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THE  RANDOMIZED, DOUBLE-BLIND STENOX STUDY 
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Decousus H et al. for the STENOX Investigators Group. Arch Intern Med 2003;163:1657-63. 

Prandoni P et al. for the VESALIO Investigators Group. J Thromb Haemost 2005;3:1152-7. 

Prospective, controlled, randomized, double-blind, multicenter 

Group high-dose (treatment; n=83) =  
 - 0.3 ml placebo +  
 - weight adjusted nadroparin (19.000 a-Xa IU ml)   x 10 d  
    half dose   “                     “                   x 20 d 

Group low-dose (prophylaxis; n=81) = 
 - 0.3 ml nadroparin (+ 2850 a-Xa IU)    x 30 d   + 
 - placebo 
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                                   Low  dose                   High  dose  
                                             (n=83)                         (n=81) 
         DVT/PE/SVT ext          8.6 %                    7.2 %  

    Major bleeding              0 %                        0 % 

 RESULTS 

Prandoni P et al. for the VESALIO Investigators Group. J Thromb Haemost 2005;3:1152-7. 

~70% therapeutic dose 
8.500 IU/die 

placebo 

~70% therapeutic dose 
8.500 IU/die 

50% therapeutic dose 
6.400 UI/die 

Prophylaxis dose  4.250 IU/die 

Random 

10 days 30 days 

A 

B 

C 

Follow-up was 60 days 
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Cumulative incidence of  events in the first 33 days of treatment  in the 3 groups 
Logrank test for trend  P=0.0018 Log-rank (Mantel-Cox) Test p=< 0.0001 

A VS B  P=< 0.0001 B VS C:P= 0.006 
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Cosmi B et al. on behalf of the STEFLUX Investigators Group. J Thromb Haemost 2012;10:1026-35. 
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Multicenter, randomized, double-blind, controlled vs placebo on efficacy and safety of 
Fondaparinux (Arixtra) for the treatment of SVT 
  
Patients enrolled : 3.002 
Inclusion: SVT confirmed with CUS, > 5 cm length 
Exclusion: SVT < 3 cm from saphenous-femoral cross, thrombotic events < previous 6 months, 
active cancer, warfarin, NSAIDs, recent bleeds, platelets <100.000 plt/dl), Cr Cl< 30 ml/min   
  
Treatments: Fondaparinux 2,5 mg or Placebo  
Duration: 45 d 
Follow-up: 1 month 
 

 2010;363:1222-32. 

Decousus H et al. N Engl J Med 2010;363:1222-32. 
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No difference for bleeding between treatment and placebo  

Secondary Efficacy Outcomes (Day 47) 

Some patients underwent two outcomes. Death: Fondaparinux=2 (cancer); Placebo=1 (heart failure) 
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Decousus H et al. N Engl J Med 2010;363:1222-32. 
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Symptomatic PE or DVT (Day 47) 

0 

0.2 

0.4 

0.6 

0.8 

1.0 

1.2 

1.4 

Fondaparinux 2.5 mg Placebo 

Sy
m

pt
om

at
ic

 P
E/

D
VT

 (%
) 
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RRR 85.0% 
(95% CI= 49.7 to 95.5)  

p<0.001 

Symptomatic proximal DVT: Fondaparinux=1; Placebo=10 
 Symptomatic PE: Fondaparinux=0; Placebo=5 

Decousus H et al. N Engl J Med 2010;363:1222-32. 

Safety Outcomes (Day 47) 

Fondaparinux 
N=1499 

Placebo 
N=1488 

Major bleeding 1 (0.1%) 1 (0.1%) 
Fatal bleeding 0 0 
Clinically relevant non-major 
bleeding 

5 (0.3%) 8 (0.5%) 

Minor bleeding 
 

9 (0.6%) 6 (0.4%) 

All bleeding 15 (1.0%) 14 (0.9%) 

Some patients experienced more than one event 

Decousus H et al. N Engl J Med 2010;363:1222-32. 
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CALISTO: 

Strength  
High number of patients 
Placebo controlled 
Very good results 
Weakness 
Only 30 d. FU 
Only symptomatic complications 

Treatment for superficial thrombophlebitis of the leg.  
 Di Nisio M et al Cochrane Database of Systematic Reviews 2012, Issue 3. Art. No.: CD004982 

•  26 RCTs, 5521 participants 
•  Methodological quality of most of the trials: poor. 
• Fondaparinux, LMWH, UFH, NSAIDs, topical treatment, oral treatment, 

intramuscular treatment, and intravenous treatment to surgery.  

• Prophylactic dose fondaparinux given for six weeks appears to be a valid 
therapeutic option for ST of the legs.  

• Further research to assess the role of new oral anticoagulants, LMWH and 
NSAIDs; the optimal doses and duration of treatment; and whether a 
combination therapy may be more effective than single treatment.  
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9th ACCP Consensus 
(Kearon C et al. Chest 2012;141(2)(Suppl):e419S–e494S) 

8.1.1. In patients with SVT ….of at least 5 cm in 
length, we suggest the use of a prophylactic dose 
of fondaparinux or LMWH for 45 days over no 
anticoagulation (Grade 2B) . 

 
8.1.2. In patients with SVT who are treated with 

anticoagulation, we suggest fondaparinux 2.5 mg 
daily over a prophylactic dose of LMWH (Grade 2C) 
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Factors that favor the use of anticoagulant therapy in patients with SVT 
include:  

 
-    extensive SVT 
-  involvement above the knee, particularly if close to the saphenofemoral 

junction 
-  severe symptoms 
-  involvement of the greater saphenous vein 
-  history of VTE or SVT 
-  active cancer 
-  recent surgery 
 
  

9th ACCP Consensus 
(Kearon C et al. Chest 2012;141(2)(Suppl):e419S–e494S) 
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   CONCLUSIONS 
 
 
-  SVTs require anticoagulant treatment  
 
 
-  LMWH = relatively high dose 

 
-  Fondaparinux = prophylactic dose for 45 days, treatment of choice 
 
 
-  Some SVT still have late complications after 30 d of treatment 
   How to identify these patients? 
 
 

   CONCLUSIONS 
 
 
-  SVTs require anticoagulant treatment  
 
-  LMWH = relatively high dose 
 
-  Fondaparinux = prophylactic dose for 45 days , treatment of  choice 
 
- Class II elastic stockings 
 
- Some SVT still have late complications after 30 d of treatment 
How to identify these patients? 
 
- Evaluation of individual risk factors 


