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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in NHS
Scotland. The advice is summarised as follows:

ADVICE: following a full submission
apixaban (Eliquis®) is accepted for use within NHS Scotland.

Indication under review: treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE)
and prevention of recurrent DVT and PE in adults.

One phase Ill study showed non-inferiority of apixaban versus standard anticoagulant therapy
including a low molecular weight heparin in combination with a vitamin K antagonist for treatment of
DVT/PE. In a 12 month phase Il study apixaban demonstrated superiority versus placebo for the
prevention of recurrent DVT/PE.

Overleaf is the detailed advice on this product.

Vice Chairman,
Scottish Medicines Consortium

Published 09 March 2015



Indication
Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent
DVT and PE in adults.

Dosing Information
Treatment of DVT or PE: 10mg twice daily for the first 7 days then 5mg twice daily.

Prevention of recurrent DVT and/or PE: 2.5mg twice daily (following completion of 6 months of
treatment for DVT/PE).

Product availability date
29 July 2014

Summary of evidence on comparative efficacy

Apixaban is a highly selective active site inhibitor of factor Xa which inhibits free and clot-bound factor
Xa and prothrombinase activity; by inhibiting factor Xa apixaban it prevents thrombin generation and
thrombus development.*

Venous thromboembolism (VTE) is a collective term that relates to both DVT and PE.?

SMC has previously accepted apixaban for use in NHS Scotland for the prevention of VTE in adults
undergoing hip and knee surgery and for the prevention of stroke and systemic embolism in adults
with non-valvular atrial fibrillation. This submission relates to the most recent licence extension for the
treatment of DVT and PE, and prevention of recurrent DVT and PE in adults.

Evidence to support this licence extension® comes from two randomised, phase lll, double-blind
studies of apixaban; one active-controlled study, AMPLIFY** assessed treatment of acute DVT and
PE over 6 months and one placebo-controlled study, AMPLIFY-EXT®, assessed continuous treatment
over 12 months to prevent recurrent DVT and PE.

AMPLIFY was a non inferiority study of apixaban versus enoxaparin/warfarin for the treatment of adult
patients with a diagnosis of symptomatic proximal DVT or symptomatic PE.?>* Patients were assigned
equally to receive apixaban 10mg twice daily for seven days, followed by 5mg twice daily (n=2,691) or
subcutaneous enoxaparin at a dose of 1mg/kg of body weight twice daily until international normalised
ratio (INR) = 2, followed by warfarin, with dosing to a target INR of 2.0 to 3.0 (n=2,704) over 6 months
followed by a 30 day observation period. Randomisation was stratified according to the qualifying
diagnosis of DVT or PE with or without DVT. %°

The primary endpoint was the composite of recurrent symptomatic VTE or VTE-related death in the
intention-to-treat population and occurred in 2.3% (59/2,609) of patients in the apixaban group versus
2.7% (71/2,635) in the enoxaparin/warfarin group giving a relative risk (RR) of an event of 0.84 (95%
confidence interval [CI]: 0.6 to 1.18). A conclusion of non-inferiority required that the upper limit of the
95% CI was below the pre-specified margin of <1.8 for RR. The difference in risk for apixaban minus
enoxaparin/warfarin was -0.4% (95% CI: -1.3 to 0.4) within the non inferiority margin for risk difference
of 3.5%. As both these criteria were satisfied non-inferiority was demonstrated.®



For patients who had a DVT at study entry, the primary efficacy endpoint occurred in 2.2% of apixaban
patients (38/1,698) and in 2.7% (47/ 1,736) of enoxaparin/warfarin patients giving a RR of 0.83; (95%
Cl: 0.54 to 1.26), difference in risk —0.5% (95% CI: -1.5 to 0.6). In patients who had PE at study entry,
the primary efficacy endpoint occurred in 2.3% of apixaban patients (21/900) and in 2.6% (23/886) of
enoxaparin/warfarin patients giving a RR of 0.90 (95% CI: 0.50 to 1.61) and a difference in risk of
-0.3% (95% Cl: -1.7 t0 1.2).°

