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ASCO 2019 – 6 Questions
1. Should hospitalized patients with cancer receive anticoagulation 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 prediction and awareness of VTE among patients with cancer?
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ASCO 2019
1. Should hospitalized patients with cancer receive anti-coagulation for VTE
prophylaxis?
1.1. Active malignancy and acute medical illness or reduced mobility → pharmacologic
thromboprophylaxis in the absence of bleeding or other contraindications (Type: evidence based; Evidence
quality: intermediate; Strength of recommendation: moderate).

1.2. Active malignancy without additional risk factors → optional pharmacologic
thromboprophylaxis in the absence of bleeding or other contraindications (Type: evidence based; Evidence
quality: low; Strength of recommendation: moderate).

1.3. Routine pharmacologic thrombo-prophylaxis should not be offered to patients admitted for
minor procedures, chemotherapy infusion, stem-cell/bone marrow transplantation (Type: informal
consensus; Evidence quality: insufficient; Strength of recommendation: moderate).
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ASCO 2019
2. Should ambulatory patients with cancer receive anticoagulation for VTE
prophylaxis during systemic chemotherapy?
2.1. Routine pharmacologic thrombo-prophylaxis should not be offered to all outpatients with cancer
(Type: evidence based; Evidence quality: intermediate to high; Strength of recommendation: strong).

2.2. High-risk outpatients with cancer (Khorana score of 2 or higher) → thrombo-prophylaxis:

apixaban, rivaroxaban, or low-molecular-weight heparin (LMWH) if no significant risk factors for
bleeding and no drug interactions. Discussion with patient about the relative benefits and harms,
drug cost, and duration of prophylaxis. (Type: evidence based; Evidence quality: intermediate to high for apixaban and
rivaroxaban, intermediate for LMWH; Strength of recommendation: moderate).

2.3. Patients with multiple myeloma receiving thalidomide or lenalidomide and/or dexamethasone

→ pharmacologic thromboprophylaxis: aspirin or LMWH for lower-risk patients and LMWH for
higher-risk patients (Type: evidence based; Evidence quality: in- termediate; Strength of recommendation: strong).
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ASCO 2019
3. Should patients with cancer undergoing surgery receive perioperative VTE prophylaxis?
3.1. If major surgical intervention → pharmacologic thromboprophylaxis: unfractionated heparin (UFH) or LMWH unless contraindicated because of active bleeding,
high bleeding risk. (Type: evidence based; Evidence quality: high; Strength of recommendation: strong).

3.2. Prophylaxis preoperatively. (Type: evidence based; Evidence quality: intermediate; Strength of recommendation: moderate)

3.3. Mechanical methods not as monotherapy unless pharmacologic methods are contraindicated. (Type: evidence based; Evidence quality: intermediate; Strength of
recommenda- tion: strong).

3.4. Pharmacologic and mechanical prophylaxis combined may improve efficacy. (Type: evidence based; Evidence quality: intermediate; Strength of recommendation: moderate).
3.5. After major surgery for cancer pharmacologic thromboprophylaxis: 7 to 10 days.
Major open or laparoscopic abdominal or pelvic surgery for cancer who have high-risk features (restricted mobility, obesity, history of VTE): Extended
prophylaxis up to 4 weeks postoperatively.
In lower-risk surgical settings, appropriate duration of thromboprophylaxis: case-by-case basis (Type: evidence based; Evidence quality: high; Strength of
recommendation: moderate to strong).
J Clin Oncol 37. © 2019 by American Society of Clinical Oncology

ASCO 2019
4. What is the best method for treatment of patients with cancer with
established VTE to prevent recurrence?
4.1. Imediate treatment: LMWH, UFH, fondaparinux, or rivaroxaban.
Initial treatment with parenteral anticoagulation: LMWH is preferred for the initial 5 to 10 days if no
severe renal impairment (creatinine clearance 30 mL/min) (Type: evidence based; Evidence quality: high; Strength of
recommendation: strong).

4.2. Long-term anticoagulation: LMWH, edoxaban, or rivaroxaban: at least 6 months are preferred.
VKAs: if LMWH or DOACs are not accessible.
Atention DOACS: Increase major bleeding risk (GI and GU malignancies).
Caution with high risk for mucosal bleeding.
Drug-drug interaction
(Type: evidence based; Evidence quality: high; Strength of recommendation: strong).
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ASCO 2019
4. What is the best method for treatment of patients with

cancer with established VTE to prevent recurrence?
• Treatment beyond 6 months
• Limited information about risks and benefits.
• Continuing anti-coagulation beyond 6 months should be considered:
persistent high risk of recurrence in those with active cancer, balanced
against the risk.
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ASCO 2019
4. What is the best method for treatment of patients with cancer with
established VTE to prevent recurrence?
4.4. Vena cava filter may be offered to patients with absolute contraindications to anticoagulant therapy in
the acute treatment setting (VTE diagnosis within the past 4 weeks) if the thrombus burden was considered
life-threatening. Further research is needed (Type: informal consensus; Evidence quality: low to intermediate; Strength of recom- mendation:
moderate).

