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L E T T E R S  T O  T H E  E D I T O R

Thromboprophylaxis in temporary lower limb immobilization: 
Extrapolate with care

We read with great interest the systematic review and network 
analysis of pharmacological thromboprophylaxis to prevent venous 
thromboembolism (VTE) in patients with temporary lower limb im-
mobilization after injury by Horner et al.1 We would like to thank the 
authors for attempting to delve deeper and estimate the effective-
ness of thromboprophylaxis in this setting, with a focus on symp-
tomatic events, particularly as this continues to be a controversial 
area with little consensus and conflicting guidelines. However, we 
suggest the major limitations of this study necessitate careful inter-
pretation of the authors’ conclusions.

An earlier systematic review demonstrated that the efficacy of 
thromboprophylaxis in preventing asymptomatic deep vein throm-
bosis (DVT) and symptomatic VTE is not consistent2 meaning that 
the efficacy for prevention of asymptomatic DVT should not be ex-
trapolated to symptomatic VTE. Although the authors attempted to 
determine the potential effect of thromboprophylaxis on reducing 
symptomatic DVT, only 2 of the 13 studies included in the analysis 
had symptomatic VTE as a primary outcome, with all others rou-
tinely performing venography or compression ultrasonography. The 
attempt to retrospectively draw out and collate an estimated number 
of “symptomatic” events from a collection of small, heterogeneous 
studies with primary outcomes of VTE detected on scheduled im-
aging, is unreliable in evaluating the effect of low-molecular weight 
heparin (LMWH) on symptomatic VTE. This is strengthened by the 
finding that, in two studies, symptomatic DVT rates were as high as 
5.5%3and 6.4%4 in the control group, whilst this risk is estimated to 
be “only” 2.0% (95% confidence interval [CI] 1.3-2.7) without the use 
of thromboprophylaxis.5

When symptomatic VTE was used as the primary outcome, 
LMWH did not appear to reduce the risk.6,7 Prophylactic LMWH 
during the full period of immobilization due to casting was not effec-
tive in preventing symptomatic events.6 Furthermore, following iso-
lated lower leg fractures requiring surgery, which would be expected 
to be a higher risk group for VTE, 2 weeks of LMWH failed to demon-
strate a difference for a composite primary outcome of symptomatic 
VTE and asymptomatic proximal DVT on Doppler ultrasound.7

The effect observed by Horner et al is likely to be overesti-
mated, difficult to meaningfully interpret, and the large dataset 
used is not likely to be as methodologically robust as described. 
Additionally, the authors quite rightly state that the low event rates 

and heterogeneity between studies mean that the findings of the ef-
fect based on thromboprophylactic agent used (using separate net-
work meta-analysis) should be treated with caution—we suggest that 
this caution should be extended to the wider findings of the study. 
The authors also underline the limited applicability of the results of 
the primary studies as most studies excluded patients at highest VTE 
risk, eg, those with previous VTE or cancer.

We argue then that the efficacy of thromboprophylaxis (using 
standard prophylactic doses of anticoagulants) in reducing symp-
tomatic VTE in lower limb immobilization after injury appears to be 
minimal and there is limited evidence to support the routine use of 
thromboprophylaxis in this setting. While the absolute risk of symp-
tomatic VTE in this patient group is low, further research is needed 
in order to define a population who may benefit from thrombopro-
phylaxis and, moreover, to determine the optimal thromboprophy-
laxis strategy required.
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Reply to Thromboprophylaxis in temporary lower limb 
immobilization: Extrapolate with care

We thank Dr. Czuprynska et al for their interest in our work. The 
authors highlight the key points of our paper and also draw attention 
to several of the described limitations, which indeed limit the validity 
of the evidence base. We wish to respond to several points made in 
the letter.

First, Czuprynska et al suggest the attempt to retrospectively 
identify symptomatic cases within trials is unreliable and offer ex-
amples of variable symptomatic deep vein thrombosis rates within 
previous studies to support their point. The issue of outcome va-
lidity is a recognized limitation to any secondary research; we have 
highlighted this in both the Methods and Discussion sections. In an 
attempt to mitigate, we reported symptomatic outcomes as objec-
tively described within trial publications, contacted trial authors to 
gain further clinical information when relevant, and reported our 
classification of symptomatic disease transparently. As such, we 
believe our work represents an accurate summation of the total-
ity of the evidence, accepting these limitations in methodology. In 
addition, we present results data for seven different classifications 
of venous thromboembolism (VTE) outcome; this allows readers to 

see the relative risk impact of prophylaxis on variable definitions of 
disease.

Second, we suggest that baseline risks in any study vary accord-
ing to study characteristics and sampling variation; it is the relative 
treatment effect that is assumed to be constant on a suitable scale, 
and transportable across populations. In an exploratory analysis we 
found no evidence to suggest a relationship between the population 
baseline risk and population treatment effect on the analysis scale.1

Last, the authors mention the exclusion of patients at highest risk 
of VTE as limiting the applicability of the results of primary studies. 
We acknowledge this limitation, but suggest that exclusion of these 
patients would be unlikely to impact any relative treatment effect 
for the reasons detailed above. However, any relative treatment 
effect would be more likely to impact absolute risk within a prag-
matic real-world population including such patients, where baseline 
risk would be higher.

Nevertheless, we agree with Czuprynska et al that the absolute 
benefit on the risk scale may not always be clinically meaningful, and 
that the effectiveness and cost-effectiveness on the absolute risk 
scale depend on the baseline risk in a target population. We highlight 
this in point 4 of the Essentials, noting that individualized prophy-
laxis for those at higher baseline risk may be an optimal strategy. We 
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