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Editorial

Non-vitamin K antagonist oral anticoagulants (NOACs):
No longer new or novel
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Parametro

RELY
N =18 113

ROCKET-AF
N = 14 264

ARISTOTLE
N = 18 201

ENGAGE-AF
N =21 105

Disegno dello
studio:

Dose

Endpoint
primario

Durata follow-up

Endpoint
primario di
sicurezza

Eta (anni)

CHADS,
Score

TTR (medio%)

Analisi statistica

Multicentrico (951
centri), randomizzato,
warfarin in aperto,
dabigatran in doppia
cecita (PROBE)

Dabigatran: 110 mg
b.i.d.; 150 mg b.i.d.

Composito di ictus
(ischemico / emorragico)
ed embolia sistemica

2.0 anni (mediana)
Sanguinamenti maggiori
(inclusi i sanguinamenti

pericolosi per la vita e
quelli fatali)

71.5 (media)
2.1

64

Intention to treat

J A
- )

ARMACI

Multicentrico (1178
centri), randomizzato,
doppia cecita,

double dummy

Rivaroxaban: 20 mg o.d.
(15 mg o.d. se VFG 30-
49 cc/min)

Composito di ictus
(ischemico / emorragico)
ed embolia sistemica

1.8 anni (mediana)

Composito di
sanguinamenti maggiori e
non maggiori
clinicamente rilevanti

73 (mediana)

3.5

55

* Per protocol
e [Intention to treat

TROVERSIESULL
ANTITRO

Multicentrico (1030 centri),
randomizzato, doppia
cecita, double dummy

Apixaban: 5 mg b.i.d.
(2.5 mg o.d. se eta > 80,
peso <60 o creatininemia
> 1.5 mg/dl)

Composito di ictus
(ischemico ed emorragico)
ed embolia sistemica

1.9 anni (mediana)

Sanguinamenti maggiori
(criteri ISTH)

70 (mediana)
2.1

62

Intention to treat

Multicentrico (1393 centri),
randomizzato, doppia
cecita, double dummy

Edoxaban: 60 mg od; 30
mg od. Dosi dimezzate
se: VFG 30-50; peso <60,
verapamil e/o chinidina

Composito di ictus
(ischemico ed emorragico)
ed embolia sistemica

2.8 anni (mediana)

Sanguinamenti maggiori
(criteri ISTH)

72 (mediana)

2.8

65

* Per protocol
¢ [Intention to treat
[y
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Effectiveness and Safety of Dabigatran, Rivaroxaban, and Apixaban
Versus Warfarin in Nonvalvular Atrial Fibrillation

Xiaoxi Yao, PhD; Neena S. Abraham, MD, MSCE; Lindsey R. Sangaralingham, MPH; M. Fernanda Bellolio, MD, MS; Robert D. McBane, MD;
Nilay D. Shah, PhD; Peter A. Noseworthy, MD

(/ Am Heart Assoc. 2016;5:¢003725 doi: 10.1161/JAHA.116.003725) I

Background—The introduction of non-vitamin K antagonist oral anticoagulants has been a major advance for stroke prevention in
atrial fibrillation; however, outcomes achieved in clinical trials may not translate to routine practice. We aimed to evaluate the

effectiveness and safety of dabigatran, rivaroxaban, and apixaban by comparing each agent with warfarin.

:

Three 1:1 propensity score matched cohorts
Apixaban vs warfarin (n=15 390)
Dabigatran vs warfarin (n=28 614)

Rivaroxaban vs warfarin (n=32 350)




Effectiveness and Safety of NOACs vs Warfarin

Yao et al

Table 2. Baseline Characteristics in Propensity Score-Matched NOAC or Warfarin Users

Apixaban Warfarin Dabigatran Warfarin Rivaroxaban Warfarin
(n=7695) (n=7695) =14 307) (=14 307) (n=16 175) (n=16 175)
Age, y
Median (I0R) 73 (66-81) 73 (66-81) 70 (62-78) 70 (61-78) 72 (64-79) 72 (64-80)
18-64 227 23.0 341 35.0 253 25.8
6574 30.9 30.9 315 30.4 32.9 32.8
=75 46.4 46.1 34.4 34.6 418 41.4
Female 46.9 46.8 39.7 40.4 43.2 43.7
Nonwhite race 20.2 20.4 189 193 199 20.4
Medical history
Congestive heart failure 31.4 31.9 27.2 27.3 28.9 29.5
Hypertension 87.5 87.5 85.2 84.9 85.7 85.9
Diabetes mellitus 35.0 34.3 340 34.0 34.6 35.1
Stroke/TIA/SE 15.1 15.5 138 14.2 14.0 14.4
Vascular disease 28.3 28.4 231 23.4 26.9 27.5
Abnormal renal function 10.1 10.1 56 5.6 74 73
Abnormal liver function 4.0 4.1 3.5 36 37 3.8
Bleeding history or predisposition 31.4 31.8 29.4 30.1 30.7 315
Alcoholism 28 2.7 26 26 29 3.1
Pulmonary disease 33.1 33.7 28.2 28.4 31.2 32.1
Obesity 196 19.9 176 173 183 18.9
Smoking 19.8 20.0 16.1 16.0 185 19.4




Effectiveness and Safety of NOACs vs Warfarin Yao et al

Table 2. Baseline Characteristics in Propensity Score-Matched NOAC or Warfarin Users

Apixaban Warfarin Dabigatran Warfarin Rivaroxaban Warfarin
n=7695) {n=7695) =14 307) (=14 307) {n=16 175} =16 175}
Medication use
Antiplatelets/NSAID 121 12.5 10.3 10.2 116 11.6
Amiodarone 96 1041 84 84 83 8.8
Dronedarone 2.8 26 3.7 42 24 26
Other antiarrhythmic drugs 1.1 10.7 128 129 11.0 11.2
Digoxin 8.9 9.1 136 136 10.8 1.1
Diltiazem 16.9 17.0 17.5 17.3 175 17.9
Verapamil 13 13 19 19 1.7 1.7
Other calcium channel blockers 16.6 16.3 133 13.4 14.9 14.7
Statin 456 46.7 M5 1.2 43.0 439
Other cholesterol reducers 59 59 73 7.6 57 57
[-Blockers 475 47.8 446 445 45.6 45.0
Renin angiotensin system antagonists 471 472 454 45.0 455 46.0
Diuretics 323 s 28.5 28.5 29.6 29.6
Metformin 1.1 10.7 10.2 9.9 10.6 11.0
Sulfonylureas 6.0 6.0 6.0 59 6.0 59
Thiazolidinedione 0.8 0.8 15 13 0.9 0.9
Insulin 73 7.3 6.8 7.1 71 7.5
Other diabetes drugs 3.1 29 2.8 29 27 29
Antiulcer agents 219 214 18.4 18.4 203 21.2
Antidepressant 16.2 16.1 14.5 15.0 153 15.6
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Effectiveness and Safety of NOACs vs Warfarin

Yao et al

Table 2. Baseline Characteristics in Propensity Score-Matched NOAC or Warfarin Users