4.5. Vena cava filter may be offered as an adjunct to anticoagulation in patients with progression of
thrombosis (recurrent VTE or extension of existing thrombus) despite optimal anticoagulant therapy. (Type:
informal consensus; Evidence quality: low to intermediate; Strength of recommendation: weak).
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ASCO 2019
4. What is the best method for treatment of patients with
cancer with established VTE to prevent recurrence?
4.6. Primary or metastatic CNS malignancies and established VTE, anticoagulation as
described for other patients with cancer should be offered. (Type: informal consensus; Quality of evidence:
low; Strength of recom- mendation: moderate).

4.7. Incidental PE and DVT treated as symptomatic VTE.
Strength of recommendation: moderate).

(Type: informal consensus; Evidence quality: low;

4.8. Treatment of isolated subsegmental PE or splanchnic or visceral vein thrombi
diagnosed incidentally should be offered on a case-by-case basis.
quality: insufficient; Strength of recommendation: moderate).

(Type: informal consensus; Evidence
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ASCO 2019
4. What is the best method for treatment of patients with cancer with
established VTE to prevent recurrence?
• Renal impairment
• Bleeding risk is high in patients with renal impairment and higher with concurrent cancer.

• LMWH can accumulate with therapeutic doses if creatinine clearance is less than 30 mL/min.
• Studies indicate that enoxaparin requires dose reduction (CLOT), but tinzaparin may not. (CATCH)

• Anti-Xa measurement is recommended if LMWH is used in patients with moderate to severe renal
impairment.
• If not available, UFH and VKAs are safer options for initial and long-term treatment, respectively.

• Safety and dosing data for DOACs regarding renal and liver dysfunction have not been studied in
detail and are evolving with more extensive real-world use.
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4. What is the best method for treatment of patients with cancer with
established VTE to prevent recurrence?
• Obesity
• LMWH is likely the preferred option in this setting (BMI > 40 kg/ m2 or a weight > 120 kg)
• LMWH dose should be based on actual body weight.
• Bleeding risk not higher.

• Caution with DOAC in patients weighing over 120 kg.
• Drug-specific peak and trough levels are advised despite the uncertainty surrounding their clinical utility at
this time.
• If the levels are within the expected range, it is likely reasonable to continue DOACs.
• If the levels are outside the expected range, it is prudent to switch to another anticoagulant.
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ASCO 2019
4. What is the best method for treatment of patients with cancer with
established VTE to prevent recurrence?
• Recurrent VTE while receiving anticoagulation
• Standard doses of anticoagulant therapy → treatment compliance, heparin-induced
thrombocytopenia, or any evidence of mechanical compression resulting from malignancy.
• Alternative anticoagulant or increasing the dose of LMWH.
• Adding a vena cava filter reserved as a last resort given its absence of a survival benefit and an increased
long-term risk for VTE development.

• There are currently no data evaluating whether switching DOAC agents or altering doses is
helpful in this setting.
J Clin Oncol 37. © 2019 by American Society of Clinical Oncology

J Clin Oncol 37. © 2019 by American Society of Clinical Oncology

J Clin Oncol 37. © 2019 by American Society of Clinical Oncology
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5. Should patients with cancer receive anticoagulants in the absence of
established VTE to improve survival?
5.1. Not recommended to improve survival in patients with cancer without VTE

(Type: evidence based;

Evidence quality: high; Strength of recommendation: strong).
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6. What is known about risk prediction and awareness of VTE among patients
with cancer?
6.1. Assess for VTE risk initially and periodically thereafter, particularly when starting systemic
antineoplastic therapy or at the time of hospitalization.
- Individual risk factos (biomarkers or cancer site) do not reliably identify high risk of VTE.
- In the ambulatory setting among patients with solid tumors treated with systemic
therapy, risk assessment based on a validated tool (Khorana score) (Type: evidence based; Evidence
quality: intermediate; Strength of rec- ommendation: strong).

