Scelta piu appropriata del
farmaco antitrombotico

Marco Scudeletti
Medicina Interna 1
Sestri Levante ASL 4

9° Corso

Incontri Pratici
Di Ematologia

SAVONA

9-10-11 novembre 2017
Hexlel NH Darsones

Via Chiodo

Respomsabile scientifice del proget ko

Datt, Radels TAS5ARA
5.C. Medicina Interra, Savona

®




1l sottoscritto Dott. Marco Scudeletti

dichiara che negli ultimi due anni ha avuto i seguenti rapporti anche di
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Di cosa parliamo

Incidenza/anno/1000 persone

% Mortalita a 30 giorni

% Mortalita a 1 anno

Recidiva %

Complicanze

0.75-2.69
2.0 - 7.0 (eta > 70 aa.)

10.6

23

25 a 10 aa., (picco a 6 mesi 11%)

s. post-trombotica (20-50%)
Ipertensione polmonare



Le fasi del trattamento della TEV

5-10 days 3-6 months Beyond 3-6 months

) i) )

Acute Short Term Long Term



Terapia fase acuta e breve termine

10 days 3-6 months

L)

i)

Acute Short Term
IV Heparin Warfarin
S0 LMWH S0 LMWH (in cancer)
S0 Fondaparinux DOAC

DOAC




Thrombolysis for PE
and risk of all cause
mortality, MB, and ICH:

a meta-analysis

(S. Chatterjee et al., JAMA 2014)

> Rischio MB e ICH

Rischio MB e mortalita eta < 65

Efficace anche in EP stabile

S0 TR Favors ; Fawvors
UPETSG, 32 1570 Thrombolytics | Antimagulants
Tibbutt at al, 18 197 =
Ly et al, = 1578 =
- e et
Marind et al, 26 1586
Levine et al, 2 1550 "
MOPED, 27 1990 .
Dalla-¥olta et al 23 1992 [ R
Goldhaber et al, 2 1963
lerges-Sanchez et al, ™ 1555 -—
Konstanti nides et al,® 2002 B
TIPES, 2 2010 * =
Fasullo et al, L 211 —
MOPETT, X 2012 —
LILTIMA, 22 2013 . =
TORCOAT,Y 2004
PEITHD,E 214 —i—
Total <
a5 0 10 10 200
. Mo Meeded
Mo of Evenls/Ma of Palients, Atsolule Event Rate (%
Dulcome af Interest / = ) toTres ar
{Neo. of Studies Reperting) Thrambiolylic Group Anticoagulant Growp Harm Pvalue
All-cause morality (16) 23/1061 (2.17) 41/1054 {3.89) MNT = 59 .0
Major bleeding {163 98/1061 (9.24) 36,1054 (3.42) MMNH = 18 < [}
ICH{ 15} 15/102 4 (1.46) 241009 (0,19} NNH = 78 003
B irrent PE {15} 12/1024(1.17) 31/1019 (3.04) MMT = 54 003
Age =65
All-cause mortality {5) 14/67 3 (2.08) 24/658 (3.65) MNT = 64 .07
Major bleeding (5} B7/673(12.93) 27/658 (4,100 MMH = 11 < [}
Age s 65 y
L se rmartality (11} O/388(2.32) 17/396 (4. 29) MNT = 51 .09
Major bleeding (11)° 11/388 (2.84) 9/396 (2.27) MNMH = 176 .89
i 1 errm ediate-risk PE
All-case mortality (B} 12/866 (1.39) 26/889 (2.92) MNT = 65 .03
Major bleeding (&)a 67/866 (7.74) 20/8849 (2.25) NNH = 18 <_[01]




Filtro cavale

Indicazione principale: controindicazione assoluta a scoagulazione in TEV acuta con
alto rischio di estensione

Altre (llb, livello C*):
- inefficacia t. scoagulante
- p. sottoposto a EAP

- chirurgia addomino-pelvica in pregresso TEV ﬁ;;
A

- donna gravida con TVP prossimale e rischio embol m
lllI |

- p. politraumatizzato

Usare filtri rimovibili e rimuoverli appena

la t. scoagulante puo essere ripresa,



Guidance for the treatment of DVT and PE |n |t|a| treatment
M.B. Streiff et al., ] Thomb Thrombolysis

2016
C. Kearon et al., Chest 2016 (lA)
LMWH LG AIOM 2016 (IA)
C emivita di LMWH N
Manovre periprocedurali
« UHF Alto rischio sanguinamento
Pesi estremi

\IRC IV stadio (CICr <30 mL/min.) )

(Apixaban o Rivaroxaban (IB)
DOACs LMWH (5-10 gg) e poi Dabigatran o
\Edoxaban (1B)

(

* Fondaparinux Emivita lunga (17-21h)

.




- ' Slow onset/offset

Warfarin
therapy has
several Mumerous food-drug
limitations that S
make it difficult

Marrow therapeutic
wind ow
(INR range 2-3)

to usein Mumerous drug-drug
practice

Routine coagulation

e interactions
monitormg

Frequentdose
adjustments

Risk of Bleeding

Complications

=  Warfarin was #1 in 2003 and 2004 in the number of mentions of “deaths for drugs
causing adverse effects in therapeutic use”

Warfarin caused 6% of the 702,000 ADEs treated in the ED{fyear; 17% required
hospitalization

