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Background: Almost 100 novel cancer medicines have been approved in Europe over the last decade. Limited public
health care resources in countries in Central and Eastern Europe (CEE) call for a prioritization of access to effective
medicines. We investigated how both reimbursement status and waiting time to reimbursement correlate with the
magnitude of clinical benefit provided by novel medicines in four selected countries (Czechia, Hungary, Poland, and
Slovakia).

Materials and methods: A total of 124 indications of 51 cancer medicines with marketing authorization by the
European Medicines Agency in 2011-2020 were included and followed up until 2022. Data on reimbursement status
and waiting time to reimbursement (i.e. time from marketing authorization to national reimbursement approval)
were collected for each country. Data were analyzed in relation to clinical benefit status (i.e. substantial versus
nonsubstantial clinical benefit) of indications according to the European Society for Medical Oncology Magnitude of
Clinical Benefit Scale (ESMO-MCBS).

Results: The degree of reimbursement differed between countries with 64% of indications with reimbursement in
Czechia, 40% in Hungary, 51% in Poland, and 19% in Slovakia. In all countries, a significantly greater proportion of
indications with a substantial clinical benefit was reimbursed (P < 0.05). The median waiting time to reimbursement
ranged from 27 months in Poland to 37 months in Hungary. No significant differences in waiting time in relation to
clinical benefit were observed in any country (P = 0.25-0.84).

Conclusions: Cancer medicines with a substantial clinical benefit are more likely to be reimbursed in all four CEE
countries. Waiting times to reimbursement are equally long for medicines with or without a substantial clinical
benefit, indicating a lack of prioritization of fast access to medicines delivering a substantial benefit. Incorporation
of the ESMO-MCBS in reimbursement assessments and decisions could aid in better utilization of limited resources

to deliver more effective cancer care.
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INTRODUCTION

The incidence of cancer is rising in Europe, mainly driven by
population aging and unhealthy lifestyles. In 2020, an
estimated 2.7 million new cancer cases were diagnosed and
1.3 million people died from cancer in the European Union
(EU),> making cancer the second leading cause of death.?
Despite improvements in survival rates of cancer in the
past decades,” the high number of deaths indicates a
considerable unmet need for better treatment. Cancer
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medicines are an integral part of modern cancer care and
patient access to effective medicines is crucial to achieve
better health outcomes.””’

The approval of novel cancer medicines by the European
Medicines Agency (EMA) has accelerated in recent decades
and reached almost 100 new medicines in the last decade.*
In addition to new medicines, new indications of previously
approved medicines may become approved—in 2020, there
were 17 such new indications on top of 10 new medicines.®
Granting access to all novel medicines/indications is
increasingly challenging because cancer medicine expendi-
ture has been rising considerably in Europe in the last
decade.’ Furthermore, not all novel medicines/indications
offer the same clinical benefit over the existing standard of
care. The increasing number of medicines with varying
clinical benefit challenges the financial sustainability of
health care systems and calls for a prioritization of effective
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medicines, especially in countries with limited economic
resources. %

Value frameworks, such as the European Society for
Medical Oncology Magnitude of Clinical Benefit Scale
(ESMO-MCBS) launched in 2015, have been developed in
response to the increasing number of cancer medicines.*”
The ESMO-MCBS provides a scale of relative magnitude of
clinical benefit that can be anticipated from a new treat-
ment indication for solid tumors based on data derived
from pivotal clinical trials or meta-analyses. The scale has
been proposed by ESMO to be used as a tool for evaluating
value in order to support the process of prioritization of
access to cancer medicines by national health authorities
when resources are constrained.***?

Despite the central decision of marketing authorization
(MA) of novel cancer medicines by the EMA in the EU,**
decisions regarding reimbursement approval are taken by
public health care payers at the member state level.
Therefore access to novel medicines through public health
systems can differ considerably between European coun-
tries. Previous studies and reports have indicated worse
access to novel cancer medicines in Central and Eastern
Europe (CEE) compared with Northern and Western Europe,
both in terms of availability and time from EMA MA to
national reimbursement approval (NRA).%***’ There is,
however, a lack of comparative studies evaluating access to
cancer medicines in CEE at the level of indications rather
than medicines as well as analyses with large samples and
long follow-up time. Furthermore, multicountry studies
examining the access situation in relation to the clinical
benefit of medicines/indications in CEE are absent.

