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Summary

Risks of recurrence and bleeding are highest during the first weeks of
anticoagulant therapy for venous thromboembolism (VTE). We there-
fore examined the early time course of recurrence and major bleeding
in a pre-specified sub-analysis of the AMPLIFY trial, a randomised,
double-blind, six-month comparison of oral apixaban with conven-
tional therapy (enoxaparin followed by warfarin) in 5,395 patients
with symptomatic proximal deep-vein thrombosis or pulmonary em-
bolism. Early events were of particular interest because apixaban was
given without initial heparin treatment. The primary efficacy and
safety outcomes were the incidences of the adjudicated composite of
recurrent symptomatic VTE or death related to VTE, and of adjudicated
major bleeding, respectively. This analysis reports on recurrence and
bleeding after 7, 21, and 90 days of therapy, in addition to the pre-
viously reported end-of-study results. These were the times specified
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Introduction

In patients with acute venous thromboembolism (VTE), the rates
of recurrence and major bleeding are highest during the first
weeks of anticoagulant therapy. These initially higher risks of ad-
verse outcomes are seen with conventional therapy, consisting of a
parenteral anticoagulant, such as a low-molecular-weight heparin
(LMWH), followed by a vitamin K antagonist like warfarin (1, 2),
and with the new direct oral anticoagulants (3-7). When begin-
ning conventional anticoagulant therapy for VTE, clinical practice
guidelines recommend that the parenteral anticoagulant be over-
lapped with warfarin for at least five days and that the inter-
national normalised ratio (INR) be within the therapeutic range
before stopping the parenteral agent (8, 9). Unlike warfarin, the
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before statistical analysis. Recurrent VTE after 7, 21, and 90 days, and
six months had occurred in 18 (0.7%), 29 (1.1%), 46 (1.8%), and 59
patients (2.3%), respectively, given apixaban, and in 23 (0.9%), 35
(1.3%), 58 (2.2%), and 71 patients (2.7%), respectively, given conven-
tional therapy. Major bleeding had occurred during these time inter-
vals in 3 (0.1%), 5 (0.2%), 11 (0.4%), and 15 patients (0.6%), respect-
ively, who received apixaban, and in 16 (0.6%), 26 (1.0%), 38 (1.4%),
and 49 patients (1.8%), respectively, given conventional therapy. Effi-
cacy of apixaban was non-inferior at each time point, with no excess
of early recurrences. The reduced bleeding risk associated with apixa-
ban began early during the course of treatment.
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new direct oral anticoagulants have a rapid onset of action, which
avoids the need for this bridging therapy. To capitalise on this
property, the AMPLIFY trial compared an all-oral regimen of api-
xaban with conventional anticoagulant therapy consisting of enox-
aparin followed by warfarin for treatment of acute VTE. To en-
hance anticoagulant coverage during the initial phase of therapy,
the starting dose of apixaban was 10 mg twice daily for the first
seven days, and the dose thereafter was reduced to 5 mg twice
daily. Study treatment was given for six months and the primary
endpoint was recurrent VTE. Apixaban was non-inferior to con-
ventional therapy and was associated with a significant reduction
in major and/or clinically relevant non-major bleeding (3).

To more fully describe the efficacy and safety of the all-oral api-
xaban regimen during the initial high-risk phase of treatment, we
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performed a pre-specified sub-analysis of the time courses of re-
currence and bleeding, and evaluated their incidences after 7, 21,
and 90 days of treatment with apixaban alone or with conventional
anticoagulant therapy. These time points were chosen prior to data
analysis because a) the higher dose of apixaban given during the
first seven days could influence the risk of bleeding compared with
overlapping therapy with enoxaparin and warfarin, b) the apixa-
ban dose reduction after seven days could affect the rate of recur-
rence, particularly during the first 21 days when the risks of recur-
rent VTE and bleeding are highest, and c) the minimum recom-
mended duration of treatment for VTE is 90 days, a time when
anticoagulation is often stopped in patients in whom the throm-
boembolism was provoked by transient risk factors like major sur-

gery.

