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Short Communication
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DESCRIPTION

Drug Regulatory Agencies (DRAs) such as Swissmedic are often
questioned on their interactions and differences in approval
decisions [1]. The perception that there is a significant degree of
divergent decision making and restriction in the label indication
amongst the DRAs despite the same set of submitted clinical
data packages lead us to this investigation. We analyzed the
Swissmedic (SMC) regulatory decisions on New Active
Substance (NAS) drug approvals with the United States Food
and Drug Administration (FDA) and European Medicines
Agency (EMA) decisions, focusing our analysis on the same
drugs and data sets with particular focus on the oncology
products over a 10-year-period between Jan 1%t 2009 and Dec
315, 2018. We compared approval rates, consensus decisions as
well as divergent decisions on drug approvals between these
three agencies [2]. We
divergent decisions between the

particularly focused on
three agencies and the
underlying reasons. For the analyzed 10-year time period we
identified 293 finalized regulatory decisions for NAS drug
approvals for the three DRAs, 69 Oncology Products (OP)
(including hematologic neoplasia) and 224 Non-Oncology
Products (NOP) from all other therapeutic areas. For OP,
approval rates at SMC were 88.4%, at EMA 91.3% and were
highest at FDA with 95.7%. Using pairwise comparisons,
these differences were however not statistically significant.

For NOP, approval rates at SMC, EMA and FDA were 86.2%,
93.8% and 88.8%, respectively. In pairwise comparison, only the
difference between SMC and EMA reached statistical
significance. This leads to a high consensus decision rate-either
positive or negative decision- of 88.4% for OP and 84.4% for
NOP indicating a substantial agreement in the decision making
between the three DRAs. For the consensus approved OP, the
indication wordings between DRAs were compared and no

major

statistically significant difference or a specific pattern was
observed among the three DRAs. In conclusion, no DRA was

more restrictive in its decision in comparison to the 2 others.
The outcome of our analysis indicates that the decision making
between the analyzed DRAs is highly consistent. Consequently,
the perception that one DRA is more or less restrictive than
another is invalid. As a matter of fact, the divergent decisions
across three major DRAs were low in number for OP

(8/69=11.6%) as well as for NOP (35/224=15.6%).

In order to better understand the reasons of the 8 divergent
decisions, we performed a subsequent research based on the
assessment reports of the three agencies. The decision pattern of
the eight OP is presented in Figure 1. SMC had the lowest rate
of approval for those 8 OP (25%) followed by the EMA (50%)
and the FDA with the highest rate (88%). The main reason for
rejection by at least one DRA was the clinical trial design with
uncontrolled phase II clinical data of the pivotal trial in 5 of 8
cases. Furthermore, in the remaining 3 cases, the patient
number in the clinical studies was either low due to slow
recruitment leading to premature closure or due to a different
evaluation of the clinical meaningfulness of the trial outcome.
To summarize, all 8 applications with divergent decisions came
with major uncertainties which were recognized, evaluated and
interpreted differently by the DRAs. This observation is in line
with other reports (Figure 1) [3,4].
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Figure 1: Divergent decisions between SMC, EMA and FDA
(n=8/69) for PO; each green dot represents an approval in the

respective agency (ies).
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These clinical uncertainties also led in part to different approval
pathways. For three applications, the FDA or the EMA granted
an accelerated approval pathway or conditional marketing
authorization pathway, respectively, in contrast to a regular drug
approval. These two regulatory pathways for drug approval are
usually limited to a certain duration and/or bound to the post-
marketing obligation to provide additional clinical data for a
conversion into a regular approval. As this type of regulatory
pathway was only introduced at SMC in 2019 as a “temporary
authorization pathway” all SMC regulatory decision before 2019
were either regular approvals or rejections. This most likely
explains the lowest approval rate of 25% by SMC for these
applications with a certain degree of uncertainty at the time of
decision based on the benefitrisk assessment of the application.

In summary, we were able to show that for the investigated 10-
year time period the decision making between SMC, EMA and
FDA was highly consistent and independent of therapeutic area
with a consensus decision rate of 84% for NOP and 88% for
OP. For the few cases of divergent decisions for OP, the
identified reasons were mainly a lack of robust randomized
controlled trial design and interpretation of clinical benefit
leading to high uncertainties for the benefitrisk assessment of
the drug. Based on our 10-year period analysis on NAS we
conclude that there is a high and significant alignment in the
decisions among agencies and that there is no evidence on the
perception that a particular agency stood out to be more restrictive
in terms of approvals or indication restrictions as also reported by
others [5,6]. This outcome is reassuring to us and further confirms
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that the 3 DRAs have a similar and consistent decision

making amongst each other.
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