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Epidemiologia della TEV

EV costituisce la terza causa
orte cardiovascolare dopo
o e l'ictus

il 70% delle EP
fatali viene
scoperto

postmortem
Circa 1'80% delle TVP ¢

clinicamente silente

Il 10% dei pazienti con EP muore nella
prima ora di inizio dei sintomi

Barcellona, ESC 2014



Rischio di recidiva

dei pazienti con un primo episodic
nei 10 anni successivi.
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Probabilita cumulativa di recidiva (%)
N
o

Anni dopo il primo episodio di TVP Mesi dopo gli anticoagulanti orali

Adattato da Prandoni et al., 1996. Adattato da Eichinger et al., 2004.

Prandoni P et al. Ann Intern Med. 1996; 125(1): 1-7.
Eichinger S et al. Arch Intern Med. 2004; 164(1): 92-96.



» ed EP: una malattia frequente

Incidenza TEV stimata 1-2/1000 persone/anno, in progressivo incremento

per aumento eta media popolazione (il rischio aumenta con l'eta)

»

»

»

Hirsh J Blood 2002; 99: 3102
Rosendaal FR Thromb Haemost 1999; 82: 610
White RL Circulation 2003; 107: I-4



Cﬁ_\é. Target della terapia

del TEV

>> Prevenire la morte pe

»> Lisare il materiale trombotico in casi selezionati

» Arrestare la crescita del trombo riducendo la morbilita
» Prevenire le recidive tromboemboliche

»> Prevenire le sequele a lungo termine (sindrome post-
trombotica, ipertensione polmonare cronica)



E TRATTAMENTO
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tteristiche importanti per un anticoagulante ‘idea

Or

Ampi

Dosaggio
Poche interazion
Rapida inizio (e fine) dell'azi
Farmacocinetica e farmacodinamica prevedibili
Effetto rapidamente reversibile (+/-antidoti)

Non necessita di stretto monitoraggio laboratoristico

Test affidabile informativo di attivita/concentrazione



Molecolare (LMW




Risposta non
prevedibile

Stretta finestra

Terapeutica
(INR range 2-3)

Monitoraggio
periodico
frequente

Frequenti
aggiustamenti
terapeutici

Lento
onset/offset

Numerose
intferazioni
alimentari

Numerose
interazioni
farmacologiche

Rischio di
complicanze
emorragiche
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OA hanno molte caratteristiche “ideali”

azioni con farmaci e alimenti

dell'azione



Protocollo TEV per NAO

* ANy
**i

O 5 mg* x2/die

* Da aggiustare secondo la funzionalita renale del paziente



Protocollo TEV per NAO

EBPM 60 mg/die*

* Da aggiustare secondo la funzionalita renale del paziente
99
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Table 1. Study details and baseline patient characteristics

Hokusal-VTE RE-COVER RE-COVER I AMPLIFY EINSTEIN-DVT EINSTEIN-PE Combined
Edoxaban VEA Dabigatran VEA Dabigatran VEA Apixaban VEA Rivaraxaban VEA Rivaraxaban VEA DOAC VEA
(ne=di18) (he=d422) =123 (h=1266) (n=1280) (N =1288) (N=2601) (n=270d4) (=173} (n=1718) (n=2419) (n=2413 (n=13512) (h =13511)
Treatmant 3,6 or12 ma* Gma & mo 6 ma 3, 6 or 12 ma* 3 6 or 12 ma* - -
durafion
Dasign Double-blinded Dauble-blinded Dauble-blindad Dauble-biindad Open-labal Opan-labal - -
Treatment - -
regimen
Irifial LWMH ar UFH LWMH ar UFH LWMH ar UFH Apixahan  LMWHtor  Rwvaroxaban  LMWHT Rivarosahan LWWHt - -
traatmant far =54 for =5 d far=54 W0mgbd  UFH far 15 mg bid far=5d 15 mg b far=54
far7d =5d for 3 wh for 3wk
Lang-term Edawahan Warfarin Dabigatran Warfarin  Dabigatran Wardann  Apixaban  Warfain  Rwvaroxaban  Amy VKA Rwvamsahan Aty WA - -
{raatmeant 60mgodt (INR23) 150mgbd (MR23) 150mgbid (INR23) Smgbid  (INR2-3) 20mg od {IMR 2-3) 20 myg od {INR 2-3)
Maan aga [y) 55.7 559 55.0 54.4 5.7 551 512 56.7 55.8 564 57.9 515 5.2 562
Man 57% 5% 5% 5% 61% 60% 5% 5 57% 5 54% 5% TI50 (57%) 7690 (57%)
Index event

