
ATTR, transthyretin amyloidosis.
Sperry et al. J Am Coll Cardiol. 2018;72(17):2040-2050.
Developed by Alnylam Pharmaceuticals, Inc. This resource is for educational purposes only. The information provided is not intended to serve as recommendations for clinical practice.

Tier 1 Characteristics Tier 2 Characteristics

 Male age ≥50 years
 Female age ≥60 years
 Bilateral carpal tunnel symptoms or prior release surgery

 Spinal stenosis
 Biceps tendon rupture
 Atrial fibrillation or flutter (active or history)

 Pacemaker
 Congestive heart failure
 Family history of ATTR amyloidosis

Cleveland Clinic amyloidosis algorithm for biopsy during carpal tunnel release

Patient presents to carpal tunnel release with:

Two characteristics 
from Tier 1

ONE characteristic 
from Tier 1 and
ONE from Tier 2

OR

Perform tenosynovial and/or transverse carpal ligament 
tissue biopsy with Congo red (or Thioflavin-S) staining

If amyloid positiveAmyloid typing
(mass spectrometry)

Referral to 
amyloid expert

Adapted from Sperry et al. 2018



ATTR-CM, transthyretin amyloidosis with cardiomyopathy; CTS, carpal tunnel syndrome; EMG, electromyography; NCS, nerve conduction studies.
Boyle et al. Cureus. 2021;13(4):e14546.
Developed by Alnylam Pharmaceuticals, Inc. This resource is for educational purposes only. The information provided is not intended to serve as recommendations for clinical practice.

Flow chart for the evaluation of CTS and ATTR-CM

Patient presents with pain and numbness in median nerve distribution 
with additional positive Tinel and Phalen test on physical exam

EMG and NCS Conservative management; 
suspect alternate diagnosis

Surgical release

negative

positive

Intraoperative flexor tenosynovium biopsy 
and examination under Congo red staining

Additional risk factors:
• Males > 50, females > 60
• Bilateral carpal tunnel syndrome
• Spinal stenosis
• History of bicep tendon rupture

No additional workup

Perform mass spectrometry/ 
liquid chromatography for 

amyloid subtype

positive for amyloid

negative

Positive for type 1
light chain amyloidosis

Positive for type 2 
transthyretin amyloidosis

Refer to hematology Refer to cardiologyAdapted from Boyle et al. 2021
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