Apixaban Warfarin Dabigatran Warfarin Rivaroxaban Warfarin
[n=7695) (n=7695) [n=14 307) (=14 307) [n=16 175) [n=16 175)

CHA,DS,-VASC

Median (1OR) 4(3-5) 4 (3-5) 3(2-5) 3 (2-5) 4 (2-5) 4 (2-5)

01 99 10.0 15.9 16.6 12.2 121

2-3 332 33.0 38.2 36.9 35.6 35.6

=4 56.8 57.0 459 46.5 52.2 52.3
HAS-BLED

Median (10R) 2 (2-3) 2 (2-3) 2 (1-3) 2 (1-3) 2 (2-3) 2 (2-3)

>3 M5 419 33.7 339 38.6 39.1
Charlson index

Median (10R) 2 (1-4) 2 (1-4) 2(1-3) 2 (1-3) 2 (1-4) 2 (1-4)

0-1 3y 379 45.5 453 41.3 40.6

2-3 320 32.1 30.4 30.4 30.8 30.5

=4 30.3 30.0 241 24.3 279 289
SAMe-TTR,

Median (1OR) 2(1-3) 2 (1-3) 2 (1-3) 2 (1-3) 2 (1-3) 2 (1-3)

=3 307 31.1 26.1 26.4 28.8 30.5
Warfarin experienced 20.2 20.4 37.8 386 24.4 25.0
Reduced-dose NDAC 18.1 NA 8.8 NA 21.5 NA




Deciding on OAC in newly diagnosed AF patient

Definitions Points
S Sex (female) 1
A Age (>60 years) 1
: ; 4
Calculate Me Medical history 1

T Treatment
(rhythm control strategy) 1
T Tobacco use (within 2 years) 2
R Race (non-caucasian) 2
8

SAMe-TT2R2 score

Maximum points:

SAMe'-I_I-z R2 sScore SAMe_'l—r2 R2 score @ Europace Advance Access published March 31, 2015
0-2 >2 e oy EDITORIAL

e
" doi: 10,1093 /europacefeuni88

The SAMe-TT;R, score and quality of
anticoagulation in atrial fibrillation: a simple aid
to decision-making on who is suitable (or not)
VKA with for vitamin K antagonists

TTR >65-70%

NOAC Laurent Fauchier'®, Denis Angoulvant!, and Gregory Y.H. Lip>?

"Service de Cardiologic, Pl Coour Thrax Vasculaine, Centre Hospitaor Universiaire Trousseau et Faculté da Médacine, Univarsié Francols Rabielais, Tours, France:
*Centre for Cardiovascular Seiancos, Uriversity of Birmingham, Edgbastan, Birmingham, LIK: and "Aalborg University, Aalborg, Denmark




Event Rate per 100 person-years Hazard Ratio (95% Cl) p value

Apixaban vs. Warfarin

n=7,695 n=7,695
5/5E 133 1.66 —— 0.67 (0.46-0.98) 0.04
lschemic 1.03 1.05 e 0.83 (0.53=1.29) 0.40
Hemorrhagic 0.19 0.486 g 0.35 (0.14=0.88) 0.03

Dabigatran wvi. Warfarin

n=14307 n=14.307
S/5SE 1.18 1.22 e 0.98 (0.76-1.26) 0.8R
Ischemic 0.92 0.88 = 1.06 (0.79-1.42) 0.70
Hemarrhagic 0.18 0.29 Pt 0.56 (0.30-1.04) 0.07

Rivaroxaban wvs. Warfarin

n=16,175 A=16,175
S/SE 1.26 129 i 053 (0.72-1.19) 0.56
Ischemic 0.85 0.88 —p— 1.01 (0.75-1.36) 095
Hemarrhagic 021 032 =8 061 (035-1.07) 0.08

Favor NOAC 1.0 Fawor Warfarin




Event Rate per 100 person-years Hazard Ratio (95% Cl) p value

Apixaban vs. Warfarin

n=7,695 n=7,695
Major Bleeding 2.33 4.46 1 0.45 (0.34~-0.59) <0.001
Intracranial 0.29 1.06 ro— 0.24 (0.12 - 0.50) <0.001
Gastrointestinal 1.78 3.04 ro-{ 0.51(0.37-0.70) <0.001

Dabigatran vs. Warfarin

n=14,307 n=14,307
Major Bleeding 237 3.03 gl 0.79 (0.67-0.94) <0.01
Intracranial 0.28 0.79 o 0.36 (0.23-0.586) <0.001
Gastrointestinal 1.97 195 e g 1.03 (0.84-1.26) 0.78

Rivaroxaban vs. Warfarin

n=16,175 n=16,175
Major Bleeding 4.04 3.64 &2 1.04 (0.90~ 1.20) 0.60
Intracranial 0.44 0.79 ro- 0.51(0.35~0.75) <0.001
Gastrointestinal 3.26 2.53 n 1.21(1.02-1.43) 0.03
Favor NOAC 1.0 Favor Warfarin

(/ Am Heart Assoc. 2016;5:e003725 doi: 10.1161/JAHA.116.003725) I
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Effectiveness and Safety of Dabigatran, Rivaroxaban, and Apixaban
Versus Warfarin in Nonvalvular Atrial Fibrillation

Xiaoxi Yao, PhD; Neena S. Abraham, MD, MSCE; Lindsey R. Sangaralingham, MPH; M. Fernanda Bellolio, MD, MS; Robert D. McBane, MD;
Nilay D. Shah, PhD; Peter A. Noseworthy, MD

in comparison to warfarin, apixaban was associated with
lower risks of both stroke and major bleeding, dabigatran
was associated with similar risk of stroke but lower risk of
major bleeding, and rivaroxaban was associated with similar
risks of both stroke and major bleeding. Our findings
provide some reassurance of the effectiveness and safety of
NOAC use in everyday practice and may facilitate clinical
decision making. Nevertheless, the choice between NOACs
and warfarin will ultimately depend on individual patient risk
and preference.




Emerging Therapy Critiques

Section Editors: Sean I. Savitz, MD, and Heinrich P. Mattle, MD

Critique of Effective Anticoagulation With Factor Xa Next
Generation in Atrial Fibrillation Trial

Roland Veltkamp, MD; Shyam Prabhakaran, MD, MS

The use of DOACs in AF now builds on experience in
5 megatrials with some 70000 patients in primary and
secondary stroke prevention.>®!° Reassuringly, these tri-
als consistently underscore the validity of the therapeutic
principle rather than just the effectiveness of a single drug.




Drugs & Aging

L June 2016, Volume 33, Issue 6, pp 427-436

A Comparison of Oral Anticoagulant Use for Atrial
Fibrillation in the Pre- and Post-DOAC Eras

Authors Authors and affiliations

Joshua D. Brown [, Anand R. Shewale, Parinita Dherange, Jeffery C. Talbert

Direct oral anticoagulants (DOACs) have seen rapid uptake for the prevention of stroke
assoclated with non-valvular atrial fibrillation (NVAF). It 1s unclear whether use of DOACs
represents direct therapeutic substitution over warfarin or if this coincides with an increase in
overall treatment rates. This study sought to describe the difference in oral anticoagulant (OAC)
use in the pre-DOAC and post-DOAC eras.

