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Appendix A. Supplementary data
Supplementary data associated with this article can
be found, in the online version, at doi:10.1016/j.ad.
2017.05.014.
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Morphea and Extragenital
Lichen Sclerosus et Atrophicus
After Influenza Vaccination夽
Morfea y liquen escleroatrófico extragenital
generalizados tras vacuna antigripal
To the Editor:
Morphea and lichen sclerosus et atrophicus (LSA) are 2
chronic skin diseases of unknown etiology and pathogenesis. A possible relationship with genetic, autoimmune, and
infectious factors has been proposed. Very few cases have
been reported after the administration of vaccines.
A 67-year-old woman with a past history of breast
cancer treated by radical mastectomy and implantation of
a silicone prosthesis 15 years earlier, was referred to our
department for pruritus and progressive induration of the
skin. She had not received radiotherapy after her mastectomy and was taking no drugs of interest. She reported
the onset of symptoms 10 days after having received the

夽 Please cite this article as: López SR, García YH, Díez SG, Allende
BV. Morfea y liquen escleroatrófico extragenital generalizados tras
vacuna antigripal. Actas Dermosifiliogr. 2018;109:86---88.

CASE AND RESEARCH LETTERS
8. Chetty P, Choi F, Mitchell T. Primary care review of actinic
keratosis and its therapeutic options: a global perspective. Dermatol Ther. 2015;5:19---35.
9. Ferrándiz C, Plazas MJ, Sabaté M, Palomino R, EPIQA Study
Group. Prevalence of actinic keratosis among dermatology outpatients in Spain. Actas Dermosifiliogr. 2016.
10. Youl PH, Janda M, Aitken JF, Del Mar CB, Whiteman DC, Baade
PD. Body-site distribution of skin cancer, pre-malignant and
common benign pigmented lesions excised in general practice.
Br J Dermatol. 2011;165:35---43.

C. Ferrándiz-Pulido,a M. Lera-Imbuluzqueta,b
C. Ferrándiz,c,∗ M.J. Plazas-Fernandezb,1 , on behalf to
EPIQA Study Group
a

Servicio de Dermatología, Hospital Universitario Vall
d’Hebron, Universitat Autònoma de Barcelona, Barcelona,
Spain
b
Área de Investigación Aplicada, GOC Networking,
Barcelona, Spain
c
Servicio de Dermatología, Hospital Universitari Germans
Trias i Pujol, Badalona, Universitat Autònoma de
Barcelona, Barcelona, Spain
Corresponding author.
E-mail address: 40879cfp@comb.cat (C. Ferrándiz).
1
M.J. Plazas was employed at the Medical Department
Spain, Almirall at the time the study was conducted.
∗

1578-2190/
© 2017 Elsevier España, S.L.U. and AEDV. All rights reserved.

first dose of 0.5 ml of Chiroflu, an influenza vaccine of
inactivated surface antigen, administered intramuscularly
into her left deltoid muscle. The lesion was initially limited
to her left deltoid region, the site of injection of the
vaccine. However, generalized lesions gradually developed,
respecting only her face and causing difficulty of movement,
particularly of her shoulders and knees. Physical examination revealed large, indurated, pearly white plaques in some
areas (Fig. 1), and atrophic and wrinkled skin in other areas
(Fig. 2). Additional tests, including complete blood count,
biochemistry, antinuclear, anti-scl 70, and anticentromere

Figure 1 Large, intensely indurated, pearly white areas on
the abdomen.
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Figure 2 Thin, wrinkled, atrophic skin with a cigarette-paper
appearance on the patient’s back.

antibodies, and serology for Borrelia burgdorferi, were normal or negative. Skin biopsy showed an atrophic epidermis
with follicular occlusion and degeneration of the basal layer,
edema of the papillary dermis, collagen with a hyalinized
appearance, and a band-like lymphocytic infiltrate. The
same sample also showed a thickened reticular dermis
with thick and compact collagen bundles and a chronic
inflammatory infiltrate (Fig. 3). Based on these clinical and

