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Le recidive del TEV:
alcune cifre

3-10% /anno dopo il primo episodio

40% dopo 10 anni dalla sospensione del
trattamento anticoagulante

52% nelle forme idiopatiche, 22% nelle forme
secondarie

30/1000 persone/giorno nei primi 7 giorni
10/1000 persone/giorno nei primi 6-12 mesi
4/1000 persone/giorno dopo 5 e 10 anni




Current Recommendations for the
Management of Unprovoked VTE

ACCP recommendation Grade of recommendation

Extended therapy if bleeding risk is

:j CH E ST Unprovoked DVT or PE low/moderste

3 months if bleeding risk is high 1B

2B

In patients with DVT of the leg or PE and no cancer, as long-term anticoagulant therapy (first 3 months), we suggest dabigatran,
rivaroxaban, apixaban or edoxaban over VKA therapy (all Grade 2B)?!

Class of Level of
recommendation evidence
Unprovoked PE: 23 months I A
First episode of unprovoked PE and low bleeding lla B
risk: consider extended treatment (>3 months)
EUROCPEAN _Seco_nq episodt_a of unprovoked PE: | B
SOCIETY OF indefinite duration
CARDIOLOGY ® . . o : :
Risk—-benefit of continuing anticoagulation should | C

be reassessed at regular intervals

Rivaroxaban (20 mg once daily), dabigatran (150 mg twice daily, or 110 mg twice daily for patients >80 years of age or those under
concomitant verapamil treatment) or apixaban (2.5 mg twice daily) should be considered as an alternative to VKA (except for patients
with severe renal impairment) if extended anticoagulation treatment is necessary?

1. Kearon C et al, Chest 2016;149:315—-352; 2. Konstantinides SV et al, Eur Heart J 2014;35:3033—-3069



Overview trials

i Apixaban . Edoxaban

T . Parenteral i Dabigatran |_| Rivaroxaban
RE-COVER™ therapy
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"RE-MEDY™ original protocol, 3—6 months of pretreatment, then 18 months on study drug; amendment allowed 3-12 months of pretreatment,
then up to 36 months on study drug



RE-SONATE: Trial design .
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Dabigatran etexilate

ANTICOAGULANT i 150 mg BID
(VKA or dabigatran) | !
THERAPY ; !
e e e e e e me e e e e e e Em Em e o . 1
6—-18 MONTHS !
0-7 days i :
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. INR<23 | !
Ha S rat :
| | |
| | |
Confirmed S R 6 months 7 months 18 months
VTE End of Endof study End of extension
S =screening | R = randomisation treatment  follow-up follow-up

After 36 events, the next (3-month) visit was the final on-treatment visit
Schulman S et al. N Engl J Med 2013;368:709-18



RE-SONATE: efficacy data

B Recurrent Venous Thromboembolism, Related Death, or Unexplained Death in the Placebo-Control Study
100 : Treatment Post-Treatment
i 12— Phase i Follow-up
104 ~---"""" Matching
X 80 P placebo
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E 45
£
Y 404 2
ks
© 0
£ 0
™ 20 P=0.001 at 6 mo
w P=0.006 at 12 mo
P=0.03 at 18 mo
0 eezzi T
0 3 6
Months since Randomization
No. at Risk
Dabigatran 681 667 651 591 557 503 186
Matching placebo 662 615 586 537 502 461 171

Schulman S et al. N Engl J Med 2013;368:709-18



RE-SONATE™ assessed dabigatran vs

placebo for the prevention of recurrence
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Schulman et al. N Engl J Med 2013

. Significant
Not significant

92%

VTE, RELATED DEATH,
OR UNEXPLAINED DEATH

Higher with
dabigatran

5.3 vs 1.8% p=0.001

MAJOR OR CLINICALLY
RELEVANT BLEEDING

ANY BLEEDING




RE-MEDY: Trial design

TREATMENT PERIOD

Dabigatran etexilate
150 mg BID

30 DAYS
FOLLOW UP

ANTICOAGULANT
THERAPY

3-12 MONTHS*

and “increased

WARFARIN PLACEBO

DABIGATRAN PLACEBO BID

risk of recurrence”

Warfarin
(INR 2.0-3.0)

Confirmed VTE Randomization

Up to 36 months*
End of treatment

*QOriginal protocol, 3—6 months of pretreatment, then 18 months on study drug; amendment allowed 3—-12 months of

pretreatment, then up to 36 months on study drug
Schulman S et al. N Engl J Med 2013;368:709-18



RE-MEDY™ assessed dabigatran vs warfarin

for the prevention of recurrence

Non-inferior
(>3 B superior
< Not significant
9 - -
m sirnllelr
3
-
s e, 46%6 29%

