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* Non-inferiority ~ Superiority RE I Y
P value P value

Dabigatran versus
Warfarin in Patient with

Dabigatran Atrial Fibrillation
150 mg BID . <0.001
vs. warfarin :

Dabigatran
110 mg BID
vs. warfarin

Margin=1.46

RR 0.93 (95% CI: 0.81-1.07)
P=0.32 (superiority)

Stroke or Systemic Embolism

RR 0.80 (95% CI: 0.70-0.93)
P=0.003 (superiority)

RRR
20%

Rate per year (%)

Major Bleeding

D150 mg BID D110 mg BID Warfarin
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Connolly SJ, et al. N Engl J Med 2009;361:1139-1151.




4 ITT population ROCKE T"AF

Warfarin
Rivaroxaban versus Warfarin in
Rivaroxaban* Nonvalvular Atrial Fibrillation

Cumulative
event rate (%)

HR 0.88 (95% Cl: 0.74-1.03)
P<0.001 for non-inferiority
P=0.12 for superiority

40 360 480 600 720 840
Days since randomisation

HR 1.04
(95% C1 0.90-1.20; P=0.58)

|
3.6%
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Stroke or Systemic Embolism
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Major Bleeding

bleeding (%/year)
5

Patients with major

o

Rivaroxaban Warfarin
(n=7,111) (n=7,125)

Patel M ét al. NEJM 2011 365+ 883-891
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Major Bleeding

HR= 0.69 (95% CI= 0.60-0.80)

ARISTOTELE

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

HR=0.79 (95% CI= 0.66-0.95)
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Granger CB et al. NEJM 2011;.365: 98]-9955'"‘“
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Edoxaban versus Warfarin in Patients
30- - with Atrial Fibrillation

i Warfarin
60

HR=0.87 (95% CI=0.73-1.04)

904

Stroke or Systemic Embolism

50+ S
40- ~"" High-dose edoxaban

B HR=0.80 (95% CI=0.71-
20- ' HR= 047 (95% CI=0.41-

Patients with Event (9%)

0.55)

High-dose edoxaban

HR=1.13 (95% CI= 0.96-1.34)

Low-dose edoxaban

Major Bleeding

Patients with Event (%)

Event rate
EDOXABAN 60 mg | 2.75 %/ yr
EDOXABAN 30mg | 1.61 %/ yr Years

Giual. NEJM 2013gliano RP et; 39: 2093-2104




Hazard ratio with apixaban, 0.45 AVERROES

(95% Cl, 0.32-0.62) Apixaban in Patients with Atrial Fibrillation
Aspirin Stroke or Systemic Embolism

Event rate HR=0.45
APIXABAN (5 mg bid)

1.6 %/ yr
Apixaban  I"AGPIRIN (81-324mg) | 3.7 % / VI

Hazard ratio with apixaban, 1.13
(95% Cl, 0.74-1.75)

Apixaban

Major Bleeding Aspiin

B Event rate
LSRN | APIXABAN (Smgbid) | 1.4 %/ yr

ASPIRIN (81-324 mg) 1.2 %/ yr

Connolly S et al. NEJM 2011; 364: 806-817



VTE Treatment Trials With NOACs

According to the ACCP 2012 guidelines, the framework of anticoagulation for
VTE treatment includes initial (0 to ~7 days), long-term (~7 days to ~3 months)
and extended treatment (~3 months to indefinite)!

RE-COVER5 RE-MEDY?
RE-COVER ITIé¢ RE-SONATE®
Edoxaban Hokusai-VTE? —

Dabigatran

ACCP=American College of Chest Physicians. : gcﬁu}man 2 et a}. ZEH%IJMQZZO%ZOE’? 15‘34252352'
. Kearon et al. Chest. 2012;141(2):e419S-e494S. - Schulman 5 et al. Circulation. 2014;125:764-772.
. Biiller HR et al. N Engl J Med. 2013;369:1406-1415.

. Agnelli G et al. N Engl J Med. 2013;369:799-808. Aenelli G et al. N Enol J Med. 2013:368-699-708
. Bauersachs R et al. N Engl J Med. 2010;363:2499-2510. - Agnelli G etal. N Engl J Med. »208.075- /1S,
. Schulman S et al. N Engl J Med. 2013;368:709-718.

. Biller HR et al. N Engl J Med. 2012;366:1287-1297.




