Cardiac symptoms Systemic manifestations Unexplained LVH

Unexplained HFpEF Nephrotic syndrome Exclude hypertension,
Dyspnoea, oedema Autonomic dysfunction endocrine disorders, chronic
Unexplained fatgue Carpal tunnel syndrome drug use (steroids, tacrolimus,
Palpitatons (AF/SVT) Gastrointestinal complaints hydroxychloroquine), HCM, AS.
Syncope (on exerton) Peripheral neuropathy Beware of coexisting AS.

O

Suspected ECG, echocardiogram, and/or CMR findings (red flags)

Bone scintigraphy + screening for monoclonal protein*

No uptake (grade 0), No uptake (grade 0), Uptake = grade 1 = Strong uptake (= grade
negative screening positive screening positive screening! 2), negative screening
AL/ATTR cardiac AL cardiac Requires further typing ATTR cardiac amyloidosis.
amyloidosis unlikely. amyloidosis likely. EMB with IHC (+MS)

Perform TTR sequencing
Reconsider differential Referral to haematologist AL/ATTR and other types to differentiate between
diagnosis including HCM, for fat or bone marrow (ie, AA, AApoA1) possible. mutant or wild-type ATTR.
inherited metabolic biopsy. { ; Extend if indicated to rule
ormitochondrial and Consider ATTR with out other forms of HCM.

EMB may still be necessary coexisting MGUS (£20%).

malformation syndromes. ] ) i
for final diagnosis.

When in doubt or clinical suspicion remains, always consider EMB for
exclusion and/or specific amyloid typing using IHC/MS.

Flow chart for the diagnosis of cardiac amyloidosis.

*Serum-free light chain assay, serum/urine immunofixation.

tPerugini grade 1 or 2 with or w/o positive AL amyloidosis screening, grade 3 with positive AL amyloidosis screening.

AA, amyloid serum A protein; AApoA1, amyloid apolipoprotein A1; AF, atrial fibrillation; AL, immunoglobulin light chain amyloidosis; AS, aortic stenosis; ATTR, transthyretin
amyloidosis; CMR, cardiac magnetic resonance; ECG, electrocardiogram; EMB, endomyocardial biopsy; HCM, hypertrophic cardiomyopathy; HFpEF, heart failure with preserved

ejection fraction; IHC, immunohistochemistry; LVH, left ventricular hypertrophy; MGUS, monoclonal gammopathy of unknown significance; MS, mass spectrometry; SVT,
supraventricular tachycardia; TTR, transthyretin.
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