AMPLIFY-EXT was a double-blind, placebo-controlled, multi-centre study to test the superiority of
apixaban 2.5mg and 5mg doses versus placebo for the primary endpoint of the composite of recurrent
VTE (non fatal DVT or non fatal PE) or death from any cause over 12 months in the prevention of
recurrent VTE.?® Only the 2.5mg dose is licensed for prevention of recurrent DVT/PE, so clinical
evidence is presented for this dose only. Included patients were = 18 years of age and had a
confirmed diagnosis of symptomatic DVT or PE (with or without DVT), had completed 6 to 12 months
of standard anticoagulant therapy or completed treatment with apixaban or enoxaparin and warfarin in
the AMPLIFY study, had no symptomatic recurrence of VTE during prior anticoagulant therapy and
there was a clinical equipoise about continuation of anticoagulant treatment. Randomisation was
stratified according to the initial diagnosis of DVT or PE (with or without DVT), and participation or not
in the AMPLIFY study. Patients were assigned in a 1:1:1 ratio to receive apixaban 2.5mg twice daily
(n=840), apixaban 5mg twice daily (n=813) or placebo twice daily (n=829) for 12 months followed by a
30 day follow-up period.>®

Apixaban 2.5mg was superior to placebo for the primary outcome, which occurred in 3.8% (32/840) of
apixaban 2.5mg patients and 12% (96/829) of placebo patients. Efficacy analyses included data from
the intention-to-treat population over the 12 months of the study, with patients lost to follow-up being
classified as having had a primary endpoint event. The difference in the percentage of events
between placebo and apixaban 2.5mg was 7.8% (95% CI: 5.5 to 10.3); RR 0.33 (95% CI 0.22 to 0.48);
p<0.001.

The secondary outcomes, recurrent VTE or VTE-related death occurred in 1.7% (14/840) of apixaban
2.5mg patients and 8.8% (73/829) of placebo patients. The composite outcome of symptomatic
recurrent VTE, death related to VTE, myocardial infarction, stroke, death related to cardiovascular
disease, or major bleeding occurred in 2.4% of patients in the apixaban 2.5mg group versus 10.4% in
the placebo group. °

Summary of evidence on comparative safety

In the AMPLIFY study, the key safety outcome was adjudicated major bleeding (defined as overt
bleeding that was associated with a decrease in the haemoglobin level of 2g per decilitre or more, led
to transfusion of 2 or more units of red blood cells, occurred in a critical site or contributed to death)
with additional safety outcomes of clinically relevant non-major (CRNM) bleeding (defined as overt
bleeding that did not meet the criteria for major bleeding but was associated with the need for medical
intervention, unscheduled contact with a physician, interruption or discontinuation of the study
medication or impairment of daily living) and the composite of major bleeding and CRNM bleeding.
Major bleeding was reported in 0.6% (15/2,676) of apixaban patients and 1.8% (49/2,689) of
enoxaparin/warfarin patients giving a RR of 0.31 (95% CI, 0.17 to 0.55; P<0.001 for superiority).
CRNM bleeds were reported in 3.8% (103/2,691) of apixaban patients and 8% (215/2,704) of
enoxaparin/warfarin patients giving a RR 0.48 (95% CI: 0.38 to 0.6). The composite of major
bleeding and CRNM bleeding was reported in 4.3% (115/2,691) and 9.7% (261/2,704) of apixaban
and enoxaparin/warfarin patients, respectively giving a RR 0.44 (95% ClI; 0.36 to 0.55; p<0.001).*



A similar number of adverse events (AE) occurred across both treatment groups, 67% (1,795/2,676) in
the apixaban group and 72% (1,923/2,689) in the enoxaparin/warfarin group. The only AEs reported in
>5% of patients were headache (apixaban 6.3%, enoxaparin/warfarin therapy 6.2%) and epistaxis
(apixabz;n 2.9% and enoxaparin/warfain 5.4%). Results were consistent across the DVT and PE
groups.

