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Figure 1: Action of Anticoagulants in the
Coagulation Cascade
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FA non valvolare: caratteristiche die pazienti

inclusi nei trials clinici di fase |l

ROCKET AF ARISTOTLE ~ ENGAGE AF RE-LY
(n=14,264) (n=18,201) (n=21,105)  (n=18,113)

Mean CHADS,-Score 3.5 2.1 2.8 2.1
CHF 64% 35% 57% 32%
Hypertension 91% 87% 94% 79%
Age 275 years 44% 31% 40% 40%
Diabetes mellitus 40% 25% 36% 23%
Prior stroke or TIA 52% 19% 28% 20%

Moderate renal
impairment




NOAC (events) Warfarin (events) RR {95% CI) P

RE-L¥5* 134/6076 159/6022 066 (0-53-0-82)  0-0001
ROCKET AFS 2697081 306/7090 B8 (0-75-103) 012
ARISTOTLE 219130 265/2081 0-80 (0-67-0-95) 0012
EMGAGEAF-TIMI 487% 296/7035 3377036 0-88 (0-75-1-02) 010
Combined (random) 91129312 1107/29229 -81(0-73-0-91) =0-0001
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Figure 1: 5troke or systemic embolic events

MOAL (events)

Warfarin (events)

RR {95% CI)

P

76076
3857111
327/9088
44477012
1541/29287

RE-LY=*

ROCKET AF
ARISTOTLE
EMGAGEAF-TIMI 483
Combined (random)

3570022
IBGT125
462/9052
55T 02
1802/29211

0-94 (0-82-1-07)
103 (0-90-1-18)
071 (0-61-0-81)
0-80(0:71-0-90)
0-86(0-73-1-00)

|
0.
2 +«—

Favours HNOAC

—
Favourswarfarin

1
240

034
072

< 0-0001
0-0002
006

Figure 3: Major bleeding




Comparison of the efficacy and safety of new oral PP ®
anticoagulants with warfarin in patients with atrial o
fibrillation: a meta-analysis of randomised trials

Christian T Ruff, Robert P Giugliano, Eugene Braunwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,
Jeffrey | Weitz, Basil 5 Lewis, Alexander Parkhomenko, TakeshiYamashita, Elliott M Antman

Pooled NOAC  Pooled warfarin RR {95% CI) P

{ewents) (events)
Efficacy
Ischaemic stroke 66529292 72429221 —— 092 (0-83-102) 010
Haemorrhagic stroke 13429202 26329271 — 049(0-38-0-64)  <0-0001
Myocardial infarction 41329292 43229221 —y 097 (078-120) 077
All-cause mortality 2022/29292  2245/29221 Pa 0-90 (0-85-0-95)  0-0003
Safety
Intracranial haemorrhage 20420287 425/29711 + 0-48(0-39-0-09) <0001
Gastrointestinal bleeding 75129287 59129211 — 175(1-01-155) 0043

02 05 : 3
+“— —

Favourswarfarin

Figure 2: Secondary efficacy and safety outcomes
Diata are n/M, unless othenwise indicated. Heterogeneity: ischaemic stroke I°’=32%, p=0-22; haemorrhagic stroke P=34%, p=0-21; myocardial infarction I"=48%,

p=0-13; all- cause mortality I°=0%, p=0-81; intracranial haemorrhage °=32%, p=0-22; gastrointestinal bleeding I'=74%, p=0-009. NOAC=new oral anticoagulant.
FR=nisk ratio.
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European Heart Journal — Cardiovascular Pharmacotherapy (2015) 1, 134-145
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New oral anticoagulants: a practical guide

for physicians

Roc

Hinojar*, Jose Julio Jiménez-Natcher, Covadonga Fernandez-Golfin,
and Jose Luis Zamorano

fStan-up for Dabigatran

2.0VT and PE Fulfil indication for NOAC? no

3. DVT/PE prevention

Yes
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Patient preference
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+ Age7580yeus
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* Concomitant treatment + CrCl 30-49 mi/min
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* antipiatelet, NSAID, steroids
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History or non-sever active GI bieeding
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Start-up for Rivaroxaban

1. Non-valvular AF

2.OVT and PE Fulfill indication for NOAC? No
3. DVT/PE prevention
Vs
b
0% 1S mymin €rcl > 15 mi/min ? "
Active pathological bleeding or ves l
‘condions with high rsk o bieecing 3
i Yes

v driesse with cosguiopathy
History ol aserious hypersensiity no l
feaction to araxaban
Pregrancy, lactation

Currently on VKAs?

‘Concomitant use with HIV protease
inhibitors:lopinar; rtonavir; indiravir
ketakonazo, traconzazol, voriconazol,
‘posaconazole
NO vES

Special caution:
+ Concomiuan treatment with: <60 % of INR in therapeutic range

Patient preference

|

SUITABLE FOR RIVAROXABAN §

| L

drcnedarore.
+ Paedisric popalaton

¢ 1
* CrCl 2 50 ml/min * CrCl 15-49 mi/min **
* 2 or more:
-Age 2 75 years
- Weight <60 kg
HASBLED 23
Concomitant treatments *

