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Establishing expert consensus recommendations for the diagnosis and management of hereditary transthyretin amyloidosis (ATTRv) across ATTRv-PN and mixed phenotypes

Within which country do you work? [Single select]
	a) Canada
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	d) Italy
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	e) Spain
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	g) United States
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Survey Introduction
[bookmark: _Int_uNcUtfIF]This project aims to establish practical consensus recommendations for the diagnosis and management of hereditary transthyretin amyloidosis (ATTRv) across ATTRv-PN and mixed phenotypes with the goal of improving early detection, optimizing care pathways, and improving patient outcomes.
To achieve this, a Delphi methodology is being employed. This is a structured communication technique, primarily used in research, in which a panel of experts indicate their level of agreement with a series of statements related to a specific topic. The results are then analyzed to identify areas of consensus, and the findings will be used to develop a set of recommendations to define the optimal approach and build on best practice principles.
We are inviting you to review consensus statements that were developed by a panel of experts forming a steering committee (hereafter referred to as the expert panel) of healthcare professionals with a specialist interest in and extensive experience of managing patients with ATTRv-PN and mixed phenotypes. These consensus statements were formed by the expert panel during an online meeting held in July 2025.
This project has been initiated and funded by a pharmaceutical company, whose name shall be disclosed at the end of the survey. This project is being managed and delivered by Triducive Partners Ltd (an independent specialist healthcare consultancy). 
This survey is open to healthcare professionals with an interest and experience in managing patients with ATTRv-PN or ATTRv with mixed phenotype.
The data is being used for specified purposes and consent is implied from participating in the survey. 
An individual's responses will not be used in any way that would allow their identification. 
No personally identifiable data will be captured or recorded. 
Please review each statement and indicate your level of agreement by ticking one box per statement. The survey should take no longer than 10 minutes to complete. All completed surveys will be collected by M3 and analyzed by Triducive. To view M3 Global Research privacy policy, please click this link https://www.m3globalresearch.com/research/privacy/. To view Triducive privacy policy, please click this link https://triducive.com/privacy-policy/. 
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Pre-Survey Questions
We will begin by asking you a few questions to assess whether our research objectives are of relevance to you, in your current role. 

SQ1. What is your primary role? [Single select]
	a) Neuromuscular Neurologist
	PROCEED  

	b) Heart Failure Cardiologist
	PROCEED  

	c) Other (please specify)
	CLOSE IMMEDIATELY



SQ2. Do you have experience in managing patients with ATTRv-PN or ATTRv with mixed phenotype? [Single select]
	a) Yes
	PROCEED 

	b) No
	CLOSE IMMEDIATELY



SQ3. How many years have you been practicing in your current role? [Single select]
	a) Less than 5 years 
	PROCEED 

	b) 5-10 years 
	PROCEED  

	c) 11-20 years 
	PROCEED 

	d) More than 20 years 
	PROCEED 



SQ4. Approximately how many patients with ATTRv-PN or ATTRv with mixed phenotype do you manage per year? [Single select]
	a) 1-5 patients 
	PROCEED 

	b) 6-15 patients 
	PROCEED  

	c) 15-25 patients 
	PROCEED 

	d) More than 25 patients
	PROCEED 



SQ5. What type of institution are you primarily affiliated with? [Single select]
	a) Academic medical center / University hospital
	PROCEED 

	b) Tertiary referral hospital / Specialized care center
	PROCEED 

	c) Regional / Community hospital
	PROCEED 

	d) Private clinic / Private practice
	PROCEED 

	e) Research institute (non-clinical)
	PROCEED 

	f) Other (please specify)
	PROCEED 



Show on a separate screen
Topic 1. Screening and diagnosis
Please review each statement and indicate your level of agreement with it.
	No.
	Statement
	Level of agreement

	
	
	Strongly Agree
	Tend to Agree
	Tend to Disagree
	Strongly Disagree

	1. 
	Patients with progressive neuropathy, of any cause, that is refractory to treatment, including chronic inflammatory demyelinating polyneuropathy (CIDP), should be referred for ATTRv genetic testing
	
	
	
	

	2. 
	Patients with suspected chronic inflammatory demyelinating polyneuropathy (CIDP) along with red flags (e.g., weight loss, bilateral carpal tunnel syndrome, orthostatic hypotension, or gastrointestinal dysfunction) should be tested for ATTRv immediately at initial clinical suspicion
	
