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ABSTRACT

Background At the European level, several regulatory
measures (ie, priority medicines (PRIME) scheme,
accelerated assessment, conditional marketing
authorisation and authorisation under exceptional
circumstances) are in place with the aim to expedite the
marketing authorisation process for medicines targeting
unmet medical needs (UMNSs). However, the potential
impact of these measures on subsequent decisions
regarding market access at the national level, and
ultimately if medicines making use of these supporting
measures reach the patient earlier, remains unclear.
Objectives This study seeks to (1) assess the impact of
such European regulatory measures on the number of
successful applications and time to reimbursement of this
group of medicines in the national context of Belgium and
(2) evaluate the association between the application of
European regulatory measures and Belgian measures (ie,
early access pathways and managed entry agreements).
Design A total of 322 medicines granted a European
centralised marketing authorisation between 2015

and 2020, excluding generic products/biosimilars,

were included in the study. For this set of medicines,
data on European and Belgian regulatory and market
access measures were extracted from the websites of
the responsible European and Belgian authorities and
completed with requested information up to December
2022. Regression analysis was used to assess the
association between the application of European
regulations and Belgian measures. Survival and regression
analysis was used to test the impact of such regulatory
measures on the time to and rate of reimbursement in
Belgium.

Results From the total sample (n=322), 34% (n=108)
received a European regulatory measure, and also

34% (n=108) had a Belgian measure applied. Overall,
63% (n=202) of the total sample was submitted for
reimbursement in Belgium, and of these, 83% (n=167)
were reimbursed at the time of assessment. The median
regulatory assessment time at the European level was
approximately 14 months, while the median Belgian
reimbursement assessment time was approximately 11
months. The study found that regulatory measures did not
significantly impact the European or national assessment
times or status. A significant reduction in European
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STRENGTHS AND LIMITATIONS OF THIS STUDY

= This study provides novel insights into the impact
of European regulatory measures on Belgian reim-
bursement timelines and decisions and includes a
large sample size, encompassing all product types
and disease areas.

= The analysis encompasses both the total time
from marketing authorisation application to reim-
bursement and the intermediate time intervals (ie,
regulatory assessment timelines and pricing and
reimbursement assessment timelines).

= Limitations include not considering the cumulative
effect of regulatory measures in the statistical anal-
ysis, potentially underestimating their overall impact
and not including the clock-stop time requested by
industry.

= Influencing factors such as uncertainties, pivotal
trial characteristics, product type, absence of al-
ternative treatments and disease severity were not
accounted for, which could affect the results.

= Some regulatory measures were applied to a small
number of products, limiting the precision of model
estimates and statistical power, and the identifica-
tion of regulatory measures relies on the accuracy of
European Medicines Agency publicly available infor-
mation, which may not always align with the initial

assessment report.

regulatory assessment time was observed only in the
cases of the PRIME scheme (p=0.0087) and accelerated
assessment (p<0.0001). The study also indicated a
positive association (p=0.0019) between the application
of European measures and the application of Belgian
measures. However, this significant association was not
found for specific measures individually, with the exception
of the accelerated assessment (p<0.0001). Medicines
undergoing accelerated assessment were more likely to
also receive a Belgian measure.

Conclusion This study shows that while European
regulatory measures targeting UMNSs often trigger
corresponding actions in Belgium, this alignment does not
necessarily shorten the time from regulatory submission
to reimbursement. Lacking submission for reimbursement
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by pharmaceutical companies appears to be the most frequent reason for
absent reimbursement in Belgium. European policy initiatives promoting
timely market entry across member states could be crucial for improving
patient access.

INTRODUCTION

The European Medicines Agency (EMA) has measures in
place to allow earlier, expedited or facilitated centralised
marketing authorisation (MA) for medicines that target
unmet medical needs (UMNs). These measures include
the priority medicines (PRIME) scheme, orphan desig-
nation (OD), accelerated assessment (AA), conditional
marketing authorisation (CMA) and authorisation under
exceptional circumstances (AUEC)."™ These regulatory
measures are in this study referred to as ‘European regu-
latory measures’. Figure 1 provides more background on
these supporting measures, their objectives, eligibility
criteria and working mechanisms.

These expedited regulatory pathways aim to address
the UMNs by allowing medicines to reach the market
earlier, often under conditions of heightened uncer-
tainty due to less comprehensive clinical evidence at the
time of approval.s_9 However, national health technology
assessment (HTA) bodies and payers, such as the Belgian
National Institute for Health and Disability Insurance
(NIHDI), have their own distinct processes and criteria
for determining pricing and reimbursement.'’ '' These

processes, which assess factors like therapeutic value, cost-
effectiveness and budget impact, often introduce addi-
tional complexity to the access landscape. In Belgium,
national measures that aim to accelerate access include
the compassionate use programme (CUP), medical need
programme (MNP), and managed entry agreement
(MEA).M Throughout this study, these measures are
referred to as ‘Belgian measures’.