{

20 mg/24h 15 mg/24h

Start-up for Apixaban

1. Non-valvular AF

2.DVT and PE Fulfll indication for NOAC? No
3.DVT/PE prevention|
ST A vES \
Choose other OAC
SR Crel 2 15 mi/min ?
Actve pathological bleding or vEs
conditons with high sk o bleeding 36
\ Vs
e disease with coagulopathy
History o a serious hypersensitty o
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 ATAST 8 x2
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pasacoazole; Kpicaw; Roneve;
ndinav, tamgecin, arbarmaresie,
phenytan, hencbarbl o Vs
<60 % of INR in therapeutic range
Patient preference
SUITABLE FOR APIXABAN &
* CrCl 2 50 mi/min *  CrC115-29 mi/min **
* €rC130-50 ml/min and + 2ormore:

<80years and >60kg Creatinine 2 1.5 mg/dl

Age > 80years
- Weight < 60 kg
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josew ean|

Start-up for Edoxaban

1. Non-valvular AF =

Fulfill indication? NO
2.0VT and PE
= YES l Choose other OAC
a2 s mymin? e 1
Cr0i < 15 mi/min or > 95 mi/min
ves
sy |
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« At
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<60 % of INR in therapeutic range
Patieat preference

SUITABLE FOR EDOXABAN §

| L

N
* CrCl> 50 mi/min
* Weight 2 60 kg
* Noconcomitant use with
verapamil, quinidine,

Any of the following:
CrC1 15-50 mi/min **
Weight < 60 kg.
Concomitant use of specific

dronedarone
P-gp inhibitors (verapamil,
quinidine, dronedarone)
60mg/24 h 30 mg/24h
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Original Art

Dabigatran Versus Warfarin for Atrial Fibrillation
in Real-World Clinical Practice

A Systematic Review and Meta-Analysis

Robert J. Romanelli, PhD, MPH; Laura Nolting, BS; Marina Dolginsky, BS;
Eunice Kym, PharmD; Kathleen B. Orrico, PharmD

Ischemic Stroke

Intracranial Bleeding
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Author (Year)-Dabigatran Dose

Tsadok (2015) <75y-150mg"|
Tsadok (2015) =75y-150mg*®
Lauffenburger (2015)-150mg"’
Abraham (2015)-150mg'?
Graham (2015)-150mg'?
Larsen (2013)-150mg®
Thelus (2012)-150mg'®

Dabigatran-150mg Overall
Tsadok (2015) <75y-110mg"|
Tsadok (2015) 275y-110mg")|

Larsen (2013)-110mg'®

Dabigatran-110mg Cverall

¢ ==

Tsadok (2015) <7 5y-150mg'®|
Tsadok (2015) =75y-150mg")|
Lauffenburger (2015)-150mg'"
Graham (2015)-150mg'"?
Hernandez (2015)-150mg'|
Larsen (2013)-150mg'"
Thelus (2012)-150mg's

Dabigatran-150mg Overall
Tsadok (2016) <75y-110mg"®
Tsadok (2015) =75y-110mg*®

Larsen (2013)-110mg®

Dabigatran-110mg Overall

F=23.5%
P=0.271

Tsadok (2015) <7 5y-150mg"”
Tsadok (2015) =75y-150mg"®
Lauffenburger (2015)-150mg'’
Abraham (2015)-150mg'
Graham (2015)-150mg |
Hernandez (2015)-150mg'|
Larsen (2013)-150mg'"

Thelus (2012)-150mg"

Dabigatran-150mg Overall
Tsadok (2015) <7 5y-110mg'"”|
Tsadok (2015) 275y-110mg"|

Larsen (2013)-110mg"

Dabigatran-110mg Overall

P=89.8%
P<0.0:01

T T
0.5 1.0
(HR log scale)

Favors
‘Warfarin

Favors  =<<< >»»

Dabigatran

HR {95% CI)
0.89(0.70,1.13)
1.05 (0.79, 1.39)
0.81(0.81, 1.02)
1.03 (0.63, 1.68)
0.80(0.67, 0.96)
1.18(0.85, 1.64)
1.10 (0.71, 1.60)

0.92 (0.84, 1.01)
P=0.066

0.90 (0.60, 1.35)
1.07 (0.94, 1.22)
0.73 (0.53, 1.00)

0.92 (0.72, 1.18)
P=0.514

0.53 (0.33, 0.85)
0.79 (0.50, 1.25)
0.51 (040, 0.65)
0.34 (026, 0.46)
0.32 (0.20, 0.50)
0.08 (0.01, 0.40)
0.44 (0.24, 0.79)

0.44 (0.34, 0.59)
P<0.001

0.56 (0.24, 1.27)
0.55 (0.42, 0.73)
0.24 (0.08, 0.56)

0.49(0.34, 0.72)
P<0.001

096 (0.74, 1.24)
1.35(1.01, 1.82)
1.11(1.02, 1.22)
0.79 (061, 1.03)
1.28(1.14, 1.44)
1.85(1.64, 2.07)
1.12 (067, 1.83)
1.60(1.20, 2.20)

1.23(1.01, 1.50)
P=0.041

0.85 (0.53, 1.38)
1.31 (1.13, 1.51)
0.60 (0.37,0.93)

0.91(0.55, 1.51)
P=0.705

13.7
656



FASTTRACK
ESC Clinical Registry

@ European Heart journal
u

doi10.1093/eurheartjlehv466

XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial
fibrillation

A. John Camm'*, Pierre Amarenco?, Sylvia Haas?, Susanne Hess?, Pau
Silvia Kuhls’, Martin van Eickels?, and Alexander G.G. Turpie?, on bel
XANTUS Investigators

Incidence rate
(events per 100 patient-years)

Incidence rate
(events per 100 patient-years)

