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Letters to the Editor

Caspase recruitment domain-containing 
protein 8 rs2043211 polymorphism and 
cardiovascular disease susceptibility

To the Editor,

We read the publication on “Association between caspase 
recruitment domain-containing protein 8 rs2043211 polymor-
phism (CARD8) and cardiovascular disease susceptibility: A sys-
tematic review and meta-analysis” with great interest (1). Huang 
et al. (1) concluded that “CARD8 rs2043211 polymorphism is asso-
ciated with cardiovascular diseases”. There are some concerns 
with respect to this report. Firstly, the additional effect of ethnic 
differences should be studied. Secondly, a subgroup analysis 
should be performed for each cardiovascular disease. Different 
cardiovascular diseases have different underlying pathophysi-
ological processes, and the effects of underlying genetic poly-
morphisms may be different. Also, the effect of other concurrent 
genetic polymorphisms should be mentioned. Along with CARD8 
polymorphism, other polymorphisms can affect cardiovascular 
disease susceptibility. Finally, we tried to analyze and calculate 
for the difference of molecular weight, using the same technique 
described in previous publications (2, 3), in cases of different 
polymorphisms of CARD8. Comparing AT genotypes to AA geno-
types, the molecular difference at the corresponding site is 141.1/
mol (393.3/mol versus 534.4/mol). This implies that more amount 
of CARD8 genetic content is required for the processing of the 
final protein in the AA genotype. This may imply less involvement 
of CARD8 in the inflammation process, which is further related 
to the pathogenesis of cardiovascular diseases, in case of the 
CARD8 AT genotype. This is an additional explanation to the find-
ings of the meta-analysis by Huang et al. (1).
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Author`s Reply

To the Editor,

We would like to thank the authors of the letter for the com-
ments on our recently published study (1) and for showing interest 
in our study and putting forward some important points. Genetic 
polymorphism may be attributed to different ethnic populations or 
etiology (2, 3). Therefore, the subgroups were analyzed by ethnic-
ity and etiology in our study (Fig. 3) (1). The limitations of our ar-
ticle mentioned “different disease statuses may have influenced 
the data explanation of the included studies”. However, only two 
subgroups (myocardial infarction and others) were present based 
on the etiology because the relationship between caspase recruit-
ment domain-containing protein 8 (CARD8) and cardiovascular dis-
ease is not fully investigated and understood. Additionally, because 
Asian and Caucasian populations comprised the ethnicity group in 
our study, the ethnicity subgroups of these two populations were 
analyzed. Therefore, further studies with diverse populations and 
etiologies are needed to explore the association between CARD8 
and cardiovascular disease susceptibility. Potential gene polymor-
phisms for cardivascular disease have been reported rampantly. 
Indeed, focus on the interaction between the CARD8 rs2043211 
polymorphism and the NLR pyrin domain containing 3 (NLRP3) 
gene polymorphism has been increasing (4); however, the interac-
tions between the CARD8 rs2043211 polymorphism and other gene 
polymorphisms have not been completely analyzed although the 
the NLR pyrin domain containing 1 (NLRP1) rs2670660 single-nu-
cleotide polymorphism SNP and the NLRP1 rs12150220–rs2670660 
A-G haplotype are associated (4, 5). Because the article concluded 
that “the exact mechanism by which the CARD8 rs2043211 gene 
polymorphism influences cardiovascular diseases susceptibility 
remains to be elucidated,” further research is necessary. Finally, 
the results of the molecular weight and genetic content analyses 
are concordant with our study and provide another explanation.
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tient, the same medical engineering group has demonstrated that 
flow preference is strongly dependent and parallel to shunt site (4). 
Based on the results of these computational fluid dynamic (CFD) 
studies, we can conclude that shunt must be located at the same 
site of the hypoplastic pulmonary artery when aiming to promote 
its growth. Promoted growth of the pulmonary artery can prevent 
subsequent pulmonary arterioplasty in the second stage of surgery, 
which is another important factor to avoid complex future surgeries.

On the other hand, anatomy of patients cannot be standard-
ized and can be very restrictive for surgical practice, especially 
in patients with hypoplastic arteries at the counter side of the ar-
cus. Central shunts appear to be a practical solution, with some 
reserve about pulmonary over flow. However, this risk can be 
overcome by using a smaller sized shunt to control the pulmo-
nary flow, as demonstrated previously (2, 4).

In conclusion, surgical planning needs a meticulous preop-
erative assessment using multidisciplinary approach. I believe 
that the use of new tools to mimic and analyze hemodynamic 
problems can be useful to decrease morbidity and mortality, 
especially in challenging cases. Recently, CFD has become a 
popular tool for elucidating physiopathology to prevent certain 
possible complications of congenital heart surgery (5). I suggest 
that surgeons should make an effort to optimize the results with 
the routine use of CFD in clinical practice.
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Role of flow preference in decision 
making regarding the use of Blalock-
Taussig shunt

To the Editor,

I read with great interest the work by Arnaz et al. (1) pub-
lished in your journal.

I noticed that the authors did not comment on the flow prefer-
ence in their study. I suggest that flow preference is an important 
factor influencing the success of shunt surgery.

Notably, Blalock–Taussig shunt (BTS) surgeries are challeng-
ing in new-borns because of unpredictable short- and long-term 
outcomes in each patient (2). Surgical planning and decision 
making for the location of the shunt, graft diameter, and type of 
shunt are crucial for the success of surgery.

The primary goal of shunt surgery is often to increase pulmo-
nary blood flow and/or to promote pulmonary artery growth. Pulmo-
nary blood flow is an important factor for vessel growth, which has 
been demonstrated especially in patients with shunts (3). There-
fore, I suggest that flow preference is an important factor for sur-
geons to plan the shunt location and type. Although not discussed 
in this manuscript, right modified BTS flow preference is consis-
tently toward the right pulmonary artery regardless of pulmonary 
artery diameter or resistance and anastomosis angle. In their previ-
ous study of shunt hemodynamic based on specific data of a pa-
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