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PERCHE' E' IMPORTANTE PARLARNE

v'Le complicanze tromboemboliche
sono una importante causa di
morbilita e mortalita nei
pazienti con cancro

v Il problema & sottostimato
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Epidemiologia TEV

" E' tra le cause maggiori di morbilita e mortalita
ospedaliera, ma la sua reale incidenza non é nota
esattamente e certamente & sottostimata

" Incidenza stimata negli US: 600.000 casi/anno
" Tncidenza stimata in Italia: 65.000 casi/anno

" Nonostante il miglioramento della terapia, la mortalita
e rimasta alta
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Wood JE. Cheest 2002; 121:877-905 Linee guida per la diagnosi e il trattamento dell’embolia polmonare acuta. Ital Heart J Suppl 2001; 2 (2): 161-199



Epidemiologia TEV

= La diagnosi clinica ante mortem é solo nel 30-40% dei
casi e circa 30% dei soggetti con TVP sviluppa TEV/EP
sinfomatica (nei primi 3 mesi dopo awvio
chemioterapia: 40% asintomatica)

=TI Pazienti con TEV e EP sono per il 20 %
rappresentati da pazienti con cancro
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Cancro, Mortalita e TEV
Epidemiologia e Rischio

= La probabilita di morte in pazienti neoplastici
e 4 volte piu alta se il paziente ha una TEV

concomitante !

sLa TEV é la 2° causa di morte nei pazienti
con cancro?
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Rischio di TEV in funzione della storia
naturale della neoplasia
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Rischio di TEV in funzione del

tipo di neoplasia
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TV e tipo di cancro
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Fattori di rischio per TEV

Acquisiti

Congeniti

Incerta natura

v eta

v precedente TVP

v" immobilizzazione

v" chirurgia generale magg.
v chirurgia ortopedica magg.
v fraumi maggiori

v frattura ossa lunghe

v' cancro / chemioterapia (?)
v contraccettivi orali

v terapia ormonale sostitutiva
v anticorpi antifosfolipidi

v malattie mieloproliferative

v policitemia

v" deficit antitrombina

v deficit proteina C

v deficit proteina S

v mutazione fattore V
(Fattore di Leiden)

v mutazione fattore II

(protrombina 202 10A)

v Difetti del fibrinogeno

v iperomocistinemia
v elevati livelli Fattor VIII
v elevati livelli Fattore IX

v elevati livelli Fattore XI
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Altri fattori di rischio

Fumo di sigaretta
6ravidanza

Insufficienza cardiaca acuta
BPCO

Diabete

Obesita

Infezioni

Emoglobunuria parossistica
notturna

Malattia di Behcet
Lunghi viaggi

NN N N N S N N N N N

Vene varicose

Ictus cerebri

Infarto miocardico acuto
Disidratazione

Sindrome nefrosica

Farmaci neurolettici

Ustioni gravi

Morbo di Buerger

Lupus eritematoso sistemico
Agenesia/ipoplasia vena cava

Immobilizzazione prolungata

OncoLocia
TREVIGLIO



Chemioterapia fattore di rischio per TVE

Annals of Onoology 17 287303, 2008

Or|g|ﬂal artl'Cl'e ol 101083 annona/ mdi e

Publishaed onfine 9 Movember 2005

Risk factors for venous thromboembolic events In
cancer patients

K. Kroger'®, D. Weiland?, C. Ose?, N. Neumann', S. Weiss', C. Hirsch', K. Urbanski’,
S. Seeber® & M. E. Scheulen®

v'507 pazienti totali
v 208 metastatici
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Chemioterapia e TVE

Central venous catheter
Chemotherapy in 30-day Period
Fever in 30-day Period
Diarrhea in 30-day Period
Infection in 30-day Period
Vomiting in 30-day Period

Inpatient / Outpatient at Enroliment

p. = 0.0080

Kroger K et al, Ann Oncol 2006, 17: 297:303
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Chemioterapia e TVE
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EUROPEAN JOURNAL OF CANCER 45 (2009) 65-713

available at www.sciencedirect.com
-

“e,? ScienceDirect

journal homepage: www.gjconline.com

Incidence and clinical implications of venous
thromboembolism in advanced colorectal cancer patients:
The ‘GISCAD-alternating schedule’ study findings

v 266 pz randomizzati a ricevere FOLFIRI
continuativo vs intermittente
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La chemioterapia continuativa e
stata associata ad un maggior
rischio di sviluppo di trombosi
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Chemioterapia e TVE