J Thromb Theombolyais 2008



Efficacia e sicurezza dei DOACs nel
trattamento della TEV

TABLE T Effwacy snd Safety of NDACS for the Trestment of VTE: Results From Cliniesl Trisls

s rwtiian
Trisl Mame (Ref. 8) De=sagn Trestment s {maonths b Patients TR (%) Effhcscy Ontoome Safety Qutcome
RE-COVER, oe Encecafdabigatran ] 2,539 aoume VTE B Recurment VTE or WTE- Majorfclinically relevant
2005 (I7) {150 myg bid} related death: nonmajor bleeding:
Encecafwarfarin 2.4% enoiaf dabigatran, 5.6% dabigatran,
2.1% enoeafwarfarin 2. 3% warfarin
RE-COVER I, D& Enoeafdabigatran -] 2,539 3wte VTE ET) Recurrent VTE or fatal PE Majorfclinically relevant
201 (38) (150 myg bid) 2.3% dabigatran, nonmajor bleeding:
Encecafwarfarin 2. 2% warfarin 5.0% dabigairan,
7. 9% warfarin
EMSTEM-OVT, Open-label  Riwaroxaban (15 myg bid 3,6,0r12 3449 acute OVT 58 Recurment W TE: Majorfclinically relevant
2010 (39 for 3 wesks, then 2.1% rivaroxaban, nonmajor bleeding:
20 mg od) 308 enoafwarfarin 8.1% rivaroeaban,
Encecapa rind VA B.1% enowed fwarfarin
EMSTEIN-FE, Open-label  Rivaroeaban (15 mg bid 3,8,00 1F =33 aCue FE 63 FECLITENT ¥ TE: majorfclinically relevant
202 (40) for 3 weeks, then L.1% rivaroxeaban, nonmajor blesding:
20 myg od) 1.8% enoa/VEA 10.3% riwaroxaban,
Enoca/VEA 11.4% enoxa/VEA
AMPLIFY, oe Apixaban (10 mg bid for & 5395 aoute VTE &1 Recurmrent VTE or VTE- Major bleeding
2013 (41 ¥ days, then 5 mg bid) redlated death: 0.6% apiaban,
Enica/warf arin 2.3% apimban, 1.8% encea fwarfarin
2% enoea VKA
Hoksal, (i LMwH/edeaban (60 mg =12 8,292 acute VIE B3 HeCurment W IE: Majorfcimically reevant
2013 (43 od or 30 mg od) 3.2 enceafedoeaban, nonmajor bleeding:

UFH or LMWH/ warfarin

3.5% enceafwarfarin

2,58 enoea fedoxaban,
105 % evwoxdf warlavin




VTE Recurrence

DOACs vs VKAs
First recurrent VTE or VTE-related death

DOAC VKA Risk ratio (95% CI) RR (98%CIl) P
(n/N) (n/N)
|
AMPLIFY  5%/2609 (23%)  71/2635(2.7%) |—.—H 0.84(080-1.18) 0.3
I
|
EINSTEIN-DVT 381731 (21%)  S1M718(3.0%) |—.—}-| 0.70 (046107}  DAD
I
I
EINSTEIN-PE  50/2419 (2. 1%) 442413 (1.8%) 113(0.76-169) D54
Hokusai-VTE 664118 (1.6%)  B0M4122(1.9%) 0.83(0.60-1.14) 025
RE-COVER 3012374 (2.4%) 2TM2E5(2.1%) 1.10(0.68-1.84) 071
I
I
RE-COVER Il 30/1270 (2 3%)  28M280(2.2%) : 108 (0.65-1.80) 077
I
Combined (random]) 271/13430 (2.0%) 301/13442 {2.2%) 0.90 (0.77.1.06) 0.1
1
0.2 1 5

Favors DOAC  Favors VKA
Van Es et al. Blood 2014



Major Bleeding

Major bleeding

DOAG VKA Risk ratio (95% CI) RR (85%ClI) P ARR (95%ClI)
{niN} {n/N)
|
AMPLIFY 152676 (0E%)  49/2869 (1 6%) —— | 0.31 (017-0.55) 00001 -1.26% -1 84% to -0.68%)
EINSTEIN-DVT 141718 (0.8%) 200711 (1 2%)  — 070035135 030 -035% (-1 02% to 0.31%)
]
EINSTEIN-PE 262412 (1.4%) 522405 (2. 2%) — ! 080 (0.31-0.80) 0004  -1.08% [-1 80% to -0.37%)
Hokusal-VTE  S84118 (1.4%) G122 (1 %) |—.-|-| 085 (060-1.21) 037 -0.24% [-0.76% to 0.28%)
i
RE-CONVER 2273 [‘],'.r%] 201266 (2.3%) l—.——l 075 |;EI.4-I-1.31] 0,31 -0 568% [-1 63% tnﬂsm}

I
RE-COVER W 1s5/1280(1.2%) 2201288 (1.7%) I—I—|—I 008 (036-1.32) 026  -054% [-1 48% to 0.20%)

i

1
Combined (random) 14813477 (1.1%) 23801 3481 (1.8%) |-e-| 061 (0.45-0.83) 0002  -0.68% (-1.07% to -0.30%)

0.1 1 10
- —

Favors DOAC  Favars VKA

Van Es et al. Blood 2014



Other End Points

Pooled DOAC  Pooled VHA Risk ratio (3% CI) RR(BE%CI P ARR [9§%CH)
[nIN) {niN}
intracranlal bleeding  sqarra Ty 4V RN —— 137 (21068 QD07 -D1Th (D0 ko -D.00%|