While European regulatory measures focus on safety
and efficacy mostly versus placebo, and quality, national
HTA bodies and payers operate with different objec-
tives. These bodies prioritise safety and efficacy versus
alternative treatment options, economic sustainability
and budget impact when determining market access
and reimbursement. As a result, alignment between
the EMA’s regulatory decisions and the reimbursement
processes at the national level is often limited. For
example, while the EMA may grant accelerated approval
for a medicine addressing a UMN, national HTA bodies
may still face challenges in justifying reimbursement
based on the same evidence, particularly when uncer-
tainties in clinical benefit or economic impact persist.
This divergence can lead to delays in patient access
despite expedited regulatory approval. Online supple-
mental material 1 details the European marketing
authorisation and Belgian pricing and reimbursement
(P&R) procedure.

Supporting
measure

Objectives

European regulatory measure

Facilitate the development of medicines
by offering early and enhanced
regulatory support, thereby expediting
their availability to patients.

AN

PRIME scheme

Encourage the development of medicines

Eligibility criteria

Address an unmet medical need
Demonstrate significant therapeutic
advantage over existing treatments

Measure mechanism per drug life cycle phase

R&D Marketing authorisation

Early dials
?r y dialogue Accelerated assessment eligibility
with regulators
Enhanced guidance on overall development plan

. R X v Intended for life-threatening or debilitating Protocol
for rare diseases by offering financial and N R N .
Orphan N X v Affecting fewer than 5 in 10,000 people in the assistance
N N regulatory incentives to overcome Market exclusivity for
designation challenges posed by small patient £ Selentifidadiics 10 years
. v' No satisfactory treatment exists. Y
populations. Reduced fees

Accelerated R oy e v’ Represent a significant therapeutic innovation Shortened assessment time (max

assessment . or addressing major public health needs of 150 days vs 210 days)

Conditional v Pr—— ;

a Allow early registration of medicines P05|.t|ve il sl I?alance Conditional authorization based
marketing ; v' Fulfill an unmet medical need a
s based on immature datasets. N ) on less comprehensive data

authorisation v’ Likely for comprehensive data to follow

Authorisation
under
exceptional
circumstances

<

Enable the approval of medicines where
comprehensive clinical data cannot be
obtained.

Belgian measure

<

Compassionate
use program

Provide treatment to patients where no

X . . authorised medicines
satisfactory authorised treatment exists.

AN

threatening risk

Medical Need

for indications outside its current authorisation
Program

authorisation. v" Unmet medical need

Manage the clinical and budgetary v

uncertainties associated with medicines v
by implementing agreements that ensure v’ orphan drugs, or

access to innovative treatments while v
controlling budget impact.

Managed entry
agreement

Complete efficacy and safety data cannot be
obtained under normal use due to objective,
verifiable reasons (e.g., rarity of condition).

Chronic, serious, or life-threatening
conditions who cannot be treated with

In exceptional cases with imminent life-

Provide access to authorised treatment v' Authorised in Belgium through a marketing

Clinical and/or financial uncertainties
medicines classified as class 1, or

those addressing new indications with
significant therapeutic or social need.

Early authorization

Early access

Early access

Allows reimbursement
for medicines with
clinical and/or
budgetary
uncertainties

Figure 1
research and development.

Overview of European regulatory and Belgian measures. EU, European Union; PRIME, priority medicines; R&D,
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As stressed by the European Commission in its phar-
maceutical strategy for Europe, a significant source of
misalignment between these levels stems from differing
definitions and criteria for UMNSs, leading to divergent
selection criteria for eligible products to apply supporting
national measures and facilitate access.” > The EMA’s
supporting regulatory measures are designed to accel-
erate access to medicines that address critical gaps in
treatment, yet the national HTA bodies may use different
criteria to assess the same medicines, focusing more
on budgetary concerns, cost-effectiveness or clinical
evidence thresholds. This lack of alignment in UMN defi-
nitions and criteria across regulatory and national HTA
frameworks may contribute to delayed patient access in
individual countries like Belgium, especially for products
granted authorisation with increased regulatory flexibility
in the form of conditional authorisation.” '*™'*

Furthermore, medicines approved through these Euro-
pean regulatory pathways rely on incomplete or imma-
ture clinical data. While this approach facilitates earlier
market entry, it may result in longer delays in national
reimbursement decisions or even negative outcomes, as
HTA bodies typically require robust evidence of added
benefit to justify reimbursement.'” '” The risk here is
that medicines approved conditionally or with reduced
evidence thresholds at the European level may struggle
to meet the stricter national criteria, thereby delaying
patient access. It is currently unclear whether medicines
benefiting from the application of these supporting Euro-
pean regulatory measures will ultimately reach patients
sooner.