Materials and methods

The study design and methods of the AMPLIFY trial (AMPLIFY;
NCT00643201; http://clinicaltrials.gov/show/NCT00643201) have
been described (3), including a supplementary appendix with the
study protocol that includes the detailed methods of randomis-
ation, study entry and exclusion criteria, and outcome definitions
(3). Briefly, AMPLIFY was a randomised, double-blind, multi-
centre study that compared the efficacy and safety of apixaban
with those of conventional therapy (enoxaparin followed by warfa-
rin) in consenting patients aged 18 years or older presenting with
an acute symptomatic and objectively confirmed proximal deep-
vein thrombosis (DVT) or pulmonary embolism (PE) with or
without DVT. DVT was defined as proximal if it involved the po-
pliteal, femoral or iliac vein.

Patients assigned to the apixaban group received 10 mg of api-
xaban twice daily for seven days, followed by 5 mg twice daily
thereafter for six months. Conventional therapy was enoxaparin at
a dose of 1 mg/kg of body weight given every 12 hours (h) for at
least five days, plus concomitant warfarin continued for six
months. The study treatments were to begin within 24 h after ran-
domisation, and warfarin dose was adjusted to maintain the INR
between 2.0 and 3.0. The study used blinded INR monitoring with
a point-of-care device, and enoxaparin or placebo was discontinu-
ed when a blinded INR of 2.0 or more was achieved. Measurement
of the INR was required at least monthly, or more frequently if
clinically indicated. In patients taking warfarin, the proportion of
time the INR was within the therapeutic range (TTR) was calcu-
lated using a standard method (3, 10). Patients with a suspected
outcome event required pre-specified objective testing. An inde-
pendent committee unaware of study-group assignment adjudi-
cated the qualifying diagnosis, the anatomical extent of initial
DVT or PE, and all suspected clinical outcomes. The trial was
sponsored by Bristol-Myers Squibb Company and Pfizer Inc.

The main patient exclusion criteria were active bleeding or a
high risk of bleeding or another contraindication to treatment
with enoxaparin and warfarin; the presence of cancer where long-

Thrombosis and Haemostasis 115.4/2016

term treatment with LMWH was planned; a provoked DVT or PE
in the absence of a persistent risk factor for recurrence; a planned
anticoagulant treatment duration of less than six months; any
other indication for long-term anticoagulation, dual antiplatelet
therapy or treatment with > 165 mg/day aspirin (3). Also excluded
were patients with a serum creatinine level > 2.5 mg/dl (> 220
pmol/l) or a calculated creatinine clearance < 25 ml/minute.

There were predefined limits to the permitted duration of anti-
coagulant therapy before study entry, which were more than two
doses of a once-daily LMWH regimen, fondaparinux, or a vitamin
K antagonist, or more than three doses of a twice-daily LMWH
regimen, or > 36 h of continuous intravenous heparin.

The primary efficacy outcome was the incidence of the adjudi-
cated composite of recurrent symptomatic VTE and death related
to VTE (3). The primary safety outcome was adjudicated major
bleeding, defined as overt and associated with a decrease in the
blood haemoglobin level of > 2 g/dl, transfusion of two or more
units of blood, affecting a critical site, or contributing to death (3).
The secondary safety outcome was the composite of major bleed-
ing and clinically relevant non-major bleeding, defined as overt
and not meeting the criteria for major bleeding but associated with
medical intervention, contact with a physician, interruption of the
study drug, or discomfort or impairment in carrying out activities

of daily life (3).

Statistical analyses

The AMPLIFY study was designed to test the hypothesis that api-
xaban would be non-inferior to conventional therapy for the pri-
mary efficacy outcome (3). The criteria for non-inferiority
required that the upper limits of the 95% confidence intervals
(CIs) were below pre-specified margins for both the relative risk
(RR) (1.80) and the risk difference (3.5 percentage points), which
would ensure that apixaban preserved at least 70% of the relative
reduction in the risk of recurrent VTE associated with conven-
tional therapy. If non-inferiority was shown, then testing for su-
periority was to be performed according to a pre-specified out-
comes hierarchy, beginning with major bleeding (the primary
safety outcome).

