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EPIDEMIOLOGIA

Implicacions pronostiques

L"embolia pulmonar és la segona causa de mort en pacients
hospitalitzats?

- Lasupervivéncia a " any en malalts neoplasics amb MTV és
Inferior

(12% vs 36%)?
- Més recurréncies i sagnat?

1 Blom JW et al. JAMA 2000 2 Sorensen et al. NEJM 2000
3 Prandoni P et al. Blood 2002
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GUIES CLINIQUES

Joumal of Thrombosis and Hoemostasis, 11 36-70

ORIGINAL ARTICLE

DOL: 101111 jth 10070

National
Comprehensive

NCCN® cancer

International clinical practice guidelines for the treatment and Network®
prophylaxis of venous thromboembolism in patients with cancer

VWOLUME = . NUMBEAR 34 . DECEMBER 1 2007

American Society of Clinical Oncology Guideline:
Recommendations for Venous Thromboembaolism
Prophylaxis and Treatment in Patients With Cancer
Gary H. Lymas, Alok A Ehorane, Anng Falmgs, Daniel Clarke-Pearsom, Chrisopher Floners,

Gary Bashob, Mark 2. Soveerfiels, Paw! Thodipil, David Trenr, ana Charles W, Francis

ppeerrir el ll NCCN Guidelines

NCCEN Clinical Practice Guidelines'in Oncology.

™

CHEST

Official publication of the American C allege of Chest Physiclans

Grades of Recommendgtion for
Antithrombotic Agents : American College

clinical recommendations A B R Treraine By

Management of venous thromboembolism in cancer
patients: ESMO Clinical Recommendations

M. Mandald', A. Falanga® & F. Roila®

On behalf of the ESMO Guidelines Working Group®

P Division of Medical Onedogy, Osoedal R, is Conter, Didson lmmr and ion Medioine, Ospeddad B,

Bergamn, “Decariment of Medical Onecingy, * *m * *

of Chest Physicians Evidence-Based Clinical

Practice Guidel
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Venous thromboembolism and cancer: G

[talian Association of Medical Oncology (AIOM) *k Kk

M. Mandala?, A. Falanga™**, A. Piccioli®, P. Prandoni®,
E.M. Pogliani?, R. Labianca®, S. Barni®*,

on the behalf of the working group AIOM

*okk ok

uidelines of the **: E SMO

European Society
for Medical Oncology

* hk Kk




TRACTAMENT INICIAL

ACCP 2012 ASCO NCCN 2013 | ESMOQ 2011 | SEQM 2015 ISTH
2013/2014 2012/2013
HBPM HBPM HBPM HBPM HBPM HBPM
preferencia
HNF HNF HNF HNF HNF
HNF Fondaparinux | Fondaparinux

No recomanacions especifiques per a tractament trombolitic (precaucio
en cas de sagnat “ metastasis cerebrals”™

Early maintenance

3-6 mesos

Long-term treatment
prevencio 22 (duracio)




TRACTAMENT POSTERIOR

ACCP 2012 ASCO NCCN 2013 | ESMOQ 2011 | SEQM 2015 ISTH
2013/2014 2012/2013
**
HBPM HBPM HBPM HBPM HBPM HBPM al
minim 3 mesos 6 mesos 6 mesos 6 mesos 6 mesos menys 3 mesos
(minim 3)

**No especificat en pacients amb cancer

Inici

Early maintenance

Long-term treatment

5-10d

_—
S~

3-6 mesos

nance
/

prevencio 22 (duracio)




TRACTAMENT AMB HBPM

¢ Taula 8: Estudis comparatius HBP vs warfarina en pacients neoplasics

: Recurréncia (1) | Hemorragia (2) | Risc (1) | Risc (2)
Estudis | HBPM HBPM AVK |HBPM AVK | (IC95%) | (C95%)
Lite m 7/100 16/100 | 27/100 | 24/100 (E’Tg_ 1,12 (0,7-
(Hull et al) 3 meses (7%) (16%) (27%) (24%) 1;32) 1,81)
Canthanox w 2/71 3/75 5/71 12/75 (E’Tg_ (E’Tg_
(Lleyer et a]) ’ 3 mesos ’ (2,8% (4%) (7%) (16%) 4;-:]2) ]:1 g)
Dalteparina
Clot 2??1_2 ;:13;’5? | 27/336 | 53/336 | 47/336 | 63/336 (g’gé_ (g’g_
(Lee et ﬂ]) UL‘Kgfd, 6 (8%) (15,8%) (14%) (18,8%) 0;?9) ];:]5)
IMESsos
0,50 0,80
Combinats (0,35- (0,61-
0,72) 1,05)