Previous studies have suggested that the application
of European regulatory measures does not consistently
lead to a shorter time to market entry or an increased
likelihood of reimbursement in specific countries.” '* '®
However, these earlier studies are often limited in time,
focused on a certain country (excluding Belgium), and/
or a specific disease area, predominantly oncology. The
objective of this study is to (1) evaluate the association
between the application of European regulatory measures
and Belgian measures for centrally authorised medi-
cines that addressing UMNSs, and (2) assess the impact
of such European regulatory measures on the number of

Atoyerani(months)
N
»

P&R dossier
submission in
Belgium (t,)

Reimbursement (t;)
in Belgium

European MA
application (t;)

Centralised
MA (t)

| Atyia process(months)
N

\ | | !

Figure 2 Visual representation of the studied time points of
regulatory and pricing and reimbursement activities and time
differences. Timepoints were extracted as dates, and time
differences in months. Figure inspired by conceptualisation
in publication by Ferrario.'® EMA, European Medicines
Agency; MA, marketing authorisation; P&R, pricing and
reimbursement.

| AtpgR process(Months)

)
14

successful applications and time to reimbursement of this
group of medicines in Belgium.

METHODS

Selection of medicines

All products that were centrally authorised by the Euro-
pean Commission between 2015 and 2020 were included
for the analysis. The generic medicines and biosimilars
but also indication extensions were excluded. Further-
more, products that were either withdrawn or refused
regulatory authorisation by the European Commission
after a positive opinion of the EMA’s Committee for
Medicinal Products for Human Use (CHMP) were also
excluded from the analysis.

Data sources and data extraction

All European regulatory and Belgian measures that had
UMN as either a direct or indirect eligibility criterion
were included in this analysis (online supplemental mate-
rial 2). European regulatory measures include: PRIME
scheme, AA, CMA, AUEC and Belgian measures include:
CUP, MNP and MEA. Related extraction parameters per
included medicine are the European and national regula-
tory and market access measures (eg, AA, CMA, MEA) and
relevant time points as presented in figure 2. Information
on regulatory measures taken within the assessment and
authorisation process (ie, PRIME, OD, AA, CMA, AUEC),
date of applicants’ submission for centralised MA (t,) and
the date the MA was granted (t,) was extracted from the
European Public Assessment Report (EPAR) displayed on
EMA'’s website.

Decision dates on (pricing and reimbursement) P&R
(t,) were extracted per medicine from the website of the
Belgian National Institute for Health and Disability insur-
ance (NIHDI)." The regulatory and P&R assessment
times were analysed including clock-stops requested and
obtained by the applicants. When P&R dossiers were
resubmitted for the same medicines, the date of first
submission were used for the assessment. Information
relating to the date of applicants’ submission for P&R
(t,), managed entry agreements (MEA), and early access
programmes (CUP, MNP) were provided by the national
responsible authority, respectively the Belgian payer
NIHDI, and Belgian competent authority Federal Agency
for Medicine and Health Products (FAMHP) on request.
Data are up to date up to and including December 2022
with extraction performed at the end of December 2022,
encompassing all European and Belgian regulatory and
P&R decisions made up to that point. However, the anal-
ysis only includes medicinal products that were centrally
authorised between 2015 and 2020.

Descriptive analysis

Adescriptive analysis was conducted to provide an overview
of the characteristics of the medicinal products included
in this study. Key characteristics analysed included the
year of initial MA, anatomical therapeutic chemical
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Open access

Table 1 Characteristics of medicinal products authorised
by the EMA between 2015 and 2020

Medicinal

Characteristics products (n=322)

Year of initial MA

2015 59 (18%)
2016 44 (14%)
2017 54 (17%)
2018 62 (19%)
2019 41 (13%)
2020 62 (19%)
ATC classification
A 37 (11%)
B 29 (9%)
C 13 (4%)
J 54 (17%)
L 94 (29%)
N 31 (9%)
R 19 (6%)
Other 45 (14%)
European regulatory measure* 108 (34%)
PRIME scheme 11 3%)
Orphan designation 79 (24%)
Accelerated assessment 25 (8%)
Conditional marketing authorisation 22 (7%)
Authorisation under exceptional 11 (3%)

circumstances

Belgian measure* 108 (34%)

Compassionate use programme 16 (5%)
Medical need programme 43 (13%)
Managed entry agreement 84 (26%)

*It must be noted that the presence of a regulatory measure is

not mutually exclusive, hence one product could have obtained
multiple measures at both European and Belgian levels (for
instance, AA and CMA).

AA, Accelerated Assessment; ATC, Anatomical Therapeutic
Chemical; CMA, conditional marketing authorisation; EMA,
European Medicines Agency; MA, marketing authorisation; PRIME,
priority medicines.

