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WHAT IS YOUR DIAGNOSIS?

CASE REPORT
White male patient, 44 years-old, reported the appearance 7 years ago of

lesions in the plantar region, slow-growing, painful to the touch and which gra-
dually caused difficulty in walking. Examination revealed erythematous-violaceous
nodule with a smooth surface, 1cm in diameter, in the left plantar region, painful
on palpation (Figure 1). Patient (smoker and drinker) denied familial cases. 

Ultrasound performed on left foot revealed a hypoechoic image contai-
ning a small,  anechoic, irregular, circumscribed, area subcutaneously in the

plantar region. No change in vascularization was revealed by color Doppler
ultrasound.

Surgical excision of the lesion was performed and subsequent histopat-
hological examination revealed proliferation of blood vessels in the dermis sur-
rounded by round cells with uniform nuclei in the stroma in a fibrous capsule
(Figures 2). Performed actin which showed diffuse and intense smooth muscle
expression  (Figure 3).
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CASE REPORT
60 year-old male patient with asymptomatic nodules on the face, neck,

chest and scrotum noted 3 months previously. Reported smoking, drinking and
illicit drug use and complained of fatigue, heartburn and weight loss of 15kg
over the 3-month period. Physical examination revealed erythematous-viola-
ceous nodules on the scalp, face, neck, chest, upper limbs and scrotum. The
nodules, some of them exulcerated, were of firm consistency, with smooth sur-
faces,  measuring between 0.5 and 2.0 cm in diameter, asymptomatic. Palpable
lymph nodes in the occipital and posterior cervical regions. Increased abdomi-

nal size was noted, with ill-defined mass (Figures 1 and 2).
A biopsy of a lesion was performed and the histopathological examination

revealed diffuse infiltrate in the dermis, with the presence of cells with clear cyto-
plasm with nuclei compressed to the periphery, characterizing signet-ring cells
(Figure 3). Digestive endoscopy showed nodular and ulcerated lesions in the
antrum (also biopsied). A CT scan of the abdomen revealed an infiltrating lesion,
with swelling in the antrum and gastric body. The chest scan was normal.
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RELATO DO CASO
Dermatological examination of a male child, 2 years and 10

months old, revealed brownish macules (some keratosic and inter-
spersed with hypopigmented patches) on the the face and with bleeding
papulo-erythematous lesions on the upper lip, together with pinpoint
hyperchromic, reddish-brown macular lesions on the abdomen and
limbs (Figures 1 and 2). Clinical examination showed significant retarda-
tion of growth and development, microcephaly, generalized hypotonia
with hyporeflexia, photophobia, hypogonadism and abdominal disten-
sion. Head circumference 38.5 cm, chest 38 cm and abdomen 40 cm
(Figures 2 and 3). Seizures experienced since birth. Anato-pathological
exam of lip lesion showed pyogenic granuloma. Cranial CT scan showed

right-sided open-lip schizencephaly, periventricular calcifications,
absence of septum pellucidum and dilatation of the lateral ventricles. A
brain MRI showed supratential dilatation, schizencephaly, agenesis of the
septum pellucidum and septo-optic dysplasia. Ophthalmologic evalua-
tion: positive and symmetric red reflex, poor response to light and
changes in pupillary reflexes. Normal ECG and echocardiogram. Normal
karyotype, 46XY. Upper GI endoscopy: sliding hiatal hernia. USG of the
scrotum did not find the testicles and epididymis. No ectopic testis.
Serology for HIV, herpes, toxoplasmosis and cytomegalovirus (CMV) neg-
ative. The clinical and laboratory tests were compatible with the
DeSanctis-Cacchione syndrome.

Do you know this syndrome?*

Você conhece esta síndrome?

Giovana Tadéia Fantinato1 Silmara da Costa Pereira Cestari2 João Paulo Junqueira Magalhães Afonso3

Letícia Siqueira Sousa3 Mílvia Maria Simões e Silva Enokihara4

Received on 04.11.2010
Approved by the Advisory Board and accepted for publication on 24.03.2011. 
* Work undertaken at the Department of Dermatology, Escola Paulista de Medicina, Federal University of São Paulo (EPM - UNIFESP), São Paulo (SP), Brazil.