= Stroke/Systemic embolism A
= Major bleeding
All-cause death

Overall
CHADS, score

m Stroke/Systemic embolism
® Major bleeding
All-cause death T

Overall
CHAZDSZ—VASc score



DOI: 10.1111/ij

ORIGINAL ARTICLE

Major bleeding risk among non-valvular atrial fibrillation Ad]' HR 0.52
patients initiated on apixaban, dabigatran, rivaroxaban or (9 o Cl: 0.30 ’0.99]
warfarin: a “real-world” observational study in the United States

Gregory Y. H. Lip12 | Xianying Pan® | Shital Kamble? | Hugh Kawabata® |
Jack Mardekian® | Cristina Masseria* | Amanda Bruno® | Hemant Phatak® 4.66
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Real-World Evidence of Stroke Prevention in
Patients with Nonvalvular Atrial Fibrillation in the
United States: the REVISIT-US Study

CMRO

Craig |. Coleman, Matthias Antz, Kevin Bowrin, Thomas Evers, Edgar P.
Simard, Hepdrik Rnnnemeier & Rirrardn Cannatn

Rivaroxaban Warfarin HR (95% CI) HR (95% CI)

Rate (%/year) Rate (%/year) rivaroxaban vs. warfarin rivaroxaban vs. warfarin
ICH 0.49 0.96 0.53 (0.35-0.79) B
Ischemic stroke 0.54 0.83 0.71 (0.47-1.07) n—ir—;ﬂ
Combined 0.95 1.60 0.61 (0.45-0.82) e :
0125 025 05 i 2 4
Favors Favors

rivaroxaban warfarin

Apixaban Warfarin HR (95% CI) HR (95% Cl)
Rate (%/year) Rate (%/year) apixaban vs. warfarin apixaban vs. warfarin
ICH 0.38 0.97 0.38 (0.17-0.88) b *— '
Ischemic stroke 0.56 0.51 1.13 (0.49%2.63) : +
Combined 0.89 1.44 0.63 48.35=112) ' * |
T T T 1 T 1
0.125 0.25 0.5 1 2 <
Favors Favors

apixaban warfarin




Effect of Adherence to Oral Anticoagulants on Risk of Stroke and
Major Bleeding Among Patients With Atrial Fibrillation

Xiaoxi Yao, PhD; Meena S. Abraham, MD, MSCE; G. Caleb Alexander, MD, MS; William Crown, PhD; Victor M. Montori, MD, MSc;

Lindsey R. Sangaralingham, MPH; Bernard ). Gersh, MB, ChB, DPhil, FRCP; Nilay D. Shah, PhD; Peter A. Noseworthy, MD

Asgooiation

American
Heart

Table 7. Adherence to QACs (PDC =80%) Within First 6 Months of Follow-up, Stratified by Index Medication (N=64 661)

Apixaban
(n=3900)

Dabigatran
(r=10 235)

R varccaban
(r=12 334)

All HOACS
(n=26 471)

Wardarin
(=38 190}

P Value
(All NOACS
Pooled vs
Warfarin)

Unadjusted adherence®

All

64.5%

51.2%

58.4%

56.5%

51.6%

<10.001

CHA-DS--VASc score 0 or 1

53.2%

37.1%

45.8%

42.6%

40.3%

0.06

CHA:DS,-VASC score 2 or 3

64.6%

53.3%

60.1%

58.0%

49.8%

<10.001

CHA:DS.-VASC score =4

66.7%

55.0%

61.0%

59.8%

53.4%

<10.001

Adjusted adherence, 95% Cl'

All

62.5% (60.8-64.2)

57.3% (56.2-58.4)

59.5% (58.5-60.5)

CHA-DS--VASc score 0 or 1

51.2% (46.3-56.1)

41.4% (39.0-43.7)

44.4% (42.1-46.7)

58.9% (58.2-59.7)
43.7% (42.1-45.2)

49.9% (49.3-50.5)
37.8% (35.9-39.7)

<10.001
<0001

CHA.DS.-VASC score 2 or 3

62.4% (59.5-65.2)

58.3% (56.6-60.0)

60.1% (58.6-61.6)

59.6% (58.5-60.6)

48.3% (47.3-494)

<10.001

CHA:D5.-VASC score =4

64.4% (62.2-66.5)

59.5% (58.0-61.0)

61.7% (60.3-63.0)

61.1% (60.2-62.1)

52.8% (52.1-53.5)

<10.001

J Am Heart Assoc. 2016




@ European Heart Journal ESC GUIDELINES

doi10.1093/eurheartj/ehw210

LOCIETY OF
CARCACH O

2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

The Task Force for the management of atrial fibrillation of the
European Society of Cardiology (ESC)

Developed with the special contribution of the European Heart
Rhythm Association (EHRA) of the ESC

Endorsed by the European Stroke Organisation (ESO)




Patient without known AF presenting with atrial high rate episode
(AHRE, >5-6 min and >180 bpm) detected by an implanted device

!