Conclusions

There has been an overall increase in OAC use in the NVAF population, attributable to both

favorable randomized trial results and aggressive marketing of DOACs in the USA.




Hindawi Publishing Corporation
Thrombosis

Volume 2013, Article ID 640723, 18 pages
ht‘tp:de.doi.orgflﬂ.llS51"?.0131"640723

Hindawi

Review Article

Dabigatran, Rivaroxaban, or Apixaban versus Warfarin in
Patients with Nonvalvular Atrial Fibrillation: A Systematic
Review and Meta-Analysis of Subgroups

Antonio Gémez-Outes,! Ana Isabel Terleira-Fernandez,>® Gonzalo 'Iijah'iu-Ii'.ojas-,4
M. Luisa Sudrez-Gea,' and Emilio Vargas-Castrillén™’




Tasee - Characteristics of the studies and treatments.

Drug, trial Dabigatran RE-LY [22, 48] R‘mﬁfﬁ?mﬁ ‘“P““bal’; :Eéslmn'i
Mo in sample 18113 14264 18201
Treatment characteristics
T s Rewbwainer s smeoraony
Experimental, n 1209 7131 20
High-dose G076 5624 8702
Low-dose &lls 1587 428
Control drug Warfarin dnse-aﬂjus_u:d to Wm'fa_rin -:lnse-ad.jusf.ed to Warfarin d.use-adjus!:ed to
IMR 2-3, once daily INE 2-3, once daily IMR 2-3, once daily
Control, 51 6022 7133 Q&L
TTER (%)
Mean fd.4 B2 6212
Median a7 58 fity
Trial phase [ 11 I1I
Desten of randomised controlled Multicentres open-1abel Multicentre, double-blind Multicentre, double blind
blinded ady_fedtion of sstcomes tes Y Yes
Interim analysis, n 2 1 1
Mumber of exclusion criteria 14 3 19
Main efficacy outcome Stroke and SEE Stroke and SEE Stroke and SEE

Main analysis
Mon-inferiority margin
Main population of analysis

Main period of analysis

Main safety outcome
Main population of analysis
Main period of analysis
Jadad Score
Median length follow-up {days)

Mon-inferiority
Relative risk < 146
Intent-to-treat
Until notification of study
termination
Major bleeding
Safety population
On-treatment plus 6 days"
3
730

Mon-inferiority
Relative risk < 146
Per protocol
On-treatment plus 2 days
Clinically relevant bleeding
Safety population
On-treatment plus 2 days"

]
o7

Mon-inferiority
Relative risk < 1.38
Intent-to-treat
Until notification of study
termination
Major bleeding
Safety population
Omn-treatment plus 2 days"

pu

(=1

® After treatment discontinuation.
IME: internztional normalised raflo; FROBE: prospective, open-label, blinded endpoint; SEE: systemlc embaolic events; TTH: time In therapeutic rangg.




TaeLe 2: Characteristics of the patients and events {overall study population).

. . Apixaban

Drug, trial D“b'ﬁ*ﬂ“s?f e RC;MCE“':I'G‘[‘E;“-}?] AR[JiT?JLE Pvalue'

Mo in sample 18113 14264 18201

Patients characteristics
Age (years) 72 {mean) 73 (median) 70 {median) —
Male gender 11514 (64%) 8504 (60%) 5660 (65%) <0.0001
CHADS, (mean + standard deviation) 2111 146+ 095 21£1.1 <0.0001
CHADS, =2 12337 (58%) 14261 (=100%] 12018 (66%) <0.0001
CHADS, =1 5775 (32%) 3 (=0%) 6183 (34%) <0.0001
Prior stroke/transient ischemic attack 3623 (20%) T46E (550 3436 (19%) <0.0001
Congestive heart failure 5793 (320) BODE (£3%) 6451 (35%) <0.0001
Hypertension 14283 (79%) 12910 {91%:) 15916 (£7%) <0.0001
Age > 75 years 7238 (40%) 6229 (43%] 5678 (31%) <0.0001
Diabetes 4221 (23%) 5605 (40%) 4547 (25%) <0.0001
Prior myocardial infarction W05 (17%) M46E (17%) 1585 (14%) <0.0001
Patients in centers with TTR = 65% BO50 (404:) 3493 (24%) D046 (50 <0000
Patients recruited in Furope G770 (37%) TSR (53%) 7343 (40%) <0.0001
Patients with Crd < 50 mLfmin 3505 (19%) 286 (21%) 3017 (17%) <0.0001

Tvpe of atrial fibrillation
Permanent-persistent 12164 (67%) 11548 (81%) 15412 (85%) <0.0001
Paroxysmal 5943 (33%) 1514 (18%) 786 (15%) <0.0001

Antithrombotic treatment at baseline
VEA 8989 (50%) 8004 (A2%) 10401 {57%) <0.0001
Acetylsalicylic acid TI98 (40%) 5205 (37%) 5632 (%) <0.0001

Event rate in the control group M = 6022 M =7133 M = 9081
Total stroke or SEE 202 (3.35%) 306 (4.209%:) 265 (2.92%) 00001
Ischemic stroke 143 (2.37%) 226 (317%) 175 (1.93%) <0.0001
Hemorrhagic stroke 45 (0.75%) 57 (0.B0%) 78 {0.75%) 09968
SEE 16 (0.27%) 25 (0.35%) 15 {0.17%) 0.2367
Intracranial bleeding 20 {1.49%) B4 (L15%) 122 (1.34%) 06421
Major bleeding 42 (6.99%) 386 (5.41%) 4672 (5.00%) <0.0001
Dieath 48T (B.OO%) 632 (8.86%) G50 (7.37%) 00163
Treatment discontinuation® 1150 {19%) 2468 (35%) 2737 (30%) <0.0001

