Letter to the Editor

Factor VIII as a potential predictor of recurrent thrombosis in
patients with non-cirrhotic portal vein thrombosis
To the Editor:
We read the recent article "Incidence and factors predictive of
recurrent thrombosis in patients with non-cirrhotic portal vein
thrombosis" by Baiges et al. with great interest.1 This study
retrospectively assessed the thrombosis recurrence rate in patients with idiopathic/isolated local factor non-cirrhotic
splanchnic vein thrombosis (NC-SVT) and identiﬁed risk factors
associated with recurrent thrombosis in a subgroup of patients
not receiving long-term anticoagulation. The authors found that
patients with NC-SVT were at high risk of recurrent thrombosis,
with factor VIII (FVIII) >150% identiﬁed as a risk factor, providing
new insights to guide the clinical management and prognostic
analysis of patients with NC-SVT. However, there are some issues in this study that deserve further discussion.
First, the authors concluded that FVIII was the only risk
predictor of recurrent thrombosis using univariate and multifactorial Cox analyses, without considering confounding factors including age, sex, body mass index, and thrombotic
extension range. Since these confounding factors can lead to
thrombosis in different ways,2 it would be more accurate to
include these confounding factors in univariate and multifactorial Cox to identify risk factors.
While related studies have shown that FVIII can predict
recurrent thrombosis in a dose-dependent manner and have a
high predictive value,3 the cut-off value deserves further discussion. The cut-off value was set at 150% by Baiges et al.1
Although some studies4 agree with this cut-off value, other
studies have used 213% as their cut-off value.5 We suggest
that the optimal cut-off value in the study can be determined by
the maximum Youden index, and the accuracy of FVIII as a
predictive factor for recurrent thrombosis can be evaluated by
calculating the area under the receiver-operating characteristic
curve in both the training and validation cohorts.
Second, the accuracy of FVIII detection results remains to
be conﬁrmed. As the patients included in this study were seen
at different centers over a span of multiple years, high requirements are set for sample preservation and measurement
standards. The samples were obtained from the local biospecimen bank, and the preservation time and temperature of
the samples, as well as the testing time after reincorporation by
each laboratory, were not clearly articulated. However, differences in these conditions may affect the accuracy and conﬁdence of the detection results.6 Therefore, a detailed
description of the measurement systems and quality control
measures used for coagulation indicators is necessary.

Admittedly, long-term follow-up in multiple centers is a
difﬁcult and demanding task, and the authors have done an
excellent job. Patients in the training cohort were observed
from 2003 to 2015, with an average follow-up time of 88
months (range 5-156 months), whereas those in the validation
cohort were observed after 2015, with an average follow-up
time of 66 months (range 2-80 months). This means that patients in the validation cohort had a shorter follow-up time than
those in the training cohort. The rate of patients experiencing
recurrent thrombosis might have been higher with an equivalent
follow-up time. According to the ﬁndings of Baiges et al., the
thrombosis recurrence rate in patients with NC-SVT who were
not receiving long-term anticoagulation therapy was 25% in the
training cohort and 27% in the validation cohort.1 Otero et al.
followed patients who had experienced cancer-related thrombosis and found that the recurrence rate of venous thromboembolism within 6 months after discontinuation of lowmolecular-weight heparin was 9.87%.7 We thus recommend
using cumulative recurrence rates spanning different times (6
months, 1 year, and 3+ years), which may be more accurate.
In conclusion, patients with NC-SVT without thrombophilia
are at risk of rethrombosis and identifying patients at high-risk
of rethrombosis is a critical step in precision medicine. FVIII is a
predictor of recurrent thrombosis; however, more multicenter,
prospective studies are needed to validate its predictive value
and determine the optimal cut-off value for use in the clinic.
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