—[ Assess eligibility for oral anticoagulation using CHA;DS;-VASc score

: !
- ~
L= Verify presence of AF by ECG documentation
% e.g. resting ECG
.g:?. Ambulatory ECG recorder
Patient-operated devices

Review device electrograms (if available) to determine whether it is AF

Mo AF detected AF diagnosed
Consider patient characteristics #

(e.g. stroke risk score) B
and patient preference

¥ L L 4

[No antithmmbotic} [ Initiate oral anticoagulation ]

therapy (IB) (1A)




Treatment Desired outcome Patient benefit

Haemodynamic stabilicy

Manage Cardiovascular risk Improved life

p%ﬂﬂﬂg reduction expectancy
Oral anticoagulation in
AssesseOke  patients at risk for stroke Stroke prevention

Symptom improvement,
preservation of LV function

Symptom
improvement

AF = atrial fibrillation; LV = left ventricular,

Figure 5 Acuteand chronic management of atrial fibrillation patients, desired cardiovascular outcomes, and patient benefits. Adapted from the
report on the 4th AFNET/EHRA consensus conference.”®



Mechanical heart valves or moderate or severe
mitral stenosis

Yes

No |

Estimate stroke risk based on number of

LAA occluding devices
may be considered in
patients with clear
contra-indications
for QAC (lIbC)

CHA,;DS,-VASc risk factors®
v v l
o )
| 7N
Al
Mo antiplatelet or ¢ Oral anticoagulation
anticoagulant indicated
treatment (IIB) OAC should be Assess for contra-indications
considered (/laB) Correct reversible
- bleeding risk factors
s .
/ N
» %

¥ v

G ()

AF = atrial fibrillation; LAA = left atrial appendage; NOMAC = non-vitamin K antagonist oral anticoagulant; OAC = oral anticoagulation; VKA = vitamin K antagonist.
*Congestive heart failure, Hypertension Age =75 years (2 points), Diabetas, prior Sstroke/TlA/embolus (2 points), Vascular disease, age 65-74 years, female Sex.

*Incledes women without other stroke risk factors.
“llaB for women with only one additional stroke risk factor.
“I8 for patients with mechanical heart valves or mitral stenosis.

Figure 8 Stroke prevention in atrial fibrillation.
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Recommendations for stroke prevention in patients with atrial fibrillation

Recommendations

Oral anticoagulation therapy to prevent thromboembelism is recommended for all male AF patients with a CHA;DS:-VASc 1 3 Ifi:ll
score of 2 or more. 354 404
Oral anticeagulation therapy to prevent thremboembaolism is recommended in all female AF patients with a CHA:DS;-VASe 1 3 Iﬂa—ai:ll
score of 3 or more. 354, 404
Oral anticoagulation therapy to prevent thremboembolism should be considered in male AF patients with a la aTl,
CHA:2DS5:-VASe score of |, considering individual characteristics and patient preferences. 3Tea3T7
Oral anticoagulation therapy to prevent thremboembaolism should be considered in female AF patients with a Hla aT1.378,
CHAZDS5:-VASc score of 2, considering individual characteristics and patient preferences. 3T
Witamin K antagonist therapy (INR 2.0-3.0 or higher) is recommended for stroke prevention in AF patients with 1

moderate-to-severe mitral stenosis or mechanical heart valves.

When oral anticoagulation is initiated in a patient with AF who is eligible for a NOAC (apixaban, dabigatran, edoxaban, or 1 3 I;—gill

rivaroxaban), a NOAC is recommended in preference to a ¥itamin K antagonist.

404

When patients are treated with a vitamin K antagonist, time in therapeutic range (T TR) should be kept as high as
possible and closely monitored.

395,431,
44]-444

AF patients already on treatment with a vitamin K antagonist may be considered for NOAC treatment if TTR iz not well
controlled despite good adherence, or if patient preference without contra-indications to NOAC (e.g. prosthetic valve).

Combinations of oral anticoagulants and platelet inhibitors increase bleeding risk and should be avoided in AF patients
without ancther indication for platelet inhibition.

In male or female AF patients without additional stroke risk factors, anticoagulant or antiplatelet therapy is not
recommended for stroke prevention.

Antiplatelet monotherapy is not recommended for stroke prevention in AF patients, regardless of stroke risk.

MNOACs (apixaban, dabigatran, edoxaban, and rivaroxaban) are not recommended in patients with mechanical heart valves
(Level of evidence B) or moderate-to-severe mitral stenosis (Level of evidence C).

368,371,
376,377

ile-31l,

400, 404
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Farmaci per Il frattamento | /.

dei Farmaci
in Italia

della fibrillazione aftriale v/

Non c’e sovra-trattamento:

= solo il 6,1% dei pazienti frattati con NAO hanno una storia di terapia ben
controllata con warfarin (TTR 270%) e hanno rischio trombotico o emorragico
basso (CHA2DS2-VASc <1 o HAS-BLED <3).

C’e un importante sotto-trattamento:

= || 59,0%, dei pazienti con FA senza un adeguato controllo dell’INR in warfarin
(TTR <70%) o con un’alterazione del rischio trombotico o emorragico
(CHA2DS2-VASc 21 e HAS-BLED >3) e risultata non in trattamento con NAO

9T0¢ 2190110 / Ilosew ean|



Acute treatment Extended treatment

A Initiation Early maintenance
DVT/PE  Dabigatran
Edoxaban
RE-COVER, RE-COVER I RE-MEDY
HOKUSAI RE-SONATE
B

Initiation and early maintenance

Rivaroxaban
Apixaban .

