Effectiveness and safety of standard and reduced doses of dabigatran versus rivaroxaban
in non-valvular atrial fibrillation: a cohort study in the French nationwide claims database SNDS
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Introduction Results

> Dabigatran and rivaroxaban showed a better benefit-risk than vitamin-K antagonists (VKA) for stroke prevention > Populations | Y e eee—————
in non-valvular atrial fibrillation (NVAF), but no randomized trial has Compared dabigatran to rivaroxaban. « Of 371,539 new users of dabigatran, rivaroxaban or VKA in 2013 in » The tWO'year cumulative incidence of outcomes for matched patlents
France, 10,847, 15,532, 18,829 and 11,195 were treated for NVAF with are presented in Table 2. Dabi.150 mg Riva20mg Events o ro50. cp

» Dabigatran 150mg and rivaroxaban 20mg are the standard doses. Dabigatran 110mg is a reduced dose M ()

L . ) . : . . . . . . dabigatran 150mqg, 110mgq, rivaroxaban 20mg or 15mq, respectively. e : : Bleeding
indicated in patients with moderate renal impairment, a higher risk of bleeding or in older patients, whereas 2 2 2 2 20 It 4 > Benefit-risk of dabigatran 150mg versus rivaroxaban 20mg and I e o8 10 63 045 057054
rivaroxaban 15mg IS just recommended for patients with moderate renal impairment.  For standard doses comparison, 8,290 patlents were matched per arm dabigatran 110mg versus rivaroxaban 15mg ﬁg;;?:iin;':;;edpaﬁems F—— 13236 12238 ggg 822 {gjgggg%
(76% of dabigatran 150mg group and 44% of rivaroxaban 20mg group). - The risk of CRB, major bleeding and composite was significantly lower aior bloading
Ob'ective For reduced doses comparison, 7,639 patients were matched per arm with dabigatran 150mg, and with no difference for SSE, ACS, and death. Crude anavss —— 10647 18820 208 043 [031-059
l (49% of dabigatran 110mg group and 68% of rivaroxaban 15mg group). « There was a significant lower risk with dabigatran 110mg for CRB, major Analysis In maiched patients - U EREEE e
i i i i - o i isti istributi i bleeding, SSE, composite, and no difference for ACS, and death e e - _
> To compare the 2-year risk of major events in real-life use for NVAF in new users of standard doses Patient characteristics and hdPS distribution showed differences between (Fi uregé) ’ POSTEE, ’ e, vl 10347 1g829 331 086 [067-111]
(dabigatran 150mg versus rivaroxaban 20mg) and reduced doses (dabigatran 110mg versus rivaroxaban15mg). groups which were dramatically reduced after matching (Table 1, 9 ' Analysl in matched patient T 8200 8290 154 092 [067-1.20]
Figure 1). For both comparisons, after matching, standardized R G T v (0847 18820 248 084 [064-100)
g 0 g 0 : Dabigatran 150mg versus rivaroxaban 20mg Dabigatran 110mg versus rivaroxaban 15mg Tl ———] 10847 18829 248  0.90 [0.68-120
M eth O d S ?Il:fferencze)s. were < 10% for all variables, even < 2% for most variables Miedanalyss — ooi7 106z 240 D30 (066 120
Igure - r ( dB All-cause death
Crl-JdeanaIysis. —— 10847 18829 575 0.54 [0.44 -0.66]
> Study design Table 1. Main patient characteristics in matched NVAF populations 2:2:;:: iinrilgtsched patients —— 13236 12%8 232 8:21 {822???{
