Supplementary Figure S1. Flowchart for phenotypic severity designation in individual patients with
ZSD reported in the literature and from our natural history study. The choice of features listed above
for each phenotypic severity was based on published cardinal clinical features and on information
collected from our natural history study (Braverman et al. 2016 PMID 26750748, Klouwer et al. 2015
PMID 26627182, clinicaltrials.gov identifier NCT01668186).

Does the patient have a severe ZSD presentation?

Must include at least 4 of the following features:

Clinical findings Malformations on imaging studies

Neonatal seizures Polymicrogyria on brain MRI or autopsy

Hypotonia Bilateral renal cortical microcysts on ultrasound

Failure to thrive Chondrodysplasia punctata on hips or knees on X-Rays
Age at death <2yo

e

YES NO
/

Severe ZSD

Does the patient have an intermediate ZSD presentation?

Must include at least 2 of following features:

Clinical findings Developmental progress
Adrenal insufficiency Inability to walk independently (>2yo)
Gastro-esophageal bleeding Inability to communicate with at least 2-3 words sentences (>2yo)
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