
Analysis of clinical outcomes, health resource use and costs of patients 
with non-valvular atrial fibrillation treated with apixaban vs. 

acenocoumarol in routine clinical practice in Spain

Introduction
● In patients with non-valvular atrial fibrillation (NVAF), the

effectiveness and safety of non-Vitamin K antagonist oral
anticoagulants (NOAC) have been analyzed in observational
studies, with generally favorable results for NOAC vs. the
traditional vitamin K antagonists (VKA)1-5.

● NOAC and VKA have been compared in economic analyses in
patients with NVAF. In general, apixaban is generally a cost-
effective alternative in comparison to VKA6,7. However, the
economic evaluations mainly considered the efficacy results of
clinical trials in patients with NVAF. Therefore, there is a need to
estimate the cost-effectiveness value of apixaban vs. VKA in
clinical practice to improve the care of these patients.

Objective
● This study aims to compare the use of healthcare resources and

costs associated to the treatment of patients with NVAF, in
patients receiving apixaban (NOAC) vs. acenocoumarol (VKA),
according to medical practice in Spain.

The clinical improvements and the reduction of disease management costs suggested that apixaban is a cost-effective alternative for patients with NVAF and may reduce the
economic burden of this disease for the Spanish National Health System and society.

Conclusions

References
1. Briere J-B, Bowrin K, et al. Expert Rev Pharmacoecon Outcomes Res. 2019;19(1):27–36. doi: 10.1080/14737167.2018.1518134. 2. Li G, et al. Eur J Epidemiol. 2016;31(6):541–61. doi: 10.1007/s10654-016-0178-y. 3. Gómez-Outes A, et al. Thrombosis. 2013; 640723:1-18. doi:
10.1155/2013/640723.4. Lip GYH, et al. Thromb Haemost. 2016;116(5):975–86. doi: 10.1160/TH16-05-0403. 5. Ramagopalan SV, et al. J Comp Eff Res. 2019;8(14):1201–12. doi: 10.2217/cer-2019-0079. 6. Barrios V, et al. Rev Esp Cardiol Engl Ed. 2020;74(9):773–80. doi:
10.1016/j.rec.2020.06.033. 7. Pinyol C, et al. Cardiol Ther. 2016;5(2):171–86. doi: 10.1007/s40119-016-0066-2. 8. Deyo RA, et al. J Clin Epidemiol. 1992;45(6):613–9. doi: 10.1016/0895-4356(92)90133-8. 9. Dzeshka MS, et al. Clin Cardiol. 2014;37(10):634–44. doi:
10.1002/clc.22294. 10. Escobar-Cervantes C, et al. Adv Ther. 2022;39(8):3578–88. doi: 10.1007/s12325-022-02187-1. 11. Instituto Nacional de Estadística [Internet]. [cited 2021 Apr 8]. Available from: https://www.ine.es
.

Poster presented at ISPOR Europe 2022

Methods
Design of the study
● This is an observational and retrospective study based on

electronic medical records from the BIG-PAC database5.
● The study population was patients with NVAF who started a new

anticoagulant treatment with apixaban or acenocoumarol
between 01/01/2015 and 31/12/2017. The index date was the
date of the initiation of the treatment (Figure 1)5.

● A propensity score matching procedure (PSM, 1:1) maximized
the comparability of study cohorts. Covariates were age, sex,
Charlson comorbidity index and CHA2DS2-VASc and HAS-BLED
scores8,9.

● Healthcare resource utilization, costs and incremental cost-
effectiveness ratios were analyzed. Unit costs were obtained
from previous studies and the Spanish statistical office10,11.
Costs were expressed in euros (€, 2021).

Results
Study population and patients’ characteristics at the index date
● PSM paired 2,160 patients in the apixaban group with 2,160 patients treated with acenocoumarol, with a high degree of

comparability between both groups (Table 1)5.
● Patients with apixaban were more persistent to the treatment than those with acenocoumarol (hazard ratio, HR: 1.2 [95% CI:

1.0–1.3], p=0.006, at 6 months; HR: 1.3 [95% CI: 1.1–1.4], p=0.012 at 12 months).
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Figure 1. Study design

Study variables
● Demographic characteristics, comorbidities, effectiveness, treatment patterns and healthcare resources utilization were analyzed.

The results in prevalent patients were compared between, the anticoagulation treatment that led to their inclusion in the study.

