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Effect of methotrexate on the serum levels of
I1.-22 in Patients with moderate to severe

plaque-type psoriasis.

Jitlada Meephansan MD,
Jongkonnee Wongpiyabovorn MD,

Wannasri Sindhuphak MD.

ABSTRACT:

MEEPHANSAN J, WONGPIYABOVORN J, SINDHUPHAK W. EFFECT OF METHOTREXATE ON
THE SERUM LEVELS OF IL-22 IN PATIENTS WITH MODERATE TO SEVERE PLAQUE-TYPE
PSORIASIS. THAI J DERMATOL 2009; 25: 85-94.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Background: Interleukin 17 (IL-17) and Interleukin-22 (IL-22) are effector molecules of T-helper 17 (Th-17)
lineage that responsible for keratinocytes proliferation in psoriasis. Methotrexate has been widely used as first-line
treatment in moderate to severe psoriasis. Methotrexate has many mechanisms to inhibit inflammatory responses. But no
evidence has shown that methotrexate is able to downregulate Th17 cytokines.

Objective: To compare serum levels of IL-17, IL-22 in patients with moderate to severe plaque type psoriasis
before and after treatment with metrotrexate

Methods: Nineteen patients with Psoriasis Area Severity Index (PASI) score 2 10 were given methotrexate 15
mg per week up to 12 weeks. Clot blood for measurement of IL-22 by enzyme-linked immunosorbent assay (ELISA:

R&D Systems, Minneapolis, MN, USA) was taken before and after treatment.




86 Meephansan J et al Thai J Dermatol, April-June 2009

Results: Eleven of 19 patients [57.8%] achieved 75% PASI score reduction. IL-22 levels were significantly
higher in psoriasis patients[56.63160.73 pg/ml] than in controls[12.58+12.59 pg/ml]. Methotrexate significantly reduced
IL-22 levels after therapy [Z=3.5, p<0.001]. A significant positive correlation between IL-22 and PASI was found
[r=0.63, p=0.004].

Conclusion: Downregulate IL-22 which is a Th17 cytokines is one possible mechanisms of therapeutic
efficacy of methotrexate in psoriasis. IL-22 is may be to be a good biomarker for assessment psoriasis clinical response to

methotrexate in Thai populations.

Key word: Methotrexate, Psoriasis, Interleukin-22
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Effect of combination of calcipotriol plus
betamethasone diproprionate ointment in

treatment of vitiligo compare to placebo.

Chutika Srisuttiyakorn MD,

Wiwat Korkit MD.

ABSTRACT:

SRISUTTIYAKORN C, KORKIT W. EFFECT OF COMBINATION OF CALCIPOTRIOL PLUS
BETAMETHASONE DIPROPRIONATE OINTMENT IN TREATMENT OF VITILIGO COMPARE TO
PLACEBO. THAI J DERMATOL 2009; 25: 95-108.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Background: Calciprotriol is a vitamin D derivative. There are many reports about vitamin D and vitamin D
derivatives involve in melanogenesis process. However, the efficacies of vitamin D derivatives in the treatment of vitiligo

are still controversy.

Objectives: The purpose of this study was to evaluate the efficacy of Calcipotriol+betamethasone diproprionate

ointment and placebo in the treatment of vitiligo.

Methods: Twelve subjects with vitiligo in the both sides of the body from the dermatology clinic at King
Chulalongkorn Memorial Hospital were enrolled in this study. One side of the body with vitiligo was treated with
Calcipotriol+betamethasone diproprionate ointment, while another side was treated with placebo. The subjects were
received the treatment for 6 months. The efficacies of the treatments were evaluated by digital photograph. Percentages of

the repigmentation were assessed by 2 dermatologists.
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Results: Five patients from 12 patients withdrawed from this study. Of the remain 7 patients, there was
statistically difference in the improvement of repigmentation after treatment with Calcipotriol+betamethasone
diproprionate (P-value = 0.032). There was no difference of repigmentation after treatment with placebo (P-value =
1.000). There was statistically difference in the improvement of repigmentation between Calcipotriol+betamethasone
diproprionate and placebo (P-value = 0.006). The side effect was minimal, which only 2 patients developed

telangiectasia.

Conclusion: Calcipotriol+betamethasone diproprionate is safe and might have benefit in treatment of vitiligo.

Nevertheless, the efficacy of this drug was still inconclusive due to the small sample size.

Key word: Vtiligo, Calciprotriol
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Lupus Erythematosus Panniculitis: Clinical
Manifestations, Direct Immunofluorescence

Study and Natural Course
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ABSTRACT:

TUCHINDA P, CHULAROJANAMONTRI L, BOONTAVEEYUWAT E, KIEWJOY N.
LUPUS ERYTHEMATOSUS PANNICULITIS: CLINICAL MANIFESTATIONS, DIRECT
IMMUNOFLUORESCENCE STUDY AND NATURAL COURSE. THAI J DERMATOL 2009; 25:
109-117.

DEPARTMENT OF DERMATOLOGY, FACULTY OF MEDICINE SIRIRAJ HOSPITAL, MAHIDOL
UNIVERSITY, BANGKOK, THAILAND.

The purpose of this study was to evaluate the clinical manifestations, direct immunofluorescence (DIF) and
natural course of Thai patients with lupus erythematosus panniculitis (LEP). We retrospectively studied patients with LEP
who presented at Siriraj Hospital, Mahidol University, between January 2000 and December 2008. Of the 25 patients
enrolled, 22 (88%) were female. The clinical appearance included subcutaneous nodules and plaques. The most common
involved site was upper extremities (9 cases; 36%), followed by face (8 cases; 32%). Six patients (24%) fulfilled
American College of Rheumatology (ACR) criteria for SLE. Twelve patients (48%) had DLE lesions elsewhere. Three

patients (12%) also showed DLE lesions on the LEP lesions. The mean follow-up duration was 4.1 years. Of the 20 cases
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who did not meet the ACR criteria when LEP was diagnosed, only one patient developed SLE over the course of 2 years
after the onset of LEP. Our study revealed high positive yield of DIF study (81.8%). Thus, in suspected patients, beside

histopathologic study, DIF study of lesional skin may give additional diagnostic benefits.