The aim of this study was to investigate how access to
novel cancer medicines relates to clinical benefit in four
selected countries in CEE (Czechia, Hungary, Poland, and
Slovakia). For this purpose, we assessed reimbursement
status and time to reimbursement (i.e. time from EMA MA to
NRA) in relation to magnitude of clinical benefit (i.e. ESMO-
MCBS) of novel cancer medicine indications in each country.

MATERIALS AND METHODS

Sample selection

This study covers four countries in CEE, namely, Czechia,
Hungary, Poland, and Slovakia. They were selected based on
closeness both from a political perspective (EU member
states and working together in the Visegrad Group) and from
an economic perspective [similar levels of economic wealth
in terms of gross domestic product (GDP) per capital].

All 92 cancer medicines (new active substances) that
received EMA MA between 1 January 2011 and 31 December
2020 were initially selected for the analysis. Medicines with
missing ESMO-MCBS scores, such as all medicines exclusively
used in hematologic cancers, were excluded. For the
remaining medicines, all indications with EMA MA between 1
January 2011 and 31 December 2020 were selected. In-
dications with missing ESMO-MCBS scores were excluded.
The analysis was conducted at the level of the indication
rather than the medicine because EMA MA, national
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reimbursement decisions, and ESMO-MCBS scores are all
specific for an indication. A flowchart of the selection of in-
dications included in the analysis is presented in Figure 1.

Data collection and definitions

Data on cancer medicines and indications approved by the
EMA, including approval dates, were retrieved from EMA’s
official website.’® Dates on NRA for each country were
retrieved from official public databases.'?*® Only reim-
bursement in the respective ‘national reimbursement list of
medicinal products’ (issued in Czechia by the State Institute
for Drug Control, in Hungary by the National Health Insurance
Fund, and in Poland and Slovakia by the Ministry of Health)
was considered. Reimbursement via so-called named-patient
systems was not considered to ensure a common definition of
standard reimbursement. These systems might be an
important route for early patient access to new medicines
before the inclusion in the national reimbursement list, yet
decisions within these systems are often confidential. Data
lock for reimbursement information was 1 July 2022.

In a subanalysis, a distinction was made between full and
partial reimbursement in the NRA. Full reimbursement was
defined as the wording of the approved EMA label of an
indication being identical with the locally reimbursed indi-
cation text. The label of some EMA-approved indications
contains a reference to ‘section 5.1’ in section 4.1 of the
Summary of Product Characteristics. We followed the EMA
regulatory procedural guidelines, in order to make a robust
comparison between countries, which state ‘Information in
section 5.1 should not constitute a new indication or a
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Figure 1. Flow diagram describing the selection of indications included in the
study.

Notes: See Table A.2 in the Supplementary Appendix, available at https://doi.
org/10.1016/j.esmoop.2023.101593 for the full list of included indications.
EMA, European Medicines Agency; ESMO-MCBS, European Society for Medical
Oncology Magnitude of Clinical Benefit Scale.
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widening or restriction of an approved indication.’*
Therefore partial reimbursement was defined as any
limiting provision (e.g. line of therapy, performance status,
and treatment length) in the locally reimbursed indication
text compared with the wording of the EMA label in section
4.1 of the Summary of Product Characteristics; see
Table A.1 in the Supplementary Appendix, available at
https://doi.org/10.1016/j.esmo0p.2023.101593 for an
example. Some limitations could be minor and some major,
but a quantification of the proportion of patients affected
was not the subject of this study. Because of the complexity
of assessing the extent of the limitations, only one common
definition was used.

Waiting time to reimbursement for a specific indication
was calculated as the time from EMA MA to NRA in each
country. Thus only indications that had received positive
(partial or full) reimbursement decisions were included.

