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Response of pemphigus vulgaris to anti-CD20
antibody therapy (rituximab) may be delayed

doi: 10.1111/j.1365-2230.2005.01941.x

Recent reports have documented swift responses in refract-
ory pemphigus vulgaris to anti-CD20 antibody therapy
(rituximab).1,2 We report a case in which improvement
was delayed following an initial exacerbation.

A 37-year-old woman presented with a 4-month history
of blisters affecting the trunk, vagina and mouth. The
clinical diagnosis of pemphigus vulgaris was confirmed by
histology and direct immunoflorescence. Prednisolone (up
to 2 mg ⁄ kg daily) either alone or in combination with
azathioprine (up to 3 mg ⁄ kg daily), mycophenolate mofetil
(up to 5 g daily), ciclosporin (up to 6 mg ⁄ kg daily) or
cyclophosphamide (up to 2 mg ⁄ kg daily) failed to control
her disease over 2.5 years. Intermittent 5-day infusions of
intravenous immunoglobulins (400 mg ⁄ kg daily) and
intravenous methylprednisolone pulses (1 g daily for
3 days) were only partially effective. In an attempt at
better disease control, an anti-CD20 antibody therapy
(rituximab) was administered (375 mg ⁄m2) once weekly
for 4 weeks with oral paracetamol and intravenous chlor-
pheniramine maleate pre-medication. This produced an
immediate exacerbation of her pemphigus despite concom-
itant prednisolone (14 mg daily) and mycophenolate
mofetil (4 g daily), necessitating a 3-day course of pulsed
intravenous methylprednisolone (1 g daily). The exacerba-
tion was not associated with any significant change in
antiepidermal antibody titres.

The condition settled within a few weeks but gradual
slow improvement of the underlying disease activity did not
start until approximately 3 months after the first infusion.
Single infusions of rituximab 375 mg ⁄m2 were repeated at
3-monthly intervals and, 11 months after the first infusion
of rituximab, nearly all the resistant eroded areas were
healed and we were able to reduce the dose of prednisolone
to 4 mg daily with no other immunosuppressive agents. No

infusion-related adverse events were reported. Clinical
improvement was followed by a reduction in antiepidermal
antibody titres from a maximum of 1 : 300 to 1 : 100.

Previous case reports have documented an immediate
response to rituximab. Our patient’s clinical course seems
to suggest a delayed response. The mode of action of
rituximab supports the idea of a delayed maximum
response, similar to that seen in treatment of node-centred
B-cell lymphomas. Rituximab binds specifically to trans-
membrane CD20, located on pre-B and mature B lympho-
cytes, mediating their lysis. Plasma cells (terminally
differentiated B cells), are CD20-negative and therefore
unaffected by rituximab. It is uncertain whether mature
plasma cells or CD20-positive precursor cells produce the
pathogenic antibodies in pemphigus. If the plasma cells
produce the antibodies, this would account for the delayed
effect in our patient. Other explanations for the improve-
ment include spontaneous improvement, but given the
growing weight of case reports about the effect of rituximab
(all of which were uncontrolled) then it would seem likely
that it has been therapeutic in this case.

It is important therefore that clinicians are aware that
response to rituximab in pemphigus can be delayed, and
that perseverance may produce a good outcome.
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Contact dermatitis in guitar players

doi: 10.1111/j.1365-2230.2005.01943.x

Musicians are susceptible to an unusual variety of
dermatoses specific to their occupation. Violin and
viola players may develop �fiddler�s neck’, a lichenified
plaque below the angle of the mandible on the left,
corresponding to the site where the chin rests on the
instrument while playing.1 Cello playing has similar
hazards. Cases of �cello knee�, caused by the pressure
applied to the instrument by the medial aspects of the
knee, resulting in skin calluses, hyperpigmentation or
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lesions similar to fiddler’s neck have been reported.2

�Cellist�s chest’2 is a tender, hyperpigmented plaque with
erythema, oedema, and inflammatory papules and cysts
on the presternal skin, caused by the back of the
instrument pressing on the chest when the bow is
drawn across the strings. Harp enthusiasts can develop
paronychia, onycholysis, subungual haemorrhages or
calluses on the fingers as a result of playing their
instrument.2

Musicians who develop an irritant contact dermatitis
are thought to be relatively rare;2 however, it has been
reported in horn players who use cleansers or silver
polish containing solvents on their instruments.3 It is
well known that colophony is present in the resin used
by players of stringed instruments to wax the strings to
increase the attrition between the bow and strings.4 The
constituent of the instrument (especially hardwoods) may
also produce a contact allergic reaction.5 We report a
new �musician�s dermatitis’ affecting the hand, which
was the result of nickel contact from guitar strings.

A 17-year-old adolescent boy presented with a 1-year
history of a rash on the hands, worse on the left. He was
atopic. On clinical examination he had chronic eczematous
changes on his palms and fingers, more severe on the left
hand (Fig. 1a). Patch testing revealed a strong reaction to
nickel and also to cobalt and chromate. He had played the
electric guitar over the previous 5 years and his guitar
strings were nickel-coated. He is right-handed and reported
that his left hand contacted the strings much more than
the right, which held a plectrum. After these findings he
decided to change to playing the drums, resulting in
resolution of the dermatitis.

