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Among patients with established HFrEF and dia-
betes, sudden death followed by HF death are the
most common causes of CV death. In addition, ethnic
variations among patients with and without diabetes
were observed regarding the risk of cause-specific CV
mortality. Future studies focusing on the prevention
of sudden death and HF death should be prioritized
among patients with HFrEF and diabetes.
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TO THE EDITOR
Homocysteine
and Thrombophilia
in Pulmonary
Hypertension
In a recent issue of JACC: Asia, Lian et al1 reported on
thrombophilia in patients with thromboembolic
pulmonary hypertension. They did not study plasma
total homocysteine nor genetic factors that
predispose to hyperhomocysteinemia, such as the T
allele of methylenetetrahydrofolate reductase
(MTHFR). Both hyperhomocysteinemia and the T
allele of MTHFR are more common in China than
elsewhere,2 and are more common than the
hereditary clotting factors that they studied.

Can the authors tell us the prevalence of hyper-
homocysteinemia and the allele distribution of
MTHFR and of other genes that predispose to hyper-
homocysteinemia, such as cystathionine gamma
lyase (CTH/CGL), methionine synthase (MTR), and
methionine synthase reductase (MTRR)?
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2. Spence JD, Hankey GJ. Problem in the recent American Heart Association
guideline on secondary stroke prevention: B vitamins to lower homocysteine
do prevent stroke. Stroke. 2022;53(8):2702–2708. https://doi.org/10.1161/
STROKEAHA.122.038640
REPLY: Homocysteine and
Thrombophilia in Pulmonary Hypertension
We thank Dr Spence for his interest in our study of
congenital thrombophilia in patients with chronic
thromboembolic pulmonary hypertension (CTEPH).1

The study is a continuation of our research of
congenital thrombophilia in patients with
pulmonary embolism (PE),2 in which we found that
the prevalence of congenital thrombophilia in
Chinese patients with PE is 7.2%, with a
predominance of anticoagulant protein deficiency.
We are therefore interested in the prevalence of
thrombophilia in CTEPH, which is considered a rare
sequela of PE.

As Dr Spence mentioned in his letter, hyper-
homocysteinemia is much more common in Chinese
patients with venous thromboembolism (VTE). Zhang3

showed that the prevalence of hyperhomocysteinemia
in Chinese patients with PE was 34.57%, significantly
higher than that in healthy control subjects (10%; P <

0.001). Hyperhomocysteinemia increased the risk of
PE (OR: 5.146; 95% CI: 1.945-13.617; P ¼ 0.001). A
study by Lu et al4 similarly showed that total plasma
homocysteine levels were significantly higher in
patients with PE than in healthy control subjects
(16.6 � 1.8 mmol/L vs 12.5 � 1.5 mmol/L; P < 0.01), and
hyperhomocysteinemia was an independent risk
factor for PE in the Chinese population. Wang et al5

studied the genotype distribution of MTHFR C667T
in Chinese patients with VTE, and the distribution of
T/T, C/T, and C/C genotypes in the VTE group was
29.3%, 48.3%, and 22.4%, respectively.

We are very concerned about the impact of VTE
risk factors in patients with CTEPH. The prevalence
and clinical characteristics of antiphospholipid anti-
body syndrome6 and congenital thrombophilia1

in Chinese patients with CTEPH have been
reported. Additional issues for investigation, as
noted by Professor Spence, are the prevalence of
hyperhomocysteinemia and polymorphisms of genes
that predispose to hyperhomocysteinemia in patients
with CTEPH. We plan to publish the epidemiologic
and genetic data of hyperhomocysteinemia, as well
as the interaction model for multiple VTE risk factors
in CTEPH patients, in future research.
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