The magnitude of clinical benefit was based on the
ESMO-MCBS scoring system. Clinical benefit scores were
retrieved from ESMO’s official website.>’ The ESMO-MCBS
score of the pivotal clinical trial and patient group under-
lying EMA MA was used for the indications included in the
analysis. For indications approved in a noncurative treat-
ment setting, the ESMO-MCBS score consists of a 5-point
scale, where 5 represents the highest level of clinical
benefit and 1 the lowest. For indications approved in a
curative treatment setting, the ESMO-MCBS score is graded
as A, B, or C, where A indicates the highest level of clinical
benefit and C the lowest. Notably, ESMO categorizes scores
4 and 5 for noncurative treatments and scores A and B for
curative treatments as indicating substantial improvement
and a high level of proven clinical benefit.>* Following the
ESMO-MCBS framework, indications with a score of 4, 5, A,
or B were classified as having a ‘substantial clinical benefit’,
whereas indications with scores 1-3 and C were referred to
as having a ‘nonsubstantial clinical benefit’.

Statistical methods

Descriptive statistics were used to present results on
reimbursement status and waiting time to reimbursement
for each country. Reimbursement status was also analyzed
descriptively in relation to reimbursement restrictions (i.e.
partial or full reimbursement), type of medicine, cancer
type, and treatment setting. The relationship between
reimbursement status (i.e. proportion of indications with
reimbursement versus no reimbursement) and clinical
benefit status (i.e. nonsubstantial or substantial clinical
benefit) was further analyzed statistically with a chi-square
test for each country. The relationship between waiting time
to reimbursement and clinical benefit status was analyzed
statistically using a Mann—Whitney U test.

RESULTS

Sample characteristics

A total of 124 indications of 51 cancer medicines with EMA
MA between 2011 and 2020 and with available ESMO-
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MCBS scores were included in the analysis; see Table A.2
in the Supplementary Appendix, available at https://doi.
org/10.1016/j.esmoop.2023.101593 for the full list of in-
dications. Sample characteristics are presented in Table A.3
in the Supplementary Appendix, available at https://doi.
org/10.1016/j.esmo0op.2023.101593. The majority of
included indications were targeted therapies (60% of all
indications), followed by immunotherapy (29%) and hor-
monal therapy (7%). The indications covered a variety of
cancer types, including lung cancer (27% of all indications),
breast cancer (15%), and gastrointestinal cancers (13%); 116
indications related to use in a noncurative treatment setting
and the remaining 8 in a curative setting. Notably, 65 in-
dications (52%) had a substantial clinical benefit according
to the ESMO-MCBS, and 59 indications (48%) had a non-
substantial clinical benefit.

Reimbursement status

The proportion of indications by reimbursement status on 1
July 2022 in the four CEE countries is presented in Figure 2.
There were considerable differences between countries.
Czechia and Poland had the highest and second highest
proportion of reimbursed indications with 64% and 51%,
respectively. Hungary had 40% of all indications reimbursed.
In Slovakia, only 19% of indications were reimbursed. Note
that these numbers do not include reimbursement via
named-patient systems in any of the countries.

Far from all indications with reimbursement had full
reimbursement (see Figure A.1 in the Supplementary
Appendix, available at https://doi.org/10.1016/j.esmoop.
2023.101593). In Czechia and Poland, all indications were
only partially reimbursed. In Slovakia, around three-
quarters of all reimbursed indications were partially reim-
bursed and in Hungary around one-half of all reimbursed
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50% 1
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Figure 2. Reimbursement status of novel cancer medicine indications on 1
July 2022.

Notes: The figure shows the proportion of indications with reimbursement (n =
124) on 1 July 2022 for indications that received EMA MA during the period
2011-2020.

