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What is idiopathic or secondary VTE ?
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Fondaparinux (N=1103) UFH (N=1110)

Fondaparinux - UFH (95 % CI )

-1.2%
DDDD = 3.5%0 0.5%-3.0% 

Fatal PE                                                        16 (1.5 %)                             15 (1.4 %)             

Non-fatal PE or DVT                                      26 (2.4 %) 41 (3.6 %)

Total symptomatic recurrent VTE                42 ( 3.8 %)       56 (5.0 %)
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Topic 2004 2008

Major orthopedic 
surgery

Start of prophylaxis

Start be based on 
efficacy-to-bleeding 
tradeoffs for each drug 
(1A)
For LMWH no big 
difference pre or 
postoperative (1A)

Either pre or post-
operatively (1A)

For patients given 
fondaparinux, start at 
least 6 hs after surgery 
(1A)

Major orthopedic 
surgery

Duration of prophylaxis

TKR: > 10 d (1A)

THR: 28-35 d (1A) with 
LMWH (1A), VKA (1A) or 
fondaparinux (1C+)

Hip #: fondaparinux (1A), 
LMWH (1C+) or VKA (1C+)

All: at least 10 d (1A)

TKR: up to 35 d (2B)

With LMWH, VKA or 
fondaparinux (all 1C)

THR: up to 35 d (1A) with 
LMWH (1A), VKA (1B) or 
fondaparinux (1C)

Hip #: fondaparinux (1A), 
LMWH (1C) or VKA (1C)

How long to give prophylaxis?

In all other situations, as long as risk persists,

possibly after discharge



Extension of anticoagulant treatment 
beyond 3 to 6 months

Death by
PE recurrence
80 VTE recurrences
Case-fatality rate 4-12%
3 to 10 deaths

Death by
major bleed
20 to 60 bleeds
Case-fatality rate 10%
2 to 6 deaths

For 1000 patient-years
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Extending anticoagulant treatment 
beyond 3 months in patients with 

idiopathic VTE:
Key elements



Drug

Class

Company Half-life Bioavaila-
bility

Elimination Dosage
(oral)

Apixaban
anti-Xa

BMS/
Pfizer

8-15 50-85% 25% renal
75% biliary

b.i.d.

Edoxaban
anti-Xa

Daiichi-
sankyo

10 50% 33% renal
66% biliary

o.d.

Rivaroxaban
anti-Xa

Bayer/
J&J

5-13 >80% 33% renal 
(unchanged)

33% renal
(inactive metabolites)

33% biliary

o.d.

Dabigatran
DTI

B-I 14-17 5% 80% renal
20% biliary

o.d.

Comparison of four upcoming novel 
specific oral anticoagulants



EINSTEIN-EXT Study for VTE secondary 
prevention: Unmonitored rivaroxaban 20 mg od vs placebo

Mean treatment 
period: 190 days

Rivaroxaban
(n=602)

Placebo
(n=594)

Symptomatic 
recurrent VTE

8 (1.3%)

HR 0.18 (0.09-0.39)
p<0.0001

42 (7.1%)

Major bleeding 4 (0.7%)

p=0.106

0

Büller HR et al. ASH Proceedings, 2009 (Dec. 8)
Late breaking abstracts session
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