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thumb and great toe. Pain is usually a late symptom appearing 
with the occurrence of bone compression and may result in 
fracture. Histopathologically, subungual epidermoid inclusions 
are characterized by bulbous proliferation of rete ridges, a 
unilocular cyst lined by thin epidermoid epithelium, filled with 
orthokeratin, and hypogranulosis in the cyst wall. The connection 
to nail bed epithelium may be disrupted and calcification may be 
seen.1,2,5

Subungual epidermoid inclusions need to be differentiated from 
subungual myxoid cysts, a condition developing after traumatic 
degeneration of connective tissue that presents with red lunula, 
altered curvature and/or variable nail destruction, depending 
on their size and relation with nail matrix.7,8 Other differentials 
include glomus tumor, neurofibroma, periungual fibroma and other 
space‑occupying lesions of nail unit.

Nail biopsy may be both diagnostic and therapeutic if the cyst is 
completely excised. However, as there is a possibility of implantation 
of cutaneous epithelium during surgery, recurrence may be expected.1,2

This case is being reported for its rarity as we were unable to find 
any previous report of multiple and bilateral subungual epidermoid 
inclusions. Recurrent trauma from kneeling down with the hallux 
facing down toward the soil while working barefoot in the fields 
might have contributed to the bilateral nature of the lesions.
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A case of  dermatomyositis with underlying unusual 
malignancy
Sir,
Dermatomyositis is a rare autoimmune idiopathic inflammatory 
myositis with an incidence of about 1/100,000 population.1 Peri‑orbital 
edema is commonly seen in patients with dermatomyositis, while 
with severe inflammatory involvement, edema can also be seen at 
other sites such as limbs and trunk. Rarely, anasarca may be the 
presenting manifestation of dermatomyositis. Various theories 

proposed for the pathogenesis of subcutaneous edema include 
the immune complex‑mediated vasculitis, complement activation 
and vascular endothelial damage, leading to increased vascular 
permeability and edema in the tissues and muscles.2 Subcutaneous 
edema is also considered by some to be a marker of very active 
inflammation suggesting a poor prognosis. A search of the literature 
yielded about twenty cases reported previously where patients 
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Figure 1: Severe periorbital edema

Figure 2: Violaceous erythema over front of chest (V sign)

Figure 3: Microphotograph revealing well differentiated adenocarcinoma of 
gallbladder (H and E, ×400)

presenting with anasarca rapidly developed other features of 
dermatomyositis.3 Out of these, only five cases had an underlying 
carcinoma (endometrial, prostate, colon, gastric and cervical).

We report the case of a 55‑year‑old woman, who presented to the 
casualty with generalized edema for 2 months. This was followed 
by marked peri‑orbital edema and itchy red lesions on the face, 
neck, chest, shoulders, thighs and buttocks. Though initially there 
was no muscle weakness, within 2 weeks, she developed rapidly 
worsening proximal muscle weakness of both the upper and lower 
extremities. On physical examination, there was peri‑orbital edema 
along with pedal edema [Figure 1]. Cutaneous examination showed 
the presence of macular violaceous erythema over the peri‑orbital 
area (heliotrope rash), forehead, nasolabial folds, pinnae, V area of 
the chest (shawl sign), left shoulder, buttocks, thighs (holster sign), 
elbows and knees (Gottron’s sign) [Figure 2]. There were no Gottron 
papules. Serum creatine phosphokinase (634 U/L [50–200]) and 
lactate dehydrogenase (1954 U/L [220–600]) were elevated. Muscle 
biopsy from the triceps showed chronic inflammatory infiltrate 
between the muscle fibers. Skin biopsy from erythematous plaque 
showed interface dermatitis with perivascular and peri‑follicular 
inflammatory infiltrate and abundant mucin deposition in the dermis. 
Lesional direct immunofluorescence showed linear positivity of 
immunoglobulin G (2+) and C3 (1+) along the dermoepidermal 
junction. On indirect immunofluorescence, antinuclear antibody was 
positive in a diffuse pattern (3+), anti‑double‑stranded DNA antibody 
(dsDNA) was positive (2+, 100 IU/ml) and anti‑Jo‑1 antibodies 
were negative. Ultrasound abdomen revealed cholelithiasis with 
a polypoidal iso to hypo‑echoic lesion adherent to the posterior 
wall of the gall bladder of suspected malignant etiology. Further 
evaluation by a contrast‑enhanced computed tomography thorax, 
abdomen and pelvis showed cholelithiasis with enhancing soft 
tissue lesion (size 20x11mm) at fundo‑posterior wall of gallbladder 
likely to be of malignant etiology. Hematological and biochemical 
investigations revealed raised erythrocyte sedimentation rate 
(70 mm in the 1st hour) and positive C‑reactive protein with 
hypoalbuminemia (2.8 mg/dl, [normal 3.5–5 mg/dl]). Based on the 
above findings, a presumptive diagnosis of dermatomyositis with 
gallbladder malignancy was made.