For this sub-analysis, the efficacy analyses included data from
patients in the intention-to-treat population with a documented
outcome status at 7, 21, and 90 days, and at six months after ran-
domisation. The safety analyses included data obtained at these
times from patients during study treatment, defined as the time
from the administration of the first dose of study drug until 48 h
after the last dose. Analyses were sub-stratified for the index event
(DVT alone, or PE with or without DVT). Statistical testing for
non-inferiority was performed with the method of Farrington and
Manning (11). Time-to-event curves were calculated using the Ka-
plan-Meier method. The calculated ClIs for single event rates were
based on the Wald asymptotic confidence limits; RRs, Cls, and
p-values were calculated based on the Cochrane-Mantel-Haenszel
test (12) and stratified by index event.
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Results
Patients

The AMPLIFY study enrolled 5,400 patients from 358 centres in
28 countries (P> Figure 1) from August 2008 through August 2012.
Patients in the two study treatment groups had similar baseline
characteristics (P Table 1). Overall, 65.5% of patients presented
with symptomatic DVT alone and 34.0% of patients presented
with symptomatic PE with or without DVT. In the patients who
presented with DVT, the most proximal extent of thrombosis in-
volved the common femoral or iliac vein in 42.7% and the femoral
vein in 32.7%.

Treatment

In patients who received conventional therapy, the median du-
ration of enoxaparin treatment was 6.5 days (interquartile range
[IQR] 5.0-8.0), the median INR was 2.4 (IQR 2.0-2.7) when en-
oxaparin treatment was ceased, the TTR during warfarin therapy
was 61%, time with INR >3.0 was 16%, and time with INR <2.0
was 23% (P> Table 1). Of the patients who received apixaban,
96% had an 80% or better adherence to therapy based on pill
counts.

5400 patients randomized

5 patients excluded because of
absent source documentation

2691 patients assigned to
receive apixaban t

2704 patients assighed to
herapy receive conventional therapy

15 did not receive conventional

15 did not receive apixaban

therapy

Figure 1: Patient flow
diagram. The efficacy
analyses included data
from patients in the in-
tention-to-treat popu-
lation with a documented
outcome status at 7, 21,

2676 patients included in safety
analysis to days 7, 21, 90 & 180

2689 patients included in safety
analysis to days 7, 21, 90 & 180

Day 7: 2661 patients evaluable
for efficacy analysis

Day 7: 2676 patients evaluable
far efficacy analysis

Day 21: 2652 patients evaluable
for efficacy analysis

Day 21: 2667 patients evaluable
for efficacy analysis

Day 90: 2624 patients evaluable
for efficacy analysis

Day 90: 2641 patients evaluable
for efficacy analysis

Y

Y

evaluable for efficacy analysis

Day 180: 2635 patients
evaluable for efficacy analysis

and 90 days, and at six
months.

Day 180: 2609 patients ‘

© Schattauer 2016

Thrombosis and Haemostasis 115.4/2016

Downloaded from www.thrombosis-online.com on 2016-05-27 | ID: 1000518515 | IP: 193.54.110.33
For personal or educational use only. No other uses without permission. All rights reserved.



