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Table 2. Summary overview of HTA judgement on functional measures®?
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INTRODUCTION

e Despite recent advances in rare disease research, only e European HTA bodies differentially appraised the benefit e Ongoing assessments and future reassessments of these
5% of identified rare diseases have an effective of ataluren, elosulfase alfa, and asfotase alfa (Table 1). Cj + NICE e Considered broadly appropriate to assess e Not routinely used in clinical practice drugs may change their future reimbursement status.
treatment option 1 . : . & emwr the benefits of treatment (DMD, HPP)

' e The HTA bodies evaluated various functional measures e Provides some indication of real-life . May 1t be relevant for assessing clinical e The targeted search approach used for these analyses

e Obtaining market authorisation does not guarantee that differentially for their relevance and effectiveness treatment benefits in patients (MPS IVa) outcomes or quality of life (HPP) may be susceptible to selection bias.

. . . .3-23 °® 1 . . o]
the .p.roduct W!|| be relmburseo!. Payers may require (Table 2): ?Jﬁﬁﬁfﬁiigb{ﬁiigﬁzﬁfsf I(i/\Sra“ » Not all the information about the acceptability or
additional clinical and economic assessment via a health — The 6-minute walk test (6MWT) was considered an « Observed improvements in 6MWT during relevance of functional measures were available on HTA
technology assessment (HTA) process. appropriate assessment tool by NICE and AEMPS, clinical trials correspond to real-world websites. Therefore, caution should be exercised when

e Rare diseases often result in a wide spectrum of with TLV’s experts indicating that the 6MWT has 'mplfct’verpl?f”tsl\'xp‘g"lr:/'ca' outcomes and interpreting the provided findings.
disabilities. However, scientific information on how become an established measure of effectiveness. quality of ife ( a)
these disabilities occur mechanistically is lacking, which ZIN also recognised 6MWT as an important outcome & SMC e Considered broadly appropriate to assess e Provides an indirect measure of endurance CO N C LU S I O N S
renders the evaluation of drugs aimed to treat such measure in MPS IVa and DMD. The G-BA considered <> the beneﬁ‘Fs of treatment | and functiona!ity in I?IVID and MPS [Va, but
conditons challenging SMWT 3 relevant autzome messure for DMD and MPS e * The SMWT was the most requently evluated outcorne

IVa, but not for HPP 5 y ol yomst used to assess treatment benefit in the rare disorders

e Sensitive and valid clinical endpoints serve as essential the study was designed

tools to measure improvements in patients’ physical — Forced vital capacity (FVC) as a pulmonary function s o b - . P | Vr;eegr;\ﬁzhbgﬁﬁg ilr']r,i Vgg;; feFrI/e(;aa”r?l dag,fﬁgﬁsnocﬁcgﬁge
. . . . measure was acce ted b NlCE and Considered an 2, AEMPS ® onsiaere roadly appropriate to assess o dS IOW SpPeCITICITY anad Cahn pbe Intfiuence ) .

and functional wellbeing, to captgre multiple domains . fant det .p ' :ﬁ inical out for MPS - the benefits of treatment by external factors (DMD) measures like 3MSCT, NSAA, TTGUS/10-metre run were
of complex and heterogeneous diseases. Payers 'mportant aeterminant ot clinical outcomes 1ot + It has wide variability with respect to also considered applicable, but to varying extents. This
evaluate these as a critical part of the HTA process to IVa baseline values (DMD) targeted review h|gh||ghts the wide range of opinions
decide the overall effectiveness and value of a potential — The 3-minute stair climb test (3MSCT) was considered p Cons . of European HTA bodies towards the same functional

, _ . _ TLV e Considered broadly appropriate to assess £ th N , d the chall ¢
treatment. a valid measure in MPS IVa by ZIN but was questioned X the benefits of treatment measures tor t e same therapies, and the cha enge o

by G-BA developing an evidence package that meets all their
e Considered a relevant treatment (DMD e C tb dt treatment benefit specified requirements.
— The North Star Ambulatory Assessment (NSAA) and G-BA N?;S‘c"lvzge arelevant treatment ( of (Hag;;) © HSEH 0 a55Ess HEAHMENT BENE P X

e European HTA bodies view the applicability of these

OBJECTIVES Time to Get Up and Stand (TTGUS) or 10-metre run

functional measures differently. Despite negative

are often used in clinical practice as per NICE 71N e Considered broadly appropriate to assess ; 'HTA bod! ' bliched
e To understand how European HTA bodies appraise documentation in the UK but considered less relevant the benefits of treatment ]cc:ommentls rom SEVErd ] 6IC\)/I\I/$$ well-esta ;S ©
. . (MPS IVa, DMD) used in clinical practice for rare muscular, skeletal and
. . . . P )
following rare disease treatments: ataluren for Table 1. Reimbursement decision by HTA bodies e Routinely used in clinical practice (DMD) 9 Gve disord
. | | neurodegenerative disorders.
Duchenne muscular dystrophy (DMD), elosulphase alfa e Correlated with the physical domain of The devel X t 1 sub t
° ° . ° .
for mucopolysaccharidosis type 1Va (MPS IVa), and quality of life (DMD) e eletelie ghiieln, eletelpiteints); el SthbEglden
. . NICE * distribution of new and innovative treatments for rare
asfotase alfa for paediatric onset hypophosphatasia g 0 . . ac of HTA-related
(HPP) gig FVC + NICE * Important determinant of clinical outcomes leeizss willl lsgl s rsiieeinling & sellizs € Areles
' & AWMSG Q T Q @ for patients (MPS 1Va) challenges, including the lack of a tailored and uniform
HTA evaluation method for functional measures and
: , ) : . :
,:¢ SMC Q 8§ 6 @ IMSCT o e Considered unsuitable for patients (MPS [Va) different levels of payers’ hesitancy in considering them.
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