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The first recommendation acknowledged 
the multifactorial nature of ATTR progression 

P. Garcia-Pavia et al. European Journal of Heart Failure (2021)

Based on expert opinion, not proven to be effective in real word practice
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LS mean difference: 
9.94 points 

(95% CI: 5.97–13.91); 
p<0.001
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(N=309)  
66% ATTRwt,  
34% ATTRv  61% V142I

(p < 0.001)

Freedom from all-cause mortality 

If measuring KCCQ is not possible, NYHA functional class may be used 
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The median 6MWT distance was 347 m (Q1-Q3: 250- 428 m) 

In a multivariable model with the covariates age, 
NAC disease stage, and baseline 6MWT distance 
of <350 m, NT-proBNP progression (HR: 1.65; 95% 
CI: 1.38-1.97; P < 0.001), ODI (HR: 1.58; 95% CI: 
1.32-1.89; P < 0.001), and absolute reduction in 
6MWT of >35 m (HR: 1.70; 95% CI: 1.43-2.03; P < 
0.001) remained independently associated with an 
increased risk of mortality. 
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Law S et al. ESC Heart Failure (2020);7:3942-3949



Ioannou A et al. JACC Vol.83, n.14, 2024
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The measurement should be taken during a 
period of clinical stability. 
A l ternat ive ly, 2 measurements taken 
approximately 4 weeks apart may help to 
ensure that transient changes in NT-proBNP 
are not mistaken for progression. 
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(N=2001, 69% ATTRwt, 15% V142I, 16% non-V142I)

Patients who experienced decline in kidney function more often 
had the p.(V142I) genotype (20.6% vs 13.3%; P < .001) and 
had a more severe cardiac phenotype at baseline (NT-proBNP: 
2949 pg/mL vs 2309 pg/mL; P < .001) 

D e c l i n e i n k i d n e y f u n c t i o n r e m a i n e d 
independently associated with mortality after 
adjusting for increases in NT-proBNP and 
outpatient diuretic intensification (HR, 1.48; 95% 
CI, 1.23-2.76; P < .001). 
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eGFR decrease >20%

Measurement should be taken during a period of clinical stability. 
Alternatively, 2 measurements taken approximately 4 weeks 
apart may help to ensure that transient changes in eGFR are not 
mistaken for progression. 



Liza Chacko et al. European Journal of Heart Failure (2022) 



Garcia-Pavia P et al. Eur Heart J 2021

1 ATTRibute-CM  
2 ATTR-ACT 
3 Zeldin 2024

4 ATTR-ACT  
5 Levy 
6 Law 
7 Cheng

8 Ioannou

35 m
 at 1 year

9 Ioannou 
10 HELIOS-B 
11 Ioannou 2025

700 ng/L

DOI  
(outpatient diuretic intensification)

eGFR decrease >20%

Worsening of 
MR and TR

12 Chacko

12Liza Chacko et al. European Journal of Heart Failure (2022) 



Garcia Pavia P et al. Eur J Heart Failure (2021) 23, 895-905



Garcia-Pavia P et al. Eur Heart J 2021

1 ATTRibute-CM  
2 ATTR-ACT 
3 Zeldin 2024

4 ATTR-ACT  
5 Levy 
6 Law 
7 Cheng

8 Ioannou

35 m
 at 1 year

9 Ioannou 
10 HELIOS-B 
11 Ioannou 2025

700 ng/L

DOI  
(outpatient diuretic intensification)

eGFR decrease >20%

Worsening of 
MR and TR

12 Chacko



• .

Diet?  
Concurrent 

medical event (AF, 
etc.)?

Deconditioning?

Osteoarticular 
manifestation/ 
neuropathy?

Systemic 
damage?

Worsening 
of CKD?

Impact of 
concomitant 

hypertension?

Impact of 
ischaemic heart 

disease?

Autonomous 
evolution of 
conductive 
damage?

Other considerations when assessing disease progression

Threshold values for ATTR-CM cardiac progression over 6 to 12 months1

Figure adapted from  
Garcia-Pavia, et al. 2021.1



Criteria for Evaluating Disease Progression in 
Patients With ATTR-CM: update

García-Pavía et al J A C C : H E A R T F A I L U R E 2 0 2 5 Monitoring Progression in ATTR-CM



35 pt 19 pt15 pt



Reduction in CMR Derived Extracellular Volume With 
Patisiran Indicates Cardiac Amyloid Regression
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ECV independently predicted mortality (HR: 
1.22 per 10% increase; P < 0.001) after 
multivariable analysist. 

ECV retained prognostic value across hs-
troponin and N-terminal pro-B-type natriuretic 
peptide (NT-proBNP) strata, Perugini grades 1 
to 3, and left ventricular mass index (LVMI) 
tertiles, with steeper gradients in low-
biomarker/low-LVMI strata. 

?
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In untreated patients, 36% progressed at 1 year which 
significantly increased to 62% at 2 years. Mean 
increase in ECV of 4.1% (after 1 year) and 6.8% (after 
2 years). 

In Patisiran group, stable ECV was observed in 88% 
of patients (after 1 year) and 100% of patients (after 2 
years). 

ECV progression after 1 year was independently 
associated with mortality after adjusting for known 
predictors (hazard ratio 2.021; 95% confidence 
interval 1.081–3.781; P = .028). 

?



Porcari et al, European Journal of Internal Medicine 2026



Serum Transthyretin Before and After Starting Tafamidis as 
Outcome Predictors in ATTR Cardiomyopathy

Vincenzo Castiglione et al, JACC 2026; Vergaro et al, Clin Chem Lab Med 2026; aop 



Conclusions …

• Multiple assessment tools are required for appropriate monitoring of ATTR-CA disease 
progression. 

• This approach is based on clinical, biomarker, and functional parameters that may not 
fully capture the underlying mechanisms driving disease progression, nor accurately 
reflect biological pathways that can be targeted by therapeutic interventions. 

• Definite response criteria await validation to drive therapeutic decisions. 
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and Questions…

• Do all the “progression criteria” have the same importance? 
• Is there still a role for echocardiography and EKG in monitoring pts? 
• Other imaging technics (MRI and Bone-scintigraphy) may provide insight into treatment response? 
• Disease progression is not linear so do we need to assess more frequently in advanced patients?  
• How a NON-cardiac progression influence our therapeutic decision-making? 
• When and how should we change treatment? 
• How long a therapy should be administered before considering a change? 