TRACTAMENT AMB HBPM

¢ Taula 8: Estudis comparatius HBP vs warfarina en pacients neoplasics

: Recurréncia (1) | Hemorragia (2) | Risc (1) | Risc (2)
S CEPM HBPM AVK |HBPM AVK | (IC95%) | (C95%)
Lite m 7/100 | 16/100 | 27/100 | 24/100 (E’Tg_ 1,12 (0,7-

(Hull et al) 3 meses (7%) (16%) (27%) (24%) 1,02) 1,81)

T b o o o ol a
Canthand - - 044
Meyeret| HBPM durant 3-6 mesos és superior als (}11;’)-
AVK

Clot FTOOTRETS T 07336 | 53/336 | 47/336 | 63/336 o 0,75

1 mesi150 o 0 o o (0,33- (0,53-

(Lee et al) ULKg/d. 6 (8%) | (158%) | (14%) | (18,8%) 0.79) 1.09)

mesos

0,50 0,80

Combinats (0,35- (0,61-

0,72) 1,05)




CLINICAL TRIALS AMB HBPM

STUDY PROTOCOL Open Access

CATCH: a randomised clinical trial comparing
long-term tinzaparin versus warfarin for
treatment of acute venous thromboembolism

In cancer patients

Agnes YY Lee', Rupert Bauersachs’, Mette S Janas®, Mikala F Jamer”, Pieter W Kamphuisen®, Guy Meyer’
and Alok A Khorana®, on behalf of the CATCH Investigators
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DISENY ESTUDI CATH

CANTHANOX Enoxaparin 1.5 mg/kg OD
N=146
LITE oo
N<200 Innohep® 175 IU/kg OD
cLoT Dalteparin 200 1U/kg OD then ~150 IU/kg ODv
CATCH
N<900 Innohep® 175 IU/kg OD
Control
Group il

Vitamin K antagonist (INR 2.0 to 3.0)
5—7 days 1 month 3 months

6 months




CONCLUSIONS ESTUDI CATCH

 Estudi amb més pacients

e Reduccio del risc de MTEV recurrent en un 33%
(p=0.07)

e Reduccio del risc de TVP sintomatica en un 52%
(p=0.04)

 Reducci6 del risc de sagnat clinicament relevant en
un 31% (p=0.03)

'::"\/v Lee AY et al. JAMA 2015
Vall d'Hebron
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PREVENCIO SECUNDARIA (DURACIO)

ACCP 2012 ASCO NCCN 2013 | ESMO 291 | SEOM 2015 ISTH
2013/2014 2012/2013
Llarg plac en Llarg plag si Llarg plag su Llarg plag si Llarg plag si
Perllongat més | Malaltia malaltia activa | nalaltia activa malaltia malaltia activa,
de 3 mesos diseminada o 0 persistencia diseminada o valorar risc-
de factor de risc quimioterapia benefici

guimioterapia
(HBPM o0 AVK)

(75-80% de la

dosis)

**No especificat en pacients amb cancer

Inici

Early maintenance

m-term treatment

5-10d

3-6 mesos

Wncié 22 (duracio)




PREVENCIO SECUNDARIA (DURACIO)

ACCP 2012

Perllongat més
de 3 mesos

Continuacio de tractament si malaltia activa

Concepte de malaltia activa i remissio??
Tipus de tractament antitrombotic??
Dosis??

