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The authors respond to 
“Thrombophilia testing in 
venous thromboembolism”

We thank Dr. Rehman1 for his interest in 
our article on deciding the optimal dura
tion of anticoagulation in patients with 
acute unprovoked venous thromboembo
lism,2 and his comments pertaining to the 
controversial topic of testing for thrombo
philia in the management of venous 
thromboembolism.

Dr. Rehman refers to a narrative review 
published in the New England Journal of 
Medicine by Dr. Jean Connors,3 to suggest 
that our advice regarding thrombophilia 
testing to decide duration of anticoagula
tion is not based on current evidence. 
However, in Dr. Connors’ article, the table 
summarizing the recommendations 
regarding testing for thrombophilia states 
that for unprovoked venous thrombo
embolism, physicians should “test after 
treatment for acute event if cessation of 
anti coagulant therapy is contemplated 
and test results might change manage
ment strategy.”3 The advice in our article 
reiterates this recommendation.

Dr. Rehman recommends that “patients 
with unprovoked venous thromboembol
ism should continue anticoagulation for the 
rest of their lives, irrespective of whether 
they have thrombophilia or not.” This is not 
based on current evidence. As we showed in 
our article,2 using the prospectively vali
dated “HERDOO2” clinical decision rule4 
allows clinicians to identify women with 
unprovoked venous thromboembolism at 
low risk of recurrence who can safely dis
continue anticoagulants, and that about 
50% of women can be spared the burdens, 
risks and costs of lifelong anticoagulation. It 
is important to note that both the deriva
tion5 and validation4 studies of the HERDOO2 
rule excluded patients with unprovoked 
venous thromboembolism who have 
“known highrisk” thrombophilia, because 
most consider it standard of care to con
tinue anticoagulants in these patients. The 
American College of Chest Physicians guide
line6 states the following: “Other factors pre

dict risk of recurrence, but not strongly or 
consistently enough to influence recom
mendations on duration of therapy once the 
primary and secondary factors noted previ
ously have been considered. These factors, 
which have mostly been evaluated in 
patients with unprovoked venous thrombo
embolism, include … antiphospholipid anti
body (risk ratio [RR] ~2), hereditary throm
bophilia (RR ~1.5) …”

Dr. Rehman states, “These recommen
dations are based on available data that 
show no substantial difference in rates of 
recurrent venous thromboembolism 
between patients with and without 
thrombophilia.”1 However, the study7 
cited to support his claim is a retrospec
tive case–control study conducted in The 
Netherlands, comprising 197 venous 
thromboembolism cases (of which 106 
were unprovoked) and 324 controls (of 
which 130 were unprovoked), which was 
underpowered to show a difference 
between these two groups. Because the 
study was designed to test the hypothesis 
that testing for inherited thrombophilia in 
patients with any acute venous thrombo
embolism would be associated with a 
lower incidence of subsequent recurrence 
of venous thromboembolism, it provides 
very limited evidence to conclude that 
testing for inherited thrombophilia does 
not reduce the risk of recurrence in 
patients with acute unprovoked venous 
thromboembolism.

Overall, in the absence of highquality 
data, we believe it is evident that patients 
with highrisk thrombophilia should 
continue anticoagulants indefinitely, and 
the only way to know whether a patient 
has highrisk thrombophilia is to test for 
thrombophilia. We also believe that many 
patients with unprovoked venous 
thromboembolism want to know the 
underlying cause of the condition; it is 
paternalistic to not offer patients this 
knowledge. Thus, we suggest testing for 
thrombophilia in patients who have 
unprovoked venous thromboembolism 
and who are potentially going to stop 
anticoagulation.
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