(ATC) classification and the application of European
regulatory and Belgian national measures. The WHO
explains the ATC system as ‘a system that divides drugs
into different groups according to the organ or system
on which they act and their chemical, pharmacological
and therapeutic properties’.*’ In addition, the descriptive
analysis tracked actions taken to obtain reimbursement in
Belgium for each product associated with the European
regulatory measures. This analysis involved identifying
whether reimbursement dossiers were submitted, and
assessing the outcomes of the reimbursement process (ie,

3

positive decision, negative decision, or dossier closure at
the request of the marketing authorisation holder).

Statistical analysis

All conducted statistical analyses are regression models
with regulatory measures as independent variables and
the type of regression model (logistic, linear or Cox)
depending on the type of outcome. Outcomes can
include (1) a positive outcome, where a positive reim-
bursement decision was obtained, and (2) a negative
outcome, where no reimbursement was granted at the
time of analysis due to a negative reimbursement deci-
sion, the reimbursement application being closed by the
MA holder, or no outcome (censored), where the medi-
cine has not yet been submitted for reimbursement. Note
however that for all medicines in the negative category
the time until reimbursement was considered as being
censored since all these medicines may still achieve reim-
bursement in the future.

European regulatory measures (ie, PRIME, OD, AA,
CMA, AUEC) are not mutually exclusive and often combi-
nations are present (eg, a medicine can obtain an AA in
combination with a CMA), some of the European regu-
latory measure groups only containing a few medicines.
Therefore, for each possible measure, a separate model
was fitted comparing the group of medicines with that
measure with the group of medicines with no measure at
all. Hence, each of these models were fitted on a subset of
the data. In each of these separate models, a correction
was made for confounding factors year of MA (contin-
uous) and ATC code (categorical with eight levels). In
an additional model, fitted on all included medicines,
an independent variable ‘any measure’ was defined,
covering the application of any regulatory measure,
without the distinction for the kind of measure. All anal-
yses were performed using the SAS software (V.9.4) and p
values<0.05 were considered significant.

Impact of European regulatory measures on the assessment

time to and number of centrally authorised medicines receiving
reimbursement in Belgium

In the first part of the analysis, the association between
European regulatory measures and (1) the overall assess-
ment time (At ), (2) the regulatory assessment time
(At pmms) and (3) the P&R assessment time (At process)
were assessed.

Since some products did not yet receive reimbursement
by December 2022, survival analyses (Cox regression)
were used to evaluate the relation between regulatory
measures and the time from MA application to reim-
bursement. Products that did not (yet) obtain reimburse-
ment in Belgium were censored. The ‘survival’ time was
defined as the interval between the MA application and
the date of reimbursement (At, ). The proportional
hazards assumption was assessed via the supremum test.”!
The same approach was used for the relations with (At )
but restricted to medicines that were submitted for reim-
bursement in Belgium at the time of analysis.

4
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Number of medicinal products

No regulatory
measure

M Centralised marketing authorisations 218

100
50
o | [ | [ .

PRIME scheme

11

IIID Th

Orphan designation

79

54

41
8
5

W P&R dossier submitted in Belgium 132 9
| Positive reimbursement decision 111 7
Dossier closed on demand of the MAH 11 2

Negative reimbursement decision 10 0

Ill_ | |llﬂ

Conditional Authorisation under
marketing exceptional
authorisation circumstances

Accelerated

Total
assessment

25 22 11 322

16 14 5 202
15 10 2 167
1 2 1 20
0 2 2 15

Regulatory measure category

Figure 3 Actions taken in the process to obtain reimbursement in Belgium for every European regulatory measure category
(ie, no regulatory measure, PRIME scheme, orphan designation, accelerated assessment, conditional marketing authorisation,
authorisation under exceptional circumstances). BE, Belgium; MAH, marketing authorisation holder; PRIME, priority medicines;

P&R, pricing and reimbursement.

Since all medicines included in the analysis obtained
centralised MA, multivariable linear regression models
were used for the time between MA application and
centralised MA (At,,, lDwms). The distribution of the model
residuals was inspected and the normality assumption was
quantified with the Shapiro-Wilk statistic.

Association between European regulatory measures and the
adoption of Belgian measures

The second part of the analysis consisted of a multivari-
able logistic regression model with the application of
Belgian measures (yes/no) as dependent variables. The
rationale for grouping national measures lies in their
shared underlying intent: both are applied to medicines
perceived as addressing significant patient needs, aligning
with the rationale behind many European regulatory
measures. This analysis was limited to medicines that
were submitted for reimbursement in Belgium, ensuring
that all medicines were equally eligible for any of the
considered Belgian measures. The Hosmer-Lemeshow
goodness-of-fit test as well as the Stukel test were used to
verify the goodness—of-ﬁt.22

Patient and public involvement
Patients and the public were not involved in the design,
or conduct of this research.

