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Abstrakt
Úvod: Transtyretínová amyloidová kardiomyopatia (ATTR-CM) 
je progresívne ochorenie charakterizované opakovanými hos-
pitalizáciami súvisiacimi s  kardiovaskulárnym ochorením, 
pričom hospitalizačné náklady predstavujú 87  –  93 % pria-
mych zdravotníckych výdavkov. Dve randomizované štúdie 
preukázali, že stabilizátory transtyretínu (tafamidis v ATTR-
ACT; akoramidis v ATTRibute-CM) znižujú kardiovaskulárnu 
morbiditu a mortalitu. Táto štúdia transformuje tieto klinické 
benefity na ekonomické dôsledky súvisiace s hospitalizáciami 
pre slovenský zdravotnícky systém.
Metódy: Bol vytvorený kohortový Markovov model 
s  mesačnými cyklami z perspektívy slovenského verejného 
platcu, zameraný na náklady hospitalizácií súvisiacich s kardio-
vaskulárnym ochorením (KV hospitalizácií). Základná analýza 
použila 12-mesačný časový horizont s rozšíreným 6,5-ročným 
scenárom. Klinické vstupy boli odvodené z klinických štúdií 
fázy III: akoramidis znížil ročnú mieru KV hospitalizácií na 0,22 
verzus 0,45 udalostí/pacient-rok pre placebo; tafamidis na 
0,48 verzus 0,70 udalostí/pacient-rok. Slovenské špecifické 
náklady na hospitalizáciu boli 3462,94 € na prijatie. Zdravotné 
utility boli 0,80 (nažive bez hospitalizácie) a 0,56 (hospital-
izovaný). Model vypočítal celkové náklady, roky života adjus-
tované na kvalitu (QALY) a inkrementálne pomery nákladovej 
efektívnosti (ICER).
Výsledky: V rámci base case, akoramidis ušetril 2550 € na pa-
cienta a tafamidis ušetril 1905 € na pacienta na hospitalizačných 
nákladoch. V 6,5-ročnej analýze akoramidis generoval celkové 
hospitalizačné náklady 9719 € verzus 21 916 € pre štandardnú 
terapiu (12 196 € úspor), pričom produkoval 4,82 verzus 4,04 
QALY (0,78 QALY zisk), čo viedlo k dominantnému ICER  –   
15 720,22 €/QALY. Tafamidis generoval náklady 16 371 € ver-
zus 15 933 € pre štandardnú terapiu (437 € navyše), produko-
val 3,45 verzus 2,48 QALY (0,97 QALY zisk), s ICER 450,23 €/
za 1 QALY. Obe liečby výrazne znížili pravdepodobnosti hos-
pitalizácie v porovnaní so štandardnou starostlivosťou.
Závery: Zníženie počtu KV hospitalizácií stabilizátormi transty-
retínu sa premieta do významných ekonomických úspor v slov-
enskom zdravotníckom systéme. Akoramidis preukázal domi-
nantný profil nákladovej efektívnosti (šetrí náklady pri zlepšení 
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Introduction
Transthyretin amyloid cardiomyopathy (ATTR‑CM) is 

a progressive, life‑limiting cardiomyopathy characterized 
by heart‑failure symptoms, recurrent cardiovascular (CV) 
hospitalizations, and premature death. Contemporary 
cohort work from the UK National Amyloidosis Centre 
(NAC) shows stage‑dependent survival from diagnosis 
and substantial healthcare use, underscoring the budg-
etary implications of admissions in this population. In 
the NAC staging paper, median survivals were 69.2, 
46.7, and 24.1 months for NAC stages I – III, respec-
tively; converting medians to means suggests approxi-
mately 8.3, 5.6, and 2.9 years (1). Lane and colleagues 
reported genotype‑specific survival (median 69 months 
for non‑V122I hereditary ATTR‑CM, 57 months for 
wild‑type, and 31 months for V122I) and documented 
high use of hospital services around diagnosis, again 
emphasizing admissions as a dominant cost driver (2). 
Economically, ATTR-CM imposes a substantial burden 
on healthcare systems, with cardiovascular-related hos-
pitalization accounting for approximately 87 – 93% of 
direct costs, resulting in very high annual per-patient 
costs (3,4). A study from Sweden analyzed healthcare 
resource use and direct healthcare costs among pa-
tients with ATTR-CM across different stages of disease 
severity, defined by New York Heart Association (NYHA) 
class. The total annual healthcare costs per patient in-
creased substantially from early-stage (NYHA II) to ad-
vanced-stage (NYHA IV), primarily driven by inpatient 
hospitalizations. The mean cost across all stages was 
approximately €21,200 per patient per year, substan-
tially higher than the corresponding costs for other 
types of heart failure in Sweden. The study also high-
lighted a  prolonged diagnostic delay averaging 3.5 
years until ATTR-CM diagnosis (5). Conversely, a study 
from Spain compared the health and economic impact 
of correct diagnosis of ATTR-CM to missed diagnosis. 
Using a  probabilistic Markov model with time horizons 
of 1 to 15 years, the authors demonstrated that correct 
diagnosis generates life years gained and reduces car-
diovascular-related hospitalizations, resulting in cost sav-
ings for the Spanish National Health System. These sav-
ings increased over time, reaching approximately €2,900 
per patient after 15 years (6). Two randomized con-
trolled trials demonstrated that transthyretin stabilizers 
reduce morbidity and mortality in ATTR‑CM. In the 

