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Leverandør Pfizer 

Lægemiddel Vyndaqel (tafamidis) 

Ansøgt indikation Til behandling af vildtype transthyretinmedieret amyloidose med 
kardiomyopati 

Nyt lægemiddel / indikationsudvidelse  Nyt lægemiddel 

 

Prisinformation 

Amgros har forhandlet følgende pris på Vyndaqel (tafamidis): 

Tabel 1: Forhandlingsresultat 

Trin  Antal pakninger Lægemiddel Styrke Paknings-
størrelse 

AIP (DKK) Forhandlet 
SAIP (DKK) 

Rabatprocent 
ift. AIP 

X XXXXXX Vyndaqel 61 mg 30 stk. 60.435,58 XXXXXXXXX XXXXX 

X XXXXXXXXX Vyndaqel 61 mg 30 stk. 60.435,58 XXXXXXXXX XXX 

X XXXXX Vyndaqel 61 mg 30 stk. 60.435,58 XXXXXXXX XXXXX 

 

Prisen er betinget af Medicinrådets anbefaling.  
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Det betyder, at hvis Medicinrådet ikke anbefaler Vyndaqel, indkøbes til den nuværende SAIP, 

XXXXXXXXXXXXXXXXXXXX. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXX: 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX  

Trin Antal pakninger Lægemiddel Styrke Paknings-
størrelse 

AIP (DKK) Forhandlet 
SAIP (DKK) 

Rabatprocent 
ift. AIP 

XXXXXX XXXXXX Vyndaqel 61 mg 30 stk. 60.435,58 XXXXXX XXXXX 

XXXXXX XXXXX Vyndaqel 61 mg 30 stk. 60.435,58 XXXXXX XXXXX 

 

Aftaleforhold 

Amgros har en aftale med leverandøren, der gælder til den 31.03.2025 med mulighed for 6 måneders 

forlængelse. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX.  

Konkurrencesituationen 

Der er på nuværende tidspunkt ingen konkurrence på området. Amgros forventer, at der kommer nye 
lægemidler, som kan skabe konkurrence på området i løbet af 2025. 
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXX.   

Tabel 3: Lægemiddeludgift pr. patient 

Trin Lægemiddel Styrke 
Paknings-
størrelse 

Dosering 
Pris pr. pakning 

(SAIP, DKK) 
Lægemiddeludgift 
pr. år (SAIP, DKK) 

XXXXXX Vyndaqel 61 mg 30 stk. 61 mg. PO 
dagligt 

XXXXXXXXX XXXXXXX 

XXXXXX Vyndaqel 61 mg 30 stk. 61 mg. PO 
dagligt 

XXXXXXXXX XXXXXXX 

XXXXXX Vyndaqel 61 mg 30 stk. 61 mg. PO 
dagligt 

XXXXXXXX XXXXXX 
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Status fra andre lande 

Tabel 4: Status fra andre lande 

Land Status Link 

Norge Anbefalet Link til anbefaling 

Sverige Anbefalet Link til anbefaling 

England Anbefalet Link til anbefaling 

 

Konklusion 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXX  

 

https://www.nyemetoder.no/metoder/tafamidis-vyndaqel-indikasjon-ii/
https://www.tlv.se/beslut/beslut-lakemedel/begransad-subvention/arkiv/2021-09-01-vyndaqel-61-mg-ingar-i-hogkostnadsskyddet-med-begransning.html?query=vyndaqel
https://www.nice.org.uk/guidance/ta984/chapter/1-Recommendations
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Abbreviations 
  

AE Adverse event 

AIC Akaike´s information criteria 

ATTR Transthyretin-mediated amyloidosis 

ATTR-ACT Tafamidis in Transthyretin Cardiomyopathy Clinical Trial 

ATTR-CM Transthyretin amyloid cardiomyopathy  

ATTRm Variant (mutant) transthyretin amyloid* 

ATTRwt Wild-type transthyretin amyloid* 

BIC Bayesian information criterion 

BMI Body mass index 

cTTO Composite time trade-off  

CUA Cost-utility analysis 

CV Cardiovascular 

DCE Discrete-choice experiments 

DMC Danish Medicines Council 

EQ-5D-3L European Quality of Life 5 Dimensions 3-Levels 

EQ-5D-5L European Quality of Life 5 Dimensions 5-Levels 

EQ-VAS European Quality Visual Analog Scale 

GP General practitioner 

HR Hazard ratio 

HRQoL Health-related quality of life 

HSUV Health state utility values 

ICER Incremental cost effectiveness ratio 

INR International normalized ratio 

ITT Intention-to-treat 

KCCQ Kansas city cardiomyopathy questionnaire 

KM Kaplan-Meier 

LTE Long-term extension 

MedDRA Medical Dictionary for Regulatory Activities 

MMRM Mixed model repeated measures  

NYHA New York Heart Association  

OS Overall survival 

PPP Pharmacy purchasing price 

PSA Probabilistic sensitivity analysis 

QALY Quality adjusted life years 

RCT Randomized controlled trial 
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TEAE Treatment emergent adverse events 

