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Nail Involvement as the Only Onset Manifestation of Pemphigus Vulgaris
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Abstract

Pemphigus vulgaris (PV) is a blistering autoimmune, chronic and uncommon disease that affects the skin,
mucous membranes and skin appendages. The onset of the disease usually consists of mucosal lesions
(50%-70%), skin manifestations (10%-15%), or both. Nail involvement usually develops in association with the
previously mentioned manifestations, being exceptionally the only affected area at the onset of the disease.

A 52 year old patient with no important medical history was evaluated after two weeks of antibiotic treatment for
painful, swollen, erythematous-violaceous, poorly delimited lesions, with subungueal haemorrhage, affecting the
nails and periungueal tissue of the first and third right toes and the third left finger; the nail plate presented
hyperkeratosis, yellowish discoloration and distal onycholysis. Complementary blood analysis and skin cultures did
not reveal positive results. A skin biopsy showed suprabasal acantholytic dermatosis with no inflammatory
components, and immunofluorescence manifested IgG intercellular deposits, with no evidence of IgA, IgM, C3 or
fibrinogen deposits. Autoimmune serologic studies were positive for anti-intercellular substance antibody (1/80) and
negative for anti-basal membrane and anti-nuclear antibodies. With these findings the patient was diagnosed with
Pemphigus Vulgaris, being nail lesions the exclusive onset manifestation.
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Introduction

Pemphigus vulgaris (PV) is a blistering autoimmune, chronic and
uncommon disease that affects the skin, mucous membranes and skin
appendages. The onset of the disease usually consists of mucosal
lesions (50%-70%), skin manifestations (10%-15%), or both. Nail
involvement usually develops in association with the previously
mentioned manifestations, being exceptionally the only affected area at
the onset of the disease.

Case Presentation

52-year old male, with no previous illness and no toxic or
epidemiologic background, with no personal or familial history of
autoimmune disease, and employed as a clerk; presents to the
emergency department complaining of over a month with painful nail
lesions that affected the first and third right toes. During this visit he
was erroneously diagnosed with whitlow, and prescribed antibiotic oral
therapy (ciprofloxacin 500 mg. every 12 hours) and anti-inflammatory
medication (metamizole 500 mg. every 8 hours). After two weeks of
treatment, the patient develops oral aphtas and a solitary aphta in
genitalia; all these lesions were painful, recurrent and self-limited.

The patient was evaluated at the Internal Medicine consult due to
persistence of nail lesions and fever. Physical exploration revealed
painful, swollen, erythematous-violaceous, poorly delimited lesions,
with subungueal haemorrhage, affecting the nails and periungueal
tissue of the first and third right toes and the third left finger,
compatible with acute paronychia; the nail plate presented

hyperkeratosis, yellowish discoloration and distal onycholysis (Figure
1). The rest of the exploration was normal; there was no evidence of
red eye, cardio-respiratory auscultation with no murmurs, no palpable
masses in the abdomen, peripheral pulses were palpable and no other
cutaneous lesions were recorded. In oral cavity he presented a solitary
aphta localized on the jugal mucosa. Alternative diagnosis was
considered, including infectious diseases (endocarditis), inflammatory
illnesses (vasculitis or Behcet disease) and thromboembolic
complications. A series of paraclinical analysis were requested.

Biochemical blood analysis reported a slight augmentation of liver
enzymes (GOT 44 IU/L, GPT 81 IU/L), serologic expression of
hepatotropic viruses and C. burnetti, C. jejuni and Brucella spp, were
negative. CBC showed no leukocytosis or neutrophilia and minimum
eosinophilia (1190 per mm?3) without complement consumption and
normal levels of acute phase proteins (CRP 1,2 mg/d, ESR 4 mm/s).
One of the skin cultures isolated Pseudomonas aeruginosa, sensible to
ceftazidime and quinolones; the rest of skin and blood cultures were
negative. Screening for thrombophilia, urine sediment analysis,
electrocardiogram and chest X-rays were also negative.

