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Primé naklady na lécbu pacientd s nevalvuldrni fibrilacf sin nové indikovanych k 16cbé apixabanem: retrospektivné prospektivni jednoramennd kohortovd studie

Direct costs in patients with nonvalvular atrial fibrillation newly indicated to apixaban:
aretrospective-prospective single-arm cohort study

Background: Atrial fibrillation (AF) affects 46.3 million people; its prevalence has tripled over the last 50 years. AF leads to
formation of blood clots increasing four-fold the risk of a stroke. Preventive anticoagulant therapy with warfarin has been well
established for over 50 years but has efficacy and safety limitations. New anticoagulants do not require laboratory monitoring
of prothrombin time, have low risk of adverse events, yet are more costly.

Methods: This non-interventional (Act 378/2007 Coll.) retrospective-prospective single-arm cohort study consisted of 3 visits.
The primary objective was to compare the total direct cost of treatment with warfarin and apixaban. Patients with non-valvu-
lar AF were enrolled at the time of discontinuation of warfarin and switching to apixaban. Costs were derived from the care
provided and the list of medical procedures (Decrees 268/ 2019 Coll.). Satisfaction was assessed using SAFUCA® questionnaire.
Results: Between February 2017 and June 2019, 499 patients were enrolled in 29 Czech internal medicine clinics. The mean
age of the patients was 73.6 + 10.2 years, 36.5% were at high risk of bleeding (HAS-BLED score). Previous warfarin treatment
lasted 5.9 £+ 2.7 months, 63% were unable to achieve target prothrombin time, 18% switched due to adverse reactions. New
apixaban treatment was followed for the first 6 months. Treatment with warfarin was associated with higher rates of major
bleeding and adverse events (22 vs. 2), stroke (17 vs. 0), ischemic heart attack (11 vs. 0), and minor bleeding (173 vs. 2). The
average daily cost following the switch to apixaban decreased from CZK 65.2 to CZK 4.8 (p <0.001). The price of anticoagulant
treatment was considered, there was an insignificant increase from CZK 68.1 to CZK 71.7 (p = 0.509). Satisfaction increased
significantly after 3 months, notably in the subjective evaluation of efficacy, comfort, impact on quality of life and the occur-
rence of side effects.

Conclusion: Switching patients with unsatisfactory outcomes on warfarin to apixaban resulted in lower risk of serious isch-
emic events, bleeding and side effects, and higher patient satisfaction. From the pharmacoeconomic perspective, apixaban

is a better choice in this population as it brings higher efficacy and better safety within comparable overall direct costs.
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Uvod

Nejcastéjsi abnormalitou srde¢niho rytmu je fibrilace sinf (FiS).
Prevalence FiS v populaci se zvysila zhruba tfikrat za poslednich 50 let
a dnes celosvétoveé postihuje pfiblizné 46,3 milionu osob (1). Vyskyt
FiS vyznamné roste s vékem, v druhé poloviné Zivota je FiS kazdo-
ro¢né diagnostikovéna u vice nez 6 % populace (2). Zmény srde¢niho
rytmu vedou ke zpomalenf toku krve, ¢imz roste pravdépodobnost
vzniku krevnich sraZzenin a nasledné okluze cév. FiS zvysuje zhruba
¢tyfndsobné riziko vzniku cévni mozkové piihody (3) (CMP), kterd je
7 Ceské i globainf perspektivy druhou nejcastéjsi pficinou umrti (4).

Prevenci vzniku krevnich srazenin je farmakologické ovlivnéni
srazlivosti krve tzv. antikoagula¢ni terapii. Jednim z prvnich anti-
koagulancii je warfarin, jeho preventivni podavani je celosvétové
dobte zavedené po vice nez 50 let. Terapie warfarinem snizuje riziko
CMP u pacientl s FiS zhruba o dvé tretiny (5). Uzite¢nost warfarinu
je omezena variabilitou terapeutické odpovédi na podanou davku,
Cetnymi Iékovymi interakcemi, interakcemi s nékterymi potravinami
a potfebou pravidelné laboratorni monitorace protrombinového ¢asu
(INR) (5). V bézné praxi pacienti pfi podavani warfarinu stravi az 40 %
[é¢by mimo terapeutické hladiny (6). Nizkd hladina warfarinu nenf
dostate¢né ucinna, nadmérna hladina tohoto lé¢iva v krvi naopak
zpUsobuje krvéacivé komplikace, které pacienta obtézuji, ohrozuji
a jsou ddvodem k casté&jsim hospitalizacim. Studie ukazuji, Ze pravé
warfarin je ze vSech lé¢iv nejcastejsi pficinou hospitalizaci pro ne-
zadoucf ucinky (7). Nejen samo ukonceni, ale i do¢asné pferusenti

www.casopisvnitrnilekarstvi.cz

antikoagulacnilécby v disledku nezddoucich piihod opét vyznamné
zvysuje riziko CMP (8, 9).

V roce 2008 byla poprvé udélena registrace tzv. novym antikoa-
gulanciim (NOAQ), jejichz mechanismus nenf na rozdil od warfarinu
zaloZen na antagonismu vitaminu K. NOAC typu xaban pffmo inhi-
buji faktor Xa, ¢imz snizuji riziko vzniku tromb@ a mozkové prihody
nejméné stejné dobre jako warfarin, riziko krvacenf je u nich vsak
nizsi (10-12). Pomér pfinosu a rizik je tudiz u téchto terapii lepsi nez
u warfarinu, navic jsou jejich Ucinky zfidka ovlivnény Iékovymi a po-
travinovymi interakcemi.

Oproti warfarinu jsou NOAC vyrazné nakladnéjsi terapif. Pfi lé¢bé
vsak nenf tfeba pravidelné monitorovat INR, dochdzi vzacnéji ke
krvaceni a pacienti spise respektuji pfedepsanou lécbu. U pacientd
uzivajicich NOAC dochazi k relativné nizsimu poctu hospitalizaci ve
srovnani s warfarinem, coz vede k redukci ndkladl spojenych s 10z-
kovou péci (13).

Apixaban je peroralni pfimy antagonista faktoru Xa ze skupiny
NOAC. Apixaban vynika rychlou gastrointestindlni absorpci, poloca-
sem 12 hodin a 25% renalni exkreci (14). Ve skupiné NOAC se pravé
apixaban zda byt nékladové nejefektivnéjsi alternativou — napfr. ve
srovnani s rivaroxabanem a dabigatranem (15, 16). Analyzy nakladové
uzite¢nosti ze Svédska, Portugalska a Spojenych statd ukazujf, ze 1é¢ba
apixabanem ve srovnani s warfarinem vede k nizsimu vyskytu CMP
a zdvaznych krvaceni (15, 17-19), vysledkem je Uspora nakladl pfimo
spojenych s lé¢bou pacientd trpicich FiS.
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