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Background

Robust evidence generation in ultra-rare Figure 1. Observed evidence limitations N
paediatric disorders is challenging due to: The uncertainties identified by clinicians (1a) and payers were generally understood within the context of the ultra-rare,

_ _ _ _ neuromuscular disease and would still allow for positive HTA and clinical decision-making as well as provide a significant
* The scarcity and geographical dispersion | (jinjcal benefit to patients (1b).

of patients,

: 1.a. Frequency of mentions of evidence gap on 1.b. Overall impression of the trial data in treating
- The severe nature of the disease, decision-making paediatric patients with NDMs
- Ethical considerations regarding Lack of control
participation in a prolonged trial. group, 1 No Meaningful Clinical

The opportunities for addressing evidence S Insufficient Benefit
gaps are limited due to: sample statistical o o |
* The time needed to generate additional size, 5 e Minimal Clinical Benefit
data pre-submission,
- A lack of robust natural history or Lack of Moderate Clinical Benefit
functional

comparative data, or registries through
which it can be collected.

outcomes, 4

Significant Clinical Benefit

Thus, the evidence package may often
contain uncertainties relevant to
conventional health technology assessment

Major Clinical Breakthrough 0O

. .. : Short trial
(HTA) and clinical decision-making. duration. 4 Number of
. d mentions Number of respondents
However, in the context of the ultra-rare
paediatric disease some uncertainties Figure 2. Further evidence generation would increase the meaningfulness of trial data
might carry a different weight or be Payers and clinicians proposed broadly similar evidence generation strategies, that would increase the decision-relevance
accepted by the relevant stakeholders. of the RCT outcomes and improve the HTA/clinical decision-making.
Thus, there is a need for a structured 2. Suggested evidence generation strategies
methodolog_y to Ijellably characterlze_ - Evidence Proposed Proposed idence s
expected trial evidence gaps and prioritize generation by proxy- by ddroscad Rationale Limitations
potential methods to address uncertainties strategy payers clinicians Hlefeliztzios
from a payer and clinician perspective. Use of historical . . Identification of historical
. controls Yes Yes Lack of comparative data, |Increased available data
A|m$ Real- d evid small sample size, lack of | safety and efficacy Sufficient patient
e _ €al-world evidence Yes Yes functional outcomes data dtricient patien
To assess how a clinician Delphi panel, _data recruitment
supported by proxy-payer interviews, can Indirect Treatment | . Identification of eligible
identify and prioritise evidence uncertainties Comparison against Yes No Lack of comparative data |Comparison to SoC frials
in ultra-rare paediatric disorders trials, and Standard of Care :
t luate f ibl idence-agen tion Short trial duration, small Extrapolation of Not accepted by payers
O €vd L_Ja € I€asible evidence-ge erg _'O Use of adult data Yes Yes o o ' safety and efficacy . i
strategies that can support HTA decision- Sample Siz€ data IN some countries
making. Study extension Yes Yes Short trial duration Longer-term data Time constraints
Subgroup analysis No Yes Lack of comparative data communicating J . :
C . : : due to population size
- Data from paediatric patients with non- safety
dystrophic myotonias (NDM) enrolled in Educational tools No Yes Most gaps Implzﬁ\ésvslecclllgéuan No new data generated

the MEX-NM-301 (NCT04624750)! and
MEX-NM-303 (NCT04622553)2 mexiletine Figure 3. Case series would satisfy evidence limitations

A paediatric patient case series was suggested by proxy-payers and clinicians as a sufficient way to address evidence

_ gaps in the absence of RCT data. Clinicians expressed that it would increase their confidence in prescribing paediatric

* The study recruited 10 European proxy- mexiletine (3a) and that it would address identified evidence gaps (3b). This suggests its potential acceptability in HTA
payers from 5 countries who discussed and clinical contexts for ultra-rare conditions.
HTA-relevant evidence gaps in presented

trials were used as a case study.

o _ ) o F 3.a. Impact of case series study on prescription confidence. Number of respondents

clinical trials and their potential impact | |

on pricing and reimbursement decisions. Confidence remains the same 0
- Subsequently, a two-round clinician Slightly more confident in prescribing I 3

Delphi panel, recruiting 12 European Moderately more confident in prescribing I 2

clinicians experienced with treating . . . .

L Substantially more confident in prescribing I 7
paediatric NDM, was conducted.
.. . . : No further uncertainties in prescribin

- Round 1: Clinicians identified evidence g 0

gaps relevant to their clinical practice 3.b. The extent to which the case series study would address evidence gaps
and assessed the importance of the
evidence gaps highlighted by proxy- The evidence gap is no longer present 8
payers. - . 5 " Safety and
Evidence gap sufficiently addressec E tolerability
* Round 2: Clinicians revised their Evidence gap satisfactorily addressec > 6 N |
responses based on the consolidated , ® Clinical efficacy

round 1 results to achieve consensus and

d
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can meaningfully reduce uncertainty, support clinician
confidence, and inform HTA decision-making. For example,
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