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Antithrombotic Therapy for VTE Disease
CHEST Guideline and Expert Panel Report

Clive Keamon, MD, PhD; Elie A. Akl, MD, MPH, PhD; Josaph Ornelas, PhD; Allen Blaivas, DO, ACCF;
David Jimenaz, MD, PhD, FCCP; Henn Bounameaux, MD; Manno Hwisman, MD, PhD;

Christopher 5. King, MD, FCCP; Timothy A. Mormis, MD, FCCF; Namita Sood, MD, FCCP;

Soott M. Steveans, MD; Janine R. E. Vintch, MD, RCCP; Philip Walls, MD; Scott C. Wallar, MD;
and COL Lisa Moores, MD, RCCP

*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 (VEKA)
therapy (all Grade 2B).

*4, In patients with DVT of the leg or PE who receive
extended therapy, we suggest that there is no need

to change the choice of anticoagulant after the first
3 months (Grade 2C).

CHEST 2016; 149(2):315-352




ACODSy ETV

¢ Cual es la eficacia de ACODS en la recurrencia
comparado con tratamiento clasico?

¢Cual es la seguridad de ACODs comparada
con tratamiento clasico?

¢Cual es la eficacia en subgrupos?
¢, Todos los pacientes son candidatos a ACODs?

JEl tratamiente es mas baratoe 6 meas Caro?



Encuesta

Indique cual es su orden de preferencia para el tratamiento de ETEV:

HBPM
HBPM seguida de AVKs
ACODS

Fondaparinux

La eficacia del tratamiento con ACODs en la enfermedad tromboembdlica venosa con
respecto a los AVKs considera que :

El tratamiento con ACODS es mas eficaz que el tratamiento con AVKs
El tratamiento con ACODS es menos eficaz que el tratamiento con AVKs

El tratamiento con ACODS es igual de eficaz que el tratamiento con AVKSs



ACODS
B HBPM+ AVK




ACODS MEJOR
® ACODS IGUAL




L[5

Dabigatran | RE-COVER™ | Double-blind,  |[Enoxaparin/dabigatran & months | 2539 patients | Recurrent VTE or Major bleeding:
double-dummy  |F 150 mg bid) vs, with acute VTE | fatal PE: 1.6% under dabigatran
proxapariniwarfarin 2.4% under dabigatran | vs. 1.9% under warfarin
vs. L% under warfarin
RE-COVER II* | Double-blind, & months | 2589 patients | RecurrentVTE or Major bleeding:
double-dummy with acute VTE | fatal PE: 15 patients under
2.3% under dabigatran | dabigatran vs.
v, 2.2% under warfarin | 22 patients under
warfarin
Rivarcxaban | EINSTEIM- Open-label i.6.0r Major or CRNM
DvT™ 12 maonths bleeding
8.1% under rvarcaban
ws. B.1% under warfarin
EINSTEIN-PE® ' | Open-label Rivaroxaban (15 mgbid. |  3.6,0r Major or CRNM
for 3 weeks, then 20 mg |2 months acute PE | fatal PE: bleeding:
o.d.) vs. encocaparin/warfagin L.1% under rivarcxaban | 10.3% under
vs. |.8% under warfarin | rivaroxaban vs.
I 1.4% under warfarin
Apincaban AMPLIFY= Double-blind, ixaban (10 mg b.i.d. & months | 5395 patients | Recurrent VTE or Major bleeding:
double-durmmy | 7\ays, then 5 mg b.i.d ). with acute faral FE: 0.6% under apbaban vs,
rinfwarfarin CNT andior PE | 2.3% under apixaban vs. | 1.8% under warfarin
J— L% under warfarin
Edoxaban | Hokusai-VTE™ | Double-blind, | LMVWHiedoaban (60 mg |  Variable, 40 pati Recurrent VTE or Major or CRNM
double-durnmy | o.d.; 30 mg o.d. if creatini 311 ith acute fatal PE: bleeding:
clearance 30=50 mlmin months CVT andlor 3.2% under edoccaban | 8.5% under edoxaban
body weight <60 kg) vs. vs. 1.5% under warfarin | vs. 10.3% under warfari




