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Abstract

Speckled lentiginous nevus syndrome is a recently described 
condition, characterized by unilateral neurocutaneous manifestations 
consisting of: speckled lentiginous nevus, hyperhidrosis, muscular 
weakness and dysesthesia. Skeletal anomalies such as scoliosis, limb 
asymmetry, and psychiatric manifestations have been also reported. 
Herein, we report a case of speckled lentiginous nevus syndrome with 
skeletal anomalies and a pseudo-marfanoid phenotype.
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CASE STUDY

 Introduction

Speckled lentiginous nevus (SLN) or nevus spilus 
is a variable multicolor skin lesion, consisting of 

a large light-brown patch present at birth or during 
early infancy superimposed by dark-brown tiny nevi 
that darken progressively and increase in number 
and size over time[ 1]. Nevus spilus usually is oval, but 
can be linear and follow the lines of Blaschko. There 
are two types of nevi in SLN that are diff erent in their 
character and histopathology: nevus spilus maculosus 
is in phacomatosis spilorosea and nevus spilus 
papulosus in phacomatosis pigmentokeratotica[  2,3]. 
Speckled lentiginous nevus is a benign condition 
but transformation in a malignant melanoma 
has been reported[ 3]. This dermatologic lesion is 
described in diff erent disorders:  phacomatosis 
pigmentokeratotica, Schimmelpenning syndrome, 
segmental neurofi bromatosis, LEOPARD syndrome, 
Carney complex and FACES syndrome.

Speckled lentiginous nevus syndrome (SLNS) was 
described by Happle as a neurocutaneous manifestation 
consisting of unilateral speckled lentiginous nevus, 
hyperhidrosis, muscular weakness and dysesthesia[ 4], 
associated with median nerve paresis[ 5] and skeletal 

anomalies such as scoliosis, limb asymmetry and 
psychiatric manifestations[  6-9]. Speckled lentiginous 
nevus syndrome was reported in 10 patients[  4-14]. 

We report here a patient with SLNS, skeletal 
anomalies and a marfanoid phenotype.

Clinical Report 

This Caucasian male was the fi rst child of healthy 
unrelated parents with unremarkable family history. 
He was born at term of an uncomplicated pregnancy. 
At birth; weight was 3800 gram (g), length 56 
centimeter (cm) and Occipitofrontal Circumference 
(OFC) 36 cm. A large hyperpigmented macula was 
present over left fl ank area. Cutaneous eruption of 
unknown origin led to hospitalization for 15 days in 
early neonatal period. Developmental milestones were 
normal: he walked at 12 months and began to speak 
before 18 months of age. Right dorsal scoliosis was 
observed at the age of 18 months. Café au lait spots 
on left buttock and thigh appeared in infancy. Cerebral 
Computerized Tomography (CT) scan, Magnetic 
Resonance Imaging (MRI) and Electromyography 
(EMG), prompted by abnormal gait, at 2-year-old 
were normal. Hyperpigmented spots on the wide 
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pigmented macula, and over thumb, 2nd and 4th left 
fi ngers were noted between 3 and 6 years. On a biopsy 
of a pigmented spot, junctional nevus was diagnosed. 
Histological aspect of dorsal macula was compatible 
with café au lait spot. At age of 10 years, clinical 
evaluation noted scoliosis, hemiatrophy of the left side 
with discrete motor defi cit and dysesthesia/hyperalgia 
on a territory that covered the distribution of nevi. He 
had no intellectual defi cit and followed normal school. 
At age of 15 years, his height was 154 cm (- 2 Standard 
Deviation (SD), and his head circumference was 53 cm 
(-2 SD). At last examination, at age of 23 years, he had 
no obvious facial dysmorphism (long oval face without 

asymmetry). He had a marfanoid phenotype with 
arachnodactyly and long, thin toes. Cardiac echography 
was normal. He had no organomegaly. Genitalia were 
normal. Neurological examination revealed left sided 
hyperesthesia and left amyotrophia more prominent 
in upper limb, hypoplasia of thenars and hypothenars 
and bilateral hyperrefl exia without Babinski sign. He 
has three large hyperpigmented patches on the left 
fl ank, extending to the buttock and anterior aspect of 
left thigh superimposed by multiple tiny black nevi (Fig. 
1A and 1B). Other nevi were present on the ventral and 
dorsal aspects of left hand fi ngers (Fig. 1C and 1D). He 
has no behavioral disturbance. X-ray showed lumbar 