EMA, European Medicines Agency; MA, marketing authorization.
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Figure 3. Reimbursement status of novel cancer medicine indications on 1 July 2022 by clinical benefit status.
Notes: The figure shows proportions of indications with reimbursement on 1 July 2022 separated into indications with a nonsubstantial benefit (i.e. ESMO-MCBS
scores 1-3 or C; n = 59) and with a substantial benefit (i.e. ESMO-MCBS scores 4, 5, A, or B; n = 65). A P value of <0.05 indicates a significant difference in

reimbursement status between groups as determined by a chi-square test.

ESMO-MCBS, European Society for Medical Oncology Magnitude of Clinical Benefit Scale.

indications had partial reimbursement. The reimbursement
status varied across and within countries depending on the
type of medicine (see Figure A.2 in the Supplementary
Appendix, available at https://doi.org/10.1016/j.esmoop.
2023.101593). In Czechia, Poland, and Slovakia, hormonal
therapies had the largest proportion of reimbursed in-
dications. Chemotherapies had the smallest proportion of
reimbursed indications in Poland and Slovakia, but the
largest in Hungary. Immunotherapies and targeted thera-
pies had roughly similar proportions of reimbursed in-
dications in all countries except for Slovakia, where only one
indication of an immunotherapy was reimbursed. Further-
more, there were differences in reimbursement status
depending on the cancer type (see Figure A.3 in the
Supplementary Appendix, available at https://doi.org/10.
1016/j.esmoop.2023.101593). Skin cancer had the highest
proportion of reimbursed indications in all countries fol-
lowed by prostate cancer, except in Poland where lung
cancer was in second place. Gastrointestinal cancers and
urinary tract cancers had the lowest proportions of reim-
bursed indications. No major differences in the proportions
of reimbursed indications were observed in the curative
versus noncurative treatment setting (Figure A.4 in the
Supplementary Appendix, available at https://doi.org/10.
1016/j.esmoop.2023.101593).

The reimbursement status of indications separated by
clinical benefit status (i.e. non-substantial or substantial) is
presented in Figure 3. In all four countries, the proportion of
reimbursed indications was distinctly higher among in-
dications with a substantial clinical benefit compared with
those with a nonsubstantial clinical benefit. For instance,

4 https://doi.org/10.1016/j.esmoop.2023.101593

88% of indications with a substantial clinical benefit had
received reimbursement in Czechia compared with 37%
with a nonsubstantial clinical benefit. A chi-square test
confirmed these differences to be statistically significant
(P < 0.05) in all countries.

o

Months to reimbursement
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Poland
(n=63)

Slovakia
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Hun'gary
(n=50)

Czechia
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Figure 4. Waiting time to reimbursement for novel cancer medicine
indications.

Notes: The figure shows median (black line inside the green box), mean (circle
with cross), interquartile range (IQR; green box), and minimum and maximum
values based on the 1.5 IQR (whiskers) number of months from EMA MA to NRA
for indications that received EMA MA during the period 2011-2020 and that
received NRA until 1 July 2022.

EMA, European Medicines Agency; MA, marketing authorization; NRA, national
reimbursement approval.
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Figure 5. Waiting time to reimbursement for novel cancer medicine indications by clinical benefit status.

Notes: The figure shows median (black line inside the green box), mean (circle with cross), interquartile range (IQR; green box) and minimum and maximum values
based on the 1.5 IQR (whiskers) number of months from EMA MA to NRA separated into indications with a nonsubstantial benefit (i.e. ESMO-MCBS scores 1-3 or C)
and with a substantial benefit (i.e. ESMO-MCBS scores 4, 5, A, or B). A P value of <0.05 indicates a significant difference in waiting time to reimbursement between

groups as determined by a Mann—Whitney U test.

EMA, European Medicines Agency; ESMO-MCBS, European Society for Medical Oncology Magnitude of Clinical Benefit Scale; MA, marketing authorization; NRA,

national reimbursement approval.