EINSTEIN-DVT EINSTEIN-EXT
EINSTEIN-PE AMPLIFY-EXT
AMPLIFY

Fontana et al Eur Heart J 2014




THROMBOSIS AND HEMOSTASIS

Direct oral anticoagulants compared with vitamin K antagonists
for acute venous thromboembolism: evidence from phase 3 trials

Nick van Es," Michiel Coppens,’ Sam Schulman,® Saskia Middeldorp,’ and Harry R. Biiller’

DOAC VKA Risk ratio (95% Cl) RR(95%Cl) P D?:C W,(PJJ\ Risk ratio (95% Cl) RR(95%Cl) P ARR (95%CI)
(niN) (nIN) | : ’ (niN) (niN) |
|
| ) AMPLIFY 152676 (0.8%)  49/2680 (1.6%) —— 031(017-055) 00001 -1.26% (-1.84% to -0.68%)
AMPLIFY  50/2609 (2.3%)  T1/2635 (2.7%) |—.—=—| 0.84 (0.60-1.18)  0.31 |
1
EINSTEIN-DVT 36731 (2.1%) 5111718 (3.0%) —a—H 0.70(046-107) 010 EINSTEIN-DVT 14718 (0.8%) 201711 (12%) —— 070(035-138) 020 -0.35% (-1.02% o 0.31%)
' 1
! |
1
EINSTEIN-PE  50/2419 (2.1%)  44/2413 (1.8%) |_|.._| 113(076-169) 054 EINSTEIN-PE 2612412 (1.1%) 5212405 (2:2%) |—l—|: 050(0.31-080) 0004 -1.08% (-1.80% lo-0.37%)
|
1
| 1
Hokusai-VTE 664118 (1.6%)  B0/4122 (1.9%) |_._H 0.83 (060-1.14) 025 Hokusai-VTE 564118 (1.4%)  B6M122 (16%) |—|-|-| 085 (060-121) 037 -0.24% (-0.76% lo 0.28%)
|
| i
RE-COVER  30/1274 (24%)  27/1265 (2.1%) —t— 110 (0.66-1.84)  0.71 RE-COVER 221273 (1.7%) 291286 (2.3%) —a 075(044-131) 031 -0.56% (-1,65% to 0.53%)
1 |
1 |
RE-COVER Il 301279 (2.3%)  28/1288 (2.2%) —l— 1.08 (0.65-1.80) 0.77 RE-COVERW 15120 (1.2%) 2211286 (1.7%) —— 069(036-132) 026 -0.54% (-1.46% 1o 0.36%)
|
i _ |
Combined (random) 271/13430 (2.0%) 301/13442 (2.2%) I-eﬂ 0.90 (0.77-1.06)  0.21 Combined (random} 14813477 (1.1%) 238/13481 (1.8%) l-e-” 0.61(0450.83)  0.002  -0.68% (-1.07% to -0.30%)
1 1
0.2 1 5 0.1 1 10
P 2 — —p

Favors DOAC  Favors VKA Favors DOAC  Favors VKA
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Franziska Michalski,” Christina Kéhler,” Sebastian Werth,” Kurtulus Sahin,* Luise Tittl," Ulrike Hénsel," and Norbert Weiss’
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Jan Beyer-Westendorf,” Kati Férster,' Sven Pannach,® Franziska Ebertz,' Vera Gelbricht," Christoph Thieme,'

results from the Dresden NOAC reg

THROMBOSIS AND HEMOSTASIS

Table 2. Bleeding rates per 100 patient-years in valid-for-safety analysis set

All patients

SPAF

VTE

P value: SPAF vs VTE

n (%)
Any bleeding, % (95% Cl)
Minor bleeding, % (85% CI)
NMCR bleeding, % (85% Cl)
Maior bleeding, % (85% CI)

1775 (100)
50.4 (55.2-63.9)
36.3 (33.2-30.7)
19.7 (17.6-22.1)
3.4 (2.6-4.4)

1200 (67 6)
58.3 (54.4-64.6)
35.8 (32.2-30.7)
20.7 (18.1-23.5)
3.1 (2.24.3)

575 (32.4)
58.6 (51.7-66.4)
7.8 (31.8-44.6)
17.2 (13.5-21.6)
41 (25-6.4)

4889
4189
1585
2849

Cumulative Kaplan-Meier event rate (%)

Mumber of subjects at rsk

300 360 420
Time (days)

600 BED 720

1131 1081 1047

427 384

734 GGG 484
pre) 207 138
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XALIA: Treatment-Emergent Clinical Outcomes
(Propensity-Score Adjusted Comparison)

Rivaroxaban Jehekle
(n=2505) anticoagulation Hazard ratio e
(n=2010) (95%cry P
n (%) n (%)

Mai : 0.77

ajor bleeding 19 (0.8) 43 (2.1) (0.40-1.50) 0.44
0.91

Recurrent VTE 36 (1.4) 47 (2.3) (0.54-1.54) 0.72
. 0.51

All-cause mortality 11 (0.4) 69 (3.4) 0.07

(0.24-1.07)

Propensity score-adjusted population

9T0Z 210010 / 1osew ean|



Z CHEST

Antithrombotic Therapy for VTE Disease
CHEST Guideline and Expert Panel Report

® CrossMark

Summary of Recommendations

Choice of Long-Term (First 3 Months) and Extended

(No Scheduled Stop Date) Anticoagulant

1. In patients with proximal DVT or pulmonary
embolism (PE), we recommend long-term (3 months)
anticoagulant therapy over no such therapy (Grade 1B).

*2. In patients with DVT of the leg or PE and no

cancer, as long-term (first 3 months) anticoagulant
therapy, we suggest dabigatran, rivaroxaban, apix-
aban, or edoxaban over vitamin K antagonist (VKA)
therapy (all Grade 2B).

For patients with DVT of the leg or PE and no cancer
who are not treated with dabigatran, rivaroxaban,
apixaban, or edoxaban, we suggest VKA therapy over
low-molecular weight heparin (LMWH) (Grade 2C).

