Letters to the Editors

Could the clinical differences
between men and women with
psoriatic arthritis be explained
in part by genetic factors?

Sirs,

Psoriasis and psoriatic arthritis (PsA) are
relatively common T-cell mediated diseases
in which both environmental and genetic
factors contribute to its pathogenesis and
clinical expression (1). In PsA, it has been
shown that males tend to suffer from more
severe spinal disease while females are
more likely to have peripheral joint involve-
ment (2). However, gender-related differ-
ences have not been thoroughly explored in
this entity.

For the purposes of this study, 110 consecu-
tive patients who fulfilled the C1ASsification
criteria for Psoriatic ARthritis (CASPAR)
criteria (3) were randomly selected from
the rheumatology outpatient clinic of a ter-
tiary care hospital. A standard clinical pro-
tocol was applied to both men and women
with PsA. The study was carried out with
the approval of the ethics committee of our
hospital. All patients gave written informed
consent before enrolling in the study. Sev-
eral genes and polymorphisms within the
major histocompatibility complex (MHC)
region were analysed as described previ-
ously (4). A total of 110 random blood do-
nors matched ethnically and geographically
served as controls. The differences between
the frequencies of these allelic markers in
patients and controls, as well as the differ-
ences found in accordance to sex were as-
sessed by univariate analyses. The p-values
were corrected (pc) by multiplying them by
the number of alleles at each locus. The ex-
tent of linkage disequilibrium between two
loci is expressed as the observed disequi-
librium value (As). The As were calculated
using the formula: As = MAmax = Pab-(Pa.
Pb)/Pa.(1-Pb).

Clinical features of PsA according to gen-
der are shown in Table I.

The global study population showed a re-
lationship between the presence of HLA-
C*06 (56.4% vs. 17%, OR 6.18, 95% CI:
3.32-11.5,pc<0.0001), MICA*002 (60% vs.
30%,O0R 3.5,95% CI: 2.0-6.12, pc<0.001),
HLA-B*27 (31.8% vs. 7.3%. OR 5.9, 95%
CI: 2.6-13.4, pc=0.001), and the risk of suf-
fering PsA. The following markers were
over-expressed in women with PsA: HLA-
B*27 (27.3% vs. 7.3%. OR 4.8, 95% CI:
1.5-15.5, pc=0.01), HLA-C*06 (564%
vs. 164%. OR 6.6, 95% CI. 2.7-16.1,
pe=0.0001), C*07 (49% vs. 25.5%. OR
2.8,95% CI: 1.3-6.3, pc=0.01), TNF-308 A
(45.5% vs. 22%. OR 3.0, 95% CI: 1.3-6.9,
pc=0.009) and MICA*002 (60% vs. 32.7%.
OR 3.1,95% CI: 1.4-6.7, pc=0.004). In turn,
in men only the following markers were sig-
nificantly elevated with respect to the male
control population: HLA-C*06 (56.4%

Table I. Clinical characteristics of the study population.

Variables Men n=55 Women n=55 p-values
Age (yr) 465+ 11.6 464+ 159 NS
Psoriasis onset age (yr) 275+104 27.0 149 NS
Arthritis onset age (yr) 342+94 351 +13.1 NS
Psoriasis duration (yr) 19+ 11 182 +8.8 NS
Arthritis duration (yr) 13+£74 125+6.7 NS
Psoriasis-arthritis latency (yr) T+64 75+56 NS
Family history 40% 45.5% NS
Oligoarthritis 42% 34.5% NS
Polyarthritis 20% 40% <0.05
Axial disease 38.2% 23.6% NS
Nail disease 36.4% 47.3% NS
DIP disease 29% 34.5% NS
IBP (ever) 62% 67.3% NS
Enthesitis 34.5% 25.5% NS
Dactylitis 31% 31% NS
HAQ 0.62+042 1.10 £0.53 <0.01
Swelling joint count 34+42 52+46 <0.05
Tender joint count 102+34 11.0+4.1 NS
Erosive disease 34.5% 41.8% NS
PASI 54+45 57+38 NS
VSG 15£53 16 +4.7 NS
HLA-C*06 56.4% 56.4% NS
HLA-B27 36.4% 27.3% NS

DIP: Distal interphalangeal joint; IBP: inflammatory back pain; HAQ: Health Assessment Questionnaire; PASI:

Psoriasis Area and Severity Index.

vs. 182%. OR 58, 95% CI: 2.4-138,
pc=0.0001), HLA-B*27 (36.4% vs. 7.3%.
OR 7.3, 95% CI: 2.3-23.2, pc=0.0004) and
MICA*002 (60% vs. 27.3%. OR 4.0, 95%
CI: 1.8-8.9, pc=0.001).

Psoriatic arthritis (PsA) appears to be more
frequent in men than in women, particu-
larly in its axial presentations (5,6). Nev-
ertheless, little is known of the differential
clinical expression of PsA between males
and females. The explanation for these dif-
ferences is not clear, and the participation
of multifactorial parameters cannot be dis-
carded (7, 8). Our study offers a prelimi-
nary evaluation of these gender differences
referred to both clinical and genetic aspects.
The results obtained confirm the existence
of such clinical and genetic differences in a
cohort of patients that fully covers the joint
spectrum of PsA (oligoarthritis, polyarthri-
tis and spondylitis). In PsA female, we con-
firmed a greater peripheral involvement as
well as a greater physical functional impair-
ment as measured with the HAQ (7, 8).
This study confirmed HLA-C*06, B*27
and MICA*002 as three of the most rel-
evant PsA risk genes within the MHC (9).
All three were significantly over-expressed
in men and women with PsA. However, we
found certain markers to be over-expressed
in women, such as C*07 and TNF-308A.
In women there was certain LD between
TNF-308A and DR17 (As: 0.3). It is inter-
esting to note that C*07, TNF-308A and
DRB1*#03 form part of the extended hap-
lotype 8.1, which also contains an allele
recently linked to PsA risk (HLA-B*08); as
a result, it is nowadays difficult to establish
which of these alleles are the true disease
risk markers (10).

To sum up, men and women with PsA show
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differences in the expression of the disease,
and this is probably due in part to a dif-
ferential over-expression of certain MHC
genes between the two genders.
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