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% CI) RR (95%CIl) P
(n/N) (n/N)

AMPLIFY  59/2600 (2.3%)  71/2635 (2.7%) 0.84 (0.60-1.18)  0.31
EINSTEIN-DVT  36/1731(2.1%) 5111718 (3.0%) 0.70 (0.46-1.07)  0.10
EINSTEIN-PE 502419 (2.1%)  44/2413 (1.8%) 113 (0.76-1.69) 0.54
Hokusai-VTE 66/4118 (1.6%)  80/4122 (1.9%) 0.83 (0.60-1.14)  0.25
RE-COVER  30/1274 (24%)  27/1265 (2.1%) 1.10(0.66-1.84) 0.71
RE-COVER Il 3011279 (2.3%)  28/1289 (2.2%) 1.08 (0.65-1.80) 077
Combined (random) 271/13430 (2.0%) 301/13442 (2.2%) 0.90 (0.77-1.06) 0.21

0.2 6]

h 4
Favors DOAC Favors VKA

Figure 1. First recurrent VTE or VTE-related death. For Hokusai-VTE, we used event data for the on-treatment period. Heterogeneity: P = 0%; P = 53

BLOOCD, 18 SEPTEMBER 2014 - VOLUME 124, NUMBER 12




RESULTADOS EN SEGURIDAD: ACODs vs AVK

Con respecto al sangrado leve y respecto a los AVKs usted considera que:
El tratamiento con ACODS produce menos hemorragias leves
El tratamiento con ACODS produce mas hemorragias leves
El tratamiento con ACODS produce las mismas hemorragias leves

Con respecto al sangrado grave usted y respecto a los AVKs considera que:
El tratamiento con ACODS produce menos hemorragias graves
El tratamiento con ACODS produce mas hemorragias graves
El tratamiento con ACODS produce las mismas hemorragias graves
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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 ARR (95% Cl)
(n/N) {n/N})
[
AMPLIFY  15/2676 (0.8%)  49/2688 (1.58%) e s | I 031 (047-056) 00001  -1.26% (-1.84% to -0.68%)

0.70(0.35-138) 030  -0.35% (-1.02% to 0.31%)

i

EINSTEIN-DVT  14A718(0.8%) 201711 (1.2%)

EINSTEIN-PE 262412 (1.1%) 5212406 (2.2%) |l 0.50(0.31-080) 0004  -1.08% (-1.80% to -0.37%)

Hokusal-VTE S8/4118 (1.4%) 664122 (1.6%) 085 0060-1.21) 037 =0.24% (-0.76% to 0.28%)

RE-COVER 221273 (1.7%) 291266 (2.3%) 075044131 03 -0.56% (-1.65% to 0.53%)

RE-COVER Il 15/1280 (1.2%) 2211288 (1.7%) 0691036132) 026 «[.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%)

b—Hl

0.1 1 10

f
/

Favors DOAC Favors VKA

Figure 2. Major bleeding. The sums of numbers of events from RE-COVER and RE-COVER |l 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: ¥ = 51%, P = .07. ARR, absolute risk reduction.

BLOOCD, 18 SEPTEMBER 2014 - VOLUME 124, NUMBER 12



Pooled DOAC Pooled VKA Risk ratio (95% ClI)

(n/N) (n/N)

Intracranial bleeding  15/13477 (0.1%)  43/13841 (0.3%)

Fatal bleeding  7/13477 (0.1%) 22/13481 (0.2%)

Major Gl bleeding  63/13477 (0.5%)  76/13481 (0.6%)

CRNM bleeding 854/13477 (6.3%) 1103/13481 (8.0%)

h
Favors DOAC

Nick van Es et al. Blood 2014;124:1968-1975

©2014 by American Society of Hematology

4
Favors VKA

RR (95% Cl)

0.37 (0.21-0.68)

0.36 (0.15-0.84)

0.78 (0.47-1.31)

0.73 (0.58-0.93)