RESULTS

Between 1 January 2015 and 31 December 2020, 513
human medicinal products obtained centralised MA by
the European Commission, of which 52 were withdrawn/
revoked. From the remaining 461 products the biosimi-
lars (n=40) and generic (n=99) products were excluded
resulting in a final sample of 322 medicinal products.
Table 1 provides an overview of the characteristics of
included medicinal products.

Impact of European regulatory measures on the
reimbursement status in Belgium and assessment times
Figure 3 provides an overview of the actions undertaken
to obtain reimbursement in Belgium for every European
regulatory measure category, including the submission
of the reimbursement dossier, the result of the reim-
bursement procedure (ie, positive reimbursement deci-
sion, dossier closed on demand of the MA holder, or
negative reimbursement decision). Within the sample
(n=322), after 5 years since the MA application, 167 of
medicines obtained reimbursement in Belgium. After 5
years, the highest reimbursement rates were associated
(but not statistically significant) with medicines included
in a PRIME scheme or those using AA. From the total
number of included products (n=322), 202 (63%) were
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Figure 5 Fraction of medicinal products included in a Belgian measure. MEA, managed entry agreement. Belgian early access
programs include compassionate use program and/or medical need program.

submitted for reimbursement in Belgium by the MA
holder, of which 167 (83%) were reimbursed at the time
of analysis. Of the remaining submitted medicines that
were not reimbursed in Belgium (n=35, 17%), 20 (57%)
MA holders closed their dossier after submission, and 15
(43%) received a negative reimbursement decision. The
distribution of the sample across ATC codes and authori-
sation years is detailed in online supplemental material 3,
which includes descriptive data presented in two graphs.

Figure 4 presents the median assessment time per Euro-
pean regulatory measure category for (1) the regulatory
assessment, (2) the P&R assessment and (3) the time
between regulatory submission and reimbursement deci-
sion. It also includes the association between the respec-
tive regulatory measures and (time to) reimbursement.
The only statistically significant association was found for
the application of PRIME (p=0.0087) and AA (p<0.0001)
on the European regulatory assessment time. The overall
median time from MA application to centralised Euro-
pean MA for the entire dataset (n=322) was 14.0 months,
whereas for AA it was only 8.3 months, followed by PRIME
at 11.2 months. In contrast, other European regulatory
measures (CMA, AUEC, OD) did not result in a statisti-
cally significant change in European regulatory assess-
ment time or Belgian P&R assessment time.

Notably, medicines granted an AA exhibited the shortest
median time to reimbursement, with a median duration
of 10.1 months from dossier submission, compared with a
median of 10.7 months for the overall sample. However,
this difference was not statistically significant (p=0.5127).
Moreover, the P&R assessment process time was even
longer for medicines included in the PRIME scheme,
with a median of 15 months. Similarly, medicines that

obtained any other European regulatory measure showed
longer P&R assessment times but these differences were
not statistically significant, suggesting no significant
reduction in P&R assessment time for medicines subject
to these regulatory measures.

Finally, the lowest median times between MA appli-
cation and reimbursement were observed for products
included in PRIME (87.8 months) and AA (44.5 months).
But also here there was no statistically significant associ-
ation between the application of European regulatory
measures and the overall time between MA application
and Belgian reimbursement. More detailed results and
Kaplan-Meier graphs can be found in online supple-
mental material 4.

Association between European regulatory measures and the
adoption of Belgian measures

Figure 5 presents the fraction of medicinal products
included in a Belgian measure and the association of the
European regulatory measure and the subsequent appli-
cation of Belgian measures. Of the 202 medicinal prod-
ucts that were submitted for reimbursement in Belgium,
58 (29%) were subject to an early access programme (CUP
and/or MNP) in Belgium. For these 58 products, the
highest inclusion rates for early access programmes were
found for products that were part of a PRIME scheme,
for which six out of nine medicines submitted for reim-
bursement were included in an early access programme
(67%), followed by the AUEC (60%), CMA (50%). More-
over, 22% of products for which none of the regulatory
measures at the European level applied were included
in an early access programme in Belgium. Furthermore,
48 (36%) products were included in an MEA. Products
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with the highest MEA inclusion rates, were products that
received AA (94%), followed by products included in
the PRIME scheme (56%). Overall the inclusion rates of
products that received a European regulatory measure
were higher (52%) than for products that did not get a
European regulatory measure (36%).

When products obtained any regulatory measure
by the EMA and were submitted for P&R assessment
in Belgium, they were more likely to obtain a Belgian
measure (p=0.0019). When testing this for respective
European regulatory measures separately, only medi-
cines that obtained an AA were more likely to also obtain
a Belgian measure at the Belgian level (p<0.0001). For
all other European regulatory measures, there were no
significant relation with the subsequent application of
Belgian measures.