Conflict of interest: None / Conflito de interesse: Nenhum
Financial funding: None / Suporte financeiro: Nenhum

1 Dermatologist (MD) and pediatric dermatology specialist trainee at the Department of Dermatology, Federal University of São Paulo (UNIFESP), São Paulo, Brazil.
2 Associate Professor responsible for the Pediatric Dermatology Clinic of the Department of Dermatology, Federal University of São Paulo (UNIFESP), São Paulo, Brazil.
3 MD - Resident in the Department of Dermatology, Federal University of São Paulo (UNIFESP, São Paulo, Brazil.
4 PhD in Pathology, physician in the Department of Pathology, Federal University of São Paulo (UNIFESP), São Paulo, Brazil.

©2011 by Anais Brasileiros de Dermatologia

RELA TO DO CASO
Male patient, native of São Paulo, normal birth at full term, with healthy

parents and first cousins. First dermatologic assessment at 3 months of age revea-
led silver hair color, white eyebrows and eyelashes and skin hypopigmentation,
all features not shared with his parents. (Figure 1). An optical microscopy exami-
nation of the patient´s hair showed groups of pigment scattered along the length
of the hair shafts, contrasting with the normal pattern of fine, diffuse pigmenta-
tion (Figure 2). Opthalmic fundus examination revealed foveal hypoplasia and
albinism, while analysis of otoacoustic emissions showed delayed auditory deve-

lopment of bilateral retrocochlear origin. A peripheral blood smear showed the
presence of giant intracytoplasmic granules in leukocytes (Figure 3). The patient
was hospitalized for H1N1 virus infection and febrile neutropenia and then trea-
ted as an outpatient for impetigo and ear infections. The child, now aged 18
months, has normal psychomotor development and is being tracked by the der-
matology, genetics and immunology departments while awaiting a bone marrow
transplant.

FIGURE 1: Clinical aspect of the plantar nodule FIGURE 3: Cells with high expression for actin of
smooth muscle surrounding the vascular wall (Actin,

100x)

FIGURE 2: A. Dense
cell structure of the
well-circumscribed
nodule residing in
the dermis (HE
40x). B. Small uni-
form cells forming
solid blocks or
bands surrounding
vascular channels
(HE 100x) 
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FIGURE 1: Erythematous-violaceous nodules on the right
lower eyelid, right malar frontal and zygomatic regions 

FIGURE 2: Erythematous nodules, exulcerated in the jaw
and the side of the neck

FIGURE 3: Diffuse infiltrate in the dermis with the presence
of cells with clear cytoplasm, with nuclei compressed to

the periphery characterizing signet-ring cells

FIGURE 1: Silverish coloring of the hair and skin 
hypopigmentation

FIGURE 3: Peripheral blood smear showing giant 
intracytoplasmic granules in the leukocytes

FIGURE 2: Pigment granules grouped together and scattered
on the hair shaft 

FIGURE 1: Brownish
macules (some kera-
tocystic) inter-
spersed with
hypopigmented
macules on the face.
Papuloerythematous
bleeding lesion on
upper lip 

FIGURE 2:
Punctiform
hypopig-
mented
macules and
abdominal
distension

FIGURE 3: Hypogonadism
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DISCUSSÃO
The glomus tumor was first described by William Wood in 1812. It is an

uncommon benign neoplastic lesion derived from modified smooth muscle cells
(glomus). These cells line the Sucquet-Roye canal, the cutaneous glomus appa-
ratus, which serves to regulate blood circulation and body temperature. The glo-
mus tumor is characterized by paroxysmal pain, which may or may not be trigge-
red by trauma or temperature variations. 2