Key words: panniculitis, lupus erythematosus, clinical, direct immunofluorescence
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Introduction

Lupus erythematosus panniculitis (LEP) or lupus
profundus is a rare variant of lupus erythematosus (LE).
It may be a single manifestation or may occur before,
simultaneously, or after discoid lupus erythematosus
(DLE) or systemic lupus erythematosus (SLE).'
Clinically, LEP presents with single or multiple
subcutaneous painful or tender nodules and plaques.
The overlying skin can be normal, erythematous, have
changes of DLE or ulceration. The resolution of the
lesions may leave depressed lipoatrophic areas.

The reported frequency of association of LEP to
DLE varied from 21% to 60% ', and LEP to SLE
varied from 10% to 42% ~* In contrast, LEP occurs in
2% to 5% of patients with SLE." " SLE with LEP
tends to have a mild chronic course.

There were a few reports of LEP in Asian
populations. Watanabe et al.’ reported a prospective
study of 16 Japanese patients and Arai et al. reported a
retrospective study of 44 Japanese patients10 while Ng et
al.” retrospectively studied 12 patients, mostly Chinese,
in Singapore.

The purpose of this study was to evaluate the
clinical manifestations, direct immunofluorescence
(DIF) and natural course of Thai patients with LEP.
Materials and Methods

This study was approved by the Ethics Committee
on research involving human subjects of Siriraj Hospital
in Bangkok, Thailand. We retrospectively reviewed the

case record forms of patients diagnosed as LEP who

attended the Outpatient Department, Department of
Dermatology, Siriraj Hospital, Mahidol University,
between January 2000 and December 2008.

Diagnosis of LEP was based on the clinical and
histopathologically confirmed. Peters and Su’s
histologic criteria’ were used for the diagnosis of LEP
as followings: hyaline necrosis of the fat, lymphocytic
aggregates, lobular or periseptal panniculitis,
lymphocytic vasculitis, and calcification. DIF studies of
skin lesions were performed according to standard
methods that were described previously. Briefly, skin
biopsy specimens were embedded in Cryomatrix
embedding medium (Shandon Lipshaw, Inc, Pittsburgh,
PA, USA) and snap frozen at -70°¢ until sectioned.
Frozen section, 4Jlm thick, were cut on a cryostat, air-
dried, washed twice with phosphate-buffered saline
(PBS),pH 7.4, for 10 minutes, and overlain for 30
minutes with fluorescein isothiocyanate-conjugated
rabbit antihuman IgG, IgA, IgM, C3 and fibrinogen
(Dako patt., Copenhagen, Denmark). Thereafter, section
slides were incubated in a humidified chamber at room
temperature, washed twice with PBS for 10 minutes,
and mounted with a medium before viewing with a
fluorescence microscope. Direct immunofluorescence
patterns were interpreted according to the standard
criteria.’

Laboratory tests included complete blood count,
urinalysis, antinuclear antibodies, anti-Sm and anti-

dsDNA. The age, sex, past history or subsequent
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diagnosis of SLE, DLE, treatment outcome and course
were recorded.
Statistical Analysis

Descriptive statistics e.g. mean, median, minimum,
maximum, and percentages were used to describe
demographic data, clinical characteristics, course of
disease, treatment, and outcomes. The t-test and Chi-
squared test were respectively used for the statistical
analysis among continuous and categorical data. Since
some patients were lost to follow up, Kaplan-Meier
survival curve was applied to determine the probability
of symptom resolution at each time point. All statistical
data analyses were performed using SPSS for Windows
version 10.0
Results

Of the 25 patients enrolled, 22 (88%) were female
with the median age of 31.5 years (ranged 11-52 years).
More than half of the patients (60%) were in the age
group of 20-40 years. The duration of disease at
presentation ranged from 1 week to 4 years.

The clinical appearance of LEP included
subcutaneous nodules and plaques. There was a single
site LEP lesion in 22 patients (88%) and multiple sites
in the rest (12%). The most common involved site was

upper extremities (9 cases; 36%), followed by face (8

cases; 32%), lower extremities (2 cases; 8%), trunk (2
cases; 8%) and scalp (1 case; 4%). Fourteen patients
(54.2%) showed atrophy of the overlying skin.

Six patients (24%) fulfilled the American College of
Rheumatology (ACR) criteria for SLE. Of these, 2 cases
(33.3%) were diagnosed as SLE before the LEP; 1 case
(16.7%), at the same time of LEP and 3 cases (50%),
after the LEP. Four ACR criteria were met in 5 patients
(20%), and 7 criteria in 1 patient (4%). The most
frequent findings were photosensitivity (21 of 25 cases,
84%), followed by positive antinuclear antibodies, DLE
and hematologic abnormalities in 14 cases (56%), 12
cases (48%), and 9 cases (36%), respectively. Twelve of
the 25 cases (48%) had no extracutaneous
manifestations. The clinical manifestations as per ACR
criteria are shown in Table 1. Of the 14 positive ANA
patients, the speckled pattern was the common pattern
(10 cases, 71.4%) and homogenous pattern (4 cases,
28.6%). Four cases (28.6%) showed positive ANA with
multiple patterns. Seventy percent of the positive ANA
were in the range of titer of 1:160 to 1:640. Two cases
whose ANA were positive at the titer of 1:2560 were
diagnosed as SLE before and at the time of onset of

