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» Background: Dabigatran and rivaroxaban showed better benefit-risk than VKA for stroke prevention in non-valvular atrial fibrillation
(NVAF), but no randomized trial compared dabigatran versus rivaroxaban

» Objectives: To compare 2-year risk of major benefit-risk outcomes between new users of dabigatran and rivaroxaban (standard and
reduced doses) for NVAF during drug exposure, i.e. “on treatment”
* Method:

- Cohort study: All new users of dabigatran or rivaroxaban in 2013 (3-year history, as well as no other DOAC or VKA ) for NVAF identified
and followed for 2 years in the SNDS (Systeme National des Données de Santé) database

- Outcomes:

* Hospitalisation with primary diagnosis for clinically relevant bleeding (CRB), major bleeding, stroke and systemic embolism (SSE), and
acute coronary syndrome (ACS)

* Death (all-cause)
» Composite criterion: First event among CRB, SSE, ACS, or death

 Statistical analysis: Dabigatran versus rivaroxaban according to the dose

- 1:1 matched analysis on gender, age, date of first anticoagulant dispensing, and high-dimensional propensity score (hdPS)*

- Hazard ratios (HR) [95% confidence interval (Cl)] of outcomes during drug exposure, using Cox proportional hazard risk model (death,
composite) or Fine and Gray model (other outcomes) for crude, hdPS adjusted with all patients and matched analyses

* Probability to be treated by dabigatran versus rivaroxaban (standard or reduced doses) using a logistic regression model with 500 variables including
gender, age, stroke and bleeding risk factors
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* Populations:

- 56,403 new users of dabigatran and rivaroxaban for NVAF in 2013
» 8,290 matched patients per arm for standard doses comparison

» 7,639 matched patients per arm for reduced doses comparison

- Patient characteristics and hdPS distribution showed differences
between groups which were dramatically reduced after matching

(Table 1, Figure 1).

For both comparisons,

standardized

differences after matching were < 10% for all variables, even < 2%
for most variables (Figure 2)

Table 1. Main patient characteristics in all and matched NVAF populations

Standard dose

Reduced dose

All patients Matched patients All patients Matched patients
Dabigatran Rivaroxaban| Dabigatran Rivaroxaban|| Dabit an Ri 1| Dabig Rivar
n =10,847 n=18,829 n =8,290 n=8,290 n=15532 n=11,195 n=17,639 n=7,639
Male, % 68.3 69.7 69.7 69.7 485 46.6 46.4 46.4
Age, mean ( SD) 65.3(10.2) 69.0 (11.1) 66.9 (8.8) 66.9 (8.8) || 78.5(9.5) 79.9 (9.3) 80.4 (7.5)  80.4(7.6)
Risk factors, %
Hypertension 31.0 33.0 29.0 2904 453 442 431 44.0
Diabetes mellitus 19.9 19.8 19.3 19.6 205 20.3 19.4 19.8
Vascular disease history 11.1 11.0 8.9 8.9 19.6 20.5 14.0 14.9
Congestive heart failure 8.9 11.1 9.8 9.8 14.4 16.1 18.4 19.4
Stroke or TIA history 8.4 9.2 7.9 7.8 13.3 1.2 1.2 11.5
Abnormal renal function 1.3 21 1.2 11 4.6 6.9 4.9 5.0
Abnormal liver function 1.2 1.2 0.9 11 1.6 1.6 1.5 15
CHA;DS,-VASc score 2 2 57.1 67.4 59.3 58.5 923 91.0 94.0 93.9
HAS-BLED score 2 3 15.7 20.0 15.4 15.8 35.2 339 348 332
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Figure 1. hdPS distribution in all and matched populations
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Figure 2. Standardized d'ﬂ:c;ences for all and matched po;;:lnlations
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» Benefit-risk: Figure 3