Two forms of this tumor exist: solitary and multiple. The solitary glomus
tumor occurs mainly in adults in the subungual region, presenting as a violet
erythematous macule or nodule, normally less than 2cm in diameter, painful on
palpation or sensitive to thermal changes. The tumors can be found in deeper
areas of the body such as in tendons, ligaments, skeletal muscles, joints, nerves
and bones. 3 Location in the feet, as in the present case, has been reported in
approximately 3% of cases. 4

Variable in number, multiple glomus tumors affect younger individuals,
presenting in two distribution patterns: (i) as segmental lesions on a limb, spa-
ring the face and trunk; and (ii) as disseminated lesions throughout the integu-
ment. Parsons et al 3 observed a positive family history in 60% of cases of multi-
ple glomus tumors, transmitted by autosomal dominant inheritance with incom-
plete penetrance, with the responsible gene  located on chromosome 1p21-22. 3,5,6.
Ectopic glomus tumors have been reported in the lungs, kidneys, bones, trachea
and stomach. 7

Clinical diagnosis is done by the classical triad of spontaneous pain, sen-

sitivity to pressure and temperature changes. 8 In a retrospective study of extra-
digital glomus tumors, Schiefer et al found localized pain and tenderness in 86%
of the patients, but intolerance to temperature changes occurred in only 2% of
the same group. Pain resulting from thermal changes was not found in the case
reported here, due perhaps to less exposure of the feet to cold and significant
sensitivity to pressure of the plantar location. Radiography may reveal bone lysis
in the affected phalanx. Ultrasound shows glomus tumors as well-circumscribed
hypoechoic masses and Doppler findings are inconsistent, as in this report. MRI
elucidates doubtful cases, but its use is limited on account of high cost. 8.9

Histopathology reveals three components: glomus cells, vasculature and smooth
muscle cells, subdivided into solid tumors (predominantly smooth muscle cells),
glomangioma (predominance of the vascular component) and glomangiomyoma
(mixed). 3.10 The overall picture is of circumscribed lesions in the dermis consis-
ting of vascular spaces arranged in a delicate fibrous stroma, with glomus cells
surrounding the vascular proliferation. 2 The glomus cells express immunoreac-
tivity for actin and vimentin. 10

Neuroma, neurofibroma, mucous cyst, fibroma, osteochondroma, amela-
notic melanoma and subungual melanoblastoma are differential diagnoses.

Treatment consists of surgical excision of the tumor, with or without cau-
terization of the tumor bed with bipolar electrocautery. The persistence of symp-
toms in the first three months is suggestive of partial removal of the tumor, while
the return of symptoms after one year indicates tumor recurrence.2,8 ❑

Abstract: Glomus tumor is a painful tumor derived from the glomus terminal which regulates blood circulation and body temperature Despite its rarity, par-
ticular attention needs to be paid to symptoms associated with this tumor: paroxysmal pain, sensitivity to local pressure and cold, and its location - typically
in the distal phalanx. Manifestation of  extradigital occurrence is possible. Single lesions are most common in adult females, while multiple lesions are preva-
lent in children and adolescents, generally those with a positive family history. The diagnosis is clinical with the aid of  ultrasonography and magnetic reso-
nance imaging, confirmed by histopathological examination.
Keywords: Diagnosis; Glomus tumor; Residential treatment; Treatment outcome 
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DIS CUS SION
Given the patient's clinical symptoms, diagnostic hypotheses were formula-

ted for cutaneous lymphoma, cutaneous metastases and immunosuppression-rela-
ted cryptococcosis.

The histopathological examination of the skin lesion revealed metastatic
adenocarcinoma, while that of the antrum lesion showed a poorly differentiated
adenocarcinoma with signet-ring cells, leading to a final diagnosis of Stage IV gas-
tric cancer with skin metastasis. The patient underwent chemotherapy but died five
months following the diagnosis of neoplasia.