LEP.
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Tablel The clinical manifestations as per ACR criteria of patients with lupus panniculitis (n=25)

Clinical Features Cases (%)

Photosensitivity 21 (84)
Positive antinuclear antibodies 14 (56)
DLE 12 (48)
Hematologic abnormalities 9 (36)
Oral ulcers 5(20)
Nonerosive arthritis/arthralgia 5(20)
Immunologic disorders 3(12)
Positive anti-dsDNA 3(12)
Positive anti-Sm 1(4)

Malar rash 2(8)

Renal disorders/proteinuria 1(4)

Twelve patients (48%) also had DLE lesions.
Eleven cases (91.7%) had localized DLE where the face
and the scalp were the most frequent sites involved.
Three patients (12%) showed DLE lesions on the LEP
lesions which were confirmed by histopathologic
results. Other manifestations detected in some patients
included cutaneous vasculitis, urticaria, digital pitted
scar, digital gangrene, sclerodactyly, Raynaud’s
phenomenon, telangiectasia and vitiligo.

The most common hematologic involvement
detected was hemolytic anemia (33.3%), followed by
leukopenia  (22.2%) and lymphopenia (11.1%),
respectively. There were multiple modalities of
hematologic abnormalities in 33.3% of the patients with
hematologic involvements. Lupus nephritis was

diagnosed in only one of LEP patients (4%).

Skin biopsies were obtained from all studied
patients. Using the Peters and Su’s histologic criterial,
18 patients (72%) met the major criteria and 16 patients
(64%) met the minor criteria. The common major
criteria detected were hyaline fat necrosis, periseptal or
lobular  lymphocytic ~ panniculitis,  lymphocytic
aggregration and lymphoid follicle formation (72.2%,
66.7% and 61.1%, respectively). The common minor
criteria were lymphocytic vascular inflammation, mucin
deposition and infiltration of plasma cells and
eosinophils (75%, 62.5% and 50%, respectively). No
calcification was seen in any sections of LEP.

DIF was carried out in 22 patients. I[gM was the
most common immunoreactant deposit, mostly at the
dermoepidermal junction (DEJ) and the appendages.

The results of the DIF findings are shown in Table 2.
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Table 2 Direct immunofluorescence findings in patients with LEP (n=22)

Dermoepidermal junction Blood vessels Appendages Epidermal nuclear staining
(cases) (cases) (cases) (cases)
IgG 4 1 4 2
IgA 6 2 3 0
IgM 13 5 10 0
C3 12 4 7 0

Chloroquine was the most frequent systemic
medication used (21 cases, 84%). Oral prednisolone
was prescribed in 13 patients (52%) during the course
of the diseases. Systemic immunosuppressive drugs
such as cyclophosphamide and azathioprine were used
in 3 cases (12%). Two of these were diagnosed as SLE
before the onset of LEP and the other one did not fulfill
the ACR criteria.

Table 3 shows the comparison of our LEP patients

with those in previous studies. Similar to the previous

studies, the face and upper limbs were the predilection
sites. Our study was similar to the previous studies in
Asian populations that had relatively higher percentages
of LEP patients who were associated with SLE as
compared with those reported from Western countries.
Lipoatrophy was detected in 54.2% of our patients.
Concerning DIF study, Ng et al. reported 36% positive
yield of DIF in 12 Singaporean LEP patients whereas

81.8% positive DIF study in our 22 LEP patients.
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Table 3 Comparison of our LEP patients with previous studies
Martens et al. Jacyk et al. Arai et al. Watanabe et al. Ng et al. Our Study
(American) (South African) (Japanese) (Japanese) (Singaporean) (Thai)
(n=40) (n=10) (n=44) (n=16) (n=12) (n=25)
Female: male ratio 4:1 N/A* 4.5:1 15:1 2:1 7.3:1
Mean age at diagnosis; years 41 (16-79) 28.5(10-44)  Female,36(14-79)  31.9 (19-47) 31.3 (16-51) 31.5(11-52)
(range) Male,34 (15-57)
Single lesion (%) N/A N/A 34.1 N/A N/A 88
Predilection site N/A Face Face and upper Cheeks and Faceand  Upper extremities
limbs upper limbs upper limbs and face
Lipoatrophy (%) N/A 20 N/A N/A N/A 54.2
Overlying DLE lesions (%) 33 N/A N/A 32 33 12
Positive ANA (%) 65 70 95.2 56 27 56
Associated with SLE (%) 10 10 41 25 25 24
Onset of LEP during the N/A N/A 60 N/A N/A 333
course of SLE (%)
Histopathology (%)
Hyaline fat necrosis N/A 80 60 N/A 66.7 72.2
Periseptal/lobular N/A 100 77.5 N/A Majority of 66.7
panniculitis cases
Lymphocytic aggregration N/A 50 63.7 44 0 61.1
& lymphoid follicle
formation
Lymphocytic vascular N/A 60 N/A N/A 33 75
inflammation
Mucin deposition N/A 0 80 N/A 75 62.5
Positive DIF (%) N/A N/A N/A N/A 36 81.8
Basement membrane (%) N/A N/A 94.5 N/A N/A 77.2
Blood vessels (%) N/A N/A 89.1 N/A N/A 31.8
Treatment
Chloroquine 83 60 N/A N/A N/A 84

N/A*, data not available
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The mean follow-up duration was 4.1 years (1-9
years). Of the 20 cases who did not meet the ACR
criteria. when LEP were diagnosed, only one patient
developed SLE over the course of 2 years after the onset
of LEP. One case developed idiopathic
thrombocytopenic purpura 4 years after the onset of
LEP. The other case had sclerodactyly, digital pitted
scar, digital gangrene and was diagnosed as overlapping
syndrome (scleroderma plus SLE) 1 year after the onset
of LEP. The mean individual LEP resolved duration
was 1 year.

