in Health

ComMMON DRUG REVIEW

CDEC FINAL RECOMMENDATION

APIXABAN
(Eliquis — Bristol-Myers Squibb Canada)
Indication: Thromboembolic Events, (Venous) Prevention

This document was originally issued on June 14, 2012. It was corrected on August 29, 2012.
The apixaban dosing frequency used in the trials on which the CDEC recommendation is
based was clarified in the first Reason for Recommendation on page 1

Recommendation:

The Canadian Drug Expert Committee (CDEC) recommends that apixaban be listed for
prevention of venous thromboembolic events (VTE) in patients who have undergone elective
knee or hip replacement surgery, for treatment durations of 10 to 14 days, and 32 to 38 days,
respectively.

Reasons for the Recommendation:

1. In two double-blind, randomized controlled trials (RCTs) in patients undergoing elective
knee replacement (ADVANCE-2) or hip replacement (ADVANCE-3), compared with
enoxaparin (40 mg daily), apixaban (2.5 mg twice daily) was associated with a statistically
significantly lower incidence of the primary composite end point (deep vein thrombosis,
pulmonary embolism, and death from any cause).

2. Results from the manufacturer’s cost utility analysis suggest that apixaban is cost-effective
compared with enoxaparin, resulting in lower costs and similar quality-adjusted life-years
(QALYs) in both knee and hip replacement surgery, for treatment durations of 14 days and
35 days respectively.

Background:

Apixaban has a Health Canada indication for the prevention of VTE in adult patients who have
undergone elective knee or hip replacement surgery. Apixaban is a direct factor Xa inhibitor. It is
available as 2.5 mg oral tablets. The dose approved by Health Canada is 2.5 mg twice daily; the
recommended duration of treatment is 10 to 14 days in patients undergoing knee replacement
surgery, and 32 to 38 days in patients undergoing hip replacement surgery.

Summary of CDEC Considerations:
The Committee considered the following information prepared by the Common Drug Review
(CDR): a systematic review of double-blind, RCTs of apixaban and a critique of the
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Common Drug Review

manufacturer’'s pharmacoeconomic evaluation. No patient groups responded to the CDR Call
for Patient Input.

Clinical Trials

The systematic review included three double-blind, non-inferiority RCTs comparing apixaban

with enoxaparin for the prevention of VTE in adults:

o ADVANCE-1 (N = 3,195) included patients undergoing elective knee replacement and
randomized patients to apixaban 2.5 mg twice a day or enoxaparin 30 mg subcutaneously
twice a day; treatment duration was 10 to 14 days.

e ADVANCE-2 (N = 3,057) included patients undergoing elective knee replacement and
randomized patients to apixaban 2.5 mg twice a day, or enoxaparin 40 mg subcutaneously
once a day; treatment duration was 10 to 14 days.

o ADVANCE-3 (N = 5,407) included patients undergoing elective hip replacement and
randomized patients to apixaban 2.5 mg twice a day, or enoxaparin 40 mg subcutaneously
once a day; treatment duration was 32 to 38 days.

In all trials, more than 90% of patients in each treatment group completed treatment. However,
a large proportion of patients did not have an evaluable venogram. While this is a common
shortcoming of VTE prevention studies, it nevertheless reduces confidence in the results.

Outcomes
Outcomes were defined a priori in the CDR systematic review protocol. Of these, the Committee
discussed the following: mortality, VTE, serious adverse events, and major bleeding.

The primary efficacy outcome in all trials was a composite of the end-of-treatment incidence of
all VTE (including non-fatal pulmonary embolism, and both symptomatic and asymptomatic
deep vein thrombosis) and death from any cause. Asymptomatic deep vein thrombosis was
identified by venography. In all trials, based on the primary outcome, apixaban would be
considered non-inferior to enoxaparin if the upper bound of the 95% confidence interval (Cl) for
the relative risk (RR) was < 1.25, and in ADVANCE-1 and ADVANCE-2, if the upper bound of
the 95% CI for the risk difference was < 5.6%.

In all trials, major bleeding was defined as either a fatal bleeding event or acute clinically overt

bleeding accompanied by at least one of the following:

e adecrease in hemoglobin of 2g/dL or more over a 24-hour period

e atransfusion of = 2 units of packed red blood cells

e bleeding that occurred in a critical site, including bleeding into the operated joint needing
reoperation or intervention.