Cutaneous metastases (CM) of visceral cancers are fairly rare, with an inci-
dence of 0.7 to 10%. 1 The most commonly encountered primary sites are tumors
in the breast, lung and colon. They usually occur after the primary cancer is diagno-
sed and signify a poor prognosis. 2 The metastases may appear as a first manifesta-
tion in 20% of cancers in general. Although gastric cancer is common it accounts for
only 6% of all CM in men and 1% in women. 2 Fernandez et al., in a study of 11 cases
of CM of gastric adenocarcinoma, found that CM  were the initial manifestation of
the disease in 64% of patients, as in our reported case. 3

The CM can be due to lymphatic or hematogenous spread, contiguity or
iatrogenic implantation. 1

The histological type most prone to distant metastasis is signet-ring cell
adenocarcinoma. 4

The most common manifestations are hemispheric single or multiple nodu-
les with moderate to firm consistency and with smooth shiny surfaces. The manifes-
tations can also appear as macules, hard infiltrated plaques, discoid lesions, and
tumor nodules with telangiectasia or ulcerations.  Herpetiform,  zosteriform  or ery-
sipelas-like formations are frequently mentioned as patterns of cutaneous dissemi-
nation. Some typical features are erysipeloid carcinoma, cuirass cancer and neoplas-
tic alopecia. Most of the CM are asymptomatic, but sometimes they can be itchy and,
at the advanced stage, painful. 5

Located anywhere in the body, the manifestations most frequently appear on
the chest (33%), abdomen (22%), head and neck (10%). 6 In the umbilical region they
are known as Sister Mary Joseph's nodule 5. In gastric adenocarcinoma, single or multi-
ple nodules generally affect the abdominal wall, while generalized CM is uncommon. 7

Treatment is usually palliative. Surgical excision and radiotherapy are the first
options for treating small numbers of lesions. 6

The literature shows an increased incidence of cutaneous metastases in
recent decades, related to increased rates of cancer and post-treatment survival. In
the event of  encountering single or multiple cutaneous nodules with a nonspecific
appearance and  of a firm consistency, the dermatologist should always include the
possibility of CM in his diagnostic hypotheses given that their presence can alter the
prognosis of the disease. ❑

Abstract: Cutaneous metastases of visceral cancers are relatively rare, with an incidence of 0.7 to 10%.  The most frequent primary sites are breast, lung and
colon tumors. They generally occur after the primary cancer is diagnosed and signify a poor prognosis. They may occur as the first manifestation in 20% of
cancers in general. The most common manifestations are single or multiple asymptomatic nodules, most often located on the chest, abdomen, head and
neck, sometimes with unusual clinical features which present a challenge to clinical diagnosis.
Keywords: Adenocarcinoma; Gastrointestinal neoplasms; Skin neoplasms

Resumo: Metástases cutâneas de câncer visceral são relativamente raras, com uma incidência de 0,7-10%. Os sítios primários mais frequentes são os tumores
de mama, pulmão e cólon. Geralmente ocorrem após o câncer primário ser diagnosticado e significam mau prognóstico. Podem surgir como primeira man-
ifestação em 20% das neoplasias em geral. As manifestações mais comuns são nódulos únicos ou múltiplos, assintomáticos, localizados com maior frequên-
cia no tórax anterior, no abdômen, na cabeça e no pescoço, por vezes, com aspectos clínicos inusitados, constituindo um desafio ao diagnóstico clínico.
Palavras-chave: Adenocarcinoma; Neoplasias cutâneas; Neoplasias gastrointestinais
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DISCUSSION
Chediak-Higashi syndrome (CHS) is a rare autosomal recessive disorder characte-