" Chi-square test for categorical varizhles and one-way analysts of variznce (ANOWVA) for continsous variahles.
Vreated pationts that recetved asstgned stidy drsg but did not complate study
Cril: creatinine clearance; SEE: systemic embalic event; TTR- time in therapeutic rangs; VEA- vitamin K antagonist.
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Study or subgroup New anticoagulant  Warfarin Wight Risk ratic Risk ratic
Events Tokl FEvents  Total M-H, random, 95% 1 M-H, random, 95% I
All patients
L RE-LY a4 12081 158 602 124% 0.92 [076, 1.11] —
1. ROCKET-AF 138 TIN5 TI3F 14E% 0.95 [0.80, 1.13] —
3. ARISTOTLE 175 2120 190  DOBl  10.0% 0.92 [075, 1.12] —
Total (95% CI} B34 22236 3B32% 0.93 [0.83, 1.04] e
Total events a7 0]
Helerogeneity:7° = 000 x° = 0.08, df = 2 (P = 09651 = 0%
Test for overall effect: Z = 1.30 (P = 0.19)
Previous stroke TIA
1. RE-LY 101 MIE 47 1195 30% 106 [0.75, 1.48] -
1. ROCKET-AF 158 IT5d 16l 3TI4 9% 0,98 [079, 1.71] '
3. ARISTOTLE 63 1684 70 1742 40% 0.93 [0us6, 1.73] e
Subtotal (95% CI) 7876 6651 17.8% 0,98 [0.84, 1.15] el
Total events 323 7R
Heterogeneity: 7 = 0.00; y° = 031, df = 2 (P = 086} 1" = 0%
Test for overall effect: & = 022 (P = 0E2)
Ti=st for :u]!pvuup differences: P = 003%4; I* = %
Mo previous strokeTIA
1. RE-LY 193 Ba62 111 4817 BS5% 0.8 [0U68, 1.08] —
1. ROCKET-AF | \/Ir @ MIE 5% 0.87 [065, 1.17] _
3, ARISTOTLE 112 TAE 120 7D 6.0% 0.92 [071, 1.19] _
Subtotal (95% CT) 265 15585  20.5% 0.88 [0.76, L02] S
Total events 384 324
Heterogeneity- 7 = 0k x° = 017, 4= 2 (P= 08250" = 0%
Test for overall effect & = 164 (P = 0.10)
TTR >65%
1. RE-LY 136 5R54 &2 200§ 51% 1.10 [082, 1.49 S e —
3. ARISTOTLE 70 4517 B3 4538 45% 0.85 [062, 116 - . 1
Subtotal (95% CI) 10471 7535 9.6% 0.97 [0.75, L.36] el
Total events 106 145
Helerogeneity: 7 = 01 3 = 143, df= 1 [P = 0.23%1° = 30%
Test for overall effect: & = 021 (P = 0E3)
Test for subgroup differences P= 0% 17 = 20.5%
TTR <65%
1. RE-LY 153 6056 85  30IR  T.1% 1.B0 {[:-.51, 103 e
3. ARISTOTLE 101 4517 130 451B 6% 078 (060, 100] 20— |
Subtotal (95% CI 10578 7536 13.9% 0.7% [.66, 0.85] i
Total mr[lu- : 254 725
Heterogeneity- v = 0k x° = 003, 4f= 1 (P= 08651 = 0%
Test for overall effect & = 257 (P = 0.01)
0s 0.7 1 15 2
Tl]rﬂ]anSiS Favours experimental  Favours control

Volume 20 13,, Article ID 64“?23} Fraunre 2: Nonhemorrhagic stroke and systemic embolic events.




Study or subgroup New anticoagulant Warfarin Weight Risk ratio Risk ratio

Events Total Ewvents Total M-H, random, 95% CI M-H, random, 95% CI
All patients
1. RE-LY 741 12091 421 6022 5.8% 0.88 [0.78, 0.98] —
2. ROCKET-AF 395 7131 386 7133 5.5% 1.02 [0.89, 1.17] —
3. ARISTOTLE 327 9120 462 9081 5.4% 0.70 [0.61, 0.81] —
Total (95% CI) 28342 22236 16.7% 0.86 [0.70, 1.05] -‘-
Total events 1463 1269

Heterogeneity: T° = 0.03; y* = 14.29, df = 2 (P = 0.0008); I* = 86%
Test for overall effect: Z = 1.49 (P = 0.14)

TTR =65%

1. RE-LY 387 5954 194 2995 5.00% 1.00 [0.85, 1.19] —_—
2. ROCKET-AF 135 1689 115 1839 4.0% 1.28 [1.01, 1.62]

3. ARISTOTLE 201 4517 245 4529 4.8% 0.82 [0.69, 0.99] —
Subtotal (95% CI) 12160 9364 13.8% 1.01 [0.80,1.27] *
Total events 723 554

Heterogeneity: T° = 0.03; y° = 8.35,df = 2 (P = 0.02); I° = 76%
Test for overall effect: Z = 0.06 (P = 0.95)
Test for subgroup differences: P = 0.09; I = 66.0%

TTR <65%

1. RE-LY 347 6056 225 3018 5.1% 0.77 [0.65,0.90] -

2. ROCKET-AF 249 5252 271 5284 5.0% 0.92 [0.78, 1.09] —
3. ARISTOTLE 125 4522 217 4518 4.3% 0.58 [0.46,0.71] ———

Subtotal (95% CI) 15830 12820 14.4% 0.75 [0.58, 0.96| -*-
Total events 721 713

Heterogeneity: 7° = 0.04; y* = 11.53, df = 2 (P = 0.003); I* = 83%
Test for overall effect: Z = 2.27 (P = 0.02)

T T T T
0.5 0.7 1 1.5 2

Favours experimental  Favours control

Thrombosis
Volume 2013, Article ID 640723, FIGURE 6: Major bleeding.




New anticoagulant Warfarin Risk ratio Risk ratio

Study or subgroup Events Total FEwvents Total Weight M-H, random, 95% CI  M-H, random, 95% (I
All major gastrointestinal bleedings

1. RE-LY 385 12091 149 6022 14.0% 1.29 [1.07, 1.55] ——

2. ROCKET-AF 224 7131 154 7133 13.7% 1.45 [1.19, 1.78] -

3. ARISTOTLE 105 9120 119 9081 12.5% 0.88 [0.68, 1.14] —a

Total (95% CI) 28342 22236 40.2% 1.20 |0.92, 1.56| .-

Total events 714 422

Heterogeneity: T° = 0.04; y” = 9.25,df = 2 (P = 0.010); I = 78%

Test for overall effect: Z = 1.31 (P = 0.19)

Upper gastrointestinal bleeding

1. RE-LY 103 12091 4 6022 11.0% 0.95 [0.68, 1.32] —a—

2. ROCKET-AF 151 7131 104 7133 12.8% 1.45[1.13, 1.86] — -

3. ARISTOTLE 66 9120 85 9081 11.2% 0.77 [0.56, 1.06] N

Subtotal (95% CI) 28342 22236 34.9% 1.03 [0.70, 1.52] *

Total events 320 234

Heterogeneity: T° = 0.09; ¥~ = 10.26, df = 2 (P = 0.006); I" = 80%

Test for overall effect: Z = 0.17 (P = 0.87)

Lower gastrointestinal bleeding

1. RE-LY 91 12091 18 6022 7.6% 2.52 [1.52, 4.17] L B
2. ROCKET-AF 49 7131 32 7133 8.7% 1.53 [0.98, 2.39] T

3. ARISTOTLE 39 9120 36 9081 8.5% 1.08 [0.69, 1.70] —
Subtotal (95% CI) 28342 22236 24.8% 1.59 |0.99, 2.54| *
Total events 179 86

Heterogeneity: 7° = 0.12; y* = 6.08,df = 2 (P = 0.05); I" = 67%

Test for overall effect: Z = 1.94 (P = 0.05) | |

I I
0.2 0.5 1 2 3

Favours experimental Favours control

Thrombosis
Volume 2013, Article ID 640723, FIGURE 7: Major gastrointestinal bleeding.
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Although this review shows that the overall net clinical
benefit of the NOAC versus warfarin is favourable, the magni-
tude of such benefit may be however influenced by a number
of factors, as suggested by subgroup analyses. In RE-LY and