Discussion

LEP is an uncommon manifestation of cutaneous
LE. In some patients who presented with LEP without
other skin or systemic manifestations of SLE, it may be
difficult to give the clinical diagnosis. Moreover, SLE
patients who were in complete remission might present
with LEP as the first sign of recurrence. - In our study,
there was a female predominance with the similar age
of onset (mean age 31.5 years) to the previous studies in
Asian and African patients4’ " but slightly younger age
than in the American patients (mean age 41 years).4

In previous studies, the common predilection sites
were the face and upper limbs, similar to those in our

" Most of our patients (88%) had a single site

study.
lesion of LEP which had a higher proportion than the
study in Japanese patients which reported a single site
lesion in only 34.1% of LEP patients.10 Because of

lipoatrophic resolution, the lipoatrophic lesions were

helpful in the diagnosis of LEP." More than half

(54.2%) of our patients had lipoatrophy, compared to
only 20% reported in African pa‘[ients.13

Concerning the frequency of occurrence of SLE,
24% of our patients fulfilled the ACR criteria for SLE
which correlated well with those reported in Asian
populationsg’ “, but slightly lower than the latest study
from Japan (41%).10 For non-Asian cases, there were
reported that only 10% of LEP patients fulfilled ACR
criteria. * " The frequent ACR criteria findings in Thai
patients were photosensitivity, positive ANA, DLE and
hematologic abnormalities.

The overlying skin of LEP can be DLE lesions. In
our study, the overlying DLE lesion was found in 12%
of cases which was lower than in previous reports

4,9, 11

(32%-33%). Kuhn et al. reported that 70% of LEP
patients also had DLE lesions elsewhere and 75% of
patients had positive ANA but there were no cases with
positive anti-dsDNA antibodies.”” In our study, only
48% of LEP also had DLE lesions, 56% had positive
ANA and 3 of 12 cases (25%) had positive anti-dsDNA
antibodies.

Using Peters and Su’s histologic major criteria,
hyaline fat necrosis, lobular or periseptal panniculitis
were common histopathologic findings in our cases

similar to other reported.4’ B

DIF was positive in
81.8% of our cases, which was significantly higher than
the study of Singaporean patients (36%)."' However, the

sites of immunoreactant deposit were mostly at the

dermoepidermal junction (DEJ) and the appendages in
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our series. Arai et al. reported that the immunoreactant
mostly stained at the DEJ and the blood vessels."’

Tebbe B reported that 5-10% of DLE patients and
up to 50-60% of subacute cutaneous LE patients may
develop systemic involvements.'® Arai et al. showed
that 20 of 44 patients with LEP were associated with
systemic collagen diseases and 90% of the associated
cases were SLE." In our study, only 24% of LEP
patients showed systemic involvement. Only one case
that did not meet the ACR criteria when LEP was
diagnosed, developed SLE over the course of 2 years.

In summary, our study was similar to the previous
studies in Asian populations that had relatively higher
percentages of LEP patients who were associated with
SLE as compared with those reported from Western
countries. Our study revealed higher positive yield of
DIF study. Thus, in suspected patients, beside
histopathologic study, DIF study of lesional skin may
give additional diagnostic benefits.
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Occupational cumulative irritant contact

dermatitis among noodle plant workers.

Anusorn Yenyuwadee MD.

ABSTRACT :

YENYUWADEE A. OCCUPATIONAL CUMULATIVE IRRITANT CONTACT DERMATITIS AMONG
NOODLE PLANT WORKERS. THAI J DERMTOL 2009; 25: 118-125.

DIVISION OF OCCUPATIONAL MEDICINE, BANPONG HOSPITAL, RATCHABURI PROVINCE, THAILAND.

Background : Although occupational skin diseases are common problems in Thailand. The study and reports of
these problems are comparatively limited.

Aim : To report an outbreak of occupational cumulative irritant contact dermatitis among noodle plant workers.

Methods : Twenty - seven workers having chronic hands eczema problems were examined and a thorough walk
through survey of the plant was conducted in June 1999.

Results : All 27 patients, without any preceding episode of skin disease and atopic history, shared an array of
clinical manifestation of chronic hands eczema including peeling of fingers, maceration of web spaces, swelling and
inflammation of nail folds. Demographic data showed that the workers aged between 17-40 with average employment
duration in this plant of 2.6 years. From workplace investigation, we found that all patients worked in the washing unit
which job descriptions consist of washing noodle with tap water, weighing and aggregating noodle into balls. No
chemicals were involved in the process. However an increase in mold and coliform number and that of water acidity were
documented. Almost all workers admitted working overtime. Duration of prolong water contact averaged 65 hours per
month during period of increased production in May compared to that of 53 hours per month in April.

Conclusion : An outbreak of adverse skin condition, occupational chronic irritant hand dermatitis was most

likely associated with prolonged and cumulative water contact during washing process.

Key words: Occupational, Hand dermatitis
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Granulomatous slack skin: a case report
demonstrating the evolution of the 16-year
clinicopathological features that confuses

with leprosy at its early stage.

Walaiorn Pratchyapruit MD,
Niramol Vashrangsi MD,

Hachiro Tagami MD PhD.

ABSTRACT :

PRATCHYAPRUIT W*, VASHRANGSI N, TAGAMI H**. GRANULOMATOUS SLACK SKIN: A
CASE REPORT DEMONSTRATING THE EVOLUTION OF THE 16-YEAR
CLINICOPATHOLOGICAL FEATURES THAT CONFUSES WITH LEPROSY AT ITS EARLY
STAGE. THAI J DERMATOL 2009; 25: 126-134.