*3. In patients with DVT of the leg or PE and cancer
(“cancer-associated thrombosis”), as long-term (first
3 months) anticoagulant therapy, we suggest LMWH
over VKA therapy (Grade 2C), dabigatran (Grade
2C), rivaroxaban (Grade 2C), apixaban (Grade 2C),
or edoxaban (Grade 2C).

CHEST 2016; 149(2):315-352
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Trend di prescrizione dei NAO nel paziente dimesso con
diagnosi di EP acuta nella ASF
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Andamento della degenza ospedaliera nei pazienti
dimessi con diagnosi di EP acuta nel corso degli anni

Figura 3. Andamento della DO nei pazienti dimessi con diagnosi di EP acu-
fa nel corso degli anni.
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Variazioni percentuali della degenza ospedaliera nei
pazienti dimessi con diagnosi di EP acuta nel corso degli anni

Figura 4. Variazioni percentuall della DO nel pazienti dimessi con diagno-
Si di EP acuta nel corso degli anni.

c
o
QO
3
Q
(%]
o
=
~
o
=3
o
o
=
D
N
o
=
(o))

Masotti L et al Farmaci 2016

. - Gennaio 2014 Seftembre 2015
2010 st 2015 | Agoso 2015
26,60% 26,30%




Anti Xa Altra terapia anticoagulante alla o]
. . dimissione (eparine a basso peso
(rivaroxaban, apixaban) molecolare, fondaparinux, AVK)
Numero 184 (Rivaroxaban 163, Apixaban 21) 320 -
M/F 41%/59% 45%/55% ns
Eta media * 76 £13 7513 ns
DS(anni)
Eta mediana 78 (70-84) 77 (68-84) ns
(IQR) (anni)
DO media * 8+5 10 + 6 <0.005
DS (giorni)
DO mediana 7 (5_9) 9 (6-1 3) <0.001
(IQR) (giorni)
Dimissioni 5.4% 2.4% ns
entro 48 ore
Dimissioni 30 9% 23 1% <0.005
entro 5 giorni

Masotti L et dati non pubblicati
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Edoxaban: An Update on the New Oral Direct Factor Xa Inhibitor

Henri Bounameaux *+ A, John €
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Edoxaban versus Warfarin in Patients

with Atrial Fibrillation

Table 1. Demographic and Clinical Characteristics of the Patients.*

High-Dose Low-Dose

Warfarin Edoxaban Edoxaban

Characteristic (N=7036) (N=7035) (N=7034)

N
Age =75 yr 2820 (40.1) 2848 (40.5) 2806 (39.9)
Prior stroke or transient ischemic attack 1991 (28.3) 1976 (28.1) 2006 (28.5)
Congestive heart failure 4043 (57.5) 4097 (58.2) 3979 (56.6)
Diabetes mellitus 2521 (35.8) 2559 (36.4) 2544 (36.2)
Hypertension requiring treatment 65823 (93.6) 6591 (93.7) 6575 (93.5)
CHADS, scoref 2.8:1.0 2.8+1.0 2.3:1.0

<3— no. (%) 5445 (77.4) 5422 (77.1) 5470 (77.8)

46— no. (%) 1591 (22.6) 1613 (22.9) 1564 (22.2)




Table 2 Results of the ENGAGE AF-TIMI 48 trial

Warfarin High-dese  Low-dose High-dose edoxaban
event rate edoxaban edoxaban versus warfarin

eventrate  eventrate Hazard ratio P-value
(95% CI)

Efficacy outcomes
Stroke or systemic embolic 1.50 1.18 1.6l 0.79 (0.63-0.99) <0.001
event (primary) (noninferiority)

Stroke 1.69 1.49 1.91 0.88 (0.75-1.03) 0.1l

Hemorrhagic stroke 0.47 0.26 0.16 0.54 (0.38-0.77) <0.001
Stroke, systemic embolism or 443 3.85 4.23 0.87 (0.78-0.96)  0.005
death from cardiovascular cause
Death from any cause 4.35 3.99 3.80 0.92 (0.83-1.01)  0.08
Death from cardiovascular cause  3.17 274 .71 0.86 (0.77-0.97)  0.013
Safety outcomes
ISTH major bleeding (primary) 343 .75 l.6l 0.80 (0.71-0.91) <0.001
Fatal 0.38 0.21 0.13 0.55 (0.36-0.84)  0.006
Intracranial 0.85 0.39 0.26 0.47 (0.34-0.63) <0.001
Gastrointestinal 1.23 1.51 0.82 1.23 (1.02-1.50)  0.03

Naote: From N Engl | Med. Giugliano RP, Ruff CT, Braunwald E. et al. Edoxaban versus warfarin in patients with atrial fibrillation. 369:209
with permission from Massachusetts Medical Society.'
Abbreviations: Cl, confidence interval; I5STH, International Society on Thrombosis and Haemostasis.
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Edoxaban versus Warfarin for the Treatment
of Symptomatic Venous Thromboembolism

The Hokusai-VTE Investigators®

Table 1. Demographic and Clinical Characteristics of the Patients.*

Patients with

Deep-Vein Thrombosis Only

Patients with

Pulmonary Embolism

Characteristic All Patients
Edoxaban Warfarin
(N=4118) (N=4122)
90 409 -
3 337 Warfari -l
§ 804 3.04 a_ar—ln" L
£ 704 2.5+ L
E 50 2.0 R L y Edoxaban
g sod 137 jn
2 1.0+
I 05477
5 304 0.0 T T T T T T T T T T T 1
E 0 30 &0 90 120 150 180 210 240 270 300 330 360
-?: 20
10
0 T T T T