Complicanze tromboemboliche p.
Totali 5.4% 1.6% .0002
Pre-menopausa 2.8% 0.8% .03
CT + TAM vs CT
Post-menopausa 8.0% 2.3% .03
CT + TAM vs TAM
Post-menopausa 8.0% 0.4% < .0001
CT + TAM vs
osservazione

[ J

Saphener T et al, J Clin Oncol 1991; 9: 286:94 9 A




Una nostra ricerca

Annals of Oncology

Annals of Oncology 23: 167T2-1679, 2012
doi: 10,1083 annoncimdraS:
Published onling 11 January 2012

Risk of venous and arterial thromboembolic events
associated with anti-EGFR agents: a meta-analysis of
randomized clinical trials

F. Petrelli”, M. Cabiddu, K. Borgonovo & S. Barni

Meadical Oncology Unft, Oncodogy Dapartmeant, Azlenda Os pedalera Travigho-Caravaggio, Trevigho, Kaly
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Annals of Oncology

doi: 10,1083 Aannoncmdreg2
Published onfine 11 January 2012

Risk of venous and arterial thromboembolic events
associated with anti-EGFR agents: a meta-analysis of
randomized clinical trials

F. Petrelli*, M. Cabiddu, K. Borgonovo & S. Barni

Ji eodogy Dapartment, Azlenda Ospedalera Trevigho-Caravaggio, Trevigho, Raly

v'Conclusion: Anti-EGFR agents are
associated with a significant increase
in the risk of VTEs. In particular,
the risk is significant with cetuximab
and panitumumab in settings where
these drugs are currently approved.
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Eventi

Continuous Intermittent
FOLFIRI treatment

n (%) n (%)
Diarrhoea 11 (8.7) 5 (3.6)
Nausea 4(3.1) 4 (2.9)
Vomiting 3(23) 2 (1.4)
Alopecia 2 (1.6) 2 (1.4)
Mucositis (grade 2) 11 (8.6) 8 (5.8)
Leucopaenia 4 (3.1) 2 (1.4)
Anaemia 2 (1.8) 0
Thrombocytopaenia 5(3.9) 2 (1.4)
Astenia :

Pulmonary embolism
Deep wenous thrombosis
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v La diagnosi clinica
della trombosi venosa
Profonda ( TVP ) non
e accurata in quanto
né sensibile, ne
specifica

Lensing AWA, Irsh J, Buller HR. Diagnosis of venus thrombosis. Hemostasis and thrombosis : basic principles and clinical

practice JB Lippincott Company. Philadelphia, 1994 ,0 ’
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v"Non e sensibile
perché se la trombosi
non coinvolge il
circolo prossimale o
non si associa a
flogosi, puo non
determinare alcuna
sinfomatologia clinica
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Lensing AWA, Irsh J, Buller HR. Diagnesis of venus throambesis. Hemostasis and thrombosis : basic principles and clinicall practice @
JB Lippincott Company. Philadelphia, 1994 y )



v"Non e specifica
perché i sintomi ed
i segni clinici di
questa affezione
soho comuni a
numerose altre
condizioni

OncoLocia

Prandoni P. La trombosi venosa profonda e le sue complicanze. Piccin Editore. Padova 1997
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v Le piu comuni manifestazioni
cliniche di TVP sono
rappresentate  da edema,
dolore e/o tensione (spontaneo

o provocato agli arti
inferiori:segni di Bauer ed
Homans).
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v"La mancanza di un
elemento patognomonico
richiede che la diagnosi
definitiva venga affidata
al riscontro di un esame
strumentale ad ultrasuoni
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¥ SIDV-GIUV. Diagnostica vascolare ultrasonografica ed altre metodiche neon invasive. Societa Editrice Universo. Roma 2007. " ’



v La recente applicazione di un SUNSD WIRTIN BARSITT SADS
modello clinico ( Score di Wells )
per stratificare i pazienti con
sospetta TVP in classi ad alta,
infermedia o bassa probabilita
clinica, consente di semplificare e
migliorare |'affidabilita del
successivo iter diagnostico

strumentale
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Wells PS, Hirsh J, Anderson DR et al.: Accuracy of clinical assessment of deep vein thrombesis. Lancet 1995; 345:1326-1330 ,
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http://bp3.blogger.com/_kDFSFZIUGrw/RwNEzhEg_zI/AAAAAAAABlM/JhvRBSXodHk/s400/The-Score_92__51583_40.jpg

Score di Wells

TaBeLLA VI
Quantificazione della probabilita clinica di TVP in singoli pazienti (Score di Wells).

