Letters to the Editor

A review of pulse therapy in 74 patients

with pemphigus

Sir,

Pemphigus, an autoimmune bullous dermatosis, has an incidence
of 0.1-1.8%. Pemphigus foliaceus is usually regarded as having a
better prognosis than pemphigus vulgaris. In this study, we compared
the clinical course and time taken for controlling the disease
activity of pemphigus vulgaris and pemphigus foliaceous on pulse
therapy as well as the efficacy of pulse regimens — dexamethasone
cyclophosphamide pulse and dexamethasone pulse with
azathioprine.

A retrospective study was conducted at the dermatology department
of St. John’s Medical College and Hospital, Bengaluru on 74
pemphigus patients from January 2009 to February 2015. The
diagnosis was confirmed by a Tzanck smear, histopathology and
direct immunofluorescence. According to Murrell et al.,' control of
disease activity is defined as the interval from the baseline to the time
at which new lesions cease to form and established lesions begin
to heal. Relapse of disease activity is defined by the appearance of
three or more new lesions in a month that do not heal spontaneously
within 1 week, or by the extension of established lesions, in a patient
who has achieved disease control.!

A total of 78 patients were evaluated, of which 4 were lost to
follow-up. Of the remaining 74 cases (60 pemphigus vulgaris,
14 pemphigus foliaceus), 31 (41.8%) were males and 43 (58.1%)

females, with a male-to-female ratio of 1:1.3. Average age of patients
ranged from 41-60 years (52.7%). The patients were administered
dexamethasone cyclophosphamide pulse/dexamethasone pulse
with azathioprine regimen [Tables 1 and 2], and were followed up
regularly for a period of 3-5 years.?

The mean time taken for control of pemphigus was
8.2 months (8 months for pemphigus vulgaris and 10 months for
pemphigus foliaceus). We found that 20% of pemphigus vulgaris
and 42.8% of pemphigus foliaceus took more than 10 cycles to
achieve control (P = 0.09). Further, 6.7% pemphigus vulgaris and
21.4% pemphigus foliaceus patients took more than 20 cycles to
achieve control (P = 0.08). Thus, pemphigus foliaceus took longer
to achieve control of disease activity than pemphigus vulgaris.
Although pemphigus foliaceus is generally thought to have a
better prognosis than pemphigus vulgaris, some studies have
shown inadequate remission, treatment failure, relapse and steroid
dependence in pemphigus foliaceus.’ However, Zaraa et al.* noted
no significant difference in age, sex, extent of body surface area
involvement, treatment response, rates of relapse, complications or
mortality between pemphigus vulgaris and pemphigus foliaceus.
Pemphigus vulgaris being clinically more severe tends to be treated
earlier, which may be a contributing factor to the better response
and lesser relapse in pemphigus vulgaris compared to pemphigus
foliaceus.

Table 1: Pulse regimen for dexamethasone cyclophosphamide pulse/dexamethasone pulse with azathioprine

Pulse regimen Day 1 Day 2

Day 3

Dexamethasone Dexamethasone 100 mg in 500 ml of
cyclophosphamide 5% dextrose intravenous over 3-4 h
pulse

Dexamethasone Dexamethasone 100 mg in 500 ml of
pulse with 5% dextrose intravenous over 3-4 h +

azathioprine oral azathioprine 50/100mg

Dexamethasone 100 mg+500 mg
cyclophosphamide in 500 ml of 5%
dextrose intravenous over 3-4 h

Dexamethasone 100 mg in 500 ml of 5%
dextrose intravenous over 3-4 h + oral
azathioprine 50/100mg

Dexamethasone 100 mg in 500 ml of
5% dextrose intravenous over 3-4 h

Dexamethasone 100 mg in 500 ml of
5% dextrose intravenous over 3-4 h +
oral azathioprine 50/100mg
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Table 2: Phases for dexamethasone cyclophosphamide
pulse/dexamethasone azathioprine pulse regimen followed

Phases Cutaneous Pulse Oral End point

of pulse lesions therapy cyclophosphamide/

therapy azathioprine

Phase 1 Present + + Till no new
lesions

Phase 2 Absent + 9 months

Phase 3 Absent - + 9 months

Phase 4  Absent - - Follow up

(+): administered; (-): discontinued

Table 3: Pemphigus: Clinical and immunological findings

Clinical and immunological Pemphigus Pemphigus
findings foliaceous vulgaris
(n=14) (n=60)
Age (years) 61.7 442
Sex (male/female) 1.7:1 0.58:1
Duration before treatment with pulse 16.2 7.8
therapy (months)
Site of the first lesion: 14/0 27/33
Cutaneous/mucosal
Indirect immunofluorescence
(enzyme-linked immunosorbent assay)
Desmoglein 1 14 0
Desmoglein 3 0 47
Both 0 13