MAJOR AND CLINICALLY
RELEVANT NON-MAJOR ANY BLEEDING
BLEEDING

*Major bleeding numerically lower with dabigatran vs warfarin; major and clinically relevant non-major bleeding and any
bleeding were significantly lower with dabigatran vs warfarin
Schulman et al. N Engl J Med 2013



EINSTEIN EXT: Study Design

Randomized, double-blind, placebo-controlled, event-driven (n=30),
superiority study

Treatment period of 6 or 12 months

Confirmed
symptomatic DVT Day 1
or PE completing
6-12 months of
~53% TN
rivaroxaban or ° c
VKA in EINSTEIN Rivaroxaban 20 mg od K]
VTE programme N=1197 | T
SO
R 22
Placebo °8
> S
3
Confirmed

symptomatic DVT
or PE completing
6-12 months
of VKA

~47%

CINSIEeINiX

1. The EINSTEIN Investigators. N EnglJ Med 2010;363:2499-2510



EINSTEIN EXT:
Efficacy and Safety Data

13 1 :
e N D) Rivaroxaban Placebo
12 1 n/N (%) n/N (%) (ncsog) s
11 7 8/602 42/594 -
(1.3) (7.1) Placebo (n=594)

=
o
1

g
3 97 |'I
@ . .
e i Major bleedin 4 0.7* 0 0
S 82% j g
g 7
o 6 - RRR Bleeding contributing to 0 0 0 0
= death
8 57 ireots  D-8%ARR e
g 4 (95% Cl 0_69_0_39) Bleeding in a critical site 0 0 0 0
3 3 p<0.001
2 Associated with fall in 4 0.7 0 0
in>
1 Rivaroxaban (n=602) haemoglobin _2. g/dl
0 . : — : : : : : | | : and/or transfusion of
0 30 60 90 120 150 180 210 240 270 300 330 360 =2 units
Time to event (days) Gastrointestinal bleeding 3 0.5 0 0

Number of patients at risk

Menorrhagia 1 0.2 0 0

Riva 602 590 583 573552 503 482 171 138 132 114 92 81

Placebo 594 582 570 555 522 468 444 164 138 133 110 93 85 Safety population; *p=0.11

NNT =17 NNH =143

Recurrent VTE measured in the ITT population; all analyses were based on the first event
The EINSTEIN Investigators. N EnglJ Med 2010;363:2499-2510
Wells PS et al. CHEST 2016 in press




EINSTEIN CHOICE: Study Design

Objective: efficacy and safety of reduced-dosed rivaroxaban, standard-dosed rivaroxaban versus
ASA for the long-term secondary prevention of recurrent symptomatic VTE in patients with symptomatic DVT
and/or PE

Rivaroxaban 20 mg od

>
n~950
Day 1
Population: _
DVT and/or PE after Rivaroxaban 10 mg od
>
6—12 months of N
. ' n~950
anticoagulation*
ASA 100 mg od
>
n~950
) 1 month
12-month treatment duration observation
period

Short design: Multicentre, randomized, double-blind, double-dummy, active-comparator, event-driven,
superiority study

*Completed 6-12 months (+1 month) with interruption of anticoagulation <1 week at randomization
www.clinicaltrials.gov/ct2/show/NCT02064439; Weitz JI et al, Thromb Haemost 2015;114:645-650



AMPLIFY EXTENSION:
study design

©

n=829 [e! N

Placebo BD - o

2 =

Soggetti con DVT/PE che ‘ ™ % %

hanno completato 6-12 n= : = e

R . R Apixaban 2.5 mg BD © T

mesi di anticoagulazione i o

standard = 3

n=815 () %

Apixaban 5 mg BD = =

LL

LL

. 12 Mesi 30 Giorni
Tempo Giorno 1
N stabilito sul potere del 90% di determinare la superiorita di apixaban sul placebo (¥60% RRR)
utilizzando un two-sided alpha=0.025 per confrontare ciascun braccio di apixaban al placebo

MPLIFY-EXT.

Agnelli Getal. N Engl J Med 2013; 368: 699-708



AMPLIFY EXTENSION:
efficacy outcames

100 10 == Placebo
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Agnelli Getal. N Engl J Med 2013; 368: 699-708




AMPLIFY EXTENSION:
safety outcames

: : Apixaban Apixaban :
Apixaban Apixaban Apixaban
o 2.5 mg 5 mg Placebo 2.5 mg vs SRUI RS 2.5mg vs 5mg
utcame N=826 placebo placebo
- = = o}
N=840 N=811 RR (95% Cl)  RR (95% Cl) RR (95% CI)
. . 0.49 0.25 1.93
Major bleeding 2(02) 1O 1 405 | 00 264) | (003 224) | (0.18, 21.25)
. 1.29 1.82 0.71
CRNM bleeding 25 (3.0) 34 (4.2) 19 (2.3) (0.72, 2.33) (1.05, 3.18) (0.43, 1.18)
Major bleeding
1.20 1.62 0.74
glnede;ﬁg”\" 21(32) | 3543 | 2@ | 969 210) | (0.96,2.73) | (0.46,1.22)

