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The association between the PASI scores
and the IL-17 producing cells in lesional
skins of psoriatic patients treated with

ustekinumab.

Chanat Kumtornut MD,
Nopadon Noppakun MD,

Jongkonnee Wongpiyabovorn MD.

ABSTRACT :
KUMTORNUT C*, NOPPAKUN N*, WONGPIYABOVORN J**. THE ASSOCIATION BETWEEN
THE PASI SCORES AND THE IL-17 PRODUCING CELLS IN LESIONAL SKINS OF PSORIATIC
PATIENTS TREATED WITH USTEKINUMAB. THAI J DERMATOL 2011; 27: 227-235.
*DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.
**DIVISION OF IMMUNOLOGY, DEPARTMENT OF MICROBIOLOGY, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Background: Psoriasis is a common chronic dermatologic condition with unknown pathogenesis. Current studies
are pointing toward T helper 1 (Thl) and 17 (Th17) cells induced by interleukin (IL) 12 and 23, respectively. The use of

biologic agent ustekinumab, which is an anti IL12/23 monoclonal antibody, proves to be one of the most effective

treatment.




228 Kumtornut C et al Thai J Dermatol, October-December 2011

Objectives: To determine the association between the Psoriasis Area and Severity Index (PASI) score change
during the treatment of ustekinumab and the change of number of IL-17 producing cells biopsied from the lesional skins
in psoriatic patients treated with ustekinumab.

Materials and methods: Fourteen psoriatic patients were treated with ustekinumab 45 mg subcutaneously
injection at 0, 4, and every 12 weeks for 48 weeks. The PASI scores and 4 mm skin biopsies were performed in the
lesional areas at week 0 and 16 by dermatologists for 48 weeks. The Hematoxylin & Eosin and immunohistochemical
staining were done from paraffin embedded sections. The IL-17 positive cells were counted manually in ten different
randomized areas under 40X light microsopy. The mean of PASI score and number of IL-17 producing cells were
analyzed.

Results: There were significant differences in the term of PASI score and IL-17 producing cells between week 0
and week16 (p<0.01). The study also shows a statistically significant correlation between the percent change of PASI
score and cell count (1=0.56, p=0.037).

Summary: The moderate correlation between IL-17 producing cells in lesions and the clinical manifestation
assessed by of PASI scores provides indirect evidence of the mechanism of ustkinumab and the pathogenesis of psoriasis.

Key word: IL-17, psoriasis, ustekinumab
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Introduction

Psoriasis is one of the most common dermatological
conditions which its prevalence varies according to the
ethnicity, 0.3-3% of all populationl. This condition does
not affect only the skin and joints of patients, but also
causes the dramatic impacts on quality of life’.

The etiology of psoriasis is still unknown, but the
multifactorial mechanism has been purposed, including
both genetic and environmental factors. The most
updated and current concept of psoriatic pathogenesis is
mainly involving the immune dysregulation in both
innate and adaptive immunity. Recent researches are

pointing toward the role of a subset of helper T cells

called T helper 17 (Th17) cells. The characteristics of
these cells are that they can produce a distinct group of
cytokines, interleukin (IL)-17 and IL-22, and also are
differentiated from naive T cell by modification of IL-
23°. IL-17 serves as proinflammatory cytokines, where
as IL-22 causes epidermal proliferation seen in plaques
of psoriasis4.

The introduction of biologics shifts the paradigm of
the psoriasis treatment. Anti IL-12/23 monoclonal
antibody, known as ustekinumab, acts against common
P40 subunit of both IL-12 and IL-23 resulting in less IL-
17 production5 and improvement of clinical outcome,

. 6,7
respectively .
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This study is intended to examine the association
between the change of clinical outcome assessed by
psoriasis area and severity index (PASI) score, the
standard tool in measurement of psoriasis severity, and
the number of IL-17 producing cells in psoriatic lesions
at week 0 and 16 of the ustekinumab administration.

Materials and methods

Study protocol and patient eligibility

Patients, age between 20 to 65 years old, with
moderate-to-severe plaque psoriasis, PASI score more
than 15 or body surface area involvement more than 15
for at least 6 months before screening, were enrolled in
the study. Those who have history of recent or serious
infections, including Human Immunodeficiency Virus,
hepatitis B virus, Hepatitis C Virus, and tuberculosis, or
malignancies, were excluded. Prior to the study,
phototherapy, systemic treatments, and other biologics
must be stopped for at least 4 weeks, and topical
medications other than emollients and tar derivatives for
at least 2 weeks. Each patient was assigned to receive
ustekinumab, 45 mg subcutaneous injection, at baseline,
week 4, and then every 12 weeks for total of 6 doses.

The study had been approved by the institutional
review board of faculty of Medicine, Chulalongkorn
university. All patients were provided written informed
consent before the study were performed.

Clinical response assessment

PASI score of each patient were evaluated and
recorded by the same dermatologist at baseline and

week16. PASI score combines the degree of the rash in

the terms of erythema, thickness, and scaling and the
percent of body surface area affected. The score ranges
from 0 to 72.

Skin biopsy

4-mm biopsies were obtained from the well-
established plaque type of psoriatic lesions located on
the identified location at baseline and week 16 before
injections, at least 0.5 cm in distance between each
sites. The biopsy samples were kept in a formalin
solution at least 24 hours before paraffin embedding.
Two biopsies of normal skin from healthy subjected
were included as negative control.

Immunohistochemical staining

3-micron sections were pretreated with 3%
H,0,/DW and 3% normal horse serum to block
endogenous peroxidase activity and non specific
background. Then, sections were incubated with anti-
human IL-17 polyclonal antibody (AF-317-NA, R&D
system®, USA) at 1:40 dilution for 24 hours at room
temperature. After washing, sections were exposed to
rabbit antigoat immunoglobulin-HRP (DAKO®, USA)
at 1:50 dilution for 30 minutes at room temperature.
After subsequent washing, the color were developed by
diaminobenzidine tetrahydrochloride anhydrous for 10
minutes at room temperature, and sections were
counterstained by hematoxylin.

Statistical analysis

The two-tailed paired t test was used to evaluate the
change of PASI score and number of IL-17 producing

cells in psoriatic lesion between baseline and week 16
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(0L = 0.05). Pearson’s correlation analysis was used to
determine the significance of correlation between the
percent change of PASI score and percent change of
number of IL-17 producing cells.
Results

Demographic data

There were 14 moderate-to-severe plaque psoriatic
patients enrolled in the study, 9 males and 5 females.
The mean age was 46.1 (range from 28 to 36) years The

average of patients’ weights and body mass indexes

(BMI) were 70.6 (53.1-108.4) kg and 25.8 (18.1-31.3)
kg/mz, respectively, with one patient weighted more
than 100 kg. Of 14 patients, seven had well controlled

co-existing medical conditions, including, hypertension,

diabetes  mellitus, impaired fasting  glucose,

dyslipidemia, asymptomatic hyperuricemia,

cerebrovascular accident, and polyposis. The mean
duration of psoriasis was 13 (6-33) years. There were 6

patients previously treated with biologics other than

ustekinumab.

60.00-

50.004 !

40.00 ;

30.004 !

PASI| score

20,00 /

10.004

0.00

Case Number

Figure 1 The change in PASI score of each patient. Dashed line (- - -) represents the PASI score at week 0 and solid line

represents at week 16 (p=0.001).
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Gr.3

Gr.2

Gr.1

Figure 2 Three groups of patients categorized by percent PASI score improvement.

Gr. 1: at least 75% PASI score improvement

Gr. 2 : at least 50% but less than 75% PASI score improvement

Gr.3: less than 50% PASI score improvement.

Figure 3 The photograph of patient number 4 taken at week 0 (A) and week 16 (B) at the front, and at the back

week 0 (C), week 16 (D)
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Figure 4 The photograph of patient number 13 taken at week 0 (A) and week 16 (B) at the front and at the back

week 0 (C) and week 16 (D).

Clinical response assessed by PASI score

The means and the standard deviations of PASI
score at week 0 and 16 of ustekinumab treatment were
30.1 £ 12.5 and 9.7+ 9.8 respectively. Their mean
difference showed statistically significant at Ol = 0.05 (p
= 0.001) as shown in Figure 1. In the term of percent

PASI improvement, seven out of fourteen patients

(50%) achieved at least 75% (PASI75), five (35.7%)
gained more than 50%, but less than 75% improvement.
There were only two patients (14.3) having PASI score
reduction less than 50% compared to baseline (Figure
2). The examples of clinical picture were shown in

Figure 3 and 4.
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Figure 5 The change of number of IL-17 producing cells
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Figure 6 Scattered diagram showing the correlation between %

from each patient at week 0 and 16 were presented by dashed ~PASI change (Y-axis) and % cell change (X-axis) (p = 0.037).

(- - -) and solid line, respectively (p = 0.001).

Number of IL-17 producing cells in psoriatic
lesions

The number of IL-17 producing cells in psoriatic
lesions had been significantly reduced (p = 0.001), from
the mean at baseline of 33.38 + 14.68 cells/high power
field (hpf) to 17.36 £ 6.92 cells/hpf at week 16 (Figure
5). Note that there were only one patient (number 9)
whose the number of IL-17 producing cells in week 16
had outweighed the baseline.