812  Raskob et al. AMPLIFY early time course analysis

Table 1: Baseline

Apixaban Conventional Total study >t
(n = 2691) therapy population characteristics and
(n = 2704) (N = 5395) anticoagulant treat-
ment quality indi-
Mean age — years (SD) 57.2 (16.0) 56.7 (16.0) cators.
Male sex — n (%) 1569 (58.3) 1598 (59.1) 3167 (58.7)
Mean weight — kg (SD) 84.6 (19.8) 84.6 (19.8)
Creatinine clearance — n (%)
< 30 ml/min 14 (0.5) 15 (0.6) 29 (0.5)
> 30 to < 50 ml/min 161 (6.0) 148 (5.5) 309 (5.7)
Qualifying diagnosis (adjudicated) — n (%)
DVT 1749 (65.0) 1783 (65.9) 3532 (65.5)
PE 678 (25.2) 681 (25.2) 1359 (25.2)
PE with DVT 252 (9.4) 225 (8.3) 477 (8.8)
Most proximal location of qualifying DVT — n (%)
Popliteal vein 426 (24.4) 441 (24.7) 867 (24.6)
Femoral vein 570 (32.6) 585 (32.8) 1155 (32.7)
Common femoral or iliac vein 753 (43.1) 754 (42.3) 1507 (42.7)
Anatomical extent of qualifying PE — n (%)
Limited: < 25% of vasculature of a single lobe 79 (8.5) 89 (9.8) 168 (9.2)
Intermediate 392 (42.2) 395 (43.6) 787 (42.9)
Extensive: 2 or more lobes with = 50% of vasculature for each lobe 357 (38.4) 326 (36.0) 683 (37.2)
Not assessable 102 (11.0) 96 (10.6) 198 (10.8)
Median time from onset of symptoms to randomisation — days (IQR) 5.0 (3.0, 9.0) 5.0 (3.0, 9.0)
Clinical presentation of VTE — n (%)
Unprovoked 2416 (89.8) 2429 (89.8)
Provoked 272 (10.1) 272 (10.1)
Risk factors for recurrent VTE — n (%)
Previous VTE 463 (17.2) 409 (15.1) 872 (16.2)
Known thrombophilia 74 (2.7) 59 (2.2) 133 (2.5)
Active cancer 66 (2.5) 77 (2.8) 143 (2.7)
Pre-randomisation treatment with low-molecular-weight heparin, heparin, or fondaparinux — n (%)
None 358 (13.3) 381 (14.1) 739 (13.7)
<12 hours 371 (13.8) 341 (12.6) 712(13.2)
> 12 to 24 hours 1116 (41.5) 1126 (41.6) 2242 (41.6)
> 24 to 36 hours 587 (21.8) 613 (22.7) 1200 (22.2)
> 36 to 48 hours 231 (8.6) 211 (7.8) 442 (8.2)
> 48 hours 22 (0.8) 26 (1.0) 48(0.9)
Median duration enoxaparin therapy — days (IQR) 6.5 (5-8)
Median INR when enoxaparin discontinued — (IQR) 24(2.0,2.7)
Time INR within TTR — % 60.9
Time INR below 2.0 - % 22.9
Time INR above 3.0 - % 16.1
Percentages may not total 100 because of rounding. Some patients may have had more than one imaging test. DVT, deep vein
thrombosis; INR, international normalised ratio; IQR, interquartile range; PE, pulmonary embolism; SD, standard deviation; TTR,
time in therapeutic range; VTE, venous thromboembolism.
Thrombosis and Haemostasis 115.4/2016 © Schattauer 2016
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Table 2: Recurrence or death related to venous thromboembolism after 7 days, 21 days, 90 days, and during the six-month intended treat-

ment period in patients presenting with DVT or symptomatic PE.

All patients DVT without symptomatic PE PE + DVT
Apixaban  Conven- RR (95% Cl) Apixaban  Conven- RR (95% Cl) Apixaban Conven- RR (95% CI)
tional tional tional
therapy therapy therapy
Day 7 18/2661 23/2676 0.79 13/1731 16/1763 0.83 5/919 71899 0.70
(0.68%) (0.86%) (0.43-1.46) (0.75%) (0.91%) (0.40-1.72) (0.54%) (0.78%) (0.22-2.19)
Day 21 29/2652 35/2667 0.83 211724 25/1755 0.86 8/917 10/898 0.78
(1.09%) (1.31%) (0.51-1.36)  (1.22%) (1.42%) (0.48-1.52)  (0.87%) (1.11%) (0.31-1.98)
Day 90 46/2624 58/2641 0.80 30/1708 411737 0.74 16/904 16/890 0.98
(1.75%) (2.20%) (0.54-1.17) (1.76%) (2.36%) (0.47-1.19) (1.77%) (1.80%) (0.50-1.96)
6 months 59/2609 7112635 0.84 38/1689 4711736 0.83 21/900 23/886 0.90
(2.26%) (2.69%) (0.60-1.18) (2.25%) (2.71%) (0.54-1.26) (2.33%) (2.60%) (0.50-1.61)
For patients who had more than one event, only the first event was counted. Cl, confidence interval; DVT, deep vein thrombosis; PE, pulmonary embolism; RR,
relative risk.
Efficacy occurred in three patients in the apixaban group (0.11%; 95% CI,

During the six months of intended study treatment, 59 patients in
the apixaban group (2.3%) and 71 in the conventional-therapy
group (2.7%) developed the primary efficacy outcome of recurrent
VTE or death related to VTE (RR, 0.84; 95% ClI, 0.60-1.18; p-value
for non-inferiority < 0.001) (P Table 2).

