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Figure 2. Impact of individual parameters on the ICUR as determined by the
DSAs

Introduction Methods (continued)

« Hypertrophic cardiomyopathy (HCM) is a chronic and progressive e
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 Based on these results, reimbursement in France was granted in NYHA I 1.8 Wang et al."
October 2023 by the Transparency Committee (TC) in a population :I,:/: '”l/'V — e 4.9 Wang et al.™ 180 000 €
. . 7 classes-dependent utilities ,
estimated to around 18,500 patients’. NYHA | 0.98 EXPLORER.-HCM3 160 000 € - el
* |In parallel, a cost-effectiveness analysis was submitted as part of the NYHA Il 0.94 EXPLORER-HCMS 2 140000€ - //f’/,% N
. ) : : VA g AR L T
pricing and reimbursement process and validated according to the NYHA 111/IV 0.87 EXPLORER-HCM> S D CT ,ﬁ" 'f‘f' /5
.. ) ) ) : o T LR R AR, .
Commission for Economic and Public Health Evaluation (CEESP) 3 S B S e
) g Mavacamten acquisition cost 5 100 000 € - R N P Ry
requirementse. L Journal Officiel de la République o TSR
Public list price (28 tab.) € 1,383.69 c 13 2 80 000 € -
Francaise 5
. . HCRU by NYHA classes = 60 000 €
Objective NYHA | € 706 (€ 5,243)" NHID study"" 2 = Probabilistic Mean
. _ _ NYHA II € 1,878 (€ 10,166)* NHID study = 40 000 € + i Bt
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Association [NYHA] class II/1ll), following French health economic Results
gui delines’. Incremental discounted QALYs

Base-case analysis

* QOver a lifetime horizon, mavacamten + SoC resulted in an incremental
QALY gain of 1.52 and an incremental LY gain of 1.35. This
differential primarily stems from a higher proportion of patients in
NYHA class | in the mavacamten arm, reflecting mavacamten’s
effectiveness data from the EXPLORER-HCM trial and accumulation of
higher utilities and lower mortality rates. In total, patients
accumulated an additional 4.33 LYs and 4.21 QALYs compared to the
SoC within the NYHA | class.

« Total healthcare costs for mavacamten + SoC compared with the SoC

Model overview

 The base-case analysis was conducted from a French healthcare
perspective. Given the impact of obstructive HCM symptoms on
patients’ ability to complete daily activities, a limited societal
perspective including productivity loss costs, was evaluated in a
scenario analysis.

« A four-state (NHYA I, Il and llII/IV and death) Markov model structure

Figure 4. Cost-effectiveness acceptability curve
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was developed (Figure 1). NYHA lll and IV classes were combined alone were estimated to be €172,060 and €49,409, respectively, o SoC
given the limited data available for NYHA 1';/ patients in the resulting in an incremental cost of €122,651. Additional incremental o |
EXPLORER-HCM trial and the French BEMY reg1str¥ : costs was driven primarily by treatment acquisition costs (€133,042)
* Costs and health outcomes were projected and discounted at 2.5% per offset by NYHA class monitoring (€10,966), subsequent treatments o | | . | | | |
year over a lifetime horizon (implemented by following the (€551) and palliative care savings (€117). €,0 €20,000  €40,000  €60,000  €80,000  €100,000 €120,000  €140,000

hypothetical cohort of modelled patients until they died or reached
the age of 100 years).

« Detailed health and costs results are presented in the Table 2. Willingness to pay (cost per QALY gained)

Table 2. Detailed base-case analysis health and costs outcomes
Figure 1. Model structure

SoC alone Increment

Mavacamten + SoC

T T T T T T T T T T T T T T T T T T T T T T : : Limits
l | Efficacy outcomes (discounted)
I
| NYHA | NYH A”/) | Lo e 175-5812 134°1‘;7 lgg’ - Where data were scarce, model assumptions were kept conservative
| | NYHA I 6.03 235 132 particularly regarding mavacamten long-term efficacy extrapolation,
| | NYHA [1/1V 2.28 3.95 -1.67 although the readout of study extension data (i.e., EXPLORER-LTE)
[ | Total QALY e 174-3%0 133-0-:8 1212 has shown a stabilization in NYHA class beyond week 30"3.
| : NYHA 11 5.64 6.88 1.24 « EXPLORER-HCM did not collect mortality and morbidity endpoints and
| NYHA/> I NYHA 1II/1V 1.97 3.42 -1.45 as such causal association of real-world outcomes and NYHA class was
lr v } Costs outcnted) = = e assumed.
| : g :
fe e roTTTTT T Total lifetime costs € 172,060 € 49,409 € 122,651 « Economic models are a simplified assessment of potential longer-term
| Acquisition € 134,582 € 1,240 € 133,042 outcomes and as such this might not correctly reflect actual practice.
* Treatment specific €1143 ¢ €1.143 . ) T . . o
{ Deaths J monitoring ’ ] ’ « Data primarily based on clinical trials. Impact in real world clinical
Nvﬂénizi]s: € 32,440 € 43,407 _€10,966 practlcteh is still to be determined, with various studies seeking to
aDeath state is accessible from all non-death health states aSSESS 1S.
Abbreviations: NYHA: New York Heart Association SUb AE rT]catnag?cmenE E 283 €€17;;1 €€1 321
ubsequent treatmen s -
Palliative care €2,174 € 2,290 - €117

Conclusion

Abbreviations: AE: Adverse Event; LY: Life Year; NYHA: New York Heart Association; QALY: Quality Adjusted Life Year

« Consequently, the discounted ICUR was €80,799 and the ICER
was €91,063 (Table 3).

