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!  Approximately 5%–7% of patients 
with VTE have a recurrence 
during the first 3 months while on 
treatment1 

!  Without extended treatment 
after unprovoked VTE, a 
recurrence occurs in2 

–  15% of patients by 1 year 
–  41% of patients by 5 years 

!  VTE is associated with long-term, 
clinically significant complications, 
including PTS and CTEPH1 

Morbidity) Mortality)

!  Nearly 550,000 annual deaths due 
to VTE across the EU3 

!  Patients with PE after a course of 
anticoagulation (mean, 6 months) 
may have up to a 12.3% case-
fatality rate from recurrent PE 
(mean follow-up, 54 months)4 

!  PE may be responsible for 1 in ~10 
hospital deaths5 

 PTS=post-thrombotic syndrome; CTEPH=chronic thromboembolic pulmonary 
hypertension. 

1.  Palareti G. Scientifica. 2012;2012:1-17. 
2.  Prandoni P et al. Haematologica. 2007;92:199-205. 
3.  Cohen AT et al. Thromb Haemost. 2007;98:756-764. 

4.  Douketis J et al. Ann Intern Med. 2007;147:766-774. 
5.  Geerts WH et al. Chest. 2004;126(suppl 3):338S-400S.#

Significant Morbidity and Mortality of VTE 



1.  Immediately identify whether patient is high-risk 
2.  Confirm PE and further stratify the non–high-risk patients 
3.  Treat with therapy appropriate for the patient’s risk level 
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1.  Konstan+nides#S.#Presented#at:#European#Society#of#Cardiology#Congress#2014;#August#30BSeptember#3,#2014;#Barcelona,#Spain.#FP1116.#
2.  Konstan+nides#S#et#al.#Eur$Heart$J.#2014;35:3033B3069,#3069aB3069k.#

Management of Acute Pulmonary Embolism:  
A Three-Step Approach Upon Suspicion of PE1,2 



* )Echocardiographic#criteria#of#RV#dysfunc+on#include#RV#dila+on#and/or#an#increased#endBdiastolic#RV/LV#diameter#ra+o;#
hypokinesia#of#the#free#RV#wall;#increased#velocity#of#the#tricuspid#regurgita+on#jet;#or#combina+ons#of#the#above.##

† #Markers#of#myocardial#injury#(eg,#elevated#cardiac#troponin#I#or#BT#concentra+ons#in#plasma),#or#of#heart#failure#as#a#result#
of#(right)#ventricular#dysfunc+on#(elevated#natriure+c#pep+de#concentra+ons#in#plasma).#

‡ #Neither#calcula+on#of#PESI#(or#sPESI)#nor#laboratory#tes+ng#is#considered#necessary#in#pa+ents#with#hypotension#or#shock.#
§ #Pa+ents#in#the#PESI#Class#I–II,#or#with#sPESI#of#0,#and#elevated#cardiac#biomarkers#or#signs#of#RV#dysfunc+on#in#imaging#
tests,#are#also#to#be#classified#into#the#intermediateBlowBrisk#category.#
#LV=le_#ventricular;#PESI=Pulmonary#Embolism#Severity#Index;#RV=right#ventricular. ##
#Konstan+nides#S#et#al.#Eur$Heart$J.#2014;35:3033B3069,#3069aB3069k.#

Early Mortality Risk Risk Parameters and Score 

Shock or 
Hypotension 

PESI Class III–
V or sPESI ≥1 

Signs of RV 
Dysfunction on an 

Imaging Test* 

Cardiac 
Laboratory 
Biomarkers† 

High  + (+)‡ + (+)‡ 

Intermediate 
Intermediate-high – + Both positive 

Intermediate-low – + Either one (or none) positive§ 

Low – – Assessment optional;  
if assessed, both negative§ 

–  PESI Class III to V indicates moderate to very high 30-day mortality risk;  
simplified PESI (sPESI) ≥1 point indicates high 30-day mortality risk 

Classification of Patients Based on Risk Scores, 
RV Dysfunction, and Biomarkers 
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Unpredictable)response)

Rou@ne)coagula@on)
monitoring)

Slow)onset/offset))
of)ac@on)

