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With respect to the content of the following presentation I have no actual or potential
conflicts of interest or have any financial relationships to disclose.

2 Introduction of the DARWIN EU® Coordination Centre



DARWIN ™1

EUAN

Background

Valproate-containing medicine (VPA) are indicated for epilepsy, bipolar disorder and migraine

prevention.

« Teratogen - risk of neurodevelopmental impairment and congenital malformations.
Contraindicated in pregnant women.

« Restrictions of its use in women of childbearing age: EMA issued risk minimisation measures

in 2014 and 2018

« Recent restrictions in men (2023)
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Objectives

The objectives of this study are

1. To characterise the prevalence and incidence of use of VPA and
alternative antiepileptic therapies among women aged 12 to 55 years of
age. Analyses will be stratified by calendar year and age.

2. To characterise the use of VPA among women aged 12 to 55 years

of age. Analyses will be stratified by indication (i.e. epilepsy, bipolar
disorder and migraine prevention), calendar year and age.
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Methods: Study Desing and Study Population

 Drug Utilisation Study: Population and patient level
« Included population: women between =12 years and <55 years of age (2010-2022)
« Prevalence:
o Women contributed to the denominator cohort from the study start date, the date they had
at least recorded 1 year of medical history or the date they reach the minimum age
o Calculated as annual period prevalence.
« Incidence:

o 365 days of washout for denominator calculations from the last prescription

o Result was provided as the number of new users per 100,000
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Methods: Variables

« Exposure/s - Drug of interest:
o VPA: Valproic acid, Sodium valproate, Magnesium valproate, Valproate
semisodium and Valpromide
o Alternative treatments
« Covariates for stratification in population-level drug utilisation study: Age: 5-
year age bands were used
« Covariates for patient-level drug utilisation study:
o Indication: Epilepsy, bipolar disorder, migraine

o Co-morbidities and co-medication for large-scale patient

characterisation
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Results Population Level
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Results Population Level

Younger age groups (<45) had a lower prevalence, which decreased over time.
Incidence of use of VPA showed a decreasing pattern for all age groups in all
databases.

The prevalence of the use of pregabalin and gabapentin clearly increased during
the study period, while the others followed different trends across the participating
databases.
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Conclusion

« The incidence and prevalence of use of VPA among women of
childbearing age have declined in BE, DE, ES, NL, and the UK. Specially in
younger women.

« The prevalence of medication use across six databases from 2010 to 2022
shows significant differences in trends between drugs and regions.

« Our findings, consistent with other studies, highlight substantial regional
variability in valproate use and comorbidities—likely driven by data-
source and population differences.

« This fact underscores the importance of multidatabase studies using CDMs,
facilitating the identification of regional differences in drug utilization,
comorbidities, and prescribing practices.
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