TTR Transthyretin gene 

WTP Willingness-to-pay 
*For convenience and readability, the abbreviations ATTRm and ATTRwt are used 
throughout the document to refer to the TTR genotype as well as the disease hereditary 
and wild-type ATTR-CM, respectively.   
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Figure 2 Kaplan–Meier plot of observed time to all-cause mortality in the ATTR-ACT and ATTR-
ACT LTE studies and compared with model-based extrapolation of time to all-cause mortality 
with placebo  

Time to all-cause mortality (with heart transplant and implantation of a cardiac mechanical assist device 
treated as death) shown for all patients treated with tafamidis 80 mg in ATTR-ACT continuing with tafamidis 80 
mg, then tafamidis free acid 61 mg in the ATTR-ACT LTE study (continuous tafamidis) compared with patients 
treated with placebo in ATTR-ACT continuing with tafamidis (20, 80, or 61 mg) in the ATTR-ACT LTE study 
(placebo to tafamidis) (1). The extrapolated placebo curve (dotted line) is a model-based extrapolation of 
survival in placebo-treated patients in ATTR-ACT beyond 30 months (10). Data cut-off: March 20, 2020. 

 

All-cause mortality for ATTRwt patients 

All-cause mortality for ATTRwt patients based on the data cut-off of March 20, 2020 was 
also published in Elliott et al. 2022 (1).   

In patients with continuous tafamidis treatment, there was a 39% reduction in the risk of 
all-cause mortality in patients with ATTRwt (HR, 0.61 [95% CI, 0.43–0.87]; p=0.006) 
compared with the placebo to tafamidis group (Table 9). The preliminary 5-year survival 
rate in patients with ATTRwt was 57.8% with continuous tafamidis treatment and 36.3% 
in the placebo to tafamidis group (1).  

The survival curves for the two treatment arms (continuous tafamidis and placebo to 
tafamidis) for ATTRwt patients are depicted in Figure 3. 
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Figure 3   

 

 

All-cause mortality for ATTR-CM (ATTRwt and ATTRm) patients according to NYHA 
class 

A post-hoc analysis including data on all-cause mortality from the latest interim data cut-
off (1 August 2021) has assessed all-cause mortality according to NYHA class (2). In this 
analysis, two groups were compared: (1) patients who received continuous tafamidis 
(tafamidis meglumine 80 mg in ATTR-ACT and then tafamidis free acid 61 mg in the 
ATTR-ACT LTE study); and (2) those who received placebo in ATTR-ACT and then 
tafamidis in the ATTR-ACT LTE study (termed the placebo to tafamidis group). Data from 
patients who received tafamidis meglumine 20 mg in ATTR-ACT were not included in this 
analysis (2). 

The median follow-up time from ATTR-ACT baseline to the ATTR-ACT LTE study interim 
analysis was 61 months for patients in the continuous tafamidis group and 59 months for 
those in the placebo to tafamidis group (2). 

All-cause mortality was assessed by NYHA class (I/II or III) using a Cox proportional 
hazards model with treatment and genotype included in the model. Heart 
transplantation or implantation of a mechanical ventricular assist device were 
considered equivalent to death. 
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All-cause mortality for NYHA class I/II patients was 41% in the continuous tafamidis 
group and 61% in the placebo to tafamidis group, with a HR favorable towards 
continuous tafamidis treatment (HR 0.50; 95% CI: 0.35–0.73; p=0.0003). 

All-cause mortality in NYHA class III patients was 64% in the continuous tafamidis group 
and 81% in the placebo to tafamidis group with a HR: 0.64 (95% CI: 0.41–0.99; p=0.0460) 
(2).  

A Kaplan–Meier curve of observed all-cause mortality over time is presented in Figure 4 
for patients in NYHA class I/II (A) and III (B), and additional information on all-cause 
mortality is provided in Table 10. 