Standard doses Reduced doses
Dabi.150 mg Riva.20 mg Events o Dabi.110 mg Riva.15 mg Events o
) () (n) HR [95% CI] ) (n) ) HR [95% CI]
Bleeding Bleeding
Clinically relevant bleeding Clinically relevant bleeding
Crude analysis —— 10847 18829 639 0.45 [0.37 - 0.54] Crude analysis = 15532 11195 754 0.67 [0.58 -0.78]
Adjusted analysis —— 10847 18829 639 0.53 [0.43 -0.65] Adjusted analysis i 15532 11195 754 0.72 [0.62-0.84]
Analysis in matched patients ——t 45% 8200 8200 202 055 [0.43-0.70] Analysis in matched patients —— 23% 7639 7630 463  0.77 [0.64-092]
Major bleeding Major bleeding
Crude analysis —— 10847 18829 238 0.43 [0.31-0.59] Crude analysis —— 15532 11195 378 0.66 [0.54 -0.81]
Adjusted analysis 10847 18829 238 0.55 [0.39-0.78] Adjusted analysis —— o 15532 11195 378 0.72 [0.59 - 0.89]
Analysis in matched patients 41% 8290 8290 98 0.59 [0.39-0.90] Analysis in matched patients —— 26% 7630 7639 234 074 [0.57-0.96]
Stroke and systemic embolism Stroke and systemic embolism
Crude analysis 10847 18829 331 0.74 [0.58 - 0.94] Crude analysis —— 15532 11195 403 0.73 [0.60 - 0.89]
Adjusted analysis — 10847 18829 331 0.86 [0.67 - 1.11] Adjusted analysis —— 270/ 15532 11195 403 0.77 [0.63-0.94]
Analysis in matched patients — é 8290 8290 154 0.92 [0.67 - 1.26] Analysis in matched patients —— o 7639 7639 239 0.73 [0.56 - 0.94]

——
———
——
—_——
—
Acute coronary syndrome Acute coronary syndrome
Crude analysis —— 10847 18829 248 0.84 [0.64 -1.09] Crude analysis 1 15532 11195 332 0.88 [0.71-1.09]
—
—
——
——
——
——
i
——

Adjusted analysis 10847 18829 248 0.90 [0.68 -1.20] Adjusted analysis — 15532 11195 332 0.93 [0.74 - 1.16]

[1*
™

Analysis in matched patients 8290 8290 143 0.93 [0.66 - 1.29] Analysis in matched patients —— é 7639 7639 187 0.95 [0.71-1.26]
All-cause death All-cause death
Crude analysis 10847 18829 575 0.54 [0.44 -0.66] Crude analysis - 15532 11195 1513 0.86 [0.77 -0.95]

Adjusted analysis 10847 18829 575 081 [0.66-0.99] Adjusted analysis o 15532 11195 1513 096 [0.86-1.06]
Analysis in matched patients L <&« 8290 8200 215 084 [0.65-1.11] Analysis in matched patients —H <&« 7639 7630 845 095 [0.83-1.09]
Composite criterion Composite criterion

Crude analysis 10847 18829 1678 058 [0.52-0.65] Crude analysis - 15532 11195 2751 079 [0.74-0.86]
Adjusted analysis o 10847 18829 1678  0.72 [0.64-0.81] Adjusted analysis ae o) 15532 11195 2751  0.87 [0.80-03]
Analysis in matched patients 26% 8200 8200 768 074 [064-086] Analysis in matched patients e 12% 7639 7639 1585  0.88 [0.79-097]
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Figure 3. Hazard ratios and 95% CI of outcomes
* Conclusions:This nationwide cohort study of new dabigatran or rivaroxaban users for NVAF shows in real-life
Some differences of prescription patterns between dabigatran and rivaroxaban according to doses in France
No difference of effectiveness between two DOAC standard dose but a safer bleeding risk for dabigatran
Better effectiveness and bleeding risk of dabigatran than rivaroxaban for reduced dose
An overall benefit-risk profile in favour of dabigatran for both doses
- When compared within similar patients in hdPS matched groups, as well as for all patients and adjusted analysis
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