Association between PASI score and lesional IL-
17 producing cells

The percent change of PASI score (%PASI change)
and the percent change of the number of IL-17
producing cells (% cell change) between those two
indicated points of time were statistically correlated at
moderate degree by Pearson’s method (r = 0.56, p =

0.037) as shown in Figure 6.

Discussion

This study is to demonstrate the correlation of the
clinical outcome measured by PASI score and the
cellular event measured by the number of IL-17
producing cells in lesional skin of moderate-to-severe
psoriatic patients receiving ustekinumab. This biologic
treatment has shown impressive efficacies in clinical
improvement by several reportsﬁ’ ’. In PHONIX I° and
H7, there were significant reduction in mean PASI score
at week 12 from baseline in patients treated with
ustekinumab, 45 and 90 mg, compared to placebo
groups. Also, in the term of percent PASI score
improvement, there were 67.1% and 66.7% of patient
achieved PASI 75, consecutively. Our results had well
corresponded with previous studies. However, there are
several factors need to be considered such as the
ethnicity of the subjects and the inclusion criteria for

moderate to severe psoriasis. In PHONIX I and II
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defined as at least PASI score of 12 or more than 10%
of body surface area (BSA) involvement, but our study
as at least 15 of PASI score or more than 15% of BSA
involvement. This could be implied that more severe
patients were enrolled in our study.

The previous studies™ emphasizing that the cellular
infiltration of psoriatic lesions during administration of
ustekinumab were mainly CD3+ cells, which exhibits
all T cell subtypes, and showed significantly decreased
in number of those cells. To the best of the author’s
knowledge, no reports on IL-17 producing cell had been
published yet. The promised reduction in number of IL-
17 producing cells in this study directly supports the
mechanism of action of ustekinumab in IL-23/Th17
pathway which is now believed to be crucial in
pathogenesis of psoriasis.

The modest degree of correlation between the
%PASI change and the %cell change found in our study
demonstrates that the IL-17 producing cells, mainly
Th17 cells, could be one of prognostic factors in
psoriasis severity. Although the selected area of biopsy,
if calculated, would be a minimal part of BSA evaluated
in PASI score, these areas go along quite well with the
plaques in other parts of body.

Due to the design of the study, this limits the
interpretation in the term of causal relationship, and the
controlled group should be compared. The technique of
immunohistological staining in paraffin-embedded
section, even though not standardized, is in the field of

extensive researches. The anti-human IL-17 antibody

solution used in this study was transported from USA
and collected as prescribed from manufacturer, the
biodegradation over time is inevitable. However, we
performed staining each pair of sections in the same
period of time to lower possible biases.
Conclusion

The study indicates the association between the
PASI score, which is the clinical assessment in
psoriasis, and the cellular change in lesional skin of IL-
17 producing cells, which are regarded as principle cells
in psoriasis and, also, provides an indirect evidence of
the mechanism of action of anti IL-12/23 monoclonal

antibody, ustekinumab.
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Cosmetic allergic contact dermatitis in facial
dermatitis patients at the Institute of

Dermatology, Thailand.

Nutthicha Kannawat MD,
Pailin Puangpet MD,
Poohglin Tresukosol MD,

Praneet Sajjachareonpong MD.

ABSTRACT :

KANNAWAT N, PUANGPET P, TRESUKOSOL P, SAJJACHAREONPONG P. COSMETIC
ALLERGIC CONTACT DERMATITIS IN FACIAL DERMATITIS PATIENTS AT THE INSTITUTE
OF DERMATOLOGY, THAILAND.THAI J DERMATOL 2011; 27: 236-246.

CONTACT AND OCCUPATINAL DERMATOLOGY UNIT, INSTITUTE OF DERMATOLOGY, BANGKOK,
THAILAND.

Background: The face is a common site for contact dermatitis comprising 6 to 10 percent of dermatologic
patient in the US. At the institute of Dermatology, thirteen percent of patients who was patch testing has facial dermatitis.
Cosmetics are believed to be one of the common causes of facial dermatitis. A study about prevalence of allergic contact
dermatitis (ACD) from cosmetic in patients presenting with facial dermatitis had not been conducted in Thailand.

Objective: To determine the prevalence of allergic contact dermatitis and frequently positive patch test allergens
in facial dermatitis patients.

Methods: During a 2-year period, facial dermatitis patients suspected allergic contact dermatitis were sent for
patch testing. Patch testing with the European baseline series, cosmetic series, ammoniated mercury, toluene sulfonamide

formaldehyde resin, thimerosal, cocamidopropylbetaine and personal care products was performed in each patient.
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Results: A total of 76 (F=69, M=7) cases of facial dermatitis were included. Twenty three patients showed
positive reaction to European baseline series alone. When we added patch testing with cosmetic series, number of patient
with positive reaction increased to 28. Nevertheless patch testing with standard, cosmetic series and personal own
products show positive reaction in 39 patients (51.3%). The most frequent relevant allergens is nickel (33.33%) and
ammoniated mercury (8.64%) followed by fragrance mixed I (6.17%) and Myroxylon pereirae (4.94%).

Conclusion: The prevalence of allergic contact dermatitis in facial dermatitis patients is high (51.3%). Nickel
and ammoniated mercury are the most common allergens causing facial allergic dermatitis. Patch testing with cosmetic
series and substances supplied by the patient are an effective means to identify culprit allergens that might have been
missed with only baseline patch test series (p value< 0.01).

Keywords: cosmetic, allergic contact dermatitis, facial dermatitis, prevalence
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Background

Allergic contact dermatitis (ACD) is a common
dermatologic disease comprising 6 to 10 percent of
dermatologic patients in the US.' The prevalence study
of allergic contact dermatitis in Thailand showing that
the most frequent allergen was potassium dichromate
followed by nickel sulfate, fragrance mix and cobalt
chloride.” However, this study was not dedicated to
facial location. Besides hand, face is the second most
common site (13 percent) in patients who were sent for
patch testing at the Institute of dermatology.
Prevalence of allergic contact dermatitis of the face is
difficult to establish because not all patients presenting
with facial dermatitis was patched test. Previous study
in the US in facial dermatitis patients had shown that
final diagnoses after patch testing was relatively
equally distributed among three categories: 1) ACD, 2)
ACD with other contributing factors and 3) other

3
€czema.

Materials and methods

This is a prospective and descriptive study to
determine the prevalence of allergic contact dermatitis
and frequently of positive patch test allergens in facial
dermatitis patients. During a 2-year period from
October 2008 to September 2010, facial dermatitis
patients suspected of having allergic contact dermatitis
were included. Approval for this prospective study was
obtained from the institutional review board and ethic
committee. Consent form was also required. Inclusion
criteria are age between 18 to 65 years, eczematous
lesions distribute only on the face, negative KOH test
for fungal infection or demodicosis, suspicious history
of allergic contact dermatitis. Exclusion criteria are
patient diagnosed with atopic dermatitis or seborrheic
dermatitis, history of photoallergy, taking prednisolone
more than 20 mg/day or other immunosuppressive
drugs, pregnancy or lactation, patient with acute
eczema, status eczematicus and history of anaphylaxis,

Table 1.
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Table 1 Inclusion and exclusion criteria

Inclusion criteria

1. Age between 18 to 65 years
2. Eczema located only on the face
3. Suspected allergic contact dermatitis

4. Negative KOH test for fungal infection or demodex

Exclusion criteria

1. Patient diagnosed with atopic dermatitis or seborrheic dermatitis

2. Suspicious history of photoallergy

3. Taking prednisolone more than 20 mg/day or other immunosuppressive drugs

4. Pregnancy or lactation
5. Patient with acute eczema, status eczematicus

6. History of anaphylaxis

Patch tests were performed with the European
baseline and cosmetic series, ammoniated mercury,
toluene sulfonamide formaldehyde resin, thimerosal
and Cocamidopropylbetaine. Suspicious products were
also carried out e.g. personal care products, sunscreens,
perfume and topical medications.

The substances to be tested were applied by Finn
chambers (Epitest Ltd Oy, Tuusula, Finland) on
Scanpor tape (Norgesplaster, Aksjeselskap, Vennesia,
Norway) on the patients’ upper back. Personal products
tested by leave-on methods had same concentration as

is applied but for rinse-off products, concentration was

kept around 1-2% in aqueous solution. The tests were
read at 48 hours and 96 hours by dermatologist.

Patch testing results were reported according to
Contact Dermatitis Research Group. Interpretation of
current relevance was determined by history of
confirmed or strongly exposure to products containing
the allergen.

The clinical data recorded on each patients were
age, sex, onset, site of lesions, morphology of eczema,
previous treatment, atopy and history of allergic contact
dermatitis.

In patients with positive patch testing to nickel,

number of patients wearing glasses was collected and
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dimethylglyoxime spot test was done on metal objects
in some cases.
Data analysis

Descriptive analyses including percentage and
means. Comparison between standard series only and
standard plus cosmetic series are analyzed using Chi
square test.
Result

One hundred and five cases of patients suspected
for facial dermatitis were sent for enrollment but only
76 met inclusion criteria (10 patients had atopic
dermatitis, 17 patients had seborrheic dermatitis and 2
patients had severe acute eczema). Mean age of patients
evaluated in this study was 34.61 years (range 19-58
years). Most of the patients were female (n=69).