ATTR‑ACT trial, tafamidis reduced all‑cause mortality 
and cardiovascular‑related hospitalizations over 12 
months compared with placebo (7). Similarly, in the 
ATTRibute‑CM trial, acoramidis improved a hierarchical 
composite endpoint and reduced the annualized fre-
quency of cardiovascular‑related hospitalization, with 
separation of event curves by month three (8). The pre-
sent manuscript translates these clinical benefits into 
hospitalization‑related economic outcomes for the 
Slovak Republic, where hospital budgets operate within 
the SK‑DRG reimbursement framework. For cost con-
text and reimbursement procedures, we refer to the 
National Institute for Value and Technologies in Health 
Care (NIHO) and the public Slovak HTA appraisal for 
acoramidis (Beyonttra, ZHL175).

Methods
Perspective, Horizon, and Scope

The present analyses adopt the Slovak public-payer 
and hospital perspective, focusing exclusively on the di-
rect medical costs associated with cardiovascular and 
heart failure-related hospitalizations. This perspective 
aligns with the primary decision-making context for re-
imbursement evaluations within the Slovak healthcare 
system. The base-case analysis employs a 12-month 
time horizon. Additionally, a scenario analysis extends 
the survival time horizon to 6.5 years, representing the 
central estimate derived from mean survival projections 
based on the National Amyloidosis Centre (NAC) stag-
ing system. The extended horizon inputs are informed 
by established prognostic frameworks (1) and validated 
survival data from contemporary cohort studies (2). 

Model Structure
A cohort-based state-transition (Markov) model was 

developed to capture the disease trajectory and associ-
ated economic burden. The model employs monthly 
cycles and half-cycle correction to minimize discretiza-
tion bias. The model comprises four mutually exclusive 
health states: (1) Alive without hospitalization; (2) 
Hospitalized due to cardiovascular or heart failure 
events; (3) Alive post-discharge; and (4) Dead.

Cardiovascular and heart failure-related hospitaliza-
tions are modeled as recurrent events, with each admis-
sion incurring both direct medical costs and within-cy-
cle health utility decrements. Transitions between states 

hospitalization-driven savings partially offset treatment costs, 
though comprehensive economic evaluation requires incorpo-
rating drug acquisition costs. Establishing a Slovak ATTR-CM 
registry is essential for validating these projections and opti-
mizing disease management strategies (Tab. 7, Ref. 19). Text 
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are governed by time-dependent probabilities derived 
from trial data and supplemented by real-world evi-
dence, where appropriate. Patients experiencing hospi-
talization events transition from the 'Alive without hos-
pitalization' state to the 'Hospitalized' state, 
subsequently progressing to the 'Alive post-discharge' 
state upon survival through the hospitalization period. 
The post-discharge state captures the elevated risk pro-
file and altered cost trajectory following hospitalization 
events.

This modeling framework reflects established meth-
odological approaches in cardiovascular economic eval-
uations, where hospitalization events constitute the pri-
mary drivers of both economic burden and 
health-related quality of life decrements. The structure 
adheres to the International Society for 
Pharmacoeconomics and Outcomes Research (ISPOR) 
and Society for Medical Decision Making (SMDM) con-
solidated guidance for state-transition modeling (9). The 
methodological foundation draws upon seminal works 
in decision-analytic modeling (10) and contemporary 
best-practice recommendations for cardiovascular dis-
ease modeling (11 – 13). These sources provide formal 
theoretical underpinnings for state-transition model de-
velopment, parameter estimation, and the derivation of 
cycle-specific transition probabilities from available clin-
ical data.