Risk)of)Bleeding)
Complica@ons)

Warfarin)
therapy)has)
several)

limita@ons)that)
make)it)difficult)

to)use)in)
prac@ce)

Numerous)drug.drug)
interac@ons)

Numerous)food.drug)
interac@ons)

Frequent)dose)
adjustments)

Narrow)therapeu@c)
window))

(INR)range)2.3))

•  Warfarin was #1 in 2003 and 2004 in the number of mentions of “deaths 
for drugs causing adverse effects in therapeutic use” 

•  Warfarin caused 6% of the 702,000 ADEs treated in the ED/year; 17% 
required hospitalization 

 
 
            J Thromb Thrombolysis 2008 



–  According to the ACCP 2012 guidelines, the framework of anticoagulation for VTE 
treatment includes initial (0 to ~7 days), long-term (~7 days to ~3 months) and 
extended treatment (~3 months to indefinite)1 

Initial 5 Days 
of Parenteral 

Required? Study Drug 

Initial/Long-term 
Treatment 

Extended  
Treatment 

Trial Name Trial Name 

No 
(Single-agent 

approach) 

Apixaban AMPLIFY2 AMPLIFY-EXT8 

Rivaroxaban 
EINSTEIN-DVT3 

 EINSTEIN-EXT3 

EINSTEIN-PE4 

Yes 
Dabigatran 

RE-COVER5 RE-MEDY9 

RE-COVER II6 RE-SONATE9 

Edoxaban Hokusai-VTE7 — 

5.  Schulman#S#et#al.#N$Engl$J$Med.#2009;361:2342B2352.#
6.  Schulman#S#et#al.#Circula3on.#2014;129:764B772.#
7.  Büller#HR#et#al.#N$Engl$J$Med.#2013;369:1406B1415.#
8.  Agnelli#G#et#al.#N$Engl$J$Med.#2013;368:699B708.##
9.  Schulman#S#et#al.#N$Engl$J$Med.#2013;368:709B718.#

#ACCP=American#College#of#Chest#Physicians.#
1.  Kearon#et#al.#Chest.#2012;141(2):e419SBe494S.#
2.  Agnelli#G#et#al.#N$Engl$J$Med.#2013;369:799B808.#
3.  Bauersachs#R#et#al.#N$Engl$J$Med.#2010;363:2499B2510.#
4.  Büller#HR#et#al.#N$Engl$J$Med.#2012;366:1287B1297.#

VTE Treatment Trials With NOACs 



* #DVT#indicates#DVT#only;#PE#indicates#a#diagnosis#of#PE#with#or#without#DVT.#
† #60#mg#OD#for#most#pa+ents;#30#mg#OD#for#select#criteria#(eg,#≤60#kg,#crea+nine#clearance=30–50#mL/min).#
‡ #Dura+on#of#treatment#was#determined#by#the#trea+ng#physician#before#randomiza+on.#Most#pa+ents#received#6#or#12#months##

of#therapy.#
#LMWH=low#molecular#weight#heparin;#UFH=unfrac+onated#heparin.#

1.  Agnelli#G#et#al.#N$Engl$J$Med.#2013;369:799B808.#
2.  Bauersachs#R#et#al.#N$Engl$J$Med.#2010;363:2499B2510#
3.  Büller#HR#et#al.#N$Engl$J$Med.#2012;366:1287B1297.#

NOAC Trial 
Number of  
Patients* Design 

Parenteral 
Required Before 

NOAC? NOAC Dosing Comparator 

Treatment 
Length  
(mo) 

Apixaban AMPLIFY™1 
5395 

DVT: 3532 
PE: 1836 

Double blind No 
Apixaban 

10 mg BID for 7d,  
then 5 mg BID 

Enoxaparin 
bridge to 
warfarin 

6 

Rivaroxaban 

EINSTEIN-
DVT2 DVT: 3449 

Open label No 

Rivaroxaban  
15 mg BID for 

21d,  
then 20 mg OD 

Enoxaparin 
bridge to 

VKA 
3, 6,  

or 12‡ EINSTEIN-
PE3 PE: 4832 

Dabigatran 

RE-COVER™4 
2539 

DVT:1749 
PE: 786 

Double blind 
LMWH, UFH, or 

fondaparinux  
≥5 days 

Dabigatran 
150 mg BID Warfarin 6 

RE-COVER™ 
II5 

2568 
DVT: 1750 

PE: 816 

Edoxaban Hokusai-VTE6 
8240 

DVT: 4921 
PE: 3319 

Double blind 
Enoxaparin 

or UFH 
≥5 days 

Edoxaban 
60 mg OD† Warfarin 3–12 

Initial VTE Treatment NOAC Trial Designs 



Van Es et al. Blood 2014 

HR 0.90 (95%CI 0.77,1.06) 

