Figure 1. Selecting an appropriate anticoagulant and duration for VTE treatment

The figure below summarises the guidance on selecting an appropriate anticoagulant and duration for VTE treatment in various patient groups. More details on the evidence and context
surrounding clinical considerations can be found in the main text of the ACG. Details on anticoagulants registered in Singapore, including treatment regimens, can be found in Table 1.

Where there are multiple treatment options, practical considerations and individual patient circumstances should guide the choice of anticoagulant.

1 Identify patient population

General population
1l

Severe renal impairment
(CrCl <30 mL/min)¢

CrCl 15-29 mL/min

CrCl <15 mL/min
or haemodialysis

confirmed proximal or PE, or isolated distal DVT requiring

2 Select treatment

» Use any of the following DOACs:

* Apixaban « Dabigatran » Edoxabant * Rivaroxaban

» Consider warfarin if DOACs are not suitable, for example, for patients with CrCl <15 mL/min,
concomitant antiphospholipid syndrome, mechanical heart valves, or patients taking
concomitant medications with clinically significant drug-drug interactions with DOACs.*

Dabigatran and edoxaban require prior parenteral anticoagulation.
Warfarin requires initial overlap with parenteral anticoagulation.

Consider apixaban as the preferred option.
Consider rivaroxaban as an alternative, or warfarin if DOACs are not suitable.

Monitor patients more frequently, especially for signs and symptoms of bleeding. Consider
specialist referral.

Warfarin requires initial overlap with dose-reduced enoxaparin (consider anti-Xa monitoring
if enoxaparin use is >5 days).

Consider warfarin and specialist referral.
DOAC use is generally not recommended for these patients. Consider a DOAC only in rare

Select
3 treatment
duration

For VTE provoked by
a transient risk factor
or first unprovoked
isolated distal DVT:

* Treat for 3 months

For first unprovoked
proximal DVT or PE:

* Treat for at least 3
months

« Consider extended
treatment' if
bleeding risk is
acceptable and
patient is agreeable

* Consider dose
reduction after
6 months, after

discussion with a
specialist.

circumstances,** and only after discussion with a specialist (e.g., in patients who cannot
receive warfarin due to a history of heparin-induced thrombocytopenia).

Warfarin requires initial overlap with UFH or dose-reduced enoxaparin (consider anti-Xa
monitoring if enoxaparin use is >5 days).

Liver disease Consider LMWH monotherapy and specialist referral.
and coagulopathy

Active cancer

Gl cancer Use LMWH monotherapy.

Consider any of the following DOACs as alternatives:
* Apixaban « Edoxabant Treat for at least

6 months.®16-20

Continue after

6 months if there is
ongoing active cancer
and acceptable
bleeding risk.

« Rivaroxaban

Consider specialist referral.

g Edoxaban requires prior parenteral anticoagulation.

Non-Gl cancer Use any of the following:

* Apixaban * Edoxaban « Rivaroxaban « LMWH monotherapy

Consider specialist referral.

g Edoxaban requires prior parenteral anticoagulation.

Treat for at least
6 weeks after delivery

Pregnanc
e
and at least 3 months
in total ™24

O For patients with recurrent VTE, refer to a specialist

Initial parenteral anticoagulation:
see Table 1 on page 6 for more
details.

Use LMWH monotherapy.?'-2
Consider specialist referral.

Prescribing considerations for warfarin

« Essential to perform INR monitoring due to its narrow therapeutic range
« Affected by multiple drug-drug, drug-food or drug-herb interactions; monitor effects using INR

T Edoxaban is registered in Singapore for the treatment of VTE but is not commonly used at the time of ACG publication.

+ DOAC use may be contraindicated in patients taking systemic strong CYP3A4 or P-glycoprotein inhibitors. Consult a pharmacist or
appropriate online resources for information on medications with interacting metabolic pathways, especially when patients are taking
new concomitant medications or supplements.

§ Patients with CrCl <30 mL/min were excluded in pivotal trials for dabigatran, rivaroxaban, and edoxaban. Patients with CrCl <25 mL/min
were excluded in the pivotal trial for apixaban.

** Off-label use for patients with CrCl <15 mL/min or undergoing haemodialysis.
1 Patients enrolled in trials for extended treatment were assessed to be in clinical equipoise.

Abbreviations

CrCl, creatinine clearance

DOAC, direct oral anticoagulant
DVT, deep vein thrombosis

Gl, gastrointestinal

INR, international normalised ratio
LMWH, low molecular weight heparin
PE, pulmonary embolism

UFH, unfractionated heparin

VTE, venous thromboembolism