	
	
	

	3. 
	All patients with diabetic neuropathy with disproportionate symptoms or disease progression should be tested for ATTRv within 2 weeks of symptom recognition or initial clinical suspicion
	
	
	
	

	4. 
	Patients ≥60 years with carpal tunnel syndrome (bilateral or unilateral) in the absence of rheumatic conditions, occupational exposure or trauma should be tested for TTR
	
	
	
	

	5. 
	Cardiologists should proactively assess for development of neuropathic and autonomic symptoms in all patients with heart failure (HF), left ventricular hypertrophy (LVH), conduction abnormalities, recurrent syncope, or arrhythmias of unclear cause in order to diagnose ATTRv
	
	
	
	

	6. 
	Neurologists should proactively assess patients with neuropathy for HF symptoms such as shortness of breath on exertion, orthopnea, or signs of volume overload such as leg swelling, conduction abnormalities, or other arrhythmias in order to diagnose ATTRv
	
	
	
	

	7. 
	Diagnostic evaluation for ATTRv-PN and ATTRv with mixed phenotype should begin in the initial specialty setting (neurology or cardiology) and should not be delayed by awaiting referral to a center of excellence (CoE)
	
	
	
	

	8. 
	All patients with suspected ATTRv-PN or ATTRv with mixed phenotype should undergo TTR gene testing as part of the core diagnostic workup immediately upon initial suspicion
	
	
	
	

	9. 
	Single gene testing should be the standard test for patients who are strongly suspected to have ATTRv-PN or ATTRv with mixed phenotype, though a wider gene panel testing could also be used
	
	
	
	

	10. 
	National or regional policies should enable neurologists and cardiologists to directly request TTR genetic testing when ATTRv is suspected
	
	
	
	

	11. 
	All patients with suspected ATTRv-PN or ATTRv with mixed phenotype should undergo neurophysiological assessment including nerve conduction studies as part of the core diagnostic workup
	
	
	
	

	12. 
	Mandatory tests for assessing patients with suspected ATTRv-PN or ATTRv with mixed phenotype should include serum protein electrophoresis (SPEP)
	
	
	
	

	13. 
	Mandatory tests for assessing patients with suspected ATTRv-PN or ATTRv with mixed phenotype should include serum immunofixation
	
	
	
	

	14. 
	Mandatory tests for assessing patients with suspected ATTRv-PN or ATTRv with mixed phenotype should include serum free light chain testing (sFLC)
	
	
	
	

	15. 
	Mandatory tests for assessing patients with suspected ATTRv-PN or ATTRv with mixed phenotype should include urine protein electrophoresis (UPEP)
	
	
	
	

	16. 
	Further assessments in patients with suspected ATTRv-PN or ATTRv with mixed phenotype should include evaluation of cardiovascular risk using diagnostic tools such as echocardiography, electrocardiogram (EKG), and N-Terminal pro-B-type natriuretic peptide (NT-proBNP)
	
	
	
	

	17. 
	Patients with paraproteinemia, neuropathy, and a genetic mutation must be sent for ATTRv tissue subtyping
	
	
	
	

	18. 
	In a patient known to carry a pathogenic TTR variant, if there are confounding factors which could contribute to neuropathy (e.g. type 2 diabetes), additional evidence of amyloidosis should be sought including pyrophosphate (PYP), 3,3-diphosphono-1,2-propanodicarboxylic acid (DPD), bone scintigraphy or tissue demonstration of amyloid in a peripheral nerve or skin biopsy
	
	
	
	

	19. 
	When a positive diagnosis of ATTRv-PN or ATTRv with mixed phenotype is made, patients should be referred to a center of excellence (CoE) for amyloidosis care
	
	
	
	

	20. 
	Patients with typical cardiac TTR variants (V122I, Thr60Ala, Ile68Leu, and Leu111Met) should be managed collaboratively with neurology where neuropathy and autonomic symptoms are present
	
	
	
	

	21. 
	Where ATTRv is incidentally discovered, this should trigger further investigation such as referral to medical genetics for predictive testing in the individual’s close relatives to identify gene carriers
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Topic 2. Initial treatment & management
Please review each statement and indicate your level of agreement with it.
	No.
	Statement
	Level of agreement

	
	
	Strongly Agree
	Tend to Agree
	Tend to Disagree
	Strongly Disagree

	22. 
	Initial management of suspected ATTRv should be jointly supported by cardiology and neurology with clearly defined diagnostic and communication pathways
	