rized by oculocutaneous albinism, immunodeficiency, progressive neurological disorders,
bleeding predisposition and lymphoproliferative syndrome. While the primary defect of
the CHS is unknown, the clinical symptoms are attributed to a vesicular trafficking defect
secondary to enlarged granules in the lysosomes and melanosomes and platelet dense
granules. Skin hypopigmentation is  variable, and in some individuals is only noticeable
when compared to other family members. The hair is silver-colored or has a  metallic
sheen. Giant melanosomes can be observed through microscopic examination of the skin.
The discovery of  groups of large pigment granules in the hair shaft has been used for pre-
natal diagnosis of CHS. 2 Reduced pigment may be observed in the eyes, and nystagmus,
photophobia and decreased visual acuity can result. The iris can be grayish, bluish or
brownish. 3 Patients develop recurrent infections, mainly in the skin and airways, and are
responsive to antibiotic therapy, although more slowly than immunocompetent indivi-
duals. The immune defect is attributed to impaired cytolytic function of T and Natural
Killer (NK) cells, and delayed neutrophil and monocyte chemotaxis. 4.5 Mild to moderate
bleeding can occur. Bleeding can be severe at the accelerated phase when thrombocyto-
penia occurs in addition to platelet dysfunction. 6 Neurologic changes may occur in the
central or peripheral nervous system, with progressive neurodegeneration. 7 Around 85%

of patients progress to the accelerated phase which is characterized by multiple organ lin-
fohistiocitary infiltration, non-malignant but similar to lymphoma and manifested by fever,
anemia, neutropenia, thrombocytopenia, hepatosplenomegaly, lymphadenopathy, jaundi-
ce and coagulopathy. The diagnosis of CHS is confirmed (i) by finding giant peroxidase-
positive cytoplasmic granules in polymorphonuclear cells, as well as in other cells such as
leukocytes, platelets, melanocytes, hepatocytes, renal tubular cells, neural and thyroid tis-
sue, or (ii) by genetic analysis, with mutation in the LYST/CHS1 gene on chromosome 1.
8 Death usually occurs in the patient´s first ten years of life from infection or bleeding, or
later when the disease progresses to accelerated phase. 9 Curative treatment consists of
bone marrow transplantation to correct the immune and hematologic defect, but oculo-
cutaneous and neurological changes nevertheless persist. The main differential diagnosis
is the Griscelli syndrome, a rare autosomal recessive disorder caused by mutations in the
MYO5A or RAB27A genes. This syndrome manifests with partial albinism, silvery hair,
variable neurological involvement and immunodeficiency, and progresses towards the
accelerated phase as in CHS, but differs from CHS in view of the absence of giant intracy-
toplasmic granules in the leukocytes observed either in the peripheral blood smear or by
genetic analysis.10,11 ❑

Abstract: Chediak-Higashi syndrome is characterized by varying degrees of oculocutaneous albinism, recurrent infections, bleeding disorders and variable
neurological involvement. The treatment consists of bone marrow transplantation, which corrects the immunologic and hematologic defects. Untreated
patients die as the result of bacterial infections or develop "accelerated phase" lymphoproliferation. We present a case of Chediak-Higashi syndrome and dis-
cuss the clinical and laboratorial features that determine its diagnosis. 
Keywords: Chediak-Higashi Syndrome; Diagnosis; Hypopigmentation; Lysosomes

Resumo: A síndrome de Chediak-Higashi é caracterizada por graus variados de albinismo oculocutâneo, infecções recorrentes, alterações de coagulação e
envolvimento neurológico variado. O tratamento é o transplante de medula óssea, que corrige os defeitos imunológicos e hematológicos. Pacientes não trata-
dos evoluem frequentemente a óbito por infecções bacterianas ou por desenvolverem a “fase acelerada” linfoproliferativa. Apresentamos um caso de sín-
drome de Chediak-Higashi e discutimos as características clínicas e laboratoriais que determinam seu diagnóstico.
Palavras-chave: Diagnóstico; Hipopigmentação; Lisossomos; Síndrome de Chediak-Higashi

DISCUSSION
Xeroderma pigmentosum (XP) is a rare autosomal recessive disease (one

case in 250,000 births), affecting both sexes and all races. 1.2 It is characterized cli-
nically by erythema with scaling and diffuse hyperpigmentation or freckle-like
lesions, especially in sun-exposed areas and  usually onsets very early in life. The
lesions have a high risk of progression to cancers such as basal and squamous
cell carcinoma and melanoma. An even greater risk exists of  cancers developing
in internal organs such as the lung, kidney and brain. It is believed that XP results
from a defect in the process of excision and repair of deoxyribonucleic acid. 2.3