In the AMPLIFY-EXT study, the rate of AEs was similar in the apixaban 2.5mg and placebo groups.
Major bleeding occurred in 2 patients (0.2%) in the apixaban 2.5mg group compared with 4 patients
(0.5%) in the placebo group. CRNM bleeding occurred in 25 patients (3%) in the apixaban 2.5mg
group compared with 19 patients (2.3%) in the placebo group. A similar distribution of bleeding events
among the anatomical sites was noted for both apixaban and placebo groups.*®

Summary of clinical effectiveness issues

Dabigatran and rivaroxaban are licensed for, and have been accepted for use in NHS Scotland by
SMC for the treatment of DVT and PE and the prophylaxis of recurrent DVT/PE. Dabigatran,
rivaroxaban and apixaban do not require routine anti-coagulation monitoring. Apixaban is the third
novel anticoagulant to be licensed for the treatment and prophylaxis of VTE. Individual patient
characteristics e.g. renal function need considered when selecting anticoagulant therapy due to a
variation in the treatment profiles.

Clinical experts consulted by SMC indicated that warfarin continues to be the anticoagulant of choice
for patients requiring long term therapy but there is a move towards using rivaroxaban for patients who
are anticipated to need three to six months of therapy.

In the AMPLIFY study, which compared apixaban with enoxaparin/warfarin for the treatment of DVT
and PE, non-inferiority was demonstrated for the primary endpoint of recurrent symptomatic VTE and
VTE-related death. There were significantly fewer major or CRNM bleeding events reported for
apixaban compared with enoxaparin/warfarin treated patients.®

The AMPLIFY-EXT study compared apixaban 2.5mg with placebo for prophylaxis of recurrent
DVT/PE. Apixaban 2.5mg was superior to placebo for the primary composite endpoint of VTE or
death from any cause after completing 12 months of anticoagulant treatment for the primary event.
Bleeding events were similar across both treatment groups.®

There are no direct comparative data for apixaban versus dabigatran or rivaroxaban. The submitting
company undertook two Bayesian network meta-analyses (NMA) to compare the efficacy and safety
of apixaban with other anticoagulants, one in the treatment period, and one in the prevention period.

For the treatment period, the NMA included five studies and compared apixaban with rivaroxaban,
dabigatran and vitamin K antagonist (i.e. warfarin) after initial treatment with unfractionated or low
molecular weight heparin (LMWH) for the outcomes of: composite of VTE or VTE-related death;
composite of major bleeding and CRNM bleeding; major bleeding and CRNM bleeding. There was no
evidence of a difference between apixaban and comparators for the composite efficacy outcome of
recurrent VTE or VTE-related death. Apixaban was associated with a lower rate of major or CRNM
(composite) bleeding than dabigatran and rivaroxaban. The outcomes for the other bleeding
outcomes were less consistent; apixaban was associated with a lower rate of major bleeding than
dabigatran, but not rivaroxaban; and with a lower rate or CRNM bleeding than rivaroxaban but not
dabigatran. Limitations of the NMA, include heterogeneity between studies in terms of study design,
patient characteristics and planned duration of anticoagulant therapy, and in the definition of CRNM
bleeding.



For the prevention period, the NMA included 11 studies and compared the efficacy and safety of
apixaban with novel oral anticoagulants (NOAC), warfarin and aspirin. The key efficacy outcome was
a composite of VTE or VTE-related death and the key safety outcome was a composite of major or
CRNM bleeding. The results showed no evidence of a difference in the composite outcome of VTE or
VTE-related death between apixaban, dabigatran, rivaroxaban or warfarin and that apixaban was
associated with a lower rate of VTE or VTE-related death than aspirin. Apixaban was associated with
a lower rate of major or CRNM bleeding (composite) than dabigatran, rivaroxaban and warfarin, and
with a lower rate of major bleeding and CRNM bleeding than rivaroxaban and warfarin. Limitations of
the NMA included heterogeneity in the included studies with respect to study design, patient
population and duration of treatment and follow-up, and the company explored this using sensitivity
analysis. For the outcome of major bleeding, in the base case using fixed effects apixaban was
associated with a lower rate of major bleeding. However, only one of two sensitivity analyses using
random effects supported the base case.

