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Chronic active Epstein-Barr

dermatomyositis

Sir,

Chronic active Epstein-Barr virus (EBV) infection
is a rare lymphoproliferative disorder that presents with
prolonged infectious mononucleosis-like symptoms and
a sustained EBV deoxyribonucleic acid (DNA) load in the
peripheral blood. It is a type of progressive disease that
presents with benign, borderline or malignant histologic
morphology and varied biological behaviour.! Patients with
chronic active Epstein-Barr virus often presents with fever,
hepatosplenomegaly, lymphadenopathy, gastrointestinal
damage, pancytopenia, interstitial pneumonia, a variety of
rashes, etc. However, chronic active Epstein-Barr virus
mimicking dermatomyositis is rare. We herein report such a
case report.

A 27-year-old male complained of swelling and redness
of the face along with weakness of limbs for two months.
High fever was also present during the course of the disease.
Physical examination revealed oedema of face including
both eyelids, dark erythema, papules, hyperpigmentation
and crusting on the limbs and trunk [Figure 1 (a-c)]. Two
peanut-size lymph nodes were palpable, one each in the left
supraclavicular and left inguinal region. The power of the
muscles in the proximal extremities was grade IV.

virus infection mimicking

Laboratory examinations showed  the alanine
aminotransferase level to be 102 IU/L (Normal <50 IU/L)
and the creatine phosphokinase level to be 2342 IU/L
(19~226 1U/L). Electromyography revealed myogenic
damage of deltoid muscle, biceps brachii muscle and
vastus medialis muscle, with spontaneous potential and
shortened duration of light force contraction. Correlating
the clinical and laboratory findings, a diagnosis of
dermatomyositis was made. However, immunologic
testing was negative. Biopsy of the necrotic papules on
the forearm showed dense lymphoid cell infiltration in
the dermis and subcutaneous layer of fat. The infiltrating
cells were most positive for Epstein-Barr virus-encoded
RNA (EBER)1/2, minority positive for CD3, CD5 and
T-cell intracellular antigen (TIA)-1, weakly positive for
cluster of differentiation (CD)56 and granzyme B (GrB),
but negative for CD2, CD4, CD7, CD8, CD20 and CD30.
The Ki-67 proliferative index was approximately 20%
[Figure 2 (a-i)]. Biopsy specimens from the right deltoid
muscle showed a large amount of focal infiltration of
medium-sized atypical lymphocytes with irregularly shaped
nuclei, around the muscle fibre. Immunophenotype analysis
showed atypical lymphocytes were most positive for CD3
and EBER1/2, partially positive for CD2, CD4, CDS5, CD7,
CDS8 and TIA-1, minority positive for CD20, CD30 and
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Figure 1a: Swelling of both eyelids and face. Oedematous dark erythema,
papules, hyperpigmentation and crust were noted on the limbs and trunk

GrB, and weakly positive for CD56. The Ki-67 proliferative
index was approximately 10~20% [Figure 3 (a-f)].
Biopsy of the lymph node displayed proliferation of medium-
sized lymphocytes, mainly infiltrating the paracortical area
[Figure 4 (a-f)]. Inmunophenotype analysis showed that the
atypical lymphocytes were majority positive for CD3, CD30
and EBER1/2, partially positive for CD2, CD4, CD5, CD7
and TIA-1, minority positive for CD8,CD20 and GrB, weakly
positive for CD56, but negative for CD79a and Epetein-Barr
virus nuclear antigen (EBNA)2. The Ki-67 proliferative
index was approximately 30~40%. T-cell receptor gene
rearrangement of the three samples was negative. At the
same time, the levels of EBV-associated antibodies were
as follows: VCA (virus capsid aantigen)-IgA - 2.55 S/CO
and EA-IgG >200 RU/mL. Upon performing a real-time
quantitative polymerase chain reaction, 2.31x10* copies of
EBYV per mL of plasma were observed.

Observation Letters

Figure 1b: Oedematous dark erythema, papules, hyperpigmentation and
crust were noted on the right forearm

Figure 1c: Oedematous dark erythema, papules and crust were noted on
the right thigh

Patient was diagnosed to have chronic active EBV infection
and treated with prednisolone. Four months later, he suffered
from recurrent ileal bleeding and perforation. Whole-body
positron emission tomography/computed tomography, biopsy
and immunohistochemical of the ileum confirmed that the disease
had transformed from previously inert chronic active EBV
to lymphoma and he died five months after confirmation of
chronic active EBV infection Figure 4 (a-f).

So far we found only two previous reports of chronic active
EBV involving the skin and skeletal muscle mimicking
dermatomyositis.>* The principal manifestations of the patients
were eyelid or facial swelling with EBER-positive T or
natural killer (NK) cell infiltration in the muscles mimicking
dermatomyositis. However, in our patient, the skin lesions
were more varied, and the symptoms of muscle weakness and
extensive muscle involvement were more obvious.
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Figure 2a—i: (a) Large number of inflammatory cells were observed in the whole dermis (H&E,x40), (b) A large number of inflammatory cells were observed
in the subcutaneous adipose layer (H&E,*x40), (¢) Some of the infiltrates were prominently composed of medium-sized atypical lymphocytes that had clear
cytoplasm with irregularly shaped nuclei (H&E,x200), (d) CD2 positive (x200), (e) CD3 positive (x200), (f) CD5 positive (x200), (g) CD7 positive (x200),
(h) EBER-positive (x200), (i) The Ki-67 proliferative index was approximately 20% (*200).