Model Assumptions and Limitations
The model incorporates several key structural as-

sumptions that warrant explicit acknowledgment. First, 
the Markov assumption implies that transition probabil-
ities depend solely on the current state and not on the 
pathway by which that state was reached. Second, the 
model assumes that all events occurring within a cycle 
are realized at its midpoint, necessitating a half-cycle 
correction. Third, competing risks of mortality are rep-
resented through state-specific transition probabilities, 
with cardiovascular mortality incorporated within hospi-
talization-related transitions and background mortality 
applied uniformly across all living states.

Rate-to-Probability Conversion
Clinical trial publications typically report event data 

as either annualized rates (events per patient-year) or 
fixed-horizon cumulative risks. To operationalize these 
parameters within the discrete-time Markov framework, 
conversion to cycle-specific transition probabilities is re-
quired. This conversion assumes a constant hazard rate 
within each interval, a standard assumption in health 
economic modeling when individual patient data are 
unavailable (Tab. 1).

We convert to per‑cycle probabilities using a stand-
ard constant‑hazard embedding (Tab. 1):
•	 From rate l to probability over Dt years: p = 1 – e-lDt

•	 From risk over horizon T (e.g., 12‑month mortality Pt) 
to rate: l = -ln (1 – Pt)/T

Figure 1. Formulas 1 and 2. 
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at 0.80, based on EQ-5D-5L measurements from recent quality of life studies in ATTR-CM 
populations. During hospitalization cycles, utility was reduced to 0.56, reflecting the acute 
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This methodological approach aligns with estab-
lished practices in state-transition modeling and is ex-
plicitly endorsed in contemporary guidance documents 
(11, 13). These references, among others, provide de-
tailed worked examples illustrating both the mathemati-
cal derivation and the practical implementation of these 
conversions.

Clinical Input Parameters
The model incorporates treatment-specific event 

rates derived from pivotal randomized controlled trials. 
The more recent trial evaluated acoramidis versus pla-
cebo (ATTRibute-CM trial). The annualized cardiovascu-
lar hospitalization rate was 0.22 events per patient-year 
in the acoramidis arm, compared with a model-derived 
placebo rate of 0.45 events per patient-year, based on 
the detailed analysis published in the Journal of the 
American College of Cardiology. Alternative estimates 
suggest rates of approximately 0.50 events per patient-
year when back-calculated from relative risk ratio re-
ported in the New England Journal of Medicine publi-
cation. All-cause mortality at 30 months was 19.3% with 
acoramidis versus 25.7% with placebo (8). The earlier 
trial, published in 2018, evaluated tafamidis versus pla-
cebo (ATTR-ACT trial). The annualized cardiovascular 
hospitalization rate was 0.48 events per patient-year 
with tafamidis versus 0.70 events per patient-year with 
placebo. The all-cause mortality at 30 months reached 
29.5% and 42.9% in the tafamidis and placebo groups, 
respectively (7).

Post-hospitalization conditional mortality, applicable 
to transitions from the hospitalized state, was estimated 
by synthesizing safety data from the ATTRibute-CM trial 
and applying methodological bracketing informed by 
the ATTR-ACT experience. This parameter has a second-
ary influence on overall model outcomes, as the pri-
mary treatment effect operates through a reduction in 
hospitalization frequency rather than modification of 
case-fatality risk (14). 

Health State Utility Values
Health-related quality of life parameters were de-

rived from contemporary ATTR-CM-specific sources. The 
base-case utility value for patients in the 'Alive without 
hospitalization' state was set at 0.80, based on EQ-5D-
5L measurements from recent quality of life studies in 
ATTR-CM populations. During hospitalization cycles, util-
ity was reduced to 0.56, reflecting the acute functional 
and symptomatic burden of cardiovascular decompensa-
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tion. This magnitude of decrement is consistent with 
published evidence from acute heart failure populations 
and corresponds to utility values reported in the Nordic 
PROACT ATTR-CM observational study (15).