FaialBleeding i oo in oo | ——l— SO0 SBAE ABT DU, 01 e BN

Major & Blesding  aaqsarrmss  EAE DEN) FIEDAT- I Q38 -0 -0 B D

CRHM bleading psa 13amrimrs 10T (B4 171 DSE-003 A0 13 134N -0UEN)

i ]

|
01 1 10
— —
Favors DOAC  Favors VKA

Van Es et al. Blood 2014



Characteristic All Patients Fu,:::ﬁ;“h'fhm
Edoxaban Warfarin Edoxaban Warfarin
(N=4118) (N =4122) (N=1650) (N =1669]
Edoxaban versus warfarin  *
Mean — yr 2302163 2582162 57 1+16.6 57 44165
fOr the treatment Of =78 yr — no. (%) 560 (13.56) 544 (13.3) 275 (16.8) 271 (16.2)
. Male sex — no. (%) 2360 (57.3)  2356(57.2) 263 (52.3 875 (52.4
symptomatic VTE weisht o, () 23 224)
=60 hgj 524 12.7) 319128 204 {12.4) 215 (12.5)
=100 kg 611 (14.5) 654 {15.9) 251(15.2) 275 (16.5)
The Okusai-VTE Investigators  cretinine clearnce =30t0=50m/ 268 (6.5) 273 (6.6) 116 (7.0} 120 (7.2)
min — na. {36)
Patients recewing 30 mg 733 (17.8) 719 (17.4) 308(18.7) 308 {18.5)
(HR Buller et al., NEJM 2013) e
Anatomical extent of qualifying event
no. (%) 1
Limited — — 128(7.8) 123 (7.4
Intermediate 679 (21.2) 632 (20.5)
Extensive — — 743 (45.0) 778 (46.6)
Mot assessable 100 {6.1) 86 (5.2)
Concomitant DVT — no. (%) — — 410 (24.8) 404 (243)
Baseline NT-proBNP — nio. (%6)
Patients with measurement — — 1454 (85.9) 1505 (90.2)
Patients with level =500 pg/mi 454 [27.5) 284 (29.0)
Right ventricular dysfunction — — 172/498 (345) 179/504 (35.5)
— noJtotal no. (7))

. i
Warfarin e
-_——-

-

— Edoxz ban

B S e A i
L]
1
1
%
]

| 1 | I | | | I I | | 1
0 &0 =0 120 13 B0 210 240 270 M0 330 &0



Efficacy and safety of DOACs in the treatment and secondary
prevention of TEV: a systematic review and meta-analysis of phase lll

a MNOAL VHAS Risk Ratia Risk Radie
Study or Sulbgrow Evanis  Total Events  Total Woight  M-H, Fixed, $5% Cl Yoar M-H, Ficed, 5% Cl
RE-COVER 30 1214 2F 1265 9.2% 110 [05s, 1.84]) 2009 —_— ( \
EINSTEIN-DVT 3 1Tn 51 1ME 1T3% 0.70 048, 1.07] 2010 -7
H EINGTEIN-PE 42 2419 I 213 132% 1.07 [Q70, 1.668] 2012 -r

PrevenZIOne Hosalk-vTE 58 4118 80 #1327 T 0% CLEZ OED, 1.14] 2013 ——— .

AMPLIFY 58 2681 T oErod4 238% 084053, 1.7 2013 —r 17 tr| a IS
i RE-COVER || 30 1278 28 1288 BA% 1.0 [Q85, 1.80] 2014 -nr
recidiva TEV e, 180

Taolal ervents 263 286

Tokal {96% Cl) 13612 13611 100.0% 0.88 [Q.7E, 1.06) 1 38.000 p.

Hetemgansity: Chi* = 353, df = 5 (P = 0.62L P = 0% n:s u:? : 115 2
Tst for pvarall éffect: Z = 141 (P = 0.96) Fuvars NCAs Farvars ViAs \ )
b MOhs ViAs Rink Ratia Riuk Fatio
Shudy ar Bubgrow, Ewants Total Ewenis Tolal Waight M-H, Fixed, 35% Cl Yaar M-H, Fixed, 35% CI
RE-COVER 18 1374 18 1285 10.3% D.BE 045, 1.72] 2000
EIMSTEM.DVT 14 1731 28 1718 160%  D.EO[036, 088 2010 2 ——
EINSTEM-PE 18 2418 17 213 9T%  LO0B[0SS, 204 2012 —_—
. Hickuaal-WTE 57 4118 B3 4122 358% 0.9 [0ES,1.28) 2013 —a—
Preven2|0ne AMPLIFY 2] &M 33 FMo4 1ATW 0.E1 [0S, 1.06] 2013 ——
Lo RE-COVER Il 25 1278 1T 1288 GE%  148[080,2TY 2014 —t——
rec I d Iva VTD Total (35% El? 13512 13511 100.09%% 0.85 [H-.E:-. '|.DE| "
Total ewanks 150 17a
Heterngenaity: Ghi* = 788, df = B (P = 0.16) F = 16% 0.2 05 : ] r;
Tesst for averall elact: Z = 1.45 (P = 0.15) e n0hs Farvers Vi
B HOAE L .1y Risk Ratio Risk Ratio
3 | i "y L. LEE . Lik e ] aiimlil L 4 4 £ a1 & B
RE-COVER 1 1274 39285 30.1% 03903, 218 2008 —_—
EMSTEIN-DVT 1T B OATIE  S0%  298[0.17, TR0 200 _—
. EBSTEIN-FE z 19 1 313 10.0% 2,00 [0.18, 21.9%] 20Nz ——
Prevenzione AMPLIFY 1 ane @ 24 8% 050|008 854 213 —_—
L Hakussi-VTE 4 418 34122 30.0% 139 [0.90, 5.96) 203 ——
recidiva EP RE-COVER Il 3 127 D 1289 G.O% 7.05 .36, 136.44] 2074 S I —
Total (85% C1) 13542 13511 100.0%  1.38 [D.57, 2.96]
fata Ie Tolal avedits 12 9
Helrogenaky: Ch = 3,64, df = 5 (P = 0EQ); = 0% —_—
Test for ceerall effect: £ = 062 [F =053} Farvors NOAs  Favams VIAS
d WS YHAs Hisk Ratio Risk Hxtio
Funn T | Fwan T i h M-H, Fix 1 Yaar Wi-H. Flznd.
- RE-COVER 13 1274 T 1285 5% 184074, 481 2008 —
ENSTEIN-OWT 2 1 i 178 13.0% 1.10 j0.59, 2.08] 2040 T —
Preven2|0ne EINSTEIN-BE 22 3418 18 2413 13TR 116063, 203 2012 —_— SK Kakkos et al-;
. . ANPLFY 37 3881 23 2704 16.5% 118 JLBE, 2.08] 2013 —_——
recidiva EP non Hakusai-vTE 43 4198 S8 4137 4Z4W QEI0ST, 1.3 2043 — Eur J Vasc. Endovasc.
RE-CONER || T 137 13 1289 §.35%, 054 0,22, 1.36) 2014 -
fatal Surg. 2014
datale Tedal [#5% T 13512 13591 60E% 009079, 1.25] -
Talal eveets 138 138
Hulmroganalty; Chi* = 5,00, df = & (P = 0.42); IF = 0% ra— + rd