Because of the difference in the treatment to be given and the
prognosis, it is crucial to distinguish chronic active EBV-
related myositis from dermatomyositis. Chronic active EBV-
related cutaneous manifestations are variable, including
discrete ulcerated papules, papulo-vesicles and nodules,
which heal with scarring and pit formation. Some patients also
show hydroa vacciniforme - symptoms or hypersensitivity
to mosquito bites. On the contrary, highly diagnostic skin
lesions of dermatomyositis are heliotrope rash, Gottron’s
papules and Gottron’s sign.*

Laboratory test also provides certain clues. Elevated levels of
anti-EA-IgG antibody and anti-VCA-IgA antibody contributed
to determine EBV infection in our case. More importantly, the
EBV DNA load in the peripheral blood by polymerase chain
reaction is more than the cut-off value of 10*>copies/ug DNA,
which is a diagnostic criterion of chronic active EBV.! Besides,
it is important and useful to identify EBER1/2 in pathological
tissue specimens.

Research has shown that immunosuppressive therapy,
including corticosteroids, cyclosporine and azathioprine, may
transiently relieve symptoms in some patients but cannot
stop the progression of the disease.” However, most patients
with dermatomyositis show a relatively good response to
corticosteroids. Therefore, when an atypical rash associated
with muscle involvement shows a relatively poor response
to corticosteroids, chronic active EBV-associated myositis
should be suspected.

Usually, the difference in the clinical picture, laboratory
findings and treatment response to corticosteroids may
help in distinguishing between dermatomyositis and
chronic active EBV-associated myositis. But when chronic
active EBV progresses to lymphoma, dermatomyositis-like
presentation, chronic active EBV and lymphoma may occur
in succession or simultaneously in our case, thereby hindering
a complete distinction. Dermatomyositis is the most frequent
paraneoplastic syndrome involving muscle in patients with
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Figure 3a—f: (a) A large number of medium-sized atypical lymphocytes with irregularly shaped infiltrated muscle fibre (H&E,x400), (b) CD3 positive
(x400), (c) CDS positive (x400), (d) CD8 positive (x400), (e) EBER-positive (x400), (f) The Ki-67 proliferative index was approximately 20% (*400).

lymphoma. Thus, it is necessary to use whole-body positron
emission tomography/computed tomography to search for
potential tumours in these patients.

In conclusion, we reported a rare case of chronic active EBV
infection mimicking dermatomyositis.
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Figure 4a—f: (a) A large number of lymphocytes infiltrated the paracortical area of lymph node (H&E,*40), (b) A large number of medium-sized
atypical lymphocytes with irregularly shaped infiltrated the paracortical area of lymph node (H&E,x100), (¢) EBER-positive (x200), (d) A large
number of lymphocytes infiltrated the ileum (H&E,*40), (e) A large number of medium-sized atypical lymphocytes with irregularly shaped infiltrated
the ileum (H&E,*x400), (f) EBER-positive (x200).
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List of abbreviations

EBER: Epstein-Barr virus-encoded RNA
CD: Cluster of differentiation

TIA: T-cell intracellular antigen

GrB: Granzyme B

EBNA: Epstein-Barr virus nuclear antigen
VCA: Epstein-Barr virus capsid antigen
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Candidal granuloma in a renal allograft recipient

Sir,

The incidence of candidiasis has increased considerably over
the past four decades with the surge of HIV/AIDS, diabetes,
cancer and frequent use of chemotherapeutic agents,
broad-spectrum antibiotics, steroids, immunosuppressive
medications and indwelling medical devices. Although
Candida albicans is historically the most prevalent species
causing human candidiasis, non-albicans Candida species
such as Candida glabrata, Candida tropicalis and Candida
parapsilosis are being increasingly identified globally. This
is attributed to the advances in diagnostics and availability of
molecular identification techniques.! Candidal granuloma is
an uncommon presentation of candidal infection, and here we
report such a case caused by Candida parapsilosis.

A 58-year-old male presented with a slowly enlarging warty
growth over the upper lip for 1 month. Examination revealed
a solitary verrucous plaque of size 3x4 cm located over the
right lateral aspect of the upper lip at the mucocutaneous
junction extending into the mucosa [Figures 1 and 2]. The
clinical differentials included verrucous squamous cell
carcinoma, cutaneous tuberculosis and deep fungal infections
like chromoblastomycosis and blastomycosis. The patient
had undergone renal transplant for diabetic nephropathy
four years ago and was currently receiving Smg/d of oral
prednisolone and 250 mcg/d of oral tacrolimus. All routine
laboratory investigations were normal except for elevated
serum creatinine (2 mg/dl) and HbAlc (9%). Serology
for the human immunodeficiency virus was non-reactive.

Figure 1: Solitary verrucous plaque over the right lateral aspect of the upper
lip extending into the mucosa

A potassium hydroxide mount from a scraping of the skin
lesion did not show any fungal spores or hyphae.

Histopathological examination of the growth revealed
epithelioid cell granulomas with Langhans type giant
cells admixed with inflammatory infiltrate in the dermis,
suggestive of an infective granuloma [Figures 3 and 4].
Acid-fast staining was negative for organisms; however,
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