanced NSCLC EGFR M+ patients in comparison to standard doublet chemotherapy is further 

supported by the Quality Adjusted PFS, which takes into account the additional health-related quality of life benefits of 

gefitinib over doublet chemotherapy.

Pmid:22965511
Arts R, bosscha k, ranschaert e, Vogelaar J. 
Small bowel leiomyosarcoma: A case report and literature review. 
Turk J Gastroenterol. 2012 Aug;23(4):381-4.

Small bowel neoplasms are very uncommon, especially leiomyosarcoma of the small bowel. Therefore, there is often 

a delay before small bowel leiomyosarcoma is diagnosed and treatment is started. A 60-year-old Caucasian male was 

admitted to our hospital with progressive melena. Gastroscopy and colonoscopy did not reveal the cause of the melena, 

but magnetic resonance imaging showed a jejunal tumor. After laparoscopic resection, the tumor appeared to be a 

grade 2 leiomyosarcoma. Small bowel neoplasms can be accurately detected by magnetic resonance enterography or 

wireless capsule endoscopy. Treatment almost always consists of resection of the primary tumor and its metastases. 

The role of chemo- and radiotherapy is not yet clear and prognosis remains very poor, with low five-year survival 

rates.
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Pmid: 22986705
kusters ma, Bok LA, Bolz WEA, Huijskens EGW, Peeters MF, de vries e. 
Influenza A/H1N1 vaccination respons is inadequate in Down syndrome children when the latest latest 
cut-off values are used. 
Pediatric Infect Dis J. 2012 Dec;31(12):1284-5.

We determined the response of 48 Down syndrome children to 2 doses of influenza A/H1N1 vaccination. Ninety-two 

percent of the children reached the previously defined protective level (hemagglutination-inhibition titer ≥1:40), but 

only 27% of the children reached the level of ≥1:110 which was recently described to predict the conventional 50% 

clinical protection rate in children. Further studies, and potentially adaptations of the schedule, are needed.

Pmid: 23031238
vermeulen Windsant – van den tweel am, Verduijn MM, derijks hJ, van marum rJ. 
Detectie van ongeschikt medicatiegebruik bij ouderen: worden de stopp- en start-criteria de nieuwe 
standaard? 
Ned Tijdschr Geneesk 2012; 156: A5076.

Many drugs that can be prescribed safely and effectively to younger patients are potentially inappropriate for the 

elderly as a result of physiological changes and increased comorbidity. A screening tool can be useful for detecting po-

tentially inappropriate medication use in the elderly. When analysing medication use in the elderly, both overtreatment 

and undertreatment should be assessed. In Ireland, a screening method called the STOPP and START criteria has been 

developed; these provide ‘handles’ for the detection of potential overtreatment and undertreatment. The STOPP and 

START criteria, therefore, seem to be more fitting to the Dutch situation than the widely used Beers’ criteria. In the new 

Dutch multidisciplinary guideline, ‘Polypharmacy in the elderly’ the use of the STOPP and START criteria is advised. In 

this article, we present a translation of the STOPP and START criteria which has been adapted for Dutch practice.

Pmid:23034135
de Jager cP, Wever Pc, gemen eF, van Oijen MG, van Gageldonk-Lafeber AB, Siersema PD, kusters 
gc, Laheij RJ.
Proton pump inhibitor therapy predisposes to community-acquired Streptococcus pneumoniae pneu-
monia
Aliment Pharmacol Ther. 2012 Nov;36(10):941-9.

BACKGROuND: The pathophysiological mechanisms which contribute to an increased risk of community-acquired 

pneumonia (CAP) in patients using proton pump inhibitors are not well established.

AIM: To examine differences in microbial etiology in patients with CAP between patients with and without proton pump 

inhibitor (PPI) therapy and its possible impact on disease severity.

METHODS: All individuals consulting the emergency care unit were prospectively registered and underwent chest 

radiography. Sputum, urine, nose-throat swabs and blood samples were obtained for microbial evaluation. We evalu-

ated the association between use of proton pump inhibitors, etiology of CAP and severity of illness with multivariate 

regression analysis.

RESuLTS: The final cohort comprised 463 patients, 29% using proton pump inhibitors (PPIs). Pathogens regarded as 

oropharyngeal flora were more common in CAP patients using PPI therapy compared to those who did not (adjusted 

OR: 2.0; 95% CI: 1.22-3.72). Patients using proton pump inhibitors more frequently had an infection with Streptococ-

cus pneumoniae (28% vs. 14%) and less frequently with Coxiella burnetii (8% vs. 19%) compared to nonuser of PPI. 

