Two-year benefit-risk of standard and reduced doses of rivaroxaban versus vitamin-K antagonists
iIn non-valvular atrial fibrillation: a cohort study in the French nationwide claims database
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Introduction Results

» Direct oral anticoagulants (DOAC), rivaroxaban, dabigatran, and apixaban had better benefit-risk than vitamin-K » Populations Rivaroxaban 20mg versus VKA Rivaroxaban 15mg versus VKA Rivaroxaban 20mg versus VKA
antagonists (VKA) for non-valvular atrial fibrillation (NVAF) in clinical trials, but real-life benefits and risks remain « Of 387,788 new users of dabigatran, rivaroxaban or VKA in 2013 in OUTCOME Riva.20 VKA  Events HR [95% CI]
uncertain. France, 20,465, 12,800 and 53,252 were treated for NVAF with W e
. . . . . 1 I Stroke and systemic embolism (SE)
> Rivaroxaban 20mg is the standard dose and rivaroxaban 15mg, the recommended dose for patients with rivaroxaban 20mg, 15mg or VKA, respectively. Crude analysi i 20452 53240 1822 058 [0.52-0.66]
- - - - - . . Adjusted analysis — 20452 53249 1822 091 [0.79-1.05]
moderate or severe renal impairment but not if renal clearance is below 15 ml/min. * For rivaroxaban 20mg versus VKA and for rivaroxaban 15mg versus Matched analysis —— 15680 15680 572 0.9 [0.84-116]
VKA, 15,680 and 12,018 patients were matched per arm, respectively All Major bleedin
lat ) 9
- m 0 : 0 - RORLISRS Crude analysis —— 20452 53249 2109 043 [0.38-0.49]
ObjeCtlve (77% of rivaroxaban 20mg group and 94% of rivaroxaban 15mg group). Adjusted analysis ——f 20452 53249 2109  0.74 [0.64 - 0.85]
- T . - - - Matched lysi —— 15680 15680 622 0.69 [0.59-0.81]
- Patient characteristics and hdPS distribution showed differences between e
> To compare the two-year risk of major events in new users of rivaroxaban 20mg and rivaroxaban 15mg versus groups, and were normalized after matching (Table 1, Figure 1). For both G i " 20452 53248 8475 024 [0.22-0.26)
VKA for NVAF in real-life setting. comparisons, after matching, standardized differences were < 15% for all T T Il g e Matched analyele i 15680 15880 1661 067 161-074
variables, even < 5% for most variables (Figure 2). Composite criterion
- . Crude analysis ag 20452 53249 11122 0.31 [0.29-0.33]
M th d Adjusted analysis ng 20452 53249 11122 0.72 [0.67 -0.77]
e O s Table 1. Main patient characteristics in matched NVAF populations { ( Matched analysis g 15680 15680 2571  0.73 [0.68-0.79)
> Study design Rivaroxaban VKA Rivaroxaban VKA Clinically relevant bleeding (CRB)
20mg 15mg Crgdeanalysis‘ aa 20452 53249 3686 0.62 [0.57 - 0.67]
Cohorts study in the SNDS (Systeme National des Donnees de Santé) nationwide French claims database DISNLS 680 DISNL> 680 DISN12 Ol1E B0 SN2 Ol Matched Mtohed o 3 Ts680 15680 1066 088 (077007
including all new users of dabigatran, rivaroxaban or VKA for NVAF in 2013, with three-year history and two-year Male, % 61.9 61.9 47.3 473 opulations
Age, mean (+ SD) 71.3 (10.1) 71.3 (10.1) 80.4 (8.6) 80.4 (8.6) Pop NS
fo||0W_up or until death in the database ’ - ' ' ' ' ' ' ' ' Crude analysis —— 20452 53249 1193 064 [0.55-0.74)
) Risk factors, % Adjusted analysis —— 20452 53249 1193  0.81 [0.68-0.95]
> Data source Hypertension 38 2 39 3 47 1 47 9 _ Matched analysis — 15680 15680 427 0.75 [0.62-0.91]
. . « . c c - annc Diabet Iit : T 1 T 1 T T
The SNDS database contains individual pseudonymised information from 66 million persons on: o o talore g - e e I J J . 025 050 070 1 2 4
* Gender, date of birth, area of residence, date of death; Vascular disease history 13'5 14'1 17'7 18.0 I Ri ban 15 VKA
. . . . . , . . . | ' : : - . . . . Iivaroxapan mg versus
» Chronic disease registration (affection de longue durée, ALD) with associated |ICD-10 codes for full insurance Stroke or transient ischemic attack history 11.0 11.3 115 11.9 Figure 2. Standardized differences for all and matched populations: g v mvee e
coverage (With start and end d ates); Abnormal renal function 58 33 8.0 8.6 rivaroxaban 20mg versus VKA, and rivaroxaban 15mgqg versus VKA OUTCOME 'V(a'{) o ‘(':)ns [95% ClI]
- Qutpatient reimbursed healthcare expenditures: visits, medical procedures, lab tests, drugs ...; gir:’r;“:' '\‘/f:”“"”"” ) = 14 & Iy Stroke and systemic emboli (SE) o s s e 06 oeros
. . . . . . . . . . - C score 2 75.9 75.9 93.2 93.5 1 1 1 i rude analysis b : 83-1.
- Hospital discharge summaries with ICD-10 codes for diagnosis (primary, linked and associated diagnoses) for AR e e e o » The two-year cumulative incidence of outcomes for matched patients Adiusted analysis Lo 12723 53218 1812 10 [096-125)