Figure 3 Histopathology showing an atrophic epidermis,
collagen with a hyalinized appearance, and a band-like lymphocytic infiltrate. The reticular dermis is thickened, and contains
thick and compact collagen bundles. Stain for elastic fibers,
original magnification ×100.
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histopathological findings, we made a diagnosis of morphea
and generalized extragenital LSA and started treatment
with oral psoralen---UV-A (PUVA). Given the poor response
after 48 treatment sessions, oral prednisone, 20 mg/d, was
prescribed in combination with subcutaneous methotrexate, 15 mg/wk, leading to a significant important in the
induration and in mobility after 3 months of treatment, and
it was possible to discontinue treatment after 10 months.
LSA and morphea are skin diseases of unknown etiology,
though in many studies they are considered to be autoimmune diseases. They have been associated with infections,
trauma, and, less frequently, with the administration of vaccines. We found 14 cases of vaccine-related morphea1---6 and
a single case of LSA.7 However, only 2 of these cases were
of generalized morphea (the vaccines implicated in these
cases were bacillus Calmette-Guérin [BCG]5 and tetanus6 ),
and neither occurred concomitantly with LSA.
The vaccine implicated in our patient was the inactivated surface antigen influenza vaccine, Chiroflu. This
vaccine is recommended for seasonal influenza prophylaxis
in persons over 65 years of age, health staff, pregnant
women, individuals with respiratory or cardiac diseases, and
immunodeficient patients.
Apart from the known adverse effects of vaccination,
temporally or geographically related dermatoses have been
reported after the intramuscular injection of vaccines,
including granuloma annulare after hepatitis B, BCG, or
tetanus vaccines, lichen planus after hepatitis B vaccine,
and bullous pemphigoid after hepatitis B, DTP (diphtheria,
tetanus, pertussis), or influenza vaccines. A temporal relationship was observed between influenza vaccination and
the onset of morphea in our patient and, in addition, the first
lesion developed at the site of injection of the vaccine. The
role of this vaccine in the pathogenesis of morphea is poorly
understood, but, as Torrelo et al.1 suggest, vaccines may
stimulate an immune response targeting not only specific
antigens of the vaccine but also other nonspecific antigens.
An alternative proposal is that the trauma of the injection
may cause endothelial damage and tissue hypoxia that could
favor the development of morphea-type sclerosis. Trauma is
associated with inflammation and the release of cytokines
and growth factors, which contribute to the wound healing
process at the site of vaccination and to the appearance of
sclerosis or morphea.
The coexistence of morphea and LSA continues to be
controversial, as some authors consider LSA to be a variant
of morphea, with more superficial involvement, while
others consider the diseases to be sufficiently different,
both clinically and histopathologically, to be considered
distinct diseases.8---10
A number of treatments have been attempted,
including high-potency topical corticosteroids, systemic
corticosteroids, methotrexate, and psoralen---UV-A PUVA,
all with little efficacy.
We have described this case because of the limited number of reports of generalized morphea after vaccination.
This is the first to occur after influenza vaccination.
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Subungual Blue Nevus夽
Nevus azul subungueal
To the Editor:
Blue nevus is a benign pigmented melanic lesion formed
of intensely pigmented dendritic melanocytes located in
the dermis. It is included in the group of dermal dendritic
melanocytic proliferations, characterized by the presence,
at least in part, of oval or spindle-shaped cells and dendritic
cells.1,2 The clearly visible, characteristic bluish color is produced by a Tyndall effect, due to the reflection of blue light
by melanin in the dermis.1 The lesion may be congenital
or acquired, and a number of clinical and histological variants exist, the most frequent being the common and cellular
variants.1,2 We present a patient with a common blue nevus
at a unusual site.
A woman aged 35 years was seen for evaluation of a
dark spot that had been present under the nail of the first
finger of her left hand for approximately 5 years. Examination revealed a semicircular, dark-blue macule of 5 mm
in diameter in the proximal subungual region. Canaliform
dystrophy was present across the mid segment of the nail,
with dystrophy and fragility of the left border. Hutchinson
sign was not observed (Fig. 1). On dermoscopy, a circumscribed, steel-blue colored area with a homogeneous blue
pattern was observed, with no other specific dermoscopic
structures (Fig. 2). The lesion was excised and histology
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revealed irregular epidermal hyperplasia with no increase
in melanocytes in the basal layer; a proliferation of irregularly arranged, spindle-shaped melanic cells separated by
broad bands of dense collagen was present in the papillary and reticular dermis, and abundant melanophages were
observed. The melanic cells presented an intensely pigmented cytoplasm that sometimes obscured the nuclear
morphology. The nuclei were round, with small or absent
nucleoli, with no atypia or mitoses (Fig. 3).
Common blue nevus is a benign neoplasm characterized
by a proliferation of elongated, spindle-shaped bipolar cells
in the dermis or submucosa. The melanocytes present dendritic projections with a variable melanin content. Abundant
melanophages are present between the collagen bundles. No
cellular atypia or mitoses are observed.1 These lesions can
arise on any area of the body surface, most frequently on
the limbs or face and more rarely at other sites, such as the

Figure 1

Semicircular bluish-black macule and nail dystrophy.

