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Treatment targets in ATTR cardiac amyloidosis

Tomasoni, Front Card Med, 2023

SILENCERS
STABILIZERS

CLEARERS



Silencers are early(est) targets in ATTR 
metabolism 
Targets
• RNA silencing

• SIRAN
• PATISIRAN

• VUTRISIRAN

• TERSEN
• INOTERSEN

• EPLONTERSEN

• Gene editing 
• Crisper-CAS9

Transthyretin concentration with 
PATISIRAN



HELIOS B - trial

Drop-in SGLT2 de 35% 

Drop-in TAFA de 22% 



Tomasoni, Front Card Med, 2023



Comparison to other approved therapy

• ATTR-ACT   →   TAFAMIDIS

• ATTRIBUTE-CM  →   ACORAMIDIS

• HELIOS-B   →   VUTRISIRAN



Not only the primary end-point to look @

Girard, Heart Failure Review, 2024



Question addresses with VUTRISIRAN
Beijin, Summer olympics 2008

VUTRISIRAN FIRST
VUTRISIRAN COMBO 
« SIMULTANEOUSLY »

VUTRISIRAN COMBO 
« SEQUENTIALLY »

U Bolt Nickel Ashmead Shelly Ann Fraser



Question addresses with VUTRISIRAN
Beijin, Summer olympics 2008

VUTRISIRAN FIRST
VUTRISIRAN COMBO 
« SIMULTANEOUSLY »

VUTRISIRAN COMBO 
« SEQUENTIALLY »

We do not know !! We do not know !! Possibly 



VUTRISIRAN FIRST ?!
"Silencers vs. stabilizers trials would certainly 
have addressed this question, but they will 
definitely not be conducted."

Girard, Heart Failure Review, 2024



Another difficulties in comparing these studies

• Timing, inclusion criteria, baseline characteristics different

• Cross-trail comparison impossible
• Different endpoints

• Different statistical methodolgy
• HELIOS-B: event-driven

• ATTR-ACT: win ratio

• ATTRIBUTE-CM: win ratio

• Duration 
• HELIOS-B: 36 mois

• ATTR-ACT: 30 mois

• ATTRIBUTE-CM: 30 mois



VUTRISIRAN COMBO SIMULTANEOUSLY ?!

“single vs. dual combination therapy trials would certainly have 
addressed this question, and could be definitely be conducted."

In ATTR-ACT, ATTRIBUTE-CM and 
HELIOS-B, there is a signal that « less 
sick » patients had better outcomes. 



VUTRISIRAN COMBO SEQUENTIALLY ?!
No trial but a signal



VUTRISIRAN COMBO SEQUENTIALLY ?!
Not a trial but a signal

40% of the patients were not treatment-naïve and were already receiving TAFAMIDIS Fontana, JEJM, 2024



Do not expect from data what they did not tell you 

Fontana, JEJM, 2024



HELIOS-B: not treatment-naïve patients

Inclusion Criteria:

• Age between 18 and 85 years.

• Diagnosis of genetic or wild-type transthyretin (TTR) cardiac amyloidosis (confirmed by histology or 

bone scintigraphy with cardiac uptake and no evidence of gammopathy).

• Septal thickness on echocardiography (TTE) greater than 12 mm.
• At least one hospitalization for heart failure or clinical signs of heart failure.

• NT-proBNP > 300 pg/mL and < 8500 pg/mL.

• Six-minute walking distance greater than 150 meters.

• Tafamidis treatment is possible at the time of inclusion.

Exclusion Criteria:

• NYHA class 4 or NYHA class 3 with NAC 3 amyloidosis.

• Severe polyneuropathy.

• Other causes of cardiomyopathy.

• Glomerular filtration rate (GFR) < 30 mL/min/m²



Eligibility for PATISIRAN nowadays: progression-based



Do not expect from data what they did not 
tell you, but somtimes make your mind up 

Fontana, JEJM, 2024



In reality, In all 3 studies, there is a signal that “less sick” 
patients (i.e., based upon younger age, lower NTproBNP, 
lower 
NYHA class) had better outcomes. A cross-trial comparison 
highlights the fact that enrolling less sick patients at earlier 
stage disease in treatment trials from ATTR-ACT to 
ATTRIBUTE-CM and HELIOS-B has led all-cause mortality to 
approach the population expected 3-year rate 



Conclusion:  
How to adapt our patients' treatment in light of HELIOS-B?

• Medical history is shaped by treatment timelines and evidence-
based medicine.

• In CA, the paradigm should shift from titration based on disease
worsening to a treat-to-target approach, aiming to address less
severely ill patients.

• Therefore, VUTRISIRAN
1. does not currently appear as a first-line therapy
2. Should be initiated as soon as possible if risk stratification is not

appropriate after FLT was started

• A lot to do, a lot to learn … and still a lot to investigate before to
conclude
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