VTE recurrence  
DOACs vs VKAs 



Van Es et al. Blood 2014 

HR 0.61 (0.45,0.83) 

Major Bleeding 



Van Es et al. Blood 2014 

Other End Points 



Apixaban 

Rivaroxaban Edoxaban 

Dabigatran 



NEJM 2013; 369: 1406-15 

HOKUSAY 



Hokusai-VTE Efficacy and Safety 
Outcomes 

P=0.004  
(for superiority) 

HR (95% CI): 
0.81 (0.71–0.94) 

  
 Büller et al. N Engl J Med. 2013. 

Bleeding 
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P<0.001  
(for noninferiority) 

HR (95% CI):  
0.89 (0.70–1.13) 

n=146 n=130 

P=0.35  
(for superiority) 

HR (95% CI): 
0.84 (0.59–1.21) 

Major or CRNM‡ Major 

Pa
ti
en

ts
 W

it
h 

Ev
en

t,
 %

 

Recurrent VTE/ 
VTE-related Death† 



NEJM 2013 
Circulation 2014 

RECOVER I and II 

Initial parenteral 
therapy 

Objective 
confirmation of 

acute 
symptomatic 

DVT of the leg 
and/or PE 

E R

30 days 
follow-up  

Single-dummy 
period  

Double-dummy period 

72 h Warfarin Warfarin (INR 2.0–3.0) 

Dabigatran etexilate placebo 

Warfarin placebo 

Dabigatran etexilate 150 mg BID 
Warfarin 
placebo 

Until INR ≥2.0 at  
two consecutive measurements 

 

6 months 
End of treatment 



Pooled RE-COVER and RE-COVER II  
Efficacy and Safety Outcomes 

 
 Schulman S et al. Circulation. 2014. 

P<0.001  
(for noninferiority) 

HR (95% CI):   
0.56 (0.45–0.71) 

n=62 n=68 
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HR (95% CI):   
0.60 (0.36–0.99) HR (95% CI):   

1.09 (0.77–1.54) 

Bleeding 

n=40 n=24 n=189 n=109 

Major or CRNM Major Recurrent VTE/ 
VTE-related Death* 



EINSTEIN investigators NEJM 2010   

R 

RIVAROXABAN RIVAROXABAN 

15 mg bid 20 mg od 

Enoxaparin 1 mg/Kg bid > 5 days  
+  

VKA (INR 2-3) 
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Duration of treatment (3-6-12 months) 

N° 3449 

21 days 

PE with or 
without DVT 

N° 4832 



Pooled EINSTEIN-DVT and -PE  
Efficacy and Safety Outcomes 

HR (95% CI) 
0.89 (0.66–1.19) 

P<0.001 
 (for noninferiority) 

Pa
ti
en

ts
 W

it
h 

Ev
en

t,
 %

 

Recurrent VTE* 

  
1.  Prins MH et al. Thrombosis J. 2013;11:21. 
2.  Bauersachs R et al. N Engl J Med. 2010;363:2499-2510. 

n=95 n=86 

P=not significant 
P=0.002 

HR (95% CI): 
0.93 (0.81–1.06) 

HR (95% CI):  
0.54 (0.37–0.79) 

Bleeding#

n=412 n=388 n=72 n=40 
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 %

 

Day 21 analysis: 
Recurrent VTE 

Enoxaparin/VKA 1.2% vs rivaroxaban 0.9%  
Major bleeding 

Enoxaparin/VKA 0.8% vs rivaroxaban 0.4% 

20 

Major or CRNM‡# Major#

† 



Subjects with 
confirmed 
symptomatic 
DVT/PE 
requiring 
treatment for 
≥6 months 