Cost-effectiveness analysis

Healthcare resources utilization and costs

Table 1. Patients’ characteristics at the index date. 
Study groups after PSM Apixaban (N = 2,160) Acenocoumarol (N = 2,160) p value Standard difference

Mean age (SD), years 71.2 (12.8) 71.6 (10.1) 0.271 -0.041
Sex (males) 47.6% 47.8% 0.903 -0.003
Scales 

CCI, mean (SD) 2.5 (2.0) 2.6 (1.9) 0.758 0.016
CHA2DS2-VASc, mean (SD) 3.3 (1.9) 3.4 (1.7) 0.009 -0.015
HAS-BLED, mean (SD) 2 (1.3) 2.1 (1.1) <0.001 -0.017

CCI: Charlson comorbidity index; PSM: propensity score matching; SD: standard deviation. 

Effectiveness 
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Table 2. Characteristics of prevalent patients

Study groups after PSM Apixaban (N = 2,160) Acenocoumarol (N = 2,160) P value 

Medical visits
Primary care visits 146 (99) 252 (163) <0.001
Nursing visits 60 (45) 294 (195) <0.001
Specialist visit 193 (175) 257 (185) <0.001
Emergency visits 21 (48) 37 (63) <0.001

Hospitalizations 293 (1196) 658 (2036) <0.001
Clinical tests and procedures
Laboratory tests 48 (35) 70 (51) <0.001
Radiology 15 (14) 18 (15) <0.001
Computerized axial tomography 31 (45) 97 (80) <0.001
Magnetic resonance 60 (84) 148 (136) <0.001
Other tests 43 (37) 89 (65) <0.001
Cateterization 96 (192) 104 (198) 0.154
Angioplasty 100 (195) 102 (197) 0.709
Endarterectomy 2 (29) 99 (194) <0.001

Cardiovascular medication 899 (327) 42 (20) <0.001
Total costs
Healthcare costs 2,008 (1490) 2,268 (2251) <0.001
Indirect costs 169 (478) 252 (641) <0.001

Total 2,177 (1488) 2,520 (2268) <0.001
PSM: propensity score matching. 

Follow-up period: from the index date until treatment interruption, the 
first event (ischemic stroke, thromboembolism, or major/minor 

bleeding), 12 months, or death, whichever occurred first. 

Figure 2. Effectiveness of apixaban vs acenocoumarol. 

● Apixaban improved the efficacy outcomes in NVAF, leading to a
reduction in the use of healthcare resources and indirect costs, in
comparison with acenocoumarol (Figure 3). Therefore, apixaban is
considered a dominant alternative vs acenocoumarol, from the
perspective of the society (Table 3).

Figure 3. Adjusted mean cost per patient. 

Costs were adjusted by using an analysis of covariance, considering sex, age, Charlson comorbidity 
index, and CHA2DS2-VASc and HAS-BLED score as covariates.  

● As it was previously reported, apixaban reduced the incidence of
strokes and systemic embolisms and minor and major bleedings
vs. acenocoumarol5. In addition, the mortality rate was lower in
NVAF patients who received apixaban vs. those treated with
acenocoumarol (Figure 2).

● Apixaban patients required fewer healthcare
resources than those with acenocoumarol,
particularly nursing and primary care visits and
hospitalizations.

● Regarding productivity losses, 15.6% of patients
with acenocoumarol required an average of 2.5
days of sick leave, whereas 12.4% of patients
with apixaban needed an average of 1.7 days.

● Apixaban decreased annual healthcare costs
compared with acenocoumarol (Table 2), leading
to reductions of 80%, 55% and 43% in the costs
related to nursing visits, hospitalizations and
emergency visits, respectively.

Table 3. Cost-effectiveness analysis per event avoided
Type of event Apixaban Acenocoumarol 

Total cost*

Strokes and systemic 
embolisms € 2,208 € 2,482

Minor bleedings € 2,208 € 2,482
Major bleedings € 2,208 € 2,482

Deaths € 2,208 € 2,482

Effectiveness

Strokes and systemic 
embolisms 0.980 0.963

Minor bleedings 0.928 0.891
Major bleedings 0.976 0.954

Deaths 0.963 0.917

Incremental 
costs

Strokes and systemic 
embolisms - -€ 274

Minor bleedings - -€ 274
Major bleedings - -€ 274

Deaths - -€ 274

Incremental 
effectiveness

Strokes and systemic 
embolisms - 0.017

Minor bleedings - 0.037
Major bleedings - 0.022

Deaths - 0.046

ICER

Strokes and systemic 
embolisms - -€ 16,118

Minor bleedings - -€ 7,405
Major bleedings - -€ 12,455

Deaths - -€ 5,957
. *Adjusted mean costs per patient. ICER: incremental cost-effectiveness ratio. 
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