There is concern about the lack of long term data and reversibility issues for all the NOACs. There are
differences in the dosing schedules for the NOACs where rivaroxaban has an initial twice daily,
followed by a once daily dosing schedule and apixaban and dabigatran require twice daily
administration.

Summary of comparative health economic evidence

The submitting company presented a cost-utility analysis which compared apixaban against
LMWH/vitamin K antagonist (LMWH/VKA), rivaroxaban and LMWH/dabigatran for the treatment and
prophylaxis of DVT and PE in adults.

The company used a Markov model to assess the cost-effectiveness of apixaban against the
comparators. Two different treatment durations were used in the economic model; 6 months and
lifelong treatment.

In terms of model structure, patients entered the model with either an index PE or index DVT and
received treatment in either the index PE or index DVT health states depending on their VTE.
Patients then remained on treatment, experienced a recurrent VTE or VTE related death, or
experienced other events such as; fatal major bleed, non fatal major bleed, CRNM bleed, or chronic
thromboembolic pulmonary hypertension. Patients were also able to discontinue treatment or die due
to other causes. Post-thrombotic syndrome was included in the model however it was not modelled
as a health state but as an accrual of costs and utility decrements in the background.

The sources of the clinical data used in the economic were the AMPLIFY and AMPLIFY-EXT studies
and the results of the NMA. Transition probabilities in the economic model were obtained through
estimating the absolute risk or event rate for patients treated with apixaban from the AMPLIFY and
AMPLIFY-EXT studies, and then applying the relative risk of events for the comparators derived from
the NMA.

The company selected utility values from published sources and patients were assigned utilities
according to their health state. Studies which reported EQ-5D values were selected if possible, and if
EQ-5D values were not available then time-trade off and then standard gamble values were used
instead.

Medicines acquisition costs were included in the economic model as were the costs associated with
administration of the LMWH and monitoring of VKA. The economic model assumed that patients
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treated with VKA would require 6 monitoring visits in the first 3 months followed by 3 visits every 3
months. The economic model assumed that patients treated with apixaban, rivaroxaban and
LMWH/dabigatran did not require monitoring. The costs of inpatient and outpatient treatment of a VTE
were included in the analysis as were event related costs for acute events and the maintenance
period.

The base case results indicated that for the 6 month treatment duration, the incremental cost
effectiveness ratio (ICER) for apixaban versus LMWH/VKA was £2,087 per quality adjusted life year
(QALY) gained. Apixaban was also dominant versus rivaroxaban and LMWH/dabigatran for the 6
month treatment duration. For the lifelong treatment duration, the ICERs for apixaban versus
LMWH/VKA, rivaroxaban and LMWH/dabigatran were £16,563, £139 and £4,416 per QALY gained
respectively. The company also presented the results of a conservative analysis where lifelong
treatment with apixaban was compared against LMWH/VKA followed by no treatment. This analysis
produced an ICER of £18,360 per QALY gained for apixaban versus LMWH/VKA followed by no
treatment. In addition the company presented the results of an analysis where patients were treated
for 18 months. This analysis produced an ICER of £8,690 per QALY gained for apixaban versus
LMWH/VKA and apixaban was dominant versus rivaroxaban and LMWH/dabigatran.

The sensitivity analysis indicated that the 6 month treatment duration model was sensitive to the
baseline utility and starting age, in the apixaban versus LMWH/VKA analysis. When the baseline
utility value and the starting age were varied through the 95% CI, this produced ICERs of £4,515 and
£3,775 per QALY gained respectively. In terms of the comparison versus rivaroxaban, the sensitivity
analysis demonstrated that the results were robust to most model inputs and assumptions. This was
because apixaban dominated rivaroxaban in all but one of the univariate sensitivity analyses
presented by the company. In the one scenario where apixaban did not dominate rivaroxaban,
apixaban was less costly and less effective than rivaroxaban, when the relative risk of recurrent VTE
was reduced to the lower bound of the 95% credible interval. The results of the analysis versus
LMWH/dabigatran also appeared robust to model inputs and assumptions as apixaban dominated
LMWH/dabigatran in all univariate sensitivity analyses presented by the company.