OVT anky G B0% 0% 6% 6% 68% 6% BE% a8 peft 13 0% TBA2 (57%)  THT5 (57%)

PE = DNT Ll A% 3% 1% J1% 2% 3% 4% e (e 1007 100% 5702 (43%) 57T (43%)
Risk factors

Unpravakad % 65% NR MR MR MR 0% 0% 1% 6% 5% 6% TI50 (T1%) 7780 (T1%)

Malignancy e 10% 5% 5% A% 4% 2% I T 5% 5% 5% TH0 (6%) 775 (6%)

(at bassalina)

Previous VTE 180 18% 2% 25% 19% 16% 7% 15% 1% 180 1% 20% 2612 (19%) 2480 (18%)
TTR in VKA group - 64% - 60% - 5T% - 60% - 5B% - 63% - -
Intended treatment

duration

3 mo 12% 13% 0% % % 0% 0% % 12% 12% 5% 5% 820 (6%)  BS3 (9%)

fi mo 8% AT% 100% 00 1007 100% 100% 1007 63% 63% 5% 5% 0686 (72%)  D6E3 (T2%)

12 mo A% 0% 0% % % 0% 0% 0% 25% 25% A% % 3006 (22%) 2085 (22%)

bid, twica daily; d, day; ma, month(s); od, ance daily, UFH
*Treatmant duration was left 1o the discretion of the physician,
TEncxapanin 1 mg'kg twica dally,
$An edaxaban dose of 30 mg onoe daily was adminisiarad fo patients with a creatinine cleamance of 30 1o 50 mL par minuta, a body weight <60 kg, and in thoss recaiving concomitant treatmant with patant P-ghycoprotain inhibitors.

, unfractionatad heparin; y, yaar(s).
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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 Middeldom,” and Harry R. Biillar’

'Denartmant of Vel Medicing, Aosdemic Medical Camar, Ameterdem, The Metadands; and il:l-up.rrru'rl of Modicina, Molisster Uniramsity and
Thombees and Afoeroscerosis Resasch istase, Hemiton, 08, Canada

+ DOACs have similar efficacy
as VKAs in the treatment
of acute symptomatic
VTE, but significantly
reduce the risk of major
bleading.

The efficacy and safety of
DOACS in the treatment of
acute VTE are consistent
in clinically important
subgroups.

In the last 4 years, 6 phase 3 ¥iale including a total of 27023 patients with venous
thromboembolism (VTE) compared a direct oral anticoagulant (DOAC) with witamin K
antagonists (VI As). To aid e dinician in 28826 ng the amount of | omation, we address
Fequently raised dinical guestions in a review of combined trial resulls. We induded the
phase 3 trigls hat compared dabigatran elexlate, rivaroxaban, apixaban, or edoxaban
with VKA therapy in patients with acu e symptomatic VTE. Recurrent VTE occumed in 2.0%
of DOAC recipients compared with 2.2% in VKA recipients (relslive risk [RR] 0.90, 95%
confidence interval [C1] 0.77-1.06). Treatment with a DOAC significantly reduced the risk of
major bieed ing (RA 0,61, 95% C10.45-0.83). In parallel, intracran ial bleeding, fatal bleeding,
and clinically relevant nonmajor bleeding occurred signiticantly lees in DOAC recipients.
The efficacy and salety of DOACE were consis®ent in patients with pulmonary embolism,
deepvenou & thrombosis, a bod y wel ght =100 kg, moder sle renalinsulficiency, anage =75
years, and can cer. In conclugion, DOACE and VIGAS have similar efficacy in the weatmentol
acule symplomatic VTE, a Tinding that is ¢ ongistent in key  inical s ubgrou pa. Treatmant with
aDOAC gignificantly reduces the rigke of major bleeding. | Blood. 2014;124{12):1968-1975)
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RE-COVER RE-COVER Il *

