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INTRODUCTION/EXECUTIVE SUMMARY

Meeting Overview

This report focuses on the findings from the Externally-Led Patient-Focused Drug Development (EL-PFDD)
meeting held on May 28, 2024. The EL-PFDD meeting for peroxisomal disorders (PD) was hosted by the
Global Foundation for Peroxisomal Disorders (GFPD), in a coordinated effort with the FDA-led PFDD
meetings to more systematically engage patient perspectives on their experiences and current available
therapies used to treat their conditions. This meeting identified topics, symptoms, and challenges deemed
most impactful by patients, families, and caregivers. The report also contains insightful survey responses
and personal stories of individuals affected by a PD. Due to speech and cognition challenges in the various
PD, the majority of the information collected for this effort was gathered from family caregivers (parents and
legal guardians) of individuals affected by PD.

A total of 281 individuals were present for the meeting. These included individuals diagnosed with a PD,
parents of diagnosed patients, siblings of people diagnosed with a PD, community advocates, and
professionals in the field. The majority of the families represented patients who were diagnosed with
Zellweger spectrum disorder (ZSD), with some families diagnosed with D-bifunctional protein (DBP)
deficiency, and one family diagnosed with alpha-methylacyl-CoA racemase (AMACR) deficiency. There were
some families with more than one member living with a PD and disease severity ranged from mild to severe
impacts on daily life. Existing treatments were generally reported to have varying success in terms of
managing symptoms, with many experiencing unmet medical needs. A total of 35 individuals diagnosed
with a PD were in attendance at the meeting. Eighty-two primary caregivers (parents/step-parents/legal
guardians) of both living and deceased individuals diagnosed with a PD attended the meeting. A link for the
meeting recordings can be found here.

Overview of Peroxisomal Disorders

Peroxisomal disorders represent multi-organ disorders due to the involvement of Peroxisomes in essential
metabolic processes across various cells. (Braverman et al., 2016; Steinberg et al., 2006). PD can be divided
into 2 major categories: peroxisome biogenesis disorders (PBD), and single peroxisomal enzyme/protein
deficiency disorders (SEPD).

PBD are caused by pathological variants in one or multiple of the 14 distinct PEX genes, which encode for
peroxins, proteins involved in multiple peroxisomal functions (Steinberg et al., 2006; Wanders & Waterham,
2006; Waterham & Ebberink, 2012). PBDs can be separated into Zellweger spectrum disorders (ZSD) and
rhizomelic chondrodysplasia punctata (RCDP). ZSD represent a heterogeneous group of diseases originally
known as Zellweger syndrome (ZS), neonatal adrenoleukodystrophy (NALD), infantile Refsum disease (IRD),
and Heimler syndrome (Biase et al., 2020; Klouwer et al., 2015).

Individuals with single enzyme or protein deficiency disorders (SEPD) typically have peroxisomes within
their cells, however, there are generally defects in the function of individual enzymes, membrane
transporters, or other proteins within the peroxisome. SEPD disorders include acyl-CoA oxidase (ACOX1 or
ACOX2) deficiency, alpha-methylacyl-CoA racemase (AMACR) deficiency, D-bifunctional protein (DBP)
deficiency, X-linked adrenoleukodystrophy (X-ALD), adult Refsum disease (ARD), and several others (Hacia,
2023; Wanders & Waterham, 2006). Patients with SEPD may present less severely than those with PBD,
however, this varies based on the severity of each individual’s disorder (Hacia, 2023; Wanders & Waterham,
2006).

Overall, the approximate incidence of PD is 1 in 5,000 newborns, with X-ALD being the most common (1 in
17,000 births), and ZSD being the next most common (1 in 50,000 births) (Waterham, 2016; Steinberg, 1993).
Given that there is already an existing Voice of the Patient Report for X-ALD, the primary focus of this report
will not be on X-ALD.



















































































