6.2. Patients education, particularly in settings that increase risk: major surgery, hospitalization,
and while receiving systemic antineoplastic therapy. (Type: informal consensus; Evidence quality: insufficient; Strength of
recommendation: strong).
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ASCO 2019
6. What is known about risk prediction and awareness of VTE among patients
with cancer?
• Patients with higher Khorana scores had higher risks of VTE
in two prospective studies of ambulatory patients with
cancer and a prospective study of patients with cancer
undergoing insertion of a central venous port.
• Two recent thromboprophylaxis trials were restricted to
patients with a Khorana score of 2 or higher

• Multiple modifications of the Khorana score as well as new
risk assessment tools have been proposed, including
PROTECHT Vienna,CONKO-004,ONKOTEV, COMPASS-CAT, and
Tic-Onco
J Clin Oncol 37. © 2019 by American Society of Clinical Oncology

ISTH 2019

Lancet Oncol 2019

ISTH 2019
• This 2019 update of the ITAC guidelines
includes a review of new evidence on
anticoagulants for patients with cancer,
particularly new data for risk
stratification of VTE for decision making
on primary prophylaxis strategies, and
the use of direct oral anticoagulants for
the prevention and treatment of
cancer-associated thrombosis.

Lancet Oncol 2019

ISTH 2019
• Panel 1: Grading of Recommendations Assessment, Development, and Evaluation scale and additional
economic considerations
• Panel 2: Treatment of established VTE
•
•
•

Initial treatment of established VTE
Early maintenance (up to 6 months) and long term (beyond 6 months)
Treatment of VTE recurrence in patients with cancer under anticoagulation

•

Treatment of established catheter-related thrombosis

• Panel 3: Prophylaxis for patients with VTE
•
•

Prophylaxis of VTE in patients with cancer who have undergone surgery
Prophylaxis of VTE in patients with medical cancer

•

Prophylaxis of catheter-related thrombosis

• Panel 4: Risk stratification schemes for prophylaxis of VTE in patients with cancer
• Panel 5: Special situations
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ISTH 2019
Panel 1: Grading of Recommendations Assessment,
Development, and Evaluation scale and additional
economic considerations
• GRADE methodology to make recommendations for VTE treatment and
prophylaxis.

• Although the best quality data are from large, phase 3 randomised
controlled trials, patients with less frequently seen cancers are normally
excluded, either because of cancer type or because of other factors,
such as risk of bleeding and thrombocytopenia.
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ISTH 2019
• Panel 2: Treatment of established venous thromboembolism (VTE)

• Initial treatment of established VTE
• Early maintenance (up to 6 months) and long term (beyond 6 months)

• Treatment of VTE recurrence in patients with cancer under anticoagulation
• Treatment of established catheter-related thrombosis
Lancet Oncol 2019

ISTH 2019
Initial treatment of established VTE
International Advisory Panel ranking: 8·18 out of 9

1. LMWH when creatinine clearance is ≥30 mL/min (grade 1B).
Values and preferences: LMWH is easier to use than UFH.
LMWH, once per day, is recommended → twice-per-day regimen if fragile patients who are at risk
of haemorrhage.

2. Rivaroxaban (in the first 10 days) or edoxaban (started after at least 5 days of parenteral
anticoagulation) if patients do not have a high risk of GI or GU bleeding, when creatinine
clearance is ≥30 mL/min (grade 1B).
3. UFH can also be used when LMWH or DOACs are contraindicated, or not available (grade 2C).
Lancet Oncol 2019

ISTH 2019
Initial treatment of established VTE
International Advisory Panel ranking: 8·18 out of 9

4. Fondaparinux can also be used (grade 2D). Values and preferences: fondaparinux is easier to use than UFH.
5. Thrombolysis on a case-by-case basis, with specific attention to contraindications,
especially bleeding risk—eg, brain metastasis (guidance, based on evidence of very low quality and the high

bleeding risk of thrombolytic therapy). Values and preferences: an expert opinion is recommended before using thrombolytics,

and the procedure should be done in centres with health-care practitioners who have appropriate expertise.

6. Inferior vena cava filters when anticoagulant treatment is contraindicated or, in the
case of pulmonary embolism, when recurrence occurs under optimal anticoagulation.
Periodic reassessment of contraindications for anticoagulation is recommended, and
anticoagulation should be resumed when safe (guidance, based on evidence of very low quality and an
unknown balance between desirable and undesirable effects).

