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conclusions may be subject to type II error, but believe that the relationship
between HLA-B27 and onset of disease is unlikely to be of clinical significance in our population. However, our data do suggest that the presence of
HLA-B27 may modulate other clinical aspects of psoriasis.
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Influence of HLA-B27 on the Clinical Presentation of
Psoriatic Arthritis
To the Editor:
We were interested to read the report in The Journal by Dr. Queiro and colleagues regarding the influence of HLA antigens on the clinical presentation of psoriasis and psoriatic arthritis (PsA)1. We have also examined the
relationship between HLA-B27 and age of onset and patterns of skin, nail,
and joint disease in PsA. We would like to to compare Dr. Queiro’s data
with our study of UK patients with PsA.
We studied 98 patients with PsA according to Moll and Wright2 (50
men, 48 women, mean age 45 ± 12 yrs) recruited from rheumatology outpatient clinics. A careful history was taken about the onset and patterns of
psoriasis and arthritis. All patients had a full skin, nail, and musculoskeletal examination. HLA-B27 was detected by polymerase chain reaction
sequence-specific primers. Data were analyzed using contingency tables
and Student t tests.
There were 20 (20.4%) patients with HLA-B27. We did not find a significant association between HLA-B27 and age of onset of skin or joint disease. The mean age of onset of psoriasis in the HLA-B27 positive group
was 27 ± 15 years and in the HLA-B27 negative group 23 ± 11 years (p =
0.2). The mean age of onset of arthritis in the HLA-B27 positive group was
34 ± 13 years and in the negative group 32 ± 9 years (p = 0.4).
However, we found other associations with respect to psoriasis patterns
and HLA-B27. Palmoplantar pustulosis occurred in 3/20 (15%) HLA-B27
patients versus 1/78 (1.3%) in HLA-B27 negative patients (p = 0.006). This
finding has been reported in patients with psoriasis without arthritis3, but,
to our knowledge, has not been reported in a cohort of patients with PsA.
Interestingly, scalp psoriasis occurred less frequently in those with HLAB27; 14/20 (70%) of those with HLA-B27 had evidence of scalp psoriasis
compared with 73/78 (93.5%) of those without HLA-B27 (p = 0.003).
There were no other associations found between HLA-B27 and psoriasis
type. HLA-B27 was not associated with the presence of nail disease.
In summary, in contrast to the study of Spanish patients by Dr. Queiro
and colleagues, our study of UK patients with PsA does not show an association between age of disease onset and HLA-B27. We accept that our
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Dr. Queiro replies
To the Editor:
On behalf of my colleagues, I deeply appreciate Dr. Dalbeth and colleagues’ interest in our work1. The authors studied the relative role of the
HLA-B27 antigen on the clinical expression of a substantial number of UK
patients with psoriatic arthritis (PsA), and present some interesting conclusions. The first is that in their population HLA-B27 seems to have a marginal role in disease susceptibility, as only 20% of their series showed this
marker. It would be of interest to know whether the distribution of this
allele differs among the different subgroups of their patients with PsA, as
the figure of 20% is similar to that published by us in psoriatic polyarthritis, but clearly inferior to the frequencies noted in our spondylitis or
oligoarthritis subgroups2. On the other hand, the authors did not find a correlation between HLA-B27 and age at disease onset, in contrast to our
results. It is well established that among psoriasis patients, HLA-Cw6 is
associated with early onset of psoriasis and family aggregation (type I psoriasis). Thus, many HLA associations (B17 and DR7, for example) regarding the age at onset of psoriasis or arthritis published in previous years are
better explained in the setting of the known phenomenon of linkage disequilibrium between these alleles and HLA-Cw63. For this reason, it has
been reported that the strongest disease associations are with combinations
of alleles at multiple loci (haplotype) rather than with an individual gene3.
In addition, most populations are made up of different subpopulations with
different allele frequencies, and such population stratification is a major
confounding factor in association studies like the present one. HLA-B27
has been variably associated with a later onset of arthritis, or with an early
onset of psoriasis and arthritis as we noted, or on the other hand, not correlated with age at onset of disease. As HLA-B27 is not associated with linkage disequilibrium with HLA-Cw6, the relative contribution of the HLAB27 to this point will remain elusive.
Other notable results of the Dalbeth group’s work deserve consideration. They found a relationship between HLA-B27 and palmoplantar pustulosis, a finding also noted by others4. It is necessary to emphasize here in
particular that this association is present in patients with anterior chest wall
osteitis and sacroiliitis; moreover the strongest correlation of HLA-B27 is
with bilateral sacroiliitis: therefore it would be necessary to carefully evaluate the pelvic radiographs of these subjects, since radiographic sacroiliitis
may be present in the absence of symptoms5.
Finally, the authors found that scalp psoriasis occurred less frequently
in HLA-B27 positive than in B27 negative individuals. For some investi-
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gators, cervical spine involvement in PsA may occur more frequently in
cases in which there is more severe scalp involvement with psoriasis6. In a
previous work, we found that peripheral erosions and disease duration were
predictive of cervical involvement in psoriatic spondyloarthropathy over
time, and additionally, our B27 negative patients showed more peripheral
erosions than our B27 positive patients7. Thus, our own data, in conjunction
with those of Dr. Dalbeth, et al, add support to the association between
peripheral erosions, cervical involvement, HLA-B27 negativity, and scalp
psoriasis.