ISTH
2012/2013

arg plag si
laltia activa,

diseminada o
guimioterapia
(HBPM o0 AVK)

0 persistencia
de factor de risc

(75-80% de la
dosis)

diseminada o
quimioterapia

valorar risc-
benefici

**No especificat en pacients amb cancer

Early maintenance ,Kong-term treatment

Inici

5-10d

3-6 mesos Wncié 22 (duracio)




]
'm journal of
thrombosis and haemostasis™

Treatment of venous thromboembolism in cancer patients
with dalteparin for up to twelve months. The DALTECAN
Study

Francis C, Kessler C, Goldhaber SZ, Kovacs M, Monreal M, Hulsman MV,
Bergqvist D, Turpie AG, Ortel T, Spyropoulos AC, Pabinger-Fasching I, Kakkar
AN

J Thromb Haemost. 2015 Mar 31

v En MTEV associada a cancer, la extensié del tractament antitrombotic
entre el 6e a 12 mes té una tassa de recurrencia i d’hemorragia similar
a la observada entre el mes 2-6.

v" En el primer mes hi ha un augment de risc trombotic i hemorragic
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ACODS i GUIES CLINIQUES

Joumal of Thrombosis and Haemosiasiz, 11; 56-70 DO 101111 jth 12070 5
National

Comprehensive
: — . : . NCCN"® Cancer
International clinical practice guidelines for the treatment and Network®

prophylaxis of venous thromboembolism in patients with cancer

ORIGINAL ARTICLE

VWOLUME = . NUMBEAR 34 . DECEMBER 1 2007

ACODS NO RECOMANATS, FINS QUE NO HI HAGI
MES EVIDENCIA AMB ESTUDIS BEN DISENYATS
EN PACIENTS NEOPLASICS | COMPARADOR AMB

HBPM

T ENEE T A TEEnge BT o

Grades of Recommendgtion for On behalf of the ESMO Guidelines Waorking Group*

Antithrombotic Agents : American College "B of Ml rcey, Ospac P i an rarmbasis Corte; Divsbn e et Tensision Mo, Ospacki Fin,
of Chest Physicians Evidence-Based Clinical Bergne: ooperivnt of el et e * K

Practice Guidel *Ak K

European Society
for Medical Oncology

Venous thromboembolism and cancer: Guidelines of the **: ESMO
[talian Association of Medical Oncology (AIOM) *k Kk

* kA Kk
M. Mandala®, A. Falanga®**, A. Piccioli®, P. Prandoni®,
Vall d'Hebron E.M. Pogliani®, R. Labianca®, S. Barni®*,
Hospital on the behalf of the working group AIOM

Hematology Department




ACODs i MTEV NEOPLASICA
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UN CAMP DE RECERCA

ClinicalTrials.gov

A service of the U.S. National Institutes of Health
> 8 estudis amb Rivaroxaban

» 7 estudis amb Apixaban

» 2 estudis amb Edoxaban

Thromb Haemosi. 2015 Mov 25;114(6):1268-76. doi: 10.1180/TH15-08-0452. Epub 2015 Aug 13.

Edoxaban for treatment of venous thromboembeolism in patients with cancer. Rationale and design of
the Hokusai VTE-cancer study.

van Es N, Di Nisio M, Bleker SM, Segers A, Mercuri MF, Schwocho L, Kakkar A, Weitz JI, Beyer-Westendorf J, Boda Z, Carrier M, Chlumsky J,
Décousus H, Garcia D, Gibbs H, Kamphuisen PW, Monreal M, Ockelford P, Pabinger |, Verhamme P, Grosso MA, Biller HR, Raskob GE.
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Trial RE-COVER I-lI EINSTEIN AMPLIFY HOKUSAI-VTE
Indication VTE DVT PE VTE VTE
N. Patients 2539 2568 3449 4832 5367 8240
Mean age +/- SD 54.9 +/- 16.0 56.1+/-16.4 57.7+/-7.3 57.0 +/-16 55.8 +/-16.3
> CrCl <30 22 (0.4) 15 (0.4) 6(0.1) 29 (0.5) n/a
LLI ml/min, n (%)
|_ Age 275y, n (%) 529 (10) 440 (13) 843 (17) 768 (14) 1104 (13)
E Prior VTE (%) 22 19 20 16 18
e Unprovoked VTE 35 62 64.5 89.8 66.7
(7p] (%)
8 Cancer (%) 4-5 5-7 3 9
O Index event 31 0.7 100 34 40
< PE+/- DVT (%)
Bridge with Yes No No Yes
LMWH/heparin
150 mg BID 15 mg BID x 3 wk 10 mgBIDx 7 d 60 mg OD
Treatment 20 mg OD 5 mg BID 30 mg OD if
protocol (CrCl < 30 ml/min o
< 60Kg)
Duration 6 3,6,12 6 3,12
TTR (%) 60 58 63 61 64