Test for overall offect: 2 = 0.06 (P = 0.95) Favora HOAR Favors VEAS



d
Major bleeding

b

CRNMB

[
Mortalita per
tutte le cause

d

Morte per
sanguinamento

Beneficio
clinico netto
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Come si usano i DOACs?

Rivaroxaban

Sarl harapy Day 1 = no hagpann kaad-in

Apixaban

Starl theragy Day 1 = nd hapdann ladd-in

Dabigatran

Haparinn lscl-in riguined 5=10 days

3 1 ! 1>
)
)
)

Edoxaban
Hirparin bitade-in ficuimd 5=10 days ?



Rispettare le dosi registrative

Razionale per il trattamento
intensificato

Evidenze d recidiva precoce TBY Evidenze di recidva precoce TEV
mallo studo THRIVE com ximela gt an® mllo shudo wan Gogh PE con idraparinue?
H Xmebagaran W Emomapana ! mgikg bid B ldrapanmux B Enorapanna 1 mgikg bid
;.:. = 36 mg bd =20 giomifsarfam (INK 2. 0=310) = 2.9mg1 wola =2 gomewarfan (MK 2 0105
- - e T | alazstimana
| £
E 4 g 4
- 5
E a E a
o
g : s 2
E =
g ;-
g £
® n i
[ Al B jrie 20 50 i [ = 8 e fal
Tempo dopo la randomizzdons (Qorni | Giormi

TAELE 2 Licensed direct ol anticoagubant dosing regimens for treatm ent of venous thromboembaolism

Dabigatran R ivano xaban Apixaban Edoxaban
run-in period LMWH for at least 5 davs 15 myg BID for 21 days 10 mg BID for 7 days LMWH for at least & days
subsequent dosing 150 myg BID 20 mg 0D 5 mg BID B0 mg 0D
renal adjustrent 110 mg BID if =80 years old or MA MA 30 mg 0D i CrCl 15-50 mmin;
moderate renal impaiment weight - B0 kg or potent P-gp

inhibitors




Trattamento esteso

Beyond 3-6 months

)

Long Term

Wardarin
SQ LMWH (in cancer)
DOAC
ASA
MNothing




Trattamento per |” evento tromboembolico venoso iniziale
6 o 12 mesi di frattomento anticoogulante

Sl o url'l:'l': FﬂTL'::::ﬁ:Tiu Interrompere il
trartamento g P

: inferrotto o trattamento
ol s continuato?

Monitaraggio di
routine cella
coagulazione, con
aggiustamento del
dosaggio € rischio
connesso di
sanguinamenta



The risk of recurrent venous thromboembolism after

discontinuing anticoagulation in patients with acute proximal
deep vein thrombosis or pulmonary embolism. A prospective
cohort study in 1,626 patients

Figure 3. Cumulative incidence of recurrent thromboembalism
ﬁrulrﬂr in patiends with idiopathic (unprovoked) and secondary

60 e
— |l:|l.'|'|:l-3t|'":
- EEL'“L'II'I"JH':H

L S L L L T T e L

40

30

LUl - A T T

Cumuylatees % of VTE recurrence
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TAELE 5 Main Results of Phase 11l Studies With NOACs for Extended Treatment of VTE

Duration
NOAC (Ref. £ Study L Trestment (micn ths) Efficscy Outoome Safety Out come
Dabigatran RE-MEDY 2,856  Dabigatran 150 mg bidvs 18-35 Recurent ¥ TE: 1.8% with Major bleeding: 0.9% with
(85) warfarin (INR 2-3) dabigatran, 1.3% with dabigatran, 1.8% with
warfarin warfarin
RESOMATE 1343 Dabigatran 150 mq bidvs B Recurrent VTE: 0.4% with Major blesding: 0.3% with
placebo dabigatran, 5.6% with dabigatran, O with
warfarin pla cebo
Rivaroxaban EINSTEIN- extension 602 Rivarcaben 20 mg daily Borld  Recurent VTE: 1.3% with Major bleeding: O.7% with
(39) ws. placebo rvaroxaban, 7.1% with rivaroaban, O with
placebio pla cebo
Apiaban (28] AMPLIFY-extenson 24856  Apimban 25 mq bid vs 12 Recurent VTE and death: Major bleeding: 0. 2% with
placebo 1.7% with apixa ban, apieatan, 0.5% with
8.8% with placebo pla cebo
Aptaban 5 mg twice daily Recurrent VTE and death: Major Blesding: 0.1% with
ws. placebo 1.7% with a pia ban, apaban, 0.5 % with
8.8% with placebo placebo




5-10 days 3-6 months

4

Rivaroxaban

S herapy Day 1 = no heparin lead-in

Apixaban

St theragy Day 1 = no heparin lead-in

Dabigatran
Heparin lead-n requered 5-10 days

)
%
%
)

Edoxaban
Haparin ed-n regqueed 5-10 days

?

