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INTRODUCTION

e Before an oncolytic can be made available to patients under a formal reimbursement scheme, therapies are assessed first by the European Medicines
Agency (EMA) and subsequently by the relevant national health technology assessment (HTA) authorities. These national authorities have their own
HTA processes for assessing therapies and use their own assessment criteria (1). The length of the process differs greatly among EU member states.
Consequently, the average time between marketing authorization and patient access varies greatly among the EU member states (2).

e Prolonged time between marketing authorization and reimbursement leads to missed health gains, which raises the question: what could be gained by

ensuring earlier reimbursement?
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METHODS

Health impact model

A health impact model was developed to calculate the impact of earlier reimbursement on the number of patients that could have
been treated and the accompanying health gains of a treatment. The analysis included six European countries which together
represent the diverse access contexts in Europe: England, Italy, the Netherlands, Poland, Portugal, and Sweden. Two oncolytics
with positive reimbursement in multiple European countries were selected to demonstrate the health impact of access delay:
midostaurin and pertuzumab.

Optimized time to reimbursement
Three hypothetical scenarios were used to represent optimized time to reimbursement:

1) Ambitious scenario: Timing of reimbursement coinciding with the European Commission (EC) marketing authorization (as is
the case in Germany)

2) Best practice scenario: As fast as the fastest country

3) Basic scenario: Assessment within 180 days of the EC marketing authorization, unless the real-life situation is faster (as
described in the EC Transparency Directive (3)).

Number of new patients per month

The number of new patients per month (uptake data) was retrieved from the respective companies marketing these drugs. Uptake
data based on early access schemes (prior to positive reimbursement decision) was excluded. Only countries with recorded
uptake data for at least one year after reimbursement were used in the analysis. In the scenarios, the number of new patients per
month remained equal, but time to reimbursement (start of the uptake) changed.

Calculations
The health impact was calculated using three steps:

1. Determine the improved time to patient access by calculating the difference in days between the hypothetical scenarios and the
actual reimbursement date.

2. Determine the additional number of patients that could have been treated by multiplying the difference in days with the
average number of new patients per day. The average number of new patients per day can be calculated by dividing the
cumulative number of new patients during peak sales (using the uptake curve and assuming peak sales will be reached at five
years) by the number of days with peak sales.

3. Calculate the health gains per month based on publicly available information in the country-specific reimbursement dossiers,
which could differ per country (4-12), by multiplying the number of patients with the incremental health gains per month,
expressed in terms of overall survival (OS, per month), event-free survival (EFS, per month), life-years gained (LYG, translated
into life-months gained, LMG) and/ or quality-adjusted life years (QALYs, translated into quality-adjusted life-months, QALMs)
gained versus the comparator.
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RESULTS - MIDOSTAURIN

« Uptake data of midostaurin for at least one year was available for four of the selected European countries: England, Italy,
the Netherlands, and Sweden.

« In the ambitious scenario, 1,689 more patients could have been treated with midostaurin in England, Italy, the
Netherlands, and Sweden, accounting for 82,920 LMG and 8,665 months of EFS (see Figure 1).

« In the best practice scenario, 672 more patients could have been treated with midostaurin in England, Italy, and the
Netherlands, accounting for 33,020 LMG and 3,442 months of EFS (see Figure 2).

« In the basic scenario, 369 more patients could have been treated with midostaurin in England and Italy, accounting for
18,107 LMG and 4,876 months of EFS (see Figure 1).

« For the countries that lacked (sufficient) uptake data, even more health gains could be expected.

Figure 1. Number of days between EC authorization of midostaurin and approval by the HTA body
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Figure 2 Number of additional patients that could have been treated with midostaurin
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Figure 3. Number of additional life months that could have been gained with midostaurin
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Figure 4. Additional months of event-free survival that could have been gained with midostaurin
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Midostaurin - Months of event free survival that could have been gained
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RESULTS - PERTUZUMAB

« Uptake data of pertuzumab for at least one year was available for three of the selected European countries: England, the
Netherlands, and Sweden.

« In the ambitious scenario, 2,181 more patients could have been treated with pertuzumab in England, the Netherlands,
and Sweden, accounting for 12,718 LMG and 8,842 QALM:s gained (see Figure 6).

« In the best practice scenario, 1,180 more patients could have been treated with pertuzumab in England and Sweden,
accounting for 6,772 LMG and 4,797 QALMs (see Figure 7).

« In the basic scenario, 1,082 more patients could have been treated with pertuzumab in England and Sweden, accounting
for 6,182 LMG and 4,407 QALMs gained (see Figure 8).

« For the countries that lacked (sufficient) uptake data, even more health gains could be expected.

Figure 5. Number of days between EC authorization of pertuzumab and approval by the HTA body
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Figure 6. Number of additional patients that could have been treated with pertuzumab
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Figure 7. Number of additonal life months that could have been gained with

Pertuzumab - Life months that could have been gained

12000

10000

8000

6000

4000

# Additional life months gained

2000

Eng NL SE

W Ambitious scenario Best practice Basic

Figure 8. Additional quality of life months that could have been gained with pertuzumab
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Pertuzumab - Quality adjusted life months that could have been gained
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CONCLUSION

« During reimbursement discussions, time to patient access can become an abstract objective. Whereas for patients, every
day counts. Today, time to reimbursement varies greatly between countries, which represents unequal access to
innovative therapies within Europe. It also represents an opportunity for cross-country learning to optimize processes.

¢ The model demonstrated that, depending on the scenario, 369-1,689 more patients could have been treated with
midostaurin in England, Italy, the Netherlands, and Sweden. It also demonstrated that, depending on the scenario, 1,082 -
2,181 more patients could have been treated with pertuzumab in Engeland, the Netherlands, and Sweden,

« This analysis quantified the health gains that can be realized through earlier reimbursement. These serve as a reminder of
the fact that for patients, every day counts.
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