Sanguinamenti maggiori

= 2.5 mg: 2 eventi, entrambi intraoculari

= 5.0 mg: 1 evento, gastrointestinale

= Placebo: 4 eventi, intraoculare, ictus, urogenitale, gastrointestinale

Agnelli Getal. N Engl J Med 2013; 368: 699-708

Cl, intervallo di confidenza; RR, rischio relativo

CRNM, non maggiore clinicamente rilevante




Hokusai-VTE: Study Design

Randomized, double-blind, event-driven study

N=8,292

439 sites in 37 countries Edoxaban 60 mg

-
Objectively confirmed VTE

Stratified randomization:
*DVT / PE > R |
eDose of edoxaban
eRisk factors

Patients followed for
12-months or until study
closure regardless of
treatment duration Day 1-5! Day6-12t

Edoxaban 3 mo 12 mo

-------- Placebo Edoxaban *Dose was halved to 30 mg in patients perceived to be at higher risk for bleeding by predefined criteria
Warfarin tDuring days 6-12 edoxaban or placebo edoxaban was started once heparin was stopped

Placebo Warfarin
Low-molecular-weight heparin / UFH

Raskob et al. ) Thromb Haemost 2013;11:1287-1294
The Hokusai-VTE Investigators. N Engl J Med 2013



HOKUSAI: Extended Treatment Period
(>3 — 12 Months)

Cumulative incidence of recurrent VTE was similar between
edoxaban and warfarin for both on-treatment and overall

Edoxaban on-treatment — - — - Warfarin on-treatment
— — — Edoxaban overall — — — Warfarin overall

Warfarin overall
Edoxaban overall

HR 0.97
(95% Cl 0.7-1.4)

Warfarin
Edoxaban on-treatment

: ' / 7 ' 3 : HR 0.78
Days from Randomization (95% Cl 0.36-1.72)

VTE = venous thromboembolism; HR = hazard ratio; Cl = confidence interval.
Raskob G et al. Lancet Haematol. 2016, May;3(5):e228-36.




HOKUSAI: Extended Treatment Period
(>3 — 12 Months)

* Significantly lower incidence of major bleeding was observed with
edoxaban vs warfarin during the extended treatment period in the on-
treatment analysis

HR (95% Cl)

Major or CRNM bleeding
Edoxaban: 3.9% 0.97 (0.17-1.22)
Warfarin: 4.1%

Major bleeding
Edoxaban: 0.3% 0.45 (0.22-0.92)
Warfarin: 0.7%
CRNM bleeding
Edoxaban: 3.6% 1.06 (0.83}1.35)
Warfarin: 3.5%
Intracranial bleeding
Edoxaban: <0.1% 0.16 (0.02-1.36)
Warfarin: 0.2%
Fatal bleeding

Edoxaban: 0.0%
Warfarin: 0.1%

HR = hazard ratio; Cl = confidence interval; CRNM = clinically relevant non-major.
Raskob G et al. Lancet Haematol. 2016. May;3(5):e228-36.



Systematic review and meta-analyses:
Recurrent VTE or VTE-related death

NOAC  Comparator Odds Ratio Odds Ratio

Study of Subgroup __ Everts Total Events Total Weight M.H, Random, §5% CI M.H, Randorn, 95% CI
NOAC versus placebo

AMPLIFY-EXT 2013 78 1653 73 828 268% 0.18{0.11,0.28] —-—
EINSTEIN-Ext 2010 8 602 42 504 251% 0.18 {0.08, 0.38) e
RE-SONATE 2013 3 681 37 682 221% 007{0.02,024) —®—
Subitotal (95% CO) 2036 2085 74.0% 0.16 {0.11, 0.24) 'S RRR 75%
Yotal events 39 152 _
Heterogeneity: Tau®= 0.00; Chi* = 1,95, df = 2 (P = 0.38). I" = 0% NNT=30
Test for overall efect Z = 8.70 (P « 0.00001)

NOAC versus watfarin

RE-MEDY 2013 26 1430 18 1426 128.0% 1.4510.79, 2.65] +o—
Subtotal (95% Ch 1430 1426 26.0% 1.45{0.79, 2.65} <

Total events 26 18
Heterogeneity. Not applicable
Test for overall effect 2= 1.20 (P = 0.23)

Total (95% CI) 4366 3511 100.0% 0.25 [0.067, 0.86} i
Totsl events 85 170
Heterogeneity Tau*= 1.39; Chi*= 38.52, df= 3 (P « 0.00004), F=92%

0.01 0?1 1 1:0 100:
Test for overall effect 2= 2.21 (P = 0.03) ¥ NOAC] Fav
Test for subaroup differsnces; Chi*= 36.48, df= 1 (P « 0.00001), = 87.3% avours {NOAC] Favours [Comparator]

Sardar, Drugs, 2013



Systematic review and meta-analyses:
Major or CRNMB

NOAC Comparator Odds Ratio Odds Ratio

Study of Subgroup  Everts Total Events Total Weight M.H, Random, 95% CI M-H, Random, 95% C!