Lancet Oncol 2019

ISTH 2019
Initial treatment of established VTE
• LMWH, unfractionated heparin, or fondaparinux (followed by a vitamin K antagonist)

• For the first 5–10 days of anticoagulant treatment, LMWH is recommended, with
fondaparinux and UFH as alternative treatment options.
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ISTH 2019
Initial treatment of established VTE
DOACs
• Edoxaban and rivaroxaban are two direct
oral anticoagulants that have been
assessed in published randomised
controlled trials of patients with cancerassociated thrombosis (ECOG PS ≤2,
bodyweight >40–60 kg, creatinine
clearance >30 mL/min).
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ISTH 2019
Early maintenance (up to 6 months) and long term (beyond 6 months)
International Advisory Panel ranking: 8·09 out of 9

1. LMWHs are preferred over vitamin K when creatinine clearance is ≥30 mL/min (grade 1A).
Values and preferences: daily subcutaneous injection can represent a burden for patients.
2. DOACS recommended when creatinine clearance is ≥30 mL/min in the absence of strong drug–drug
interactions or gastrointestinal absorption impairment (grade 1A). Use caution in patients with GI tract
malignancies, especially upper GI tract malignancies.
3. LMWH or DOACS should be used for a minimum of 6 months (grade 1A).
4. After 6 months, termination or continuation of anticoagulation → based on individual evaluation of the
benefit–risk ratio, tolerability, drug availability, patient preference, and cancer activity (guidance in the
absence of data).
Lancet Oncol 2019

ISTH 2019
Treatment of VTE recurrence in patients with cancer under anticoagulation
International Advisory Panel ranking: 8·0 out of 9

1. For LMWH, increase dose by 20–25% or switch to DOAC;
2. For DOAC, switch to LMWH;
3. For vitamin K antagonists, switch to LMWH or DOAC
(guidance based on evidence of very low quality and an unknown balance between desirable and undesirable effects).
Values and preferences: individual decision. Effect of therapy should be monitored by improvement of symptoms.
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ISTH 2019
Treatment of established catheter-related thrombosis
International Advisory Panel ranking: 8·19 out of 9

1.

Symptomatic catheter-related thrombosis → anticoagulant treatment for a minimum of 3
months and as long as the central venous catheter is in place
LMWHs are suggested and direct comparisons between LMWHs, DOACs, and vitamin K antagonists have not been made

2 In patients with cancer with catheter-related thrombosis, the central venous catheter can be kept
in place if it is functional, well positioned, and not infected, with a good resolution of symptoms
under close surveillance while anticoagulation therapy is administered. No standard approach in
terms of duration of anticoagulation is established.
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ISTH 2019
Panel 3: Prophylaxis for patients VTE
• Prophylaxis of VTE in patients with cancer who have
undergone surgery

• Prophylaxis of VTE in patients with medical cancer
• Prophylaxis of catheter-related thrombosis

Lancet Oncol 2019

ISTH 2019
Prophylaxis of VTE in patients with cancer who have undergone surgery
International Advisory Panel ranking: 8·63 out of 9

1. LMWH once/ day (CrCl ≥30 mL/min) or low-dose UFH three times/ day
Prophylaxis started 2–12h preoperatively and continued for at least 7–10 days
No data allowing conclusions regarding the superiority of one type of LMWH over another (grade 1A).
Values and preferences: LMWH once per day is more convenient.

2. Insufficient evidence to support fondaparinux as an alternative to LMWH (grade 2C).
3. Use of the highest prophylactic dose of LMWH to prevent postoperative VTE in patients with cancer is
recommended (grade 1A).

Lancet Oncol 2019

ISTH 2019
Prophylaxis of VTE in patients with cancer who have undergone surgery
International Advisory Panel ranking: 8·63 out of 9

4. Extended prophylaxis (4 weeks) with LMWH after major laparotomy in patients with cancer → patients
with a high VTE risk and low bleeding risk (grade 1A).

5. Extended prophylaxis (4 weeks) with LMWH after laparoscopic surgery → the same way as for
laparotomy (grade 2C). Values and preferences: daily injections. Costs: in some countries, the price of LMWH might
influence the choice.

6. Mechanical methods are not recommended as monotherapy except when pharmacological methods
are contraindicated (grade 2B).
7. Inferior vena cava filters are not recommended for routine prophylaxis (grade 1A).
Lancet Oncol 2019
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Prophylaxis of VTE in patients with medical cancer
International Advisory Panel ranking: 8·00 out of 9

1. LMWH or fondaparinux when CrCl ≥30 mL/min, or UFH → hospitalised patients with cancer and
reduced mobility (grade 1B).
In this setting, DOACs are not recommended routinely.
Values and preferences: subcutaneous injections. Costs: In some countries price differences between LMWH,
unfractionated heparin, or fondaparinux might influence the choice.

2. Primary prophylaxis with LMWH, vitamin K antagonists, or DOACs in ambulatory patients receiving
systemic anticancer therapy is not recommended routinely (grade 1B).