A skin biopsy showed suprabasal acantholytic dermatosis with no
inflammatory components (Figure 2). Direct immunofluorescence
manifested IgG intercellular deposits, with no evidence of IgA, IgM, C3
or fibrinogen deposits. Autoimmune serologic studies were positive for
anti-intercellular substance antibody (1/80) and negative for anti-basal
membrane and anti-nuclear antibodies. With these findings the patient
was diagnosed with Pemphigus Vulgaris, being nail lesions the
exclusive onset manifestation.
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Figure 1: Affection of the nail plate of the first right toe with
hyperkeratosis, yellowish discoloration and distal onycholysis.
Periungueal tissue shows erythematous-violaceous and poorly
delimited inflammatory lesions, with subungueal haemorrhage.

Figure 2: Suprabasal acantholytic dermatosis with no inflammatory
components.

Treatment was initiated with oral steroids at 0.5 mg/kg/day in
descending dosage, until a month of treatment was completed. The
patient was also prescribed with topic mupurocin every 8 hours during
the first 7 days, combined with azathioprine 50 mg per day for 15 days,
ascending to 100 mg per day for the next 15 days. The patients’ clinical
and analytical condition improved after completing treatment, the skin
and nail lesions nearly disappeared and analytical parameters
normalized within the first month, there was no relapse in a 6 month
follow-up.

Discussion

We present a case of PV with nail lesions as the onset manifestation
for the diagnosis. When evaluating nail lesions as described in our
clinical case, it is crucial to consider pemphigus vulgaris as a
differential diagnosis, especially in the Emergency Department, where
the assistance pressure limits the time of evaluation for each patient. At

first our patient was misdiagnosed with low and prescribed ineffective
antibiotic therapy, however, this diagnosis was excluded due to the
persistence of symptoms in spite of antibiotic administration.

The onset manifestations in our patient match the ones described in
other articles, including paronychia (especially affecting the first three
fingers) and onychomadesis; also the less frequent onycholisis,
onychodistrophia, discoloration of the nail plate and the presence of
Beau lines [1,2].

The temporal relationship between nail involvement and the other
manifestations of PV is variable; it can take part of the preceding signs,
present during the course of the disease, or be the only manifestation
of it [3]. In our patient nail lesions manifested 8 weeks prior to the
onset of oral afthas.

Extensive nail lesions can correlate with the severity of the disease,
the prognosis worsens when haemorrhagic nail lesions are associated
[4,5]. However, in our patient the prognosis was not modified, he did
not develop other cutaneous lesions and the nail and oral
manifestations resolved within the month of appropriate treatment,
maintaining an adequate clinical response during the follow-up
consults.

There is limited information on nail and periungueal changes in
patients with PV. It is hypothesised that the periungueal blisters could
be responsible for the nail matrix malfunction [6,7]. Characteristic
immunofluorescence patterns have also been published, which include
epidermic intercellular deposits of IgG and C3 [8]. Nail involvement in
PV tends to be considered as uncommon, nonetheless, a prospective
study recently published, evaluated symptoms in 79 patients with this
disease, and reported nail affection in 34.2% of the cases [4]. In
another study of 64 patients, 47% manifested nail lesions during the
course of the disease and 14 of them (22%) directly caused by
Pemphigus vulgaris [9].

Some authors have postulated the existence of other antigenic
factors that would determine nail involvement; this thesis is supported
by the different distribution of injuries in pemphigus vulgaris and
pemphigus foliaceus [10].

Topical treatment is usually not effective. It is necessary to treat with
systemic immunosuppressive drugs, generally accomplishing adequate
control of the disease [2,11]. Different associations of steroid and
steroid-sparing-immunosuppressors have been described [12]; in our
case, once the aetiology was defined, treatment was initiated with
steroids in descending dosage in combination with azathioprine, since
this association is highly effective and safe in pemphigus vulgaris and
leads to long-term remission in most patients [13].

Conclusion

This case shows nail lesions as the onset manifestation of pemphigus
vulgaris. More investigations are needed to clarify the aetiopatogenesis
of this presentation.
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