P  ARR (95%CI)

*

0.001 -0.17% (-0.30% to -0.03%)
0.02 -0.08% (-0.16% to -0.01%)
0.35 -0.12% (-0.37% to 0.13%)

0.01  -1.88% (-3.24% to -0.52%)




Thrombosis and Haemostasis Supplement

Spotlight on real-world evidence for the treatment of DVT: XALIA

Walter Ageno’; Alexander G. G. Turpie?
Department of Clinical and Experimental Medicine, University of Insubria, Varese, Italy; ‘Department of Medicine, McMaster University, Hamilton, Ontario, Canada

Table 2: Primary outcomes in XALIA in both the safety population and the propensity score-adjusted population (16).  Models for major bleed-

ing and recurrent venous thromboembolism used active cancer at baseline as a covariate; the model for all-cause mortality was stratified for this variable. Cl:
Confidence interval; VTE: Venous thromboembolism.

Safety populationt Propensity score adjustmentt

Rivaroxaban Standard Hazard ratio Rivaroxaban Standard Hazard ratio

(n=2619) anticoagulation (95% CI) (n=2505) anticoagulation (95% Cl)
(n=2149) (n=2010)

Major bleeding 19 (0.7%) 48 (2.3%) 041 (0.24-0.70) 19 (0.8%) 13 (2.1%) 0.77 (0.40-1.50]
(adjudicated)
Recurrent VTE 37 (1.4%) 55 (2.6%) 067 (0.44-1.03) 36 (1.4%) 47 (2.3%) 0.91 (0.54-1.54)

All-cause 12 (0.5%) 88 (4.1%) 0.26 (0.14-0.49) 11 {0.4%) 69 (3.4%) 0.51 (0.24-1.07)
mortality

© Schattauer 2016 Thrombaosis and Haemostasis Supplement 2/2016




Seguridad

Myocardial Infarction

Stofislics foreach study ~ Events/ Total Rish ratio and 95% €1

Risk Lower Upper
ratic limit limit pMValue NOACs Warfarin

RECOVER Ilal 1,080 0236510840 0427 471273 2/ 1268
RECOVER |11a 1 206 037010985 0418 471279 2/ 1269
THRIVE i 1 Q065 0,459 168197 0139 401240 0/ 1240

2480 0821 FS48 0007 1273792473804
EINSTEIN Xal 4980 0,582 42,578 0,043 S/TIB 11T
AMPLIFY  Xal 200 0,368 10963 0420 472601 273704
EINSTEINPE Xal 1995 0181 21987 0573 272419 1/2413

2820 0818 B30 0405 11 /GE204 /6820

2551 1,143 5693 0022 23010620 &0 10832

01 0z 05 1 2 5 10

Favours NOACS Favouirs Warfarin

Fig. 3 Forest plots for outcomes of myocardial infarction. Xa 1: inhibitors of clotting activated X factor. Ia I inhibitors of clotting activated I1
factor




Thrombosis Reseanch 134 [2004) 627-652
Contents lists availsble at Sciancelirect

Thrombosis Research

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

Case fatality of bleeding and recurrent venous thromboembolism during, @mmm
initial therapy with direct oral anticoagulants: A systematic review

Cynthia Wu**, Ghazi S. Alotaibi *, Khalid Alsaleh °, M. Sean McMurtry *

* Department af Medicine, University of Albeds, Edmantan, Alberis, Janada
B Depatment of Mecicing, King Saud University, Rivadh, Sauli Arabis

Es necesario tratar 875 pacientes con ACODs para
prevenir una muerte.



Conclusion

ACODs puede prevenir las recurrencias y la
muerte por cualquier causa tan eficazmente
como warfarina.

Se asocian a menor hemorragia mayor

Se aprecia un aumento de IAM gque hay que
tener en cuenta porgue el seguimiento ha sido
corto y la poblacion era mas bien joven.



¢cuantos pacientes tratamos con ACODs?




¢cuantos queremos tratar con ACODS?

