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@@ M et h od s IT, Italy; MMA, methylmalonic acidemia; PA, propionic acidemia; PI, principal investigator; SP, Spain; UK, United Kingdom; US, United States
Study design Clinical expert selection e During the Round 2 survey, clinicians selected frequency of
L. . L o _ MDEs (n=4, 67%) and age at onset (n=2, 33%) as the top
e See Figure 1 for an overview of the Delphi survey study e C(Ciriteria for clinical expert participation included: being in practice two most important factors
design for at least 20 years, actively treating patients with PA and MMA,

and also conducting or participating in relevant research

e A multi-national panel (USA: n=2; UK: n=2; ltaly: n=1;
Pre-survey questionnaire Spain: n=1) was intentionally sought to address potential

Figure 1. Overview of the Delphi survey study design

e Distributed to clinical experts (n=5) to identify core differences across regions
signs/symptoms, lab results/biomarkers, and other important

factors to inform on the assessment of PA severity e The clinical experts’ background is shown in Table 1 5 —

Mol | Analysis

» Distributed to clinical experts (n=6) to assess the importance
and sensitivity of factors identified in the pre-survey and

in discussions with clinical experts ® The data collected throughout the study were summarized
using descriptive statistics (eg, n, percentage, mean,
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« Development of draft IGA-S ® Free-text data was analyzed via qualitative content analysis 0 I

to identify key concepts, establish categories, and count

Round 2 r
 Distributed to clinical experts (n=6) to gain consensus on standard deviation [SD])

draft severity level-definitions for each of the IGA-S factors

Round 3

e Series of written communications and virtual meeting with
clinical experts (n=5) to gain consensus and refine IGA-S
factors, levels, and scoring O~O’O

» Discussion of use of IGA-S in MMA D_ll:l Res u Its

frequencies of occurrence™

e See Figure 3 for additional details on the relative

importance of the factors

Figure 3. Rank order of the top three most important

factors in evaluating PA severity, Round 2 (N=6)
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MDE, metabolic decompensation event; PA, propionic acidemia

IGA-S * Following the Round 2 survey, the most important factors e Following the Round 2 survey, a series of discussions led to
* Finalization of IGA-S and initial scoring algorithm for evaluating PA Severity were frequency of metabolic further refinement and finalization of the IGA-S

IGA-S, Investigator Global Assessment of Severity; MMA, methylmalonic acidemia; PA, propionic acidemia duration Of MDES (43 [1 2]), age at Onset (42 [04]),
_ , o biomarkers/lab values (3.7 [0.5]), cognitive impairment
e The Delphi survey was designed to gain clinical expert (3.5 [0.5]), and dietary restrictions (3.0 [1.3])

consensus of the most important factors for assessing PA
disease severity from a clinical perspective (without factoring
in potential confounders, such as healthcare systems), as

well as appropriate level-definitions for each factor individual factors

® The first two rounds were programmed into an online format
using the Qualtrics online survey platform (Qualtrics, Provo,

decompensation events (MDEs; mean [SD]: 5.0 [0.0]), e These discussions focused on other long-term disease

complications, clarification on routine vs non-routine
biomarkers/lab values, use of “sick day diet” regimen,

the possibility of initiating treatment prior to the initial
presentation (if detected via newborn screening), an initial
proposed scoring algorithm, and confirmation that the

e See Figure 2 for Round 2 compared with Round 1
regarding mean rating of the overall importance of

evaluating PA severity, Round 2 vs Round 1 (N=6)

iInstrument is appropriate to use in MMA

Figure 2. Overall importance of individual factors in ® The final conceptual framework of the IGA-S is shown in
Figure 4

UT, USA). Individualized survey links were sent to the clinical . Figure 4. IGA-S conceptual framework
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€, Conclusions

e This study established consensus among clinical experts and standardized concepts
to assess the severity of PA consistently in patients with PA, including age at disease
onset, frequency of MDEs, duration of MDEs, indicators of MDEs, long-term disease
burden, and dietary restrictions

e The IGA-S is fit-for-purpose for use in clinical trials in patients with PA, and could
also be used in general clinical practice

e The IGA-S was also confirmed to be fit-for-purpose for use in patients with MMA

e The initial proposed scoring algorithm was confirmed to be clinically meaningful.
The next steps in this research should aim to further validate the proposed scoring
algorithm
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