R 

En
d 

of
 T

re
at

m
en

t 

30
-D

ay
 F

ol
lo

w-
up

 

Enoxaparin (1 mg/kg) BID SC 

Warfarin (INR 2-3) PO 

Apixaban BID PO 

Time    D1     D7                             6M                
5 mg 

~2,408 

~2,408 

10 mg 

Apixaban for the treatment of VTE 
AMPLIFY study design 

Agnelli et al N Engl J Med 2013 



•  Primary efficacy outcome 
–  Incidence of the adjudicated composite of 

recurrent symptomatic VTE or death related to 
VTE 

•  Primary safety outcome 
–   Adjudicated major bleeding 

•  Secondary outcomes included: 
–  Each component of the primary efficacy outcome 
–  Death from CV causes; death from any cause 
–  Composite measure: 

•  Symptomatic recurrent VTE, death from CV causes, with death from any cause, or 
with death related to VTE plus major bleeding 

–  Major bleeding and clinically relevant non-major bleeding 

AMPLIFY: study outcomes 

Agnelli G et al. N Engl J Med 2013 



5400 randomized 

2704 assigned to enoxaparin/warfarin 

2689 included in safety 
analysis 

2691 assigned to apixaban 

2676 included in safety analysis 

15 did not receive 
treatment 

15 did not receive 
treatment 

413 prematurely discontinued treatment 
26 died; 182 had AE; 49 withdrew consent; 14 were 
lost to follow-up; 142 had other reasons 

377 prematurely discontinued 
treatment 
20 died; 150 had AE; 49 withdrew consent; 14 were 
lost to follow-up; 144 had other reasons 

3 excluded: source data 
issues 

2 excluded: source data 
issues 

AMPLIFY: patient flow  

Agnelli G et al. NEJM 2013 



Agnelli G et al. NEJM 2013 

AMPLIFY: baseline characteristics   

  Apixaban 
n=2691 

Enoxaparin/warfarin 
n=2704 

Mean age, yrs (SD) 57.2 (16.0) 56.7 (16.0) 
Male sex, n (%) 1569 (58.3) 1598 (59.1) 
Mean weight, kg (SD) 84.6 (19.8) 84.6 (19.8) 
Distribution, n (%) 
≤60 kg 231 (8.6) 245 (9.1) 
>60 to <100 kg 1932 (71.8) 1936 (71.6) 
≥100 kg 522 (19.4) 518 (19.2) 

Creatinine clearance, n (%) 
≤30 mL/min 14 (0.5) 15 (0.6) 
>30 to ≤50 mL/min 161 (6.0) 148 (5.5) 
>50 to ≤80 mL/min 549 (20.4) 544 (20.1) 
>80 mL/min 1721 (64.0) 1757 (65.0) 

Qualifying diagnosis, n (%)  
 DVT  1749 (65.0) 1783 (65.9) 
 PE 678 (25.2) 681 (25.2) 
 PE with DVT 252 (9.4) 225 (8.3) 



P<0.001  
(for noninferiority) 

RR (95% CI): 
0.84 (0.60–1.18) 

P<0.001  
(for superiority) 

P<0.001 
(for superiority) 

RR (95% CI): 
0.31 (0.17–0.55) 

RR (95% CI): 
0.44 (0.36–0.55) 

Bleeding)
Recurrent)VTE/)

VTE.related)Death†)

AMPLIFY™ Efficacy and Safety Outcomes 

* #Pa+ents#in#the#apixaban#arm#received#10#mg#BID#for#the#first#7#days,#followed#by#5#mg#BID.#
† #PE#was#considered#to#be#the#cause#of#death#if#death#could#not#be#amributed#to#a#documented#cause#and#PE#could#not#be#ruled#out.#
‡ #Primary#safety#outcome.#
#CI=confidence#interval;#CRNM=clinically#relevant#nonmajor;#RR=rela+ve#risk.#
#Agnelli#G#et#al.#N$Engl$J$Med.#2013;369:799B808.#



Event rate 
APIXABAN 2.3 %  
Enox- WARFARIN 2.7 %  

HR= 0.84  (95% CI= 0.60-1.18) 