DISCUSSION

This study assessed medicines, centrally authorised by the
EMA between 2015 and 2020, where supporting measures
at both the European (eg, PRIME scheme, OD, AA, CMA,
AUEC) and national levels (eg, CUP, MNP, MEA) aimed
to facilitate the authorisation and reimbursement of medi-
cines, relying on the UMN concept as an eligibility crite-
rion. However, it is known that the lack of a universally
accepted legal definition of UMN created uncertainties
in its application.'” ' This study examines the impact of
these regulatory measures on the duration and outcomes
of the European and Belgian processes and explores the
alignment between European and Belgian supporting
measures.

This study demonstrates that while medicines benefiting
from European regulatory measures aimed at addressing
UMN:s are more likely to prompt corresponding actions
at the Belgian level, this alignment does not necessarily
lead to a shorter overall timeline from regulatory submis-
sion to final reimbursement and patient access. At the
European level, only AA and PRIME schemes are associ-
ated with shorter regulatory review times, whereas CMA,
AUEC and OD do not show similar effects. Importantly,
this reduction in regulatory timelines at the European
level does not translate into faster reimbursement deci-
sions in Belgium or a shorter overall timeline. Most medi-
cines that were not reimbursed at the time of analysis
could be explained by lacking submission of the reim-
bursement dossier in Belgium.

The shorter assessment time for AA and PRIME medi-
cines is not surprising, as with AA the number of active
days (excluding clock-stops) of regulatory assessment is
reduced from 210 to 150 days and PRIME medicines are
automatically also eligible for AA.* ** This finding was
confirmed in the literature, and in a cohort of oncology
medicines also those products that were reviewed under
AA had shorter assessment times.** Also, one earlier study
found shorter regulatory assessment times for products
included in PRIME.” In contrast to the findings of this
present study, another study assessing the regulatory

assessment time of oncology medicines in Europe found
a significantly longer assessment time for medicines that
obtained a CMA.” Nevertheless, conditionally authorised
medicines may not have a shorter regulatory assessment
time, but they can be approved with less comprehensive
clinical data if the immediate benefits outweigh the risks
of needing more data.” ** %’ Medicines authorised under
UEC or with OD were not evaluated in a shorter time-
frame, which can likely be attributed to their complex
nature. Both orphan and UEC medicines often face
significant challenges in generating robust clinical
evidence due to the rarity of the conditions they treat
or the difficulty in conducting traditional trials. Despite
these challenges, both regulatory measures provide
crucial pathways for these medicines to gain authorisa-
tion and become accessible to patients. Notably, the EMA
provides tailored scientific advice and early guidance for
medicines with OD, as well as those in the PRIME scheme,
which can help streamline the regulatory process even for
complex products. This scientific support likely mitigates
potential delays, allowing these medicines to proceed
through regulatory review without significant extension
of timelines, despite the complexities involved. Without
such frameworks, the availability of treatments for condi-
tions affecting small or hard-to-study patient populations
would be severely limited.

When the EMA grants authorisation, a certain level
of uncertainty is always present, though some authori-
sation types, such as CMA and authorisation UEC, allow
for higher degrees of uncertainty. This uncertainty is
balanced against the potential benefit the medicine offers
to patients and its contribution to addressing a UMN.
Only when a medicine is expected to provide substan-
tial benefit are these more flexible approval pathways
granted. It is important to note that Brinkhuis et alfound
more frequent reports of negative or non-quantifiable
added benefits for medicines with CMA comgared with
those with standard marketing authorisation.'” Similarly,
Hwang et al observed no statistically significant correla-
tion between high clinical benefit and shorter overall
review times.” Despite these uncertainties, reimburse-
ment is crucial to ensure that these often high-cost medi-
cines are accessible to patients. A recent study investigated
the types of uncertainties remaining at the market access
level and provided guidance for managing them within
HTA processes, proposing mitigation strategies.”

Given the differing objectives of the EMA and national
HTA bodies or payers, the acceleration seen at the Euro-
pean regulatory level does not seem to translate into faster
timelines at the national level. In the present study, of the
included medicines, 52% were reimbursed in Belgium
at the time of analysis, closely matching the 51% avail-
ability indicated by the EFPIA WA.L'T. (Waiting to Access
Innovative Therapies) indicator for the period from 2018
to 2021.%” Nevertheless, the present study found that the
main reason for non-reimbursement, accounting for 77%
of non-reimbursed medicines, was the lack of submission
by the MA holder in Belgium. To address this issue, the
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European Commission has proposed additional regu-
latory data protection in the revised pharmaceutical
legislation for Europe, provided the product is made
available in all member states.”’ This proposed change
could incentivise MA holders to submit reimbursement
dossiers promptly after obtaining an MA by the EMA.
Launch delay, defined by Bussgen et al as ‘the differ-
ence between the first international launch date and the
corresponding national launch date’, tends to be nega-
tively correlated with expected price and market size.”
Although Biissgen and Stargardt reported that launch
delays decreased between 2000 and 2017 for the included
countries, Belgium’s decrease appears slower compared
with peer countries, placing Belgium 19th out of 30 Euro-
pean Union (EU) countries studied during the period
of 2015—2017.%* Delays in the launch of medicines in
Belgium can be attributed to various factors, including
the relatively small market size, the perceived likelihood
of reimbursement success, and the size of the pharma-
ceutical company.” Additionally, Belgium’s recent deci-
sion to publish the public parts of its MEAs may further
discourage MAHs from submitting in the country.* *
Although the confidential nature of MEA pricing is main-
tained to prevent international reference pricing from
lowering prices in other countries, this secrecy may inad-
vertently contribute to delayed launches in Belgium.
Moreover, while changes in P&R regulations are generally
found to cause delays in the adoption of pharmaceuticals,
the specific impact of these recent regulatory adjustments
in Belgium remains to be observed.”

