
• Limitations: Enoxaparin had a higher per-
centage of patients who received discouraged
therapy (NSAIDS or ASA; fondaparinux 12.2%
vs. 16.5 % enoxaparin). 

PENTHIFRA 1999
Eriksson et al. Fondaparinux compared with

enoxaparin for the prevention of venous throm-
boembolism after hip fracture surgery.13

• N = 1,673.
• Methods: Patients received either fonda-

parinux 2.5 mg SQ given 6 ± 2 hours postopera-
tively and continuing for 5-9 days or enoxaparin
40 mg SQ given 12 ± 2 hours preoperatively and
continuing once daily for 5-9 days.

• Primary efficacy outcome: VTE to day 11.
• Primary safety outcomes: Major bleeding

and mortality from all causes.
• Primary efficacy result: VTE: fondaparinux

8.3%, enoxaparin 19.1%. Fondaparinux had a 56.4%
relative risk reduction over enoxaparin (P < 0.001).

• Primary safety result: No statistically signifi-
cant differences were reported between the two

groups in the incidence of death or clinically rele-
vant bleeding.

• Limitations:
— 10.9% of fondaparinux patients received a

dose preoperatively.
— 74.4% of enoxaparin patients did not receive

the medication preoperatively.

Efficacy, safety, and cost
Comparative efficacy, safety, and cost informa-

tion is listed in Table 5, p. 4; Table 6, above; and
Table 7, p. 6.

Conclusions
Fondaparinux sodium appears to be an effec-

tive medication for the prophylaxis of DVT in
hip fracture, hip replacement, and knee replace-
ment surgeries. However, there are several
weaknesses in the trials that may limit their reli-
ability. According to the PENTAMAKS study,
the VTE occurrence with enoxaparin is greater
than 25%. Historically, this occurrence has been
reported as 10%-15%. There was no statistically
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Primary outcome

Clinical EPHESUS PENTATHLON PENTAMAKS PENTHIFRA
Trials 2000 2000 1999 1999

Fondaparinux Enoxaparin Fondaparinux Enoxaparin Fondaparinux Enoxaparin Fondaparinux Enoxaparin
N=1140 N=1133 N=1128 N=1129 N=517 N=517 N=831 N=842

Fatal bleeding 0 0 0 0 0 0 0 1 (0.1%)

Bleeding in 0 0 0 1 (0.1%) 0 0 0 0
critical organ

Bleeding 5 (<1%) 3 (<1%) 2 (0.2%) 2 (0.2%) 2 (0.4%) 1 (0.2%) 3 (0.4%) 2 (0.2%)
leading to
reoperation

Bleeding with a 42 (4%) 29 (3%) 18 (1.6%) 8 (0.7%) 9 (1.7%) 0 15 (1.8%) 16 (1.9%)
bleeding index >2

Secondary Outcome

Clinical EPHESUS PENTATHLON PENTAMAKS PENTHIFRA
Trials 2000 2000 1999 1999

Fondaparinux Enoxaparin Fondaparinux Enoxaparin Fondaparinux Enoxaparin Fondaparinux Enoxaparin
N=1140 N=1133 N=1128 N=1129 N=517 N=517 N=831 N=842

Transfusions 714 (63%) 690 (61%) 593 (53%) 555 (49%) 222 (42.9%) 197 (38.1%) 34 (4.1%) 18 (2.1%)

Blood 2 (1-10) 2 (1-10) 2 (1-8) 2 (1-9) 1.9 + 1.1 1.8 + 0.9 2.7 + 1.5 2.8 + 1.8
transfusions
units among
patients
transfused for
volume
replacement

Death from 0 2 (0-2%) 3 (0.3%) 1 (0.1%) 1 (0.4%) 2 (0.4%) 11 (1.3%) 16 (1.9%)
any cause

Table 6. Safety results from clinical trials