CARATTERISTICHE CLINICHE PunTEGGIO
Cancro attivo (terapia attuale; < 6 mesi; palliativa) 1
Paralisi, paresi, recente ingessatura arti inferiori 1
Allettamento > 3 giorni 1
Chirurgia maggiore entro 4 settimane 1
Dolorabilita localizzata (lungo la distribuzione del sistema venoso profando) 1
Edema di un intero arto inferiore 1
Edema polpaccio = 3 cm (rispetto all’arto inferiore asintomatico)

(misurare 10 cm sotto la tuberosita tibiale) 1
Edema improntabile (maggiore nell’arto sintomatico) 1
Presenza di vene superficiali collaterali (non varicose) 1
Diagnosi alternativa -2
PROBABILITA CLINICA PunTEGGIO
Elevata =3
Intermedia 1-2
Bassa =0
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Linee Guida AIOM 2013

Linee guida

TROMBOEMBOLISMO VENOSO NEI e

Segretario Scieatil fico: Maria Cristina Petrella
PAZIENTI CON TUMORI SOLIDI S— Refree AIOM  Roberto Labianca
Anna Falanga, Felice Vito Vitale
Mario Mandala, Referee SIE Anguste Federici
Andrea Piccioli Referee SISET  Davide Imberti

Ediziona 2013
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JOURNAL OF CLINICAL ONCOLOGY ASCO SPECIAL ARTICLE

Venous Thromboembolism Prophylaxis and Treatment in
Patients With Cancer: American Society of Clinical
Oncology Clinical Practice Guideline Update 2014

Gary H. Lyman, Kari Bohlke, Alok A. Khorana, Nicole M. Kuderer, Agnes Y. Lee, Juan lgnacio Arcelus,
Edward P. Balaban, [effrey M. Clarke, Christopher R. Flowers, Charles W. Francis, Leigh E. Gates,

Ajay K. Kakkar, Nigel 5. Key, Mark N. Levine, Howard A. Liebman, Margaret A. Tempero, Sandra L. Wong,
Mark R. Somerfield, and Anna Falanga



ASCO

(SUIDELINES'

VENOUS THROMBOEMBOLISM (VTE)
PROPHYLAXIS AND TREATMENT
IN PATIENTS WITH CANCER




Clinical Questions

ou ospitalized patients with cancer recelve anticoagulation tor
(1) Should hospitalized pati ith i i lation for VTE
prophylaxis?

(2) Should ambulatory patients with cancer receive anticoagulation for VTE
prophylaxis during systemic chemotherapy?

(3) Should patients with cancer undergoing surgery receive perioperative VTE
prophylaxis?

(4) What is the best method for treatment of patients with cancer with established
VTE to prevent recurrence?

(5) Should patients with cancer receive anticoagulants in the absence of established
VTE to improve survival?

(6) What is known about risk factors and risk prediction of VTE among patients with

www _asco.org/euidelines/VTE .
ASCO (SUIDELINES

@ American Society of Clinical Oncology 2015. All rights reserved.



Clinical Questions

(4) What is the best method for treatment of patients with cancer with established
VTE to prevent recurrence?

(5) Should patients with cancer receive anticoagulants in the absence of established
VTE to improve survival?



Recommendations

Q4. Treatment and Secondary Prophylaxis

4.1 LMWH is preferred over UFH for the initial 5 to 10 days of anticoagulation for
the cancer patient with newly diagnosed VTE who does not have severe renal
impairment (defined as creatinine clearance < 30 mL/min).

4.2 For long term anticoagulation, LMWH for at least 6 months is preferred due to
improved efficacy over Vitamin K antagonists. Vitamin K antagonists are an
acceptable alternative for long-term therapy if LMWH is not available.

4.3 Anticoagulation with LMWH or Vitamin K antagonist beyond the initial 6
months may be considered for select patients with active cancer, such as those
with metastatic disease or those receiving chemotherapy.

4.4 The insertion of a vena cava filter is only indicated for patients with
contraindications to anticoagulant therapy (see Table 4). It may be considered as an
adjunct to anticoagulation in patients with progression of thrombosis (recurrent
VTE or extension of existing th rombus] desplte optlmal therapy with LMWH.

