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From a European regulator’s perspective, we support the need
for women to be included in phase 3 trials. It is the current
state of the art. The Clinical Trial Directive (CTD) is leading,
and current EU guidelines advise on the clinical evidence re-
quired for a medicinal product benefit/risk assessment. It is
expected that the confirmatory phase 3 trials reflect the pop-
ulation to be treated, once the drug is on the market. As most
drugs are not gender specific, women and men are included
in most of the confirmatory trials. Studies do not need to be
powered for formal subgroup analyses but should allow an es-
timate of potential differences in efficacy and safety [1]. The
EMA concluded their ICH report of 2005, on gender equality
in clinical trials, that women were slightly underrepresented
in phase 1 and 2 trials, but not phase 3 [2]. A gender-specific
guideline was not considered necessary.

Yet the pressure for gender awareness in drug develop-
ment remains. Rather than the proportion of men and
women included in clinical trials, the real question concerns
gender differences in response to drugs. New insights into tra-
ditional diseases and a focus on personalized medicine has its
impact; a better understanding of gender differences in the
pathophysiology of diseases requires different approaches in
drug development and drug use [3]. The authors rightfully
recognize this issue, and gender-sensitive information is still
sparse in most labels.

What can be done from a regulator’s perspective? First, a
broader discussion among the different stakeholders, drug de-
velopers, regulators, clinicians, patients, and prescribers is
needed to identify what additional useful information should
be included in the label.

Second, drug dossier data could be used more extensively
as it contains high levels of detailed evidence. In Europe, drug
dossier data are translated in the Summary of Product Charac-
teristics (SmPC), leaflet, and the European Public Assessment
Reports (EPAR). All information, relevant to the prescriber,
user or scientific nonspecialists, should be available.

Information on specific subgroups, such as children and
elderly, gained attention over the past years. Gender-sensitive
information needs to catch up, but it should be relevant to
both the user and prescriber.

Third, drug dossier data can be used for regulatory learn-
ing, as Labots et al. [4] have done when examining whether
gender proportionality in drug trials is skewed. Another strat-
egy would be to ask applicants to share individual patient
trial data with academia or regulatory scientists, to allow
analyses of subgroups and their characteristics [5].

Finally, when drugs enter the market, information on their
efficient and safe use is collected in different ways, e.g., through
periodic safety update reports (PSUR’s), registries, safety
reporting databases and scientific publications. Initiatives con-
tinue to optimize data sources for all stakeholders [6].

Labots et al. give insight into the potential of using drug
dossier data for a better understanding of the drug licensing
process. Their conclusion on gender proportionality in clini-
cal trials does not ignore that gender awareness in drug devel-
opment needs attention. How to proceed requires a broader
discussion among all stakeholders. Evidently, regulatory sci-
ence platforms serve this purpose [7, 8].
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