A 38-year-old, right-handed man was referred with a
12-month history of an erythematous, scaly rash on the
right thumb (Fig. 1b). He also had a keen interest in
playing the electric and acoustic guitar. The position of the
rash corresponded directly with the area of skin that made
contact with the strings (Fig. 1c). He had a past history of
atopy. His patch testing demonstrated a strong reaction to
nickel, cobalt and chromate. His guitar strings also
contained nickel. He was unable to obtain nickel-free
strings so he has continued to have nickel exposure. His
hand dermatitis has been persistent.

Allergic contact dermatitis from nickel-containing items
is a common cause of eczematous eruptions. However,
guitar strings as a source of nickel causing an allergic
contact dermatitis has not previously been reported. This
should therefore be considered in patients with a nickel
allergic contact dermatitis who play the guitar. Most
electric guitar strings contain or are coated with nickel.
Patients with this problem will need to resort to plastic
coated (Elixir�) or gold (Optimas�) strings. However,
acoustic guitar strings are made from bronze, brass or
silver-plated copper, so similar problems are much less
likely. Stringed-instrument players may also develop a
dermatitis related to the friction caused by the strings,

especially if the individual has an atopic tendency, as in our
cases. However, in both these case we feel that their nickel
sensitivity was an important contributory factor.
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(a)

(b)

(c)

Figure 1 (a) Left hand with eczematous changes on palm and

fingers of patient 1. (b) Eczematous scaly rash on right thumb of

patient 2; (c) right thumb contacting the guitar strings.
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Recalcitrant hand pompholyx: variable response
to etanercept

doi: 10.1111/j.1365-2230.2005.01947.x

Pompholyx (also known as dyshidrotic eczema) is an
inflammatory skin disorder of the palms and soles charac-
terized by formation of vesicles or bullae and itching. The
aetiology is unknown. Recognized therapeutic options
include emollients, topical corticosteroid, tar preparations,
phototherapy, systemic glucocorticoids, ciclosporin A,
methotrexate and retinoids.1

Etanercept and other anti-tumour necrosis (TNF)-a
treatments have been shown to be useful in the treatment
of dermatological disease including psoriasis, pyoderma
gangrenosum, hydradenitis suppuritiva, and Behçet’s dis-
ease.2 To our knowledge, this is the first reported case of
treatment of pompholyx with etanercept.

A 40-year-old woman had a 6-year history of recalcitrant
endogenous hand pompholyx. Previous treatments she had
received, including topical steroids, emollients, psoralen
ultraviolet A, azathioprine, ciclosporin, acitretin, methot-
rexate, mycophenolate, sulphasalazine, minocyclin and
repeated courses of prednisolone, had failed to induce any
significant remission. She was not known to be atopic, and
allergic contact dermatitis had been excluded because of
negative patch tests. Etanercept was administered as twice-
weekly subcutaneous injections at a dose of 25 mg. The
patient was given instruction on how to self-administer the
injections and she continued this treatment at home. At
6-week follow-up, the pompholyx had cleared and a
significant improvement in the patient’s quality of life was
observed. The remission was sustained for 4 months, after
which she suffered a flare of the condition. At this point, the
dose of etanercept was doubled to 50 mg twice weekly.
Unfortunately, this proved unsuccessful and the treatment
was eventually discontinued. The treatment was well
tolerated throughout with no adverse effects. The improve-
ment observed initially with etanercept was significant, and

more recently therapy with efaluzimab has been considered
for this patient.

Although the aetiology of pompholyx is unknown, there
have been several reports regarding the importance of
atopy, nickel allergy and diet in the disease, although Bryld
et al. found no statistically significant relationship between
atopy and nickel allergy and the development of vesicular
eruptions on the hands.3 Stress may have a role in
triggering exacerbations of pompholyx. Skin conductance
is linked to emotional state and to epidermal water content.
In a study by Miller and Coger, patients trained to decrease
skin conductance demonstrated improvement in dyshid-
rotic eczema and anxiety.4

Research on the use of cytokine blocking agents to treat
dermatological disease has centred on psoriasis. The pro-
inflammatory cytokines involved in psoriasis are princi-
pally of the T helper (Th) 1 type. These include interleukin
(IL)-2, interferon (IFN)-c and TNF-a. Th2 cytokine patterns
(IL-4, -5 and -10) are associated with atopic dermatitis and
late allergic response. A recent study by Suomela et al.
demonstrated that TNF-a upregulates an INF-a-inducible
gene, IF127. IF127 mRNA was found in the epidermis of
all three patients with chronic eczema in the study,
whereas controls did not express IF127.5 Inhibition of
TNF-a may lead to a reduction in epidermal inflammation.
A case report of etanercept used to treat erythroderma-
associated pruritus suggested that anti-TNF could be used
to treat other inflammatory conditions.6

The initial short-term (4-month) response seen in this
case is likely to have resulted from the potent anti-
inflammatory action of etanercept. Further research into
the pathogenesis of pompholyx and the use of biological
agents in the treatment of inflammatory dermatoses, other
than psoriasis, is required.
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