None of the assessed European regulatory measures
were found to have a significant impact on the Belgian
P&R assessment time, meaning that the application of a
PRIME scheme for instance is not associated with faster
Belgian reimbursement. However, other scientific studies
present inconsistent findings regarding the impact
of European regulatory measures on P&R assessment
times in other countries, with some results even contra-
dicting each other. One study, for instance, conducted
in France, the Netherlands, Portugal, England, Poland
and Scotland, found similar variability in P&R decision-
making between conditional and standard centrally
approved oncology products.'® Another study, including
various EU market access authorities (ie, HAS (France),
SMC (Scotland), and CADTH (Canada)), suggests that
conditionally approved medicines face increased barriers
relative to standard authorised medicines, resulting in a
prolonged time to reimbursement due to lower levels of
clinical evidence and heightened clinical and economic
uncertainties.”

While both AA and the PRIME scheme show a signifi-
cant positive impact at the European regulatory level in
terms of reduced assessment time and a significant asso-
ciation between the application of European regulatory
measures and Belgian measures, this does not seem to
translate into an overall reduction in the time to reim-
bursement. The results of the present study indicate that
the reduced MA assessment time does not compensate

for the time between the moment of MA and submis-
sion of the P&R dossier and the time it takes to perform
a P&R assessment. These timelines depend on decisions
made by MA holders and the P&R assessment timelines.
Consequently, efforts undertaken at the European level
do not appear to directly lead to earlier patient access
in Belgium per se. This highlights an important oppor-
tunity for increased dialogue and coordination between
regulatory evaluation and reimbursement processes on
the one hand and a need for timely submission for reim-
bursement by the MAH on the other hand. The latter is
included in the proposal for the revision of the pharma-
ceutical legislation for Europe as previously mentioned.”

As the UMN concept is one of the critical elements
used in the eligibility decision for supporting Euro-
pean regulatory and national measures with the aim of
expediting patient access, more alignment between the
European and national levels could potentially increase
harmonisation and result in expedited patient access to
those crucial medicines in practice.”” In 2023, the Euro-
pean Commission adopted a proposal for a new pharma-
ceutical legislation including a new definition of UMN
with the intention of harmonising its implementation.” *
If all stakeholders, responsible for decisions regarding
authorisation and market access of medicines, would
agree on a unified, adjusted definition and apply it in
their practices concerning the application of supporting
regulatory measures and reimbursement decisions, this
policy evolvement could potentially contribute to more
alignment between/at the European and national level.

In parallel with the reform of the pharmaceutical legis-
lation, Belgian reimbursement procedures were revised to
create alignment with European reforms, and new policy
proposals are summarised in a roadmap based on multi-
stakeholder input.*** Within this revision, a key proposal
linked to UMN involves its systematic integration into the
reimbursement process for novel medicines, more specifi-
cally within the decision-making process regarding added
value.”* ® In addition, the European PRIME measure
is considered a starting point for a suggested new early
and fast access procedure to speed up reimbursement of
innovative medicines in Belgium.**** These efforts aim to
better align national with European measures for access
to innovative medicines.

Enhancing transparency in European and national decision-
making

Currently, there are several digital platforms or databases
available to create transparency on the access to medi-
cines in specific geographical regions. At the European
level, EFPIA has developed an EFPIA W.A.LT. Indicator,
which aims to assess market access timelines for centrally
approved medicines across Europe.” According to this
W.A.LT. indicator, the rate of availability of medicines in
Belgium (between 2017 and 2020) was 54%, similar to
the 52% found in this study.”’ Nevertheless, the EFPIA
W.A.LT. indicator does not take into account whether a
reimbursement dossier was submitted by the MA holder,
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which is crucial information to be able to estimate the
performance of a country. The current study found
that the actual reimbursement rate in Belgium after
submission of the P&R dossier is 83%. Apart from the
European W.ALT. indicator, there also exist national
tracking systems, such as in the Netherlands governed
by the Central Health Professions Centre (CIBG), which
includes more detailed information on the specific stage
of the reimbursement process a certain medicine is
currently situated in. In addition, it also contains infor-
mation relating to other available avenues, including
availability via early access programmes, all specifically
within the context of the Netherlands.”’ Furthermore, in
2023, the WHO launched the so-called novel medicines
platform, where one aim is to create an access dashboard,
including access data for the 53 countries in the Euro-
pean WHO region.” This platform could already form a
basis for more transparency on access to medicines and
its barriers in the European region.