Edoxaban: trattamento esteso TEV

Post-hoc analisi di Hokusai-VTE: efficacia e sicurezza di Edoxaban
nel TEV a 3 e 12 mesi: 3633 p. edoxaban vs 3594 warfarin:

Efficacin: 0.2 vs 0.4%
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Recidiva
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CRNM
DOACs vs placebo

All bleeding
DOACs vs placebo

MB
DOACs vs placebo

All cause mortality rate
DOACs vs placebo

Net clinical benefit

HOAs Flacakea
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Hetamgersity: Chi® = 175, df = 2 (P = 042] P = 0%
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SK Kakkos et al., EurJ Vasc. Endovasc. Surg. 2014
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Amplify Extension
Safety

Table 2. Clinical Outcomes in the Intention-to-Treat Population during the Intended Active Study Period.*

Apixaban, X' Apixaban,

Cutcome

(N=829) Relative Risk (95% CI)

Apixaban, 2.5 mg. Apixaban, 5 mg, Apixaban, 2.5 mg

vs. Placebo vs. Placebo ws. 5 mg
number (percent)
Recurrent VTE or death from any cause 32 (3.8) 34(42)  96(118) 0.33 (0.22-0.48) 0.36 (0.25-0.53) NA
— primary efficacy outcomet
Recurrent VTE or VTE-related death 14 (1.7) 14(17) 73 (88) 0.19 (0.11-0.33) 0.20 (0.11-0.34) 0.97 (0.46-2.02)
Non-VTE-related cardiovascular death, 4 (0.5) 5(0.6)  11(L3) 0.36 (0.11-1.1Z) 0.47(0.16-1.33) 0.77 (0.21-2.88)
myocardial infarction, or stroke
Recurrent VTE, VTE-related death, myo- 18 (2.1) 19 (2.3) 83 (10.0) 0.21 (0.13-0.35) 0.23 (0.14-0.38) 0.92 (0.48-1.74)
cardial infarction, stroke, or cardio-
vascular disease—related death
Major bleeding 2 (0.2) 1(0.1)  4(0.5) 0.49 (0.09-2.64) 0.25 (0.03-2.24) 1.93 (0.18-21.25)
Clinically relevant nonmajor bleeding 25 (3.0) 14(43) 19(23) 1.29 (0.72-2.33) 182 (1.05-3.18) 0.71 (0.43-1.18)
Major or clinically relevant nonmajor 27 (3.2) 35 (4.3) 22 (2.7) 1.20 (0.69-2.10) 1.62 (0.96-2.73) 0.74 (0.46-1.22)
bleeding
VTE, VTE-related death myocardial infarc- 20 [2.4) 20(25) 86 (10.4) 0.23 (0.14-0.37) 0.24 (0.15-0.38) 0.97 (0.52-1.79)

tion, stroke, cardiovascular disease—
related death, or major bleedingi




Amplify Extension
Efficacia

Sornphematic Feodrrent YTE af VT E-Adated Death

Cumulativa Evant Rata | %)
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* Apisaban, 25 mg
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Agnelli et al; NETW 2013

Amplify Extension

Sicurezza
Major or Clinically Relevant Monmajor Bleeding
Lo 10+
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31
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o 4 Aptxaban, 25 mg
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Agnelli et al; NETH, 2013



....e se il paziente non puo o non
vuole proseguire I’'anticoagulante?

WARFASA 2012
(402 pazienti
randomizzati)

ASPIRE 2012*
(822 pazienti
randomizzati)

ASA 100 24.6 mesi 28 vs 43 1vsl
mg/die vs 6.6% vs 11.2% /anno

placebo

ASA 100 37.2 mesi 57 vs 73 14 vs 8
mg/die vs 4.8% vs 6.5%/anno

placebo

*Outcome composito: TEV + IMA + Stroke + Morte CV =-34%

Possibile usare ASA se prevale rischio emorragico su rischio trombotico




| DOACs vanno bene per tutti?

Paziente fragile ]

[ Anziani J
[ Paziente con cancro ]
[ Pesi estremi J
Gravidanzaa

Trombofilia
[interferenze farmacologicheJ

[ FANS ]
[ Insufficienza epatica ]

Insufficienza renale




Paziente fragile Oral rivaroxaban versus standard therapy for the

[V PN L o L e remm pmde o caa o~ -A o~ L o n.A-A

treatment UI bYlll[JLUIIIdLIL V TE: d [JUUIEU dliildlyslis

of the EINSTEIN-DVT and PE randomized studies
(MH Prins et al., Thrombaosis 1. 2013)

1573 p. (19%) fragili per: eta > 75 (1279), IR moderata/severa (649) o basso peso (107)
Recidiva TEV: > nei p. fragili vs non fragili

Rivaroxaban Enoxaparin/ VKA HR (35% CI)
N g niN 8L Favors Favors
Rivaroxaban Enoxaparin/VEKA
Recidiva Nenfragile 653359 19 653349 19
()
% . .
Fragila 21T 2.7 an'raz 38
o1 1 10 100
Rivaroxaban Enoxaparin/VEA HR (85% Cl)
M L M % Fawvors Favors
Rivaroxaban Enoxaparin
VKA
Monfragila 303342 09 IFI333T 1.1 o o |
Fragila 10/788 1.3 37T 4.5 | |

001 a1 1 10



Paziente anziano

Pooled DOAC| Pooled VKA Risk ratio (35% CI) RR (95%C1) P
(niN) (n/N)
|
Recidiva | <75vears  ipariean osw) 1esnieet (14%) —— 0,62 (0.45-084)  0.002
|
= TB years 3TMB44 (20%)  TaMeOD(a1%)| b + 1| 049 {025-0.86) 004
I
I
Emorragia TToYeArs  pari1e33 (0.8%) 16611681 (14%) —t— 062 (045-084) 0002
|
maggiore = TG yoars 3711844 (20%)  Tanea0 (i) | + J 049 (0.25.008) 004
I
.0:2 5