Cost Parameters (Slovak Healthcare System)
The analysis incorporates Slovakia-specific health-

care cost data to ensure relevance to the national de-
cision-making context. Unit Cost per cardiovascular or 
heart-failure-related admission: €3,462.94 (base case). 
This estimate is anchored to the Slovak Health 
Technology Assessment (HTA) framework and reflects 
the total episode cost, including emergency department 
presentation, inpatient stay, diagnostic procedures, 
pharmacological management, and discharge planning. 
Comprehensive documentation supporting this costing 
approach is available in the public appraisal dossier of 
the National Institute for Value and Technologies in 
Health Care (NIHO) for acoramidis (Beyonttra, ZHL175; 
NIHO reference documentation).

Discounting
Scenario analyses applied an annual discount rate 

of 5% to both costs and health outcomes for projec-
tions extending beyond one year. This rate reflects the 
societal time preference for current versus future health 
benefits and aligns with international standards for 
health economic evaluation. The base-case 12-month 
analysis presents undiscounted outcomes due to the 
short time horizon, whereas the extended 6.5-year sce-
nario applies discounting from the second year onward. 

Table 1. Comprehensive inputs table with focus on hospitalization. 

Input Base value Cycle Rationale / source

P(hospitalized, year)  –  
Standard (acoramidis trial)

0.443 year (8)

P(hospitalized, year)  
–  Acoramidis

0.252 year (8)

P(death, year)  –  Standard 
(acoramidis trial)

0.112 year (8)

P(death, year)  
–  Acoramidis

0.082 year (8)

P(hospitalized, year)  –  
Standard (tafamidis trial)

0.503 year (7)

P(hospitalized, year)  
–  Tafamidis

0.381 year (7)

P(death, year)  –  Standard 
(tafamidis trial)

0.201 year (7)

P(death, year)  –  Tafamidis 0.131 year (7)

P(discharge alive | hospitali-
zed, year)

0.876 year (7)

Utility, Alive‑not‑hospitalized 0.80 month (15)

Utility, Hospitalized 0.56 month (15)

Mean survival (scenario) 6.5 year Within NAC‑based 
range; used for 
long‑term scenario.

Unit cost per CV/HF admis-
sion

€3,462.94 1 
event

Slovak HTA apprai-
sal context (NIHO, 
Beyonttra ZHL175)

Discounting (costs and 
effects)

5% year MoH Decree, No. 
422/2011 

Results
Acoramidis Treatment Arm Analysis

The model utilizes annualized transition probabilities 
derived directly from the ATTRibute-CM trial data, as 
detailed in Table 2.

Table 2. Transition probabilities for standard therapy in the acora-
midis study (8). 

TO

Alive/NoHsptl* Hospitalised Dead

FRO


M

Alive/NoHsptl* 0.445 0.443 0.112

Hospitalised 0.876 0.000 0.124

Dead 0.000 0.000 1.000

* NoHsptl = no hospitalization 

For patients receiving standard therapy, the annual 
transition probabilities were 0.445 for remaining alive 
without hospitalization, 0.443 for experiencing a cardio-
vascular hospitalization, and 0.112 for death. These 
probabilities sum to one, ensuring internal model con-
sistency. The hospitalized state applies conditional an-
nual probabilities, relevant only to those experiencing 
hospitalization within a given year. These were 0.876 for 
survival to discharge and 0.124 for in-hospital or imme-
diate post-discharge death, corresponding to a condi-
tional annual mortality rate of approximately 12.4%.

For patients treated with acoramidis, the corre-
sponding annual probabilities demonstrate a substantial 
treatment benefit: 0.666 for remaining alive without 
hospitalization, 0.252 for hospitalization, and 0.082 for 
death, again summing to unity (Tab. 3).

Table 3. Transition probabilities for acoramidis in the acoramidis 
study (8). 

TO

Alive/NoHsptl* Hospitalised Dead

FRO


M

Alive/NoHsptl* 0.666 0.252 0.082

Hospitalised 0.875 0.000 0.125

Dead 0.000 0.000 1.000

* NoHsptl = no hospitalization 

Derivation, Cross-Check and Validation
These transition probabilities reflect annualized con-

version of trial-reported event rates, providing internal 
consistency and empirical validation of the modeling 
approach. The placebo arm exhibited an annual prob-
ability of experiencing at least one cardiovascular hos-
pitalization of 0.44; whereas acoramidis reduced this to 
0.25. Likewise, the annual probability of death declined 
from 0.112 in the placebo arm to 0.082 with acoramid-
is, precisely reproducing the matrix values above and 
confirming the coherence of the model’s rate-to-proba-
bility derivation (14).
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Tafamidis Treatment Arm Analysis
Parallel calculations were performed for the tafa-

midis comparison using data from the ATTR-ACT trial, 
applying the same rate-to-probability conversion meth-
odology.

