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© METHODS

» To assess how variants originally classified as VUS have
changed over time, each variant that was originally
reported as VUS was researched using Human Genome
Build hg38 and germline classifications in Franklin,
Varsome, and ALPL Gene Variant databases to verify
whether that variant is currently (as of November 2025)
considered as Pathogenic/Likely Pathogenic, VUS, or
Benign/Likely Benign.

* Included patients were required to have genetic testing
data avallable. Testing was performed prior to treatment
INitiation.

* This retrospective, observational study analyzed ALPL
genetic testing data of adult patients (aged =18 years)
with HPP in the United States (US) who initiated
treatment with asfotase alfa (AA).

Genetic Characterization
and Clinical
Manifestations in Adults
with Hypophosphatasia in
the United States

- The results were classified as positive (=1 pathogenic/
likely pathogenic variant), negative (benign/ likely benign
variant(s) only or no variant reported), or uncertain (VUS
variant(s) only), as reported by the testing laboratory. For
patients with a VUS, the identified variant(s) were
recorded.

- Data (11/1/2015 to 6/30/2025) were sourced from
PANTHERX Rare’s proprietary SWFT™ platform, which
captures a large database of genetic and clinical data for
HPP patients. PANTHERX Rare is a rare disease specialty
pharmacy that dispenses almost all of AA prescription
fills In the US, oversees patient intake, and coordinates
the prior authorization process, supporting appropriate,
timely access to therapy.

— For each variant originally classified as VUS, we
reported the current classifications based on the three

* Chi-square tests were used for categorical variables and detabeses 5 wn | 55 The comeare arae hemmean Therm

one-way ANOVA was used for continuous variables to
compare across groups based on genetic testing results.

* Clinical manifestations and ALP enzyme levels prior to
treatment were obtained from medical records.
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Figure 1: Patient Flow Diagram
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N=748 (32.8%)

Note that all percentages were calculated using the total number of patients in the PANTHERX Rare database (N=2,281) as the denominator.

INTRODUCTION © RESULTS AND INTERPRETATION

* Hypophosphatasia (HPP) is a rare, chronic, and progressive
metabolic disorder caused by deficient tissue-nonspecific
alkaline phosphatase (ALP) activity.! This deficiency impairs
bone and tooth mineralization and disrupts calcium and
phosphate regulation, leading to a range of skeletal and non-
skeletal symptoms.}?
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. . . Figure 3: Symptoms Reported by Patients with HPP, by Genetic Testing Results (N=311)
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Symptom Burden

* Both genetic testing results and

GT, genetic testing results; VUS, variant of uncertain significance.

* Dental manifestations were the only

Pathogenic/Likely Pathogenic: 38
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(57.4%) according to Varsome databases
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many of the VUS are rare, they may not
be supported by sufficient evidence to
be included in the ALPL Gene Variant

(P=0.03).
— Premature tooth loss was reported by

— Pain and weakness were the most
common symptoms across all groups.
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respectively (p=0.96); bone pain
occurred in 79.1%, 88.5%, and 74.1%
(p=0.41).

— Difficulty walking was reported by
43.0%, 34.6%, and 44.4% with positive,
negative, and VUS results (p=0.69).

— Fractures were common in all groups,
affecting 72.1%, 69.2%, and 85.2% with
positive, negative, and VUS results,
respectively (p=0.31).

ALP Levels

- Among patients with HPP, 98% had low
(=40 IU/L) or borderline low (<45 1U/L)
ALP levels.

— The proportion of patients with low
ALP levels was similar across the
groups: 94.2%, 89.1%, and 93.9% among
those with positive, hegative, and VUS
results, respectively (P=0.12).

references speaks to the complexity of
the genetic landscape of HPP and the
need for nuance in interpretation of
genetic testing results.

A majority of variants
originally described as VUS

have since been re-classified
as pathogenic / likely
pathogenic
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