Of the total 130 efficacy outcome events, 41 (31.5%) were rec-
orded during the first 7 days, 64 (49.2%) during the first 21 days,
and 104 (80.0%) during the first 90 days (» Table 2). By day 7, re-
current events had occurred in 18 patients in the apixaban group
(0.68%; 95% CI, 0.37-0.99%) and 23 patients in the conventional-
therapy group (0.86%; 95% CI, 0.51-1.21%). At 21 days, recurrent
events had occurred in 29 patients in the apixaban group (1.09%;
95% CI, 0.7-1.49%) and 35 patients in the conventional-therapy
group (1.31%; 95% CI, 0.88-1.74%). At 90 days, the number of pa-
tients with a recurrent event was 46 patients in the apixaban group
(1.8%) and 58 patients in the conventional-therapy group (2.2%)
(»Table 2). These proportions are shown with their 95% ClIs in
> Figure 2A. The Kaplan-Meier plot of recurrence or death re-
lated to VTE during the first 21 days is shown in »>Figure 3A.
Outcomes at each time point were similar in the patients who
presented with DVT alone and in those who presented with PE,
and are consistent with the whole of the study period result
(> Table 2).

Bleeding

During the six months of treatment, major bleeding occurred in
15 patients who received apixaban (0.6%) and in 49 patients who
received conventional therapy (1.8%) (RR, 0.31; 95% CI,
0.17-0.55; p-value for superiority < 0.001).

Of the total 64 major bleeds, 19 (29.7%) occurred during the
first 7 days; 31 (50.0%) during the first 21 days, and 49 (76.6%)
during the first 90 days (»>Table 3). By 7 days, major bleeds had

© Schattauer 2016

0.00-0.24%) and in 16 patients in the conventional-therapy group
(0.60%; 95% CI, 0.30-0.89%). After 21 days, five patients in the
apixaban group (0.19%; 95% CI, 0.02-0.35%) and 26 patients in
the conventional-therapy group (0.97%; 95% CI, 0.60-1.34%) had
a major bleed. At 90 days, major bleeding had occurred in 11 pa-
tients in the apixaban group (0.41%) and 38 patients in the con-
ventional-therapy group (1.41%) (» Table 3). The values for the
number-needed-to-treat (NNT) with apixaban to prevent one
major bleeding event at the time points of 7, 21, and 90 days are
204, 124, and 100, respectively, and the value at six months is 79.

P Table 3 also shows the numbers and proportions of patients
with clinically relevant non-major bleeds, and with major bleeds
or clinically relevant non-major bleeds after 7, 21, and 90 days.
The proportions of patients with major or clinically relevant

O Apixaban
A B .
B Enoxaparin/
34 3. warfarin
§ _ 25 2.5
3% T £
(4] =
88 o 32 o
£3 3
= e
551 ES 15
S x 5 o=
—w 58
g5 11 SE 17
T w o
2k
g~ 05 0.5
= |
Day ¥ Day 21 Day 90 Day 7 Day 21 Day 80

Figure 2: The proportions of patients on days 7, 21, and 90, with re-
current VTE or VTE-related death (A) or with major bleeding (B), with
95% confidence intervals. VTE, venous thromboembolism.
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non-major bleeds after 7, 21, and 90 days are shown in P>Figure
2B, with associated 95% ClIs. P Figure 3B shows the Kaplan-Meier
plot of major or clinically relevant non-major bleeding events dur-
ing the initial 21 days. For these bleeding outcomes, the relative
differences between rates recorded in the two treatment groups are
similar to those observed for major bleeding.