We indeed concur with the authors that the presence of HLA-B27 may
modulate other aspects of PsA and that this antigen may have a role in clinical expression, apart from its role in disease susceptibility. However, we
should keep in mind that the association between a locus and a disease may
reflect several situations, including a direct relationship between the marker allele and a phenotype or, alternatively, a linkage disequilibrium between
the marker allele and a susceptibility locus.
RUBEN QUEIRO, MD, Consultant Rheumatologist, Hospital San Agustín,
Avilés-Asturias, Spain. E-mail:ruquei@mixmail.com
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criteria3, and 111 HLA-B27 positive healthy individuals (94 Caucasians and
17 African-Brazilians) without a history of a seronegative spondyloarthropathy (SpA), selected from healthy blood donors and solid organ or
hematopoietic stem cell transplantation donors. These patients were from
the State of São Paulo, in the southeast of Brazil, which has a population
made up of Caucasians (Portuguese, Spanish, and Italian origin), AfricanBrazilians (including non-miscegenated Blacks and Mulattos of white and
black heritage) and Japanese-Brazilians4. HLA-B27 alleles were typed
using polymerase chain reaction amplified DNA hybridized with sequence
specific high-resolution B27 primers (HLA-B*2701 to HLA-B*2721)
(Dynal, Biotech Ltd., UK).
HLA-B*2705 was the predominant allele, observed in 90% of patients
and 80% of controls, followed by the HLA-B*2702, present in 8% of
patients and 10% of controls. HLA-B*2713 was found in one patient and
one control, both Caucasians. HLA-B*2704 was found in one JapaneseBrazilian patient, and was absent in the control population. HLA-B*2703
(6%) and HLA-B*2707 (3%) alleles were observed only in controls.
Statistical correlation was observed between the presence of B*2703 and
B*2707 alleles and the control group (p = 0.0086), and between B*2703
allele and African-Brazilians (p = 0.028); there was a statistical trend
between family history of AS and the B*2702 allele (p = 0.084).
Our findings show that this population did not differ from the majority
of Caucasian populations in relation to the predominant allele, since our
results revealed that B*2705 and B*2702 predominated in both the AS
patients and controls. HLA-B*2705 may be an ancestral allele from which
other alleles have evolved2, which explains its extensive worldwide distribution, followed by the B*2702, which is an allele of the Caucasian race5,
rarely observed in Asiatic populations6. The statistical trend between familial history of AS and B*2702 must be confirmed in other studies.
The B*2713 allele is considered extremely rare in the world, and there
is only one report of a healthy individual with this allele in a control population from northern Spain7. The B*2704 allele is predominant in both
healthy and AS Asiatic populations6,8.
The B*2707 allele was found only in controls in our study, although it
is predominantly associated with AS in Asiatic populations6, with some
reports of its presence in Caucasians in Spain7 and in the Portuguese Azores
Islands9. The presence of this allele in Brazil could be explained by the
genetic admixture between Asiatic, Portuguese, and Spanish populations
centuries ago.
The B*2703 allele is predominant in African sub-Saharan populations10,
and has also been observed in Caucasian populations in Azores9 and
African-Americans11. Although HLA-B*2703 was statistically associated
with the African-Brazilian controls, it was also observed in some Caucasian
controls; this fact could be attributed to the strong genetic admixture in our
country, and could be explained by studies conducted on White Brazilian
populations demonstrating that 28% of the matrilineages and 2.5% of the
patrilineages carry a genetic inheritance from Africans, even though they
do not reflect these physical characteristics12,13.
We conclude that the alleles B*2702, B*2704, B*2705, and B*2713 are
related to AS in the Brazilian population, although more data are necessary
regarding B*2704 and B*2713 to confirm their relationship with the disease. The presence of B*2703 and B*2707 alleles in the control population
reflects the genetic admixture of our population.

To the Editor:
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Currently, 25 alleles of HLA-B27 (HLA-B*2701 to B*2725) have been
identified1. Some of them (B*2702, B*2704, B*2705, and B*2707) are
clearly associated with ankylosing spondylitis (AS)2. Our prospective study
identified the prevalence of the HLA-B27 alleles in a Brazilian population
of 108 patients (83 Caucasians, 24 African-Brazilians, and one JapaneseBrazilian) with the diagnosis of AS according to the modified New York
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Correction

Cohen M, Wolfe R, Mai T, Lewis D. A randomized, double
blind, placebo controlled trial of a topical cream containing
glucosamine sulfate, chondroitin sulfate, and camphor for
osteoarthritis of the knee. J Rheumatol 2003;31:523-8.
On page 524, under the heading, “Interventions,” the first
sentence should correctly read as follows: “The glucosamine/chondroitin preparation was a water-soluble
cream containing glucosamine sulfate (3.0 mg/g), chondroitin sulfate (7.2 mg/g), and shark cartilage (14 mg/g), of
which 10% to 30% is chondroitin sulfate, camphor (32
mg/g), and scented with peppermint oil (9 mg/g).”
Furthermore, in paragraph 2 of the Discussion, page 526,
sentences 2 and 3 should correctly read as follows: “Based
on a total usage of 5.5 tubes and an average usage of around
2.5 applications per day, it is estimated that the topical
dosages applied in this study were roughly 30 mg of glucosamine sulfate and 78 mg chondroitin sulfate per day. If
transdermal absorption is between 20 and 40%, it is estimated that between 6 and 12 mg of glucosamine sulfate and
16 to 30 mg of chondroitin sulfate is delivered through topical application.” We regret the error.
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