Efficacy outcome 
Recurrent venous  
thromboembolism 

Agnelli G et al. NEJM 2013 

AMPLIFY 



Event rate 
APIXABAN 0.6 %  
Enox- WARFARIN 1.8 %  HR= 0.31  (95% CI= 0.17-0.55) 

Major Bleeding 

AMPLIFY 

Agnelli G et al. NEJM 2013 



–  Compared with enoxaparin/warfarin, apixaban was noninferior for recurrent VTE/
VTE-related death at 7 and 21 days, and was associated with significantly fewer 
major bleeding events 

Recurrent VTE/VTE-Related Death Major Bleeding 

RR=0.79 
(95% CI, 0.43–1.46)  

P=0.0033 for 
noninferiority 

RR=0.19 
(95% CI, 0.06–0.65) 

P=0.0029 for 
superiority 

RR=0.83 
(95% CI, 0.51–1.36)  

P=0.0008 for 
noninferiority 

RR=0.19 
 (95% CI, 0.07–0.48) 

P<0.0001 for superiority 

Day 7 Day 21 Day 7 Day 21 

Enoxaparin/Warfarin Apixaban 5 mg BID 

1.00% 

n=27 
n=5 

N=2689 
N=3 

0.11% 

N=2676 

0.60% 

0.19% 

N=2676)

Raskob GE et al. Presented at: 60th Annual Meeting of the International Society on Thrombosis and Haemostasis Scientific and  
Standardization Committee; June 23-26, 2014; Milwaukee, WI. Poster COA28. 

AMPLIFY Efficacy and Safety Outcomes in  
First 7 and 21 Days of Treatment 



Prandoni P et al. Haematologica 2007 



–  According to the ACCP 2012 guidelines, the framework of anticoagulation for VTE 
treatment includes initial (0 to ~7 days), long-term (~7 days to ~3 months) and 
extended treatment (~3 months to indefinite)1 

Initial 5 Days 
of Parenteral 

Required? Study Drug 

Initial/Long-term 
Treatment 

Extended  
Treatment 

Trial Name Trial Name 

No 
(Single-agent 

approach) 

Apixaban AMPLIFY2 AMPLIFY-EXT8 

Rivaroxaban 
EINSTEIN-DVT3 

 EINSTEIN-EXT3 

EINSTEIN-PE4 

Yes 
Dabigatran 

RE-COVER5 RE-MEDY9 

RE-COVER II6 RE-SONATE9 

Edoxaban Hokusai-VTE7 — 

5.  Schulman#S#et#al.#N$Engl$J$Med.#2009;361:2342B2352.#
6.  Schulman#S#et#al.#Circula3on.#2014;129:764B772.#
7.  Büller#HR#et#al.#N$Engl$J$Med.#2013;369:1406B1415.#
8.  Agnelli#G#et#al.#N$Engl$J$Med.#2013;368:699B708.##
9.  Schulman#S#et#al.#N$Engl$J$Med.#2013;368:709B718.#

#ACCP=American#College#of#Chest#Physicians.#
1.  Kearon#et#al.#Chest.#2012;141(2):e419SBe494S.#
2.  Agnelli#G#et#al.#N$Engl$J$Med.#2013;369:799B808.#
3.  Bauersachs#R#et#al.#N$Engl$J$Med.#2010;363:2499B2510.#
4.  Büller#HR#et#al.#N$Engl$J$Med.#2012;366:1287B1297.#

VTE Treatment Trials With NOACs 



Sardar P et al.  Drugs  2013  

Recurrent symptomatic VTE and VTE-related deaths 



Major bleeding 

Sardar P et al.  Drugs  2013  



Major or Clinically Relevant Nonmajor Bleeding 

Sardar P et al.  Drugs  2013  



All-cause mortality 

Sardar P et al.  Drugs  2013  



Patients enrolled 
within ~ 7 days after 
last dose of prior 
OAC (INR ≤2.0 if on 
VKA) 
 