INTENCION DE TRATAR CON ACODS




POBLACIONES ESPECIALES

Pesos extremos
Ancianos

IR

Embarazo

Cancer



Paciente anciano y fragil

Table 1 RCT’s of NOACs vs. Warfarin in acute therapy of VTE

Author, year Trial name Drug and dose Initial regimen N pts, N pts =75 N pts CrCl <50
overall years (%) ml/min (%)

Schulman, 2009 Schufman, 2014 RE-COVER I-1l Dabigatran 150 mg bd Heparin lead-in 5107 259 (12) 167 (5.2)

Bauersachs, 2010 Buller, 2012 EINSTEIN DVT-PE  Rivaroxaban 20 mg od Rivaroxaban 15 mg
bd for 3 weeks

Agnelli, 2013 AMPLIFY Apixaban 5 mg bd Apixaban 10 mg bd
for 1 week

Buller, 2013 HOKUSAI Edoxaban 60 or 30 mg od Heparin lead-in A292 w@

RCT, randomized controlled trial; bd, bis in die; od, omne in die. RE-COVER -l [17,18,22]; EINSTEIN [14-16,15,23]; AMPLIFY [1]; HOKUSAI [3] - *30 mg od In padents
with CrCl 30-50 ml/min, body weight <60 kg or concommitant use of strong Pgp inhibitors.




Anclanos. Eficacla

*MNumbers given for the overall study period

Figure 1 Efficacy according to age.
%

-

,
NOAC% Warfarin% Risk Ratio . )
Study NDAC (n/N) (WN) (95%CT) P-value P-interaction
Overall 24 (60/2553)  22(55/1554) 109 (0.76-1.56) 0.64 0.70
RE-COVER Dabi <75 2.5 (5772300 22 (500278 113 (0.78-1.64 053
181 igatran =75 years 5 (572300 ) 2 (502278) A3 (0.78-1.64) .
75 years 1.2(3/253) 1.8 (5/276) 065 (0.17-2.45) | 056
Overall L8 (86041500 23 (95M4131)  0.90 (0.68-1.20) 0.48 0.47
E‘,ﬁgﬁ Rivaronaban  <7Syears  20(7153494) 21 (723504) 098 (0.71-1.37) 095
75 years 2.3(15/656) 3T(2362T) 062 (0.33-1.17) 015
Overall 23(59/2609)  27(TU2635) 084 (0.60-1.18) 031 041
AMPLIFY Apixaban  <TSyeas  23(5222200  25(580275) 092 (0.63-1.32) 065
=75 years 1.8 (7/389) 36136600 0.50(0.21-1.20) 013
Overall 3.2 (1304118  3.5(1464122)  0.89 (0.71-1.12) 033 0.18
HOKUSAI* Edoxaban  <TSyears  33(116/3558)  33(1193578) 098 (0.76-1.26) 087
575 years 2.5 (14/560) S0(27544)  0.50(0.27-0.94) 0.03

Geldhof et al. Thrombosis Journal 2014, 12:21




Ancianos. Sangrado mayor y
clinicamente relevante

Major and clinically relevant non-major bleeding

COrverall
RE-COVER
L&l [habigatran <75 years

275 vears

Overall
EINSTEIN

DVT & PE Rivaroxaban <75 years

=75 vears

COrverall
HOKUSAI Edoxaban <75 years

*75 years

Data for major bleeding in the HOKUSALI tnal and major + CRNM bleeding in the AMPLIFY tnal were not reported in the original studies

4.4 (109/2456)

9.4 (388/4130)
89 (311/3475)
11.8 (TT655)

8.5 (349/4118)
7.8 (279/3558)
12.5 (T0/560)

7.7 (1892462)
7.1 (156/2200)

12.6(33/262)

10.0 (412/4116)
9.3 (325/3492)
13.9 (§7/625)

10.3 (423/4122)
9.5 (341/3578)
15.1 (8544)

.57 (0.46-0.73)
0.55 (0.42-0.71)
0.76 (0.47-1.25)

0.94 (0.82-1.07)
0.96 (0.83-1.12)
0.84 (0.63-1.12)

.52 (0.72-0.95)
0.82 (0.70-0.96)

0.83 (0.62-1.12)

favnrs VEA




SERRO SE SAWE,
S ENTE, HAN SURGIPO

OMNES!