For the lifetime treatment duration the economic model was most sensitive to the relative risk of major
bleed for the comparators, and the rate of major bleed for apixaban. When the relative risk of major
bleed was varied through the 95% credible interval, the ICER increased to £40,577, £19,366 and
£31,311 per QALY gained for apixaban versus LMWH/VKA, rivaroxaban and LMWH/dabigatran
respectively. In addition when the rate of major bleed for apixaban was varied through the 95% ClI,
the ICER increased to £40,517, £24,932 and £17,631 per QALY gained for apixaban versus
LMWH/VKA, rivaroxaban and LMWH/dabigatran respectively.

The main weaknesses include:

e SMC clinical experts have indicated that VKA is the most commonly used medicine when
patients are treated for longer than 12 months. Therefore LMWH/VKA may be the most
relevant of the comparators included in the lifelong treatment duration analysis. The economic
model was sensitive to the relative risk of major bleeding for apixaban versus LMWH/VKA in
the lifelong treatment duration analysis. The company reported that when the lower bound of
the 95% credible interval for the relative risk in the lifetime treatment duration model for
LMWH/VKA was used in the analysis the ICER for apixaban versus LMWH/VKA increased to
£40,577 per QALY gained; when the upper bound of the 95% credible interval was used in the
analysis the ICER for apixaban versus LMWH/VKA decreased to £1,573 per QALY gained.
The SMC statistical advisor commented that there may be some uncertainty regarding the
figures produced through the NMA and that further information may be required to assess their
face validity. The company provided additional information to validate the relative risks used in
the analysis and the potential impact on the ICER. This included a threshold analysis which
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reported that the relative risk of major bleed for LMWH/VKA would have to fall to a rate which
is not reflective of the published literature for the ICER to increase to £30k. In addition the
company was also able to provide further supporting information that the base case event rate
of major bleeding for LMWH/VKA was lower or comparable to other values presented in the
literature.

e The AMPLIFY and AMPLIFY-EXT studies only included patients treated for 24 months and
therefore there may be uncertainty regarding the long term efficacy of the treatments included
in the analysis. In addition, the economic model was sensitive to the rate of major bleed for
apixaban in the lifetime duration model and how this variable may change over time will impact
on the ICER. The company confirmed that the rate of bleed was taken from the AMPLIFY and
AMPLIFY-EXT studies and provided details of a sensitivity analysis which increased the rate of
major bleed in the economic model. The results of these analyses did not change the
interpretation of the result. SMC clinical experts indicated that risks such as major bleed may
remain constant over time.

e The base case analysis presented results based on non-significant differences in treatment
effects. The company did provide a sensitivity analysis where significant differences only were
included. The main differences from the base case results were that the ICER for apixaban
versus LMWH/VKA increased to £2,976 in the 6 month treatment duration model, and reduced
to £14,063 in the lifelong treatment duration model. In addition, apixaban dominated
rivaroxaban and LMWHY/dabigatran in the lifelong treatment analysis.

Despite these weaknesses, the economic case for both the 6 month and the lifetime treatment
duration has been demonstrated.

Other data were also assessed but remain commercially confidential.*

Summary of patient and public involvement

The following information reflects the views of the specified Patient Groups.

. Submissions were received from Lifeblood and AntiCoagulation Europe, both registered
charities.

o Both charities have received pharmaceutical company funding in the past two years, including
from the submitting companies.

. A Deep Vein Thrombosis (DVT) and/or pulmonary embolism (PE) can be devastating for people
and their families. The DVT can cause pain, swelling and mobility problems as the leg is very
often affected. A PE can cause pain, breathlessness and collapse. Both require prompt and
often long-term anti-coagulant treatment to avoid complications such as ulcers and recurrences
which in the case of a PE can be fatal.