—c

W .a5C0.0rg E OEINESS VW

- D American SGEIEt'y' of Clinical Oncology 2015. AII rights reserved. ASCO‘ (’} YUIDELINES




Terapia della trombosi venosa profonda

Qualita Forza della

dell’evidenza Raccomandazione clinica raccomandazione
SIGN clinica

Il trattamento standard del TEV 1n pazient: con cancro, in

assenza di controindicaziom note, non differisce da quello

A de1 pazienti senza cancro e consiste in una fase imziale m Positiva Forte

cum s1 sommnumistra eparma(ENF o EBPM), seguita

dall'anficoagulazione con anticoagulanti orali.

OncoLocia
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What is the Best Treatment for a Cancer Patient with Thrombosis?

Miguel Barbosa

Medical Oncology Department, Centro Hospitalar Tras-os-Montes e Alto Douro, Av Moruega, Lordelo, Portugal.

REFERENCES PATIENTS

TREATMENT
PERIOD

RECURRENT
VTE

HAZARD
RATIO

BLEEDING

ENROLLED

(MAJOR*)

(P=0.04)

Lee et al, 2003 Dalteparin versus warfarin® 676 & months 9% versus 17% 048 (P=0.002) 6% versus 4%
(P=0.2T)

Meyer et al, 2002 Encxaparin versus warfarin 146 3 months 28% versus 4.0% 0.7 7% versus 16%
(P=10.09)

Deitcher et al, 2006  Enoxaparin versus warfarin 101 & months 51% wversus 10% 0.49 8.8% versus 2.9%

Hull et al, 2006 Tinzaparin versus warfarin® 200 3 months T% versus 16% 0.44 0% wersus 2.1%

LMWH is the standard of care for VTE

treatment in oncology patients with a low incidence of side
effects. LMWH treatment should be delivered for an extended
period between 3—6 months, or even indefinitely, in the pres-
ence of active oncology disease or a very high risk of recur-
rence. At the present day, only a minority of cancer patients
diagnosed with VTE are treated with LMWH — a fact that,
according to the highest level of scientific evidence available,

should be changed.




Quale durata del trattamento anticoagulante nei pazienti neoplastici?

Qualita Forza della

dell’evidenza Raccomandazione clinica raccomandazione
SIGN clinica

La durata dell'anticoagulazione va prolungata almeno per

tutto 1l tempo 1 cuw 1l cancro sia in fase attiva o v1 sono

terapie antitumorali 1 corso, a meno che non sussistano

controindicaziom .

Positiva debaole

OncoLocia
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Quando utilizzare il filtro cavale?

Qualita Forza della

dell’evidenza Raccomandazione clinica raccomandazione

SIGN clinica
L utilizzo del filtro cavale dovrebbe essere preso m
considerazione solo neir pazienti ad alto nschio di
estensione della trombosi venosa prossimale, non
oncologicl,, m om la  terapia anficoagulante sia
controindicata (pazienti con sangmnamento attivo o con
trombocitopema prolungata e chimcamente importante) e/o
nei pazienti con tromboembolismo ricorrente nonostante
una adeguata terapia anficoagulante.

Paositiva debole

OncoLocia
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Terapia a lungo termine nel paziente oncologico

Qualita Forza della
dell’evidenza Raccomandazione clinica raccomandazione

SIGN clinica
Nei pazient: con TEV 1'utilizzo della profilassi secondaria
con eparmna a basso peso molecolare riduce 1l nischio di
recidive senza aumentare gli episodi di sangumamento
rispetto a1 dicumarolici. La profilassi va considerata per
almeno 3-6 mesi. Nei pazienti con malatha attiva va
considerata la profilassi a lungo termune.

Positiva Forte

OncoLocia
TREVIGLIO




Recommendations

Q4. Treatment and Secondary Prophylaxis

4.5 For patients with primary CNS malignancies, anticoagulation is
recommended for established VTE as described for other patients with cancer.

Careful monitoring is necessary to limit the risk of hemorrhagic complications.

4.6 Use of novel oral anticoagulants for either prevention or treatment of VTE in
cancer patients is not recommended at this time.

4.7 Based on consensus, incidental PE and DVT should be treated in the same
manner as symptomatic VTE. Treatment of splanchnic or visceral vein thrombi
diagnosed incidentally should be considered on a case-by-case basis, considering
potential benefits and risks of anticoagulation.