Discussion

In patients treated for VTE, the risks of recurrence and of bleeding
are greatest during the early weeks of therapy, and treatment
guidelines emphasise the importance of appropriate initial therapy
to minimise these risks. As a result, the early outcomes become a
critical test for new treatments for VTE. This was evident in sev-
eral previous studies of novel anticoagulants, in which the initial
rates of recurrence suggested the new regimen may have been

suboptimal (THRIVE [13]) or indicated its failure compared with
standard therapy (idraparinux for pulmonary embolism [14]). In
AMPLIFY, the decision to omit initial heparin therapy and begin
treatment with seven days of oral apixaban at twice its mainten-
ance dose reinforced the need for careful scrutiny of early out-
comes.

Compared with conventional therapy, our analysis found there
was no initial excess of recurrence or major bleeding with the all-
oral apixaban dosing regimen; and these findings strongly support
its effectiveness and safety. The early incidence of recurrence was
low in both treatment groups (P> Table 2). At each time interval,
the RRs of recurrence with apixaban or with conventional therapy
were consistent with the overall study result after six months (3).

Patients who received apixaban were less likely to have early
major bleeding than those treated with conventional therapy at
each of the time points of 7, 21, and 90 days. Again, the RRs for
major bleeding after 7, 21, and 90 days of study therapy are

0.020
—— Apixaban

---- Enoxaparin/warfarin
0.0151

0.010 4

0.005+

0.000+

Proportion of subjects with
VTE/VTE-related death

Number of subjects at risk

Time to VTE/VTE-related death (days)

14 21

Number of subjects at risk

Time to major/CRNM bleeding (days)

Apixaban 2691 2641 2630 2621
Eno/war 2704 2657 2643 2625
B

= 0.050

o — Apixaban

] % 0.040{| ---- Enoxaparin/warfarin T

22 0030

RS enniT

SE 0020

§¢ | .

£ 5 Figure 3: Kaplan-Meier

.2 0010+ :

2 g cumulative event rates

£ 0.000- until day 21, for (A) ef-
: : , ficacy (recurrence or
0 7 14 21 VTE-related death) and

(B) major or CRNM
bleeding. CRNM, clini-
cally relevant non-major;

Apixaban 2676 2591 2550 2518
Eno/war 2689 2600 2508 2446 VTE, venous thromboem-
bolism.
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Table 3: Bleeding after 7 days, 21 days, 90 days, and during the six-month intended treatment period.

Major bleeding

CRNM bleeding

Major or CRNM bleeding

Apixaban Conventional RR (95% Cl) Apixaban Conventional RR (95% Cl) Apixaban Conventional RR (95% ClI)
n=2676 therapy n=2676 therapy n=2676 therapy
n=2689 n=2689 n=2689
Day 7 3(0.11%) 16 (0.60%)* 0.19 21(0.78%) 32 (1.19%) 0.65 24 (0.90%) 48 (1.79%) 0.50
(0.06-0.65) (0.38-1.13) (0.31-0.81)
Day 21 5(0.19%) 26 (0.97%)** 0.19 33(1.23%) 94 (3.50%) 0.35 38 (1.42%) 118 (4.39%) 0.32
(0.08-0.50) (0.24-0.52) (0.22-0.46)
Day 90 11(0.41%) 38 (1.41%) 0.29 71 (2.65%) 173 (6.43%) 0.41 80(2.99%) 209 (7.77%) 0.38
(0.15-0.57) (0.31-0.54) (0.30-0.49)
6 months 15 (0.56%) 49 (1.82%) 0.31 103 (3.85%) 215 (8.00%) 0.48 115 (4.30%) 261 (9.71%) 0.44
(0.17-0.55) (0.38-0.60) (0.36-0.55)

*0Of these 16 patients, 12 were receiving enoxaparin at the time of bleeding. Only 1 patient had an INR > 3.0 around the time of bleeding. ** Of the 10 additional
patients with major bleeding between days 7 and day 21, all were off enoxaparin at the time of bleeding, and 7 had an INR > 3.0. Thus, of the 26 patients with
major bleeding during the first 21 days, 8 had an INR > 3.0 around the time of bleeding. For patients who had more than one event, only the first event was
counted. Cl, confidence interval; CRNM, clinically relevant non-major; RR, relative risk; VTE, venous thromboembolism.

consistent with the overall study results after six months (3)
(> Table 3). The NNT to prevent one major bleed was 204 at 7
days, and showed a progressive decline over the remaining time
points to a value of 79 at six months. Thus, the early benefit of re-
duced major bleeding persists and is enhanced as treatment prog-
resses.