. . . . . . . . . ~ — : - - - I Matched analysis f—t— 12018 12018 584 1.14 [0.97 - 1.34)
all private and public medical, obstetric and surgery hospitalisations, with the date and duration of are presented in Table 2. ’
- - . . Major bleeding
hospitalisation, medical procedures. > Benefit-risk of rivaroxaban 20mg or 15mg versus VKA Shoes . FED EAE R G
» NVAF population Rivaroxaban 20mg versus VKA Rivaroxaban 15mg versus VKA  The risk of all outcomes was significantly lower with rivaroxaban 20mg, Matched analysis —— 12018 12018 705 0.80 [0.69-0.93]
Patients with chronic disease registration, hospitalisation or procedure for atrial fibrillation without rheumatic valve except for SSE for which there was no difference. Albcause death . o2 smis wots 086 [(062.070
" i i i i _ i n Cwa I N B o : f : - ' : Adjusted analysi e 12723 53218 8913  0.82 [0.77 - 0.88]
disease or valve replacement, and no other probable indication using three-year database history. A1 T Therg was a S|gn|f|canft Iow_er. risk with rlvaroxapan 15mg fc?r major Moo oo W 1201s 12018 2641 07 1075 088
> Outcomes: during anticoagulant exposure period (on treatment) ! 1] [N Flei%gg’ dgef\th,scglrznplc:)_sﬂe, cgnlcally relevant bleeding, and no ditference Composits criterion
- : . : : : , _ _ _ EER T Ea or and for iqure 3). Crude analysis -+ 12723 53218 11505 0.70 [0.67 - 0.74]
« Clinical events: hospital admission with main diagnosis of stroke and systemic embolism (SSE), major Al ) (Fig ) P b 1223 3218 11508 085 (081000
. * . . . * . ] ; \\ %" alcnea analysis . . = U.
bleeding®, clinically relevant bleeding (CRB)* and acute coronary syndrome (ACS); populations | Table 2. Two-year cumulative incidence of outcomes during the drug exposure period Clinically relevant bleeding (CRB)
 Death (aII-cause); 5 5 for matched NVAF populations Crude analysis —— 12723 53218 3569 0.84 [0.77-0.92]
. . . L . . = = Adjusted analysis —— 12723 53218 3569 0.90 [0.81-0.99]
 Composite criterion: first event among SSE, major bleeding, or death. : I Rivaroxaban 20mg Rivaroxaban 15mg VKA Matched analysis e 12018 12018 1224 088 [0.79-0.99
n = 15,680 n=15,680 n=12,018 n=12,018
> Data analySiS | N . . n event %[95"/.oC|] n event %[95"/.oC|] n event %[95"?CI] n event %[95"/ij|] Acgt:“j:;zglay’;:wdmme (ACS) e 12723 53218 1173 095 [0.82-141]
' - : : a ' l - ' : : l Stroke and systemic embolism 280 2.6 [2.3; 2.9] 292 2.7 [2.4; 3.0] 298 3.7 [3.3; 4.1] 286 3.2 [2.9; 3.6] , .
. . . . . . . 0.0 0.2 0.4 0.6 0.8 1.0 0.0 0.2 0.4 0.6 0.8 1.0 (SSE) AdJUSted analysns —_— 12723 53218 1173 1‘04 [088_123]
* 1:1 matched analysis on gender, age (+ 1 year), date of the first drug dispensing (+ 14 days), and logit of high- Evimacd P Einacd P Maor bloeding 250 2427 a2 asp23el || 200 373344 406 4642 54] Matched analysis —— 12018 12018 399 103 [0.85-126]
dimensional propensity score (thS)** (i 0.2 SD) Clinically relevant bleeding (CRB) 581 55[5.0;5.9] 685 6.4 [5.9; 6.9] 547 6.7 [6.2; 7.3] 677 7.6[7.1; 8.2] , R r r r
. . . . . . . . 20 3.0 p— Death (all-cause) 661 6.5 [6.0; 7.0] 1000 9.7 [9.1; 10.3] 1105 14.1 [13.3; 14.9] 1536 18.3 [17.5; 19.2] 0.25 0.50 0.70 1 2 4 8
« 2-year cumulative incidence of outcomes was estimated using Kaplan-Meier estimate (death, composite) or Smpibalnen 1080 10.2[9.6;10.8] 1491  14.0[13.3;147]|| 1526  18.9[18.0;19.8] 1998  23.2[22.3; 24.1]
. . . . 2 , major bleeding, dea ) )
cumulative incidence function (other outcomes). Acute coronary syndrome (ACS) 180  1.6[1.4;1.9] 247 2.2 [1.9; 2.5] 194 2.4[2.0;2.7] 205  2.3[2.0;2.7] Figure 3. Hazard ratios and 95% CI of outcomes:
« Hazard ratios (HR) [95% confidence interval (Cl)] of outcomes during first prescribed anticoagulant exposure \ UL Il A A G S L LS R U LU
’ Matched .

using Cox proportional hazard risk (death, composite) or Fine and Gray models (other outcomes) populations

for crude, adjusted and matched patient analyses.

*With primary, linked or associated diagnosis for haemorrhagic stroke; **Probability to be treated by rivaroxaban 20mg or 15mg versus VKA using
a logistic regression model with 500 variables including gender, age, stroke risk factors, bleeding risk factors, hospital and non-hospital costs

Conclusions

 Different rivaroxaban 20mg or 15mg and VKA prescription patterns, but similar population characteristics after hdPS matching.
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« This nationwide cohort study of new anticoagulant users for NVAF shows a significantly overall better long-term benefit-risk in real-life of

Figure 1. hdPS distribution in all and matched populations: rivaroxaban 20mg or 1 5mg Compared to VKA
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