From the “Alive-without-hospitalization” state, pa-
tients receiving standard therapy had annual transition 
probabilities of 0.296 for remaining alive without hospi-
talization, 0.503 for hospitalization due to cardiovascu-
lar events, and 0.201 for death (Tab. 4).

Table 4. Transition probabilities for standard therapy in the tafami-
dis study (7).

TO

Alive/NoHsptl* Hospitalised Dead

FRO


M

Alive/NoHsptl* 0.296 0.503 0.201

Hospitalised 0.777 0.000 0.223

Dead 0.000 0.000 1.000

* NoHsptl = no hospitalization 

 

For tafamidis-treated patients, the corresponding an-
nual probabilities were 0.488 for remaining alive with-
out hospitalization, 0.381 for hospitalization, and 0.131 
for death (Tab. 5).

Table 5. Transition probabilities for tafamidis in the tafamidis study 
(7).

TO

Alive/NoHsptl* Hospitalised Dead

FRO


M

Alive/NoHsptl* 0.488 0.381 0.131

Hospitalised 0.824 0.000 0.176

Dead 0.000 0.000 1.000

* NoHsptl = no hospitalization 

These transition probabilities maintain consistency 
with the annualized cardiovascular hospitalization rates 
(0.48 versus 0.70 in the tafamidis and placebo groups, 
respectively) and with the 30-month all-cause mortality 
risks (29.5% versus 42.9% in the tafamidis and placebo 
groups, respectively) reported in the ATTR-ACT trial (7).

Extended Time Horizon  
Cost-Effectiveness Results

Acoramidis Cost-Effectiveness Results 
The extended-horizon analysis, which incorporates 

long-term survival projections based on National 
Amyloidosis Centre (NAC) staging data, reveals a mark-
edly favorable economic profile for acoramidis when 
evaluated from the hospitalization cost perspective (Tab. 
6).

Over the 6.5-year analytic horizon, the acoramidis 
strategy incurs total hospitalization costs of €9,719 per 
patient, compared with €21,916 for standard therapy, 

resulting in cost savings of €12,196. At the same time, 
acoramidis produces 4.82 QALYs versus 4.04 QALYs 
under standard care, representing an incremental gain 
of 0.78 QALYs.

The concurrent reduction in costs (€12,196 saved) 
and improvement in health outcomes (0.78 QALYs 
gained) positions acoramidis as a dominant strategy in 
health economic terms. The resulting negative incre-
mental cost-effectiveness ratio (ICER) of - €15,720.22 
per QALY gained indicates that acoramidis both saves 
costs and improves outcomes—a scenario representing 
exceptional value from a health technology assessment 
perspective.

Table 6. Cost-effectiveness results for acoramidis and standard the-
rapy from the perspective of hospitalization impact.

Acoramidis Results 

COSTS € 9,719 

QALYs 4.82

Standard therapy

COSTS € 21,916 

QALYs 4.04

ICER 

Incremental Costs € (12,196)

Incremental Effectiveness 0.78

ICER (per 1 QALY gained) € (15,720.22)

Tafamidis Cost-Effectiveness Results 
The parallel extended-horizon analysis for tafamidis 

over 6.5-year demonstrates a distinctly different eco-
nomic profile compared with the acoramidis. The tafa-
midis strategy generates total hospitalization costs of 
€16,371 per patient versus €15,933 for standard thera-
py, resulting in incremental costs of €437 (Tab. 7).

This marginal cost increase persists despite a reduc-
tion in hospitalization frequency, suggesting that the 
extent of admission reduction is insufficient to fully off-
set other cost dynamics over the long term. Tafamidis 
produces 3.45 QALYs versus 2.48 QALYs for standard 
therapy, corresponding to an incremental effectiveness 
of 0.97 QALYs.

The ICER for tafamidis compared with standard 
therapy is €450.23 per QALY gained, indicating that 
tafamidis improves outcomes at a modest incremental 
cost when assessed from the hospitalization perspective 
alone. This highly favorable ratio lies well below con-
ventional European willingness-to-pay thresholds (typi-
cally €20,000-50,000 per QALY), underscoring the cost-
effectiveness of tafamidis within this evaluative 
framework.