EINSTEIN DVT

EINSTEIN PE

AMPLIFY

Drug

Dabigratan vs. warfarin

Rivaroxaban vs. VKA

Rivaroxaban vs. VKA

Apixaban vs. VKA

Study Design

Double blind

Open label

Open label

Double blind

Dosing schedule

Parenteral anticoagulation
followed by Dabigatran 150 mg bid

Rivaroxaban 15 mg bid
for 3 weeks followed by

20 mg od

Rivaroxaban 15 mg bid
for 3 weeks followed

by 20 mg od

Apixaban 10 mg bid
for 7 days followed
by 5 mg bid

Treatment Period

6 months

3-6 -12 months

3-6 -12 months

6 months

Patient Number
ecurrent VTE

Major Bleeding

2564 2559

2.4% vs. 2.1% 2.4% vs. 2.1%

P<0.001 (non-inferiority) P<0.001 (non-inferiority)

3449

2.1% vs. 3.0%

P<0.0001 (non-inferiority)

4832

2.1% vs. 1.8%

P<0.003 (non-inferiority)

5395

2.3%vs. 2.7%

P<0.001 (non-inferiorit

1.6% vs. 1.9% 1.1% vs. 1.7%

0.8% vs 1.2%

1.1% vs. 2.2%
(P=0.003)

0.6% vs. 1.8%
(P<0.001)




AMPLIFY

EINSTEIN-DVT

EINSTEIN-PE

Hokusai-VTE

RE-COVER

RE-COVER Il
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DOAC
(n/N)

59/2609 (2.3%)
36/1731 (2.1%)
50/2419 (2.1%)
66/4118 (1.6%)

3011274 (2.4%)

30/1279 (2.3%)

Combined (random) 271/13430 (2.0%)

First recurrent VTE or VTE-related death. For Hokusai-VTE, we used event data for the on-treatment period.

Heterogeneity: 1> = 0%; P = .53.

VKA
(n/N)

71/2635 (2.7%)

51/1718 (3.0%)

44/2413 (1.8%)

80/4122 (1.9%)

2711265 (2.1%)

28/1289 (2.2%)

301/13442 (2.2%)

0.2

Risk ratio (95% CI)

-«

Favors DOAC

Favors VKA

RR (95% Cl)

0.84 (0.60-1.18)

0.70 (0.46-1.07)

1.13 (0.76-1.69)

0.83 (0.60-1.14)

1.10 (0.66-1.84)

1.08 (0.65-1.80)

0.90 (0.77-1.06)

5

P
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DOAC VKA Risk ratio (95% Cl) RR (95% CI)
(nIN) (nIN)

P ARR(95%CI)

AMPLIFY 152676 (0.6%)  49/2689 (1.8%) —a— 0.31(0.17-0.55)  0.0001 -1.26% (-1.84% to -0.68%)

EINSTEIN-DVT  14/1718 (0.8%)  20/1711 (1.2%) 0.70(0.35-1.38)  0.30  -0.35% (-1.02% t0 0.31%)

g

EINSTEIN-PE  26/2412 (1.1%)  52/2405 (2.2%)

{

0.50(0.31-0.80)  0.004  -1.08% (-1.80% to -0.37%)
Hokusai-VTE  56/4118 (1.4%)  66/4122 (1.6%) 0.85(0.60-1.21) 037  -0.24% (-0.76% to 0.28%)

RE-COVER 2211273 (1.7%)  29/1266 (2.3%) 0.75(0.44-1.31)  0.31 -0.56% (-1.65% to 0.53%)

ffe

RE-COVER Il 1511280 (1.2%)  22/1288 (1.7%) 069 (0.36-1.32) 026  -0.54% (-1.46% to 0.38%)

Combined (random) 148/13477 (1.1%) 238/13481 (1.8%) 0.61(0.45-0.83) 0.002  -0.68% (-1.07% to -0.30%)

0.1 10

NS

q
Favors DOAC Favors VKA

Major bleeding. The sums of numbers of events from RE-COVER and RE-COVER Il with respect to major

bleeding slightly differ from those in the pooled analysis. We used data from the pooled analysis because
these were most accurate. Heterogeneity: 12 =51%, P = .07. ARR, absolute risk reduction.
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Pooled DOAC Pooled VKA Risk ratio (95% Cl)
(n/N) (n/N)

RR(95%CI) P  ARR (95%Cl)

|

Intracranial bleeding  15/13477 (0.1%)  43/13841 (0.3%) —— i 0.37 (0.21-0.68) 0.001 -0.17% (-0.30% to -0.03%)
i

Fatal bleeding  7/13477 (0.1%)  22/13481 (0.2%) | 4 :} 0.36 (0.15-0.84) 0.02  -0.08% (-0.16% to -0.01%)
|