Waiting time to reimbursement

Waiting times to reimbursement (i.e. the time between
EMA MA and NRA) for indications with reimbursement are
shown in Figure 4. The median and mean waiting times
were rather similar between countries; the median waiting
time ranged from 27 months in Poland to 37 months in
Hungary, whereas the mean waiting time ranged from 31
months in Poland to 39 months in Slovakia. However, there
was a large span in waiting time to reimbursement between
individual indications in all countries. The minimum/
maximum waiting time was 13/70 months in Czechia, 2/76
months in Hungary, 12/74 months in Poland, and 9/90
months in Slovakia.

Figure 5 presents the comparison of waiting times to
reimbursement separated by clinical benefit status (i.e.
nonsubstantial or substantial) for the four countries. Intra-
country differences in median waiting times by clinical
benefit status were small and slightly shorter for indications
with a substantial clinical benefit in Czechia (32 months with
a nonsubstantial clinical benefit versus 29 months with a
substantial clinical benefit), Hungary (40 versus 36 months),
and Poland (28 versus 27 months). By contrast, the median
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waiting time for indications with a substantial clinical benefit
in Slovakia (44 months) was more than two times as long as
for indications with a nonsubstantial clinical benefit (20
months). A Mann—Whitney U test showed that the observed
differences in waiting times between indications with sub-
stantial and nonsubstantial clinical benefits were not statis-
tically significant in any of the countries (P = 0.248-0.840).
However, especially in Slovakia, the reliability of the statis-
tical test is limited by the small number of indications with
reimbursement.

DISCUSSION

This study found considerable country differences in the
overall reimbursement level of indications of novel cancer
medicines, ranging from 64% in Czechia down to 19% in
Slovakia, despite all four countries sharing a fairly similar
economic background in terms of GDP per capita at 69%-
92% of the EU average in 2021.%? The fact that a consid-
erable proportion is not getting reimbursed in these four
countries has also been found in previous research by the
Organisation for Economic Co-operation and Development
(OECD) and the European Federation of Pharmaceutical
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Industries and Associations (EFPIA).*** Their research also

indicated that the reimbursement level of novel cancer
medicines in most Northern and Western European coun-
tries seems to be higher than in the four CEE countries in
this study as well as other countries in the CEE region.*®"’

Reasons for the low reimbursement levels of novel can-
cer medicines might be manyfold. First, an increasing
number of novel cancer medicines is introduced every year.
While the average annual number of new cancer medicines
approved by the EMA was 4.4 in the period 2007-2011, it
almost tripled to 11.0 medicines in the period 2017-2021.%
This rapid development holds the potential to improve
patient outcomes, but it challenges health care systems to
provide patients with all novel treatment options within
constrained budgets. Second, the list prices of novel cancer
medicines (i.e. annualized treatment costs per patient) have
been increasing since 2000.>® Third, total expenditure on
cancer medicines have been growing from €28 to €61 per
capita (inflation-adjusted; based on list prices) between
2008 and 2018 in Europe.’ However, absolute spending on
cancer medicines in the four CEE countries was below the
European average at €15-40 per capita (based on list pri-
ces) in 2018.° In addition, overall health care spending in
relation to GDP is below the EU-27 average (10.9% in 2020)
in all four CEE countries (Czechia 9.2%, Hungary 7.3%,
Poland 6.5%, and Slovakia 7.2%).2* The limited resources in
CEE imply a higher need to prioritize investment in novel
cancer medicines with proven value.