1
— —
Favors DOAC  Favors VKA

N. Van Es et al., Blood 2014




Pesi estremi

Recidiva

BODY WEIGHT :

|
< 100 kg ST2146 (2.T%)  BH215T (2.0%) |—.-|-| 0O0{0.77-1.06F pod

|
> 100 kg 27811354 {2.4%) 30SA1Z62 (2.7%) —— 0.92(0.84-132) D85

0z g B
-— —

Favors DOAC  Favors VKA

Studi registrativi:
2-13% p. con peso < 50-60 Kg
14-19% p. con peso > 100 Kg
30% BMI > 30, 12% con BMI > 35

1. Puo esserci una differenza di picco di concentrazione , ma non e stato dimostrato impatto
clinico
2. Nessuna differenza nel rischio recidiva
3. In attesa di dati piu sicuri € raccomandata cautela nel prescrivere DOACs a pesi < 50Kg o

> 120 Kg o con BMI > 35

A . Burnett J. Thomb. Thrombolysis 2016



Pooled DOAC Pooled VEA

Recidiva (AN (/)

CREATIMINE CLEARANCE

30-49 mlimin DHEDE [2.9%) JBAT (4.4%)

= S0 miimin 307012248 (2.5%) DIEM2583 (2.5

Emorragia
maggiore

CREATIMINE CLEARANCE

3048 mklmin

TRETE (1.8%:) IVETD(A.5%)

= B0 mlimin 132112329 01.1%) 200012358 [1.6%)

Risk ratio (95% CI)

i

1

I
——
an

|

]

LI . 1

|

I

I'.

*

1
i —
Favors DOAC Fawvors VKA

RR (95% Cl)

070 {0.43-1.15]

097 (0.83-1.14]

031 (R26-0.54)

0,60 {0.40-0.90)

Efficacia e riduzione dei sanguinamenti maggiori si mantiene
per i pazienti con eta > 75 anni e con insufficienza renale

moderata

Tranne che per Edoxaban, per il TEV non sono stati ridotti i

dosaggi nell'insufficienza renale moderata

\an Es. Blood. 2014
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FANS

Rivaroxaban
Vs
Enoxa/WF

(EINSTEIN-DVT
and PE)

Dabigatran
VS
WF
(RE-COVER)

ASA si

ASA no
FANS si
FANS no

ASA si
ASA no
FANS si
FANS no

NR
NR
NR
NR

3.1vs 2.3
2.6vs2.4
2.8vs 2.0
2.6 vs 2.5

3.3 vs 6.9%
1.6 vs 2.9%
4.7 vs 8.4%
1.4vs 2.7%

1.0 vs 3.0%
1.0 vs 1.5%
1.1 vs 1.0%
0.9vs 1.8%

Rischio emorragico
1.>+ FANS o ASA

2. > con ASA

3. no differenze fra
Riva e enoxa/WF

.. Non differenze
su recidiva VTE

Rischio emorragico
2. Non differenze +-
FANS o ASA
3.>con ASA e WF
4. no differenze fra

Dabiga vs WF




Trombofilia

. 2-18% p. arruolati avevano una trombofilia

. Nessuna differenza di efficacia nei trombofilici

(studio RE-MEDY S Shulman ASH 2014)

. Fallimenti di dabigatran e rivaroxaban in s. ACA e
LAC

. Studi in corso su s.ACA e LAC:

- rivaroxaban (NCT 02116036) NCT 021572729)
- apixaban (NCT 02295475)



interferenze farmacologiche

. Caratteristiche di trasporto, metabolismo e
eliminazione dei DOACs

P-gp LY P3iA4 substrate (%0 of % renal
substrate  dmg metabohzed wia ehminaton
CY Pasd)
Drabigatran = N0 = 8l
Hivarmxaban Yeos 1es {=33r =33
Apixaban Yes Yos (=25)° =23

Edoxaban T es i = 3l)




P-gp Inhibition

P-gp activity reduced;
less drug pumped
back into intestine

greater systemic
EXpOSUre.
A Y

1 II | i
| | = P-gp I|
|| irfibison |

Dabigatran
Edoxaban

Amiodarone
Carvedilolo/nicardipina
Claritromicina/eritromicina
Ciclosporina/tacrolimus
Verapamil/Diltiazem
Ketoconazolo/itraconazolo
Lapatinib
Chinidina
Propafenone
Tamoxifene
Antiretrovirali
Succo di pompelmo

P-gp Induction

P-gp activity increased;
maore drug pumped
back into intestine,
less systemic exposure.

Barbiturici
Carbamazepina
Desametasone
Fenitoina
Rifampicina
Iperico




Rivaroxaban

Apixaban
Permeabilita P-gp + forti Permeabilita P-gp e forti Ppermeabilita -gp e
induttori CYP3A4 inibitori di CYP3A4 moderati inibitori
di CYP3A4
Barbiturici Claritromicina . .
Carbamazepina ltraconazolo/Ketocona Clc!o§por|na
Desametasone zolo/posaconazolo D|It|a%em
Fenitoina Antiretrovirali TamOX|fer?e
Rifampicina Conivaptan (Vaprisol) verapamil
Iperico Iperico dronedarone




Paziente con cancro NOAC VTE tria IS:

Baseline characteristics

RE-COVER™  EINSTEIN DVT? EINSTEIN PE? AMPLIFY® Hokusai-VTE®
(Dabigatran) (Rivaroxaban) (Rivaroxaban) (Apixaban) (Edoxaban)

Patients, N 2539 3449 4832 5395 8292
Age (yrs) 55 56 58 57 56
Female (%) 42 43 47 41 43
Creatinine

clearance NR 7 8 6 7
<50 mL/min (%)

DVT (%) 69 99 - 65 59
PEXDVT (%) 31 0.6 100 35 40
Unprovoked (%¢) NR 62 65 90 65
Cancer (%) 5 6 5 3 g+ [2a%)