Paraneoplastic dermatomyositis accounts for 15%–30% of all 
the cases of dermatomyositis, and it may precede (40%), develop 
concomitantly (26%) or follow (34%) the diagnosis of the 
malignancy.4 Most commonly associated malignancies are ovarian, 
bronchogenic, colorectal, gastric, non‑Hodgkins lymphoma, breast, 
cervical, pancreatic, esophageal, bladder and renal malignancies. 
It has been hypothesized that the malignant cells express certain 
cryptic antigens on their cell surface, generating autoantibodies 
which cross react with the muscle cells to cause myositis.5 The risk 
factors for associated malignancy are old age, male sex, smoking, 
cutaneous leukocytoclastic vasculitis, cutaneous necrosis, lesions 
resistant to therapy, a rapid onset of myositis, dysphagia, raised 
erythrocyte sedimentation rate, C‑reactive protein, raised creatine 
kinase, positive anti‑transcription intermediary factor 1γ, positive 
human leukocyte antigen‑A28 and negative anti‑Jo‑1. Gallbladder 
malignancy is extremely rare with dermatomyositis. To the best of 
our knowledge, only eight such cases have been reported till date 
which are illustrated in Table 1. In all the previously reported cases, 
the malignancy was found after the diagnosis of dermatomyositis 
was made, as seen in our case. 

Our patient was treated with oral prednisolone (40 mg daily), pulsed 
intravenous methylprednisolone, hydroxy‑chloroquine (200 mg 
twice daily), antihistamines and topical mometasone furoate 
0.1%. She underwent an extended cholecystectomy which on 
histopathological examination revealed a well‑differentiated 
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adenocarcinoma gallbladder stage T1b Nx [Figure 3]. With this 
treatment, the patient’s muscle weakness improved clinically and 
skin lesions started regressing. The patient was also started on oral 
methotrexate 7.5 mg weekly.

This case illustrates an unusual malignant association with 
dermatomyositis and highlights the importance of increased 
suspicion and heightened screening for malignant disease in elderly 
patients with dermatomyositis.
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Table 1: Previously reported cases of diabetes mellitus with gallbladder malignancy

Authors Year Age/sex Place Clinical sites Muscle involved Treatment Follow‑up
Yiannopoulos 
et al.6

2002 75/female The 
Netherlands

Heliotrope rash, 
Gottron’s papules

Proximal muscles, neck Steroids, inoperable at 
exploratory laparotomy

Metastasis, lower 
lobe pneumonia, 
death

Kundu et al.7 2005 44/male India Face, limbs Proximal muscles Steroids Lost to follow‑up
Narasimhaiah 
et al.8

2011 65/female India Heliotrope rash, V sign, 
shawl sign

Proximal muscles Death before operation Death

Ni et al.9 2013 67/female China Heliotrope rash, 
Gottron’s sign

No muscle weakness Resection of gallbladder Resolution

Sawada et al.10 2014 90/female Japan Heliotrope rash, 
Gottron’s papules

Proximal muscles Steroids Palliative care

Park et al.11 2014 71/male Korea Heliotrope rash, 
Gottron’s papules/sign, V 
and shawl sign

Proximal Steroids, chemotherapy, 
inoperable cancer

Acute renal failure, 
death

Premkumar 
et al.12

2014 47/female India Heliotrope rash, 
Gottron’s papules/sign

Proximal muscles Steroid, gemcitabine, 
inoperable

Regular follow‑up

Jurcic13 2015 48/female Croatia Face, neck, ear Stiffness, dysphagia Steroid, gemcitabine, 
cisplatin

Palliative care, 
status same



Letters to the Editor

Indian Journal of Dermatology, Venereology, and Leprology | Volume 83 | Issue 4 | July-August 2017476

How to cite this article: Garg T, Sanke S, Chander R, Agarwal M, 
Agarwal K, Kumar A. A case of dermatomyositis with underlying 
unusual malignancy. Indian J Dermatol Venereol Leprol 2017;83:473‑6.

Received: August, 2016. Accepted: September, 2016.
© 2017 Indian Journal of Dermatology, Venereology, and Leprology | Published by 
Wolters Kluwer ‑ Medknow

This is an open access article distributed under the terms of the Creative 
Commons Attribution‑NonCommercial‑ShareAlike 3.0 License, which allows 
others to remix, tweak, and build upon the work non‑commercially, as long as the 
author is credited and the new creations are licensed under the identical terms.