Head-to-Head Indirect Economic Comparison
The indirect mathematical economic comparison 

between acoramidis and tafamidis reveals hypothetical 
differentiation in favor of acoramidis when assessed 
from the hospitalization cost perspective over the 6.5-
year horizon. In this mathematical scenario, acoramidis 
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seems to demonstrate improved clinical effectiveness, 
generating 4.82 QALYs versus 3.45 QALYs for tafamid-
is, corresponding to an incremental benefit of 1.36 
QALYs. Concurrently, acoramidis incurs lower total hos-
pitalization costs (€9,719 versus €16,371). However, in 
the absence of direct comparative studies involving 
both technologies, any such analysis remains highly hy-
pothetical. Consequently, these findings cannot be read-
ily translated into clinical practice and may not accu-
rately reflect actual clinical outcomes. 

Table 7. Cost-effectiveness results for tafamidis and standard thera-
py from the perspective of hospitalization impact. 

TAFAMIDIS Results 

COSTS € 16,371 

QALYs 3.45

Standard therapy

COSTS € 15,933 

QALYs 2.48

ICER 

Incremental Costs € 437 

Incremental Effectiveness 0.97

ICER (per 1 QALY gained) € 450.23 

Discussion
The translation of randomized controlled trial (RCT) 

outcomes into discrete-time transition probabilities with-
in a Markov framework demonstrates that both acora-
midis and tafamidis significantly reduce cardiovascular 
and heart-failure – related hospitalizations in patients 
with transthyretin amyloid cardiomyopathy (ATTR-CM). 
When evaluated using Slovak diagnosis-related group 
(SK-DRG) reimbursement rates, these reductions in hos-
pitalization frequency translate into meaningful per-pa-
tient cost savings over the trial-concordant time hori-
zon. The magnitude of savings correlates with the 
differential treatment effects observed in the pivotal tri-
als, with acoramidis yielding approximately €2,550 
saved per patient and tafamidis €1,905 per patient. The 
extended 6.5-year analysis further amplifies these differ-
ences, with acoramidis demonstrating a dominant cost-
effectiveness profile (saving €12,196 while gaining 0.78 
QALYs), and tafamidis maintaining a highly favorable 
ICER of €450.23 per 1 QALY gained when viewed sole-
ly from the hospitalization-cost perspective. Under the 
assumption that these modeled per-patient savings re-
main consistent across a broader population, treating 
100 patients with acoramidis might yield approximately 
€1.2 million in cumulative hospitalization-related cost 
savings over the 6.5-year period compared to standard 
therapy, suggesting the potential for substantial eco-
nomic impact of treatment selection decisions at the 
population level, though real-world outcomes may vary 
depending on patient heterogeneity and healthcare sys-
tem dynamics. From a patient-centered perspective, the 
potential 0.78 QALY gain with acoramidis from the per-
spective of hospitalizations, translates to approximately 

9.4 months of perfect health equivalent or a 19.3% im-
provement in quality-adjusted life expectancy over 6,5 
years (the percentage improvement over standard ther-
apy using standard therapy as the baseline), reflecting 
both reduced hospitalization burden and enhanced 
overall health status throughout the treatment period.

The methodological framework employed in this 
analysis aligns with international best practices for eco-
nomic evaluations in chronic cardiovascular disease, 
where recurrent hospitalization events are key determi-
nants of both economic burden and quality-of-life loss 
(11 – 14,16 – 19). The state-transition modeling ap-
proach, incorporating rate-to-probability conversions 
under constant-hazard assumptions, follows ISPOR – 
SMDM consolidated recommendations and has been 
validated across multiple cardiovascular indications (9). 
The convergent evidence from the ATTRibute-CM and 
ATTR-ACT trials, each demonstrating consistent reduc-
tions in cardiovascular hospitalization despite differenc-
es in design and population, supports the external valid-
ity of focusing on admission-driven economic 
consequences within the Slovak healthcare context. This 
hospitalization-centric analytical perspective reflects the 
clinical reality of ATTR-CM management, where acute 
decompensation episodes dominate healthcare resource 
utilization and substantially impair patient-centered out-
comes.