Eight types of XP exist, produced by mutations in different genes: A, B, C, D, E,
F, G and V. Subtypes A, B, D, F and G are associated with neurological symp-
toms.3 The most severe form is represented by the DeSanctis-Cacchione syndro-
me. This is associated with group A and involves changes in the gene located on
chromosome 9q22.3 that encodes DNA damage-binding protein 1. 1.4 In the past,
anyone with XP and neurological alterations was described as a carrier of
DeSanctis-Cacchione syndrome. This term is currently reserved for patients with
XP who have severe neurological disease, dwarfism and immature sexual deve-
lopment. The full syndrome occurs in few individuals, presenting as cutaneous
manifestations of XP, microcephaly, progressive mental retardation, delayed phy-
sical growth and sexual development, hearing loss, corioatetosis, ataxia and in
due course quadriparesis. 1-5 Other manifestations of XP may occur, including epi-

lepsy, deafness, spasticity, hyporeflexia or areflexia, paralysis, brain tumors and
changes in the electroencephalogram. 6 Since the lesions of the skin, mucous
membranes and eyes reflect the harmful effects of sunlight, involvement of the
central nervous system signals the heterogeneity and severity of the disease. In
our case we diagnosed schizencephaly, defined as a  cleft lined with a layer of
thick and richly cellular gray matter, extending from the cortex to the ventricle
wall and bilaterally symmetrical. 7 Considered to be a neuronal migration anoma-
ly, the malformation may be associated with subependymal nodular heterotopia,
incomplete or absent septum pellucidum and hypoplasia or atrophy of the thala-
mus. The CT findings described in the DeSanctis Cacchione syndrome above
include: cortical atrophy, ventricular dilation, olivopontocerebellar atrophy
(OPCA) and microcephaly. 1.8-10  The combination of schizencephaly and XP has not
to date been reported in the literature. The prognosis of the syndrome is uncer-
tain. It  can be life threatening. No specific treatment exists but the patient should
avoid sun exposure and other factors that can cause DNA damage. We describe
the case of DeSanctis-Cacchione syndrome in a patient who presented with seve-
re neurological and somatic alteration, highlighting the rarity of this form of XP
(with only 60 cases reported in international literature) and the association of
schizencephaly with XP, which has not yet been described in the literature. 6 ❑
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Abstract: Xeroderma pigmentosum is a rare genetic disease characterized by clinical and cellular hypersensitivity to ultraviolet radiation and DNA repair defects. Patients with
xeroderma pigmentosum experience sun-induced cutaneous and ocular abnormalities, including cancer. Some develop neurological disorders. We describe the case of a 2
year-old child with DeSanctis-Cacchione's syndrome, with severe neurological deterioration associated with schizencephaly. In the current clinical classification of xeroderma
pigmentosum, the term is reserved for cases with severe neurological disorders linked to dwarfism and immature sexual development. The association of xeroderma pigmen-
tosum with schizencephaly has not to date been reported in the literature.
Keywords: DNA repair; DNA repair enzymes; Genes, recessive; Xeroderma pigmentosum

Resumo: Xeroderma pigmentoso é uma rara doença genética que se caracteriza por hipersensibilidade à radiação ultravioleta e defeitos da reparação do DNA, que favorece
o desenvolvimento de neoplasias cutâneas e anormalidades oculares. Alguns indivíduos apresentam alterações neurológicas. Descreve-se o caso de criança de dois anos de
idade a qual apresentava a síndrome de DeSanctis-Cacchione, com deterioração neurológica grave e associação com esquizencefalia. Na classificação clínica atual do xeroder-
ma pigmentoso, este termo é reservado para casos com graves alterações neurológicas, associados a nanismo e desenvolvimento sexual imaturo. A associação de xeroderma
pigmentoso e esquizencefalia ainda foi não relatada na literatura. 
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