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Cardiovascular Round Table Mean change from baseline (mm) of 
dyspnoea Visual Analogue Scale (VAS)  



Cardiovascular Round Table Mean change from baseline (mm) of 
dyspnoea Visual Analogue Scale (VAS) –
Study RELAX-AHF (ITT analysis set)



Cardiovascular Round Table VAS in RELAX-AHF showing 
observed and imputed data



Cardiovascular Round Table DAPA-HF
→ SmPC



Cardiovascular Round Table PARADIGM-HF – sacubritil/valsartan - KCCQ-CSS

Improvement of HF symptoms and physical limitations as assessed by KCCQ 

Patients in the LCZ696 group showed less reduction compared to enalapril from baseline 
to Month 8 in the clinical summary score for HF symptoms and physical limitations. The 
between-group mean difference for the clinical summary score was 1.64, with a 95% CI of 
0.63 to 2.65 (one-sided p = 0.0007). This reduction in the decline of the clinical summary 
scores for LCZ696 vs enalapril did not meet the threshold for significance using the strict 
MTP at an alpha = 0.001 as pre-specified in the statistical analysis plan (ie, required p ≤ 
0.0002), but it met the threshold for significance using the alternative MTP (requiring one-
sided p ≤ 0.00458). 

Mean change LCZ: -2.99 Enal:-4.63 



Cardiovascular Round Table EXPLORER-HCM
mavacamten
→ SmPC



Cardiovascular Round Table Tafamidis
→ SmPC



Cardiovascular Round Table A DUE – macitentan/tadalafil

• The difference in 6MWD change from baseline to EDBT was not statistically significant 
between M/T FDC and macitentan or between M/T FDC and tadalafil. Based on the 
ANCOVA model run at each stage with treatment group, stratum, and baseline value 
as covariates, the median unbiased estimates of change from baseline to EDBT 
(adjusted RCL) and combined p-values were: 
• M/T FDC versus macitentan: 16.04 m (-17.0,49.08), p=0.380 

• M/T FDC versus tadalafil: 25.37 m (-0.93,51.59), p=0.059 

• There were no differences in change from baseline to EDBT (treatment effect, 95% CI) 
between groups in the PAH-SYMPACT cardiopulmonary domain score: 
• -0.03 (-0.21,0.15) for M/T FDC versus macitentan 

• -0.04 (-0.21,0.13) for M/T FDC versus tadalafil

• There were no differences in change from baseline to EDBT (treatment effect, 95% CI) 
between groups in the PAH-SYMPACT cardiovascular domain score: 
• 0.01 (-0.17,0.19) for M/T FDC versus macitentan 

• 0.02 (-0.15,0.19) for M/T FDC versus tadalafil



Cardiovascular Round Table STEP-HFpEF(-DM)
semaglutide 2.4 mg
→ SmPC



Cardiovascular Round Table Conclusions / thoughts

• Many different scales/endpoints (including subscales)
→ we’re not getting familiar

• No generally agreed threshold for relevance
or even threshold elicited in the trial
→ we can’t value the outcome

• Many different outcome metrics
• Mean group difference > MCID
• Responders > MCID (improvement, deterioration)
• Winratio for highest change etc

• Statistical issues
→missing data are not random

• Active control

• Too low in hierarchy

• HTA
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