—mo = e F F Mo
WA B5C0.0MNE/ FUldeliness v

©American Society of Clinical Oncology 2015. All rights reserved.
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Recommendations

Q5. Anticoagulation as anti-Cancer Therapy

5.1 Anticoagulants are not recommended to improve survival in patients with
cancer without VTE

5.2 Patients with cancer should be encouraged to participate in clinical trials
designed to evaluate anticoagulant therapy as an adjunct to standard anticancer
therapies.

www asco.org/puidelines/VTE

. © American Society of Clinical Oncology 2015. All rights reserved.
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Absolute Contraindications to Therapeutic
Anticoagulation in Cancer Patients with VTE

* Active major, serious or potentially life-threatening bleeding not reversible
with medical or surgical intervention, including active bleeding in a critical
site

» Severe, uncontrolled malignant hypertension

 Severe, uncompensated coagulopathy Severe platelet dysfunction or
inherited bleeding disorder

* Persistent, severe thrombocytopenia (< 20,000/pL)

 Surgery or invasive procedure including lumbar puncture, spinal anesthesia,
epidural catheter placement

www _asco.org/puidelines/VTE

. @ American Society of Clinical Oncology 2015. All rights reserved. ASCO (T UIDELINES




Relative Contraindications to Therapeutic
Anticoagulation in Cancer Patients with VTE

* Intracranial or spinal lesion at high risk of bleeding

» Active peptic or other Gl ulceration at high risk of bleeding
* Active but non-life threatening bleeding

* Intracranial or CNS bleeding within 4 weeks

« Major surgery or serious bleeding within 2 weeks

* Persistent thrombocytopenia (< 50,000/puL)

|g delines

. ©American SGEIEt'y' uf Cl|n|cal Oncology 2015 ."-'t” rights reserved. ASCO (‘i‘ UIDELINES




Incidence of VTE Recurrence

* The risk of VTE recurrence after stopping anticoagulant

therapy depends on the VTE risk factors associated

with the initial thrombosis

Annual rate of

Risk factors (first VTE) recurrence
Transient/reversible risk ~ 39
factors (eg, surgery) °
Continuing risk factors > 10%
(eg, cancer) -
|diopathic -
(unprovoked) = 10%

Kearon C. Circulation. 2003;107(suppl 1):122-130.["1



Quale terapia nelle recidive?

Qualita Forza della

dell’evidenza Raccomandazione clinica raccomandazione
SIGN clinica

In caso di recidiva sotto terapia anticoagulante orale

adeguare la dose rniportandola al range di INE. (tra 2 e 3). Se

D la recidiva avviene con INR nel range valutare 1'utilizzo di Positiva debole

altn farmaci. Se avviene 1n terapla con EBPM

risommnistrare 'EBPM a dose piena.

OncoLocia
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Anticoagulant Reversal
Suggested Protocols

VKA (Warfarin)

Vitamin K 5-10 mg
vV

FFP 10-30 mL/kg
4-Factor PCC

— INR 2 5: 50 U/kg
— INR < 5: 25 U/kg

3-Factor PCC
— 25-50 U/kg +

rFVila 100 pg/kg

DTI (Dabigatran)

Activated charcoal
(<2-3h)+
hemodialysis
(CrCI < 30 mL/min)
FFP 10-20 mL/kg

rFVila 100 pg/kg
PCC 25-50 U/kg
DDAVP 0.3 ug/kg

Le Roux P, et al. J Neurosurg. 2014;121(suppl):1-20.0"3]

Factor Xa Inhibitor
(Rivaroxaban/
Apixaban)

* rFVila 10 yg/kg

« 4-Factor PCC 25-50

U/kg

>

ONCOLOGIA
TrevigLIO



Management of VTE in Cancer

Patients
Major
Recurrent Bleeding
Cancer Patients VTE and CRNM
Agent Trial Randomized, % (vs VKA), % (vs VKA), %
EINSTEIN-DVT 6 3.4 (5.6) 14.4 (15.9)
Rivaroxaban
EINSTEIN-PE 4.6 1.8 (2.8) 12.3 (9.3)
RE-COVER 4.8 3.1 (5.3) NA
Dabigatran
RE-MEDY 2.1 33 {1.7) NA
Edoxaban Hokusai-VTE 2.5 3.7 (7.1) 18.3 (25.3)

Wharin C, et al. Blood Rev. 2014;28:1-8.1"7]



RUOLO DEI NUOVI ANTICOAGULANTI ORALI
(NOAC)

Ad oggi non ci sono dati, derivanti da studi prospettici
randomizzati di fase lll, sull’efficacia dei NOAC nella
profilassi primaria dei pazienti oncologici ambulatoriali

oppure ospedalizzati con malattia attiva in trattamento
chemioterapico.

« Use of novel oral anticoagulants is not currently recommended for patients with malignancy and VTE.

OncoLocia
TREVIGLIO




Grazie dell attenzione!

Potete svegliarvi.......