3. Primary pharmacological prophylaxis of VTE with LMWH is indicated in ambulatory patients with locally
advanced or metastatic pancreatic cancer treated with systemic anticancer therapy and who have a low
risk of bleeding (grade 1B).
Lancet Oncol 2019

ISTH 2019
Prophylaxis of VTE in patients with medical cancer
International Advisory Panel ranking: 8·00 out of 9

4. Primary pharmacological prophylaxis of VTE with LMWH is not recommended outside of a clinical trial
for patients with locally advanced or metastatic lung cancer treated with systemic anticancer therapy,
including patients who have a low risk of bleeding.
5. Primary prophylaxis with DOAC (rivaroxaban or apixaban) is recommended in patients who are
ambulatory who are receiving systemic anticancer therapy at intermediate-to-high risk of VTE, identified
by cancer type (ie, pancreatic) or by a validated risk assessment model (ie, a Khorana score ≥2), and not
actively bleeding or not at a high risk of bleeding (grade 1B).
6. In patients treated with immunomodulatory drugs combined with steroids or other systemic anticancer
therapies, VTE primary pharmacological prophylaxis is recommended (grade 1A); in this setting, vitamin K
antagonists at low or therapeutic doses, LMWH at prophylactic doses, and low-dose aspirin can be used
and have shown similar effects with regard to preventing VTE (grade 2C).
Lancet Oncol 2019

ISTH 2019
Prophylaxis of VTE in patients with medical cancer
• VTE prophylaxis in ambulatory patients with cancer who are receiving systemic
anticancer therapy
• DOACs
• Since the 2016 ITAC guidelines, two randomised controlled trials have assessed DOACs for the primary
prevention of VTE in selected ambulatory patients with cancer at intermediate-to-high risk for VTE
occurrence, defined by a Khorana score of 2 or higher.
• Rivaroxabano 10 mg daily, for 6 months (CASSINI trial). No increased risk of major bleeding.
• Apixabano 2·5 mg twice daily, for 6 months (AVERT trial). Increased risk of major bleeding.

• Both studies excluded patients considered at increased risk of bleeding and also had a high proportion of
patients who discontinued medication (36–50%) for both the active drug and for placebo.
Lancet Oncol 2019

ISTH 2019
Prophylaxis of catheter-related thrombosis
International Advisory Panel ranking: 8·51 out of 9

1. Anticoagulation for routine prophylaxis of catheter-related thrombosis is not recommended (grade 1A).
2. Catheters should be inserted on the right side, in the jugular vein, and the distal extremity of the central
catheter should be located at the junction of the superior vena cava and the right atrium (grade 1B).
3. In patients requiring central venous catheters, we suggest the use of implanted ports over peripherally
inserted central catheter lines (guidance).
4. Prophylaxis with LMWH or fondaparinux when CrCl ≥30 mL/min, or with UFH in hospitalised patients
with cancer and reduced mobility (grade 1B). DOACS are not recommended routinely (guidance).
Values and preferences: subcutaneous injections. Costs: In some countries price differences between LMWH, unfractionated heparin, or
fondaparinux might influence the choice.
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Panel 4: Risk stratification schemes
prophylaxis of VTE in patients with cancer

for

• Risk factors and assessment models to identify high-risk patients
that could benefit from primary thromboprophylaxis.
• The most widely used model was developed by Khorana and
colleagues for ambulatory patients receiving chemotherapy.
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Panel 5: Special situations
International Advisory Panel ranking: 8·12 out of 9

1. For the treatment of established VTE in patients with a brain tumour, LMWH or DOACS can be used
(grade 2B).

2. LMWH or UFH postoperatively for the prevention of VTE in patients with cancer who are
undergoing neurosurgery (grade 1A).
3. Primary pharmacological prophylaxis of VTE in patients with a brain tumour who are not
undergoing neurosurgery is not recommended (grade 1B).

Lancet Oncol 2019

ISTH 2019
Panel 5: Special situations
International Advisory Panel ranking: 8·12 out of 9

4. Severe renal failure (CrCl <30 mL/min) → UFH followed by early vitamin K antagonists (possible from
day 1) or LMWH adjusted to anti-Xa level for the treatment of established VTE (guidance, in the absence of data
and an unknown balance between desirable and undesirable effects).

5. Severe renal failure (CrcCl <30 mL/min) → external compression device can be applied, and
pharmacological prophylaxis could be considered on a case-by-case basis; in patients with severe renal
failure (creatinine clearance <30 mL/min), UFH can be used on a case-by-case basis (guidance, in the absence
of data and a balance between desirable and undesirable effects depending on the level of risk of venous thromboembolism).

Lancet Oncol 2019

ISTH 2019
Panel 5: Special situations
International Advisory Panel ranking: 8·12 out of 9

6. Thrombocytopenia:
- platelet count is >50 G/L and no evidence of bleeding → full doses of anticoagulant can be used for the
treatment of established VTE
- platelet count <50 G/L → decisions on treatment and dosage made on a case-by-case basis
(guidance, in the absence of data and a balance between desirable and undesirable effects depending on the bleeding risk vs venous
thromboembolism risk).