Duration of the dermatitis ranges from less than 1

Table 2 Demographic

month to 10 years, most of them are less than 1 month.
Of these 27 patients had home treatment prior to study
including topical steroid, oral antihistamine and over
the counter products. Fourteen patients had history of
atopy or previous allergy. One patient has history of
asthma and 6 patients had history of allegic rhinitis. Six
had history of previous allergy to cosmetic products and
1 to jewelry. All patients had history of allergen contact
including facial product in 61 patients, cleanser in 6
patients, 3 each for skin care and fragrance, 2 patients
for hair product and 1 patient for nail product. Most
common morphology of eczema are scales (94.74 %),
other manifestation are oozing (2.63%) and vesicle
(2.63%) (table 2). Thirty-nine patients (51.3%) showed

positive reaction to one or more substance (table3).

Age N
18-30 29
31-40 36
41-50 7
51-65 4
Total 76
Sex Male Female

7(9.2%) 69 (90.8%)
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Onset Total(N=76) P- Value
<1 month 29 0.36'
1 month- lyear 24
1- 6 years 17
6 - 10 years 6
Home treatment N %
Topical steroid 5 18.51
Oral Antihistamine 12 44.44
Over counter product 10 37.03
Total 27 100
Table 2 Demographic
Previous Allergy N %
History of atopy
Asthma 1 7.14
Allegic rhinitis 6 42.86
History of previous contact eczema
Cosmetic 4 28.57
Sunscreen 2 14.28
Jewelry 1 7.14
Medication 0 0
Total 14 100
History of contact allergen N %
Skin care 3 3.95
Hair 2 2.63
Facial product 61 80.26
Nail 1 1.31
Fragrance 3 3.95
Cleanser 6 7.89
Total 76 100
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Morphology of eczema N %
Oozing 2 2.63
Vesicle 2 2.63
Scale 72 94.74
Crust 0 0
Lichenification 0 0
Total 76 100

Table 3 Number of patients who had at least one positive patch test reaction

Sex Positive Negative Total(%)
Female 37 32 69(90.8)
Male 2 5 7(9.2)
Total 39 37 76
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Nickel sulfate
Sragrance mix
Balsum of Peru
Formaldehyde

Cobaltchloride
Potassium dichromate
Trientthancllamine
Ammoniates mercury
Thimerosal

cosmetic cream

Figure 1 Allergens associated with facial allergic contact dermatitis

Patients who were diagnosed as ACD, The most (3.7%) (figurel). Other allergens that positive patch
frequent relevant allergens is nickel (33.33 %), testing in 1 patient (1.2%) are kathon CG, wool
followed by personal care product (9.84%), alcohols, colophony, quaternium -15, Amerchol L 101,
ammoniated mercury (8.64 %), fragrance mixed I Phenyl salicylate, Propolis, cinnamic aldehyde,

(6.17%), Myroxylon pereirae (4.94%) and thimerosal cinnamic alcohol, ylang-ylang, butyl metacrylate,
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benzoyl peroxide and acne cream. In 25 patients who
had positive patch testing to nickel, Dimethylglyoxime
(DMG) spot test was done on cell phone and showed
positive results in 2 of 25 patients. Fifteen of 25 nickel
positive patients had history of wearing glasses. All 7
patients with ammoniated mercury sensitivity had
history of using whitening cream.

Comparing with baseline series alone, when we
added cosmetic series, ammoniated mercury, toluene

sulfonamide formaldehyde resin, thimerosal and

cocamidopropylbetaine it could detect 5 more patients
with positive results (from 23 to 28). If cosmetic,
ammoniated mercury, toluene sulfonamide
formaldehyde resin, thimerosal, cocamidopropylbetaine
and personal care products are added, 16 more positive
results (from 23 to 39) could be demonstrated. When
comparing baseline series with baseline series plus
cosmetic series, there is a significant difference

(p<0.01) in sensitivity of patch testing (table4).

Table 4 Positive results by using standard patch test with additional cosmetic and own product.

Test Number of patients with positive reaction P value*
1. Baseline series alone 23 <0.001
2. Baseline plus Cosmetic series, ammoniated mercury, toluene
sulfonamide formaldehyde resin, thimerosal and
cocamidopropylbetaine 28 <0.001
3. Baseline plus Cosmetic series, ammoniated mercury, toluene
sulfonamide formaldehyde resin, thimerosal,
cocamidopropylbetaine plus personal care products. 39 <0.001

*Cochran Q Test between 3 product series

Discussion

In our institute, chronic facial dermatitis is one of
the most common disease reported, making up
approximately 6-10% of out patient cases. However, it
is sometime difficult to diagnose and manage, partly
because of the frequent use of topical skin care product
that may aggravate inflamed skin. Of the allergens
causing ACD, nickel is the most common relevant

allergen especially in women. Common sites of nickel

sensitivity are hands, ears and the temples, as reported
in the US and Belgium.é"5 Mercury are less added as a
component for topical medicaments nowadays so
sensitivity to mercury had decreased due to less contact
frequency6

In this study, of the 76 patients diagnosed with
facial dermatitis, 39 patients (51.3%) were found
having positive patch testing result. Nickel and personal

care product were the two most common allergens for
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facial ACD followed by ammoniated mercury,
fragrance mixed I, colophony, thimerosal and
formaldehyde resin. These results are slightly
difference from study done in Taiwan’ which showed
that the most common allergens were nickel,
ammoniated mercury, cobalt chloride and formaldehyde
resin. In contrast to our study, a study in United
Kingdom showed that the most common allergens were
personal care products, preservative and fragrance
mixed.” A study in China showed that
paraphenylenediamine, fragrance mixed and nickel
sulfate were the 3 most common causes for facial
ACD." The difference probably due to geographic
difference, race and products used in each country.

Our hypotheses for source of nickel in these
patients are 1) patients” own product 2) metal spectacle
frame and 3) cell phone parts. Nickel is reported to
cause facial dermatitis in eye shadowg, eye pencillo, and
cosmetic. ' Further study to analyze cosmetic
compositions should be carried out to screen for nickel
and mercury in the patient’s own cosmetic product.
Classically, patients diagnosed with facial dermatitis
from metal spectacle frames should present with
eczema at contact sites such as nose, temple, forehead
and ears but a study in China had showed that
spectacle-frame dermatitis can also present with
eczematous lesions diffusely over the face.’ This is due
to low nose ridge results in poorly fit spectacle frame.
Excessive sweating (especially in tropical climate like

Thailand) could dissolve nickel spectacle and spread to

other areas of the face. Also, spectacle-frame dermatitis
could be misdiagnosed if patient had visited the clinic
without wearing glasses.

Ammoniated mercury was the third most common
allergens for facial ACD in our study. In Thailand, the
main exposure to ammoniated mercury was probably
from skin whitening cream bought from flea market.
Mercury is prohibit by Thai Food and Drug
Administration (Thai FDA) in cosmetics but are still
illegally sold because of cheap price and its good short
term result.

Fragrance mix I and myroxylon pereirae were the
fourth and fifth common allergens in our study.
Fragrance was a frequent cause of cosmetic-related
allergic reactions in our study but were demonstrated to
be the most common causes for cosmetic-related
allergic reactions in United Kingdomlz, Europe13 and
India."* A new fragrance mix, fragrance mix II, has
been shown to have a lower number of false positive
reactions and to detect additional patients sensitive to
fragrances missed by the original fragrance mix "
Fragrance mix II was not tested in this study.

Thimerosal was reported to be the sixth frequent
allergen having positive patch testing result. However,
according to previous studyls, thimerosal is frequent
positive but often clinically irrelevant. Thimerosal is
used in antiseptic and preservative. The main
responsible compound in is ethylmercury chloride
(EtHgCI). Cross-reaction with methylmercury chloride

(MeHgCl) was demonstrated in previous study16 since
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EtHgCl and MeHgCl are similar in structure. Subjects
reacting to thimerosal or EtHgCl does not give
constantly positive reactions to other organomercury
compounds such as mersalyl acid, p-amino-
phenylmercuric acid, mercury acetate and methyl
mercury chloride.” In our study, all patients with
positive reaction to thimerosal also have positive
reaction to mercury while not all patients with positive
reaction to mercury have positive reaction to
thimerosal.

Formaldehyde was reported to be the sixth frequent
relevant allergen in our study but infrequent reported in
Belgium18 and United Kingdom.19 This could be due to
formaldehyde are commonly used as preservative in
Thailand. These substances are use for preventing
overgrowth of microorganisms in cosmetic products.
Other frequently used antimicrobial preservatives in
cosmetics and toiletries are paraben esters followed by
imidazolidinyl urea, quaternium-15, formaldehyde, and
isothiazolinones™”

Conclusion

Nickel, personal own products and ammoniated
mercury are the most common allergens causing facial
allergic dermatitis in our study. Unfortunately further
investigation for source of these substances could not
be done. Patch testing with cosmetic series and
substances supplied by the patient are an effective
means of identifying contact allergens that might
otherwise could be missed with only standard patch

testing.