Adjusted for baseline differences, the risk of PPI users being infected with S. pneumonia was 2.23 times (95% CI: 

1.28-3.75) higher compared to patients without PPI’s. No risk between PPI use and any other microbial pathogen was 

found. There was no difference in severity of CAP between patients with and without using PPI therapy.

CONCLuSIONS: Proton pump inhibitor therapy was associated with an approximately 2-fold increased risk to develop 

community-acquired pneumonia possibly as a result of S. pneumoniae infection.

Pmid: 23117929
Jansen hJ, van Essen P, Koenen T, Joosten LA, Netea MG, Tack CJ, Stienstra R.
Autophagy activity is up-regulated in adipose tissue of obese individuals and modulates proinflamma-
tory cytokine expression.
Endocrinology. 2012 Dec;153(12):5866-74. 

Autophagy, an evolutionary conserved process aimed at recycling damaged organelles and protein aggregates in the 

cell, also modulates proinflammatory cytokine production in peripheral blood mononuclear cells. Because adipose 

tissue inflammation accompanied by elevated levels of proinflammatory cytokines is characteristic for the development 

of obesity, we hypothesized that modulation of autophagy alters adipose tissue inflammatory gene expression and 

secretion. We tested our hypothesis using ex vivo and in vivo studies of human and mouse adipose tissue. Levels of 

the autophagy marker LC3 were elevated in sc adipose tissue of obese vs. lean human subjects and positively cor-

related to both systemic insulin resistance and morphological characteristics of adipose tissue inflammation. Similarly, 

autophagic activity levels were increased in adipose tissue of obese and insulin resistant animals as compared with 

lean mice. Inhibition of autophagy by 3-methylalanine in human and mouse adipose tissue explants led to a significant 

increase in IL-1⊕, IL-6, and IL-8 mRNA expression and protein secretion. Noticeably, the enhancement in IL-1⊕, IL-6, 

and keratinocyte-derived chemoattractant (KC) by inhibition of autophagy was more robust in the presence of obesity. 

Similar results were obtained by blocking autophagy using small interfering RNA targeted to ATG7 in human Simpson-

Golabi-Behmel syndrome adipocytes. Our results demonstrate that autophagy activity is up-regulated in the adipose 

tissue of obese individuals and inhibition of autophagy enhances proinflammatory gene expression both in adipocytes 

and adipose tissue explants. Autophagy may function to dampen inflammatory gene expression and thereby limit 

excessive inflammation in adipose tissue during obesity.

Pmid: 23143942
van der Linden CM, Jansen PA, van marum rJ, Grouls RJ, Egberts TC, Korsten EH.
An Electronic System to Document Reasons for Medication Discontinuation and to
Flag unwanted Represcriptions in Geriatric Patients. 
Drugs Aging. 2012 Dec;29(12):957-62.

BACKGROuND: Earlier studies have shown poor documentation of the reasons for medication discontinuation during 

hospitalization. Communication of reasons for discontinuation, e.g. adverse drug reactions (ADRs), to general practiti-

oners and pharmacists was also found to be insufficient, leading to a rate of represcription after an ADR of 27% during 

the first 6 months after discharge.

OBJECTIVE: The aim of this study was to develop and implement a user-friendly electronic clinical decision support 

system to document reasons for medication discontinuation in hospitalized geriatric patients and to flag potentially 

undesirable represcriptions.
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METHODS: The electronic clinical decision support module was developed using the Gaston framework. Pop-up 

windows force physicians to document reasons for medication discontinuation, and the system alerts physicians to the 

represcription of drugs withdrawn because of an ADR. We interviewed users regarding the acceptability of the system.

RESuLTS: On a 20-bed geriatric ward, the electronic system documented 2,228 medication discontinuations and the 

reasons for them over 11.4 months and alerted physicians to represcription of drugs associated with an ADR 20 times. 

The system was considered to be user-friendly.

CONCLuSIONS: This clinical decision support system fulfilled its aims of documenting the reasons for medication 

discontinuation and alerting physicians to potentially undesirable represcription of previously withdrawn drugs. It was 

found to be user-friendly.

 

Pmid: 23167778
Jansen hJ, Vervoort GM, van der Graaf M, Stienstra R, Tack CJ.
Liver fat content is linked to inflammatory changes in subcutaneous adipose tissue in type 2 diabetes 
patients.
Clin Endocrinol (Oxf). 2012 Nov 20. 

