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(osteosarcoma, Hodgkin’s disease, myelodysplasias, 
acute myeloid leukemia) or skin cancers (squamous 
cell carcinoma, basal cell carcinoma, malignant 
fibrous histiocytoma).[4] Rare associated abnormalities 
include osteogenesis imperfecta, aminoaciduria, 
myelodysplastic syndromes, sensorineural deafness, 
defective dentition (microdontia, early caries), and 
hypogonadism in nearly 30% cases.[4] Physical growth 
is frequently retarded and most patients have short 
stature (occasionally to an extent of dwarfism), delicate 
limbs, small hands, and bird-like skull.[5] Lower 
respiratory tract infection, gastrointestinal (esophageal/
pyloric stenosis, annular pancreas, chronic emesis, 
diarrhea) and hematological signs (leukopenia, 
microcytic hypochromic anemia) have been reported 
infrequently.[4] Despite such extreme clinical 
heterogeneity, the diagnosis remains largely clinical. 
Our patient had characteristic pokiloderma, growth 
retardation, anemia and possibly radial hypoplasia 
suggestive of Rothmund Thomson syndrome and also 
exhibited bronchiectasis and suppurative otitis media. 
Bronchiectasis remains an extremely rare manifestation 
and its pathogenesis is speculated to be due to: (i) 
vicious cycle of obstruction, recurrent infection, airway 
injury/inflammation and remodeling, (ii) impaired local 
host defenses for recurrent infections due to defective 
DNA helicase repair akin to cases of photosensitive 
trichothiodystrophy, (iii) chronic aspiration from 
swallowing, or (iv) an idiopathic event.[1] Isolation of 
S. pneumoniae from sputum in our patient and absence 
of recurrence after adequate treatment/vaccination 
supports the first two hypotheses. Although it 
remains speculative in the absence of gene mutation 
studies, it is a possibility that our case represents a 
new phenotype. The association of leucopenia and 
recurrent infections in some patients (including our 
patient) also suggests the possible existence of another 
phenotype with immunodeficiency. At least one patient 
of Rothmund Thomson syndrome with two unique 
genetic alterations in RECQL4 (IVS16-2A>T and 
IVS2+27_51del25) and combined immunodeficiency 
with T–B+ NK– phenotype agammaglobulinemia has 
been described.[6] However, whether such cases are 
new phenotypes or are fortuitous associations remains 
conjectural due to the paucity of reported cases.
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A recurrent R936X mutation A recurrent R936X mutation 
of of CYLDCYLD gene in a Chinese  gene in a Chinese 
family with multiple familial family with multiple familial 
trichoepitheliomatrichoepithelioma

Sir,
Multiple familial trichoepithelioma (MFT; OMIM 
601606) is an autosomal dominant skin disease 
characterized by the presence of many small benign 
tumors with pilar differentiation predominantly on the 
face. Mutations of the cylindromatosis (CYLD) gene have 
been first identified as the cause of multiple familial 
trichoepithelioma from Chinese Han populations in 
2004. Loss of the deubiquitinating activity of CYLD 
protein is correlated with tumorigenesis.[1] Herein, 
we report a Chinese family with multiple familial 
trichoepithelioma with a recurrent mutation of CYLD, 
designated c. 2806C>T.

urvi
Rectangle

urvi
Rectangle



Letters to the Editor

193Indian Journal of Dermatology, Venereology, and Leprology | March-April 2015 | Vol 81 | Issue 2

In this study, a large Chinese family consisting of 
six multiple familial trichoepithelioma patients in 
three generations was investigated [Figure 1a]. The 
proband in the family was a 25-year-old female. She 
initially developed trichoepitheliomas at the age 
of 11 years. Dermatological examination showed 
numerous, dome-shaped, firm skin-colored papules 
and nodules involving the surface of nose, and the 
nasolabial folds [Figure 1b]. Lesional skin biopsy from 
the proband revealed the typical histopathological 
characteristics of trichoepithelioma, such as 
palisade-like arrangement of small basaloid cells 
and multiple horn cysts with a fully keratinized 
center [Figure 1c]. Blood samples were obtained 
from available family members and 100 unrelated 
controls.

After informed consent and approval of human medical 
and ethics committee of Southern Medical University, 
genomic DNA was extracted from peripheral blood 
with a DNA isolation kit (Simgen Inc., Hangzhou, 
China). Polymerase chain reactions were performed 
as described in a previous study.[2] All polymerase 
chain reaction products were directly sequenced 
using dye terminator chemistry on an ABI 3730xl 
DNA Analyzer (Applied Biosystems, Foster City, CA). 
In addition, samples from 100 unrelated controls 
were sequenced to exclude the CYLD polymorphisms 
possibilities.