Patient with active bleeding

Compress bleeding sites mechanically
¥

Aszzess haesmodynamic status, blood pressure, basic coagulation
parameters, blood count, and kidney function
*

Obtain anticoagulation history (last MOAC / VEA dose)

—1

VKA ]
+

Drelay VEA untl INR. <2
-
Add symptomatic treatment
Fluid replacement
Blood transfusion
Treat bleeding cause Moderate - severe
(e.g. gastroscopy)
Consider to add
Witamin K (1—10 mg) iv.
Consider specific antidote,
PCC if no antidote available
Consider replacement of platelets
where appropriate

‘A?p e g F/«,é.

fresh frozen plasma; INR = international normalized ratio; i.v. = intravenous; MOALC = non-vitamin K antagonist oral anticoagulant; QAL = oral anticoagulation; PCC =
&
i E Sic
9)\)

" SIMEV ”

HP

pTl:H:I_1rl:H'|ﬂJ-'m complex concentrates; VEMA = witamin K an@gonisc
Paulus Kirchhof et al. ESC Guidelines 2016, European Heart Journal (2016) 37, 2893-2962
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Efficacy and Safety of the Novel Oral Anticoagulants in
Atrial Fibrillation

A Systematic Review and Meta-Analysis of the Literature

Major Bleeding

NOACs VKAS Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
NCT01136408 (D) 104 62 01%  0.60(0.04,69.36)
PETRO 166 70 Not estimable
RE-LY 12091 6022 38.8% 0.88[0.78, 098]
WEITZ 713 250 01% 210([0.25,17.39)
CHUNG 159 7 02% 0.10[0.00, 195 ¢
YAMASHITA 260 125 00% 241[0.12 4990]
ARISTOTLE-J 143 7% 01% 0.18(0.01,427)
ARISTOTLE 327 9088 462 9052 31.9% 0.70[0.61,0.81)
NCTO00973245 (R1) 0 75 0 27 Not estimable
NCT00973323 (R2) 0 50 0 26 Not estimable
J-ROCKET-AF 26 639 30 633 21% 0.87 [0.52, 1.45)
ROCKET-AF 385 7M1 386 7125 266% 1.03[0.89,1.18]

Total (95% Cl) 30599 23548 100.0% = 0.86 [0.80, 0.93)

Total events 1498 1304

Heterogeneity: Chn‘; 1858, di=8(P=002),F=57% YT : 5 00
Test for overall effect Z=4.03 (P <0.0001) Favours NOACs Favours VKAS




T Major bleeding risk among non-valvular atrial fibrillation ]

patients initiated on apixaban, dabigatran, rivaroxaban or
warfarin: a “real-world” observational study in the United States

Major bleeding
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120 150 180 210 240 270 300 330 360 390
Time from anticoagulation initiation (in days)
Anticoagulants —— Apixaban —— Dabigatran —— Warfarin - Rivaroxaban

Lip GYH et al. Int J Clin Prat 2016; Sep 70: 752-63
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New oral anticoagulants in elderly patients

NOAC : Warfarin
Drug Age  n/N %/yr :+  n/N Y%/yr Hazard ratio
Rivaroxaban >75  203/2688 516 = 179/2702 447 o

20 mg QD * ,
133/2777 304  148/2781 334 s

359/1646 221 © 59/1642 2.16

Dabigatran = 1204/2354 443 : 206/2430 437

110 mg BID : i
2 1138/3661 1.89 = 215/3592  3.04 @

98/974 524 = 90/994 4.68 —

244/5041 243 © 331/5028 335

b

Dabigatran = 246/2474  5.10 @ 206/2430 437

150 mg BID ; ! ;
1153/3602 2.12 : 215/3592 3.04 :

1126/1059 . 90/994 468

(@])]
=
- —
s
Q
Q
p—
N =
ot
Q
‘<

Apixaban 1151/2836 3.33 © 224/2819 5.19

—g—
273/5017 | 331/5028 335 g
——
5mgBID t
— @ —

>65-74 120/3529 - 166/3501  2.82
<65  56/2723 117  72/2732 151 ——

T T T
050 075 .00 1.25 1.50

HR (95% Cl)
NOAC Warfarin
better better

x .
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Barco S et al. Best Practice & Research Clinical Haematology 2013; 26: 215-24
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New oral anticoagulants in elderly patients

NOAC : Warfarin

Drug Age n/N %/yr - n/N Y%/yr Hazard ratio

Rivaroxaban 29/2688 0.72 33/2702 0.81 I @
20 mgQD * : L
s 13/2777 029 = 34/2781 075 ~ +—@—
. 13/1646 048 = 17/1642 062

Dabigatran -+ 17/2354 037 © 47/2430 1.00 °
110 mg BID | :
. 10/3661 0.14 - 43/3592  0.61
6/974 25/994 130
- 23/5041 . 65/5028  0.66
Dabigatran © 20/2474 . 47/2430  1.00
150 mg BID i z
. 19/3602 . 43/3592 061
 15/1059 . 25/994 130
| 24/5017  65/5028  0.66

Apixaban > ¢ 20/2836 ¢ 57/2819 1.29
5mgBID t
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15/2723 17/2732 035 ¥ [
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HR (95% Cl)
NOAC Warfarin
better better

Barco S et al. Best Practice & Research Clinical Haematology 2013; 26:



Gli eventl avversi in PS
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Total Bleeding
[ |

Major Bleeding
Survey 2015-2016 500
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Partial Thrombin Time Creatinine

R

Cumulated risk
of events about | e
variables of Heart Rate
Major clinical
interest on
presentation
according to
Kaplan-Meier

analy51s. Systolic Arterial Pressure White Blood Cells
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Patients with any

bleeding events
n=3,050 (1.8%)

