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T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

Thromboprophylaxis in Patients Receiving Chemotherapy

To the Editor: In their article on the results of 
the SAVE-ONCO study (ClinicalTrials.gov number, 
NCT00694382), which showed that semuloparin 
reduced the risks of deep-vein thrombosis in the 
lower or upper limbs and pulmonary embolism 
among patients receiving chemotherapy for can-
cer, Agnelli and colleagues (Feb. 16 issue)1 do not 
mention the development of central-venous-
catheter thrombosis. Indeed, deep-vein thrombo-
sis related to a central venous catheter is a fre-
quent complication, reported in 4% of patients 
with symptomatic events and 20 to 30% of pa-
tients with asymptomatic events detected by 
means of venography or ultrasonography; this 
complication is associated with the risk of pul-
monary embolism and loss of central venous ac-
cess.2 A recent Cochrane review did not show any 
efficacy of heparins or vitamin K antagonists for 
the prevention of central-venous-catheter throm-
bosis.3 Accordingly, national guidelines mention 
no prophylactic treatment; specifically, they recom-
mend no prophylactic doses of low-molecular-
weight heparin or low-dose warfarin.2 Only the 
placement of the distal tip of the central venous 
catheter at the junction between the superior 
vena cava and the right atrium, and insertion on 
the right side are indicated.2,4 Therefore, was 
central-venous-catheter thrombosis observed in 
the study, and was semuloparin an effective pro-
phylactic treatment?
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The Authors Reply: Bachmeyer and Pellen won-
der whether central venous catheter–related throm-
bosis was observed in the study and whether 
semuloparin was an effective prophylactic treat-
ment for this complication. In our study, a cen-
tral venous catheter was present in 19.7% of pa-
tients in the semuloparin group and 18.8% of 
patients in the placebo group. Symptomatic deep-
vein thrombosis of the upper limbs, including 
central-venous-catheter thrombosis, was part of 
the composite primary efficacy outcome. During 
the efficacy analysis period, symptomatic deep-
vein thrombosis of the upper limbs occurred in 
9 of 1604 patients in the placebo group (0.6%) 
and 3 of 1608 patients in the semuloparin group 
(0.2%) (hazard ratio, 0.33; 95% confidence inter-
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val, 0.07 to 1.18). All these patients had a central 
venous catheter. The risk reduction in deep-vein 
thrombosis of the upper limbs (including central-
venous-catheter thrombosis) associated with sem-
uloparin was consistent with the risk reduction 
in the other components of the composite pri-
mary efficacy outcome of the study, but the num-
ber of observed events is small.
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Paraneoplastic Thrombocytosis in Ovarian Cancer

To the Editor: The mean platelet volume (MPV), 
analogous to the calculation of the mean corpus-
cular volume, is calculated as the plateletcrit di-
vided by the total number of platelets. Although 
the MPV is readily available on a routine blood 
count, many laboratories do not report the MPV 
to clinicians because of the lack of standardiza-
tion and the dependency of the results on the age 
of the sample and the method of measurement. 
Stone et al. (Feb. 16 issue)1 found that thrombo-
cytosis was associated with shortened survival 
and advanced disease in patients with ovarian 
cancer. A recent population-based study has 
shown the MPV to be a predictor of venous throm-
boembolism.2 Other studies have shown the MPV 
to be a predictor of cardiovascular risk, with an 
elevated MPV associated with increased mortality 
after acute myocardial infarction and an increased 
rate of restenosis after coronary angioplasty.3 
Similarly, an elevated MPV is associated with a 
worse outcome for acute ischemic cerebrovascu-
lar events, independent of other clinical factors.4 
We would like to know whether the investigators 
obtained data on the MPV in their study cohort, 
and if so, whether they found any correlation be-
tween the MPV and survival, independent of 
thrombocytosis.
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The Authors Reply: Platelet size, as measured 
by the MPV and platelet distribution width, corre-
lates with platelet reactivity.1 Retrospective data 
suggest that the MPV has potential prognostic 
and diagnostic value in hematologic and cardio-
vascular disorders.2 However, it is not known 
whether the MPV is a useful prognostic marker 
in patients with cancer. Although the focus of our 
investigation was on the mechanisms and effect 
of thrombocytosis on clinical outcomes in ovar-
ian cancer, in response to the inquiry from Naina 
and Harris, we examined the association among 
the MPV, thrombocytosis, and survival in 150 pa-
tients with newly diagnosed advanced epithelial 
ovarian cancer. In this data set, the median MPV 
was 8 fl (range, 6 to 11). MPV levels were inversely 
correlated with platelet count (r = –0.45, P<0.001). 
Survival rates were not associated with the MPV 
(where a high MPV was defined as an MPV great-
er than either the median or the cutoff value used 
by our institution [>10.4 fl]). The value of alterna-
tive cutoff levels for MPV for prognostic evalua-
tion is unknown.
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