. The main current treatments of warfarin and low molecular weight heparin (LMWH) have
disadvantages. Warfarin requires regular blood tests and may require major changes to diet and
life-style as it interacts with many medicines and foods. LMWH is administered by
subcutaneous injection which may need to be done by a health care professional. This can
cause disruption to patient’s day to day and working lives.

° Apixaban is a tablet taken twice daily from diagnosis and needs no regular monitoring which is
much easier for patients and it may also cause less major bleeds than warfarin.



Additional information: guidelines and protocols

The Scottish Intercollegiate Guidelines Network (SIGN) published guideline 122; Prevention and

management of venous thromboembolism, December 2010.°

e Patients with suspected PE should be treated with therapeutic doses of heparin or fondaparinux
until the diagnosis has been deemed very unlikely.

e Once confirmed the heparin or fondaparinux should be continued until the INR is at least 2.0 on a
vitamin K antagonist, and for at least 5 days.

e Patients with suspected DVT should be treated with therapeutic doses of low molecular weight
heparin (LMWH) or fondaparinux until the diagnosis has been deemed very unlikely or confirmed.

e In confirmed DVT the heparin or fondaparinux should be continued until the INR is at least 2.0 on
a vitamin K antagonist, and for at least 5 days.

¢ Intravenous unfractionated heparin (UFH) may be an appropriate alternative in certain
circumstances, e.g. if thrombolysis is being considered, in the immediate postoperative period or
where there is particular risk of bleeding.

e Patients with cancer and VTE should be offered treatment with LMWH (rather than vitamin K
antagonist) for three to six months and reviewed thereafter.

e After a first episode of proximal limb deep vein thrombosis or pulmonary embolism, treatment with
a vitamin K antagonist should be continued for at least three months.

The British Committee for Standards in Haematology, fourth edition ‘guidelines on oral anticoagulation
with warfarin’ 2011.”

Treatment of VTE with warfarin should initially also include at least five days of parenteral
anticoagulation (LMWH, unfractionated heparin or fondaparinux), continuing until the INR is 22.0. The
first episode of VTE should be treated with an INR target of 2.5 and for a minimum duration of three
months. Patients with unprovoked PE should be considered for long term anticoagulation, the
individual patient’s risk of recurrence and bleeding should be taken into account.

Additional information: comparators

Dabigatran, rivaroxaban, low molecular weight heparin and warfarin.

Cost of relevant comparators
Treatment of DVT/PE
Drug Dose Regimen Cost (£) for 5 days of | Cost per 6 month
treatment* course (£)

Apixaban 10mg twice daily for 7 days 416
5mg twice daily

Dabigatran 150mg twice daily (orally) after 5 400*
days of parenteral anticoagulation

Rivaroxaban 15mg twice daily for 21 days then 426
20mg once daily (orally)

Warfarin As determined by prothrombin 3
time** (orally)

Dalteparin 15,000 units once daily (injection) 42




| Enoxaparin | 1.5mg/kg every 24 hours (injection) | 49

*Excludes cost of parenteral anticoagulation. **Average daily dose of warfarin assumed to be 5mg. Cost of
enoxaparinbased on dose calculated for a 70kg adult.
Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 13/01/15.

Prevention DVT/PE

Drug Dose Regimen (orally) Cost per 6 month
course (£)
Apixaban 2.5mg twice daily (after completing 6 400
months of therapy)
Dabigatran 150mg twice daily 400
Rivaroxaban 20mg once daily 382
Warfarin As determined by prothrombin time* 3

*Average daily dose of warfarin assumed to be 5mg. Doses are for general comparison and do not imply
therapeutic equivalence. Costs from eVadis on 13/01/15.

Additional information: budget impact

The company produced two budget impact models. The first for patients that would remain on
treatment for 6 months, while the second budget impact model estimated the total cost of patients
remaining on treatment beyond 6 months.