	
	
	

	23. 
	Patients with confirmed ATTRv-PN or ATTRv with mixed phenotype should be seen by a multidisciplinary team (MDT) which should incorporate least: a neurologist, a cardiologist, and a specialist nurse
	
	
	
	

	24. 
	All individuals undergoing genetic testing for suspected ATTRv-PN or ATTRv with mixed phenotype should be offered genetic counselling before the test and after receiving the results
	
	
	
	

	25. 
	The primary goal of treatment in ATTRv-PN and ATTRv with mixed phenotype is to slow disease progression, preserve neurologic function, and improve symptoms and quality of life
	
	
	
	

	26. 
	Treatment decisions should consider disease severity, phenotype, symptom burden, rate of progression, quality of life, and access to therapies
	
	
	
	

	27. 
	When choosing a disease-modifying therapy, efficacy, safety, co-morbidities, and personal preferences of the patient all need to be considered
	
	
	
	

	28. 
	Early treatment is critical, as neurological and autonomic damage in ATTRv may be irreversible beyond a certain point
	
	
	
	

	29. 
	Treatment should be started as soon as possible within one month after receiving a diagnosis of ATTRv-PN or ATTRv with mixed phenotype
	
	
	
	

	30. 
	Gene-silencing therapies should be used as first-line treatment in patients with ATTRv-PN or ATTRv with mixed phenotype where neurologic involvement is present
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Topic 3. Monitoring and ongoing management
Please review each statement and indicate your level of agreement with it.
	No.
	Statement
	Level of agreement

	
	
	Strongly Agree
	Tend to Agree
	Tend to Disagree
	Strongly Disagree

	31. 
	Patients who are present with severe symptoms in ATTRv-PN or ATTRv with mixed phenotype should be assessed every 3 months
	
	
	
	

	32. 
	Patients who are present with mild to moderate symptoms in ATTRv-PN or ATTRv with mixed phenotype should be assessed every 6 months
	
	
	
	

	33. 
	Patients who are ATTRv carriers should undergo yearly assessments starting 10 years before the expected age of disease onset in their family
	
	
	
	

	34. 
	Neurological and physical examination should be undertaken at every assessment for patients exhibiting neuropathic symptoms
	
	
	
	

	35. 
	Standard assessments should include monitoring blood pressure, peripheral neuropathy disability, body mass index, and Coutinho scoring
	
	
	
	

	36. 
	Monitoring of disease progression should include assessments of quality of life (e.g., Norfolk QoL-DM) and autonomic symptoms (e.g., COMPASS-31) every 3-6 months, as determined by disease severity
	
	
	
	

	37. 
	Monitoring with the mNIS+7 is not practical in clinical practice
	
	
	
	

	38. 
	All patients with ATTRv-PN and ATTRv with mixed phenotype should undergo nerve conduction assessments once per year
	
	
	
	

	39. 
	All patients with ATTRv-PN and ATTRv with mixed phenotype should undergo nerve conduction assessments once every two years
	
	
	
	

	40. 
	All patients with ATTRv-PN and ATTRv with mixed phenotype should have yearly ophthalmology follow-ups
	
	
	
	

	41. 
	Any disease deterioration (worsening of symptoms/quality of life or new symptom onset) should prompt immediate clinical assessment
	
	
	
	

	42. 
	All multidisciplinary teams (MDTs) treating patients with ATTRv-PN and ATTRv with mixed phenotype should have access to a specialist pharmacist or patient support program to help facilitate treatment approval and access
	
	
	
	

	43. 
	General neurologists and cardiologists should remain involved after referral with shared care of symptoms treatment and collaborative monitoring
	
	
	
	

	44. 
	Patients should be empowered to monitor their disease and there should be greater emphasis on patient education to help them report symptoms more accurately
	
	
	
	

	45. 
	Tools should be developed to help all patients with ATTRv, regardless of phenotype, record their symptoms between assessment to support collaborative disease management and better treatment decision-making
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Closing Note
We are required by the General Data Protection Regulation to reveal the name of the sponsoring company, and do not intend that this should influence you in any way. We are sharing this information at the end of the survey, following your responses. This research has been initiated and fully funded by AstraZeneca. 
Date of preparation: October 2025
[bookmark: _Int_jnupc9Hf]Please click >> to submit your response.