The value of a novel cancer medicine/indication is
determined by its clinical benefit compared with its costs.>”
Within budget-constrained health care systems, consider-
ations of value for money can guide reimbursement de-
cisions by health care payers. Indeed, all four CEE countries
in this study apply some form of health technology
assessment (HTA) as part of their decision-making process
for reimbursement.® Cost-effectiveness (i.e. the ratio be-
tween incremental changes in costs and health over the
current standard of care) and budget impact are main
criteria for reimbursement in these countries.>’ Varying
cost-effectiveness thresholds, measured in costs per quality-
adjusted life years (QALYs), are used. Czechia has applied a
fixed amount of 1.2 million CZK per QALY as a cost-
effectiveness threshold since 2013.>® Hungary used to
apply a threshold of two to three times the GDP per capita
in 2013-2017, three times the GDP per capita in 2017-2021,
and multiple thresholds from 1.5 to 10 times the GDP per
capita depending on the magnitude of health gain and the
rarity of the disease since 2021.>>** Poland applies a cost-
effectiveness threshold of three times the GDP per capita.*’
In Slovakia, the cost-effectiveness threshold was based on
multiples of the average monthly salary until August 2022,
and was lower than in the other countries.** As of
September 2022, the cost-effectiveness threshold in
Slovakia has been raised and is now three to ten times the
GDP per capita for orphan medicines and advanced therapy
medicinal products, and two to three times the GDP per
capita for other medicines. The level of threshold depends
on the size of the incremental QALYs.*”
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The ESMO-MCBS was developed to support the process of
HTA and to assist in rationalizing reimbursement decisions.
Although the costs of medicines are not incorporated in the
scale, the integration of the ESMO-MCBS in HTA could
complement the reimbursement process and guide decisions
toward medicines with considerable potential to significantly
improve the health of patients with cancer. Conversely, the
incorporation of the ESMO-MCBS could help to more clearly
deprioritize medicines/indications with a low clinical benefit
to save resources. Indeed, almost one-half (48%, 59 out of
124) of the indications included in the analysis had a non-
substantial clinical benefit.

The results in our study showed a significantly larger
proportion of reimbursement granted among indications
with a substantial clinical benefit compared with those with
a nonsubstantial benefit in all four CEE countries. This in-
dicates that the degree of clinical benefit has had a distinct
impact on reimbursement decisions in these countries and
resembles findings from a study of reimbursement decisions
in Israel in 2013-2015.%° Nonetheless, the four CEE coun-
tries reimbursed between 10% (Slovakia) and 37% (Czechia)
of the 59 indications with a nonsubstantial clinical benefit.

The mean waiting times between EMA MA and NRA were
~31-39 months in all four CEE countries. This is considerably
longer compared with previous analysis in the EFPIA Patients
W.A.IT. Indicator, which indicated mean waiting times of
~13-22 months in Czechia, Hungary, and Slovakia and 30
months in Poland.*® Reasons for these discrepancies be-
tween this study and the EFPIA report might be the more
granular level of analysis on the basis of indications rather
than medicines (and only their first indication with EMA MA)
as well as the longer follow-up period of up to 11.5 years
rather than up to 5 years. Previous analyses have also shown
that mean waiting times are generally shorter in Northern
and Western European countries compared with countries in
CEE.16'47

Different reasons might contribute to long waiting times,
such as delays in the reimbursement application of phar-
maceutical companies after EMA MA, long HTA processes,
and lengthy price negotiations.’”*® The ESMO-MCBS could
support prioritizing assessment timelines of medicines/in-
dications with a substantial clinical benefit, by accelerating
the HTA process in view of anticipated EMA regulatory
timelines. This process is similar to the use of horizon
scanning systems that are commonly used in Western Eu-
ropean countries to ensure health system readiness and
prioritization of HTA reviews for selected medicines.*®*°
Lastly, medicines/indications with a substantial clinical
benefit could be attractive candidates for negotiating
managed entry agreements to facilitate faster access.””

In our analysis, a substantial clinical benefit did not appear
to speed up decision making, as no difference in the time
from EMA MA to NRA was observed in relation to the clinical
benefit status in any of the four CEE countries. The latter is in
line with results from a study of reimbursement decisions in
Slovenia in 2008-2018.>" Even outside of the EU, the time
between MA and NRA was found to be independent of
ESMO-MCBS scores in a sample of medicines evaluated in
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Canada in 2011-2018.°% Long waiting times until NRA of
medicines with a substantial clinical benefit come with an
opportunity cost.® Continuing to treat patients with older
and less effective medicines instead of novel medicines re-
sults in the loss of QALYs as well as productivity loss to the
economy.”>

Limitations

The inclusion of novel cancer medicines in the scope of this
study relied on indications covered by the ESMO-MCBS. Only
indications for solid tumors could be included as hemato-
oncology indications are not covered by the ESMO-MCBS.
A sizeable proportion of novel cancer medicines was there-
fore excluded from the analysis. Some indications for solid
tumors lack an ESMO-MCBS score, especially for indications
that garnered EMA approval prior to 2015. The results of this
study are thus not necessarily representative of the overall
access situation in oncology.

