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To the editor,

We have read with interest the article published in
Arthritis Research & Therapy by Kushimoto et al. sug-
gesting that the HLA-B*52 allele may indicate the pres-
ence of diffuse extracranial large vessel vasculitis (LVV)
in patients with giant cell arteritis (GCA) [1]. GCA is the
prototype of LVV that affects people over 50 years of age,
especially those of European descent [2]. Unlike Takayasu
arteritis, a LVV that predominantly affects people under
50 years of age, GCA is rare in Asian countries [3]. For
years, GCA was considered a cranial disease. However,
the use of imaging techniques has shown that it also
affects large extracranial vessels [4]. In this sense, in some
cases, GCA has a pure extracranial phenotype. These
patients are usually younger and have polymyalgia rheu-
matica (PMR) more frequently than those with a classic
pattern of cranial GCA [5].

There is a genetic component in the pathogenesis
of GCA [6]. Different studies point to the influence of
genes located in the MHC region, in particular the HLA-
DRB1%04 alleles [7]. Since the pattern of vascular involve-
ment in Takayasu arteritis often resembles that found
in patients with extracranial GCA, and the genetic con-
tribution to the pathogenesis of the disease is mainly
mediated by the HLA-B*52 allele [8], we wondered if
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in Caucasian individuals the association of HLA with
GCA may differ according to the predominant pattern
of the disease. For this reason, we evaluated a series of
105 Spanish patients older than 50 years with extracra-
nial LVV without cranial manifestations and compared
them with a series of 184 patients with biopsy-proven
GCA with typical cranial manifestations of the disease,
who did not present features of extracranial involvement.
We confirmed in our population the previously reported
association of GCA with HLA-DRBI*04, in particular
with the HLA-DRB1%04:01 allele, regardless of the clini-
cal phenotype [9]. In a further step, we looked for pos-
sible differences in the HLA-B locus. However, we did not
find HLA-B differences between these two subgroups of
Spanish patients with GCA that showed a similar asso-
ciation with the HLA-B*15 allele, mainly due to HLA-
B*15:01. Furthermore, we found that the presence of
HLA-B*15:01 and HLA-DRBI1%04:01 increases the risk
of developing both cranial and extracranial LVV-GCA in
our population [10].

Kushimoto et al. evaluated 40 Japanese patients over 50
years of age who were categorized as elderly-onset LVV
(EOLVV) that showed diffuse vascular lesions similar to
those found in extracranial LVV-GCA, 13 of them also
had temporal artery involvement, while 27 did not [1].
The 27 patients with isolated extracranial EOLVV were
classified into two groups: 11 and 16 patients with and
without PMR. The 11 extracranial EOLVV patients with
PMR and the 13 patients with both cranial and extracra-
nial involvement formed a cluster of patients who were
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HLA-B*52 positive [1]. However, we could not demon-
strate a higher prevalence of the HLA-B*52 allele in Span-
ish patients with extracranial GCA [10]. In this regard,
only 2 of 105 Spanish patients with extracranial-LVV
carried the HLA-B*52 allele. This frequency was similar
to that observed in patients with cranial GCA (4 of 184)
and healthy controls (15 of 486). Accordingly, HLA-B*52
cannot be considered as a marker for extracranial LVV in
Caucasian individuals over 50 years of age.

It is possible that different genetic backgrounds and the
influence of other genes located outside the MHC region
may explain the differences in the incidence and clinical
expression of LVV in Caucasian individuals compared to
those in Asian countries.

Abbreviations
GCA: Giant cell arteritis; LVV: Large vessel vasculitis; PMR: Polymyalgia
rheumatica.
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