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Letters to the Editor

8 patients) and anti-Sm antibodies (7 patients) followed by  
anti-dsDNA in 4 patients and anti-Scl-70 in 2 patients. 

Epidermal nuclear staining occurs as a result of anti-nuclear 
antibody (ANA) deposition in the nucleus of keratinocyte 
(‘In vivo ANA’). The frequency with which it occurs in various 
CTD’s varies between 2.6-9.8%.[2] The high prevalence in 
our study could be due to the smaller study sample. Four 
different patterns of ENS (viz. speckled, homogenous, 
nucleolar and rim) have been reported in the literature with 
speckled pattern being the commonest type. The patterns of 
ENS in the skin correlate with that of serum ANA in majority 
of cases.[3] The pattern of staining was not recorded in our 
study. Rodrigues et al found no association between this 
phenomenon and LBT.[4] Deposition of immunoglobulin does 
not cause any pathological changes per se, as it has been 
observed in both lesional skin and normal skin. In addition 
to skin, it has also been demonstrated in the renal and 
pulmonary tissues.[5] Though we found the occurrence of ENS 
with only IgG class of antibodies, others have described ENS 
with IgM and IgA classes also.[6]

There exists a strong association between serum antibodies 
to saline-soluble (extractable) nuclear antigen (ENA) 
and speckled pattern of immunoglobulin localization in 
epidermal nuclei. ENA contains ribonuclease sensitive 
(ribonucleoprotein or RNP) and ribonuclease resistant (Sm 
antigen) component.[7] It is a well-established fact that high 
titre of anti-RNP antibodies is commonly found in patients 
with MCTD. Consequently, ENS was found most commonly 
in our patients with MCTD.

Table 1: Disease-wise distribution of patients
Disease No. of patients Epidermal nuclear 
  staining positivity (%)
SLE 15 07 (46.6)
MCTD 06 05 (83.3)
DDLE 03 02 (66.7)
Scleroderma 03 01 (33.3)
Total 27 15 (55.5)
SLE- Systemic lupus erythematous, MCTD- Mixed connective tissue disorder, 

DDLE- Disseminated discoid lupus erythematous

Figure 1: IgG epidermal nuclear staining (DIF, x200)

Epidermal nuclear staining: Epidermal nuclear staining: 
A distinct reaction pattern in A distinct reaction pattern in 
connective tissue diseasesconnective tissue diseases

Sir,
Role of direct immunofluorescence (DIF) in the diagnosis 
of lupus erythematosus (LE) and other connective tissue 
diseases (CTD) is well-established. Deposition of various 
immunoreactants along the dermal-epidermal junction (DEJ) 
is highly characteristic of LE. However, DEJ is not the only site 
of immunopathological changes in connective tissue diseases. 
Immunoreactants may also be deposited in the epidermis 
(seen as epidermal nuclear staining or ENS) or in the papillary 
dermis.[1] Our objective was to study the prevalence of ENS in 
various connective tissue diseases and to find out if there was 
any association between ENS and serological abnormalities.

Twenty-seven patients (2 males and 25 females with a mean 
age of 27.9 years) attending skin OPD between January- 
December 2005 with a clinical diagnosis of CTDs were 
included in the study. Diagnostic distribution of patients 
is tabulated [Table 1]. Punch biopsies (each measuring 3.5 
mm in size) were taken from the lesional skin, sun-exposed 
non-lesional and covered gluteal skin and subjected to 
direct immunofluorescence test. A retrospective analysis of 
serological abnormalities was done in each case.

We could demonstrate ENS with IgG class of antibody in 
total 15 (55.5%) of our patients [Figure 1]. It was seen most 
commonly in patients with MCTD (5/6 patients; 83.3%) 
followed by DDLE and SLE patients (66.7% and 46.6% 
respectively). ENS was observed both in lesional and non-
lesional (sun-exposed as well as covered) skin. Lupus- band 
test (LBT) was positive in 14/15 patients. Most common 
serological abnormalities detected in our patients with a 
positive ENS were antibodies to ribonucleoprotein (anti-RNP, 
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Gilliam suggested that ENS was an in vitro phenomenon 
occurring as a result of contamination of epidermal nuclei 
by diffusible ANA in the dermis during the processing of 
specimen.[8] This was later contradicted by Izuno who proved 
that ENS is a true in vivo process. Further, he speculated that 
serum of these patients contains permeability enhancing 
factor, which increases the permeation of antibodies across 
the dermal-epidermal junction.[9]

Demonstration of ENS by DIF may have certain important 
clinical implications. It may be an indicator of less aggressive 
form of CTD as these patients will have a low incidence 
of renal damage.[10] On the other hand, a high incidence 
of oral ulceration and Raynaud’s phenomenon have been 
reported.[2,11]

To conclude ENS is a distinct marker, the presence of which 
corroborates the diagnosis of connective tissue diseases.
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Prolonged remission of pemphigus Prolonged remission of pemphigus 
induced by dexamethasone-induced by dexamethasone-
cyclophosphamide pulse therapy cyclophosphamide pulse therapy 

Sir,
Since the introduction of dexamethasone-cyclophosphamide 
pulse (DCP) therapy for the treatment of pemphigus 
in 1982,[1] numerous workers at various centers have 
used it with good or satisfactory results.[2-6] Many have 
followed completely the four-phase regimen subsequently 
suggested.[7] A few have modified the same.[4] Majority of 
these workers have not reported duration of phase IV 
i.e., disease-free period without treatment and number 
of patients, if any, who developed relapse. Nor have they 
specified how many patients have completed five years or 
more in phase IV, which is very important before we claim 
that we have a regimen which is able to put pemphigus, 
a universally fatal disease, into prolonged or permanent 
remission. The purpose of this communication is to report 
long-term effect of DCP in pemphigus.
 
DCP therapy consists of transfusing 100 mg dexamethasone 
dissolved in 500 ml of 5% glucose over 1.5-2 hours, 
repeated on three consecutive days. On day one, the 
patient is also given cyclophosphamide 500 mg through 
the same drip. This is repeated at 28 days interval. In 
between, the patient receives 50 mg cyclophosphamide 
orally daily. This is called DCP therapy and is divided 
into four phases. In Phase I where duration is variable, 
the patient continues to develop recurrences of clinical 
lesions initially in between the DCPs, which subside with 
subsequent DCPs. In Phase II after the patient achieves 
complete clinical remission, he is given 9 more DCPs at 
intervals of four weeks. Cyclophosphamide 50 mg daily 
orally is continued in between the DCPs. In Phase III if 
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