7. Platelet count >80 G/L → pharmacological prophylaxis can be use
Platelet count is below 80 G/L → pharmacological prophylaxis on a case-by-case basis and careful
recommended

monitoring is

(guidance, in the absence of data and a balance between desirable and undesirable effects depending on the bleeding risk vs venous
thromboembolism risk).
Lancet Oncol 2019

ISTH 2019
Panel 5: Special situations
International Advisory Panel ranking: 8·12 out of 9
8. Patients with cancer who are pregnant → LMWH for treatment and prophylaxis and avoidance
of vitamin K antagonists and DOACs (guidance, in the absence of data and based on the contraindication of vitamin K
antagonists and direct oral anticoagulants during pregnancy).

9. Patients with cancer who are obese → consideration for a higher dose of LMWH should be
given for cancer surgery (guidance).

Lancet Oncol 2019

Canadian Consensus

Canadian Consensus
Patient risk stratification algorithm
for the treatment of CAT

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
• Clinicians (…) should consider the bleeding risk, the type of cancer, and the potential for drug–
drug interactions in addition to informed patient preference in determining the most
appropriate treatment for patients with cancer-associated thrombosis.
• Anticoagulant therapy should be regularly reassessed as the patient’s cancer status and
management change over time.

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Efficacy and Safety of Anticoagulants

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Efficacy and Safety of Anticoagulants

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Other Factors to Consider:
• Patient Preference
• Patient being fully informed about the efficacy, safety, and potential for interference with
chemotherapy

• Drug coverage
• Cancer patients are frequently treated with multiple anticancer therapies and the potential for
clinically significant interactions is complex, because the various agents might compete for
metabolism by a common pathway or have opposing effects (when inhibitors and inducers are
both being used).

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
•

Given that the DOACs seem to be
associated with a higher risk of
upper GI major bleeding episodes,
DOACs should be used cautiously in
patients undergoing anticancer
regimens associated with GI toxicity.

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Other Factors to Consider:
• Body Weight
• DOACS should be avoided in patients with a body mass index exceeding 40 kg/m2 or a weight
exceeding 120 kg.
• If DOACS are used in such patients, the Society recommends the use of standard doses, with
measurement of peak and trough levels
• In patients with extremely low body weight, the daily dose of edoxaban was reduced in the Hokusai
VTE Cancer trial to 30 mg from 60 mg in patients with a body weight of 60 kg or less.
•

Product monographs for the other Doacs do not recommend dose reduction with lower body weigh.
Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Other Factors to Consider:
• Burden of Cancer and Burden of VTE
• Whether patients with a greater burden of cancer or thrombosis would benefit more from LMWH or
DOAC remains to be studied

Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Other Factors to Consider:
• Renal Impairement
• LMWH might be preferable to DOAC in patients with CAT and a creatinine clearance of 30–50 mL/min,
especially if additional risk factors for bleeding are present.
• Significant GI Surgery or Absorption Disorders
• Given that the doacs are absorbed through the GI tract, concerns have been raised about their
absorption in patients who, because of gi surgery or other disorders, have a significant reduction of
the absorptive surface
• Pre-existing Conditions and Co-medication
Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Canadian Consensus
Upper Extremity and Catheter-Related VTE:
•

Despite the fact that catheter-related upper-extremity VTE is a frequent complication in cancer patients,
no head-to-head trials have compared the various types of anticoagulation in this population;

•

A prospective cohort study evaluating rivaroxaban monotherapy in 70 cancer patients demonstrated a
VTE recurrence rate of 1.43%, including 1 fatal pulmonary embolism, and a total bleeding event rate of
12.9% at 12 weeks

•

Routine use of DOACs for catheter-related VTE is discouraged, especially if the catheter remains in situ.
Carrier M et al. Treatment algorithm in cancer-associated thrombosis: Canadian expert consensus. Current Oncology, Vol. 25, No. 5, October 2018

Ambulatory Primary Thromboprophylaxis

Recomendação

ASCO 2019 1

Não se recomenda por rotina (1B-A)
Doentes de alto risco com cancro,
Khorana≥2 a iniciar TAS e com baixo
risco hemorrágico (2B-A)

HBPM (2B)

ESMO 2011 3

Considerar em doentes de alto risco
(Khorana ≥ 3)

Doses profiláticas altas de HBPM
em doentes de alto risco

Fondaparinux, HNF, varfarina
Apixabano (2B-A) e Rivaroxabano (2Bajustada com INR
A) só quando não há DDIs
Aspirina em doentes com MM e
baixo risco de TEV
MM baixo risco: Aspirina ou HBPM (1B)
MM alto risco: HBPM (1B)

