
Diagnosis of Fabry Disease 
through Renal Services1

• Fabry Disease is a life-limiting, inherited condition resulting from deficient α-galactosidase A (α-GAL A) activity2,3

• This causes pathogenic accumulation of globotriaosylceramide (Gb3 or GL-3) and other metabolites that can lead to cardiac hypertrophy, fibrosis and conduction abnormalities3

Presented with a case of unexplained CKD:

persistent proteinuria/albuminuria or eGFR <90ml/min/1.73m2

[Do not rule out Fabry Disease with likely primary renal diagnoses of:- Hypertension without urine  
abnormalities; small renal artery ischemic nephropathy; or cystic kidney disease]

Take a family history and thorough medical history

- Consider testing if patient has symptoms suspicious of Fabry Disease

- Consider Renal Biopsy for investigation of unexplained CKD or proteinuria without significant
family history and when Fabry diagnosis not previously considered

Provide patient information and obtain informed consent

Perform biochemical/ genetic investigation for Fabry Disease

Unexplained CKD in male Unexplained CKD in female

Positive result – refer to Genetics service

Negative result – inform patient and 
consider other causes of CKD

If normal α-Gal A enzyme activity 
inform patient and consider other 

causes of CKD

Genetic test - GLA gene sequencingDry blood spot or whole blood 
α-Gal A enzyme test

Ancillary Information to support 
a suspicion of Fabry Disease

  Take family history and look for
patterns compatible with X-linked
inheritance – history of CKD, heart
disease or stroke in family, especially
at young age

  History and examination – look for
angiokeratoma; lack of sweating;
temperature intolerance;
acroparesthesia (abnormal sensation
or pain in hands/feet)

  Beware of pre-existing diagnostic
labels (esp. chronic pain; fibromyalgia;
IBS; growing pains; cardiomyopathy)

  Absence of proteinuria does not rule
out Fabry Disease

  Fabry Disease may present with single
organ involvement

  Parapelvic cysts (renal sinus cysts) on
renal ultrasound

  Urinary sediment – birefrigent lipid
droplets – maltese crosses

  ‘Zebra bodies’ intra-cytoplasmic
inclusion bodies seen on electron
microscopy of renal biopsy within
podocytes, mesangial cells and renal
tubular cells

If low α-Gal A enzyme activity

Adapted from the UK Kidney Association’s ‘Diagnosis of Fabry Disease through Renal Services’ algorithm 
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