6 month treatment duration model:

The submitting company estimated there to be 4,168 patients eligible for treatment with apixaban in
year 1, and 4,232 patients in year 5. Treatment uptake was estimated at 2% in year 1 and rising to
12% in year 5. The discontinuation rate was estimated to be 0%. This resulted in 86 patients
assumed to be treated in year 1 rising to 491 patients in year 5.

The submitting company estimated the gross medicines budget impact to be £28k in year 1 and £162k
in year 5. As other medicines were assumed to be displaced the net medicines budget impact was
estimated to be £13k in year 1 and £81k in year 5.

The submitting company also estimated resource use savings associated with LMWH training and INR
monitoring costs. The company estimated these savings to be £10k in year 1 rising to £64k in year 5
and therefore the net total budget impact was estimated to be £3k year 1 rising to £17k in year 5.

>6 month budget impact model (includes costs associated with initial 6 month treatment phase):

The submitting company estimated there to be 730 patients eligible for treatment with apixaban in year
1, and 1,141 patients in year 5. Treatment uptake was estimated at 2% in year 1 and rising to 12% in
year 5. The discontinuation rate was estimated to be 14%. This resulted in 13 patients assumed to
be treated in year 1 rising to 114 patients in year 5.

The submitting company estimated the gross medicines budget impact to be £11k in year 1 and £93k
in year 5. As other medicines were assumed to be displaced the net medicines budget impact was
estimated to be £6k in year 1 and £58k in year 5.

The submitting company also estimated resource use savings associated with LMWH training and INR
monitoring costs. The company estimated these savings to be £3k in year 1 rising to £24k in year 5
and therefore the net total budget impact was estimated to be £3k year 1 rising to £34k in year 5.

Clinical experts suggest that the uptake may be higher than estimated.




References
The undernoted references were supplied with the submission.

1. Bristol-Myers Squibb & Pfizer. Summary of product characteristics for apixaban (Eliquis®) 2.5mg
and 5mg film- coated tablets. Last updated 30 July 2014.

2. European Medicines Agency. Assessment report apixaban (Eliquis®). 26 June 2014. Procedure
No. EMEA/H/C/002148/11/0014/G

3. Angelli G. Buller HR. Cohen A. et al. Oral apixaban for the treatment of acute venous
thromboembolism. N Engle J Med 2013; 369: 799-808

4.  Supplementary appendix: Angelli G. Buller HR. Cohen A. et al. Oral apixaban for the treatment
of acute venous thromboembolism. N Engle J Med 2013; 369: 799-808

5.  Apixaban for extended treatment of venous thromboembolism. Angelli G. Buller HR. Cohen A et
al. N Engl J Med 2013; 368; 699-708

6. A Scottish Intercollegiate Guidelines Network. SIGN 122 Prevention and management of venous
thromboembolism. December 2010.

7. Keeling D, Baglin T, Tait C et al. Guidelines on oral anticoagulation with warfarin - fourth edition.
British Journal of Haematology 2011;154:311-24

This assessment is based on data submitted by the applicant company up to and including 09 January
2015.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines for the release of company data into the public domain during a health technology
appraisal: http://www.scottishmedicines.org.uk/About SMC/Policy Statements/Policy Statements

Drug prices are those available at the time the papers were issued to SMC for consideration. SMC is
aware that for some hospital-only products national or local contracts may be in place for comparator
products that can significantly reduce the acquisition cost to Health Boards. These contract prices are
commercial in confidence and cannot be put in the public domain, including via the SMC Detailed
Advice Document. Area Drug and Therapeutics Committees and NHS Boards are therefore asked to
consider contract pricing when reviewing advice on medicines accepted by SMC.

Advice context:

No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after careful
consideration and evaluation of the available evidence. It is provided to inform the considerations of

Area Drug & Therapeutics Committees and NHS Boards in Scotland in determining medicines for local
use or local formulary inclusion. This advice does not override the individual responsibility of health
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professionals to make decisions in the exercise of their clinical judgement in the circumstances of the
individual patient, in consultation with the patient and/or guardian or carer.
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