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SUMMARY
A 46-year old man, affected by Darier’s disease (DD), was seen because of right hand pain, later extended to 
shoulders and ankles. Physical examination showed swelling and tenderness of the wrist, metacarpophalangeal 
and metatarsophalangeal joints, of the right Achilles tendon’s enthesis and of the left knee, with psoriatic-like 
lesions of the scalp. A diagnosis of seronegative spondyloarthritis, supported by HLA-B27 positivity and by the 
magnetic resonance imaging fi nding of hand synovitis and unilateral sacro-iliitis, was made. The correlation 
between DD, spondyloarthritis and psoriasis has been already anecdotally reported. Further observations may 
clarify if this association is more than casual.
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n	 INTRODUCTION 

Darier’s disease (DD), also known as 
Lutz-Darier-White dyskeratosis fol-

licularis, follicular keratosis or acantholytic 
dyskeratosis, is an autosomal dominant 
genodermatosis, reported for the first time 
independently by Darier and White in 1889 
(1). Its prevalence varies between 1:36,000 
in England (2) and 1:100,000 in Denmark 
(3), regardless of gender, but the expression 
is usually milder in women. Although it is an 
autosomal dominant disease, approximate-
ly 47% of patients do not report affected 
relatives (4). The mutated gene is ATP2A2, 
on chromosome 12q23-24, which encodes 
SERCA2 (isoform of Ca++ ATPase of the 
sarcoplasmic reticulum). Anomalies of 
Ca++ pump can interfere with the growth 
and the differentiation of cells and with the 
assembly of desmosomes, with consequent 
rupture and acantholysis (5-7).
DD is characterized by warty red-brown, 
extrafollicular and follicular papules and/
or plaques involving largely the seborrheic 
sites (comprising the scalp, forehead, retro-
auricular folds, upper arms, front and back 
of the central trunk, and flexures), palmo-

plantar pits, and distinctive nail abnormali-
ties (1, 4).
Actually, the therapy of DD is largely un-
satisfactory. Traditional treatments are 
based on antiseptics, topical steroids, 
topical retinoids and local emollients or 
keratolytics. Oral retinoids (e.g., acitretin, 
isotretinoin, etretinate) are the most effec-
tive medical treatment (8).
The co-occurrence of DD with various der-
matologic and rheumatic conditions has 
been anecdotally reported in the literature, 
including psoriasis vulgaris (9), chronic 
polyarthritis (10), Sjogren’s syndrome 
(11), spondyloarthritis (12, 13) and sys-
temic lupus erythematosus (14).
We describe a patient with DD associated 
with seronegative spondyloarthritis and 
psoriasis and discuss a possible pathoge-
netic link between these conditions.