Acknowledgement: We would like to thank
Phanpimol Akawipard for her kindness and effort in
preparing allergens for our subjects.
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ABSTRACT:

DATE D, GUPTE V, BHADSAWALE M, AYACHIT U, PATEL K, MORTILLO S, BHANDARE SP,
VANDEVEN M, CHATDAMRONGMONGKOL S. CLINICAL STUDIES TO DEMONSTRATE THE
EFFICACY OF A LIQUID CLEANSER CONTAINING 0.15% TRICHLOROCARBANILIDE (TCC).
THAI J DERMATOL 2011; 27: 247-259.

KELKAR EDUCATION TRUST SCIENTIFIC RESEARCH CENTER, MUMBAI, INDIA.
COLGATE-PALMOLIVE, PISCATAWAY, NJ, USA.

COLGATE-PALMOLIVE, MUMBAI INDIA.

COLGATE-PALMOLIVE (THAILAND) LTD.

Background: Hand washing is an effective procedure to protect against infection risk. Health care associated
infections or HCAI are associated with hospital-acquired infection, the prolongation of hospitalization as well as
enhanced morbidity and mortality rates. Reducing HCAI by an effective hand washing technique using antibacterial
cleansers or soaps is recommended.

Objective: To demonstrate the effectiveness of a liquid cleanser with 0.15% trichlorocarbanilide (TCC) to
eliminate transient microbial flora from the hands when used in a handwashing procedure, and to inhibit the growth of
transient bacteria compared to an ordinary soap.

Materials and Methods: The clinical studies were designed to demonstrate the efficacy of a liquid cleanser
containing 0.15% TCC against marker organisms such as Gram negative (Escherichia coli) or Gram positive
(Staphylococcus aureus) bacteria. The handwash method used E. coli as the marker organism and was based on ASTM
(American Society for testing and materials) E1174. The cup scrub method used S. aureus as the marker organism and
was based on a modification of ASTM E1874.

Results: Twenty subjects completed these 2 studies. After a single hand wash with liquid cleanser containing
0.15% TCC the log,, reduction of E. coli was 3.24 (99.94%). The log,, reduction of S. aureus compared to an ordinary
bar soap using the modified cup scrub method was 2.05 for the liquid cleanser containing 0.15% TCC.

Conclusion: A liquid cleanser containing 0.15 % TCC was highly effective against both Gram negative and
Gram positive bacteria. The liquid cleanser eliminated 99.94% of E. coli and showed significant residual antibacterial
protection against S. aureus bacteria compared to an ordinary bar soap.

Key word: Liquid cleanser, antibacterial ingredient, trichlorocarbanilide, TCC
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Introduction:

Bacterial infections are a significant health problem
around the world, especially in vulnerable populations,
such as children and the elderly. The WHO (World
Health Organization) guideline for hand washing with
antibacterial soap or cleanser was published in 2009'.
For the prevention of various infections including
bacterial pneumonia, septicemia and importantly,
diarrhea that was associated with the death of 3.5
million infants and children per year, regular hand
washing is an easy, highly effective and inexpensive
procedurez.

The United States Centers of Disease Control and
Prevention (CDC) strongly recommend that medical
personnel and health care providers best practices to
include proper hand washing during procedures3.
Numerous published data support the evidence that
hand washing can reduce health-related illness and
reduce the spread of the pathogen to others™”. There is a
higher risk of infection in cases of ineffective or lack of
concern for this preventive procedure3. Hand washing
before each meal and after toilet use was more effective
in reducing mortality rates from infection than
vaccination or some medications, and could reduce the
death rate from diarrheal disease by greater than 50%.

By conducting and launching a health policy about
community awareness for regular hand washing in
Thailand, Simmerman et al. successfully reported
lowering the rate of influenza virus contamination in

households’. ~ Other reports demonstrated that

antibacterial soap can more effectively reduce the
transmission of bacterial pathogens from hands to food
than ordinary soaps’g. Additional published reports
demonstrate the superiority of antibacterial soaps in
reducing bacteria compared to plain soaplo.

TCC is an antibacterial ingredient with activity
against bacteria especially Gram positive organisms,
which are commonly found on the skin'""%,

For skin infections caused by Staphylococcus or
Streptococcus, soap containing antibacterial agents is
essential, since not only can it eradicates the bacterial
pathogen but also be persistent on the skin to prevent
bacterial re-growth or new infections . Soap with
antibacterial properties is important to reduce the risk of
bacterial infection in the general population, and for
people with underlying skin disorders and high-risk
populations with illnesses such as diabetes, the
immune-compromised or burn patients.

The objective of this research was to demonstrate
the ability of a liquid cleanser with 0.15%
trichlorocarbanilide (TCC) to eliminate bacteria from
the hands and to inhibit the growth of bacteria
compared to an ordinary soap without antibacterial
ingredient.

Material and Methods:

The study protocols were developed by the Colgate-
Palmolive Dermal Clinical Research Group. The hand
wash study was performed at the Colgate-Palmolive
Technology Center, Piscataway, New Jersey. The

modified cup scrub study was performed at the Kelkar
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Education Trust Scientific Research Center, Mumbai,
India and was approved by Kelkar’s Scientific Research
Center Ethics Committee.

The protocols used to test the efficacy of the liquid
cleanser containing 0.15% TCC followed industry
published standards'™” and  were designed to
demonstrate efficacy against marker organisms such as
Gram negative (Escherichia coli) or Gram positive
(Staphylococcus aureus) bacteria. The
inclusion/exclusion criteria for both studies are
described below.

Inclusion criteria—Eligible study subjects had to be
female, between the ages of 18 and 55 and in good
general health. They were required to abstain from the
use of antibacterial or medicated bar soaps, liquid
soaps, hand gels, towelettes or wipes, talcs,
lotions/creams, dishwashing liquid and shampoos,
including those labeled antidandruff. They were
required to refrain from using topical steroids and
topical/systemic antibiotic medications for at least one
week prior to study start and for the duration of the
entire study. Forearms, hands and wrists should be free
of dermatoses, cuts, lesions, hangnails or other skin
disorders.

Exclusion criteria - Individuals were excluded

from the study if they had known sensitivities to the test

microorganisms or the antibacterial ingredient TCC, a
medical history of rheumatic fever, heart murmur,
mitral valve prolapse, endocarditis or congenital
valvular lesion, medically diagnosed with herpes virus
or varicella infection or other contagious skin diseases,
diabetes, hepatitis, HIV-positive or
immunocompromised. Individuals with any illness or
disease, specifically heart, lung, kidney, endocrine,
dermatologic or other abnormality or pathologic
condition were also excluded. Organ transplant
recipients, and individuals with any dermatological
disease or any other acute or chronic disease were also
excluded. Individuals currently using any systemic,
oral or topical antibiotics two weeks prior to study start
were excluded. Pregnant or breastfeeding females were
also excluded.

Clinical Procedure (Hand Wash Study)-The
objective of this study was to evaluate the ability of a
liquid cleanser containing 0.15% TCC to eliminate
bacteria from the hands after a single hand wash. The
method used was based on the ASTM E1174"", A Gram
negative bacteria, E. coli, was used as the marker
organism. Twelve subjects were recruited for the hand

wash test.
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Table 1 Test material evaluated in this study

Test Product

Liquid Cleanser'

'Protex Shower Créme containing 0.15% TCC

Test Organism:

Escherichia coli ATCC 11229 was used and
prepared for the test as follows:

Transfer a colony from the stock culture of the
bacteria to 10 mL of Tryptic Soy Broth (TSB).

Incubate the stock culture in a shaker for 24 hours

at 35+ 2°C.

Take 0.5 mL of overnight culture and transfer to

500 mL TSB. Incubate overnight at 35°C (bacterial
suspension used for testing)

Experimental Procedure:

Washout Period:

Participants were asked to refrain from using any
antibacterial or medicated bar soaps, liquid soaps, hand
gels, towelettes or wipes, talcs, lotions or creams,
dishwashing liquid and shampoos including those
labeled antidandruff during the one week washout
period.

They were given a personal hygiene kit including a
non-antibacterial soap and an antiperspirant/deodorant
which does not contain any known antibacterial
ingredients for normal use throughout the study.
Participants used these products exclusively during

their participation in the study.

The participants were not to come in contact with
materials such as detergents, solvents, acids, or bases.
If contact with could not be avoided, the hands were to
be protected by use of rubber gloves. Rubber gloves
were issued with instructions they be used to avoid
contact with detergents, acids, bases or solvents.

Participants were instructed to refrain from
swimming in chlorine-treated pools, hot tubs, and spas
24 hours prior to the test. They were instructed to
refrain from using any cosmetic products on their hands
such as lotions, perfumes and hair fixatives (mousses,
gels, etc.) 24 hours prior to the start of the wash phase
of the study.

Study Baseline Pre-Wash:

All jewelry on the hands and wrists were removed.
All participants, prior to their baseline bacteria count,
performed a pre-wash to remove oil and dirt using the

following procedure:

Wet both hands under running warm (40 + 2° C)
tap water. Using a pipette , dispense 5 mL of a mild,
non-antimicrobial liquid soap into cupped hands and
spread soap all over hands. Add a small amount of
water from the tap and wash both hands and lower third

of the forearms in a vigorous manner for 30 seconds.
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Rinse under running warm tap water for 30
seconds.
Dry hands with disposable paper towels.
Baseline Bacteria Count:

After the pre-wash, baseline bacterial counts were

measured for each subject using the following

procedure: A total of 4.5 mL (approximately 108
organisms/mL) of the contaminant culture was
dispensed onto the hands of all participants then rubbed
thoroughly over the surfaces of the hands, not going
above the wrist, using the following procedure:

A technician applied 1.5 mL of contaminant culture
onto each subject's cupped hands.