*INSTITUTE OF DERMATOLOGY, BANGKOK, THAILAND.

**EMERITUS PROFESSOR OF DERMATOLOGY, DERMATOLOGIC DEPARTMENT, TOHOKU UNIVERSITY
SCHOOL OF MEDICINE, SENDAI CITY, MIYAGI PREFECTURE, JAPAN.

A middle-aged Thai male suffered from granulomatous slack skin (GSS), a rare subtype of mycosis fungoides
(MF), whose benign clinical course was exemplified by an exceedingly long evolution of skin lesions taking over 16
years. His clinical course and histopathological features demonstrated the gradual changes from an early nonspecific skin
lesion to a typical lesion of GSS, eventually leading to GSS concurrent with MF. At the initial stage, there were

tuberculous granulomatous features suggestive of borderline leprosy despite its atypical clinical manifestation. In contrast,
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the latest ones showed unique granulomatous changes associated with scattered large foreign body giant cells showing
phagocytosis of lymphocytes and fragmented elastic fibers, and lymphocytic epidermotropism with the formation of a
Pautrier’s microabscesses in the overlying epidermis. During these changes of his clinical course from initial non-specific
lesion to the latest MF stage IA (T1 NO MO B0) and then stage II B (T3 NO M0 BO0), his skin lesions partially responded to
WHO anti-leprosy regimen and several courses of chemotherapy i.e. a combination of COP and MTX, and CHOP

regimen.

Key words: granulomatous slack skin, leprosy, mycosis fungoides, chemotherapy
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Introduction

Granulomatous slack skin (GSS) is a rare and
indolent subtype of mycosis fungoides (MF)'. This
entity clinically presents with erythematous patches in
the flexural portions, which gradually transforms into
the peculiar bulky, pendulous areas of skin.
Histologically, there is an elastolytic granulomatous
infiltration, with atypical lymphoid cells, and occasional
epidermotropismm. The elastolysis produces a
distinctive skin sagging appearance, whereas an
abnormal, monomorphous T-helper cell
immunophenotype with clonal rearrangement of the T-
cell receptor beta and gamma gene has been
demonstrated in the skin lesion’ . Thus, GSS is often
associated with preceding or subsequent
lymphoproliferative malignancies such as mycosis
fungoides, = Hodgkin's  disease, = non-Hodgkin’s
lymphoma, primary CD30+ CTCL and histiocytosis
x>, However, in its early stage, some GSS cases were
reported to be confused with leprosyg’w, particularly in
its endemic areas. In this paper, we report a middle-
aged Thai male patient who had been initially
misdiagnosed as having borderline leprosy, but after a
long period of time eventually being confirmed as
having GSS and MF that was partially controlled by
chemotherapy.
Case Report

A 57-year-old Thai male presented with a 3-year
history of slowly progressive, non-itchy, dry scaly,

flesh-colored coalesced papules and macules on the

right forearm and right upper arm that gradually
extended over the shoulder and axilla to produce an
ulcerative lesion. Physical examinations which were
retrieved from the patient’s file revealed questionable
clinical signs of either right ulnar nerve enlargement or
cutaneous sensation loss at the lesional skin. Skin slit
smear (SSS) was negative for Mycobacterium lepra.
The first skin biopsy specimen obtained from the right
forearm revealed tuberculous granulomatous changes
consisting of epitheloid cells, Langhans type giant cells,
and foam cells in the upper and mid-dermis with
obvious grenz zone beneath the epidermis. Nerve
bundles were well preserved. However, Fite Faraco
staining for M. leprae done on the biopsy specimen was
negative. Since histologic changes were only suggestive
of borderline leprosy, he was placed under the treatment
with WHO anti-leprosy regimen for paucibacillary case
(PB case) and later he was registered to a leprosy clinic
where the author (Dr. WP) first saw him. After 7
months, clofazimine (300 mg monthly and 50 mg daily)
was added to the treatment, because of the lack of
improvement. Moreover, prednisone (0.5 mg/kg) was
periodically given for a few weeks as a reversal lepra
reaction was suspected. Drastically, the skin lesions
began to improve within 3 months, leaving only dry,
scaly, slightly atrophic patches on the right upper arm
and a slightly hyperpigmented patch at the right
forearm. Hence, a 2-year-WHO anti-leprosy regimen
for multibacillary cases (MB) was continued till the

19th month. Afterwards, he was lost to follow-up for 3
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years and a half, because he believed that his skin
condition was cured.

Thereafter, he sought medical treatment again
because of recurrence of the skin lesions. On this visit,
sensation loss at the lesional area was still questionable.
The second histopathological study revealed extension
of the granulomatous inflammation with more giant cell
proliferation than those of the first skin biopsy, i.e. there
was a heavy histiocytic infiltration intermingled with
foam cells and many multinucleated giant cells in the
whole dermis. Again, neither SSS or biopsy specimens
could demonstrate M. lepare. PCR for M. lepare could
not be done because it was not available in Thailand at
that time. Under a diagnosis of relapsing borderline
tuberculoid leprosy, he was treated again with anti-
leprosy regimen for MB cases. At the completion of the
2-year-course his skin lesions showed only an
ichthyotic appearance at the initial sites and skin
sensation was intact. However, during post-treatment
surveillance a few ulcers developed on his right buttock,
off and on for a certain period of time, and responded
well to antibiotic therapy. His general health remained
well without any fever, night sweat or weight loss
except for diabetes mellitus and hyperuricemia, both of
which were well controlled.