 
Figure 4 Kaplan–Meier curve of observed all-cause mortality in the ATTR-ACT study and its LTE 
by baseline NYHA class 
HR provided for all patients (ATTRwt and ATTRm patients pooled) continuously treated with tafamidis 
meglumine 80 mg/tafamidis free acid 61 mg versus placebo then tafamidis (2). HR: Hazard ratio. 
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Source: CUA, Data on file.  

 

8.1.2 Calculation of transition probabilities 

Living patients could transition between NYHA classes through transition probabilities: 

For the first 30 months of the model time horizon, the number of alive patients in a given 
NYHA class in cycle (n) were informed by the observed longitudinal data of the total 
intent-to-treat (ITT) population at cycle n in the ATTR-ACT trial.  

After 30 months in the model, the number of patients in each NYHA class in each cycle 
was instead determined in a two-step process: Step 1 removed dead patients in cycle n 
by NYHA class. Step 2 transitioned alive patients to a NYHA class in cycle n+1. 

Instead of assuming that there is an equal risk of death across NYHA classes, the 
probability of mortality by NYHA class from the ATTR-ACT, 30-month study (for the 
placebo arm) and from the LTE study (for the tafamidis arm) was used, see Table 13. 

Figure 5   
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From NYHA IV     

Source: Model sheet: Transition Probabilities. Please note that rows may not sum up to 1.0 due to rounding rules.  

 

 
Figure 6  

 

Source: Model sheet: Results.  

 



 
 

36 
 

 
Figure 7  

 

Source: Model sheet: Results. 

8.2 Presentation of efficacy data from [additional 
documentation] 

Not applicable, as all efficacy data came from the pivotal study, and/or the LTE study.  

8.3 Modelling effects of subsequent treatments 
Not applicable, as subsequent treatment is not included in the model.  

8.4 Other assumptions regarding efficacy in the model 
Not relevant. 
 

8.5 Overview of modelled average treatment length and time 
in model health state 

Table 15 shows the estimated time on treatment in the model for ATTRwt patients. 
Please see the Technical Report for further information.  
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10.1 Presentation of the health-related quality of life 

10.1.1 Study design and measuring instrument EQ-5D-3L 

HRQoL, assessed as the change from baseline at each time point in EuroQoL-5 
Dimensions 3-Levels (EQ-5D-3L) Index Score and visual analog scale (VAS) scores, was 
included as one of the exploratory end points in the randomized, controlled ATTR-ACT 
study.  

Transthyretin amyloidosis is associated with a decreased HRQoL (13, 14) and the EQ-5D-
3L questionnaire was chosen as measuring instrument, as this is a generic and validated 
instrument which is used in many different patient populations and countries for the 
measurement of HRQoL.  

10.1.2 Data collection 

The EQ-5D-3L questionnaire is a patient-completed health status instrument consisting 
of 2 parts. In the first, respondents are asked to rate their current health state on 5 
dimensions (mobility, self-care, usual activities, pain, or discomfort, and anxiety or 
depression), with each dimension having 3 levels of function (1 = no problem, 2 = some 
problem, and 3 = extreme problem). These scores are used to calculate a single EQ-5D-3L 
Index Score using country-specific tariffs. In the second, patients rate their current health 
state on the EQ-VAS, with end points labeled “best imaginable health state” (score of 
100) and “worst imaginable health state” (score of 0).  

Patients completed the HRQoL assessments, including EQ-5D-3L and EQ-VAS, at the 
baseline visit and at subsequent visits (months 6, 12, 18, 24, and 30, or at study 
discontinuation) (3).  

  

Data in Table 20 shows the pattern of missing data and completion of EQ-3D-3L for the 
ATTRwt population receiving 80 mg tafamidis. 

Data on EQ-5D was evaluated at each time point post-baseline using a mixed model 
repeated measures (MMRM) ANCOVA with center and patient within center as random 
effects; treatment, visit, genotype (ATTRm and ATTRwt), and visit by treatment 
interaction as fixed effects; and baseline score as covariate (6). 