Subjects rubbed the contaminant culture thoroughly
over the surfaces of their hands for 20 seconds, making
sure to not go about the wrist and allowed it to air dry
for 30 seconds.

The steps above were repeated two more times such
that a total of 4.5 mL of contaminant culture had been
applied. After the last 1.5 mL contaminant culture had
been applied, the hands were allowed to air-dry for an
extra 30 seconds so that the total drying time was 2
minutes.

Food storage plastic bags (approximately 11.5 in x
12.5 in) were placed on each of the right and left hands.
A 75 mL aliquot of bacterial collection fluid was
aseptically added into each bag and the bacterial
sampling procedure was carried out as described below.
The hands and forearms were then washed thoroughly

with a mild, non-antibacterial soap.

Treatment Procedure:

Prior to the hand wash with the test product, 4.5 mL
of the contaminant culture was dispensed onto the
hands of all participants as described above.
Immediately after the contamination step, the
participants' hands were treated with the liquid cleanser
under close supervision.

The test product was applied in the following
manner: Dispense 1.5 mL of the test product using a
pipette into the subject,s cupped hands. Add a small
amount of water from the tap and lather the hands for
30 seconds (palm, back of hand and fingers to be
included), rinse for 30 seconds and allow hands to air-
dry for 5 minutes.

Bacterial Sampling Procedure:

Plastic food storage bags were placed over the right
and left hands immediately after washing and rinsing. A
75 mL aliquot of bacterial collection fluid was
aseptically added into each bag. The plastic bag on each
hand was secured and massaged for one minute in a
uniform manner by a lab technician. An aliquot of the
fluid was aseptically obtained directly from the bagged
hand without touching the hand in the process. The
sample was appropriately diluted in neutralizing
phosphate buffer (0.1% Triton X-100 in 0.075M
phosphate buffer containing 11.7 g/L lecithin and 2%
Tween-80, adjusted to pH 7.8)

After bacterial sampling, participants washed their

hands under running warm tap water to wash off the
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bacterial collection fluid from the skin. Both hands
were then dried with disposable paper towels.

The participant's hands were disinfected by
immersing hands in 70% isopropanol for 3 minutes at
the end of the study.

Bacterial Counts of Sampling Solution:

An aliquot (0.1 mL) of the bacterial suspension

collected from the hands was plated in duplicate on the

surface of Mac Conkey’s agar plates. The prepared

plates were incubated for approximately 24 hours at

359C. Standard plate counting procedures were used to
count only the E. coli colonies.
Data Analysis:

The colony forming units (cfu) were calculated as
follows:

CFU/hand = cfu/plate x dilution factor x 10 (since
only 0.1 mL plated) x 75 (volume of bacterial collection

fluid)

Table 2 Test materials evaluated in this study

The cfu for the left and right hands of each
participant were averaged and transformed tolog,,.

The difference in the averaged log,, cfu/hand
between baseline and post-treatment for each
participant was calculated and mean determined. A
two-tailed paired t-test was used to compare the level of
significance between the mean log bacterial counts at
baseline to the mean log bacterial counts post-treatment
at X =0.05.

Clinical Procedure (Modified Cup Scrub Study) -
The objective of this study was to evaluate the
antibacterial efficacy of a liquid cleanser containing
0.15% TCC against a Gram positive organism,
Staphylococcus aureus, using a modified cup scrub
method based on ASTM EI1874" and previously
published research' ™'’ The test measured the residual
antibacterial efficacy of the liquid cleanser with 0.15%
TCC compared to an ordinary bar soap without

antibacterial ingredient. Eight8 subjects were recruited

for the modified cup scrub test.

Code Test Product
A Liquid Cleanser !
B Ordinary Bar Soap :

' Protex Shower Créme containing 0.15% TCC
: Ordinary Bar Soap without antibacterial ingredient

TCC or Trichlorocarbanilide



Vol.27 No.4

Date D et al

255

Two materials were evaluated in this study. The
experimental tested product was liquid soap with 0.15%
TCC and ordinary bar soap without antibacterial agent
as a control.

Test Organism:

Staphylococcus aureus ATCC 6538 was used and
prepared for the test as follows:

Transfer a colony from stock plate culture of the
bacteria to 30 mL of Tryptic Soy Broth (TSB)

Incubate the stock culture in a shaker incubator for

24 hours at 35 + 2°C.

Centrifuge the stock culture at 3200 rpm for 20-30
minutes.

Discard the supernatant and re-suspend the pellet in
10 mL TSB.

Adjust the test organism to 0.1 OD units in
Phosphate Buffered Saline (PSB) solution containing
0.05%Pluronic L-44.

Experimental Procedure:
Treatment Procedure:

The participants were advised to wear clothing on
test days that allowed easy access to the hands and
forearms and to remove all jewelry from the wrists and
hands before washing was done. Each panelist
conducted their own supervised wash regimen observed
by the trained study personnel.

Prior to washing on the first day, each forearm was
marked into two sections: an upper and a lower section.
Each section was washed with one of the test products

following a randomization scheme. There were 7

washes over a 3 day period. There were three washes
on Days 1-2 and one wash on Day 3. On Days 1-2, the
washings occurred at least one hour apart.

Washing directions for Liquid Soaps:

Test sites were wetted with warm (40 + 29 C) tap
water. Technicians dispensed 1.5 ml of the liquid
cleanser to their gloved hand. Test sites were lathered

for 60 seconds followed by rinsing for 30 seconds with

running tap water (40 + 2° C). The sites were patted dry
with a disposable paper towel. On day three, after
washing, the site was air dried for 15 minutes. The test

bacterial organism was then applied to the test sites.

Washing direction for Bar Soaps:

Test sites were wetted with warm (40 + 29 C) tap
water. The wetted test bar was rotated ten'’ times by the
technician. The wetted bar soap was then rubbed
against the test site by a gloved technician for fifteen”
seconds. The site was then lathered by a gloved
technician’s hand for forty-five (45) seconds. Test sites
were rinsed under running warm tap water for fifteen
seconds, and then patted dry with a disposable paper
towel. On day three, after washing, the sites were air
dried for 15 minutes. The test bacterial organism was
then applied to the test sites.

Bacterial Sampling Procedure:

On day three, prior to the washing process
described above, two circular sites, area = 7.1 cmz, were
delineated on each forearm section. After the forearms

had been air-dried for 15 minutes after the wash on day
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three, the participants were taken to a designated area
and asked to sit with their arms straight out. Each site

was applied with 0.025 ml of overnight bacterial

suspension (109 colony forming unit (cfu) by the
trained technicians. Then the test site was occluded
with a plastic chamber and secured with transparent,
adhesive tape (Tegaderm®) for 5 hours. The
participants were asked to sit at the test facility for 5
hours.

Five hours later, the bacteria were harvested by the
technicians using a glass cylinder cup, (area = 7.lcm2).
Harvesting of each site was done by pipetting 1 mL of
Letheen Broth into the hollow glass cylinder and the
massaging the skin for 60 seconds with a sterile glass
rod, removing the fluid, and adding a second 1 mL of
Letheeen Broth for another 60 second massage,
removing the fluid and pooling the two samples. The
samples were plated on Microbial Content Agar (MCA)
and incubated at 37°C for 48 hours. Standard plate
counting procedures were used to count only the S.
aureus colonies.

Data Analysis:

An Analysis of Variance (ANOVA) was performed
on the calculated log colony forming units (CFU/ cm’)
of each site using participants and treatment as the
effects, to determine if overall significant differences

exist among the treatments at the 5% significance level

(0=0.05). If the F-test showed significant differences
among treatments, a Tukey's test was done on each
treatment pair as a post-hoc multiple comparisons. The
means and standard error of the log CFU’s were
computed for each treatment with the difference in the
means from the baseline providing a measure of the
antibacterial efficacy expressed in log CFU’s
reduction/recovery.