Atthe 12" year of his clinical course, the previously
affected skin lesion exacerbated again with the
development of a new ulcer on the right buttock and the
author re-evaluated his skin condition. On physical

examination the previously subsided ichthyotic skin

lesions that involved about 6% of the body surface
showed nodular inflammatory infiltration. There was a
pendulous hanging mass on the right upper arm (Figure
1). In addition, purulent ulcers were noted in the center
of the infiltrative scaly plaque on the right buttock
(Figure2). Bacterial culture from the ulcerative lesion
was positive for Pseudomonas aeruginosa. The third
skin biopsy specimen obtained from the right shoulder
revealed foci of lymphocyte epidermotropism and
Pautrier’s microabscesses in the epidermis (Figure3).
Moreover, there were well-circumscribed
granulomatous changes extending from the upper
dermis into the subcutis. The infiltration composed of
epithelioid cells with scattered extraordinary large
foreign body giant cells with a large number of nuclei

were seen, some of which were phagocytizing

fragmented nuclei (Figure4).

Figure 1 Skin lesion on right shoulder: a mild scaly
erythematous nodular plaque and a large sagging skin
with firm lobulated nodular infiltration in suspending

area.
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Figure 2 Ulcerated lesions on right buttock. Figure4 Large multinucleated giant cells showing
phagocytosis of lymphocytes (emperipolesis) (H&E,
200x).

Figure 3  Epidermis  showing  lymphocytes
epidermotropism and the aforementioned of Pautrier’s

microabscess (H&E, 200x).

Figure 5a Diminished number of elastic fibers in
infiltrative area, indicated by arrows, some elastic fibers
that left were seen scatter in some area. (Verhoeff -van

Gieson, 100x).
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Figure Sb Fragmented elastic ﬁberé-inside of giant
cells, indicated by arrows (Verhoeff -van Gieson,

400x).

Immunohistochemically, S-100 positive cells were
present at the basal layer of the epidermis and around
multinucleated giant cells. There were many T-cell
marker-positive cells but only a few B-cell marker-
positive cells in the granulomatous foci. The
lymphocytic infiltration was composed of CD45Ro
positive CD4 and CD8 positive cells. They were
negative for CD 20, CD30, or factor XIIla. Numerous
CD 68 positive cells were present in the granulomatous
areas. Verhoeff van Geison staining revealed a
diminished number of elastic fibers in the lesional skin
(Figure5a) as compared to his normal skin (Figure 5b)
and the presence of fragmented fibers in many giant
cells (Figure 5¢). Immunological studies on the

peripheral blood showed that there were 2-3% Sezary

cells. CD4 and CD8 positive cells constituted 35% (553
cells cell/mm3), and 25% (394 cell/ mm3), respectively,
with a 1.4 CD4/CDS ratio. Immunoglobulin levels were
slightly elevated with IgG 17.0 g/L and IgA 3.85 g/L.
Multi-skin test was positive for tetanus. Neither T-cell
receptor gene analysis of the peripheral blood
mononuclear cells or the skin tissues or HTLV-1
serology was studied because such laboratory
techniques were not available in Thailand at the time. so
was CAT scan due to the patient’s financial constraint.
His general condition and extracutaneous involvement,
which were evaluated by the blood profiles, chest x-ray,
electrocardiogram, ultrasound, and bone marrow study
revealed no visceral involvement. Only ultrasound
study of the upper abdomen showed a mildly increased
parenchymal echo in the liver, which could be due to
chronic parenchymatous disease such as fatty liver.
There was no subcutaneous lymphadenopathy to
perform histological examination. These findings were
suggestive of MF (CTCL) stage IA (T1 N0 MO BO).ll
The ulcer on the buttock regressed with intravenous
ceftriazone 2 g daily for a week that was followed by
oral ciprofloxacin 500 mg twice daily for two weeks.
The skin lesion was treated with re-PUVA (23 dosages
with a total 193.7 joules/cmz). With this treatment, the
fourth skin biopsy from the right shoulder revealed
partial improvement, whereas those on the right buttock
showed a minimal change, although histopathologically
the latter revealed a decrease in both lymphocyte

epidermotropism and cellular density. Shortly after that,
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the former lesion on the right buttock began to ulcerate
again but we could not increase Re-PUVA dosage
because of its side effect consisting of a scaly
erythrodermic change affecting all over the body. At
this point we graded his skin condition as MF (CTCL)
stage II B (T3 NO MO BO)“. Because electron beam was
not available at that time, we placed him under
chemotherapy consisting of vincristine,
cyclophosphamide and prednisone (COP) regimen, to
which, however, the skin lesions showed a minimal
response. Therefore, COP and methotrexate (CMOP)
regimen was started from the second through the sixth
course, to which all the skin lesions improved
dramatically without any accompanying systemic
adverse effect. Thereafter, he has remained in a well
controlled state.

Two years later his skin lesion reactivated and
extended beyond the initial site of involvement and new
lesions appeared on the left forearm and left buttock,
area of involvement was totally about 20% of the body.
The fifth skin biopsy from the right shoulder showed
Pautrier’s microabscess and active giant cells
phagocytizing fragmented elastic fibers so he was
treated again with 8 courses of vincristine,
cyclophosphamide, doxorubicin and prednisone
(CHOP) regimen. Now he has been under follow-up
schedule for two years and he is in a good state.
Discussion

The present patient exhibited such a long, obscure

clinicopathological features which eventually changed

into typical granulomatous slack skin syndrome (GSS)
whose latest lesion was concurrent with that of mycosis
fungoides (MF). Namely, the latest changes are
characterized clinically by the unique sagging of skin at
the right axilla and histologically by the typical
lymphocytic epidermotropism and Pautrier’s
microabscess. At the beginning, however, both of his
clinical and histopathological findings rather mimicked
those of borderline leprosy in this endemic region.

