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Efficacy and safety of fondaparinux for the prevention
of venous thromboembolism in older acute medical
patient: randomized placebo controlled trial
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Efficacy and safety of fondaparinux for the prevention of venous
thromboembolism in older acute medical patients: randomised

placebo controlled trial

Alexander T Cohen, Bruce L. Davidson, Alexander S Gallus, Michael R Lassen, Martin H Prins, Witold Tomkowski,
Alexander G G Turpie, Jan F M Egberts, and Anthonie W A Lensing for the ARTEMIS Investigators

BMJ, 2006, vol. 332 (325-9)
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Outcome : Primary Endpoints

Primary efficacy outcome
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Fthical approval: The institutional review boards of each centre appr()ved
the protocol.
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Patients were randomly assigned by investigators to receive once
daily subcutaneous injections ol either 2.5 mg fondaparinux
sodium (Arixtra; GlaxoSmithKline) or placebo, within 48 hours
of admission to hospital. Randomisation was carried out using a
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of admission to hospital. Randomisation was carried out using a
predefined central randomisation list, balanced in blocks of four.
The code was revealed to the mvestigators on completion of the
study.
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inadequate venogram (7.3%). Baseline characteristics were simi-

lar between the two groups (table 1).

Table 1 Baseline characteristics of older medical patients randomised to the
anticoagulant fondaparinux or placebo. Values are numbers (percentages)
unless stated otherwise

Fondaparinux group

Characteristic (n=429) Placebo group (n=420)
Mean (SD) age (years), range 75.0 (8.3), 60 to 93 744 (8.3), 53 to 96*
Men 174 (40.6) 186 (44.3)
Women 255 (59.4) 234 (55.7)
Mean (SD) weight (kg), range 701 (15.2),32to 111 70.1 (16.8), 35 to 150
Mean (SD) body mass index 259 (5.5) 25.8 (5.7)
Reason for admission to hospital:
Congestive heart failure (class 11I/IV)t 106 (24.7) 106 (25.2)
Acute respiratory disease 74 (17.2) 93 (22.1)
Acute infectious or inflammatory 107 (24.9) 107 (25.5)
disease
More than one reason 142 (33.1) 114 (27.1)
Risk factors for venous thrombembolism:
Age =75 years 223 (52.0) 216 (51.4)
History of venous thrombembolismi 18 (4.2) 21 (5.0)
Previous or current cancer 62 (14.5) 69 (16.4)

*One patient recruited out of prespecified range in placebo group (enrolled at age 53) was
not included in primary efficacy population.

tAccording to New York Heart Association.

$Deep vein thrombosis or pulmonary embolism.
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Design Double blind randomised placebo controlled trial.

Study drugs were provided in identical boxes, consisting of 15
prefilled single dose syringes, each containing either active drug
(2.5 mg fondaparinux sodium in 0.5 ml saline) or placebo (0.5 ml

isotonic saline). Investigators

were blinded to treatment

assignment for the duration of the study.
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Patients randomised (n=849)

|

I

Y Y

Fondaparinux group (n=429) i Placebo group (n=420)

!

l—» Not treated (n=4) ] Not treated (n=6) }4—1

Evaluable for safety (n=425) ] Evaluable for safety (n=414)

|

Not evaluable for primary
efficacy outcome (n=104):
Venography not done

Not evaluable for primary
efficacy outcome (n=91):
Venography not done

(n=74) (n=60) N
Non-evaluable venograms Non-evaluable venograms
(n=30) (n=31)

Y Y

Evaluable for primary
efficacy outcome (n=321)

Evaluable for primary

efficacy outcome (n=323)

Fig 1 Flow of patients through trial
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analysis. Treatment lasted for a median of 7 days (range 1-15
days) in the fondaparinux group and 7 days (range 1-13 days) in
the placebo group. A total of 644 patients (75.9%) were available
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Table 2 Venous thromboembolic events in older (=60 years) medical
patients randomised to the anticoagulant fondaparinux or placebo. Values
are numbers unless stated otherwise

Primary efficacy outcome Fondaparinux group Placebo group

Venous thromboembolic events: Qﬁ%ﬂ)ﬂﬁ?ﬁ_ﬂ‘ﬁ ||:|:I| Eﬂ%
Ay 18 2 RERERARIMARAE

Proximal deep vein thrombosis 5 7
Distal deep vein thrombosis 13 22
Symptomatic deep vein thrombosis 0 0
Non-fatal pulmonary embolism 0 0 ) |='-,‘ o= \
Fatal pulmonary embolism e 8 QE{?& EUDEM‘@%*@'IE'_
Total No (%) (18321 (56))  (34/323 (10.5))
No (%) of any symptomatic venous SN———
thrombembolism up to day 32:
Symptomatic deep vein thrombosis 0 0
Non-fatal pulmonary embolism 1 4 P ri ma ry outcome (i
Fatal pulmonary embolism 3 7
Total No (%) 4/429 (1) 11/420 (3) @"'@
/\
LS :E: 313 321

pOjiEs:es 34 294 323



Primary Endpoint
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T AB¥18(5.6%), XJH&EF34(10.5%)

el
(+) (-)

ITAEE 18 313 321
pOjiEEiEs 34 294 323

>~ RR(#Ex3 U X ) =5.6/10.5=0.533 53.3%
>~ RRR(#HxT U X U@ =1-5.6/10.5=0.47 47%

> ARR (f&x1 1) X DiR4M=0.105-0.056 = 0.049
4.9%

» (SIETE CIENNT = 100 +4.9 =20.4
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Primary Endpoint

-ﬁﬁTﬂi@%@ﬂ)ﬁﬁ% CkD T*ﬁL_I éﬂémnﬁﬁﬂmﬂﬁﬁir
TE(R4 DR EPER AR IMAEIAE -
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MR e T

TTAEE 18
pOjiEEEs 34 291 323

> RR=53.3% [95%CI 30.7-92.3%)]
> RRR=47% [95%Cl 7.7-69.3%]

> ARR=4.9% [95%CI 0.73-9.1%)]

> NNT=20.4 [95%Cl 10.9-136.8]
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Primary safety outcome
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Table 3 Bleeding complications during study treatment of older (=60 years)
medical patients randomised to the anticoagulant fondaparinux or placebo

Fondaparinux group Placebo group

Bleeding complication (n=425) (n=414)
Major bleeding:
Fatal 0 0
Requiring surgical intervention 0 0
In a critical location 0 0
Overt bleeding plus a decrease in haemoglobin 1 1
concentration =20 g/L (<48 hours) or transfusion
of >2 units
Total No (%) 1 (0.2) 1 (0.2)
Minor bleeding 11 (2.6) 4 (1.0)

T gy s

S — A vAvINe Y
XJHREF 1 413 414
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