Results — Hand Wash Test:

Summarizing the results of all participants, the
mean of log CFU of the marker bacteria (E. coli) at
baseline and after single handwash with liquid cleanser
containing 0.15% TCC was 9.01 and 5.77, respectively
as shown in Table 3. The mean (SE) log reduction
from baseline was 3.24 or 99.94% (Table 3, Figurel).
This result demonstrated that the liquid cleanser with
0.15% TCC significantly reduced the marker bacteria.
Results Modified Cup Scrub Study:

Summarizing the results of all participants, the mean
(SE) of log CFU of the marker bacteria (S. aureus) for
the liquid cleanser with 0.15% TCC and ordinary bar
soap was 2.87 (0.18) and 4.92 (0.08), respectively as
shown in Table 4 and Figure 2. The log reduction of the
liquid cleanser with 0.15% TCC from the ordinary bar
soap was 2.05. This result demonstrated that the liquid
cleanser with 0.15% TCC significantly inhibited the

growth of S. aureus compared to the ordinary bar soap.
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Table 3 Mean Log CFU of E.coli (n=12)

Tested agent Log CFU

Baseline Mean (SD) After 1 handwash Mean (SD) Log reduction (from baseline) Mean (%)

Liquid Cleanser (0.15%TCC)  9.01 (0.28) 5.77 (0.42) 3.24 (99.94)

Mean Log CFU
10

O =N W R U N 0O

Baseline Post Wash 1
Figure I: Comparison of Log CFU before (Baseline) and after a single handwash with Liquid cleanser containing
0.15%TCC
Mean Log CFU at baseline was 9.01 and after 1 handwash for 5.77
TCC or Trichlorocarbanilide

CFU or Colony Forming Unit

Table 4 Mean log CFU' of S. aureus (n=8)

Post-wash Test statistic
Log reduction from P value ’
Product Test Product Mean Log CFU/ em’ (SE)4 Ordinary Bar Soap (B)
A’ Liquid Cleanser with 0.15% TCC® 2.87(0.18) 2.05 <0.0001
B’ Ordinary bar soap 4.92 (0.08) - ----
'CFU or Colony Forming Unit *SE or standard error
?Product A or Protex Shower Créme containing 0.15% TCC ’ Tukey test

* Product B or Ordinary Bar Soap without antibacterial ingredient °TCC or Trichlorocarbanilide
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Mean +/- SE

Liquid Cleanser with 0.15% TCC

Ordimary Bar Soap

Figure 2: Comparison of log CFU' of Liquid Cleanser with 0.15% TCC ?toan Ordinary Bar Soap

Mean (SE3) Log CFU of Liquid Cleanser with 0.15% TCC was 2.87 (0.18) and Ordinary Bar Soap for 4.92 (0.08).

" CFU or Colony Forming Unit
*TCC or Trichlorocarbanilide

*SE or standard error

Discussion and Conclusion:

Handwashing is important for hygienic medical
practice since this procedure can reduce infection risks
especially for hospital-acquired infection. Not only is
proper handwash technique necessary but the use of a
soap or cleanser containing an effective antibacterial
agent is also desirable for maximum bacterial reduction.

Today’s generation of topical antimicrobial
products provide a public health benefit by reducing or
eliminating bacteria on skin. Such products are
formulated with active ingredients that have the
capability of reducing resident and transient organism
populations with greater effectiveness and efficiency
than can be achieved through the use of plain soap.

This additional reduction translates to risk reduction in

the transmission of potentially pathogenic organisms
and in the potential for disease acquisitionA.

In these studies a liquid cleanser containing TCC
has been shown to be highly effective against both E.
coli, and S. aureus. In the hand wash study the liquid
cleanser containing TCC reduced the maker organism
by greater than 3 log . In the United States, healthcare
antiseptic drug products that are regulated by the U.S.
Food and Drug Administration (USFDA) are required
to demonstrate at least a 2 to 3 log reduction following
a handwash'". In addition, the cup scrub study, which
used S. aureus as the marker organism, demonstrated
that the antibacterial ingredient, TCC, that was present

in the liquid cleanser, was able to significantly inhibit
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the growth of S. aureus when compared to the ordinary

bar soap.

These studies have provided the clinical evidence

that a liquid cleanser with TCC eliminated more than

99.9% of E. coli and significantly inhibited the growth

of S. aureus compared to an ordinary bar soap. This

evidence supports the use of antibacterial hand washing

for reducing infection risks for health care providers

and the general population and should encourage

physicians and health care providers in the best

hygienic practices.
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The correlations of tinea corporis or tinea
cruris with symptomatic and asymptomatic

tinea pedis and onychomycosis.
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Prapawan Chawvavanich MD,
Rataporn Ungpakorn MD,

Sutthirat Reangchainam Msc.

ABSTRACT:

Piamphongsant P, Chawvavanich P, Ungpakorn R, Reangchainam S. THE CORRELATIONS OF TINEA
CORPORIS OR TINEA CRURIS WITH SYMPTOMATIC AND ASYMPTOMATIC TINEA PEDIS AND
ONYCHOMYCOSIS. THAI J DERMATOL 2011; 27: 260-272.

THE INSTITUTE OF DERMATOLOGY, BANGKOK, THAILAND.

Background: Dermatophytosis is a superficial dermatophyte infection . Studies have demonstrated correlations
between tinea corporis or tinea cruris and concomitant fungal infections on other sites, but there are few reports about
correlations with asymptomatic tinea infection.

Objective: To determine the prevalence of tinea corporis or tinea cruris in correlations with symptomatic or
asymptomatic tinea pedis and/or onychomycosis.

Materials and methods: 150 patients from the Institute of Dermatology with fungal infections on the trunk or
groins who were clinically diagnosed and mycologically confirmed. Symptomatic and asymptomatic tinea pedis, and
onychomycosis were confirmed by KOH preparation and nail clipping.

Results: One hundred and fifty patients were enrolled in the study. There were 81 patients (54%) who had tinea
corporis, 27 (18%) patients with tinea cruris, while 42 patients (28%) had both tinea corporis and tinea cruris. Among

these subjects, there were 20 cases of symptomatic tinea pedis, 14 asymptomatic tinea pedis, 11 symptomatic
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onychomycosis and 7 cases with normal target toenail but showed positive culture for fungus. Concomitant tinea corporis
and tinea cruris were found in 28% of the study group (p<0.001). Concomitant tinea pedis and onychomycosis were
identified in 3.33% (p = 0.008). Asymptomatic tinea pedis were also identified in 4.7 % of patients with tinea corporis and
tinea cruris (p = 0.003). The presence of asymptomatic nail infection was not statistically significant.

Conclusion: It is advisable, therefore, to examine the feet and toenails of all proven cases of tinea on the body
and groins for possible concomitant foot infection. However, whether it is necessary to treat all asymptomatic cases need
to be further debated.

Key word: Prevalence, Tinea corporis, Tinea cruris, symptomatic and asymptomatic tinea pedis, symptomatic

and asymptomatic onychomycosis
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UIU (%@Uaz) Tinea corporis 81 (54) Tinea cruris27 (18) Tinea corporis and Tinea cruris 42 (28)

HA

Tinea pedis 9 (6) 42.7) 2(1.3)
Onychomycosis 1(0.7) - 5(3.3)
Tinea pedis and onychomycosis 3(2) 2(1.3) -
Asymptomatic tinea pedis 2(1.3) - 7(4.7)
Asymptomatic onychomycosis 1(0.7) - -
Asymptomatic tinea pedis and 2(1.3) 1(0.7) 2(1.3)

asymptomatic onychomycosis

Normal foot and toenail 63 (42) 20 (13.3) 25(16.7)
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né;aﬂ'ﬂiﬂ symptomatic asymptomatic symptomatic Aasymptomatic
Trichophyton rubrum 63 (77.8) 19 (70.4) 40 (95.2) 11 (55) 1(7.1) 7(63.6) ) 1(14.3)
Trichophyton mentagrophytes 11 (13.6) 3(11.1) 3(15)
Microsporum canis 5 6.2) 1(24) N
Microsporum gypseum 2(2:5)
Epidermophyton floccosum 5(18.5) 1(5)

Non- dermatophytes

Scytalidium dimidiatum 3 (15) 12 (85.7) 2(18.2) 4(57.1)
Fusarium spp. 1(9.1) 1(14.3)
Yeast

Candida albicans 1(5) 1(14.3)

Mixed infection
Scytalidium dimidiatum sy 19.1)
Fusarium spb.
Scytalidium dimidiatum Faufy 1(5) 1(7.1)
Trichophyton mentagrophytes
Candida albicans 39U/ 1(2.4)

Trichophyton rubrum

ket 81 (100) 27 (100) 42 (100) 20 (100) 14 (100) 11 (100) 7 (100)
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A comparison of prednisolone plus oral
azathioprine or oral cyclophosphamide
versus prednisolone alone for the treatment

of mild pemphigus.

Proadpran NaSongkhla MD,

Oraya Kwangsukstid MD.

ABSTRACT:

NASONGKHLA P, KWANGSUKSTID O. A COMPARISON OF PREDNISOLONE PLUS ORAL
AZATHIOPRINE OR ORAL CYCLOPHOSPHAMIDE VERSUS PREDNISOLONE ALONE FOR THE
TREATMENT OF MILD PEMPHIGUS. THAI J DERMATOL 2011; 27: 273-283.

IMMUNOLOGY DEPARTMENT,. INSTITUTE OF DERMATOLOGY, BANGKOK, THAILAND.

Background: Pemphigus is a rare bullous autoimmune disorder. Systemic corticosteroids are the mainstay of therapy
and are usually given in combination with adjuvant immunosuppressive agents to reduce the cumulative corticosteroids dose and
adverse effects, however there is no controlled studies on individual therapeutic regimens in mild pemphigus.

Objective: To demonstrate the efficacy, safety and corticosteroids-sparing effect of oral cyclophosphamide or
azathioprine for the treatment of mild pemphigus.