Table 4: Pemphigus: Effectiveness of therapy

Effect of therapy Pemphigus Pemphigus P
foliaceous vulgaris
(n=14), n (%) (n=60), n (%)
Control
Mean time for control (months) 10 8 0.33
<10 cycles 8 (57.1) 48 (80) 0.11
11-20 cycles 6 (42.8) 12 (20) 0.09
>20 cycles 3(21.4) 4 (6.7) 0.08
Relapse 9 (64.2) 13 (21.7)  0.001

Table 5: Pulse therapy: Effectiveness of therapy

Effect of Dexamethasone Dexamethasone pulse P
therapy cyclophosphamide  with azathioprine
pulse (n=39), n (%) (n=20), n (%)
Control
Mean time for 6.7 8.4 0.26
control (months)
<10 cycles 30 (77) 12 (60) 0.08
11-20 cycles 9 (23) 8 (40) 0.09
>20 cycles 1(0.02) 1 (0.05) 0.06
Relapse 11 (23.9) 11 (47.8) 0.04

The mean time taken for control of activity was 6.7 months with
dexamethasone cyclophosphamide pulse and 8.4 months with
dexamethasone pulse with azathioprine. Among patients on
dexamethasone cyclophosphamide pulse, 2.5% took more than

20 cycles to achieve control, which was comparable to the results
reported by Thappa et al. According to Hassan et al.,’ dexamethasone
pulse with azathioprine took longer than dexamethasone
cyclophosphamide pulse to achieve disease control. The time taken
for control of disease activity by dexamethasone cyclophosphamide
pulse and dexamethasone pulse with azathioprine, in both
pemphigus vulgaris and pemphigus foliaceus, showed that in
pemphigus vulgaris there was not much difference between
time taken for control with dexamethasone cyclophosphamide
pulse and dexamethasone pulse with azathioprine. However, in
pemphigus foliaceus, dexamethasone pulse with azathioprine
took much longer than dexamethasone cyclophosphamide pulse
to achieve disease control. Not many studies have been conducted
comparing the two types of pemphigus and their response to
pulse therapy (dexamethasone cyclophosphamide pulse versus
dexamethasone pulse with azathioprine).

The relapse rate seen in pemphigus vulgaris and pemphigus
foliaceus were 13 (21.6%) and 9 (64.2%), respectively (P = 0.01),
and based on the type of pulse therapy, it was found to be 11 (23.9%)
with dexamethasone cyclophosphamide pulse and 11 (47.8%) with
dexamethasone pulse with azathioprine (P = 0.04). Both results
were statistically significant. The main features of our pemphigus
vulgaris and pemphigus foliaceus patients are summarized in
Tables 3-5.

According to Olszewska et al® and Sardana et al.,) daily
oral cyclophosphamide was found to have faster clinical and
immunological remission compared to daily oral azathioprine.
Olszewska et al.® noted that relapse was faster for azathioprine than
cyclophosphamide. Sardana et al.” found that, even though a faster
onset of remission was noted with cyclophosphamide as compared
to azathioprine, the results at the end of 6 months for both drugs
was similar. This led to the conclusion that azathioprine should be
preferred in view of its safer profile over cyclophosphamide. The
“Guidelines for the management of pemphigus vulgaris” proposed
by the British Journal of Dermatology also recommend both drugs
as adjuvants, with cyclophosphamide considered as an alternative
to azathioprine in view of its side-effect profile. In dexamethasone
cyclophosphamide pulse, the pulse dose of cyclophosphamide being
used, unlike in dexamethasone pulse with azathioprine where only
daily dose of azathioprine is used might explain the better response
to dexamethasone cyclophosphamide pulse as compared to
dexamethasone pulse with azathioprine. The limitations of the study
were that it was retrospective and that the patients were not matched
for age, disease severity and other confounding factors.

In conclusion, our study suggested that the time taken for control
of disease activity and the relapse rate were more in pemphigus
foliaceus compared to pemphigus vulgaris. Dexamethasone
cyclophosphamide pulse showed a better response with respect
to faster control of disease activity and fewer relapses than
dexamethasone pulse with azathioprine. Although pemphigus
foliaceus was earlier regarded as a milder disease with better
prognosis, it was found to be associated with a prolonged course,
lower treatment response and higher relapse rate.
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