ISTH 2019 4
1-Recomendada em doentes com cancro de
Pâncreas localmente avançado ou metastático
sob TAS e baixo risco hemorrágico

Não se recomenda por rotina

Recomendada em doentes em
Recomendada em doentes com MM sob
doentes com MM sob talidomida ou
talidomida ou lenalidomida com QT e/ou
lenalidomida
Dexametasona (1B)

Analisar com o doentes os benefícios,
riscos e duração da terapêutica

Agente

NCCN 2019 2

Não se recomenda por rotina
Considerar em doentes com MM
sob talidomida ou lenalidomida
com CT e TANS

HBPM
MM: HBPM, aspirina, varfarina
ajustada com INR

2-Recomendada em doentes sob fármacos
imunomodeladores combinados com esteroides
e/ou outras TAS
3- Recomendada em doentes com certo tipo de
tumores (p.e. Pâncreas) ou validado por um
RAM, (p.e. Khorana≥2) a iniciar TAS e sem
hemorragia ativa e sem risco hemorrágico

1- HBPM é preferencial onde os DOACs não são
seguros (possíveis DDIs e Hemorragia ativa e/ou
esperada)
2- HBPM em dose profilática combinada com
aspirina em dose baixa ou AVK em doses baixas
3- Apixabano e Rivaroxabano durante 6 meses

1. Key et al. 2019. Venous Thromboembolism Prophylaxis and Treatment in Patients With Cancer: ASCO Clinical Practice Guideline Update. jco.org on August 5, 2019: DOI https://doi. org/10.1200/JCO.19. 0146; 2. NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines™). Cancer-associated venous thromboembolic disease Version 2, 2019; 3. ESMO:Annals of Oncology 22 (Supplement 6): vi85–vi92, 2011; 4. Farge et al. Lancet Oncol 2019, http://dx.doi.org/10.1016/S1470-2045(19)30336-5
TAS – Terapia Antineoplasica Sistémica; MM – Mieloma Múltiplo; CT- Corticoterapia; DDIs – Drug to Drug Interactions; GI – Gastrointestinal; RAM – Risk Assessment Model

Ambulatory Primary Thromboprophylaxis

➢ NOT recommend for routine
➢ Consider thromboprophylaxis in specific patient profiles depending on particular risk factors1,2,5:
➢ In Multiple Myeloma thromboprophylaxis is routinely indicated 1,2,3,4,5
➢ Pancreas5
➢ Oncological Treatment 4
➢ High-risk Patients with khorana≥2 1,5 or other Risk Assessment Models (RAMs)

1. Key et al. 2019. Venous Thromboembolism Prophylaxis and Treatment in Patients With Cancer: ASCO Clinical Practice Guideline Update. jco.org on August 5, 2019: DOI https://doi.
org/10.1200/JCO.19. 0146; 2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines™). Cancer-associated venous thromboembolic disease Version 2, 2019; 3. ESMO:Annals of
Oncology 22 (Supplement 6): vi85–vi92, 2011; 4. Kearon C et al. Chest 2016;49:315–352; 5. Farge et al. Lancet Oncol 2019, http://dx.doi.org/10.1016/S1470-2045(19)30336-5

Recomendação

Inpatient Thromboprophylaxis
ASCO 2019 1

NCCN 2019 2

ESMO 2011 3

ISTH 2019 4

Todos os doentes com cancro
ativo e com patologia aguda ou
com mobilidade reduzida

Todos os doentes sem
contraindicações.

Doentes imobilizados.

Doentes médicos com
cancro ativo e mobilidade
reduzida.

Duração

Agente

HBPM

Tromboprofilaxia farmacológica

Durante toda a hospitalização

HBPM

HBPM

Fondaparinux
HNF

HNF
Fondaparinux

Durante toda a hospitalização

-

HNF
Fondaparinux
DOACs não são
recomendados

Durante toda a
hospitalização

1. Key et al. 2019. Venous Thromboembolism Prophylaxis and Treatment in Patients With Cancer: ASCO Clinical Practice Guideline Update. jco.org on August 5, 2019: DOI https://doi. org/10.1200/JCO.19. 0146; 2. NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines™). Cancer-associated venous thromboembolic disease Version 2, 2019; 3. ESMO:Annals of Oncology 22 (Supplement 6): vi85–vi92, 2011; 4. Farge et al. Lancet Oncol 2019, http://dx.doi.org/10.1016/S1470-2045(19)30336-5 ;
6. Schunemann et al. 2018. Blood Advances 2(22):3198-3225.