The histopathological differential diagnosis of GSS
should include cutis laxa, anetoderma, mid dermal
elastolysis, granulomatous mycosis fungoides and
leprosymﬁ. All of them showed a decrease of elastic
fiber in the skin lesion, while only granulomatous MF
and leprosy showed a granulomatous infiltration.
Unfortunately, the reduction of elastic fibers was also a
constant finding in leprosy lesion with a resultant
clinical feature of sagging and wrinkles as well ™"
However, leprosy patients develop minimal sagging and
wrinkles on the face in particular due to the additive
effect of UV 1ights3’17 whereas GSS mostly develops
sagging on the flexural folds’. Thus, elastic staining
does not seem to be of much help in distinguishing
between GSS and leprosy at its early stage.

In the cases of GSS eventually there develops the
unique features as observed in our present case. This
patient was refractory to the treatment and being
superimposed by repeated bacterial infections 12 years
later. Moreover, the histopathologic examination

demonstrated decreased elastic fibers and many
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multinucleated giant cells with active phagocytosis and
later there appeared epidermotrophism together with
Pautrier’s microabscesses. In its advanced stage, the
clinical and histological features of GSS are so typical
that the differential diagnosis is usually limited to a
granulomatous variant of MF’. This case also supports
the coexistence of GSS and other preexisting or
subsequent lymphoproliferative diseases, which is noted

in about 50% of the cases warranting a life-long follow-

12

up .

Although, GSS itself does not seem to be life
threatening, there was no radically effective treatment
for this entity, except two cases which were claimed to
have reached to complete remission after a few years of
follow uplz’w. In most cases, various therapeutic
modalities, e.g. clofazimine, steroids, etretinate, PUVA,
chemotherapy, immunotherapy, radiotherapy, surgery
or their combinations have been employed without
lifelong complete remission” > .

The initial lesions of the present case showed a
good response to the anti-leprosy WHO regimen plus
periodical administration of prednisone. However, they
became gradually refractory. These medications
themselves have an anti-inflammatory effect and
clofazimine has been proven effective for several
granulomatous skin lesions” ", Based on these data, we
think that clofazimine might have been at least partially
effective for the early lesion of this case. There is no
doubt that prednisone was also effective. Likewise, the

disease was at least partially controlled by Re-PUVA

and chemotherapy consisting of COP and
methrotrexate, and lastly with CHOP regimen.
According to his indolent course, we do not know for
sure that his condition could be cured, thus, periodic
multiple skin biopsies are planned for a long-term
follow up.

In conclusion, we report here a typical case of GSS
that showed a long-termed evolution of clinical course.
The case warns us to be aware of the clinical and
histopathological resemblance between GSS in its early
stage and leprosy. It also displayed the validity of either
clinical or histological findings of peripheral nerve
involvements in distinguishing between the GSS and
leprosy especially in a place where a highly
sophisticated laboratory investigations such PCR for M.
leprae and T-cell receptor gene analysis are not
available.

Contflict of interest: NONE

Note: the short manuscript of this report case was
published in the Journal European Academy of
Dermatology and Venereology 2009;19(1):88-9 which
unfotunately was not sufficiently long enough to tell the
interesting natural course of this unique patient. The
authors aim to publish the whole lengthy history of this
case in the Thai journal of Dermatology because the
case in detail will be of benefit to Thai dermatologists
who must face with leprosy cases on daily basis.
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A 47-year-old Thai woman presented with a month
history of itching skin rashes on her both hands. Two
weeks later, she felt facial swelling especially in the
morning. Then, she noticed fatigue and slight difficulty
to lift her arms 1 week prior to our clinic. She had no
history of any prior medical illness including fever,
weight loss, appetite loss, joint pain or swelling, hair
loss, photosensitivity,  difficulty = breathing or
swallowing and Raynaud’s phenomenon. Regularly
annual check-up had been performed with normal
result. She denied history of previous medication use
and malignancy in her family. However, her brother has
got scleroderma.

On examination, there was edema of her face
including upper eyelids and malar areas. It was
accompanied by redness and photosensitivity in V-
shaped area of the chest (V sign). Multiple violaceous
flat-topped polygonal papules on knuckles (Gottron’s
papules) as well as periungal erythema were shown on
both hands and proximal nail folds, respectively.

Symmetrically discrete violaceous macules on lateral

Bangkok, Thailand

aspect of both upper thighs (Holster’s sign) were
revealed. There was no oral ulcer, joint swelling,
sclerodactyly, mechanic’s hand and other skin lesions.
Other general physical examinations were normal

except the slightly weakness of both deltoid muscles.

Figure 1 marked facial swelling
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Laboratory test results shown markedly elevated
creatinine kinase (729 (normal 29-168 U/L)) while
serum aldolase was normal. Test results were negative
for anti-dsDNA and anti-RNP; however, ANA was
dramatically positive at more than 1:1280 with fine

speckled pattern. Other basic investigations including

complete blood count, blood chemistry, urine analysis,
and chest x-ray were normal. Figure 3 Gottron's papule

Skin biopsy was done from a lesion at knuckle area.
There is superficial perivascular inflammatory cell
infiltrated in association with a hint of the smudge
dermoepidermal junction.

Finally, she got the diagnosis of dermatomyositis
due to the combinations of both myositis and

pathognomonic cutaneous involvement. Highly elevated

creatinine kinase also supported the diagnosis.