T T T T T T
0 30 60 90 120 150 180 210 240 27
Days

No. at Risk
Edoxaban 4118

T T
0 300 330 360

4050 4024 4002 3985 3974 3950 3885 3692 3524 3358 3190 2918

Warfarin 4112 4055 4023 4001 3992 3975 3962 3864 3683 3519 3367 3184 2936

Edoxaban Warfarin Edoxaban Warfarin
(N =2468) (N=2453) (N=1650) (N=1669)
'§ 904 14+
124 i -
E 404 . Wariarln__ -
28 701 e
U b B -
- —_— Edaxaban
E£ 6 o
5% 3
5@ 504 o
55 .
401 d -
g E 24 .
-E o 30+ 0 T T T T T T T T T T T T
5% 0 30 60 90 120 150 180 210 240 270 300 330 360
2 .
-?: 104 eimpmmm === ===
ez
O T T L L] T T T T T T L]
0 30 e 90 120 150 180 210 240 270 300 330 360
Days
No. at Risk
Edoxaban 4118 3840 3695 3587 3382 3308 3038 2192 2043 1004 1764 1650 1241
Warfarin 4127 3757 3627 3522 3313 3218 2979 2165 2007 1883 1754 1613 1212

Figure 2. Kaplan—Meier Cumulative Event Rates for the Primary Efficacy Outcome.

Figure 3. Kaplan—Meier Cumulative Event Rates for the Principal Safety Outcome.
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Levi Critical Care (2016) 20:249
DOl 10.1186/513054-016-1413-3

Critical Care

REVIEW Open Access

Management of bleeding in patients L
treated with direct oral anticoagulants

-1,4
Marcel Levi
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Managing reversal of direct oral anticoagulants

in emergency situations

Anticoagulation Education Task Force White Paper

Walter Ageno'; Harry R. Biiller%; Anna Falanga®; Werner Hacke®; Jeroen Hendriks*¥; Trudie Lobban?; Jose Merino?; Ivan S. Milojevic®;

Francisco Moya'?; H. Bart van der Worp'"; Gary Randall'?; Konstantinos Tsioufis'?; Peter Verhamme'?; A. John Camm31¢

Table 2: Situations in which to consider use of a reversal agent.

Clinical situation Definite need  Reversal agent Reversal agent
for areversal  possibly helpful generally
agent (patient- not needed

dependent)

Life-threatening bleeding (e. g., intracranial haemorrhage, symptomatic or expanding extradural X

haemorrhage, or unconirollable haemorrhage)

Bleeding in a closed space or critical organ (e.q., intracranial, intraspinal, intraocular, pericardial, X

pulmonary, retroperitoneal, or intramuscular with compartment syndrome)

Persistent major bleeding despite local haemostatic measures, or risk of recurrent bleeding X

because of delayed DOAC dearance or DOAC overdose

Need for urgent intervention that is assodiated with a high risk of bleeding and that cannot X

be delayed to allow for drug clearance

Emergency surgery or intervention in patients at high risk for procedural bleeding: X

neurosurgery (infracranial, extradural, or spinal), lumbar puncture, cardiac, or vascular surgery

(aortic dissection/aneurysm repair), hepatic, or other major organ surgery

Need for urgent surgery or intervention in patients with acute renal failure X

Elective surgery X

Gastrointestinal bleeds that respond to supportive measures X

High drug levels or excessive anticoagulation without associated bleeding X

Need for surgery or intervention that can be delayed long enough to permit drug clearance X

DOACs, non-Vitamin K oral anticoagulants. Adapted from Levy et al. 2015 (31).

Thromb Haemost 2016;
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Managing reversal of direct oral anticoagulants
Francisco Moya'®; H. Bart van der Worp''; Gary Randall'?; Konstantinos Tsioufis'?; Peter Verhamme'#; A. John Camm'31¢

in emergency situations
Anticoagulation Education Task Force White Paper

Bleeding or Need for Surgery in Anticoagulated Patients

Mild Moderate to Life-threatening
Bleeding Severe Bleeding Bleeding

Emergency
Surgery

=
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=
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&

* Delay or omit the Source Control: Consider: « Proceed to surgery
e * Mactmnicn ot
* Evaluate compression 50U/kg + 25 U/kg
concomitant « Check

« Endoscopic, surgical aPCC - 50U/kg,

medication anticoagulation

* Check renal hemOStaSis up to 200 U/kg status if time
g * Interventional » available
function + radiological + « For dabigatran:;
C i idarucizumab 5g* * Cross-match
* Consider any hemostasis blooe: paciad
possible underlying RBC s'tan by
source of bleeding Supportive Measures:
. ; « PCC (4 factor)
Fluid replacement stand-by
* Reassure the patient * Transfusional
» Ensure support - For dabigatran:
anticoagulation » Maintain diuresis idarucizumab Sg
continued

} v v y

Resume anticoagulant as soon as hemostasis satisfactory and patient stabilized




Idarucizumab is a
hlmla_[]lzed mOIlOClOIlal Humanized Fab fragment
antibody fragment

Binding affinity around 350 times higher
than dabigatran to thrombin

No intrinsic pro-coagulant or
anticoagulant activity

Dabigatran

i g IV dosing by bolus or rapid infusion ( 2

x 2.5 g1 50 mL 1in 15 minutes);
immediate onset of action (in minutes)

Thrombin
MW ~ 37 kDaltons

Idarucizumab : .
Py i e Short half-life (45 minutes-4h)