The ESMO-MCBS enables a distinction between indications
with substantial and nonsubstantial clinical benefits.
Although the ESMO-MCBS is a robust tool, it has some lim-
itations. There might be unmet clinical needs or situations
where it is difficult to prove substantial clinical benéefit (e.g. in
the treatment of testicular cancer or sarcomas). The ESMO-
MCBS scores might also change over time when new clin-
ical evidence emerges for an indication or when the entire
method of the scoring system is updated.

A caveat of this study is that the results on reimbursement
status and time to reimbursement only represent the na-
tional perspective of access to medicines, which may differ
from access for patients. Even though a medicine was or has
been granted reimbursement, it does not necessarily trans-
late into immediate access for all clinically eligible patients
across a country. There are many potential barriers following
the reimbursement decision that may limit utilization and
adoption of novel medicines and hence patient access. One
barrier highlighted in this study is the restriction of reim-
bursement to a particular patient population differing in size
compared with that outlined by EMA MA (called ‘partial
reimbursement’). Such restrictions could be requirements on
performance status of patients, use in a particular line of
therapy, or treatment length. All reimbursed indications in
Czechia and Poland exhibited some form of restrictions,
although the nature of a restriction can vary across
indications and countries and therefore have different
implications for the size of the patient population affected
(see Table A.1 in the Supplementary Appendix, available at
https://doi.org/10.1016/j.esmoop.2023.101593 for an
example). Other barriers described in previous research that
limit patient access to novel reimbursed medicines are
suboptimal care pathways, lack of multidisciplinary assess-
ment, lack of reimbursement of companion diagnostics of an
already reimbursed medicine, limited annual public budgets
for medicines and hospital budgets, slow change of clinical
routines, and use of outdated clinical guidelines.>*>>

Another caveat is that access to novel cancer medicines
through named-patient systems was not considered in the
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analysis. This might make the access situation look different
than it actually is. Through such schemes, the treating
physician needs to file an application for every patient to the
public insurance body or the health authorities to get
approval for the use of a particular medicine that is not on
the standard reimbursement list. This bureaucratic hurdle
might restrict patient access to varying degrees in different
countries. In Slovakia, medicines and indications not included
in the reimbursement list (and even some incorporated into
the reimbursement list) must be approved by health insur-
ance companies (HICs) on request of the treating oncologist
for each patient. Approval from HICs is not granted for the
whole treatment period, but repeated requests have to be
sent to HICs, usually after 3-6 months of therapy. This system
puts an administrative load on treating oncologists and is
sometimes a barrier to uninterrupted treatment. Because of
confidentiality clauses in named-patient systems, it is not
clear which medicines/indications are covered by these sys-
tems and at what time point they were included. Therefore it
was not possible to determine whether this separate route
to patient access has had a greater focus on indications with
a substantial clinical benefit.

Conclusion

This study found noticeable differences in access to novel
cancer medicines between four countries in CEE despite a
fairly similar economic background. The proportion of
reimbursed indications with EMA MA between 2011 and
2020 ranged from 19% in Slovakia to 64% in Czechia. The
median time from EMA MA to NRA took 2-3 years in all
countries. Indications with a substantial clinical benefit
were more likely to be reimbursed than those with a non-
substantial clinical benefit in all countries. Waiting times to
reimbursement were equally long for indications with or
without a substantial clinical benefit, indicating a lack of
prioritization of fast access to treatment options delivering
a substantial benefit. The incorporation of the ESMO-MCBS
in reimbursement assessments and decisions could be
considered to improve access to indications with a sub-
stantial clinical benefit and to aid better utilization of
limited resources to deliver effective cancer care.
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