Strengths, limitations and future research

Strengths

To our knowledge, this is the first study that examines the
association between European regulatory measures and
downstream national measures, offering novel insights
into their impact on Belgian timelines. Moreover, it
exhibits a strength in its large sample size of included
medicines. In contrast to other studies that narrow their
focus to specific medicinal product types (small mole-
cule or biotechnological), disease areas (eg, oncology) or
regulatory measures, this investigation adopts a compre-
hensive approach, encompassing all product types and
disease areas in a certain time period (medicines centrally
approved between 2015 and 2020).° 7 ** # % Of note is
the comprehensive examination not only of the overall
assessment time from MAA to reimbursement but also
the consideration of intermediate time intervals, thereby
providing more granularity compared with similar assess-
ments such as the EFPIA W.A.LT indicator.” Lastly, the
study comes at an important moment in pharmaceutical
policy reform and may be informative to future policy
proposals on regulatory and market access measures to
facilitate or expedite decisions.

Limitations

There are four limitations to consider when interpreting
the findings of this study. First, none of the statistical
analyses performed took the cumulative effect of regula-
tory measures into account. Instead, the measures were
considered separately, which could have resulted in an
underestimation of their overall impact. Second, besides
ATC code and year of MA, other influencing factors
such as uncertainties, pivotal trial characteristics, type of
the product (small molecule or biotechnological), the
absence of alternative treatments, firm characteristics
and disease severity that could influence the assessment
were not corrected for in this study, which could have
influenced the results.” 24333940 Third, it is important to

note that some regulatory measures were only applied to
a small number of products, which limits the precision of
model estimates and statistical power. Caution must be
exercised when interpreting the individual effect sizes of
these smaller groups in the multivariate model. Addition-
ally, the statistical power of the model may not have been
sufficient to detect all relevant effects due to the limited
number of products to which some regulatory measures
were applied. Therefore, the findings of this study should
be interpreted with this limitation in mind. Finally, the
identification of regulatory measures such as AA, CMA
and AUEC, relies on information extracted from the
EMA website. It is noteworthy that, in certain cases, this
data may not align with the information presented in the
initial assessment reports, particularly when instances
occur wherein a CMA transitions to a full MA.

Future research

While the observed differences in reimbursement time-
lines suggest potential trends across various regulatory
measures, the limitations in sample size, variability,
and the absence of additional statistical metrics advise
caution in interpreting these results. Further research
with larger datasets and more robust statistical analysis
will be essential to confirm these preliminary obser-
vations and to better understand the impact of these
regulatory pathways on reimbursement timelines. Addi-
tionally, this study did not specifically assess the impact
of clock-stops requested by the MA holder. Clock-stops,
which are included in our analysis as an integral part of
both regulatory and P&R assessment periods, allow time
for additional data submission or clarification and may
substantially extend the perceived timeline to approval
and reimbursement. Future studies could explore the
influence of clock-stops in greater detail to provide
further insights into these extended timelines. This study
acknowledges the complexity of the medicinal product
development journey. Factors such as scientific advice
and the PRIME scheme can impact (pre-)clinical devel-
opment time, potentially expediting overall accessibility
for patients. Therefore, the specific impact of these
measures on development time must still be assessed in
the future. Further, it is crucial to recognise that national
reimbursement does not guarantee immediate patient
access. Steps postreimbursement, like drug launch,
prescription, and medicine availability, are not covered
in this study and require separate examination. Further-
more, more in-depth studies are needed to identify the
most relevant regulatory and/or market access indicators
and develop instruments, such as databases or web-based
tools, to create transparency on the access to medicines
across the European member states, or even broader.

CONCLUSION

This study demonstrates that while medicines benefiting
from European regulatory measures targeting UMNS,
are more likely to trigger corresponding actions at the
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Belgian level, this alignment does not necessarily result in
a shorter overall timeline from regulatory submission to
final reimbursement and patient access. For treatments
genuinely addressing critical health needs, increased
coordination between European and national levels
could be advantageous. However, lacking submission for
reimbursement by pharmaceutical companies appears to
be the most frequent reason for absent reimbursement
in Belgium. Therefore, European policy initiatives that
encourage timely market entry across all member states
may have the greatest impact on improving patient access
to new treatments, particularly in countries like Belgium.
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