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Red Flags for Transthyretin Amyloidosis (ATTR)
Autonomic 
Dysfunction

Suspicion of ATTR-Cardiomyopathy (CM) Suspicion of ATTR-Polyneuropathy (PN)

Cardiac

Elevated BNP/NT-proBNP, 
Persistently Elevated 
Cardiac Troponins

Bradyarrhythmias/
Conduction Abnorm./
Pacemakers

LV Thickening

Atrial Fibrillation

Symptoms of Heart 
Failure (often HFpEF)

Musculoskeletal

Trigger Finger

Back Pain/Lumbar 
Spinal Stenosis

Ruptured Distal Biceps 
Tendon/Popeye Sign

Shoulder, Knee, and 
Hip Pain or Surgery

Carpel Tunnel 
Syndrome

Polyneuro.

Painful 
Neuropathy 
in Hands 
and Feet

Muscle 
Weakness, 
Difficulty 
Walking, 
and Falls

Sweating 
Abnormalities

Chronic Diarrhea/
Constipation/Weight Loss

Erectile Dysfunction

Orthostatic Hypotension/
Intolerance to Blood 
Pressure Medications

Family Hx No Family Hx

Monoclonal Proteins?
Serum free light chains (SFLC)

Serum/Urine Protein Electrophoresis 
With Immunofixation (SIFE/UIFE)

Scintigraphy
Myocardial uptake of 99mTc-

labeled tracers in single 
photon emission computed 

tomography (SPECT)

Grade (G) 0: No Cardiac/Bone 
Uptake

G 1: Cardiac < Bone Uptake
G 2: Cardiac = Bone Uptake
G 3: Cardiac > Bone Uptake

Negative
(Exclusion of Monoclonal Gammopathy)

Histological 
Confirmation 
for Diagnosis

ATTR 
Amyloidosis

Unlikely

Negative
(Exclusion of AL 

Amyloidosis)

Histological 
Confirmation 
for Diagnosis

AL
Amyloidosis

Positive

G 0

Genetic Testing
ATTRwt-CM or ATTRv-CM

ATTR-CM Confirmed
ATTR-PN Confirmed

Urinary Retention or Incontinence

G 1 G 2-3 G 1-3

G 2-3

TTR Genetic Testing

Positive Negative

CMR Consistent 
With Cardiac 
Amyloidosis

Histological Confirmation 
for Diagnosis
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Drug Mechanisms of Action in ATTR

Current Status of Treatments Approved for ATTR

ATTR-CM ATTR-PN
FDA-Approval Phase III RCT FDA-Approval Phase III RCT

Acoramidis

•	 Approved (2024).
•	 Tx of ATTR-CM (wild-type or hereditary) 

in adults to reduce CV death and CV-
related hospitalization.

•	 ATTRibute-CM 
completed.

•	 Ongoing OLE.
•	 No. •	 None.

Eplontersen •	 No.
•	 FDA Fast Track Designation (2024).

•	 CARDIO-
TTRansform 
ongoing.

•	 Approved (2023).
•	 Tx of ATTR-PN 

(hereditary) in adults.

•	 NEURO-
TTRansform 
completed.

Patisiran

•	 No.
•	 In 2023, FDA denied expansion of 

indication to include CM despite 
positive APOLLO-B outcomes.

•	 APOLLO-B 
completed.

•	 No active trials.

•	 Approved (2018).
•	 Tx of ATTR-PN 

(hereditary) in adults.

•	 APOLLO 
completed.

Tafamidis

•	 Approved (2019).
•	 Tx of ATTR-CM (wild-type or hereditary) 

in adults to reduce CV death and CV-
related hospitalization.

•	 ATTR-ACT 
completed. •	 No. •	 None.

Vutrisiran

•	 Approved (2025).
•	 Tx of ATTR-CM (wild-type or hereditary) 

in adults to reduce CV death, CV-related 
hospitalization, and urgent HF visits.

•	 HELIOS-B 
completed.

•	 Approved (2022).
•	 Tx of hereditary ATTR-

PN in adults.

•	 HELIOS-A 
completed.

Information current as of September 14, 2025.

Gene Editing
NTLA-2001

Block Protein Synthesis
Vutrisiran, Patisiran, Eplontersen

Stabilize
Tetramer

Vutrisiran
Patisiran

Eplontersen

Remove Amyloid Fibrils
ALXN 2220

Coramitug (NN6019)
AT-02

TTR Knock 
Down

TTR 
Tetramer Folded

Dimers
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Monomer

Amyloid 
Fibrils

Small 
Oligomers

Amorphous
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Target TTR 
sequence

Induced break

DNA repair creates 
frameshift mutation.

TTR Transcription TTR Translation
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