Previous VTE 26 19 19 16 18




Metanalisi retrospettiva : 4 studi randomizzati, 19090 p. di cui 759 con cancro, NOAC vs VKA

Endpoint, Odds %
condition = Study Ratios (95% Cl)  Waeight
Efficacy endpoint, Cancer
+ EINSTEIN DVT - 0.59 (0.16, 2.11) 2657
- EINSTEIN PE + 0.63(0.12, 3.27) 16.03
+ RE-COVER + 0.57 (0.16,1.89) 27.38
+ Hokusai-VTE + 0.50 (0,15, 1.66) 30.02
Subtotal _ = 0.56 (0.29, 1.08) 100.00
Efficacy endpoint, No cancer
* EINSTEIN DVT —_— 0.70(0.44, 1.10) 14.40
+ EINSTEIN PE — 1,17 (0.77, 1.78) 186.90
. RE-COVER —— 1.17{0.79, 1.74) 19.25
« Hokusai-VTE —— 0.91 (0.71,1.18) 4945
Subtotal <P 0.86 (0.81, 1.14) 100.00
Safety endpoint, Cancer
T ENSTEmMOVY + 0.89 (042, 1.90) 31.87
« EINSTEIMN PE * 137 {0.59, 3.18) 25.84
* HoKusark-vTE * 0.67 (0.34,1.28) 4229
Subtatal - = 0.88 (0.57, 1.35) 100.00
Safety endpoint, Mo cancer
« EINSTEIN DVT —— 1.00 (0.77,1.29) 17.16
* EINSTEIM PE —tr 0.88 (0,73, 1.08) 33.43
» Hokusal-VTE —— 0.81 (0.70, 0.95) 4941
Subtatal < 0.86 (0.78, 0.96) 100.00

| I I | I

A 25 5 1 2 4

MWOAC Standard therapy

Recidiva TEV
3.9vs 6.0%

MC. Vedovati et &l
Chest 2015

Sanguinamento

maggiore
3.2vs4.2%

MC. Vedovati et &l
Chest 2015



DOACSs nei pz con cancro — Network meta-analysis

T RECURRENT VTE

LIMWH ws WVE

DHORAT: i WA,
‘ DAL vs LATWH

[B
MAIDR ELEEDNNG
LIWTATH ws VIS

CROAL wa VA

' DOAC vs LMWH

Rolutive Risk (R5%CI (5% Pr)

e — CLED [0L48,0.78) [0.43,0.84)
——— QUB5 (0.38,1.008) [0.34,1.21]
———— ] 08 (055,195} (0.83,221)

025 as 1 2 3 E bl
Ralitive Risk (D5%CI) {05% P Thromb Res 2015

—— 108 [OUFD, 1. 6E) (008, 1.95)

= Q7 038,137 (032,1.84)

* QET [0.349,1.86) [0.35,1.78]

0= 18-} 1 2 )

Selected cancer patient population in DOAC trials?

Anrwalized Risk of Recurrent
NTE i WHA atm

s
=

[}

0.2

Annualized Risk of Bajor
Bleeding n VA am

01

LM#H DDAC

L

LI & BOAL

The higher annualized risk of recurrent VTE and major bleeding in LMWH
trials suggests a higher-risk cancer population were enrolled in these studies



+

Active Cancer and S0 mpodt
(measurable cancer or planned or e
ongoing chemaotherapy, radiotherapy B
or targeted therapy)

Dalaparne
High Risk of Recurrence

200 IU kg day~" 1 manth

(Louzada Scora) then 150 IU kg_1 5 manths

Fig, 1. Orerview of the CASTA DIV A trial (prospective, multicemer, randemized, open-label, pilot non-inferiority oial with blinded evalua-
tion of endpoints [PROBE])L VTE., venous thromboembolism. [Color figure can he viewed at wiley onlinelibrary.com]

LMWH Edoxaban 8Qmg od”

£
) ! - /4
Dhjectively confimed VTE . .
= Stratified randomization for Day5 | i
Bleading risk
- Dose adjustment , .
= PROBE design i .
. i A |
\ I :
Dalteparin i Daleparin ;
200 1U kg™ —'“" 150 1U kg™ :
Day O Day 30 Month 12

Fig, X Onverview of the HOKUSAT VTE-CANCER trial (prospective, mulicenier, randomized, open=kibel, pilor non-inferiority trial with
hlinded evaluation of endpoints [PROBE], ®Dose adjustment Lo edoxaban 30 mg o, in patients with a body weight of 60 kg or less, a crea-
tinine clearance hetween 30 and 30 mL min " inclusive, ar concomitant use of P-gp inhibitors [T0]. ¥TE. venous thromboembolizm: LMWH,
low-molecular-weight heparin,




select-d

Rationale: To assess the efficacy and safety of rivarcxaban versus dalteparin for the
treatment of VTE in patients wit cancer not currently receiving chemoiherapy

Rivaroxaban  ——

FE index I
Cancer patients event or RVT [
with — positive 1| =
sympiomatic before 6 1| =2
DVT and/or PE months N~300 ' E
without Placebo 1 3
chemotherapy P | &
N~530 -
i f s E U No treatment :

Short design; Prospective, randomized, Indication: YVTEx FPFV. Q4-13
open-label, multicentre pilot phase lll study || patients with cancer || LPLV: 16/17

*15 rmg bid for 21 deya tollowed by 20 mg od; for petienta with CrCl 3049 mimin doging recommeandstiong aa in rveroxaban SmPC; i & patient'a
plateiet counts falls to <50, 000fmm? | ivarceeban should be disconbnued il e platelet count recowers fo above: S0 000 m®; =200 1Lk od for the
first 30 deye of treatmant folieased by 150 1Ly od; If @ patient's piatelst count falls to S0.000-100,000/mm* thie Saily dose of dafepann should ba
reduced by 2500 IU unil platclst count retums to 2900, 000fm?; § & pabent's platelet count falls to <S0,000mm?, dabepann should be deconbtnued
until the platelet coun recovers o abowe S0, 000 mm?