The apixaban regimen chosen for treatment of VTE, including
the decision to not give initial enoxaparin, was based on the phar-
macokinetics of apixaban (15), on the results of a phase 2 study of
apixaban in patients with DVT (16), and on earlier experience
with other factor Xa inhibitors including fondaparinux, which was
shown to be non-inferior to enoxaparin or unfractionated heparin
for the initial treatment of DVT and PE (17, 18). The apixaban
dose was front-loaded to ensure a greater anticoagulant effect at
the start of therapy, when patients are at highest risk of recurrence;
a particular concern in patients with PE (14). In this regard, the
apixaban treatment regimen is analogous to that of rivaroxaban
for VTE, for which the starting dose is 15 mg twice daily for 21
days before dose reduction to 20 mg once daily. Our study results
indicate that the front-loaded regimen of apixaban alone was ef-
fective and did not increase the risk of early bleeding. The Kaplan-
Meier curves suggest the risks of major or clinically relevant non-
major bleeding were similar during the first few days of therapy,
but the risks appear to diverge from about day 5 (»Figure 3B).
This may reflect the overlapping effects of enoxaparin and warfa-
rin during the initial 5-10 days on the risk of bleeding in the con-
ventional treatment group.

An obvious question about our findings is whether anticoagu-
lant therapy received before the patients entered the trial and
began study treatment may have influenced early study outcomes.
Any large impact of such therapy seems unlikely because less than
one-third of patients received more than 24 h of any anticoagulant
treatment before randomisation. Another relevant question relates
to the quality of treatment received by patients in the conventional

© Schattauer 2016

treatment group. Their treatment met all current recommended
standards of care, as judged by the median duration of initial enox-
aparin therapy, the INR measured on the day when enoxaparin
was discontinued, and the subsequent TTR during warfarin ther-
apy (9, 19).

A limitation is that few patients had active cancer or severely
reduced renal clearance. Also, only 10% of patients had provoked
VTE, and patients with postoperative VTE may be at higher risk of
bleeding if treated soon after surgery. With these exceptions, the
study included a representative spectrum of patients with VTE
and disease severity: one-third of the patients presented with PE,
over one-third of these had anatomically extensive disease, and

What is known about this topic?

e The risks of recurrent thromboembolism and bleeding are highest
during the first weeks of anticoagulant therapy for venous throm-
boembolism.

e In some previous studies of new anticoagulants, the rates of re-
current thromboembolism during the initial weeks of therapy sug-
gested the new regimen may have been suboptimal or less effec-
tive than standard therapy.

What does this paper add?

e A pre-specified sub-analysis of the incidences of recurrence and
bleeding after 7, 21, and 90 days of treatment with apixaban
alone or with conventional anticoagulant therapy.

e The efficacy of apixaban was non-inferior at each time point, con-
sistent with the overall study result at six months. There was no
excess of early recurrences with apixaban.

e The reduced bleeding risk associated with apixaban began early
during the course of treatment.
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there was thrombus in the femoral or iliac veins in 75% of the pa-
tients who presented with DVT. For these reasons, we believe the
early outcomes with apixaban treatment in the AMPLIFY trial can
be generalised to most patients who present with VTE. It is un-
known whether a longer initial course of high-intensity apixaban
therapy would be advantageous for patients with a greater than
usual risk of developing a recurrence.

In conclusion, our sub-analysis of the clinical outcomes in the
AMPLIFY trial during the first 7 days, 21 days, and 90 days of
study therapy found that apixaban was non-inferior to conven-
tional treatment at each time point, with no evidence of an early
excess in the recurrence rate, and indicates that the reduced bleed-
ing with apixaban starts early in the course of treatment. These re-
sults not only support the early effectiveness and safety of this
simple all-oral treatment regimen, but the 90-day results also sup-
port the use of a 90-day course of apixaban for treatment of VTE
provoked by a transient risk factor, such as surgery. All-oral treat-
ment regimens of new oral anticoagulants can streamline the tran-
sition of care for patients with VTE, and facilitate their out-of-hos-
pital treatment and early discharge from hospital.
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