1QUE BARBARIDAD!
Lo QUE Hay QUE

HACER AHORA PARA
IR A LA TIENDA!




First recurrent VTE or VTE-related death in specific subgroups.

INDEX EVENT
PE + DVT
DVT only

+

Pooled DOAC Pooled VKA
(n/N) (n/N)

136/5764 (2.4%) 153/5775 (2.6%)

199/7655 (2.6%) 213/7654 (2.8%)

<100 kg
> 100 kg

57/2146 (2.7%)  62/2157 (2.9%)

278/11354 (2.4%) 305/11262 (2.7%)

CREATININE r' EAPAM~E
0-49 mi/min
> 50 mi/min

AGE
< 75 years

> 75 years

26/898 (2.9%) 39/891 (4.4%)

307112248 (2.5%) 316/12282 (2.6%)

296/11572 (2.6%) 299/11635 (2.6%)

39/1858 (2.1%)  68/1807 (3.8%)

CREATININE CLEARANCE

30-49 ml/min

Major

= 50 ml/min

308/12625 (2.4%) 321/12666 (2.5%)

271805 (3.4%) 46/776 (5.9%)

Risk ratio (95% CI)

RR (95% Cl)

0,88 (0.71-1.12)
0.93 (0.77-1.13)

0.90 (0.77-1.06)
0.92 (0.64-1.32)

0.70 (0.43-1.15)

0.97 (0.83-1.14)

0.99 (0.85-1.17)

0.56 (0.38-0.82)

0.96 (0.82-1.12)

0.57 (0.36-0.91)

0.2

Pooled DOAC Pooled VKA
(niN) (niN)

16/878 (1.8%)  33/870 (3.8%)

132/12329 (1.1%) 200/12358 (1.6%)

bleeding

< 75 years

> 75 years

108/11633 (0.9%) 165/11681 (1.4%

3711844 (2.0%)  73/1800 (4.1%

©2014 by American Society of Hematology

120112624 (1.0%) 204/12705 (1.6%)

23/806 (2.9%)  29/776 (3.7%)

Favors DOAC Favors VKA

Risk ratio (95% Cl)

5

RR (95% CI)

0.51 (0.26-0.99)

0.60 (0.40-0.90)

0.62 (0.45-0.84)

0.49 (0.25-0.96)

0.59 (0.41-0.83)

0.77 (0.44-1.33)

0.2

Nick van Es et al. Blood 2014;124:1968-1975




Conclusiones

ACODS son mas eficaces y seguros en
pacientes ancianos y /o con IR.

Estos datos deben tomarse con cautela

porgue la poblacion estudiada con estas
caracteristicas era muy pequena.

Los pacientes mayores y con IR fueron los que
tuvieron mas recurrencias y sangrados.

Es necesario monitorizar la funcion renal.



Direct oral anticoagulants (DOACs) and pregnancy:

A plea for better information

Jeffrey S. Ginsberg'; Mark A. Crowther?-

Embarazo

Embriopatia <7%

Anomalia facial,

Anomalia
extremidades.

Tetralogia de Fallot

Thrombosis and Haemostasis 116.4/2016
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Trombofilia

Rivaroxaban versus warfarin to treat patients with
thrombotic antiphospholipid syndrome, with or without
systemic lupus erythematosus (RAPS): a randomised,

controlled, open-label, phase 2/3, non-inferiority trial

Hannah Cohen, Beverley | Hunt, Maria Efthymiou, Deepa R Arachchillage, lan | Mackie, Simon Qawson, Yvonne Sylvesire, Samuel | Machin,
Marial Bertolaccini, Maria Ruiz-Castellano, Nicola Muirhead, Caroline | Doré, Munther Khamashta*, David A Isenberg®, for the RAPS trial invest igator




