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• Ultra-rare autosomal recessive disease

• Mutation in the HGD gene, which encodes the enzyme HGD 

(homogentisate 1,2-dioxygenase)

• Multisystemic disorder: amyloidosis, cardiovascular complications, 

chronic inflammation, oxidative stress.
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The clinical problem CSB Meeting 2026

Translate multiple functional measures into a single, clinically intuitive metric: the functional age gap.
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Health Assessment
Questionnaire - Disability Index Knee injury and 

Osteoarthritis Outcome Score



Statistical Analysis
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Functional Age Gap prediction
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Conclusions
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The functional age gap condenses functional information into a single clinically 
intuitive descriptor.

Premature decline

Most AKU patients appear 
functionally older than 

expected.

Systems-level 
phenotype

The gap integrates pain, 
disability and mobility into a 
single emergent phenotype.

Precision-medicine

It may support patient 
stratification and identification 
of unexpectedly severe cases.

Potential applications

A candidate digital endpoint 
for future treatment-response 

studies.

• Validate the metric in larger, longitudinal cohorts.
• Integrate treatment exposure, imaging and biomechanical parameters.

Potential applications

Next steps
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