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motor neuron 1 (SMN1) gene, but the variation in clinical presentation of the disease is largely
due to the different number of copies of the SMN2, which is a SMN1 paralogous gene?®. Over
90% of patients, regardless of phenotype, have no more than 4 copies of SMN24. Risdiplam (RIS)
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Despite the availability of 3 therapies in Poland, nusinersen (NUS) since January 2019, risdiplam 22 Ao TR A TR e

and onasemnogene abeparvovec (OA) since September 20226, there still remains a high unmet | ,
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need for effective treatment. This is partly due to the very limited reimbursement indication for of the analysis - new scenario of the analysis - new scenario
risdiplam, whichis available from 2 months of age for patients with contraindications to nusinersen.
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Objective

Given the limited scope of the reimbursement indication, RIS cannot be used in practice in infancy,
when the implementation of therapy is most effective. From 2022, all newborns in Poland are cov-
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Method |

The target population for the budget impact analysis covers newborn SMA patients with 1-4 SMN2
copies. A time horizon of 2 years was adopted using the public payer perspective. Two scenarios
were considered: existing (RIS not reimbursed in the target population in the time horizon) and new
(RIS financed in the target population). Market shares in both scenarios are presented in Figure 1.
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Current market shares of NUS, OA and estimated uptake of RIS were estimated based on the lo- curve, which increases over time for risdiplam e -
cal National Health Fund (NHF) data®?'® and the opinions of clinical experts. Two cost categories - hence the higher market shares observed in 12

were included: acquisition costs based on official list prices® and administration costs based on the 2nd year compared to the 1st year of the ST TSP

the current NHF tariff'. All cost estimates were made taking into account an exchange rate of analysis in the new scenario.

EUR 1.00=PLN 4.32'?, Given the definition of the target population and the fact that OAis indicated
for the treatment of patients with up to 4 copies of the SMN2 gene'?, calculations were performed

separately for populations with 1-3 SMN2 copies and 4 SMN2 copies. /\ The results of the sensitivity/scenario analysis showed cost savings for all the
—\

Table 1. Assumptions of budget impact analysis variants tested, with results ranging from EUR 2.25M to EUR 7.76Min the st

year and from EUR 6.09M to EUR 16.15M in the 2nd year of the time horizon

with the total savings ranging from EUR 8.34M to EUR 23.89M (for alternative

Target population Newborn SMA patients with 1to 4 SMN2 copies , , ,
IEPOP P P RIS market shares in the population starting treatment).
Time horizon 2 years
Therapies OA, NUS, RIS
Perspective Public payer (NHF) .
Cost categories Acquisition costs, administration costs C O n C l u S | O n S
: L o . : o -
Exchange rate e Starting treatment with r|sd.|plam b}{15.3 /o.ofthetarget populatpn inthe first }{earand 31.5%Iinthe
second year of the budget impact time horizon leads to total savings of approximately EUR 16.54M.
Discount rate No discounting applied

The extension of risdiplam indication to newborn patients with 1-4 SMN2 copies results in cost

Key: OA, onasemnogene abeparvovec; NUS, nusinersen; RIS, risdiplam; NHF, National Health Fund; SMN2, survival motor savings to the Polish healthcare system, mainly due to reduced treatment acquisition costs.
neuron 2; SMA, Spinal muscular atrophy; PLN, Polish Zloty ’

Table 2. Cost and dose of therapies

COST CATEGORY RIS OA NUS

Average EUR 8,200.71 per month (Figure 2) EUR 2,088,000.00 EUR 75,750.00 per dose R efe rences
o (recommended once daily dose is determi- per dose (single (on days 0, 14, 28 and 63 1. Ando et al., Discovery of a CNS penetrant small molecule SMN2 splicing modulator with improved tolerability
Acquisition cost ned by age and body weight® calculated dose at the start and every 4 months for spinal muscular atrophy. SciRep. 2020 Oct 15;10(1):17472.
based on WHO Child Growth Standards™) of treatment™) thereafter™) 2. Szczerba et al., Molecular basis and therapy of spinal muscular atrophy. Neurol Dziec. 2018; 27; 55: 39-46.
- . - . EUR 125.19 EUR 128.54 3. Messina et al., New Treatments in Spinal Muscular Atrophy: Positive Results and New Challenges.
Administration cost No cost (oral administration) e ner administration J Clin Med. 2020 Jul 13:9(7):2222.

4. Calucho et al., Correlation between SMA type and SMN2 copy number revisited: An analysis of 625 unrelated
Spanish patients and a compilation of 2834 reported cases. Neuromuscul Disord. 2018 Mar;28(3):208-215.

5. Summary of Product Characteristics Evrysdi,
https://www.ema.europa.eu/en/documents/product-information/evrysdi-epar-product-information_en.pdf.

6. Ministry of Health, Announcements of the Minister of Health of 18 March 2024

Key: WHO, World Health Organization; RIS, risdiplam; OA, onasemnogene abeparvovec; NUS, nusinersen

ReS U ltS available at: https://www.gov.pl/web/zdrowie/obwieszczenia-ministra-zdrowia-lista-lekow-refundowanych

: - : : : : /. Ministry of Health, Newborn Screening Program in the Republic of Poland for 2019-2026, Warsaw 2022,
The result of the budget impact analysis is the incremental cost, i.e. the difference between public https:/Jwww.gov.pl/attachment/1b5df5d8-58e0-4eea-95fc-8f45fb589 14d.
payer expenditure in the new and existing scenarios (Figure 3). 8. Gumutka, Badania przesiewowe noworodkéw na SMA - ile przypadkéw w Polsce?

The cost savings resulting from the extension of the reimbursement indication for risdiplam amount https:/jcowzdrowiu. pljaktualnosci/post/badania-przesiewowe-noworodkow na-sma-ile-przypadkow-w-polsce. |
9. National Health Fund, Reimbursement reports available at: https://www.nfz.gov.pl/aktualnosci/aktualnosci-centrali/.

to EUR 5.03M in the st year and EUR 11.51M in the 2nd year of the time horizon for a total 10. National Health Fund, Statistics. Drug Programs available at: https://statystyki.nfz.gov.pl/DrugPrograms.

of EUR 16.94M (Table 3, Flgure 4)' 11. National Health Fund, Orders of the President of the NHF
available at: https://www.nfz.gov.pl/zarzadzenia-prezesa/zarzadzenia-prezesa-nfz/.

12. Average EUR/PLN exchange rate on the date of analysis published by the National Bank of Poland,
https://nbp.pl/statystyka-i-sprawozdawczosc/kursy/archiwum-kursow-srednich-tabela-a/.
1ST YEAR 2ND YEAR TOTAL 13. Summary of Product Characteristics Zolgensma’,
Existing scenario 69.27 7293 142.20 https://www.ema.europa.eu/en/documents/product-information/zolgensma-epar-product-information_en.pdf
14. WHO, Child Growth Standards. Weight-for-age,
https://www.who.int/tools/child-growth-standards/standards/weight-for-age

Incremental -5.03 -11.51 -16.54 15. Summary of Product Characteristics Spinraza’,
https://www.ema.europa.eu/en/documents/product-information/spinraza-epar-product-information_en.pdf

Table 3. Budget impact results (millions of EUR)

New scenario 64.24 61.42 125.66
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