Material and Methods: A prospective randomized non-blinded experimental study 22 patients with mild pemphigus.
They were randomized in to 2 groups, 11 for each by simple randomization method. The first group were received daily oral
prednisolone alone. The second group were received daily oral prednisolone plus oral cyclophosphamide or azathioprine. At each
follow up visit, the prednisolone dosage was subsequently reduced until discontinue followed by 6 and 12 weeks follow up to
measure number of patients who achieve complete remission, time to achieve remission, recurrent and relapsing rate, cumulative
prednisolone dose and side effects of the treatments. The number of new blister formation and level of anti-Dsg3 and/or anti-

Dsglauto-antibodies by ELISA method are used for evaluation.
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Results: There were 22 patients included in this study, but 3 patients from the combined group were excluded due to
their poor compliance. The remaining 19, 13 were female, 6 were male in 18-78 years of age (average 47.7 years). There were 7
cases with pemphigus foliaceus, 12 with pemphigus vulgaris and 2 of them have been treated with prednisolone. At the end of the
study, the number of patients who achieved complete remission was 63.6% (7/11) in the prednisolone group and 75% (6/8) in the
combined group (P = 1) correlate with the reduction of anti-Dsg 3 and/or anti-Dsg 1 auto-antibodies titers. The average time to
complete remission in the prednisolone group were 255.14 (215 — 267 days) and in the combined group were 266.66 (266 — 267
days) (P = 0.125). One patient from the combined group had disease relapse between treatment. Three patients from the
prednisolone group had disease recurred after stop treatment with average time 8.3 weeks. The average cumulative prednisolone
dose were 2648.5 (1750 — 3600 mg) in the first group and 2300 (2100 — 2625 mg) in the combined group (P = 0.191). Acne, weight
gain and cushigoid appearance were the adverse effects noted in both group. Hypertension, hyperglycemia and oral candidiasis
were found only in prednisolone group. Nausea and vomiting were found only in combined group

Conclusions: The combination of daily oral prednisolone plus oral cyclophosphamide or azathioprine seems to have
higher rate of complete remission, lower recurrent rate, longer disease free interval and also demonstrate steroid sparing effect

without serious adverse effects from immunosuppressive agents.

Key words: Pemphigus vulgaris, pemphigus foliaceus, cyclophosphamide, azathioprine, prednisolone ABIS skin score
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Warty dyskeratoma on the scalp in a

Thai patient: A Case Report.

Somsak Towanabut MD,

Oraya Kwangsukstid MD.

ABSTRACT:

TOWANABUT S, KWANGSUKSTID O. WARTY DYSKERATOMA ON THE SCALP IN A THAI
PATIENT: A CASE REPORT. THAI J DERMATOL 2011; 27: 284-288.
INSTITUTE OF DERMATOLOGY —MINISTRY OF PUBLIC HEALTH,BANGKOK, THAILAND.

Warty dyskeratoma is an uncommon benign epidermal tumor presented clinically as a skin-colored to brown
papule, plaque or nodule with central keratotic plugging and commonly located on the head and neck in late adult.
Histological examination is necessary for diagnosis.We report a 75-year-old female Thai patient with a crusted verrucous
plaque on the scalp for a year and pathological findings of focal acantholytic dyskeratosis is reported as a case of warty
dyskeratoma. The clinicopathological feature is discussed on the basis of available knowledge from the reference

literature.

Key words: Warty dyskeratoma
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Warty dyskeratoma is an uncommon benign
epidermal tumor that first described by Frederick J.
Szymanski in 1957'.  The etiology of warty
dyskeratoma is unknown. It occurs in the middle-aged
or older personl’2 as a solitary verrucous, crusted skin-
colored to red brown papule with central pore and
keratotic plug. The common location are on the head
and neck. Lesion can be found in the other parts of the
body such as subungual arealo, trunkl’”, lower
extremitiesS’12,vulval3and oral cavi‘[yw’&14

The diagnosis is almost depended upon the
recognition of the typical histopathologic ﬁnding1 2
Few cases of warty dyskeratoma have been reported
especially in Thailand.

We report a case of warty dyskeratoma in an old

Thai female patient and review the clinical and

histologic feature of this condition.

Case report

A seventyfifth-year-old-Thai woman from Phang-
nga came to the Institute of Dermatology with an
asymptomatic verrucous plaque on the scalp for a year.
The lesion gradually enlarged peripherally and
indurated without erosion or bleeding.

She also had scalp psoriasis for 20 years. The
disease was well controlled by tar shampoo, topical
triamcinolone acetonide solution and desoximethasone
solution.

Physical examination revealed solitary well defined
verrucous, slightly crusted, skin colored to light brown
plaque with keratotic plug stucked on vertex of the
scalp. Approximatedly 3cm. x 3cm. in size (figure 1).
Differential diagnoses included seborrheic keratosis,

verruca vulgaris and hypertrophic actinic keratosis.
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Figure 3 Histopathological examination (x200)

Figure 4 Histopathological examination (x400)

Histopathological examination of the lesion on the
scalp area revealed a circumscribed, cup-shaped,
invaginating lesion extending into the underlying
dermis (figure 2). The central depression is filled with a
plug of keratinous material containing numerous
acantholytic, dyskeratotic cells in its upper portion
focally and the lower portion is occupied by numerous
villi (figure 3 and 4). These findings were consistent
with warty dyskeratoma.

The patient refused totally excision and she was treated
with topical 10% salicylic acid oinment.
Discussion

Warty dyskeratoma is the name first given by
Szymanskil in 1957 to a rare solitary benign cutanoeus
papule or nodule that is usually found on the head or
neck in an elderly person. The age of patient vary from
43-66 years old and the tumors had been presented
from six months to a few yearsl’z. Warty dyskeratoma
demonstrates no genetic predisposition. It is more

prevalent in men, usually appearing in both White and
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Negro2 patient but also reported in Asia especially from
India’and J apan4.

The etiology of warty dyskeratoma is unknown, but
ultraviolet lights, viral infectionsz, intraoral trauma’or
chronic irritation, such as tobacco usage7’8 have been
postulated to play a role. Recently, There was a study
revealed that PCR analysis for HPV-DNA from warty
dyskeratoma lesions were negativeg. Multiple lesions of
warty dyskeratoma were described in three patients
with renal failure’.

Warty dyskeratoma presents commonly as a solitary
verrucous, crusted skin colored to red brown papule
with central pore and keratotic plug with slow growth.
The common locations are on the scalp, cheek, temple,
forehead, postauricular area and nose but may be found
less commonly on the subungual aream, trunkl’“, lower
extremitiesS’lz, vulvaand oral cavitym, especially on
the hard palateé’s, buccal mucosa and alveolar ridge7.
It’s typically range in size from several millimeters to 2
cm.in diameter. Mulitple lesions have been reported4’5.
Most warty dyskeratoma are asymptomatic, but they
occasionally have  pruritus, burningz, bleeding or
intermittently cheesy material discharge.

Typical histopathologic  finding of warty
dyskeratoma revealed large, cup-shaped invagination
connected with the surface by a channel filled with
keratinous material which contains numerous
acantholytic, dyskeratotic, dyskeratotic cells in its upper
portion. The lower portion is occupied by numerous

villi, often lined with a single layer of basal cells and

project upward from the base of the cup-shape
invaginationl’m’”. In electron microscopy, there are
similar ultrastructural changes in the different variants
of epidermolytic hyperkeratosis”. The
histopathological pattern is characteristic and useful for
definite diagnosis. Focal acantholytic dyskeratosis“’18 is
histopathological  differential ~ diagnosis  includes
Darier’s disease, linear epidermal nevus, actinic
keratosis, Grover’s disease, acantholytic dyskeratotic
acanthoma' and even acantholytic variant of malignant
skin tumor include squamous cell carcinoma’’.

Warty dyskeratoma may resemble Darier’s disease,
Hailey-Hailey disease, seborrheic keratosis”,verruca
vulgaris, hyperketrophic actinic keratosis and squamous
cell carcinoma'”.

There have been reported that warty dyskeratoma
coexisted with other skin lesionsz, including verrucous
xanthoma, actinic  keratosis, squamous  cell
carcinomals,basal cell carcinoma and adnexal
carcinoma.

Warty dyskeratoma is benign, The treatment of
choice would appear to be adequate local excisionlg,The
lesion is resistant to x-ray and, if inadequately removed
by desiccation, curettage or even excision, tend to
recur . Topical tazarotenic acid was successful used as
alternative treatment for multiple warty dyskeratoma on
the trunk and extremities” . Malignant transformation or

metastasis has not been reportedl’z’ls.
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Cutaneous Sinus Histiocytosis with

Massive Lymphadenopathy: A Case report.

Surasri Imchai MD,

Kobkul Aunhachoke MD.

ABSTRACT :

IMCHAI S, AUNHACHOKE K. CUTANEOUS SINUS HISTIOCYTOSIS WITH MASSIVE
LYMPHADENOPATHY : A CASE REPORT. DERMATOL 2011; 27: 289-295.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, PHRAMONGKUTKLAO HOSPITAL,
BANGKOK, THAILAND.

Sinus histiocytosis with massive lymphadenopathy, or Rosai-Dorfman disease, is a benign idiopathic histiocytic
proliferative disorder which commonly involves the lymph nodes with or without extranodal involvement. Purely
cutaneous disease without lymphadenopathy or internal organ involvement rarely occurs. We report a 45-year old female
patient who presented with single asymptomatic skin lesion on her face for several months without lymphadenopathy or
internal diseases. The characteristic emperipolesis phenomenon on histopathologic examination from her skin lesion was
observed.