Figure 4 Holster's sign

Figure 2 multiple violaceous flat-topped polygonal

papules

Figure 5 Histopathology
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Question

1. What is the  pathognomonic sign in
dermatomyositis?

Gottron’s papule

Heliotrope

Photosensitivity

oo w p

Shawl sign

E. V-sign
2. Which of the followings is NOT included in
dermamyositis pathogenesis?

A. Genetic susceptibility

B. UV induction

C. Bacterial precipitation

D. Complement fixation

E. T cell regulation

3. Which of the followings is NOT true about
dermatomyositis and malignant association?

A. Anti-Mi2 is a marker of good prognosis.

B. Itis usually associated in elderly patients.

C. Nasopharyngeal carcinoma is the common
worldwide malignant association.

D. Malignancy association is a poor prognostic
factor in dermatomyositis.

E. Screening tests include chest x-ray,
mammogram, basic laboratory and gynecologic
evaluation.

4. How often should patients repeat malignancy
evaluation?

A. Every 3-6 months for 2-3 years

B. Every 6-12 months for 2-3 years

C. Every 3-6 months for 5 years

D. Every 6-12 months for 5 years
E. Annually for life
5. Which is true about the treatment in
dermatomyositis?
A. Prednisolone is prescribed in all cases.
B. Rapidly tapering prednisolone dose is necessary
to avoid HPA suppression.
C. Metrotrexate is a first line systemic treatment.
D. Ultraviolet avoidance is recommended in all
patients.
E. Malignancy treatment doesn’t alter disease

severity.

Discussion

Dermatomyositis (DM) is a rare autoimmune
disease. The diagnostic criteria was firstly proposed by
Bohan and Peter in 19751; however, it had been
modified by Tanimoto in the next twenty yearsz. Since
dermatomyositis and polymyositis are the same
spectrum of disease, the classification is the aspect of
overlapping severity degree of muscle and cutaneous
involvement. Generally, classic DM presents both skin
and muscle disease; nevertheless, only skin
manifestations can be found in amyopathic DM or DM
sine myositis. In other words, the onset of symptoms is
also classified as either juvenile or adult DM. Recently,
DM induced by several medications had been reviewed.
Those most common drugs induced DM consist of

hydroxyurea, penicillamine and statin, sequentially3.
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Genetic predisposing followed by UV light or some
viral infections could induce loss of self-tolerance’.
Immunopathologic changes in DM begin with
activation of complement and formation of activated C3
via the classic complement pathway or alternative
complement pathway by putative antibodies against
endothelial ~ cells. Later, deposition of the
membranolytic attack complex leads to destruction and
a reduced number of capillaries, with ischemia or
microinfarcts most prominent in the periphery of the
fascicle. Finally, a reduced number of capillaries and
perifascicular atrophy ensues. B cells, CD4 T cells, and
macrophages also migrate to the muscle where they
could up regulate to release cytokiness.

Gottron’s sign and Gottron’s papule are the
pathognomonic  cutaneous manifestrations  while
heliotrope, shawl sign, V-sign and photosensitivity are
just the characteristics . However, the course of skin
lesions does not parallel that of the muscle disease’.
After sun exposure, skin lesions are exacerbated and
muscle disease may be worsened”. Biopsy might be
required a controversial case. Characteristic histology of
a gottron lesion includes cell poor interface dermatitis,
vasculopathy of dermal microvessels and prominent
dermal mucin deposits. DLE is commonly be
differentiated by histopathology. Systemic
manifestrations include musculoskeletal, cardiac
interstitial

conduction defects, pneumonitis,

gastrointestinal involvement and retinopathy4.

Malignancy association is the high light of DM
significance. The frequency of malignancy varies from
6-60% of all DM; however, the large population based
cohort study revealed around 20-25%. It commonly
occurred in patients over 50 years and the sites of
malignancy were predicted by patients’ age and sex.
The most frequent cancer associations in the Europion
population based study were ovary, lung and pancreas,
respectively7. In contrary, nasopharyngeal carcinoma
had shown significant correlation with DM in Asian
populationg. The risk of malignancy was highest at time
of myositis diagnosis7. As a result, it had been
recommended to screen and evaluate malignant
transformation every 6-12 months or when a newly
symptom occurred in the first 3 years after DM
diagnosis7.

Several autoantibodies are used to diagnose disease
or predict prognosisﬁ. For example, anti-Mi2
autoantibody is the most specific and is the marker for
good prognosis. Anti-Jol and antisynthetase syndrome
commonly represents pulmonary involvement and
partial response. Autoantibody to 155 kDa antigen is a
marker for amyopathic DM and usually associated to
juvenile onset. Nevertheless, the specific marker for
disease activity is still controversy; though, von
Willebrand factor had been found significantly high in
active DM’

High dose (>0.5 mg/kg/d) prednisolone is the main
systemic treatment. It usually reveals a rapid response

over 2-4 weeks then tapers corticosteroids to 50% over
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6 months'". Generally, patients could discontinue
prednisolone in 2-3 years with remission. In a refractory
muscle disease, metrotrexate is a drug of choice for
adjuvant therapy. Aggressive sun protection by both
physical barriers and sunscreen use are necessary.
Topical corticosteroid can improved skin lesions. After
the use of systemic corticosteroids, DM mortality had
dramatically dropped from 50% to be survival 53-100%
in9 yearslo.

In this patient, high dose prednisolone and strictly
sun avoidance were immediately prescribed. All
investigations for malignancy including mammography,
chest x-ray, CEA and nasopharyngeal evaluation were
normal except gynecologic examination revealing an
ovarian mass with high CA-125 level. Ovarian cancer
was suspected. Total hysterectomy, bilateral
oophorectomy and surgical staging for ovarian cancer
were performed. Pathology revealed ovarian cancer

stage IIB. Currently, she is on chemotherapy and her

cutaneous lesions have dramatically improved.
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