IR, Imvestigator Infiated Reseprch; FU, folow-up: R, randomizaton; BYT, ressdual wein thrombicess - I d
hitp.itersra? waraick. ac ukfacimed researchihsdence chutrial= cancer’sd eci-dl’, EudraCT number H012-00555%-3T H-SE E'Et"



Caravaggio

Randomized, open-label, PROBE, non inferiority study

Confirmed

symptomatic DVT Treatment period: 6-12 months
without
symptomatic PtE

Apixaban 10 mg bid Apixaban 5 mg bid
< 7 days* N | >
P'I

30 days

observation

Dalteparin 200 IU/kg od | Dalteparin 150 1U/ke od period
|

Day 1l Day? Day30

Confirmed
symptomatic PE

with or without
symptomatic DVT

* Max time allowed between diagnosis and randomization



| DOACs vanno bene per tutti?

Usare con cautela

Pesi estremi

Insufficienza
renale

Insufficienza
epatica

Non usare

Insufficienza renale in stadio IV

Insufficienza epatica grave Child Plugh
C (deficit sintesi fattori coagulativi)

Cancro attivo
Trombosi vene cerebrali o splancniche
S. ACA o LAC

EP emodinamicamente instabili
(trombolisi)

Gravidanza o allattamento

Farmaci fortemente interferenti



Confronto indiretto frai DOACs

Apixaban

0

AMPLIFY
/—\ RE-COVER
Rivaroxaban  ENSTEINDVIPEY yep o | mwh/ ) RECOVER I UEH or LMWH/
QKE/ Dabiagtan

Hokusai-VTE

UFH or Enoxaparin/
Edoxaban




Confronto indiretto fra i DOACs

Stesse emorragie

del placebo
Apixaban
2.5 mg nel \
trattamento
esteso
AMPLIFY
Antidoto
RE.COVER disponibile
Rivaroxaban EINSTEIN DUTJ’F‘E‘/UF:;® RE-COVER I UEH or LMWH/
VKA Dabiagtan
1° approvato nel TEV
= piu esperienza real Hokusai-VTE
life

Casistica di EP
Dose ridotta 30 mg = efficacia
Pesi inferiori a 60Kg
Co-terapia con potenti inibitori P-gp

UFH or Enoxaparin/
Edoxaban

AT Cohen et al., PLOS ONE 10 (12) 2015



Analisi di sensibilita per la efficacia
e la sicurezza dei DOACs nella TEV

Apixaban Rivaroxaban | Dabigatran Edoxaban

Outcome vs VKA vs VKA
measure (RR) (RR)
DVT 0.67 pO0.02 1.00 p 0.99
MB 0.45 p <0.0001 0.81 p 0.14
CRNM 0.75 p < 0.00001 0.75 p <0.00001
Fatal bleeding 0.75 p 0.51 0.28 p <0.04
Net clinical benefit 0.72 p 0.0002 0.88 p 0.16

SK Kakkos et al., EurJ Vasc. Endovasc. Surg. 2014



Confronto indiretto su rischio

emorragico
Apixaban vs rivaroxaban 0.47 0.55 0.47
vs dabigatran 0.69 040 0.80
vs edoxaban 0.54 0.36 0.59
Rivaroxaban vs dabigatran  1.48 0.73 1.70
vs edoxaban 1.14 0.65 1.26
Dabigatran vs edoxaban 0.77 0.89 0.74

APIXABAN: < rischio MB + CRNM vs altri 3 DOACs

RIVAROXABAN: > rischio CRNM vs Dabigatran e Edoxaban
> rischio MB o CNM vs Dabigatran

DABIGATRAN: < rischio MB o CRNM vs edoxaban




Come scegliere fra le 4 molecole?

Caratteristica Farmaco di scelta razionale

IRC non stadio IV Apixaban, Edoxaban, Dabigatran metabolismo
Rivaroxaban renale
Solo terapia orale Apixaban, Rivaroxaban Dabigatran e Edoxaban
necessitano di inizio con
eparina
Rischio emorragico Gl Apixaban — (Edoxaban 30 mg) emorragie Gl con

Dabigatran, Rivaroxaban e
Edoxaban dose alta

Rischio CAD Apixaban, Edoxaban, Segnalati IM con
Rivaroxaban Dabigatran

Eta 75, IRC, donna, Apixaban, Rivaroxaban Trials AMPLIFY e EINSTEIN-

basso peso DVT

lJ Weitz ,IH Jaffer, Pol Arch Med Wewn 2016
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Limited evidence on
persistence with
anticoagulants, and its effect
on the risk of recurrence of
VTE: a systematic review of
observational studies

(P. Vora et al., Patient Preference
and Adherence 2016)

12 studi
VKA e DOACs
71.969 p. a 3 mesi
58.940 p. a 6 mesi
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Safe and effective use of rivaroxaban for treatment of

cancer-associated VTE: a prospective cohort study
(S. Mantha et al., J. Thromb. Thrombolysis 2017)

200 p. CAT (PE or proximal DVT), whose full course of anticoagulation was with rivaroxaban
Competing risk analysis, primary endpoints at 6 months

Recurrent VTE was 4.4 % ( 1.4-7.4 %)

MB 2.2 % ( 0-4.2 %)

all-cause mortality 17.6 % ( 11.7-23.0 %)

-rates of recurrent TEV and MB were comparable to cancer subgroup of EINSTEIN and similar to

LMWH Cumulative Incidence for Competing Risks

—e— Clinically-Relevant Mon-Major Blesding* o[

—  Death
T Major Bleedms

| —=— HRecurrent Venous Thrombaembolism i

013

0,10

Cumulative Ineidence
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