Cohorts study in the SNDS (Systeme National des Données de Santé) nationwide French claims database Standard dose Reduced dose Al Eps N osa7 120 1678 058 (050065,
. . . . - . Dabigatran Rivaroxaban Dabigatran Rivaroxaban ! Adjusted analysis 10847 18829 1678 0.72 [0.64 -0.81
including all new users of dabigatran (150mg or 110mg), or rivaroxaban (20mg or 15mg) for NVAF in 2013, with oi=ia 2000 n= 8230 n=763  n=7639 populations e e pationts e = BT
three-year history and two-year follow-up in the database (except for patients who did not survive). Male, % Fek, ek, e e R ,
' ' ' ' 030  0.50 1 2
> Data source Age, mean (+ SD) 66.9 (8.8) 66.9 (8.8) 80.4 (7.5) 80.4 (9.3)
. . . . . . . —_— Risk fact , Yo
The SNDS database contains individual pseudonymised information from 66 million persons on: I;syp;;:sr:m o ron ' o =
* Gender, datg of birth, area o_f reS|Qence, da_te of death; | | Diabetes mellitus 5a . —y o N IR DN N N IR R Dabigatran 110mg versus rivaroxaban 15mg
« Long-term disease registration with associated ICD-10 codes for full insurance coverage (with start and end Vel diseres fsem 8.9 8.9 14.0 14.9 { / Dabi110 mg Riva15mg Events s ross ci
dateS); Congestive heart failure 0.8 0.8 18.4 19.4 S (n) (n) (n)
° I I I  \/ICI I . i i H i Clinically relevant bleedin
Outpgtlent_ reimbursed healt_hcarg expenditures: visits, medlcal_ proc_edures,. lab tests, drugs...., | Sl eriEmstnt eomte cies ity 7.9 7.8 11.2 11.5 Crdoamayels —— 15532 11195 754 067 [058-0.78]
» Hospital discharge summaries with ICD-10 codes for diagnosis (primary, linked and associated diagnoses) for Abnormal renal function 1.2 1kt A <l e B o patonts — e U el e e
all private and public medical, obstetric and surgery hospitalisations, with the date and duration of ’gz:’r;“:' '\'/V:;f””"““ ) 0-9 11 15 15 Matched vajor bleeding
. . . . - 2 59.3 58.5 94.0 93.9 lations i i
hospltallsatlon, medical procedures. 2L o2 C score popu Crgjsejn:gas'sgs ——] 15532 11195 378 0.66 [0.54_0.81]
> NVAF I t_ HASHEIRED) BERE = ¢ 15.4 15.8 34.8 33.2 Q:J'alytsi:in mZtched patients —— 1?2252) 1;;28 g;j 8;3 {82'9/-882}
. popu cldieln _ . _ _ _ . . . . . _ Stroke and systemic embolism
P_atlents \_N|th Iong-term disease regls’_trat_lon,_ hospltallsatlon or procedure .fOI' atrial fibrillation without valvular Dabigatran 150mg versus rivaroxaban 20mg | | Dabigatran 110mg versus rivaroxaban 15mg l l icrj;j:si:dnzlr)\/::;sis —— 12233 11132 382 8:;:75 {8:232813?1}
disease history, and nor other probable indication using three-year database history. s T Analysis in matched patients —— 7639 7639 239 073 [056-0.94]
. . . : B Standardized difference (%) ** * Matched patients Standardized difference (%) ¢ * * Matched patients Acute coron a I'y Sy n d rome
» Outcomes: during anticoagulant exposure period (on treatment) g § Figure 2. Standardized differences for all and matched populations: o T w2 Lageie
e Clinical events: hospita| admission with main diagnosis of C|inica”y relevant b|eeding (CRB), major b|eeding’ Al %E %E dabigatran 150mg versus rivaroxaban 20mg, dabigatran 110 mg versus rivaroxaban 15mg Analysis in matched patients —_— 7639 7639 187  0.95 [0.71-1.26]
stroke and systemic embolism (SSE), and acute coronary syndrome (ACS): : 2o 28 All-cause death