« Two distinctive periods composed the time horizon: a “short-term”
period up to 30 weeks, alighed with the longest randomised trial data
available comparing mavacamten + SoC vs placebo + SoC alone, and a
“long-term” period thereafter.

 Model outcomes included total and incremental costs, quality-
adjusted life years (QALYs), life-years (LYs), incremental cost-
effectiveness and cost-utility ratios (ICER and ICUR).

* The robustness of results was tested with a deterministic sensitivity
analysis (DSA) and a probabilistic sensitivity analysis (PSA).

» This cost-effectiveness analysis conducted over a life-time horizon
and within a French healthcare perspective demonstrated that the
addition of mavacamten to SoC is cost-effective compared to SoC
alone in France, on a public list price basis.

 The results are considered robust given the limited uncertainty
provided in the sensitivity and scenario analyses and the positive
methodological assessment by the CEESP.

 The introduction of mavacamten has a notable impact on the
reduction of NYHA-based HCRU and productivity loss costs, showing
an indirect economically benefit but also addressing unmet needs

Table 3. Deterministic base-case analysis results

QALYs

SoC alone 49 409 € 14.47 13.38

Mavacamten + SoC 172 060 € 15.82 14.90 91 063€ 80 799€
Abbreviations: SoC: Standard Of Care; LY: Life Year; QALY: Quality Adjusted Life Year; ICER: Incremental Cost-Effectiveness
Ratio; ICUR: Incremental Cost-Utility Ratio

Strategies

ICER (€/LY) ICUR (€/QALY)

Sensitivity analysis
Model inputs « When performing the DSA, adjusting variables by -/+10%, the greatest
« Short-term transition probabilities were directly derived from the impact observed on the ICUR was adjusting the mortality HR for NYHA

EXPLORER-HCM trial, mirroring short-term variable cycle lengths for
both treatment arms until week 30.

lI/1V versus NYHA | from 4.94 to 4.04 and 5.97 respectively, with an
impact <10% on the ICUR (Figure 2).

for patients.

« Afterwards, patients were assumed to retain the NYHA class achieved +« The mean ICUR obtained from the PSA was almost identical to the :Riferﬁsncte? PP
o e « o . . . . . . . . Maron , €t al. Circutation s . -
at the end of week 30. To address the lack of clinical validity of this base-case deterministic one (€80,777 vs €80,799), highlighting the low 2. Arbelo E, et al. Eum;ean Heart Journal 2023; 3503-3626
hypothesis, an additional natural disease progression matrix was uncertainty associated with the analysis (Figure 3). 3. Ommen SR, et al. J Am Coll Cardiol 2020;76:e159-240
applied in the long-term period to both arms to reflect anticipated . The cost-effectiveness acceptability curve demonstrates that ey 0
. d . f disease over time informed b the . ) . 5. Olivotto I, et al. Lancet 2020;396:759-769
progression an .wor1soemng 0 ) y mavacamten + SoC would be cost-effective in 80% of cases at a 6. Desai MY et al. J Am Coll Cardiol. 2022; 95-108
French REMY registry™®. willingness-to-pay threshold of €93,750 per QALY (Figure 4). 7. TC opinion - Mavacamten (2023)
8. CEESP economic opinion - Mavacamten (2024)

All grade treatment-related adverse events (AEs) observed in the
EXPLORER-HCM trial were applied throughout the entire simulation,
with an impact on costs and utilities only for grade 3-4 AEs.

French value set weighted EQ-5D-5L data derived from the
EXPLORER-HCM trial were used to estimate treatment independent
utilities by NYHA classes.

Broader perspective scenario analysis

An additional scenario was explored looking at the impact of
absenteeism in the model, based on productivity loss costs estimated
using the NHID', yielding a reduction in the deterministic ICUR from
€80,799 to €77,290.

Abbreviations: AE, adverse event; CEESP, Commission for Economic and Public Health Evaluation; DSA: deterministic sensitivity analysis; ICER, incremental cost-effectiveness ratio; ICUR, increment cost-utility ratio; LY, life-years; NHID, National Health Insurance Database, NYHA, New York Heart
Association; obstructive HCM, obstructive hypertrophic cardiomyopathy; PSA, probabilistic sensitivity analysis; QALY, quality-adjusted life years; SoC, standard of care; TC, Transparency Committee
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