ARISTOTLE, superiority in the composite of all strokes and
SEE was mainly gained at expenses of events that occurred
in non-European countries (e.g., South America, Asia, and
Africa), while all the NOAC were consistently not superior
to warfarin in Europe. In the ROCKET study, with a higher
proportion of European patients, these differences were not
apparent. It is hard to believe that geography itself influences
treatment effect, but it may influence the way patients are
managed in clinical practice [59, 60]. Potential interaction
factors accounting for geographic differences may comprise
the quality of oral anticoagulation and control of associated
risk factors for thrombosis (e.g., hypertension, diabetes, and
heart failure). The benefit of oral anticoagulation is largely
dependent on the quality of INR control achieved by centers
and countries as measured by TTR [61, 62]. The use of center-
based TTRs as a proxy for individual-level INR control is a
matter of controversy, but it may be considered a reasonable
approach in clinical trials comparing the NOAC and warfarin
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Stud b New anticoagulant Warfarin Weleht Risk ratio Risk ratio
¥ OF SUBETOUp Events Total Events Total ''°® M-H, random, 95% CI M-H, random, 95% CI
All strokes and SEE after interruptions, discontinuations, and end of study
L ROCKET-AF 73 7131 0 T133 17.6% 1.46 [1.02, 2.09] .
3. ARISTOTLE &7 9120 84 081 19.1% 1.03 [0.77, 1.39]
Total (95% CI) 16251 16214 36.7% 1.21 [0.86, 1.70] 1
Total events 160 134

Heterogeneity: 2 = 0.03; ¥ = 2.14,df = 1 (P = 0.14); I? = 53%
Test for overall effect: £ = 1.01 (P = 0.27)
All strokes and SEE after temporary interruptions (=3 days)

2. ROCEET-AF ] 2307 B 2669 6.9% 1.30 [0.50, 3.37] I
3 ARISTOTLE 14 3008 12 3446 91% 1.34 [0L62, 2.89] —_—T
Subtotal (95% CI) 5315 6115 16.0% 1.32 [0.73, 2.41] -
Total events 23 0

Heterogeneity: % = 0.00; y* = 0.00, df = 1 (P = 097 1% = 0%

Test for overall effect: Z= 092 (P = (0.36)
All strokes and SEE after permanent discontinuations

2. ROCKET-AF 42 2254 36 2155 15.5% 111|072, 1.73] L

3. ARISTOTLE 52 1841 67 2028 17.6% 0.85 [0.60, 1.22 ——

Subtotal (95% CI) 4097 4183 332% 0.95 [0.72, 1.25] &

Total events 94 103

Heterogeneity: =~ = 0.00; y* = 084,df = 1 (P = 0.36): 1" = 0%

Test for overall effect: £ = 037 (P =0.71)

All strokes and SEE after end of study

2. ROCKET-AF 22 4587 & 4652 74% 3.72 [1.51,9.16] —
3. ARISTOTLE 21 6791 5 6569 6.7 406 [1.53, 10.77] —_—
Subtotal (95% CI) 11378 11221 14.1% 3.87 [2.00,7.51] P

Total events 43 11
Heterogeneity: ° = 0.00; y* = 0.02,df = 1 (P = 0.90% 1% = 0%

Test for overall effect: £ = 4.01 (P < 0.0001)

I I I
oL 02 05 1 2 3 10
Favours experimental Favours control

Figure 5: All strokes and systemic embolic events after study drug discontinuation.
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The NOAC seem no more effective than warfarin in pre-
venting nonhemorrhagic stroke and SEE in NVAE However,
they are generally associated with a lower risk of ICB than
warfarin. The net benefit of the NOAC seems better than that
of warfarin in situations in which quality of oral anticoag-
ulation is poor, given that thromboembolic complications,
major bleeding, and mortality may be decreased, as well
as patients with prior stroke or transient ischemic attack,
as the absolute risk reduction in ICB may be particularly
significant. However, the absolute benefit of the NOAC tends
to be of a lesser magnitude in Europe than in other regions,
which might be due to regional differences in quality of oral
anticoagulation and overall management of associated risk
factors for thrombosis. These findings would deserve further
investigation.




Real-world comparison of major bleeding risk among non-valvular
atrial fibrillation patients initiated on apixaban, dabigatran,
rivaroxaban, or warfarin

A propensity score matched analysis

Thrombosis and Haemestasis 11652016

Gregory Y. H. Lip"%; Allison Keshishian®; Shital Kamble*; Xianying Pan®; Jack Mardekian®; Ruslan Horblyuk®; Melissa Hamilton*

'University of Birmingham Instiute of Cardlovasoular Scences, Oy HospiRal, Birmingham, UK; *Aalborg Thrombosls Research Uni, Department of Chinkcal Medidne, Aalborg
University, Aaloon, Denmark; *STATINMED Research, Ann Aroar, Michigan, USa,; *BristodMyers Squibb Company, Princeton, Mew Jersey, USA; “Pilzer Inc., Mew York, New York, USA
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Time from Anticoagulation Iniation (in days) This ‘real-world’ observational study using propensity score
Number of people at risk . . . ags
R e S Sl N e e matched cohorts demonstrates that apixaban and dabigatran initi-
Rivoroxsben 12625 11356 0415 b 0026 28 032 a3 82 a0 20 on 1854

ation was associated with significantly lower risk of major bleeding
compared to warfarin initiation among newly anticoagulated
NVAF patients in the real world setting amongst US patients.
When comparisons were made between NOACs, rivaroxaban
initiation was associated with significantly higher risk of major
bleeding compared to apixaban initiation.




Comparative effectiveness and safety of non-vitamin K antagonist
oral anticoagulants and warfarin in patients with atrial fibrillation:
propensity weighted nationwide cohort study

Torben Bjerregaard Larsen,'-? Flemming Skjath,23 Peter Brannum Nielsen,?
Jette Nordstrem Kjaeldgaard,? Gregory Y H Lip2*

WHAT IS ALREADY KNOWN ON THIS TOPIC

The use of non-vitamin K antagonist oral anticoagulants (novel oral anticoagulants,
NOACs) has been increasing since their introduction

Based on data from clinical practice, however, limited evidence exists on
effectiveness and safety of NOACs compared with warfarin

WHAT THIS STUDY ADDS

No significant difference in risk of ischaemic stroke was evident between NOACs
and warfarin

Rivaroxaban was associated with a lower risk of ischaemic stroke or systemic
embolism than warfarin, but with comparable major bleeding rates

Dabigatran and apixaban had non-significant hazard ratios compared with warfarin
forischaemic stroke or systemic embolism, whereas major bleeding rates were
significantly lower with reference to warfarin

thebmj | BMJ2016;35313189 | doi: 10.1136/bmj.i3189

Conclusions
All NOACs are generally safe and effective alternatives to warfarin in a clinical care setting.
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Patients’ time in therapeutic range on warfarin () e
among US patients with atrial fibrillation:
Results from ORBIT-AF registry