. Death (al y . ( ) ry sy ( ) populations §§ g% Table 2. Two-year cumulative incidence of outcomes during the drug exposure period for /‘i;;‘j;:;g':;‘jsis gt 12223 mgg 1213 882 {8;2?82}
ed (a 'Cause), . E % matched NVAF populations Analysis in matched patients —— 7639 7639 845 0:95 [0:83-1:09]
- Composite criterion: first event among CRB, SSE, ACS, or death. 5 5 Standard dose Reduced dose Composite criterion
Dabigatran Rivarc;x;gboan Dabigatran Rivarox::gan Crude analysis g 15532 11195 2751 0.79 [0.74 - 0.86]
H ! ' n = 8,290 n =3, n=7,639 n=7, Adjusted analysis (g 15532 11195 2751 0.87 [0.80-0.93
» Data anaIYSIS 0.0 0.2 E°'4 dH(c)i.:S 0.8 1.0 00 e U 06 08 L nevent % [95%CI] _nevent % [95%CI] nevent % [95%CI] _ nevent % [95%CI] Anjalysisin m;ltchedpatients —— 7639 7639 1585  0.88 {0-79-0-971
° - I | | | I = stimate ZLTELEI RIS inically relevan eedin . .8; 2. . .5; 4. . .6; 4. . .3; 6.
1:1 matched analysis on gender, age (+ 1 year), date of the first drug dispensing (+ 14 days), and high e g e e I R | I TR e
dimensional propenSIty SCcore (thS)* (i 0.01 ) Stroke and systemic embolism (SSE) | 72 1.5 [1.2; 2.0] 82 1.6 [1.2; 2.0] 88 2.0 [1.6; 2.6] 99 2.1 [1.7; 2.6]
. . . . . _ . . . . . . - - 10 - Acute coronary syndrome (ACS) 67 1.5 [1.2; 2.0] 76 1.4 [1.1; 1.8] 179 1.4[1.2;1.6] 153 1.5[1.3; 1.7] Figure 3. Hazard ratios and 95% Cl of outcomes:
Cumglatlve incidence of outcomes using Kaplan-Meier estimate (death, composite) or cumulative incidence - 1 Doath (il causes) S5 2alisan @0 28@es3) || 7 sBTi07 s 0288113 dabigatran 150mg versus rivaroxaban 20mg, dabigatran 110 mg versus rivaroxaban 15mg
function (other outcomes). Eos g (CRB, SSE, ACS, death) ’ ’ ’ ’
. . . . . . . 7] 25
« Hazard ratios (HR) [95% confidence interval (Cl)] of outcomes during first prescribed anticoagulant exposure, SIS sa
using Cox proportional hazard risk (death, composite) or Fine and Gray models (other outcomes) c',‘"a:;?;is j a- j 8 C I .
for crude, adjusted and matched patient analyses. PoP B 2 gz ORCIUSIONS
X X
*Probability to be treated by dabigatran 150mg versus rivaroxaban 20mg or dabigatran 110mg versus rivaroxaban 15mg using a °1L | | | | | °1 . | | | | _ _ _ _ _ _
logistic regression model with 500 variables including gender, age, stroke risk factors, bleeding risk factors 00 02 04 06 08 10 00 02 04 06 08 10 This COUﬂtFyWIde propenS|ty score-matched new users cohort StUdy found in real-life that dablgatran as used appears to be at both

Estimated HdPS Estimated HdPS

Dabigatran 150 mg ——— Rivaroxaban 20 mg

Disclosure of statement: This study was funded by an unrestricted grant from Boehringer Ingelheim France. Dabigatran 110 mg ——— Rivaraxaban 15 mg standard and reduced doses at least as effective and safer than rivaroxaban in the same conditions, for the prevention of
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. It was designed, conducted, and analysed independently by the Bordeaux PharmacoEpi of the Bordeaux | _ Figure 1. hdPS distribution in all and matched populations: thromboembolic events in NVAF.
i University. It was overseen by ind epen dent experts. i dabigatran 150mg versus rivaroxaban 20mg, dabigatran 110mg versus rivaroxaban 15mg
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