Results

Efficacy or Effectiveness

¢ Apixaban failed to demonstrate non-inferiority compared with enoxaparin (30 mg twice daily)
in patients undergoing knee replacement surgery based on the primary outcome in
ADVANCE-1; RR (95% CI): 1.01 (0.77 to 1.32). However, based on the primary outcome,
apixaban was superior to enoxaparin (40 mg once daily) for patients undergoing knee
replacement surgery in ADVANCE-2 (RR [95% CI]: 0.62 [0.51 to 0.74])
and hip replacement surgery in ADVANCE-3 (RR [95% CI]: 0.36 [0.22 to 0.54]).
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¢ In all trials, the incidence of asymptomatic deep vein thrombosis was the major contributor to
the composite primary outcome. No trials were powered to detect a difference in
symptomatic deep vein thrombosis, pulmonary embolism, or all-cause or VTE-related
deaths; all of which occurred infrequently and failed to yield statistically significant between-
treatment differences.

Harms (Safety and Tolerability)

¢ More deaths were observed with enoxaparin in ADVANCE-1 compared with apixaban
(n =5 versus n = 3, respectively). However, there were more deaths with apixaban
compared with enoxaparin in ADVANCE-2 (n = 2 versus n = 0) and ADVANCE-3
(n=3versus n=2).

e The proportions of patients experiencing serious adverse events were low and similar
between apixaban and enoxaparin (7.7% in both groups in ADVANCE-1; 4.8% versus 5.8%
respectively in ADVANCE-2; and 6.9% versus 6.5% respectively in ADVANCE-3).

e The incidence of major bleeding was not statistically significantly different between apixaban
and enoxaparin in any of the reviewed trials.

Cost and Cost-Effectiveness

The manufacturer conducted a cost-utility analysis in adults undergoing elective total knee or
hip replacement surgery for the prevention of VTE, comparing apixaban with enoxaparin (blend
of the 30 mg twice daily and 40 mg daily dose). The manufacturer assumed a treatment
duration of 14 days for total knee replacement and 35 days for total hip replacement. The
economic model is divided into two time periods: the short-term (90 days post-surgery) based
on data from ADVANCE-1, -2, -3 for apixaban, with relative efficacy and harms obtained from a
systematic review of comparators and indirect comparison; and, a longer-term model, where
transition probabilities for long-term complications were obtained from the literature. The
manufacturer reported that apixaban compared with enoxaparin is associated with a saving of
$181 and 0.007 additional QALY for total knee replacement, and a cost saving of $275 and
0.004 additional QALYs compared with enoxaparin for total hip replacement; apixaban is
dominant in both populations.

CDR identified the following limitation: confidence intervals cross unity for efficacy and harm
estimates in the mixed treatment comparison resulting in small differences in QALYs between
comparators and unstable cost-effectiveness estimates.

The daily cost of apixaban ($4.16) is lower than enoxaparin ($12.38 for 30 mg twice daily and
$8.20 for 40 mg daily) and rivaroxaban ($8.86).

Patient Input Information:
No patient groups responded to the CDR Call for Patient Input.

Other Discussion Points:

. The Committee noted that no RCTs have studied apixaban in patients undergoing hip
fracture surgery, and that the product monograph recommends against the use of
apixaban in this patient population.
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Regrets:
None

Conflicts of Interest:
None

About this Document:

CDEC provides formulary listing recommendations to publicly funded drug plans. Both a
technical recommendation and plain language version of the recommendation are posted on the
CADTH website when available.

CDR clinical and pharmacoeconomic reviews are based on published and unpublished
information available up to the time that CDEC made its recommendation. Patient information
submitted by Canadian patient groups is included in the CDR reviews and used in the CDEC
deliberations.

The manufacturer has reviewed this document and has not requested the removal of
confidential information in conformity with the CDR Confidentiality Guidelines.

The Final CDEC Recommendation neither takes the place of a medical professional providing
care to a particular patient nor is it intended to replace professional advice.

CADTH is not legally responsible for any damages arising from the use or misuse of any
information contained in or implied by the contents of this document.

The statements, conclusions, and views expressed herein do not necessarily represent the view
of Health Canada or any provincial, territorial, or federal government or the manufacturer.

Common Drug Review
CDEC Meeting — May 16, 2012
Notice of CDEC Final Recommendation — June 14, 2012; Revised August 29, 2012 Page 4 of 4
© 2012 CADTH




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