Access this article online

Quick Response Code: Website: 
www.ijdvl.com

DOI: 
10.4103/ijdvl.IJDVL_365_16

PMID:
*****

Ectodermal dysplasia‑skin fragility syndrome with a new 
mutation
Sir,
Ectodermal dysplasia‑skin fragility syndrome (EDDFS) was first 
described in 1997 by Mcgrath et al., in a 6‑year‑old British boy with 
skin fragility, short sparse hair, erosions and blistering.1 EDDFS 
occurs as a result of mutation in the PKP 1 gene, and is characterized 
by widespread skin fragility, alopecia, nail dystrophy, palmoplantar 
keratoderma and painful fissures.1‑4 In literature, we could find about 
twenty cases [Table 1] describing this entity2,5‑12 and two of them are 
from Turkey.

A 29‑year‑old male patient was admitted with complaints of 
thickening and fissuring of the skin of the soles. His complaints were 
present since birth and he also gave a history of reduced sweating. 
His parents were second‑degree relatives and his sister reportedly 
died at the age of 5 years with similar complaints. His parents and 
three brothers were asymptomatic.

Dermatological examination revealed diffuse keratoses and 
deep fissures in the palmoplantar regions. Erosions were seen 
on dorsal surface of the hands. The patient had a flat nasal 
bridge. His scalp was normal, but his hair appeared short, 
curly, thin and brittle. The hair pull test revealed easily broken 
hairs [Figures 1 and 2]. Dystrophic changes were seen in the 
nails as well. Histopathological examination revealed diffuse 
parakeratosis, prominent granular layer, submucosal cleavage 
in the focal area and increased intercellular edema between the 
keratinocytes.

DNA sequencing analysis was done which detected a novel 
heterozygous p.Val472Glyfs*28 (c.1414_1415delTG) mutation 
in our index case, and in the father and mother of the case. This 
mutation, which has not been previously reported, leads to premature 
protein termination. Two bioinformatics tools ‑ PolyPhen‑2 and 
Mutation Taster, predict the p.Val472Glyfs*28 (c.1414_1415delTG) 
change to be, “probably damaging”, and “disease causing”, 
respectively [Figure 3]. Ectodermal dysplasia‑skin fragility 
syndrome was diagnosed with these findings.

Ectodermal dysplasia‑skin fragility syndrome is a rare inherited 
autosomal recessive genodermatosis that is recently defined. 
EDDFS is characterized by PKP 1 mutation, which results in the 
characteristic clinical findings in the skin, hair and nails.1 It was 

learned that the patient’s sister died with similar symptoms when 
she was five years old. His mother, father and brothers had no 
related complaints.

PKP1 is a component of the desmosomal plaque. This protein 
contributes to the mechanical integrity of the desmosomes by 
binding desmosomal cadherins to keratin.3 PKP 1 protein is encoded 
by the PKP 1 gene. This gene is located, especially in the supra‑basal 
cells and the outer layers of the hair follicles in the epidermis. 
EDDFS occurs as a result of loss of function mutations of this gene 
which result in changes in PKP 1 protein levels.2 Blisters caused by 
trauma are specific findings of epidermolysis bullosa (EB) disease. 
Therefore, this syndrome is classified as a specific suprabasal form 
of EB simplex at the IIIrd International Consensus Meeting for the 
diagnosis and classification of EB.4

EDDFS was first described by McGrath et al. in 1997.1 Some 
specific signs occur in the skin, hair and nails. Fragility and bullous 
lesions secondary to trauma can be commonly seen in EDDFS. 
Also, erosions, palmoplantar keratoderma and fissures secondary to 
keratoses are common. Alopecia or thinning hair which is dry, short 
and curly is the typical appearence. Dystrophic changes in the nail 
are also frequent findings.1 Hypohidrosis, pruritus, perioral fissures, 
cheilits, growth retardation, and other aberrations are rare clinical 
findings [Table 1].2,5‑12

Hypohidrosis has been reported in a 40‑year‑old Japanese patient and 
a 20‑year‑old male Turkish patient.2,12 Cheilitis has been observed 
in a 2‑year‑old Indian male patient, and 4‑year‑old Scandinavian 
woman.7,10 In our case, there were palmoplantar keratoderma with 
erosions of the skin, brittle hair and nail dystrophy. EDDFS may 
also be associated with cardiomyopathy, patent foramen ovale, 
chronic diarrhea and congenital megacolon. We did not observe any 
pathological findings in electrocardiogram, chest X‑ray, pulmonary 
function tests and echocardiogram examinations. We also did not 
detect any other co‑morbidity.

Ersoy et al. has reported EDDFS resulting from the homozygous 
mutation, 888delC, in the desmosomal protein plakophilin 1. Whittock 
et al. found a homozygous splice site mutation (1233–2 A→T; 
GenBank Z73678) in a 17 year‑old male with EDDFS.2 Sequencing 
of the genomic DNA revealed a homozygous 5 base pair deletion in 
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