NOAC versus placeho
AMPLIFY-EXT 2013 62 1653 22 828 2586% 1.430087,239 -
EINSTEIN-EXt. 2010 36 598 7 580 23.3% 5.34 [2.35, 12.09} —
RE-SONATE 2013 36 684 12 859 24.5% 3.00 (1.54, 5.81} e
Subtotal (5% CI) 2935 2078 734% 26911.25,5.17] i
Total svanis 134 41
Heterogeneity. Tau*= 0,34, Chi*= 8.30, df= 2 (P = 0.02); P= 76%
Test for overall effect Z= 2.54 (P = $.01)

NOAC versus warfarin

RE-MEDY 2013 80 1430 145 1428 2656% 05210.38,070)
Subtotal {35% C1) 1430 1426  26.6% 0.52 {0.39, 6.70)

Tolat events 80 145
Heterogeneity. Not applicable
Testfor overall effect Z= 4 47 (P < §.00001)

Total {95% Ch) 4365 3504 100.0% 1.7810.63, 503 << g

Tolat avents 214 186
Heterogeneily. Tau® = 1.03; Chi*= 48.58, df= 3 (P « 0.00001), "= 84%

0.01 of'z 1 1:0 too:
Test for overall effect Z= 109 (P = §.28) L - .
Tes! for subaroyp differences: Chi*= 15,54, df= 1 (P « 0.0001). P= 93.6% MERRNOAT] kamouts{fEoigeeain]

Sardar, Drugs, 2013



Systematic review and meta-analyses:
All-cause mortality

NOAC Compacator Odds Ratio
Study or Subgroup _ Events Totai Events Total Weight M-H, Random, 95% Cl

NOAC versus placebo
AMPLIFY-EXT 2013 11 1683 14 828 383% 0.39{0.18, 0.86]
EINSTEIN-EX. 2010 1 802 2§84 4% 0.4910.04, 5.45}

RE-SONATE 2013 0 681 2 862 27% 819001, 405 ¢

Subtotal (95% ) 2936 2085 45.4% 0.38{0.18, 0.80}
Total evenis 12 18

Helerogeneity. Tau?= 0.00; Chi*= §.24, df = 2 (P = 0.89); # = 0%

Tesifor overalleffect Z= 257 (P = 0.01)

NOAC versus warfarin
RE-MEDY 2013 17 1430 18 1426 546% 08910.46,1.72)
Subtotad (95% C) 1430 1426 54.5% 0.89 {0.46, 1.72}
Total events 17 19
Heterogeneity. Not applicable
Testforoveralleffect Z= 034 (P=0.73)

Totat (95% Ch 4366 3511 100.0% 0.61{0.37, 1.00}
Total events 28 37

Heterogeneity. Tau®= 0.01; Chi*= 307, df=3(P=0.38); = 2%

Tast for overall effact Z = 1.85 (P = 0.05)

Testfor subaroup differences, Chi*= 283, 4f=1 (P = 0.09), P= 64.7%

4

A o

001 01 1 10 100
Favours {[NOAC] Favours [Comparator]

Sardar, Drugs, 2013



Conclusioni

* | pazienti con TEV idiopatico presentano un
elevato rischio di recidiva

* |n tali pazienti e nei pazienti con recidive di
TEV, le linee guida ACCP raccomandano di
considerare la possibilita di un trattamento
anticoagulante a tempo indeterminato

* | dati di real life indicano che solo il 20 % di
guesti pazienti e ancora in trattamento a 2
anni dall’evento acuto



Conclusioni

* | nuovi anticoagulanti orali dimostrano un profilo
di elevata efficacia e sicurezza nel trattamento a
lungo termine del TEV idiopatico

* | nuovi anticoagulanti orali dimostrano di essere
superiori al placebo nella prevenzione del TEV e
della mortalita correlata al TEV senza
determinare aumento di emorragie maggiori

* Rispetto al warfarin, dabigatran ed edoxaban
dimostrano simile efficacia e maggiore sicurezza
in termini di riduzione di eventi emorragici



Conclusioni

* 'impiego dei nuovi anticoagulanti orali nella
pratica clinica potra semplificare le scelte del
clinico, migliorare I'aderenza alle indicazioni
delle principali linee guida internazionali
ottimizzando il trattamento dei pazienti con

TEV



GRAZIE

PER
LATTENZIONE

Magritte
La condizione umana, 1933