Figure 1  Structure and relative sizes of thrombin (Flla), dabigatran, and idarucizumab. Reprnted
with permission from Pollack et al."*
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Dabigatran distribution Idarucizumab injection Dabigatran equilibrium shift

(\_) Thrombin & Dabigatran molecule Idarucizumab

Figure 3. Changes in the distribution of dabigatran after idarucizumab administration. A, Circulating dabigatran exists in a state of equi-
librium between the plasma and the extravascular compartments. Only unbound dabigatran in the plasma is able to bind thrombin and to
inhibit coagulation. B, Idarucizumab rapidly binds dabigatran in the plasma. This alters the equilibrium, causing dabigatran in the extra-
vascular compartment to move into the plasma and to potentially dissociate from thrombin (larger arrows). C, Because of the high affinity
of idarucizumab for dabigatran, thrombin is no longer inhibited, and it regains its capacity to trigger clotting.
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Idarucizumab for Dabigatran Reversal

Table 1. Clinical Characteristics of the Patients.®

Characteristic
Age —yr
Median
Range
Male sex — no. (36)
Race or ethnic group — no. (38) T
Asian
Hawaiian or Pacific Islander
White
Weight — kg
Median
Range
Creatinine clearances
Value — ml/min
Mean
Median
Range
Distribution — no. (%6)
<30 ml/min
30 to <50 ml/min
50 to <80 ml/min
=80 ml/min

Missing data

Group A
([N=51)

77.0
48-93
32 (63)

5 (10)
3 (6)
43 (34)

70.5
42.4-127.5

59+33
54
16187

5 (10)
14 (27)
16 (31)
6 (12)
10 (20)

Group B
(N=39)

76.0
56-93
18 (46)

1(3)
3 (8)
35 (90)

73.0
49.5-116.0

B5+36
60
11-171

7 (18)
6 (15)
11 (28)
9 (23)
6 (15)

Total
(N=90)

76.5
48-93
50 (56)

6 (7)
6(7)
78 (87)

719
42.4-127.5

62+35
58
11-187

12 (13)
20 (22)
27 (30)
15 (17)
16 (18)
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Idarucizumab for Dabigatran Reversal
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Idarucizumab
Emergency event The Antidote for Reversal of Dabigatran

John W. Eikelboom, MBBS, FRCPC; Daniel J. Quinlan, MBBS; Joanne van Ryn, PhD;
‘ Jeffrey 1. Weitz, MD, FRCPC

Confirm dabigatran presence: i.e. patient records, relatives, prescriptions
If possible, determine degree of anticcagulation i.e. vernfy time of last dose, measure aPTT andior TT [dTT)

Figure 7. Proposed algorithm for manage-

lr lr lr ment of patients treated with dabigatran
; o o Ifo-restoning Roquirement for agent surgery or who present \;.rith blee:.:riing episode{s}e{:jr
Mild to moderate bleading } [ conirl ] [ require urgent surgery/invasive procedures.
l bleedng inwachve procedire et  hours *Administer two 50-mL vials of idarucizumab
1 \ l 1 (each containing 2.5 g) intravenously. In
rare cases when dabigatran anticoagula-
\TTTTTTTTTTTTTTTTT T tion remains present after idarucizumab and
l bl b 2] J bleeding continues in the patient, a second

1

I

]

E 5-g dose of idarucizumab may be consid-

L " ered. aPTT indicates activated partial throm-
| B boplastin time; dTT, diluted thrombin time;

! Proce ed immed o U1 '

i rmir inl,n;g-m':ﬂ;dﬁuﬂr;mw and TT, thrombin time.

|

L

If time permits, measune aPTT
andior TT[dTT]

¥ $ \ 4

Reintroduce anticoagulation appropriately after event, depending on patients thrombotic/bleading risk

Circulation. 2015;132:2412-24212,
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Prothrombinase Binding of Andexanet Alfa
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Andexanet Alfa for the Reversal of Factor Xa
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Figure 1. Time Courses of Anti—Factor Xa Activity before and after Administration of Andexanet.
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‘ Table 1. Characteristics of the Patients at Baseline.®

Characteristic

A Rivaroxaban (N=26)
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Baseline End of End of 4 Hr 8 Hr 12 Hr
Bolus Infusion
Median 277.0 16.8 30.6 177.7 127.1 97.9
Percent Change 80 (-58t0-04) -86(-55to-03) 30 (27to-45) 49 (43ta-57) 64 (-51to-70)
{95% ClI)

Safety Population
(N=67)

B Apixaban (N=20)

Efficacy Population
(N=47)
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Baseline End of End of 4 Hr 8 Hr 12 Hr
Bolus Infusion
Median 149.7 10.3 125 103.0 107.1 100.2
Percent Change -93 (-87t0-04) -92 (-85t0-94) -30(-23to-46) -28 (-19t0-38) -31(-27 to-41)
(95% CI)




Conclusioni

>

| risultati dei frials clinici di fase Il con i NAO sono stati
confermati nella vita reale

| NAO sono ormai entrati nell’'uso comune e rappresentano
una realtd ferapeutica ormai ben consolidata con evidenti
vantaggi nella pratica clinica

Le LLGG su FA e TEV riconoscono ai NAO un ruolo di primo
piano

Da poco abbiamo a disposizione anche una quarta molecola
NAO

Oggi € gia disponibile un antidoto specifico per dabigatran e
successivamente o sard anche per gli antiXa che ci
permettono di superare uno dei maggiori gap rappresentato
dal reverse urgente di questi farmaci
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