Estudio
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RE-SONATE
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150/12h
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oD
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Duracion
planeada
del
tratamient
o}

18m(media
473 dias

6m (media
164 dias)

6612m
(media 215
dias)

12 meses
(365 dias)

Estudios de extension

Disefo

Doble
ciego.
Randomiza
do

Doble
ciego.
Randomiza
do

Doble
ciego.
Randomiza
do

Doble
ciego.
Randomiza
do




Estudios de extension

Outcome Relative risk (95%Cl)

Total recurrent VTE 0,18 (0,13, 0,27)

Recurrent falal VTE 0,42 (0,14, 1,20)

Case-fatality VTE rate —— 2,02 (0,75, 5,43)
B

Recurremt PE 0,28 (0,10, 0,59)

Case-PE rate 1,62 (1,07, 2.43)

Major bleading 1,93 (0,20, 19.03)

Critical bleeding 0,50 (0,07, 3,686)

d
All-cause death N = 0,39 (0,19, 0,60)
i

0.42 (0,14, 1,20)

Dweath due fo VTEDeading
I I T I

| I |
007 gr 02 08 1 2 § 10 100
Favours DOAC Favours placebo

Antonio Gamez-Outes, Journal of Cardiovascular

Pharmacology and Therapeutics




Phase III Trials of New Oral Anticoagulants

in the Acute Treatment and Secondary Prevention
of VTE: Comparison and Critique of Study
Methodology and Results

Alexander T. Cohen - Stephan Imfeld - Thomas Rider
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Adv Ther (2014) 31:473-493




Phase III Trials of New Oral Anticoagulants

in the Acute Treatment and Secondary Prevention
of VTE: Comparison and Critique of Study
Methodology and Results

Alexander T. Cohen - Stephan Imfeld - Thomas Rider

4 AMPLIFY-Ext AMPLIFY-Exct
Aplxaban 2.5 mg Apixaban 5 rg

M=1669 M=1642 ] to
, .. .__. 11.70
RE-S0OMNATE EIHS-TEIH-I-'_M..

MN=1343 MN=1197
0 1 ] E 4 5 &
Major or CRNM bleeding (HR [95%CI]] Adv Ther (2014) 31:473-493

VTE recurrence (HR (95%Cl])




Encuesta

En cuanto al precio del tratamiento anticoagulante en la enfermedad tromboembdlica
venosa con ACODs y respecto al tratamiento con AVKs (contando controles de INR),
usted considera que

El tratamiento con ACODs es mas barato
El tratamiento con ACODs es mas caro

El precio es igual con los dos tratamientos

En cuanto al precio del tratamiento anticoagulante en la ETV con ACODs y respecto al
tratamiento con HBPM, usted considera que

El tratamiento con ACODs es mas barato
El tratamiento con ACODs es mas caro

El precio es igual con los dos tratamientos



¢ Que opinamos sobre el precio de ACODS?

Precio ACODS V AVK

m Mas barato
W Mascaro




¢ Que opinamos sobre el precio de ACODS?

Precio ACOD v HBPM

m Masbarato
m Mascaro

w Igual




f_‘_]monitor
L ¥y medical

DIFERENCIA DE PRECIO ENTRE TAO CONVENCIONAL {(Acenocumarol)
Y EL NUEVO FARMACO (Dabigatran)

Precio medio tratamiento diario acenocumarol (Sinn’@

Precio medio ratamiento mes acenocumaraol (farmaco + control TAD convencional [20£]):
23,6€

Precio medic tratamiento diario dabigatran etexilato (F’radax

Precio medic tratamiento mes dabigatran etexilato: 79,26
Aumento coste anual cambiofarmaco en Espafia; 534 millones de euros

(Enlos 20 £ de control del TAD convencional (en dep, de hemostasia) mensual, se absorben los
rite s del persondtwde las infraestructuras, En cifras exactas el coste es de

205,32/ afo/pacienteNasi que si hacemos las cuentas bien hechas la diferencia de coste es de

GOL, 87/ afo/pacients,




La hemorragia aumenta el coste del tratamiento

nadjusted Bleeding-Related Health Care Costs for Wenous Thromboembolism
Fatients with Major Bleeding and Clinically Relevant MNonmajor Bleeding
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CEMME =dinically relevent norondior bleeding: MEB =mafor Bleeding.




