DISEASE PROFILE
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VEXAS SYNDROME WAS |n|t|aIIy described ments in an emerging autoinflam-

in December 2020 by Beck et al. using a hmtfgg%%'lsgféﬁg aren 0 o
genome-driven approach to screen

peripheral blood exome data to identify 25

patients with a mutation at codon 41

(p.Met41) in UBA1, a gene located on the

X chromosome encoding E1. These

patients, all elderly males, showed

overlapping clinical manifestations often

with systemic inflammation and associated

haematologic abnormalities.

Systemic Findings: Head and Neck:

e Fever e Nasal and ear
¢ night sweats chondritis
o fatigue e episcleritis &
e weight loss periorbital edema
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— Pulmonary:
Hematologic: e pleural effusion
e Bone marrow ¢ neutrophilic
vacuoles alveolitis
e MDS
e Cytopenias F
Vascular: 7 g?.? Skin:
e Venous w7 e Neutrophilic
thromboembolism Dermatosis
¢ Vasculitis ‘ ® ¢ Livedo Reticularis




Sample positive report

Test Description:

This is a comprehensive molecular profile which uses next generation sequencing (NGS), Sanger
Sequencing and fragment analysis testing performed on cell-free DNA (cfDNA) to identify molecular
abnormalities (including SNVs, INDELS and CNVs) in 179 genes implicated in hematologic neoplasms,
including leukemia, lymphoma, myeloma, and MDS. Whenever possible, clinical relevance and implications
of detected abnormalities are described below.

Detected Genomic Alterations

UBA1 TET2 Suz12 No evidence of
chromosomal
structural gain or
loss

Heterogeneity
There is a dominant abnormal clone with UBA1 mutation. The TET2 and SUZ12 mutations are detected in
very small subclones.

Diagnostic Implications
UBA1, TET2, SUZ12 These abnormalities are consistent with VEXAS (Vacuoles, E1 enzyme, X-linked,
Autoinflammatory, Somatic) syndrome

Therapeutic Implications
SUzZ12 SUZ12 mutation may suggest sensitivity to bromodomain inhibitors.

Prognostic Implications

UBA1 Unknown
TET2 Neutral