The chart of time to clinical evaluation,
management, short- and long-term death
in patients presenting with any bleeding

events enrolled in the study (n=429). P jty-matched
ropensity-matche

P<0.001 Mean Age patients

8213 year n=429(8.1%)

CHA,D,VASC>2
50 (69%)

Mean Age P<0.001
81%12 vear

oty CHA,D,VASC>2
: Female 21 (81%)

36 (50%)

P<0.001 Major Hemorrhage Female P<0.001

A 17 (65%)
= One-year
peoool | m y One-month :
. eversal Treatment D h Major Hemorrhage P<0.001
24 (92%) eat Death 23(89%)

Heart Rate n=72 n=26 (6.10/0)
23(89%) ( 1 6 ] 8 0 /0) Reversal Treatment P<0.038

62 (86%)
Additional Bleedings
23(89%)

Partial Thrombin Time
29+ 6

Haemoglobin

P=<0.001 1+3

Glucose
Glucose 163 * 56
161 £ 67

Ischemic vascular disease
24(30%)
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CHA,D,V &Sc score >2
382 (64%)
C

Anticoagulants h
287 (24%)

Antiplatelets r
388 (33%)

Major Bleeding
1. 185?3 9%)

Low Molecular Wheight
Heparin
127 (11%)

t
Out of 3.048 patients
with any'bleeding

event§ to the
Emergency

Depattment
c

Warfarin
130 (11%)

Direct Oral
Antcoagulants
33 (3%)

Aspirin
307 (26%)

Clopidogrel
118 (10%)

Admission
1088 (92%)

One-month Death
30 (3%)

One-year Death
68 (6%)

p <0.001

Ischemic Vascular
Disease
d 329 (28%)

p
<

OKidney

g?isease
1 6 (6%)
Pulmonary Embolism or

Deep Venous Thrombosis
75 (3%)

Chronic Obstructive
P Pulmonary Disease
< 128 (11%)

Dil%.ted Cardiomyopathy
1 90 (8%)

Cancer
204 (17%)

Revelgsal Treatment
1 ; 0(1.1%)

0

Blood Tnahsfusion

182 (7%)




CHA,D,VASc score >2
382 (64%) p<0.001

Anticoagulants Ischemic Vascular Disease
287 (24%) 329 (28%) P
<
Antiplatelets Kidney Disease
388 (33%) .76 (6%)
0

Low Molecular MaJ or Bleeding Pulthonary Embolism or
Wheight Heparin Deef) Venous Thrombosis

127 (11%) 1.185 (39%) 75 (3%)
Warfarin Chronic Obstructive
Pulmonary Disease

Direct Oral - 128 (11%)

Antcoagulants : Dilated
33 (3%) Out of 3.048 patients - dio;fy f)pathy

i with any bleeding ' 90 (8%)
spirin
307 (26%) events to the Cancer
B 204 (17%)
Clopidogrel Mergency

118 (10%) Department Reversal Treatment
p 130 (1.1%)
Admission <
1088 (92%) Blood Transfusion
18%(7%)

One-month Death One-year Death
30 (3%) 68 (6%) 0
1




Anticoagulants

e

Direct Oral
Antcoagulants

Antiplatelets
388 (33%)




YAJEM-56753; No of Pages 6
American journal of Emergency Medicine oo (2017) 100000

Contents lists available at ScienceDirect

American Journal of Emergency Medicine

journal homepage: www.elsevier.com/locate/ajem

Short and long-term mortality of patients presenting with bleeding events to the
Emergency Department’

Alberto Conti, MD **, Noemi Renzi, MD °, Daniele Molesti, MD “, Simone Bianchi, MD?, Irene Bogazzi, MD“,
Giada Bongini, MD ?, Giuseppe Pepe, MD b Fabiana Frosini, MD ”, Alessio Bertini, MD €, Massimo Santini, MD ¢

* North-West District Tuscany HealthCare, Apuane General Hospital, Emergency Department, Massa-Carrara, ltaly

™ North-West District Tuscany HealthCare, Versilia and San Luca General Hospital, Emergency Department, Viareggio-Lucca, ltaly
© North-West District, Tuscany HealthCare, Spedali Riuniti Livorno, Emergency Department, Livorno, [taly

4 North-West District Tuscany HealthCare, Cisanello General Hospital and University of Pisa, Emergency Department, Pisa, Italy




Conclusions

Bleeding events to the emergency department accounts for 2% visits in a population

based large survey. Death rate was substantially high at short- and long-term. Death
rate was driven by major bleeding, female gender, white blood cells on short-term and

older age on long-term, regardless of any treatment strategy. Patients presenting with
gastromtestinal bleeding, intracranial bleeding or haematuria were more likely to die at
one-month. Among dead patients mortality was approximately 40% on one-month; up

to 609% 1n older patients, and up to 80% 1n female gender associated with

CHA2D2VASC-score > 2.
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