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CHEST 2016 (Antithrombotic
therapy for VTE disease)

 In patients with DVT of leg or PE and 
cancer (cancer associated thrombosis), as
long term ( first 3 months)anticoagulant
therapy, we suggest LMWH over VKA 
therapy ( grade 2C), dabigatran (grade
2C), rivaroxaban (grade 2 C), apixaban
(grade 2 C) or edoxaban ( grade 2 C)



CHEST 2016 (Antithrombotic
therapy for VTE disease)



Quale anticoagulante?

dabigatran



Anticoagulation for the long-term treatment of venous 
thromboembolism in patients with cancer.
Akl EA1, Cochrane Database Syst Rev. 2014 Jul 8;(7):
OBJECTIVES:
To compare the efficacy and safety of low molecular weight heparin (LMWH) and oral 
anticoagulants for the long-term treatment of venous thromboembolism (VTE) in patients with 
cancer.
MAIN RESULTS:
10 RCTs (11 reports) were eligible and reported data for 1981 patients with cancer.. Meta-
analysis of seven RCTs comparing LMWH with VKA found no statistically significant survival 
benefit (hazard ratio (HR) 0.96; 95% confidence interval (CI) 0.81 to 1.14) but a statistically 
significant reduction in VTE (HR 0.47; 95% CI 0.32 to 0.71). The remaining findings did not 
exclude a beneficial or harmful effect of LMWH compared with VKA for the outcomes of major 
bleeding (RR 1.07; 95% CI 0.52 to 2.19), minor bleeding (RR 0.89; 95% CI 0.51 to 1.55), or 
thrombocytopenia (RR 0.98; 95% CI 0.57 to 1.66). We judged the quality of evidence as low for 
mortality, major bleeding, and minor bleeding, and as moderate for recurrent VTE..
AUTHORS' CONCLUSIONS:
For the long-term treatment of VTE in patients with cancer, LMWH compared with VKA reduces 
venous thromboembolic events but not mortality. The decision for a patient with cancer and VTE 
to start long-term LMWH versus oral anticoagulation should balance the benefits and harms and 
integrate the patient's values and preferences for the important outcomes and alternative 
management strategies.

Low-Molecular-Weight Heparin versus a Coumarin for 
the Prevention of Recurrent Venous Thromboembolism
in Patients with Cancer -CLOT 2003  676 pz

https://www.ncbi.nlm.nih.gov/pubmed/?term=Akl EA[Author]&cauthor=true&cauthor_uid=25004410
https://www.ncbi.nlm.nih.gov/pubmed/?term=Akl EA[Author]&cauthor=true&cauthor_uid=25004410
https://www.ncbi.nlm.nih.gov/pubmed/?term=Akl EA[Author]&cauthor=true&cauthor_uid=25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410
https://www.ncbi.nlm.nih.gov/pubmed/25004410


Chest. 2015 Feb;147(2):475-83. doi: 10.1378/chest.14-0402.
Direct oral anticoagulants in patients with VTE and cancer: a 
systematic review and meta-analysis.
Vedovati MC, Germini F, Agnelli G, Becattini C

RESULTS:
Overall, 10 studies comparing DOAs with conventional anticoagulation for 
treatment of VTE including patients with cancer were included in the 
review. Six studies were included in the meta-analysis (two with 
dabigatran, two with rivaroxaban, one with edoxaban, and one with 
apixaban), accounting for a total of 1,132 patients. VTE recurred in 23 of 
595 (3.9%) and in 32 of 537 (6.0%) patients with cancer treated with 
DOAs and conventional treatment, respectively (OR, 0.63; 95% CI, 0.37-
1.10; I2, 0%). MB occurred in 3.2% and 4.2% of patients receiving DOAs 
and conventional treatment, respectively (OR, 0.77; 95% CI, 0.41-1.44; 
I2, 0%).