Major Gl bleeding  63/13477 (0.5%)  76/13481 (0.6%) I—O—:—! 0.78 (0.47-1.31) 0.35  -0.12% (-0.37% to 0.13%)

|

CRNM bleeding 854/13477 (6.3%) 1103/13481 (8.0%) H-Ii 0.73(0.58-0.93) 0.01 -1.88% (-3.24% to -0.52%)
[
1

0.1 10
— —a

Favors DOAC Favors VKA

Intracranial, major gastrointestinal, fatal, and clinically relevant non major bleeding. Intracranial bleeding numbers comprise fatal
and nonfatal events. Because CRNM bleeding was not a predefined outcome on its own in both RE-COVER studies, we obtained these

numbers by subtracting major bleeding numbers from the composite of major and CRNM bleeding. Heterogeneity: intracranial
bleeding 1> = 0%, P = .66; major Gl bleeding 1> = 51%, P = .07; fatal bleeding I> = 0%, P = .86; CRNM bleeding 12 = 85%, P < .00001. G,
gastrointestinal.



Real Life




US comparative real world research

on major bleeding

Warfarin
an == Rjvaroxaban

Apixaban
(N=2,402)

Dabigatran
(N=4,173)
150 mg NR

0 1 1 1 1 1 1 1 1 1 1 1 1 1 N=3,768 N=205
0 30 60 90 120 150 180 210 240 270 300 330 360 390

(Inpatient bleeding)

% of Patients with major bleeding

Rivaroxaban

Time from Anticoagulation initiation (days) (N=10,050)

Lip et al. Poster presentation at ESC Aug/Sept 2015; London, UK Poster/oral poster no.P6217 Cl, confidence interval;
HR, hazard ratio



RIVAROXABAN: trial clinico vs real life

Characteristic

e "I XAUA

Eta (media)

Sesso maschile

Precedente
VTE

1,4

1
Cancro attivo
trombofilia
0 ,
Major Recurrent Major Recurrent
bleeding* VTE bleeding* VTE*
(14/1718) (36/1731) (19/2619) (37/2619)

(] CONSISTENZA CON | RISULTATI DEL TRIAL CLINICO



ACROPOLIS™

Abstracts include new analyses from Phase 3
ARISTOTLE and AMPLIFY clinical studies, as well
as a number of retrospective analyses of real-

world data
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Distribuzione NOA
Centro FCSA 126
148 pazienti

J Xarelto 96 pazienti
- Eliquis 46 pazienti
d Pradaxa 6 pazinefi
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F.A. TEV (TVP+EP)
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Eventi avversi

)rragia gastrointestinale (0.6 %)




Conclusioni

I NOA hanno dimostrato di essere una efficace e
sicura alternativa alla terapia tradizionale del TEV,
itenendo  un elevato profilo di efficacia

e migliorando notevolmente la g







Recurrent VTE
Major bleeding
Intracranial bleeding
Fatal bleeding
Major Gl bleeding
CRNM bleeding

Net clinical benefit

All-cause mortality

Xa-inhibitors
(n/N)

211/10877 (1.9%)
111/10924 (1.0%)
13/10924 (0.1%)

6/10924 (0.1%)

48/10924 (0.4%)
755/10924 (6.9%)
327/10877 (3.0%)

269/10924 (2.5%)

VKA
(n/N)

246/10888 (2.3%)
187/10927 (1.7%)
38/10927 (0.3%)
20/10927 (0.2%)
61/10927 (0.6%)
937/10927 (8.6%)
431/10888 (4.0%)

277110927 (2.5%)

Risk ratio (95% ClI)

RR (95% Cl)

0.86 (0.72-1.03)

0.56 (0.36-0.88)

0.35 (0.19-0.67)

0.32 (0.13-0.82)
0.69 (0.36-1.36)
0.80 (0.59-1.07)
0.76 (0.65-0.88)

0.97 (0.81-1.16)

0.1
¢ e
Favors Xa-inhibitor Favors VKA

Efficacy and safety of factor Xa inhibitors. Heterogeneity overall 12 = 0%, P = .43; major bleeding |2 = 69%, P = .02; intracranial
bleeding I? = 0%, P = .60; major gastrointestinal bleeding I = 62%, P = .05; fatal bleeding I> = 0%, P = .72; CRNM bleeding 12 = 89%, P =
.13; net clinical benefit 12 = 11%, P = .34; all-cause mortality 1> = 10%, P = .34. Xa-inhibitor, oral direct factor Xa inhibitor
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OBIJECTIVES:
Patients with veno
outpatients. Traditio
visits to the ED. The d
are more expensive. Thi
therapy.

ly treated as

isits; however, they
ional versus DOAC

METHODS:
A chart review of VTE cases at two te
historical practice in VTE management, using
trials, where a DOAC was used. Cost minimizatio
and patient perspectives.