n	 CASE REPORT

A 46-year old man, affected by DD, has 
been visited for the onset of right hand and 
wrist pain, following an injury 8 months be-
fore. The histological diagnosis of DD had 
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been previously established by skin biopsy 
on the basis of the presence of cleavage, 
loss of epidermal adhesions (acantholysis), 
irregular upward projection of papillae into 
the cleavage (villi), round cells and grains 
with eosinophilic dyskeratosis, confined to 
the granular layer and to the stratum cor-
neum, and hyperkeratosis. 
Arthropathy, which was initially attributed 
to sympathetic dystrophy, did not respond 
to treatment with intramuscular clodronate. 
Six months later, it extended to shoulders 
and ankles, and low back pain appeared.
At first observation, physical examination 
showed marked swelling and tenderness 
of the right wrist, of three right metacar-
pophalangeal joints, of the enthesis of the 
right Achilles tendon, and of the left 2nd, 
4th and 5th metatarsophalangeal joints. The 
left knee showed mild effusion. The pain 
visual analogue scale was 70 mm. The dis-
ease activity score 28 based on C-reactive 
protein (DAS28-CRP) was 6.02 and the 
bath ankylosing spondylitis disease activ-
ity index (BASDAI) was 8.3, indicating a 
high disease activity. Physical examination 
of the skin showed several brown keratotic 
papules merging into plaques at the base 
of the neck, consistent with DD and some 
erythematous-desquamative plates on the 
scalp consistent with psoriasis vulgaris. 
The patient, however, refused a biopsy of 
the scalp lesion, deemed useful to confirm 
this diagnosis.
Blood tests showed neutrophilic leukocyto-
sis [13,300 white blood cells (WBC)/µL], 
elevated platelet count (506,000 platelets/
µL), anaemia (hemoglobin 10.6 g/L), in-
creased ferritin concentration (831 µG/L), 
erythrocyte sedimentation rate 120 mm/h 
and C-reactive protein 174 mg/L. Immuno-
globulin M rheumatoid factor and anti-cyclic 
citrullinated peptide antibodies were nega-
tive, while the histocompatibility antigen 
HLA-B27 was positive. The urethral swab 
was positive for Proteus mirabilis. The sy-
novial fluid aspirated from the knee showed 
a cloudy appearance, absence of crystals, re-
duced viscosity, pH 7, and 5700 WBC/mm3, 
of which 95% were granulocytes.
Radiographs of hands and wrists showed 
swelling of the proximal interphalangeal 

joints and marked juxtaarticular osteopo-
rosis (Fig. 1A). Magnetic resonance imag-
ing (MRI) (Fig. 1B and C) showed diffuse 
bone edema, tenosynovitis and severe sy-
novitis of the wrist, metacarpophalangeal, 
and interphalangeal joints. MRI of the 
pelvis showed unilateral sacro-iliitis (Fig. 
2A). The enthesis of the Achilles tendon 
was thickened and inhomogeneous at US, 
with presence of Doppler signal in the ad-
joining bursa (Fig. 2B). 
A diagnosis of seronegative spondyloarthri-
tis was made and treatment with methotrex-
ate 10 mg/week with folic acid rescue, and 
prednisone 5 mg/day was started. Fifteen 
days later, clinic conditions were slightly 
improved, with DAS28-CRP of 4.83.

n	 DISCUSSION 

The correlation between DD and rheumat-
ic conditions has been described in a few 

Figure 1 - anteroposterior radiograph of the 
hands (a) showing marked soft tissue swell-
ing and iuxta-articular osteoporosis of the 
right one. pre- (B) and post-contrast (c) coro-
nal turbo spin echo 3D magnetic resonance 
imaging sequence of the right wrist: synovial 
swelling and bone marrow oedema are char-
acterized by contrast enhancement.

Non
-co

mmerc
ial

 us
e o

nly



88 Reumatismo 2/2013

C. Cosso, F. Rongioletti, G. Zampogna et al.case report

anecdotal reports. The most frequent as-
sociation is seronegative spondyloarthritis 
(12, 13). Psoriasis and DD have also been 
reported to occur simultaneously (9). Both 
skin diseases, moreover, are responsive to 
retinoids, a fact that might have caused un-
derestimation of the incidence of DD.
Our patient presented a clinical picture 
consistent with the diagnosis of seronega-
tive spondyloarthritis (asymmetric arthri-
tis, enthesitis, sacro-iliitis), confirmed by 
imaging studies. In addition, the onset of 
spondyloarthritis after trauma is a relative-
ly frequent event in psoriatic arthritis (15).
In conclusion, the correlation between ar-
thritis and DD is not clear. The evaluation 
of joint involvement in patients with DD is 
probably not commonly performed, lead-

ing to the underestimation of subtle signs, 
such as minimal arthritis or enthesitis. Joint 
examinations in DD, as well as the search 
of clinical manifestations of this genoder-
matosis in patients with seronegative spon-
dylarthritis, are therefore recommended. 
Further observations may clarify if the 
association between DD and seronegative 
spondylarthritis is more than casual and if 
psoriasis may be the pathogenetic link be-
tween them.
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