CONTEXT: Patients with type 2 diabetes mellitus (T2DM) are typically overweight and have an increased liver fat 

content (LFAT). High LFAT may be explained by an increased efflux of free fatty acids from the adipose tissue which 

is partly instigated by inflammatory changes. This would imply an association between inflammatory features of the 

adipose tissue and liver fat content.

OBJECTIVE: To analyse associations between inflammatory features of the adipose tissue and liver fat content.

DESIGN: A cross-sectional study.

PATIENTS: Twenty-seven obese patients with insulin-treated T2DM were studied.

MEASuREMENTS: LFAT content was measured by proton magnetic resonance spectroscopy. A subcutaneous (sc) fat 

biopsy was obtained to determine morphology and protein levels within adipose tissue. In addition to fat cell size, the 

percentage of macrophages and the presence of crown like structures (CLSs) within sc fat was assessed by CD68-

immunohistochemical staining.

RESuLTS: Mean LFAT percentage was 11.1 ⊕ 1.7% (range 0.75-32.9%); 63% of the patients were diagnosed with an 

elevated LFAT (upper range of normal ≤ 5.5%). Whereas adipocyte size did not correlate with LFAT, 3 out of 4 subjects 

with CLSs in sc fat had elevated LFAT and the percentage of macrophages present in sc adipose tissue was positively 

associated with LFAT. Protein concentrations of adiponectin within adipose tissue negatively correlated with LFAT. Adi-

pose tissue protein levels of the key inflammatory adipokine plasminogen activator inhibitor-1 (PAI-1) were positively 

associated with LFAT.

CONCLuSIONS: Several pro-inflammatory changes in sc adipose tissue associate with increased LFAT content in obese 

insulin-treated patients with T2DM. These findings suggest that inflammatory changes at the level of the adipose tis-

sue may drive liver fat accumulation. 

Pmid: 23168170
Koningstein M, Groen L, Geraats-Peters K, Lutgens S, Rietveld A, Jira P, Kluytmans J, de Greeff SC, 
hermans m, schneeberger Pm.
 The use of typing methods and infection prevention measures to control a bullous impetigo outbreak 
on a neonatal ward. 
Antimicrob Resist Infect Control. 2012 Nov 20;1(1):37. 

BACKGROuND: We describe an outbreak of Bullous Impetigo (BI), caused by a (methicillin susceptible, fusidic acid re-

sistant) Staphylococcus aureus (SA) strain, spa-type t408, at the neonatal and gynaecology ward of the Jeroen Bosch 

hospital in the Netherlands, from March-November 2011.

METHODS: We performed an outbreak investigation with revision of the hygienic protocols, MSSA colonization surveil-

lance and environmental sampling for MSSA including detailed typing of SA isolates. Spa typing was performed to 

discriminate between the SA isolates. In addition, Raman-typing was performed on all t408 isolates.

RESuLTS: Nineteen cases of BI were confirmed by SA positive cultures. A cluster of nine neonates and three health 

care workers (HCW) with SA t408 was detected. These strains were MecA-, PVL-, Exfoliative Toxin (ET)A-, ETB+, 

ETAD-, fusidic acid-resistant and methicillin susceptible. Eight out of nine neonates and two out of three HCW t408 

strains yielded a similar Raman type. Positive t408 HCW were treated and infection control procedures were reinfor-

ced. These measures stopped the outbreak.

CONCLuSIONS: We conclude that treatment of patients and HCW carrying a predominant SA t408, and re-implemen-

ting and emphasising hygienic measures were effective to control the outbreak of SA t408 among neonates.

Pmid: 23217530
Kröger E, Berkers M, Carmichael PH, Souverein P, van marum r, Egberts T. 
use of rivastigmine or galantamine and risk of adverse cardiac events: a database
study from the Netherlands. 
Am J Geriatr Pharmacother. 2012 Dec;10(6):373-80.

BACKGROuND: Two cholinesterase inhibitors (ChEIs), rivastigmine and galantamine, are used to treat Alzheimer 

disease in the Netherlands. Several adverse cardiac events have been reported for these medications.

OBJECTIVE: We aimed to assess if the use of ChEIs increased the risk of cardiac events in the Netherlands.

METHODS: A cohort crossover study of the PHARMO Record Linking System database included patients who initiated 

ChEIs at age 50 years or older, had at least 1 dispensing of a ChEI drug between 1998 and 2008, a 1-year history 

in PHARMO, and 1 subsequent dispensing of any medication. Two outcomes were assessed: a first hospitalization for 

syncope or atrioventricular block. Poisson and Cox regression were used to calculate incidence densities and hazard 

ratios for cardiac events during periods with ChEI use, compared with periods without ChEI use.

