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INTRODUCTION AND BACKGROUND

Atrial Fibrillation (AF) is a cardiac arrhythmia defined as rapid and

ncoordnated contactons of the cardec atie, posins 2 | N NI ... i v crscorar oo poverion o ke 1
significant risk for thrombosis formation due to blood stasis, with current vitamin K antagonists for the prevention of stroke in

DISCUSSION / CONCLUSIONS

nossible subsequent embolization and ischemic strokel?. AF is Bruins Slot n=40,777 Systemic Review Xa inhibitors have decreased overall bleeding patients with AF. Systematic reviews and several double-blinded,
orevalent among older adults, posing a 1 in 4 (25%) lifetime risk KMH, Berge E (Level 1) risk and a lower overall mortality than VKAs. randomized control trials have demonstrated that Xa inhibitors
for those over 40031, and contributing to 15%-20% of all strokes! (2013) Xa Inhibitors have a decreased stroke have reduced all cause mortality, severe bleeding including
Disability-Adjusted-Life-Years (DALY) is a metric developed to Incidence overall compared to VKAs. intracranial hemorrhages, embolic strokes, and systemic
accurately describe the health burden of a particular disease, and embolisms compared to conventional VKA therapy. Factor Xa
accounts for both number of years of life lost due to premature Hori et al. n=1,280 Randomized Control  Rivaoroxiban is non-inferior to warfarin when inhibitors are statistically superior to VKA, but the data suggests
death (YLL) and number of years of healthy life lost due to  (2012) Trial (Level I1) comparing bleeding risk and shows a trend that the number needed to tree;1t] s 369 patients to observe a
disability (YLD)®!. Strokes are associated with an increased DALY towards all-cause stroke reduction compared clinical benefit over VKA therapy!™.  The high number needed to
score relative to other serious cardiovascular complications, such to warfarin. trﬁat sho(;/vs the a(d;vaﬂtage 'T( | rrlgrglnal. tThat fsfa'dt’ th
myocardial infarction, as seen in Figure 1. The comparativel . . . . o . pnarmacodynamic and pharmacokIneuc properties Or T1acilor Aa
as Myo . ’ N FIGUTE . P Y Patel et al. n=14,139 Randomized Control  Rivaoroxiban and warfarin have similar risks of nhibit low f or dosi d tiahter th f trol
nigh DALY score is due to the disability in survivors of strokel®!. . . INNIDIOTS allow for easier dosing and tighter therapeutic contro
R . . . (2011) Trial (Level II) nleeds. Intercranial and fatal bleeds had a compared to VKA. X3 inhibitors are easier for patients to take
Due to the high incidence of stroke in patients with AF, and the . . . . P - P |
- - - - - | ower incidence with Rivaoroxiban (27 vs. 59) require less laboratory testing, and are not as readily affected b
nigh DALY associated with stroke, AF is a serious public health q. | .y | g, y y
concern. variations of metabolism, diet and other drugs. Although the data
Connolly et. al. n =508 Randomized Control  Betrixaban had a similar rate of bleeding shows that Xa inhibitors are only marginally better than VKA in
For the last 50 years standard prophylaxis to prevent ischemic ~ (2013) Trial (Level I1) compared to warfarin. terms of safety and efficacy, we postulate that the quality of life
stroke in persons with AF has been a vitamin K antagonist (VKA), - | - . o and ease of use for Xa inhibitors may be reason enough to
such as warfarin. While VKA's have dramatically decreased the Granger et. al. n=18,201 andom|zed Control Apleba_n was superior to w_arfarln N encourage their use. Future studies are needed to elucidate
ncidence of ischemic stroke is persons with AF, it has been (2011 Trial (Level I1) ElreVzﬂtmg Sc’lfmke l?(" dembl0|l3m, Cautselslt Ietis which, if any, specific Xa inhibitors are better than others.
associated with multiple adverse outcomes, such as massive eef iNg ahd resuited in fower mortality than |
bleeding due to supratherapeutic anticoagulation and ischemic wartarin. Recommendations:
stroke due to subtherapeutic anticoagulation. VKA administration o _ .
is complicated by a variable dose response dependent on vitamin 1) Atrial fibrillation patients who meet current criteria for
K intake and metabolism. It requires frequent laboratory SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Eplosior anticoagulant therapy should be treated with a factor Xa inhibitor.
eva | u ati O n S n eceSS i tati n g CO m p | eX a n d ti m e'va ri a b | e d OS i n g Factor Xa inhibitors compared with vitamin K antagonists for prevention of stroke and other systemic embolic events in patient with atrial fibrillation . .
SCheduleS to aChieve a narrow therapeutic Window[1]. FaCtor Xa :::::znn;sc:erousﬁtI;t.ig:;el;a;i:gitﬁgwithatrialﬁbrillationdeemedeligibleforIong-termanticoagulanttreatment 2) CondUCt further StUdleS on the COSt eﬁeCtlveneSS and |Ong term
. . . IR . Intervention: Factor Xa inhibitor’ i . : A
inhibitors (FXa inhibitors) are a new class of anticoagulant, and Compara: D s i K s benefits of Xa inhibitors compared to VKA.
. P . . Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence = Comments
offer significant advantages over VKA such as simple once-daily (5% 0) stuies) (GRADE | | o
dosing and therapeutic window reliability. The efficacy and safety — e 3) Further research is necessary to determine which, it any, factor
profile of FXa inhibitors compared to VKA is a topic of current swho s ober o g0 mpin  muee o ot g ) o Xa inhibitors are better than others.
research and debate. If FXa inhibitors are found to be superior to e
VKA, this could change current management guidelines for AF iores 2o o [ O v 0., i
. 1.9 years) rivaroxaban
prophylaXIS' Major bleedings 46 per 1000 39 per 1000 RR0.90 (0.82t0 0.98) 42078 DODO Most data (87%) from
gfglt)::l;l;;): 12 weeks to (0 to 55) (10) moderate? ?i?adri::a:)v;nh apixaban and
Intracranial 11 per 1000 6 per 1000 RR 0.56 39638 DOHDD Most data (86%) from
haemorrhag:; B (0to 8) (0.4510 0.70) (8) high* fit\:ladri::a:)v:nh apixaban and
12.00 Sy
, o All-cause deaths 51 per 1000 45 per 1000 RR0.89 38924 DODD Most data (87%) from
YL gFglt):;rlsJ)p 12 weeks to (0 to 66) (0.82 t0 0.97) (6) high fitluadrioe:a:)vaitnh apixaban and REFERENCE S
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Figure 1: Comparison of DALY Lost Due to Nonfatal Ml vs. Nonfatal