Sean D. Pokorney, MD, MBA, *® DaJuanicia N. Simon, MS, " Laine Thomas, PhD,® Gregg C. Fonarow, MD, ©
Peter R. Kowey, MD, ¢ Paul Chang, MD, © Daniel E. Singer, MD, MA, ' Jack Ansell, MD, * Rosalia G. Blanco, BA,"
Bernard Gersh, MB, ChB, DPhil, " Kenneth W. Mabhaffey, MD, i Elaine M. Hylek, MD, MPH, Alan S. Go, MD, *
Jonathan P. Piccini, MD, MHS, &b and Eric D. Peterson, MD, MPH &b for the Outcomes Registry for Better
Informed Treatment of Atrial Fibrillation (ORBIT-AF) Investigators Durbam, NC; Los Angeles, Oakland, CA;
Wynnewood, PA; Raritan, NJ; Bosion, MA; New York, NY; and Rochester, MN

Variable OR (95% CI) p-value
Age (per Syr decresse and <72) ” 122(1151.29) <0om Our analysis did show that INR management by an
e i i 1.08(1.05-112) <0.001 anticoagulation clinic was protective against low TTR
Diabetes - 133(1.16-1.53) <0.001 . . .
_ with an odds ratio of 0.71 (95% CI 0.63-0.81), whereas
INR at anticoagulation clinic - 0.71(0.63-0.81) <0.001 . . . .. . .
TN 0I9NAsL) o8 TTR in anticoagulation clinics was slightly higher than
Weight (per Skg decrease) . 103(1.01-1.04) <0.001 that of non-anticoagulation clinics (69% vs 66%). Antic-
Hematocrit (per 5% decrease) - 113(1.051.21) <0.001 oagulation clinics may be serving a self-selected group of
copD - 129(1.09-1.52) 0.003 patients. The increased use and homogeneity of antic-
P —— - 135(1.11-1.65)  0.003 oagulation clinics in Europe®® may, at least in part,
NYHA class | . 1.25(1.02-1.53) 0.030 . . ) 27
NYHA class Il —.— 1.27(1.07-1.52)  0.007 cxplam the hlghcr TTR values of 68% in Germany, 76%
NYHA class II/VI —— 172(1.362.16) <0.001 in Sweden,”® and 83% in Denmark. ** Ppatients with
AF diagnosis to enrollment > 1yr - 0.81(0.68-0.96) 0.018 multiplc factors assucia‘tcd With IOW TFR maY not bc idea]
ey iy oo a0 candidates for warfarin therapy, and these patients
0 1 2 3 should be considered for a NOAC.
eGFR = estimated glomerular filtration rate by MDRD. COPD = chronic obstructive pulmonary

disease

Factors associated with TTR in the lowest quartile [<53%).

Conclusions Among patients with AF in US clinical practices, TTR on warfarin is suboptimal, and those at highest
predicted risks for stroke and bleeding were least likely to be in therapeutic range. [Am Heart J 2015;170:141-148.e1 )




Overall,  Quartile 1 (TTR 0% Quartile 2 (TTR 54% Quartile 3 (TTR 68%- Quartile 4 {TTR 80%-

Variable N=5210 53%),N=1,131 67%), N = 1,267 79%), N=1,353 100%), N = 1,259 P
Demographics

Age, mean (SD) 75(10) 74(11) 75(10) 75(9) 75(9) 51

Female sex 2,218 (43%) 595 (45%) 579 (46%) 570 (42%) 474 (38%) =,001

White race 4,714 (90%) 1,166 (88%) 1,146 (90%) 1,234 (91%) 1,168 (93%) 003

College education 1,552 (30%) 336 (25%) 376 (30%) 423 (31%) 417 (33%) =.001
Insurance status <.001

Medicare 3,666 (70%) 202 (68%) 904 [71%) 975 |72%) 885 (70%)

Medicaid 216 (4%) 87 (7%) 57 (5%) 40 (3%) 32 (3%)

Private 1,096 (21%) 289 (22%) 248 (20%) 278 |21%) 281 (22%)
Past medical history

Anemia 975 (19%) 296 (22%) 255 (20%) 217 [16%) 207 (16%) =.001

Frailty 276 (5%) 99 (7%) 82 (6%) 55 (4%) 40 (3%) =001

Chronic obstructive 868 (17%) 279 (21%) 234 (18%) 198 (15%) 157 (12%) =001

pulmonary disease

Hypertension 4,475 (86%) 1,162 (87%) 1,084 (86%) 1,162 (86%) 1,067 (85%) .30

Diabetes 1,587 (30%) 486 (37%) 409 (32%) 355 (26%) 337 (27%) <.001

Chronic kidney disease 1,898 (36%) 548 (41%) 469 (37%) 488 (36%) 393(31%) <001

Prior gastrointestinal bleed 424 (8%) 133 (10%) 97 (8%) 106 (8%) 88 (7%) 031

Obstructive sleep apnea 980 (19%) 974 (21%) 260 (21%) 248 (18%) 198 (16%) 004

Peripheral vascular disease 737 (14%) 219 (16%) 182 (15%) 190 (14%) 132 {11%) =001

Prior cerebrovascular event 915(18%) 251 {19%) 232 (18%) 229 (17%) 203 (16%) 24

Heart failure 1,866 (36%) 582 (44%) 466 (37%) 462 (34%) 356 (28%) =,001
Risk stratification

CHADS; score, mean (SD) 2.4(1.2) 2.6(1.3) 2.5(1.3) 2.4(1.2) 2.3(1.2) =.001

CHA.DS,-VASc score, mean (SD) 4.1(1.6) 4.3(1.7) 4.2(1.7) 4.1 (1.6) 3.9(1.6) <.001

ATRIA bleeding score, mean (SD) 2.8(1.9) 3.0(2.0) 29(1.9) 28(1.9) 2.7 (1.8) =.001
Site characteristics

Anticoagulation clinic 2,545 (49%) 577 (43%) 624 (49%) 685 (51%) 659 |52%) =001

(Am Heart ] 2015;170:141-148.e1.)




