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Methods:

Guideline development procedure:

This guideline largely reflects the consensus opinion of clinical experts in PKAN. In addition, peer-
reviewed publications were systematically searched for, evaluated, and their conclusions
incorporated into this document when applicable.

A draft guideline was developed and submitted for review in four phases (approved by the OHSU IRB
as protocol e8165). The first was to an international group of clinical experts, each with more than 10
years of experience with PKAN. Based on their recommendations, revisions were made and a second
phase of review was sought by leaders of international patient advocacy groups. After further
revisions were incorporated, a draft was shared with people with PKAN and their family members
from nine affected families who commented further. Finally, an open call to the NBIA community
was made via the NBIAcure.org website for final reviews and comments.

Comprehensive, systematic review of the literature

PubMed (http://www.ncbi.nlm.nih.gov/pubmed)was searched lJanuary—February 2016 using the
following search terms: ‘PKAN’, ‘pantothenate kinase-associated neurodegeneration’, ‘HSS,
‘Hallervorden-Spatz syndrome’, ‘NBIA’, and ’neurodegeneration with brain iron accumulation.’
Limited consideration was made of publications utilizing aggregated data from multiple NBIA
disorders or in which a diagnosis of PKAN could not be confirmed based on the information provided.

The guideline is based on expert consensus, due to limited available evidence.

Guideline development group:

Penelope Hogarth, Department of Molecular & Medical Genetics, Oregon Health & Science
University, Portland, USA; Department of Neurology, Oregon Health & Science University, Portland,
USA

Manju A.Kurian, Molecular Neurosciences, Developmental Neurosciences Programme, UCL Institute
of Child Health, London, UK

Allison Gregory, Department of Molecular & Medical Genetics, Oregon Health & Science University,
Portland, USA

Barbara Csanyi, Molecular Neurosciences, Developmental Neurosciences Programme, UCL Institute
of Child Health, London, UK

Tamara Zagustin, Department of Physiatry, Children's Healthcare of Atlanta, GA, USA

Tomasz Kmiec, Department of Child Neurology, The Children's Memorial Health Institute,Warsaw,
Poland

Patricia Wood, NBIA Disorders Association, El Cajon, CA, USA

Angelika Klucken, Hoffunngsbaum e.V., Velbert, Germany

Natale Scalise, AISNAF — Associazione Italiana Sindromi Neurodegenerative Da Accumulo Di Ferro,
Rossano, Italy

Francesca Sofia, Science Compass, Milano, Italy

Thomas Klopstock, Department of Neurology, Friedrich-Baur-Institute, Ludwig-Maximilians-
University, Munich, Germany; German Center for Neurodegenerative Diseases (DZNE), Munich,
Germany; Munich Cluster for Systems Neurology (SyNergy), Munich, Germany

Giovanna Zorzi, Department of Pediatric Neuroscience, IRCCS Foundation Neurological Institute C.
Besta, Milan, Italy

Nardo Nardocci, Department of Pediatric Neuroscience, IRCCS Foundation Neurological Institute C.
Besta, Milan, Italy

Susan J. Hayflick, Department of Molecular & Medical Genetics, Oregon Health & Science University,
Portland, USA; Department of Neurology, Oregon Health & Science University, Portland, USA



Disclaimer:

Clinical practice guidelines, practice advisories, systematic reviews and other guidance published,
endorsed or affirmed by ERN-RND are assessments of current scientific and clinical information
provided as an educational service. The information (1) should not be considered inclusive of all
proper treatments, methods of care, or as a statement of the standard of care; (2) is not continually
updated and may not reflect the most recent evidence (new information may emerge between the
time information is developed and when it is published or read); (3) addresses only the question(s)
specifically identified; (4) does not mandate any particular course of medical care; and (5) is not
intended to substitute for the independent professional judgement of the treating provider, as the
information does account for individual variation among patients. In all cases, the selected course of
action should be considered by the treating provider in the context of treating the individual patient.
Use of the information is voluntary. ERN-RND provided this information on an “as is” basis, and
makes no warranty, expressed or implied, regarding the information. ERN-RND specifically disclaims
any warranties of merchantability or fitness for a particular use or purpose. ERN-RND assumes no
responsibility for any injury or damage to persons or property arising out of or related to any use of
this information or for any errors or omissions.
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