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Dear Editor,

We have read the article “Novel SDHB and TMEM127
Mutations in Patients with Pheochromocytoma/Paraganglioma
Syndrome” with great interest [1]. In this article genes screening
of SDHB, SDHC, SDHD, SDHAF2, MAX and TMEM127 was
performed in Hungarian patients with apparently sporadic
PHEO/PGLs using the first generation sequencing technology-
Sanger chain termination method by the authors. With the com-
bination of 4 RET mutations and 4 VHL mutations, a conclusion
that the carrier rate of susceptibility genes in Hungarian patients
is 21.1 % was made.

However, we suggest that it must be deliberated carefully
despite its similarity to previous ones [2]. First of all, not all the
susceptibility genes were included in their screening strategy.
There are as many as 21 genes from the latest research but genes
NF1, SDHA, HIF2A, KIF1Bf, EGLN1, EGLN2, H-RAS, K-
RAS, IDHI, FH, BAP1, MDH2 and ATRX were excluded [3].
Hence, genes of 12 malignant/recurrent patients and 3 bilateral/
multiple-location patients mentioned as no genetic cause ones in
the article may be mutated within above. Secondly, because the
research subjects were from single center as well as limited in
quantity, it’s unable to represent the general mutation of PHEO/
PGLs in the whole Hungarian population. In addition, for the
new discoveries of SDHB genotype-phenotype associations
pointed out in the article, other authors have summarized the
clinical presentations of SDHB-mutated patients before [4].
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As far as we are concerned, only under the premise of a
larger number of patients and taking whole-exome sequencing
technology as a prerequisite for studying PHEO/PGL can we
find more pathogenic genes, summarizes more genotype-
phenotype associations and provide a solider basis for preci-
sion medicine in the future.

It’s still a difficult and hot spot for the exploration of PHEO/
PGL susceptibility genes, and differential expression of suscep-
tibility genes in different races and ethnicities has not been well
studied. This article partly shows the mutation spectrum and
mutation frequency of PHEO/PGL susceptibility genes in
Hungarian population and is going to encourage more re-
searchers to study PHEO/PGL susceptibility genes of certain race
and ethnicity, which will give us a better understanding of
PHEO/PGLs in all humanity.
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