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Conclusions
This study showed that CPOE reduces the incidence of medication 
errors and thus indirectly has a positive effect on the potential risk 
for patient harm. However a direct effect on actual patient harm 
(pADEs) could not be demonstrated.
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Background
Tamoxifen is one of the most widely used drugs for the treatment of 
estrogen receptor-positive breast cancer in post-menopausal 
women. Cytochrome P450 2D6 (CYP2D6) plays an important role in 
the formation of endoxifen, the active metabolite of tamoxifen. 
Genetic variation in the CYP2D6 gene may lead to a decreased 
efficacy of tamoxifen therapy. In this study the association between 
the most prevalent CYP2D6 null-allele in Caucasians (CYP2D6*4) and 
breast cancer mortality was examined among users of tamoxifen in 
a population-based cohort study.

Methods
In the Rotterdam Study all incident tamoxifen users with CYP2D6 
genotype available (n = 85) were followed until death. The associ
ation between CYP2D6 genotype and all-cause mortality, cancer 
mortality and breast cancer mortality was examined using Cox 
proportional hazard models with drug use as time-dependent 
variable.

Results
No increased risk of all-cause mortality or cancer mortality was 
found in tamoxifen users carrying a CYP2D6*4 allele. In an allele-
effect model there was a significantly increased breast cancer 
mortality risk with a hazard ratio of 2.0 per additional variant allele 
(CI95% 1.1-3.4, p = 0.015). Breast cancer mortality was significantly 
increased in patients with the *4/*4 genotype (HR = 4.1, CI95% 
1.1-15.9, p = 0.041) compared to wild type patients. Taking homo
zygous and heterozygous individuals together in a dominant model, 
the breast cancer mortality risk was 2.1 (CI95% 1.1-4.2, p = 0.031).
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Background
Literature generally shows positive effects of computerized prescrib-
ing on the incidence of medication errors (MEs) with some indi
cation of a positive effect on preventable adverse drug events 
(pADEs). These studies are however mainly pre/post analyses that do 
not control for underlying trends and predominantly originate from 
the USA. This study evaluates the effect of a computerized physician 
order entry (CPOE) system on the incidence of MEs and pADEs in two 
Dutch hospitals using an interrupted time series design.

Methods
Data were prospectively collected for 1,195 patients admitted during 
twenty weeks before and twenty weeks after the introduction of 
CPOE. Primary outcome measures were the percentage of medi
cation orders (MOs) with one or more MEs and the percentage of 
patients with one or more pADEs. The causal relationship between 
errors and ADEs was assessed by a panel of five pharmacists using a 
combination of the NCC MERP index [1] and the Yale algorithm [2]. 
Segmented regression analysis was used to analyze the interrupted 
time series data.

Results
During the baseline period, the mean percentage of MOs containing 
at least one ME was 55% whereas in the post-intervention period 
this was 17%. Introduction of CPOE led to a significant immediate 
absolute reduction of 40.3% (CI95%: –45.1- –35.5%) of MOs with one 
or more errors and a change in trend of –0.92% (CI95%: –1.31- 
–0.52%) per week. In the baseline period, the mean percentage of 
admitted patients experiencing at least one pADE was 15.5% in 
contrast to 7.3% in the post-intervention period. However, this 
decrease could not be attributed to the introduction of CPOE: the 
immediate change is not significant (–0.4%, CI95%: –15.5-14.7%) 
because of the observed underlying negative trend during the 
pre-CPOE period of –4.0% (CI95%: –7.7-0.4%] per month.

Actie

De onderhoudsbehandeling van jicht is de laatste jaren onderwerp 
van vele publicaties geweest. De belangrijkste reden hiervoor was de 
tijdelijke terugtrekking van benzbromaron op grond van meldingen 
van fulminante hepatotoxiciteit.
Onderhoudsbehandeling van jicht is onder andere geïndiceerd bij 
frequent recidiverende jichtaanvallen of bij uraattophi (subcutane 
neerslagen van uraat). De beschikbare preparaten hebben invloed  
op de balans van enerzijds aanmaak van uraat (de xanthine-oxidase
remmer allopurinol) en anderzijds de renale uitscheiding van uraat 
(het uricosuricum benzbromaron). In zeer uitzonderlijke gevallen 
met grote subcutane uraatdeposities wordt off-label rasburicase 
gebruikt om de uraatdepots te mobiliseren.
Na de tijdelijke terugtrekking is benzbromaron opnieuw beschikbaar 
gekomen voor de behandeling van jicht met een beperking in de 
indicatie, namelijk alleen in die situaties waar allopurinol niet 
effectief is gebleken of is gecontraïndiceerd. Dit betekent dat het al 
zeer beperkte arsenaal ook nog beperkt inzetbaar is.
Nieuwe behandelopties zijn dus nodig. Een van de preparaten die in 
aanmerking komen voor uitbreiding van dit arsenaal is febuxostat. 
Hoewel de FDA febuxostat in de Verenigde Staten al heeft geregi-
streerd, wachten we in Europa al lange tijd op de laatste stappen om 
dit middel beschikbaar te krijgen. Vergelijkend onderzoek laat zien 
dat de effectiviteit van febuxostat beter is dan die van allopurinol 
300 mg/dag [Schumacher e.a.; Arthritis Rheum 2008;59:1540-8], 
maar iets achterblijft bij die van allopurinol 600 mg/dag (gegevens 
uit niet-directe vergelijking). In klinisch onderzoek wordt febuxostat 
goed verdragen.
Het is in het belang van patiënten dat het arsenaal beschikbare 
preparaten voor onderhoudsbehandeling van gecompliceerde jicht 
wordt uitgebreid. De beschikbaarheid van nieuwe behandelopties 
kan verdere verbetering van de medicamenteuze behandeling 
bieden voor een aandoening die 0,5-1% van de West-Europese 
bevolking treft.
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