Anticoagulation control in Sweden: reports
of time in therapeutic range, major bleeding,
and thrombo-embolic complications from the
national quality registry AuriculA

Mattias Wieloch 2%, Anders Sjilander3, Viveka Frykman?, Marten Rosenqvist®,
Niclas Eriksson®, and Peter ). Svensson 7

Table 2 Complication frequency and estimated risk per patient-year in 4273 patients from the AuriculA subgroup with
95% Cl in parenthesis

Indication Total (n) Mean age Treatment Bleeding Thrombosis Bleeding risk/ Thrombosis risk/i Mean
years (n) (n) patient-year (%) patient-year (%) TTR (%)

Whole population 4273 70 3377 87 58 2.6 (20-3.1) 1.7(1.3-232) 745

no. of men 2475 &9 1906 46 31 24 (1.7-31) 1.6 (1.1-2.2) 7459

no of women 1848 73 1471 41 27 2.8 (1.9-3.9) 1.8 (1.1-2.5) 74.8
Atrial fibrillation 2491 74 2043 53 29 2.6 (1.9-3.3) 1.4 (0.9-1.9) 75.8
Heart valve dysfunction 597 &7 519 12 14 23 (1.0-3.8) 27 (1.3-49)° 76.0
Venous thrombo- 1146 66 802 1 14 2.6 (1.5-3.7) 1.8 (0.8-2.7) 716

embolism

Other 267 &5 213 4 2 1.9 (0.0-3.7) 0.9 (0.0-23) 747
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Effectiveness TTR

CcTTR <571% cTTR57:1-65-5%
0064 - Dabigatran110mg -
Dabigatran 150 mg
—— Warfarin
2
[
© 0044
g
2
£
-
"
2 0024
2
v
] T T T
Number at risk
Dabigatran110mg 1497 1450 141 1144 649 274 1524 1477 1440 1169 783 379
Dabigatran150mg 1509 1469 1427 1164 695 283 1526 1493 1453 1162 801 354
Warfarin 1504 1445 1395 1094 640 242 1514 1476 1438 1175 752 351
c<TTR 65-5-72:6% cTTR>72:6%
0-06 4 -
L2
2
g 0044 B
-
£
=
s i =
2 002 ; E
3 e
° : T T L T T T L L) T T
0 05 10 15 20 25 0 05 10 15 20 25
Follow-up (years) Follow-up (years)
Number at risk
Dabigatran110mg 1474 1456 1420 1142 760 370 1482 1444 1405 1108 730 347
Dabigatran150mg 1484 1445 1419 1153 761 369 1514 1487 1437 135 750 367
Warfarin 1487 1458 1436 1150 755 359 1509 1476 1440 1166 737 366

Wallentin et al. Lancet 2010, vol 376:975-83




NOAC: Future perspectives:
academic perspective

Prof. Hugo ten Cate
Maastricht University Medical Centre
Maastricht the Netherlands

TTR of >70% 1s recommended 1n the
European Society of Cardiology
guidelines!

Mean TTR ranged from 55-65% in the
warfarin arm of key trials of non-VKA
oral anticoagulants*4

1. Camm AT etal. Eur Heart J. 2012. 2.Patel MR et al. N Engl J Med. 2011.
3. Connolly ST et al. N Engl T Med. 2009 4. Granger CB et al. N Engl J Med. 2011.




NOAC: Future perspectives:
academic perspective

.
Prof. Hugo ten Cate
O I I l u p Maastricht University Medical Centre
M !

aastricht the Netherlands

« TTR > 70% offers greater protection against TE stroke (and
mortality) than poorly controlled VKA

« At TTR > 70% bleeding complications are acceptable (in
Sweden)

* In NOAC tnals the average comparator (warfarin) had a rather
modest TTR (55-64%)

* So, why are we satisfied with non-inferior or limited superiority
of NOAC as compared to suboptimal warfarin.

« Implication is that NOAC therapy should be
improved!
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The Effect of Dabigatran Plasma
Concentrations and Patient Characteristics
on the Frequency of Ischemic Stroke and

Major Bleeding in Atrial Fibrillation Patients

The RE-LY Trial (Randomized Evaluation of
Long-Term Anticoagulation Therapy)

Paul A. Reilly, PuD,* Thorsten Lehr, PuD,f1 Sebastian Haertter, PuD,}

Stuart J. Connolly, MD,§ Salim Yusuf, MD, DPHiL,§ John W. Eikelboom, MB BS,§
Michael D. Ezekowitz, MD, PHD, || Gerhard Nehmiz, PHD,7 Susan Wang, PHD,*
Lars Wallentin, MD, PHD,¥ on behalf of the RE-LY Investigators

Table 1 Plasma Concentrations of Total Dabigatran After Oral Administration of Dabigatran 110 or DE 150, and
anie Dose-Normalized Concentrations

DE 110 DE 150 DE 110 + DE 150
(ng/ml) (ng/mi) (ng/ml/mg)
cln.n ci.sa cm.ﬂ c?-.ss cm.sn cZ.ss
{n = 4,227) {n = 4,583) (n = 4,222) (n = 4,600) (n = 8,449) (n = 9,183)

gMean 64.7 126 91 175 0.795 154
gCV, % 79.9 75.3 819 T4.1 809 74.7
Median 65.9 133 a3 184 0.811 162
P10 28.2 52 39.8 T74.3 0.349 0.648
P90 155 275 215 383 1.9 3.36
Min 115 107 1.04 23 0.00923 0.0129
Max 608 745 809 1,000 7.36 9.02

bid = twice daily; C2 s = 2-h post-dose plasma concentration at steady state; C s« = pre-dose plasma concentration at steady state; DE = dabigatran etexilate; DE 110 = dabigatran etexilate 110 mg twice
daily; DE 150 — dabigatran etexilate 150 mg twice daily; gCV — geometric coefficient of variation; gMean — geometric mean; P10 — 10th percentile; P90 — 90th percentile.




Dose-Normalized Plasma Concentrations (ng/ml/mg) of Dabigatran According to

Lesadll Demographic Characteristics in the RE-LY Trial
Characteristic Measure Subgroup 1 Subgroup 2 Subgroup 3 Subgroup 4
Male Female
Sex (n = 5,524) (n = 2,925)
gMean 0.727 0.942 — —
gCV, % 78.2 69.3 — —
Median 0.736 0.967 — —
P10 0.324 0.419 — —
P90 1.7 221 = =
<65 65 to <75 >75
Age, yrs {n = 1,466) {n = 3,787) {n = 3,196)
gMean 0.586 0.749 0.982 —
gCV, % 86 75.2 76 —_
Median 0.595 0.761 0.994 —
P10 0.241 0.341 0.45 =
P90 1.43 1.69 222 —
= 50 50 to <100 =100
Weight, kg (n — 163) (n — 6,852) (n — 1,433)
gMean 0.998 0.824 0.652 —
gCV, % 83.8 80.6 771 —
Median 1.01 0.84 0.66 —
P10 0.41 0.365 0.281 —
P90 2.63 194 1.56 —




<30 30 to =50 50 to <8O =80
crcl, ml/min (n = 18) (n = 1,512) (n = 3,937) (n = 2,690)
gMean 1.87 1.29 0.828 0.564
ECV, % 51.9 8 T1.7 70.2
Median 211 133 0.857 0.582
P10 0.905 0.601 0.395 0.262
Pa0 3.16 283 1.77 1.2
0-1 2 3 (>2)
CHADS; (n — 2,783) (n = 2,964) (n = 2,702)
gMean 0.688 0.808 0.908 =
£CV, % 76.4 79.2 83.5 =
Median 0.706 0.820 0.932 -_
P10 0.318 0.355 0.390 —
P30 1527 1935 2191 —
0-1 2 34 (>2)
CHA,DS-VASc (n = 282) {n = 1,663) {n = 6,504)
gMean 0.499 0.624 0.863 —
ECV, % B2.4 73.5 79.6 -_
Median 0.513 0.636 0.887 —
P10 0.218 0284 0380 —
Pa0 1115 1376 210 —
0-1 24 (>1)
HAS-BLED (n = 5,201) (n — 3,248)
gMean 0.701 0972
£CV, % 76.5 81.3
Median 0.715 0.989
P10 0.316 0.415
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Reilly et al 325
Dabigatran Exposure Response in AF Patients

m Trough Concentrations of Dabigatran (ng/ml/mg) Grouped by Outcome Event Occurrence