 

 
Figure 1.   (A)  Speckled Lentiginous nevus (SLN) on left fl ank and buttock, extended to left thigh anteriorly as seen in (B). C) and D) shows 

arachnodactyly and SLN involved dorsal and ventral aspect left hand fi ngers.
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scoliosis and vertebral fl attening of D12-L1. Cerebral 
and medullar MRI, ophthalmologic examination, renal 
and abdominal ultrasound, audiogram, thyroid and 
growth hormone levels were normal. High resolution 
single nucleotide polymorphism (SNP) array (ILLUMINA 
SNP-12 V2. 220 000 probes) showed no genomic 
rearrangement. Screening of neurofi bromin 1 (NF1), 
sprouty related EVH1 domain containing 1 (SPRED1), 
protein tyrosine phosphatase, non-receptor type 11 
(PTPN11), guanine nucleotide-binding protein, alpha-
stimulation activity polypeptide 1 (GNAS1) and protein 
kinase cAMP-dependent type I regulatory subunit 
alpha (PRKAR1A) genes were normal. 

Discussion 

This patient presents unilateral left side twins spots 
phenomena with large café au lait patches dotted by 
black navi, left hemiatrophy, and hemilateral motor 
defi cit with dysesthesia. In addition, he had marfanoid 
features, with scoliosis and arachnodactyly. 

The characteristic skin lesion of this patient is a 
SLN that typically covers segmental areas, following 
Blaschko lines, often with a sharp demarcation at the 
midline, and thus represent a form of skin mosaicism[ 15]. 
Speckled lentiginous nevus are uncommon. They 
are usually present at birth or appear in early infancy 
as common café au lait macules, which later develop 
background tan-brown hyperpigmentation and 
small dark pigmented macules. The macular variant 
of SLN shows dark fl at speckles with a relatively even 
distribution. The papular variant, present in our patient, 
shows similar light-brown macules superimposed by 
multiple papular or nodular melanocytic nevi that 
show a more uneven distribution. 

Speckled nevi are observed in several disorders, 
which were considered in turn in our patient. 
Segmental neurofi bromatosis 1 was found unlikely, 
as his cutaneous hyperpigmented spots had a clearly 
diff erent aspect from the homogenous, brown patches 
of NF1. Noonan- syndrome with multiple lentigines 
and Legius syndromes, two other RASopathies, were 
unlikely. In McCune-Albright syndrome, caused by 
postzygotic mutation in GNAS1, distinctive features 
include precocious puberty, fi brous dysplasia of bone 
and endocrine manifestations secondary to endocrine 
hyperactivity[ 16]. Mutations in the PRKAR1A tumor 
suppressor gene cause Carney complex, an autosomal 
dominant disease associated with pigmented lesions 
reminiscent of Noonan syndrome with multiple 
lentigines and multiple endocrine manifestations 
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including Cushing’s syndrome, myxomas and a 
predisposition to tumors[ 17]. SLN is also observed 
with extracutaneous manifestation in phacomatosis 
pigmentokeratotica and Schimmelpenning syndrome. 
Organoid sebaceous nevus, mental retardation, 
seizure, ocular anomalies (ptosis, glaucoma) and facial 
dysmorphism allow distinction from phacomatosis 
pigmentokeratotica. coloboma, epibulbar lipodermoid, 
hemimegalencephaly and anomalies of gyration are 
distinctive from Schimmelpenning syndrome[ 18]. 

Happle[ 4] suggested in 2002 that unilateral SLN, 
hyperhidrosis, muscular weakness and dysesthesia 
represent a distinct neurocutaneous phacomatosis, 
for which he coined the term “speckled lentiginous 
nevus syndrome”. Seven males and 3 females have 
been reported with this spectrum (Table 1)[  4,6]. 
Speckled lentiginous nevus, papulosus type, is present 
in a majority of cases. Risk of malignant melanoma 
transformation exists. Skeletal abnormalities have been 
reported in several cases[  6-9], but our patient appears to 
be the fi rst to disclose a marfanoid habitus.  
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