Year 2014 Year 2015 Year 2016 Yea 2017 Year 2018

Venous Thromboembolism {VTE) Patient Population-Acute VTE Only

Dabigatran -$656,304 -$669 430 -$682,819 | -$696,475 -$710,405

Rivaroxaban -$2,169,134 | -$2,212,516 | -$2,256,767 | -$2,301,902 | -$2,347,940

~
Apixaban < '$4,131,354> -$4,213,981 -$4.,298,261 -$4.,384,226 54471911

Edoxaban -$1,550,065 | -$1,581.066 -$1,612,687 -$1,644 941 -$1,677.840

\VTE Patient Population-Extended VTE Treatment Only

Dabigatran -$6,286,174 | -$6,411,897 | -$6,540,135 | -$6,670,938 | -$6,804,357

Rivaroxaban -$6,632,220 | -$6,764,865 | -$6,900,162 | -$7,038,165 | -$7.178,929

Apixaban-2.5mg ¥-$9.561,024 \ -$9,752,244 | -$9,947,289 | -$10,146,235 | -$10,349,159

Apixaban-5mg 9,543,00 -$9,738,962 | -$9.933,741 | -$10,132.416 | -$10,335,064

Alpesh Amin MD', Amanda Bruno PhD, MPHZ, Jeffrey Trocio MPH?, Jay Lin PhD, MBA#4, Melissa Lingohr-Smith PhD#

International Society for Pharmacoeconomics and Outcomes Research 20t Annual International Meeting, May 16-20, 2015, Fhiladelphia, PA, USA



CONCLUSIONES

El tratamiento con ACODs es eficaz y seguro.

Existe poca informacion sobre el tratamiento en poblaciones
especiales . Debemos valorar otras alternativas en

Pesos extremos

Embarazo

Tratamiento con AAS.
Trombofilias de alto riesgo
Interacciones medicamentosas
Cancer (?)

Es necesario elaborar protocolos claros de tratamiento y
seguimiento .



Pacientes excluidos

Necesidad de tratamiento trombolitico
Otra indicacion para anticoagulacion
Alto riesgo de sangrado

Enfermedad renal

CICr<30ml/min

AAS >100mg

Interacciones medicamentosas
Embarazo o posibilidad de embarazo






Modificacion de dosis en IR

Dabigatran: HBPMx 5-7&150/12 (CICr: >30
mi/min)

Rivaroxaban: 15mg/12h x 3
semanasa20mg/24h. (15 mg/24 si CICr: 15-
30 y riesgo alto de sangrado)

Apixaban: 10 mg/12h x 7 diasab mg/12x 3-
ema 2.5mg/12h. (CICr>15 mil/min)

Edoxaban: HBPM x 5-7&60 mg/24h. (30
mg/24h si CICr 15-50ml/min, <60kg.




Tratamiento personalizado

Lol l l

CrCl=15 CrCl30-50 Variable renal Aclive cancer Unavoidable drug-drug

ar mlimin function interactions”
**30mlimin
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VEA NOAC ar VKA or Factor Xa for th lacti f
VKA. NOACs nhibitor or the selection ot ap-

generally propriate treatment.
appear 10 ba CrCl creatinine clearance;
safer VKA, vitamin K antagon-
ist; NOAC, non-vitamin K
antagonist; LMWH, low-
Extended therapy molecular-weight hepa-
rin; TTR, time in thera-
¢ ¢ $ peutic range. ** for dabi-
Low TTR due io poor Low TTR with good Hig h-risk gatran. * In patients with
VKA compliance VKA compliance recurrence frequent need for anti-
biotics, amiodarone, azat-
l. ¢ hioprine or polyphar-
macy. * Except in cancer
patients where LMWH
has better evidence.

Figure 4: Flow chart
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