There was no imputation of missing values, and it has not been possible to gain any data 
on characteristics of patients with missing data. 
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Figure 8  
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Figure 9       

 

 

10.2 Health state utility values (HSUVs) used in the health 
economic model 

10.2.1 HSUV calculation 

 

The ATTR-ACT study measured HRQoL using KCCQ and EQ-5D-3L. These values were 
produced through a post-hoc analysis of utility data in the ATTR-ACT study by NYHA class 
and by treatment regardless of assessment time point (3). 
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12.2.2 Probabilistic sensitivity analyses 

 
To assess the uncertainty surrounding the variables included in the model, a PSA was 
performed using 1,000 iterations. Several parameters in the model are not necessarily 
fixed values but possess a certain variability. This variability was approximated through 
the PSA. The PSA evaluated the economic results when several parameters of the model 
were varied simultaneously. The specific parameters included in the PSA can be found in 
the Excel model on the sheet “PSA Inputs”. An overview of the PSA data is provided in 
Appendix G.  

 presents the cost-effectiveness plane, and Figure 12 illustrates the cost-
effectiveness probability at different willingness-to-pay (WTP) thresholds. The mean ICER 
in the PSA analysis was .   

 
Figure 11  
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Appendix D. Extrapolation  

D.1 Extrapolation of all-cause OS 

D.1.1 Data input 

The proportion of patients who dies in each cycle is informed by the mortality data from 
the KM curve from the ATTR-ACT study, and the model will correct study OS for 
background general population mortality. Please see Technical Report, section 4.6.1, for 
the full explanation. 

The model determines OS for the full subpopulation chosen (i.e., ATTRwt) pooled across 
all NYHA classes. Data up to 30 months of follow-up were available from the ATTR-ACT 
study for placebo and tafamidis (11). From the ATTR-ACT LTE study, additional data up to 

 months of follow-up  were available for tafamidis (4).  Only data up to 30 
months from the ITT analysis of ATTR-ACT were used for placebo. Since the treatment-
specific OS curves were already diverging at 18 months from first dose (11), there was no 
concern with using more follow-up time for tafamidis than for placebo. 

D.1.2 Model 

Briefly, to extrapolate the KM survival curves to a lifetime horizon for the model, seven 
standard parametric survival models were curve fit to the individual patient data from 
the ATTR-ACT study in accordance with the best practices from NICE Technical Support 
Document 14 for survival analysis alongside clinical trials (21). Parameters and model fit 
statistics were calculated for each curve type. For the full explanation, please see the 
Technical Report, section 4.6.1. 

If by visual inspection all the extrapolations appeared to generally fit the KM data well, 
the most appropriate curve for data extrapolation was selected based on the following: 

• Clinical validity: 
o By comparing the extrapolated outcomes to published data, general population 

life expectancy, and validation with a clinical expert. 
o The extrapolated curve must be clinically meaningful. 

• The goodness of fit for each parametric survival function based on statistical analyses 
of AIC and BIC and the log cumulative hazard plots. 

According to the NICE extrapolation guidelines, fitting separate parametric models to 
each treatment arm involves fewer assumptions and is a justified approach when the 
extrapolation uses patient-level data (21).  

D.1.3 Proportional hazards 
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Figure 13  
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Figure 14  
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Figure 15  

 

D.1.4 Evaluation of statistical fit  

Table 35  

                

 
 

        

        

 
        

        
 

 
 

 

D.1.5 Evaluation of visual fit  

For evaluation of visual fit, please see Technical Report, section 4.6.1 for each 
extrapolation.  

 

D.1.6 Evaluation of hazard functions 
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Figure 16  
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Figure 17  

 

For discussion of the functions and for other extrapolations, please see the Technical 
Report, section 4.6.1. 

 

D.1.7 Validation and discussion of extrapolated curves 

 

 

D.1.8 Adjustment of background mortality 
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Figure 18  
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Figure 19  

 

 

 

D.1.9 Adjustment for treatment switching/cross-over 

Not applicable. 

D.1.10 Waning effect 

Not applicable. 

D.1.11 Cure-point 

Not applicable. 

D.2 Extrapolation of [effect measure 2] 
Not applicable.  
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Appendix E. Serious adverse 
events 

Please see the original application for a list of serious adverse events. 

 
 

Appendix F. Health-related quality 
of life 

 

Not applicable, as no domain specific data is relevant for this application. 
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Appendix I. Literature searches 
for health-related quality of life 

Not applicable, as the included clinical data is based on the ATTR-ACT study which is a 
head-to-head study comparing tafamidis with placebo. 
 

I.1.1 Unpublished data  
 

 
 

 
 
 
 

Appendix J. Literature searches for 
input to the health economic model 

J.1 External literature for input to the health economic model 
This section is not relevant, since no new literature was added to the health economic 
application since the previous application.  
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