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Background

* The real-life benefits and risks of the non-
vitamin K antagonist oral anticoagulants for
stroke prevention in very elderly patients with
atrial fibrillation (AF) are still debated.



Aim of the study

* To evaluate the 1-year benefits and risks of
NOACs for patients >85 years old, comparing new
users of dabigatran or rivaroxaban to new users
of VKA.

 The analysis compared rivaroxaban 15mg (being
indicated in individuals with moderately impaired
renal function) and dabigatran 110mg (being
indicated in case of moderately impaired renal
function, concomitant use of verapamil, if age
> 80years or to be considered between 75 and
80years) to VKA.



Methods

* Cohorts of new users of rivaroxaban 15mg,
dabigatran 110mg, or vitamin K antagonists
(VKA) for AF >85 years old in 2013 or 2014
were identified in the nationwide French
claims database and followed-up for 1 year.

* Cohorts were compared after 1:1 matching
using high-dimensional propensity score.



Results

Compared to VKA use:

risk of stroke, and systemic embolism was not different
with rivaroxaban use and lower with dabigatran use ;

risk of major bleeding was not different with
rivaroxaban use and with dabigatran use;

risk of all-cause death was borderline to significance
lower with rivaroxaban use , and lower with dabigatran
use;

risk for a composite of all events above was not
different with rivaroxaban use and lower with
dabigatran use;

risk for the composite of all events was not different
with rivaroxaban use as compared with dabigatran use.



Studied group Reference group
Events, n (% p-y) Events, n(%p-y) HR [95%Cl]
Stroke and systemic embolism (SSE)

Hiva. 15 mg vs VKA e 180 (3.8 177 (33 144 [0.93 -1,

Dabi. 1 10mg va VKA beooe 100 (2.8 1561 (3.6 077 [0.60-0.

Riva, 15 mg ve Dabi.110mg —_— 11 (4.1) o290 150 [1.11-2.
Major bleeding

Hiva.15 mg vs VKA —— 173 (3.7 213 (4.0) 081 [0.74-1. %I

Diabi. 110 mg va VKA [W—— 118 (33 168  (4.0) 081 [0.84 -1,

Hiva. 15 mg vs Dabi.110mg B 85 (3.5 81 (3.5) 1.00 [0.75-1.
All-cause death

Riva, 15 mg va VKA bl 827 (17.5) 1036 (19.1) 081 [0.83 - 1.00]

Dabi.110mg vsa "H'K._ﬁ [ 583 (16.4) 89 (18.7) 0.87 [0.78 - 0.97]

Hiva, 15 mg va Dabi,110mg e 450 (16.3) 408 (15, 1.05  [0.82 - 1.20|
Composite criterion

Riva. 15 mg va VKA [ 1076 (23.0 1268 (23.8) 096 [0.88-1.04

Dabi. 110 mg vs VKA [ 739 (210 895 (4191) 087 [0.79-0.

Hiva. 18 mg vs Dabi.110mg e 588 (22,0 526 (20.4) 1.09 [0.97 - 1.
Clinically relevant bleeding (CRB)

Hiva, 15 mg vs VKA [ a8 (6.8 356 (6.7) 1,00 [0.86-1.186

Dabi. 110 mg va VKA e 211 (6.0 265 (6.3) 082 [0.77-1.10

Riva. 15 mg va Dabi.110mg —— 177 (6.5) 151  (5.8) 112 [0.90-1.29
Intracerebral haemorrhage

Riva. 15 mg vs VKA —_— 40 (08 57 (1.1) 0.80 [0,54 -1.20

Dabi. 110 mg va VKA 3 * | 17 (05 52 (1.2 038 [0.22 - 0.66

Hiva. 15mg vs Dabi. 110 mg b N i 24 (09) 13 (0.5) 1.76  [0.90-3.48
Gastro-intestinal bleeding

Fti!.ra_.iﬁ mg va VKA . 120 (2.5) 106 (2.0) (1.27) [0.98 - 1.85]

Dabi.110mg vs VKA — 115 l:i,z gl =1T] {La 1.4&-2.51}

Riva, 15mg vs Dabi. 1 10mg [ 70 (25 84 (3.2 0.80) (0.58 - 1.09
Acute coronary syndrome (AGS)

Riva, 15 mg ve VKA R — 7@ (1.0 aa  (1.8) 089 [0.86 - 1.18]

Dabi. 1 10 mg va VKA [ — 66 (1.9) 63 (1.5) 1.23 [0.87 - 1.?3]

Hiva.15mg vs Dabi.110mg —— 49 (1.8) 45 (1.7 106 [0.70-1.5

0.25 050 070 1 2
Figure 2 AF population (=85 years old)—outcome hazard ratios in matched patients during the 1st drug exposure period in the 1-year follow-up
period—Fine and Gray hazard risk models. AF, atrial fibrillation; Cl, confidence interval; VKA, vitamin K antagonists.



>
v}

26 1 VKA 261 — VKA
241 - Rivaroxaban 15 mg 24, - Rivaroxaban 15 mg
_ 29 | 221
201 E 20+
LR g 18
E 164 E 164
S 144 o 141
& 121 £ 121
£ 101 £ 10
g 9 g o
3 61 E B+
41 © a4
N P >
nﬂ 3 6 2] 12 0 3 6 8 12
c Months o Manths
261 — VKA 264 — VKA
244 - Rivaroxaban 15 mg 244 - Rivaroxaban 15 mg
s 22 22
204 ﬁ 201
@ 1 @ 181
8 18
£ 161 g 161
B 141 S 147
£ 124 £
= 121
= 10] £ 10
S B 3 B
E o E &
u 4. a 4-
24 2’
0- : : . . 0 ' , . .
0 3 6 ] 12 0 3 (i 9 12
Months Months

Figure 3 AF population (=85 years old)—matched patients (rivaroxaban 15 mg vs. VKA)—cumulative incidence of events during the 1st drug ex-
posure period (Kaplan—Meier curve). (A) Stroke and systermic embolism. (B) Major bleeding. (C) All-cause death, (D) Composite criterion of A, B, and
C. AF, atrial fibrillation; VA, vitamin K antagonists.
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Figure 4 AF population (=85 years old)—matched patients (dabigatran 110 mg vs. VKA)—cumulative incidence of events during the 1st drug ex-
posure period (Kaplan-Meier curve). (A) Stroke and systemic embolism. (B) Major bleeding. (C) All-cause death. (D) Composite criterion of A, B, and
C. AF, atrial fibrillation; VKA, vitamin K antagonists.



Conclusions

* This study shows for the first time in more than
25 000 new real-life anticoagulant users for AF
aged >85years a neutral overall benefit-risk of
rivaroxaban 15mg vs VKA and a favourable overall
benefit-risk of dabigatran 110mg vs VKA on
relevant clinical events.

* These results may have significant implications
for daily practice since the majority of very
elderly AF patients in general practice do not
receive oral anticoagulant despite their higher
stroke risk.