CONCLUSIONS:
DOAs seem to be as effective and safe as conventional treatment for the 
prevention of VTE in patients with cancer. Further clinical trials in patients 
with cancer-associated VTE should be performed to confirm these results.
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Thromb Res. 2015 Sep;136(3):582-9. 
Treatment of venous thromboembolism in patients with cancer: A network 
meta-analysis comparing efficacy and safety of anticoagulants.
Posch F1, Königsbrügge O1, Zielinski C2, Pabinger I1, Ay C3.

METHODS:
A pre-specified search protocol identified 10 randomized controlled trials including 3242 
cancer patients. Relative risks (RR) of recurrent VTE (efficacy) and major bleeding 
(safety) were analyzed using a random-effects meta-regression model.
RESULTS:
LMWH emerged as significantly superior to VKA with respect to risk reduction of 
recurrent VTE (RR=0.60, 95%CI:0.45-0.79, p<0.001), and its safety was comparable 
to VKA (RR=1.08, 95%CI:0.70-1.66, p=0.74). For the DOAC vs. VKA efficacy and 
safety comparison, the relative risk estimates were in favor of DOAC, but had 
confidence intervals that still included equivalence (RR for recurrent VTE=0.65, 
95%CI:0.38-1.09, p=0.10; RR for major bleeding=0.72, 95%CI:0.39-1.37, p=0.32). 
In the indirect network comparison between DOAC and LMWH, the results indicated 
comparable efficacy (RR=1.08, 95%CI:0.59-1.95, p=0.81), and a non-significant 
relative risk towards improved safety with DOAC (RR=0.67, 95%CI:0.31-1.46, 
p=0.31). The results prevailed after adjusting for different risk of recurrent VTE and 
major bleeding between LMWH vs. VKA and DOAC vs. VKA studies.
CONCLUSION:
The efficacy and safety of LMWH and DOACs for the treatment of VTE in cancer patients 
may be comparable.
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Am J Med. 2016 Jun;129(6):615-9. 

Efficacy and Safety of Rivaroxaban in Patients with Venous Thromboembolism
and Active Malignancy: A Single-Center Registry.

Bott-Kitslaar DM1

The purpose of this study is to evaluate the efficacy and safety of rivaroxaban in 
patients with venous thromboembolism and active malignancy.

PATIENTS AND METHODS:

Consecutive patients treated with rivaroxaban for deep vein thrombosis or pulmonary 
embolism, enrolled into Mayo Thrombophilia Clinic Direct Oral Anticoagulants Registry 
between March 1, 2013, and April 30, 2015, were followed prospectively to evaluate 
the efficacy and safety of this therapy.

RESULTS:

Of the 404 venous thromboembolism patients in the registry, 296 
received rivaroxaban and had at least 3 months of follow-up. Of these, 118 (40%) had 
active malignancy (51% female, mean age 66 ± 10 years) and 178 had 
no cancer (47% female, mean age 55 ± 15 years). The 3 most 
common cancer locations were genitourinary (23.6%), gastrointestinal (20.3%), and 
lung (13.5%). There was no difference in venous thromboembolism recurrence 
between the malignant (3.3%) and the nonmalignant (2.8%) venous thromboembolism
groups (P = .533). Borderline higher rates for major bleeding (P = .06) and nonmajor
clinically relevant bleeding (P = .08) were observed in patients with cancer.

CONCLUSIONS:

The "real world" effectiveness and safety of rivaroxaban is similar for venous 
thromboembolism patients with and without active malignancy.
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J Thromb Haemost. 2015 Dec;13(12):2187-91. 

Oral apixaban for the treatment of venous thromboembolism
in cancer patients: results from the AMPLIFY trial.

Agnelli G1,

The AMPLIFY trial compared apixaban with enoxaparin followed by warfarin for the 
treatment of acute venous thromboembolism (VTE).

To perform a subgroup analysis to compare the efficacy and safety of apixaban and 
enoxaparin followed by warfarin for the treatment of VTE in patients 
with cancer enrolled in AMPLIFY.

PATIENTS/METHODS:

Patients with symptomatic VTE were randomized to a 6-month course of apixaban or 
enoxaparin followed by warfarin. The primary efficacy outcome and principal safety 
outcome were recurrent VTE or VTE-related death and major bleeding, respectively.