Figure 1: The circles indicate females, the squares males. 
Blackened symbols represent affected individuals, open 
symbols represent unaffected individuals. The proband in the 
family (Individual III:2) is indicated by an arrow (a). Numerous 
trichoepitheliomas in the nasal region and nasolabial folds 
(b); Histology of trichoepithelioma excised from the face of the 
proband (H and E, 100×). Well-demarcated nodules consist of 
small basaloid cells that are arranged in a palisade-like pattern; 
multiple horn cysts with a fully keratinized center surrounded by 
basaloid cells lie free in the fi brous stroma. (c)
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Figure 2: (a) Heterozygous c.2806(C>T) (p.R936X) mutation in exon 
20 of the CYLD gene in proband of the pedigree. (b) Sequence of 
exon 20 of the CYLD gene in normal controls
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Sequence analysis identified a recurrent nonsense 
mutation, a change of C to T at nucleotide position 2806 
in exon 20 in CYLD gene, resulting in a substitution 
of arginine (CGA) to terminal code (TGA) at position 
936(p.R936X)  in the proband [Figure 2a]. The same 
mutation was not found in 100 unrelated individuals 
[Figure 2b].

The mutation   c. 2806C>T (p.R936X) in CYLD has been 
reported in several studies. Bowen et al. identified a 
heterozygous R936X mutation in a Canadian woman 
with Brooke–Spiegler syndrome (BSS) who had 
cylindromas and trichoepitheliomas.[3] In a 73-year-old 
male with cylindromatosis and turban tumor syndrome, 
the heterozygous 2806C>T transition in the CYLD 
gene was identified. His two children, also carrying 
the mutation, had multiple familial trichoepithelioma 
without cylindromas. The findings suggested 
phenotypic variation of a single genetic defect.[4] The 
same nonsense mutation was identified in a woman of 
Czech ethnic background, who was one case from a 
series of 24 cases who developed malignant neoplasms 
arising in preexisting benign spiradenoma (n = 20), 
cylindroma (n = 2), or spiradenocylindroma (n = 2).[5] 
The development of malignant transformation in benign 
neoplasms in patients with p.R936X mutation of 
CYLD gene may be due to a second mutation in the 
tumor tissue or a homozygous c. 2806C>T mutation. 
Unfortunately, none of the previous studies were able 
to provide evidence of such mutation in patients who 
developed the malignant neoplasms.

In this study, we reported a large Chinese family with 
multiple familial trichoepithelioma and identified a 
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recurrent nonsense mutation   c. 2806C>T, leading 
to p.R936X in exon 20 of CYLD gene. This study 
expands the clinical heterogeneity of multiple 
familial trichoepitheliomas due to the same mutation 
(c. 2806C>T) in CYLD and contributes to enrichment 
of the database of the CYLD mutations underlying 
multiple familial trichoepitheliomas in the Chinese 
population. In the light of previous studies, our 
findings also suggest that though the mutation c. 
2806C>T in CYLD mainly leads to a ‘benign’ phenotype 
such as multiple familial trichoepithelioma Brooke–
Spiegler syndrome, but may also result in a malignant 
phenotype.
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Annular epidermolytic ichthyosis: Annular epidermolytic ichthyosis: 
A rare phenotypic variant of A rare phenotypic variant of 
bullous congenital ichthyosiform bullous congenital ichthyosiform 
erythrodermaerythroderma

Sir,
Bullous congenital ichthyosiform erythroderma of 
Brocq is a rare mechanobullous eruption first described 
by Brocq in 1902. This autosomal dominant disorder 
is characterized by blistering and erythroderma in 
early life with many similarities to epidermolysis 
bullosa simplex. However, these patients subsequently 
develop ichthyosis and hyperkeratosis. Epidermolytic 
hyperkeratosis is the hallmark feature on light and 
electron microscopy. Annular epidermolytic ichthyosis 
is a distinct phenotypic variant of bullous congenital 
ichthyosiform erythroderma characterized by 
intermittent development of polycyclic, erythematous, 
scaly plaques on the trunk and proximal extremities.[1] 
Histological features are similar to those of classical 
epidermolytic hyperkeratosis, and keratin K10 or 
K1 mutations, similar to those of bullous congenital 
ichthyosiform erythroderma, have been identified in 
annular epidermolytic ichthyosis.[2-4]

A 26-year-old female, born of a non-consanguineous 
marriage, presented to the dermatology outpatient of 
Vardhaman Mahavir Medical College and Safdarjung 
Hospital, New Delhi, India, with a history of generalized 
recurrent blistering since birth. She had begun to develop 
hyperkeratotic plaques all over the body since early 
infancy and by 8 years of age, the lesions had cleared 
from most areas and had localized to the flexures (neck, 
cubital fossae, elbows, and wrist) [Figure 1a]. For 
the past 3 years, she was also developing recurrent 
episodes of erythematous annular plaques with scaling 
over the trunk, thighs, and inframammary areas. These 
lesions increased in size over a period of 8–10 days 
and later developed peripheral desquamation giving 
them an annular appearance [Figure 2a and b]. She 
had given birth to a boy with erythroderma with 
subsequent development of rippled hyperkeratosis of 
the flexures [Figure 3a and b]. There was no history 
of neonatal blistering in the child. Examination of the 
child revealed polycyclic, psoriasiform, scaly plaques 
on the trunk and extremities. Clinically, the hair, teeth, 
and nails were normal. With the provisional differential 
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