Calvin HY et al. Blood 2014, Taki Galanis MD et al. Current Therapeutic Research 2014




EFICACIA | SEGURETAT DE ACODS EN MTEV

Vall d'Hebron
Hospital Calvin HY et al. Blood 2014, Franchini M et Manucci.M Eur Respir Rev 2016
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P-value

RR (95% CI) (non-inferiority)
. » 1 1.09(0.76 - 1.57) =< 0.001
Dabigatran . i 1.23(0.79 - 1.92) 0.38
& | 0.87 (047 -1.62) .38
v 0.70 (0.46 - 1.07)
" | 1.13(0.76 - 1.69)
. i 0.84 (0.60 - 1.18) <0.001
Apixaban . : 0.83 (0.54 - 1.26)
- 0.90 (0.50 - 1.61)
[T E— 0.89(0.71 - 1.12) < 0.001
i 0.90 (0.74 - 1.09) 0.18
+ DVT
+ PE
0.25 I 2.5 4
Favors NOAC RR Favors Warfarin
(95% CI)
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Calvin HY et al. Blood 2014, Franchini M et Manucci.M Eur Respir Rev 2016



P-value

RR (95% CI) {superiority)
Major Bleeding
Dabigatran - . 0.73 (0.48 - 1.10) NS
Rivaroxaban - 0.55(0.38 - 0.81) =0.002
Apixaban ‘ 0.31 (0.17 - 0.55) <0.001
Edoxaban - . 0.85 (0.60 - 1.21) NS
Major and CRNB
Dabigatran —— 0.63 (0.51 - 0.77) <0.001
Rivaroxaban — 0.94 (0.81 - 1.07) 0.27
Apixaban P — 0.44 (0.36 - 0.55) <0.001
Edoxaban —.— 0.82 (0.72 - 0.94) 0.004
-‘Jtl S 1 - - 4
K Favors NOAC RR Favors Warfarin

(95% CI)

11—\"I1ﬁa "Hebron
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Hematology Department

Calvin HY et al. Blood 2014, Franchini M et Manucci.M Eur Respir Rev 2016




“EXTENDED TREATMENT”

I o N N
Trial ENSTEIN-EXT RESONATE REMEDY AMPLIFY-EXT
Comparator Placebo Placebo Warfarin Placebo
N. Patients 1197 1343 2856 2486
Average age (y) 58 56 54-55 56
PE (%) 36-40 32 34 34
Unprovoked VTE (%) 74 Undefined 92
Malignancy (%) 4 Excluded 4 3
Duration of prior 3-12
antioagulation (n) 6-12 6-18 3-12
Treatment protocol 20mg OD 150 mg BID 2.5/5 mg BID
Duration 6-12 6 6-36 12

Vall d'Hebron
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SUBANALISIS DELS PACIENTS AMB CANCER

A No patents with eventiNo, Relative Risk (95% Cl) Relative risk
of patients “195%CN
DOAC VKA
EINSTEIN 61232 1 : _ 064
B - (023.181)
HOKUSAI 41109 7199 : . ‘ 052
(0.16,1.72)
RECOVER 10173 12162 078
: = : (0.35,1.76)
381 578 058
SRS ' (0.14.234)
231595 32/537 066
R 2Bt (0.39.1.11)

0.1 1.0 10.0

Favors DOACS Favors VKA
Vall d'Hebron Larsen et al. Plos One 2014 Vedovati MC et al. Chest 2014
Van der Hulle et al. ] Thromb Haemost 2014 Sardar P et al. Am J Ther 2015
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“EXTENDED TREATMENT”

Major or Clinically Relevant Nonmajor Bleeding
100~ 10+
9_
5
80
— :Ir_
&£
g a
7]
= 60+ 37
E
IE 49 Apixaban, 5 mg Apixaban, 2.5 mg
S 3
& 407 2
E 1 Placebao
3
(%]
20+ 0 T T T T T T T T T T T 1
0 2 3 4 5 6 7 & 9 10 11 12
0 T | T T 1 T 1 T T | 1
0 2 3 4 5 6 7 9 10 11 12
Months
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SUBANALISIS DELS PACIENTS AMB CANCER