RESuLTS: During the complete observation period of 8.9 years (interquartile range 6.7 to 10.2) there were 132 first 

hospitalizations for atrioventricular block and 17 first hospitalizations for syncope among 3358 patients. The adjusted 

incidence densities were significantly increased during ChEI exposure for syncope and atrioventricular block, when 

compared with the background incidence densities in the roughly 5 years before the last year before ChEI initiation. 

However, when exposed periods were compared with the unexposed periods 1 year before ChEI initiation and times 

after exposure, the adjusted hazard ratios remained increased for syncope and atrioventricular block, but increases 

were not significant anymore.

CONCLuSIONS: Exposure to ChEIs might increase the risk of adverse cardiac events, but small numbers of cases limit 

conclusions about the risk in this population and research on larger study samples is needed.

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. 2012 Dec 7. (12)00232-9. 10.1016.
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PuRPOSE: To assess the feasibility and effectiveness of radiofrequency ablation (RFA) in breast cancer, using different 

histopathologic 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 adenine 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 

patients. 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 

demonstrate 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: 23242690
van der Hoek H, van de Kassteele J, Bom B, de Bruin A, Dijkstra F, Schimmer B, Vellema P, ter Schegget 
R, schneeberger P. 
Smooth incidence maps give valuable insight into Q fever outbreaks in the Netherlands. 
Geospatial Health. 2012 Nov;7(1):127-34.

From 2007 through 2009, The Netherlands faced large outbreaks of human Q fever. Control measures focused prima-

rily on dairy goat farms because these were implicated as the main source of infection for the surrounding population. 

However, in other countries, outbreaks have mainly been associated with non-dairy sheep and The Netherlands has 

many more sheep than goats. Therefore, a public discussion arose about the possible role of non-dairy (meat) sheep 

in the outbreaks. To inform decision makers about the relative importance of different infection sources, we developed 

accurate and high-resolution incidence maps for detection of Q fever hot spots. In the high incidence area in the south 

of the country, full postal codes of notified Q fever patients with onset of illness in 2009, were georeferenced. Q fever 

cases (n = 1,740) were treated as a spatial point process. A 500 x 500 m grid was imposed over the area of interest. 

The number of cases and the population number were counted in each cell. The number of cases was modelled as an 

inhomogeneous Poisson process where the underlying incidence was estimated by 2-dimensional P-spline smoothing. 

Modelling of numbers of Q fever cases based on residential addresses and population size produced smooth incidence 

maps that clearly showed Q fever hotspots around infected dairy goat farms. No such increased incidence was noted 

around infected meat sheep farms. We conclude that smooth incidence maps of human notifications give valuable in-

formation about the Q fever epidemic and are a promising method to provide decision support for the control of other 

infectious diseases with an environmental source.

Pmid: 23304540
Kooper AJ, Pieters JJ, Eggink AJ, Feuth TB, Feenstra I, Wijnberger LD, rijnders rJ, Quartero RW, Boek-
kooi PF, van Vugt JM, Smits AP.
Why do parents prefer to know the fetal sex as part of invasive prenatal testing?
ISRN Obstet Gynecol. 2012;2012:524537.

Objectives. The aim of this study was to determine whether prospective parents, primarily referred for prenatal diag-

nosis to exclude Down syndrome, prefer to know the fetal sex as part of invasive testing. Methods. In this prospective 

study 400 pregnant women undergoing amniocentesis were invited to answer a questionnaire, including information 

about demographic factors, current pregnancy, and previous children. In two open-ended questions they were asked 

why they wanted to know the fetal sex after amniocentesis or ultrasound investigation. Scores were given for reasons 

that could have played a role in the wish whether or not to know the sex of their unborn child. Results. A total of 210 

(52.5%) questionnaires were completed. Overall, 69.0% was interested to know the fetal sex as part of the diagnostic 

test result. The most important reasons were curiosity (77.8%), “just want to know” (68.0%), and “because it is possible” 

(66.8%). The overall knowledge of sex chromosomal disorders appeared low and did not seem to affect the parent’s 

wish to know the fetal sex. Almost all women (96.6%) planned to have a 20-week ultrasound scan and 96.2% thought 

the scan to be reliable in detecting the fetal sex. A minority (28%) was willing to learn the fetal sex by ultrasound 

examination, whereas 65% preferred to learn the fetal sex only after the amniocentesis. Conclusion. Personal values 

affect the parental desire to know or not to know the fetal sex. This does not appear to be affected by invasive prenatal 

testing and/or genetic knowledge of sex chromosomal disorders.
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