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Recommendation

In addition to their established role in managing non-valvular atrial fibrillation
(NVAF), direct oral anticoagulants (DOACs) are also recommended for the
treatment and prevention of venous thromboembolism (VTE), including
pulmonary embolism (PE) and deep vein thrombosis (DVT). Clinical trials
have demonstrated the efficacy and safety of DOACs such as apixaban,
rivaroxaban, dabigatran, and edoxaban in reducing the risk of NVAF related
stroke and recurrent VTE.

Subject to the criteria specified in the relevant NICE technology appraisal
guidance’, clinicians should use the best value DOAC that is clinically
appropriate for the patient.

The overall best value and preferred DOAC within NHS Greater Manchester
is apixaban which is taken twice a day.

The next preferred DOAC option is rivaroxaban which is the best value once
a day treatment.

Should either of the above be unsuitable, the next best value DOAC is once
daily edoxaban.

People who have had their DOAC treatment switched should, ideally,not be
switched again for a period of 12 months, unless the patient is consulted or
there is a clinical justification to do so.

All people taking DOACs should be reviewed regularly.
MHRA* state that creatinine clearance (CrCl) should be calculated using the

Cockcroft-Gault formula® to determine dosage adjustments for direct-acting
oral anticoagulants (DOACSs).

Background

Direct-acting Oral Anticoagulants have been available since 2008.

All are recommended by NICE" as treatment options for preventing stroke and
systemic embolism in line with their marketing authorisations?. For stroke
prevention, that is in people with non-valvular atrial fibrillation with one or more
risk factors.
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https://www.mdcalc.com/calc/43/creatinine-clearance-cockcroft-gault-equation

Efficacy
and Safety

All DOACs have been shown in clinical trials to be effective for prevention of
stroke and systemic embolism in adult patients with non-valvular atrial
fibrillation with one or more risk factors.

There are no head-to-head trials of one DOAC against another.

For a comparison of DOACs, including important safety considerations
tailored to individual patient factors, please refer to GMMMG Protocol for
DOAC review and assessment of NVAF patients.

The concern regarding the limited representation of low-dose apixaban in
the ARISTOTLE and AVERROES trials is valid, as these landmark studies
were not specifically powered to evaluate low-dose efficacy in ischemic
stroke prevention. However, post-marketing data, has highlighted real-world
insights where patients prescribed low-dose apixaban showed favourable
outcomes, especially in safety profiles. While edoxaban's trials indeed
provide more randomised data for low-dose use, the choice between these
anticoagulants should be patient-specific. Low-dose apixaban remains a
reasonable option for patients at high bleeding risk, given its demonstrated
efficacy and favourable bleed risk profile, while also considering its overall
real-world performance. Acknowledging the limited Type A evidence for low-
dose apixaban, clinicians can prioritise edoxaban for certain patients while
retaining the flexibility to use apixaban when its safety profile aligns better
with an individual patient’s needs.

Cost
Effectiveness/

Affordability

While a 2021 NHS England national procurement exercise identified
edoxaban as the most cost-effective DOAC, unforeseen patent challenges
have led to earlier-than-expected patent expirations for apixaban and
rivaroxaban. Consequently, apixaban now holds the position of the best
value DOAC, with a substantial price reduction compared to its branded
counterpart.

Costs in the Drug Tariff for February 2026:

Drug Strength Number | DT cost Cost per
Oct 2025 | day

apixaban 2.5mg 60 £1.03 3p
apixaban 5mg 56 £1.09 4p
dabigatran 75mg 60 £51.00 170p
edoxaban 30mg 28 £49.00 175p
edoxaban 60mg 28 £49.00 175p
rivaroxaban 20mg 28 £1.23 4p
tablets

Although the patent on dabigatran has expired, generics are limited, and its
usage is considerably lower than that of the other DOACs.

As a result, edoxaban is no longer the most cost-effective option and is
notably more expensive than apixaban and rivaroxaban. Its use should be
reserved as a third-line choice, if clinically appropriate.
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https://gmmmg.nhs.uk/download/?file_id=8983
https://gmmmg.nhs.uk/download/?file_id=8983

Monitoring

Individuals receiving DOACs should undergo at least an annual review.

For further recommendations and considerations regarding DOAC
monitoring, please consult the GMMMG Protocol for DOAC review and
assessment of NVAF patients.

DOACSs (Direct Oral Anticoagulants) monitoring — SPS - Specialist
Pharmacy Service — The first stop for professional medicines advice

It is recommended that all patients taking a DOAC should have their
Creatinine Clearance calculated at least annually.

Chronic kidney disease (CKD): More frequent monitoring may be needed in
people with previous variable or erratic renal function, and less frequent
monitoring may be needed for those with stable results:
https://cks.nice.org.uk/chronic-kidney-disease

Patient
perspective

Two highly cost-effective DOACSs, apixaban and rivaroxaban, are now readily
available, offering patients the flexibility of twice-daily or once-daily dosing
respectively.

Note that dabigatran is not suitable for use in compliance aids.
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