RESULTS:

Of the 5395 patients randomized, 169 (3.1%) had active cancer at baseline, and 365 
(6.8%) had a history of cancer without activecancer at baseline. Among patients with 
active cancer, recurrent VTE occurred in 3.7% and 6.4% of evaluable patients in 
the apixaban and enoxaparin/warfarin groups, respectively (relative risk [RR] 0.56, 
95% confidence interval [CI] 0.13-2.37); major bleeding occurred in 2.3% and 5.0% of 
evaluable patients, respectively (RR 0.45, 95% CI 0.08-2.46). Among patients with a 
history of cancer, recurrent VTE occurred in 1.1% and 6.3% of evaluable patients in 
the apixaban and enoxaparin/warfarin groups, respectively (RR 0.17, 95% CI 0.04-
0.78); major bleeding occurred in 0.5% and 2.8% of treated patients, respectively (RR 
0.20, 95% CI 0.02-1.65).

CONCLUSIONS:

The results of this subgroup analysis suggest that apixaban is a convenient option 
for cancer patients with VTE. However, additional studies are needed to confirm this 
concept and to compare apixaban with low molecular weight heparin in these patients.
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Thromb Haemost. 2015 Nov 25;114(6):1268-76. 

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

van Es N1,

Direct oral anticoagulants may be effective and safe for treatment of venous 
thromboembolism (VTE) in cancer patients, but they have not been compared with 
low-molecular-weight heparin (LMWH), the current recommended treatment for 
these patients. The Hokusai VTE-cancer study is a randomised, open-label, clinical 
trial to evaluate whether edoxaban, an oral factor Xa inhibitor, is non-inferior to 
LMWH for treatment of VTE in patients with cancer. We present the rationale and 
some design features of the study. One such feature is the composite primary 
outcome of recurrent VTE and major bleeding during a 12-month study period. 
These two complications occur frequently in cancer patients receiving anticoagulant 
treatment and have a significant impact. The evaluation beyond six months will fill 
the current gap in the evidence base for the long-term treatment of these patients. 
Based on the observation that the risk of recurrent VTE in patients with active cancer 
is similar to that in those with a history of cancer, the Hokusai VTE-cancer study will 
enrol patients if whose cancer was diagnosed within the past two years. In addition, 
patients with incidental VTE are eligible because their risk of recurrent VTE is similar 
to that in patients with symptomatic disease. The unique design features of the 
Hokusai VTE-cancer study should lead to enrolment of a broad spectrum of 
cancer patients with VTE who could benefit from oral anticoagulant 
treatment.

http://www.ncbi.nlm.nih.gov/pubmed/26271200
http://www.ncbi.nlm.nih.gov/pubmed/26271200
http://www.ncbi.nlm.nih.gov/pubmed/26271200
http://www.ncbi.nlm.nih.gov/pubmed/26271200
http://www.ncbi.nlm.nih.gov/pubmed/?term=van Es N[Author]&cauthor=true&cauthor_uid=26271200


 Caravaggio multicentrico di fase III

 Apixaban vs dalteparina



In corso di valutazione 
al CE ASLTO2 Ospedale 
Giovanni Bosco

30 days









Proposta di valutazione pazienti 
candidabili a NOACs

 Valutazione del rischio emorragico
No eventi emorragici nei precedenti 2-3 mesi
Assenza di neoplasie intracraniche o viscerali a rischio emorragico
 Piastrine
Piastrine> 80000-100000/mm3
No se precedenti piastrinopenia da chemio o chemio potenzialmente 

piastrinopenizzanti
 Esclusa coagulopatia: PT, PTT e fibrinogeno nn
 Funzione renale:
No se terapie potenzialmente nefrotossiche o precedenti nefrotossicità
Controindicati in pz con Pz con CrCl <30
 Funzione epatica: 
Controindicato in pz con insuff eaptica moderata/severa
 Interazioni farmacologiche (vedi tabelle)
 Selezionare i pazienti con buona compliance



Criteria for NOAC use in cancer 
patients requiring 
anticoagulation The Oncologist 2014;19:82–93