6–12 months of prior 
OAC 

Apixaban 2.5 mg BID 

Randomization 

Day 1 Month 
12 

30
-d

ay
 o

bs
er

va
ti

on
 p

er
io

d 

Apixaban 5 mg BID 

Placebo 

Amplify-EXT: study design   

Agnelli et al. N Engl J Med 2013 



Amplify-EXT: eligibility criteria   

•  Key inclusion 
–  ≥18 years of age 
–  Objectively confirmed, symptomatic DVT or PE (with/without DVT) 
–  Treated for 6–12 months with standard anticoagulant or completed 

treatment with apixaban or enoxaparin/warfarin in AMPLIFY 
–  No symptomatic recurrence during prior anticoagulant therapy 
–  Clinical equipoise about the continuation or cessation of anticoagulant 

Key exclusion 
–  Contraindication to continued anticoagulant therapy  
–  Requirement for ongoing anticoagulant therapy, DAPT, or ASA >165 mg 

daily 
–  Haemoglobin level of <9 mg/dL, a platelet count <100 000/mm3, serum 

creatinine >2.5 mg/dL or a calculated CrCl <25 mL/min, ALT or AST level 
>2×ULN, or a total bilirubin level >1.5×ULN 



Amplify-EXT: study outcome   
•  Primary efficacy outcome: 

–  Composite of symptomatic recurrent VTE or death from any 
cause 

•  Primary safety outcome: 
–  Major bleeding 

•  Secondary outcomes included: 
–  Symptomatic recurrent VTE or death related to VTE 
–  Composite of symptomatic recurrent VTE, death related to 

VTE, MI, stroke, or death related to CV disease 
–  Composite of major or CRNM bleeding 



Amplify-EXT: patient flow 
2486 randomized 

842 assigned to  
receive apixaban 2.5mg 

815 assigned to  
receive apixaban 5 mg 

829 assigned to  
receive placebo 

840 included in intention- 
to-treat efficacy analysis 

813 included in intention- 
to-treat efficacy analysis 

829 included in intention- 
to-treat efficacy analysis 

840 included in 
safety analysis 

811 included in  
safety analysis 

 114  prematurely 
discontinued  
 study treatment 

 1  died 
 65  had AE 
 7  withdrew consent 
 2  were lost to follow-up 

 39  had other reasons 

 129  prematurely 
discontinued  
 study treatment 

 3  died 
 58  had AE 
 12  withdrew consent 
 4  were lost to follow-up 

 52  had other reasons 

 188  prematurely 
discontinued  
 study treatment 

 9  died 
 126  had AE 

 6  withdrew consent 
 8  were lost to follow-up 

 39  had other reasons 

2 were  
excluded 

2 were  
excluded 

2 did not  
receive apixaban 

3 did not  
receive placebo 

826 included in  
safety analysis 



Amplify-EXT: baseline characteristics 

  Apixaban 2.5 mg 
(n=840) 

Apixaban 5 mg 
(n=813) 

Placebo  
(n=829) 

Mean age, yrs (SD) 56.6 (15.3) 56.4 (15.6) 57.1 (15.2) 
Male sex, n (%) 487 (58.0) 469 (57.7) 468 (56.5) 
Mean weight, kg (SD) 85.7 (19.8) 85.7 (19.1) 84.7 (18.6) 

 ≤60 kg 58 (6.9) 59 (7.3) 48 (5.8) 
 >60 kg 780 (92.9) 751 (92.4) 778 (93.8) 

Creatinine clearance, n (%) 
 ≤30 mL/min 1 (0.1) 3 (0.4) 2 (0.2) 
 >30 to ≤50 mL/min 47 (5.6) 41 (5.0) 44 (5.3) 
 >50 to ≤80 mL/min 174 (20.7) 168 (20.7) 194 (23.4) 
 >80 mL/min 595 (70.8) 580 (71.3) 564 (68.0) 

Initial diagnosis, n (%)  
  DVT  544 (64.8) 527 (64.8) 551 (66.5) 
  PE 296 (35.2) 286 (35.2) 278 (33.5) 



Amplify-EXT: VTE recurrence or death from any cause   

RR (95%CI): 0.33 (0.22–0.48) 
P<0.001 (superiority) 

Pa
ti

en
ts

 (%
) 

RR (95%CI): 0.36 (0.25–0.53) 
P<0.001 (superiority) 