The observed differences of cardiovascular related 
hospitalizations in absolute rate reduction between trials 
(0.23 events per patient-year for acoramidis versus 0.22 
for tafamidis) must be interpreted in light of consider-
able cross-trial heterogeneity (7, 8). These studies en-
rolled distinct patient cohorts with variable disease se-
verity, applied differing endpoints definitions and 
adjudication methods, and reported markedly different 
baseline event rates in control arms. Such heterogene-
ity precludes any definitive comparative conclusions 
without either head-to-head evidence or advanced indi-
rect comparison methods using individual patient data 
(IPD). The economic trends identified here are direc-
tionally favorable for both treatments when viewed from 
the restricted hospitalization perspective, yet a compre-
hensive cost-effectiveness evaluation would also require 
inclusion of pharmaceutical acquisition costs, follow-up 
care, outpatient resource use, and broader societal im-
pacts, including productivity loss and caregiver burden.

Several important limitations affect the interpreta-
tion and generalizability of these findings. First, the ex-
clusive focus on hospitalization-related costs represents 
a methodological simplification that limits the scope of 
the analysis. The results should not be interpreted as 
a  full cost-effectiveness assessment suitable for reim-
bursement decisions without incorporation of drug ac-
quisition and broader healthcare resource costs. Second, 
the transferability of SK-DRG-based cost parameters 
warrants careful scrutiny, as tariffs and lengths of stay 
vary across Slovak hospitals. The base unit cost of 
€3,462.94 per cardiovascular admission, though consist-
ent with national reimbursement schedules, requires 
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local validation and may underestimate the true cost of 
complex ATTR-CM admissions involving intensive or re-
habilitative care. Third, the extended 6.5-year horizon, 
although anchored in NAC staging evidence and sur-
vival literature, remains an extrapolation without direct 
validation in Slovak ATTR-CM cohorts. The absence of 
national registry data necessitates reliance on interna-
tional evidence, which may not fully capture Slovak pa-
tient characteristics, treatment patterns, or healthcare 
system dynamics. Fourth, the indirect comparison be-
tween acoramidis and tafamidis is subject to residual 
confounding and population heterogeneity. Without ac-
cess to IPD, techniques such as matching-adjusted indi-
rect comparison (MAIC) could not be applied, limiting 
the ability to control for between-trial differences.

Most critically, Slovakia currently lacks a dedicated 
ATTR-CM registry that would enable accurate mapping 
of patient journeys, documentation of real-world out-
comes, and characterization of healthcare utilization. 
This data gap constrains the ability to validate model 
assumptions, calibrate them to local conditions, and as-
sess external validity of trial-based projections.

The establishment of a national ATTR-CM registry 
therefore represents an urgent policy priority for opti-
mizing disease management and supporting evidence-
based reimbursement decisions. Such a registry should 
systematically collect data on hospital admissions, length 
of stay, readmissions, outpatient utilization, and longitu-
dinal quality-of-life outcomes using validated instru-
ments. Regular updates of DRG costing methodologies 
specific to cardiovascular admissions would improve the 
accuracy of economic evaluations and ensure that re-
imbursement rates reflect the clinical and logistical com-
plexity of ATTR-CM management.

As Slovak-specific evidence accumulates, periodic 
re-estimation of hospitalization-related economic im-
pacts will be essential to refine understanding of treat-
ment value in the national context. The National Institute 
for Value and Technologies in Health Care (NIHO) pro-
vides an established institutional framework for integrat-
ing real-world evidence into HTA processes. Linking 
registry data with formal economic models would en-
able dynamic reassessment of treatment value as clini-
cal practice evolves and long-term outcomes mature. 
Collaboration with international ATTR-CM registries 
could further facilitate benchmarking of Slovak results 
within the broader European experience, while main-
taining focus on nationally relevant cost structures and 
treatment patterns.

Conclusion
Reductions in cardiovascular and heart-failure hospi-

talizations observed in modern transthyretin stabilizer 
trials translate into tangible hospital budget savings in 
Slovakia. Using standard rate-to-probability conversions, 
this analysis demonstrates that the annual probability of 
hospitalization declines meaningfully for both acoramid-
is and tafamidis, producing clear, event-driven cost off-
sets under SK-DRG reimbursement rates. Over the pa-

tient’s survival horizon, both agents reduce admissions 
with savings proportional to their trial-specific event-rate 
differences. Because trial populations and endpoints dif-
fer, indirect comparisons should be interpreted cau-
tiously. Establishing a Slovak ATTR-CM registry and re-
fining hospital unit cost methodologies will be essential 
for developing more definitive, system-specific econom-
ic assessments in the future.*
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