RESULTS:

Of the 207 cases in the cohort, only 130 (63.2%) were therapeutically anticoagulated (international normalized ratio 2.0-3.0) at
emergency department (ED) discharge; patients returned for a mean of 7.18 (range: 1-21) visits. Twenty-one (10%) were admitted to
the hospital; 4 (1.9%) were related to VTE or anticoagulation complications. From a hospital perspective, a DOAC (in this case,
rivaroxaban) had a total cost avoidance of $1,488.04 per VTE event, per patient. From a patient perspective, it would cost an additional
$204.10 to $349.04 over 6 months, assuming no reimbursement.

012 was performed to capture
ared against data derived from clinical
of anticoagulation were completed from hospital

CONCLUSIONS:

VTE management in the ED has opportunities for improvement. A DOAC is a viable and cost-effective strategy for VTE treatment from
a hospital perspective and, depending on patient characteristics and values, may also be an appropriate and cost-effective option
from a patient perspective.
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Apixaban, a di
for treatment o
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by warfarin
with DOACs

ssification schemes
2 clinical

d 311 CRNM bleeding
aban versus 44.9 % of

cal course was observed in

e severe clinical presentation
enoxaparin/warfarin group (OR 1.13,

containing four categ
presentation and course
events were classified. O
enoxaparin/warfarin related rec
14.3 % and in 12.2 %, respective
and extent of clinical care was found in
95 %Cl 0.65-1.97). There was a trend for a | ding events in apixaban treated patients,

compared with enoxaparin/warfarin treated patients. ajor bleeds was similar. The clinical presentation and
subsequent extent of clinical care of CRNM bleeding events associated with apixaban and enoxaparin/warfarin were comparable.
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gio nel trattamento della trombosi venosa profonda (TVP),
*mbolia polmonare (EP) e prevenzione delle recidive della TVP
i1ell’EP nell’adulto
d dose raccomandata per il trattamento iniziale & 15 mg due volte al giorno nelle p
tre settimane.
Il trattamento iniziale & seguito da una dose di 20 mg una volta al giorno per la
prosecuzione del periodo di trattamento.

rirmne

SCHEMA POSOLOGICO

TRATTAMENTO F TRATTAMENTO A LUNGO TERMINE
INIZIALE

Xarelto® 15 mg
2 volte/die !

Xarelto® 20 mg
1 volta/die*

@@ @

\ PRIME 3 SETTIMANE DOPO 3 SETTIMANE ASSUMERE CON IL CIBO




TEV: mortalita

olarmente a

pit del 50/o delle

« fino al 50% dei pazienti con TVP sinfomatiche puc avere una
EP asintomatica e meno di 1/3 dei pazienti con EP mostra
seghi o sintomi di TVP

« L'embolia polmonare ¢ la causa preventivabile piti comune di morte ospedaliera e
la terza causa pit comune di mortalita vascolare dopo IM e ictus

White RH et al. Circulation 2003; 107 (23 Suppl 1): I-4-I-8
Zhan C, Miller MR. JAMA 2003; 290:1868-1874.

Girard P et al. Chest 1999; 80:1066-1069.
Goldhaber SZ. Lancet 2004; 363:1295-1305
McLachlin J et al. Arch Surg 1962; 85:738-744.



NOAC VTE trials: Treatment duration

Trea

(%)
3 mo
6 mont
6-12 mon
12 months

21 dose heparin prior
to randomization (%)

Adheren
therapy
>80% (%)

1. Schulman et al. N Engl J Med 2009;361:2342—2352; 2. EINSTEIN Investigators. N EnglJ Med 2010;363:2499-2510
3. EINSTEIN-PE Investigators. N Engl J Med 2012;366:1287-1297; 4. Agnelli et al. N Engl J Med 2013. doi:10.1056/NEJMoa.1302507
5. The Hokusai-VTE Investigators. N Engl J Med 2013; 6. Raskob et al. ] Thromb Haemost 2013;11:1287-1294; 7. Daiichi Sankyo, data on file.

*For Hokusai-VTE duration was 3 to 6 months
*40% of patients in Hokusai-VTE reaching 12 months is included within 61% of patients reaching 6-12 months

NR= Not Reported