3.8% 
(32/840) 

4.2 
(34/813) 

11.6 
(96/829) 



Amplify-EXT: time to event   
Cu

m
ul

at
iv

e 
ev

en
t 

ra
te

 (%
) 

840 836 825 818 533 

813 807 799 791 513 

Time (months) 
0 1 

10 

8 

6 

Apixaban 5 mg 

4 

2 

0 
2 3 4 5 6 7 8 9 10 11 12 

Apixaban 2.5 mg 

Placebo 

Symptomatic recurrent VTE or VTE-related death 



Amplify-EXT: efficacy outcomes 

  
Apixaban  
2.5 mg 
(n=840) 

Apixaban  
5 mg  

(n=813) 

Placebo  
(n=829) 

2.5 mg 
vs placebo 

RR (95% CI) 

5 mg  
vs placebo 

RR (95% CI) 

2.5 mg 
vs 5 mg 

RR (95% CI) 
Recurrent VTE 
or death from 
any cause, n (%) 

32 (3.8) 34 (4.2) 96 (11.6) 0.33  
(0.22-0.48) 

0.36  
(0.25-0.53) 

Recurrent VTE/
VTE-related 
death, n (%) 

14 (1.7) 14 (1.7) 73 (8.8) 0.19  
(0.11–0.33) 

0.20  
(0.11–0.34 

0.97 
(0.46–2.02) 

Non-VTE-
related CV 
death, MI, or 
stroke 

4 (0.5) 5 (0.6) 11 (1.3) 0.36  
(0.11–1.12) 

0.47  
(0.16–1.33) 

0.77 
(0.21–2.88) 

Recurrent VTE, 
VTE-related 
death, MI, 
stroke, or CV 
disease-related 
death 

18 (2.1) 19 (2.3) 83 (10.0) 0.21  
(0.13–0.35) 

0.23  
(0.14–0.38) 

0.92 
(0.48–1.74) 



Major or clinically relevant non-major bleeding 
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840 786 759 737 354 
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Amplify-EXT: safety outcomes 

  
Apixaban  
2.5 mg  
(n=840) 

Apixaban  
5 mg  

(n=813) 
Placebo  
(n=829) 

2.5 mg 
vs placebo 

RR  
(95% CI) 

5 mg  
vs placebo 

RR  
(95% CI) 

2.5 mg 
vs 5 mg 

RR  
(95% CI) 

Major bleeding, n % 2 (0.2) 1 (0.1) 4 (0.5) 0.49  
(0.09-2.64) 

0.25  
(0.03-2.24) 

1.93 
(0.18–21.25) 

CRNM bleeding, n (%) 25 (3.0) 34 (4.2) 19 (2.3) 1.29 
(0.72–2.33) 

1.82 
(1.05–3.18) 

0.71 
(0.43–1.18) 

Major or CRNM 
bleeding, n (%) 27 (3.2) 35 (4.3) 22 (2.7) 1.20  

(0.69–2.10) 
1.62 

(0.96–2.73) 
0.74 

(0.46–1.22) 

VTE, VTE-related 
death, MI, stroke, CV 
disease-related death, 
or major bleeding, n 
(%)* 

20 (2.4) 20 (2.5) 86 (10.4) 0.23 
(0.14–0.37) 

0.24 
(0.15–0.38) 

0.97 
(0.52–1.79) 



Acute phase treatement 
Patients without shock 

Kostantinides, Agnelli et al: EHJ 2014 



Acute phase treatement 
Patients without shock 

Kostantinides, Agnelli et al: EHJ 2014 



Long Term treatement 
Patients without shock 

Kostantinides, Agnelli et al: EHJ 2014 



Take home message 

!  VTE is a common disease with associated with 
significant morbidity and mortality 

!  NOACs are now approved by the EMA for VTE 
treatment 
‒ Included in the recommendations in the 2014 PE ESC guidelines 
‒ In AMPLIFY, compared with enoxaparin/warfarin, apixaban was 

noninferior in recurrent VTE or VTE-related death, with a  
significant reduction in MB 

‒ In AMPLIFY ext, apixaban2.5 mg x 2/die reduced VTE 
recurrence without increasing MB or CRNMB 