A No patents with eventiNo, Relative Risk (95% Cl) Relative risk
of patients “195%CN
DOAC VKA
EINSTEIN 61232 1 : _ 064
B - (023.181)
HOKUSAI 41109 7199 : . ‘ 052
(0.16,1.72)
RECOVER 10173 12162 078
: = : (0.35,1.76)
381 578 058
SRS ' (0.14.234)
231595 32/537 066
R 2Bt (0.39.1.11)

0.1 1.0 10.0

Favors DOACS Favors VKA
Vall d'Hebron Larsen et al. Plos One 2014 Vedovati MC et al. Chest 2014
Van der Hulle et al. ] Thromb Haemost 2014 Sardar P et al. Am J Ther 2015
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SUBANALISIS DELS PACIENTS AMB CANCER

A No patients with event/No. Relative Risk (95% Cl)
of patients

o
No inferioritat en aquesta subpoblacio...

* Diferents criteris en terme “‘cancer’’: tractament en els
ultims 5 anys

* No s’especifica tipus o estadiatge

« Elrisc de recurrencia de MTEV en aquests subgrups €s
Inferior en estudis classics (CLOT)

« EIl grup comparador hauria de ser HBPM

« Dosis de ACODs MTEYV idiopatica seran suficients per
pacients d’alt risc? Verso M et al. Int Emerg Med 2015

Favors DOACS Favors VKA

Vall d'Hebron Larsen et al. Plos One 2014 Vedovati MC et al. Chest 2014
Hospital Van der Hulle et al. ] Thromb Haemost 2014 Sardar P et al. Am J Ther 2015

Hematology Department

Relative risk
| (95%Cl)




PROS | CONTRES

Avantatges O

Contres
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T e o

Acci6 rapida

Poques interaccions .
No precisa control .
Anti-Xa disponible .
Estudis en cancer -

Varies dosis p.e per ajust en
trombopenia

Injeccions .
No agent reversor .
Precaucio en IR

Agent oral

Acci6 rapida
Poques interaccions
No precisa control

No estudis en cancer

Vomits i mucositis

Interaccions amb quimioterapics
Interaccions amb antifungics i
inmunosupresors (oncohematologia)
Precaucido en IR e IH

No agent reversor*

No ajust de dosi en situacions especials

Llistats d’interaccid amb Qt és teorica i

basada en prediccions de vies metaboliques

Short N et al. The Oncologist 2014



POSSIBLES

CRITERIS PER US DE ACODS

Patient assessment

Risk factors for bleeding
No major bleeding events in the past 2 months
Absence of intracranial or visceral tumor at high risk for major
bleeding

Platelets
Platelet count >>50,000 per ul
No anticipated decrease due to disease or chemotherapy

Coagulation studies
Normal PT, PTT, and fibrinogen

Liver function tests
No significant hepatic impairment (e.g., Child-Pugh B or C,
cirrhosis)

Renal function
CrCl >30 mL/min (rivaroxaban)
CrCl =15 mL/min (dabigatran and apixaban)
No anticipated fluctuations due to nephrotoxic chemotherapy
or other drugs

Medications
No concomitant use of drugs with strong effect on CYP3A4 and/
or P-glycoprotein
Fig. 1 lists strong CYP3A4 and/or P-glycoprotein inhibitors and

inducers
Table 4 lists chemotherapy drugs that modulate CYP3A4 and/or
, P-glycoprotein
X:slplit: Hebron Good medication compliance Short N et al. The Oncologist 2014

Hematology Department



EN LA PRACTICA CLINICA

v’ Pacients amb malaltia activa i en manteniment amb noves
molecules, grans supervivents?

v' Dones amb cancer de mama i tractament amb
hormonoterapia durant anys com a prevencio secundaria?

v’ Pacients amb SMP-c amb trombosis en |’eix espleno-portal
amb alt risc de sagnat i que requereixen tractament
anticoagulant de llarga durada?

v’ Passats els 6 mesos, intolerancia a les injeccions?

Vall d'Hebron
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HBPM vs ACODs
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MANEIG INDIVIDUALITZAT
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Il Generalitat de Catalunya
" Departament de Salut

Institut Catala
de la Salut
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. WORLD THROMBOSIS DAY
Gracles OCTOBER 13
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