Maijor Any No Stroke/SEE  No Stroke/SEE  Stroke/SEE/Death No Stroke/SEE/Death CV Events* No CV Events
Bleed Bleed Bleed (+) () (+) (-) (+) (—)
{n = 323) {(n = 2,319) (n = 5,899) (n = 129) {n = 8,250) (n = 387) {n = 7,789) {n=391) {n = 7,865)
gMean 113 86.9 728 76.6 76.5 88.5 75.4 87.8 75.6
gCV, % 79.8 814 84 841 83.9 847 833 89.5 83.1
Median 116 B88.2 75.3 80.6 78.3 91.4 77.6 90.7 77.6
P10 46.7 35.7 30.7 26.4 321 331 318 31.2 32
P90 269 211 175 185 186 226 181 229 182
*Cardiovascular (CV) events include stroke, systemic embolism, pulmonary embolism, myocardial infarction, and vascular deaths.
16 — 16
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Drug Adherence and Persistence Results

CONGRESS

ROME
2016

National Primary Care Database in England (’ﬁ
(The Health Improvement Network, THIN).

Dabigatran Rivaroxaban Apixaban Warfarin

Adherenceatly, % 83.5 84.1 83.6 88.7
Persistenceat 1y, % 29.1 64.1 67.0 87.5
Crossover to warfarin, % 121 3.4 1.9 --
Crossover to another NOAC, % 73 3.4 1.5 --

* In this large UK population base of AF patients, persistence with DOACs
was lower than has been observed in clinical trials.
* Analyses of DOAC side effects profiles and real word acceptability should

be conducted

’ Banerjee A, et Al. ESC 2016. |




Persistence of DOACs by Cohort Among DOAC- Naive Patients B8

CONGRESS

ROME
2016

LaCoin L, et Al | Apixaban Rivaroxaban Dabigatran

' ‘ (N =1736) (N =3447) (N =1030)
Availability of
follow-up (months)
Median
(interquartile 8.1(4.7,13.3) 9.6 (5.3, 15.8) 15.1 (9.4, 25.0)
range)

Persistence™* %
(95% CI) [N at risk]

at 3 months
at 6 months

at 12 months

90.5 (89.1, 91.9)
N = 1374

86.6 (84.8, 88.2)
N = 945

81.9 (79.6, 84.0)
N = 401

87.3 (86.2, 88.4)
N = 2689

81.6 (80.2, 82.9)
N = 1921

74.8 (73.1, 76.5)
N = 957

82.8 (80.5, 86.1)
N =817

73.2 (70.4, 75.9)
N = 610

64.8 (61.7, 67.9)
N = 398




Effect on NOACs plasma level of drug-drug interaction

Atorvastatin
Digoxin
Verapamil

Diltiazem

Quinidine
Amiodarone

Dronedarone

Ketoconazole;
itraconazole;
voriconazole;
posaconazole

DELITELE])]

P-gp/ CYP3A4 +18%

P-gp no effect

+12-180%
(reduce dose)

no effect

P-gp/ wk CYP3A4

P-gp/ wk CYP3A4
P-gp +50%
P-gp +12-60%

P-gp/CYP3A4

P-gp and BCRP/
CYP3A4
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On balance of risks and benefits, Warfarin should be considered for moderate or high risk
atrial fibrillation patients {CHADS, = 2)

Digzs the patient with non-valvular
atrial fibrillation hawe CHADS, = 27

Dies the patient hawve good IMR control?
(as defemined by clinicsl judgement, no
extrerna |MR variations, or time in treatrmant
range (TTR) = 85%*

Consider prescribing NMOAC in patients with:
« Poor INR control despite evidence that they are complying

* Allergy to or intolerable side effects from coumarin anticoagulants
= Unsuitable for Warfarin Therapy

[*Comnally et ol 2009. Daobigotran versus Warfarin in Patients with Atrigl Fibrillotion. NERMY Vol. 351
no 12 Heally et gl 2007, Orol Anticooguiotion in Atric! Fibrllation. ACTIVE. W)

Final Version May 2013
fm\ CONTROVERS

k:’"' J FARMACI AN

Use CHA, DS, VA S

Annual Stroke Risk

Previous Stroke or TIA
Consider anticoagulation
if=2

Use CHAZDSVASC
assessment tool if < 2

CHA,D3.VASc Score

l:-.:;ﬂ: Congestive Heart Failured LVD
Hypertension
Age = TS years
Diabetes mellifus
StrokeTIATE
Vascular diseaze (M, PAD or aorlic plague)
Age between 65 and 74 years
5S¢ - Sex category - Female

N Y

Spore of 2 2 anficoagulation therapy

Score of 1 consider nskbenefit and HAS-BLED score to aid
decision for anticoagulation or antiplatelet therapy

Hypertension, Uncontrolled Sys =180mmiHg pt
Abnomal Kidney (Cr = 200) and'or liver funcion 1pt 2ach
Siroke :
Blzeding, previous history, anasmia or predisposition pt
Labile IMR, high IMR or poor fime in Therapeutic range 1pt
Eldiarty, age = B5yrs : 1pt
Drugs andfor alcohal, antiplaielets, more than 1pt 2ach
& drinks per week

A score of 3 or more is not a contraindication to oral anticoagulation but these
patients require extra care.




Initiator of anticoagulant treatment:

- Sets indication for anticoagulation;
- Makes choice of anticoagulant;

- Decides on need of proton pump inhibitor; Stru ctu red fol |0W-U p

- Baseline hemoglobin, renal and liver function;

- Provides education; of patients on NOACS

- Hands out anticoagulation card;

- Organises follow-up (when, by whom, what?); lt i S man d ato ry to ensure Safe

- Remains rasponsibla coordinator for follow-up.

ﬂ and effective drug intake.
First FU: 1 month

Follow-up: GP; anticoagulant clinic; initiator of therapy; ...

- Checks:
1. Compliance (patient should bring remaining oills);
2. Thrombo-embolic events;
3. Bleeding events;
4. Other side effects;
5. Co-medications and over-the-counter drugs;
am 6. Need for blood sampling?

6m Mg

[ In case of problems: contacts initiator of treatment. ]

&

1m?

Else: Fills out anticoagulation card and sets date/place
for next follow-up.




Giuseppe Rescigno

Centro Emostasi e Trombosi

DEA “Umberto I - A. Tortora”
Nocera Inferiore-Pagani (SA)
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INR: 8.0 ha preso farmaci? Ha cambiato farmaci?
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