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ATTR-Cardiac Amyloidosis Diagnosis and Management
Adapted from Kittleson MM, et al. J Am Coll Cardiol. 2025.

ACEI=angiotensin-converting enzyme inhibitor; AL-CM=light chain amyloid cardiomyopathy; ARB=angiotensin receptor 
blocker; ARNI=angiotensin receptor-neprilysin inhibitor; ATTR-CM=transthyretin cardiac amyloidosis; ATTRv=variant 
transthyretin-mediated amyloidosis; ATTRwt=wild-type transthyretin-mediated amyloidosis; CT=computed tomography; 
EKG= electrocardiogram; eGFR=estimated glomerular filtration rate; HF=heart failure; K/L=kappa/lambda; MGUS=monoclonal 
gammopathy of undetermined significance; MRA=mineralocorticoid antagonist; SGLT2=sodium-glucose cotransporter-2; 
SPECT=single-photon emission computed tomography.
Adapted from Kittleson MM, et al. Transthyretin cardiac amyloidosis evaluation and management: 2025 ACC concise clinical 
guidance: a report of the American College of Cardiology Solution Set Oversight Committee. J Am Coll Cardiol. 2023. Page 
1085. With permission from Elsevier.

ATTR-CM

Disease-modifying 
therapies

•  Cardiac scintigraphy 
could be ordered 
simultaneously for 
efficiency but must be 
interpreted in the 
context of negative 
monoclonal light 
chain screen

•  SPECT/CT to exclude 
blood pool uptake 
to avoid false 
positives

Positive Negative

For wild-type or variant ATTR-CM:
TTR stabilizers and TTR knockdown 

therapies, based on cost/access and patient 
preference (eg, route of administration)

Grade 2/3 Grade 0/1

Reference K/L ratio 
is higher in chronic 
kidney disease
(adjust per eGFR)

Clues from history, EKG, and imaging

Monoclonal protein screen

Radionuclide 
scintigraphy
(with SPECT)

Consultation with 
hematologist and biopsy

HF treatments Arrhythmia 
treatments

Biopsy if clinical 
suspicion is high

AL-CM or 
ATTR-CM with MGUS

Genetic testing

-  MRA and SGLT2 inhibitors; 
assist in relief of congestion

-  Titrate diuretics to symptoms; 
avoid over-diuresis

-  Retrospective data suggests; 
ARNI may have benefit

-  Use caution with ACEI/ARB 
and beta-blockers

-   Anticoagulation regardless 
of CHA2DS2-VASc Score

Evidence is insufficient to recommend combination stabilizer and silencer therapy or change of therapy if disease progresses.
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Laboratory Parameters to Aid in 
ATTR-CM Diagnosis 

or Management1-6
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Low serum TTR (prealbumin)*

Elevated or rising 
NT-proBNP

Elevated or rising troponin 
(high sensitivity)

Low or decreasing eGFR†

Scan the QR code to learn about the 
warning signs of ATTR-cardiac amyloidosis

* Serum TTR (baseline and early changes upon treatment initiation) may be an independent 
prognostic factor.5,6

† An eGFR decrease from ≥45 mL/min to <45 mL/min indicates advancement in NAC staging score 
and disease progression.6

6MWD=6-minute walk distance; ATTR-CM=transthyretin amyloid cardiomyopathy; eGFR=estimated 
glomerular filtration rate; HF=heart failure; KCCQ-OS=Kansas City Cardiomyopathy Questionnaire 
Overall Summary; NAC=National Amyloidosis Centre; NT-proBNP=N-terminal pro–B-type natriuretic 
peptide; NYHA=New York Heart Association; QoL=quality of life; TTR=transthyretin.

Criteria for Evaluating 
ATTR-CM Progression7

Evaluate changes annually relative
 to 12 months prior

   HF-related hospitalization 
   Oral diuretic intensification 
   Increase in NT-proBNP
   Decrease in eGFR 
   Decrease in 6MWD
   QoL (decrease in KCCQ-OS or increase 

in NYHA functional class)
Progression can be considered if ≥2 

parameters meet their de� ned threshold