Cirurgical Patient Thromboprophylaxis
NCCN 2019 2

ESMO 2011 3

ISTH 2019 4

Doentes oncológicos
submetidos a cirurgia major.

Profilaxia doentes oncológicos
cirúrgicos: começa 2-12h préoperativa e continua mínimo 7-10
dias

HBPM, HNF ou +/- métodos
mecânicos.

Doses prof. alta HBPM ou HNF

Mínimo 10 dias.
Estendida a 1 mês em cirurgia
major abdominal ou pélvica.

Mínimo 7-10 días.
Profilaxia estendida a 4 semanas
depois de laparoscopia ou
laparotomia em doentes de alto
risco de TEV e baixo risco
hemorrágico

Profilaxia inicial pré-operativa.

Agente

Profilaxia em função de risco de TEV e
Doentes oncológicos submetidos a
de hemorragias
cirurgia major.

HBPM (Pré-, Pós- e período
estendido) ou HNF (Pré- e Pós-)

Duração

Recomendação

ASCO 2019 1

Mínimo 7-10 dias.
Profilaxia estendida a 4 semanas
pós-operação em cirurgia
oncológica major, abdominal ou
pélvica com alto risco de TEV.

HBPM, HNF ou Fondaparinux +/métodos mecânicos.

4 semanas depois de cirurgia em
doentes de alto risco.

1. Key et al. 2019. Venous Thromboembolism Prophylaxis and Treatment in Patients With Cancer: ASCO Clinical Practice Guideline Update. jco.org on August 5, 2019: DOI https://doi. org/10.1200/JCO.19. 0146; 2. NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines™). Cancer-associated venous thromboembolic disease Version 2, 2019; 3. ESMO:Annals of Oncology 22 (Supplement 6): vi85–vi92, 2011; 4. Farge et al. Lancet Oncol 2019, http://dx.doi.org/10.1016/S1470-2045(19)30336-5 ;

VTE Treatment
ASCO 20191

Inicial

HBPM, HNF ou
Fondaparinux ou Rivaroxabano.
durante 5 - 10 dias.
Na anticoagulação parentérica a HBPM é
preferencial vs HNF

HBPM, Edoxabano ou Rivaroxabano são
preferenciais a AVKs, durante 6 meses.

Prolonga
do

NCCN 20192
HBPM, HNF ou
Fondaparinux durante 5 - 10 dias.

HBPM é o tratamento preferencial nos
primeiros 6 meses.

i) Os DOACs apresentam maior risco
Rivaroxabano e Edoxabano são opções
hemorrágico, sobretudo nos tumores GI e
de tratamento após 6 meses.
GU e em qualquer outro contexto
hemorrágico.
O uso dos DOACs é limitado por:

ESMO 20113

ISTH 20194

HBPM
HBPM, HNF ou
durante 5 - 10 dias, com regime de 1x dia.
Fondaparinux durante 5 Se não há risco hemorrágico GI ou GU podem ser
- 10 dias.
usados Rivaroxabano (10 dias) ou Edoxabano (1os
5 dias com HBPM + 5dias em monoterapia)
HBPM (mínimo 6 meses) são preferenciais aos
AVKs.
Os DOACs poderão ser usados mas com
precaução e na ausência de:
i) interações medicamentosas;
ii) défice de absorção GI;
iii) tumores GIs (sobretudo GI superior).

HBPM 3 - 6 meses e
prolongada em cancro
Os dados de Rivaroxabano e Edoxabano
ii) A iniciação dos DOACs está pendente da
i) doença renal e/ou hepática;
ativo.
mostraram maior risco hemorrágico do trato GI.
verificação das interações
São necessários mais dados sobre os DOACs para
medicamentosas.
ii) interação com os indutores/inibidores
clarificar o seu perfil de segurança.
do CYP450 e da Gp-P;
A Anticoagulação para além dos 6 meses
Para além dos 6 meses, deve ser avaliado o
em doentes com cancro ativo, avaliada
iii) nos doentes com maior risco
beneficio-risco, tolerabilidade, preferência do
intermitentemente e ponderando
hemorrágico GI ou GU.
doente e a progressão do cancro para decidir
risco/beneficio.
sobre a continuidade da anticoagulação.

1. Nigel et al. J Clin Oncology 2019 DOI https://doi.org/10.1200/JCO.19.01461; 2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines™). Cancer-associated venous thromboembolic disease Version 2 2019; 3. ESMO:Annals of Oncology
22 (Supplement 6): vi85–vi92, 2011; 4. Farge et al. Lancet Oncol 2019, http://dx.doi.org/10.1016/S1470-2045(19)30336-5; 6. GESCAT, Recomendações portuguesas para a profilaxia e Tratamento do TEV no doente oncológico
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