Key words: Sinus histiocytosis with massive lymphadenopathy, Rosai-Dorfman, cutaneous, emperipolesis
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Sinus histiocytosis with massive lymphadenopathy,
or Rosai-Dorfman disease, is a benign idiopathic
histiocytic proliferative disorder which commonly
involves the lymph nodes with or without extranodal
involvement. Cutaneous disease without
lymphadenopathy or internal organ involvement is
rarely found. We present a case with an asymptomatic
skin lesion on the face for several months without any
evidence of lymphadenopathy or internal disease.
Histopathologic examination of her skin lesion showed
the characteristic emperipolesis.

Case report

A 45-year-old Thai woman from Bangkok presented
to the Dermatology Clinic, Phramongkutklao hospital
with a single asymptomatic skin lesion on her right
cheek for several months. The lesion gradually enlarged
and the patient was cosmetically concerned. She had no

history of recent fever, chill, myalgia, weight loss,

palpable lumps, blurred vision or other skin lesions. She
also had no history of autoimmune diseases,
hematologic  diseases, recent  respiratory  or
gastrointestinal tract infections. In addition, she denied
taking any medication prior to the onset of the lesion.
Physical examination revealed a solitary ill-defined
yellowish, firm, edematous, erythematous plaques 2 cm.
in diameter on the right cheek. Histopathologic
examination revealed effacement of rete ridges with
dense nodular infiltration in the dermis. The infiltration
consisted of lymphocytes and large histiocytes with
abundant pale cytoplasm, several of which showed
ingested lymphocytes i.e. emperiopolesis phenomenon.
There were also many plasma cells and eosinophils
infiltration. These histiocytes stained negative for S-100
protein, CD68 and CDla. A complete physical
examination revealed neither lymphedenopathy nor

visceral organ involvement. Laboratory investigation
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and chest X-ray were within normal limit. She was
diagnosed as cutaneous Rosai-Dorfiman disease. Several
months later, the lesion showed gradual spontaneous

regression without any treatment.

Figure 1

Figure 2

Discussion

Sinus histiocytosis with massive lymphadenopathy
(SHML), or Rosai-Dorfman disease (RDD), is a rare,
idiopathic, non-neoplastic histiocytic disorder that was
firstly described by Rosai and Dorfman in 1969'. It is
thought to be a reactive histiocytosis, which is generally
benign, self- limited, and confined mainly to cervical
lymph nodes. The typical patient is a healthy appearing
man in his twenties who develops painless bilateral

cervical lymphadenopathy, an elevated erythrocyte
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sedimentation rate, and a polyclonal gammopathy, with
reversal of T4/T8 ratio’. Most reported cases occur in
the first or second decade of life, with a slight male
predominance. The disease is mostly prevalent in the
blacks and whites, and is only rarely reported in
Asians’.

There are various clinical presentations in the
disease. Systemic symptoms such as fever, weight loss,
malaise, and night sweat may be found. Lymph node
enlargement, such as axillary, inguinal, and mediastinal
lymph nodes, may be also present4. Approximately 43%
of RDD are found to have extranodal involvement, and
23% of the cases had extranodal involvement only. The
most common extranodal affected sites are the skin and
soft tissue (16%)2; followed by nasal cavity and
paranasal sinuses (16%); eye, orbit and ocular adnexa
(11%); bone (11%); salivary gland (7%); central
nervous system (7%); oral cavity (4%); kidney and
genitourinary tract (3%); respiratory tract (3%); liver
(1%); tonsil (1%); breast (<1%); gastrointestinal tract
(<1%); and heart (<1%).2’5’6

In 50% of cases, skin is the only involved organ.2
The clinical features of cutaneous lesions are generally
nonspecific. They may be presented with either single
or multiple macules, papules, plaques, or nodules
ranging in color from red-brown to orange to yellow
with induration, central atrophy or ulceration’. Skin
lesions of RDD have been reported to present as a
variety of other dermatologic disorders, such as

exfoliative dermatitis, xanthoma, Peyronie's disease,

pyogenic granuloma, lupus vulgaris, sarcoidosis, acne
vulgaris, psoriasis, hidradenitis suppurativa, vasculitis-
like eruption4 and granulomatous rosacea-like rashes’.
Furthermore, the lesions of RDD may occur in any body
site, such as the scrotum, the ear, or even in chickenpox
scars. RDD may be localized in soft tissue and may
present as a subcutaneous mass, which, if it is located
on the breast, may mimic malignancy.

The hallmark of SHML is the presence of
lymphocytophagocytosis (emperipolesis) phenomenon
with dense upper dermal histiocytes infiltration with
scattered multinucleate giant cells and also plasma cells
in the skin lesions. These histiocytes usually stain
positive for S-100 protein, CD68, factor XIlla, but
negative for CD1a. There are no Birbeck granules in the
histiocytes by electron microscopyz.

S-100-negative histiocytes in RDD have been
reported as seen in our case. According to Deodhare et
al, two types of histiocytes, S-100-positive and S-100-
negative histiocytes, have been observed in the
pathology of SHML". The S-100-negative histiocytes
were smaller and may be precursors of characteristic
RDD cells. Local factors such as cytokines production
may transform these cells to S-100-positive large
histiocytes, showing emperipolesis. Wang et al studied
clinicopathological profiles of 21 lesions from 6
patients with cutaneous RDD and found foamy
histiocytes in older lesion of RDD’. These foamy
histiocytes were mostly S-100 negative but some of

them were S-100 positive. This findings supported that
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these histiocytes were derived from aging Rosai-
Dorfman(RD) cells through a degenerative process.

RD cells in our patient also have negative CD68
staining. In case series from Wang et al, CD68 was
variable expressed in RDD cells’. They hypothesized
that the variably CD68 staining was due to the unstable
phenotype of RD cells.

Cutaneous RDD has variable clinical presentation
indistinguishable from other non-Langerhans cells
histiocytosis such as xanthogranuloma,
reticulohistiocytosis, generalized eruptive histiocytosis,
xanthoma, benign cephalic histiocytosis and malignant
histiocytosis. Moreover, it can also mimic inflammatory
or pseudotumor and infectious processes such as acne
conglobata, granulomatous rosacea, sarcoidosis, deep
fungal infection, tuberculosis cutis, pyogenic
granuloma, dermatofibroma or dermatofibrosarcoma
protuberans, inflammatory pseudotumor of soft tissues
and lymphoma cutis. Tissue culture and special stains
for micro-organisms (such as Periodic Acid-Schiff,
acid-fast bacilli, and Fite's) could exclude the possibility
of infection. A correlation between clinical presentation
and the characteristic histologic findings can give the
provisional diagnosis. In addition,
immunohistochemistry staining such as S-100 protein,
CD68 and CDla could usually help to confirm the
diagnosislo.

The cause of RDD remains uncertain. There are the
association of RDD with other abnormalities of the

immune system, such as autoimmune diseases,

lymphoma, leukemia, and various infectious processes,
including Epstein-Barr virus, human herpesvirus-6,
herpes simplex virus, or rarely Brucella, Klebsiella
rhinoscleromatis, nocardia and HIV infections
(AIDS)".

Cutaneous RDD generally follows a benign clinical
course, but can be associated with the involvement of
other organs or with various immune-mediated diseases,
such as bilateral uveitis, antinuclear antibody positive
lupus erythematosus, rheumatoid arthritis,
hypothyroidism, and lymphoma. Uveal involvement,
the most common association, has no impact on disease
prognosis but definitely increases morbiditylo.

There is no proven treatment available for SHML,
but spontaneous resolution is common. In persistent
cases, chemotherapeutic agents, such as vinblastin and
etoposide, along with cyclosporin and radiation, have
been tried with poor response. Recently, surgery and
high dose thalidomide have been used successfully.

SHML infiltrates were clearly the cause of death in
all but four patients. Poor prognosis is correlated to
immunological  abnormalities and  extra-nodal
involvement'.

Since our patient has no systemic involvement and
the skin lesion showed spontaneous regression, follow

up and close observation were implemented.
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Hypopigmented Mycosis Fungoides in Thai
Female with Fitzpatrick Skin Type 11 :

A Case Report.
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ABSTRACT:

SUCHIVORAPHANPONG A, LIMTANYAKUL P, SMITHRITHEE R, UDOMPATAIKUL M.
HYPOPIGMENTED MYCOSIS FUNGOIDES IN THAI FEMALE WITH FITZPATRICK SKIN TYPE
II : A CASE REPORT. THAI J DERMATOL 2011; 27: 296-305.
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DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, FACULTY OF MEDICINE,
SRINAKARINWIROT UNIVERSITY , BANGKOK, THAILAND.

Hypopigmented mycosis fungoides is an unusual form of mycosis fungoides which is often presented in
young patients with dark skin color. There were some reports of this entity in adult Caucasian patients as well as dark
skin-colored patients. We report a case of 61-year-old Thai female with Fitzpatrick’s skin phototype II. She presented
with multiple, well-defined, hypopigmented macules and patches on trunk, right side of thigh and left side of knee. The
histopathology and immunohistochemistry findings were compatible with patch stage (stage IA) mycosis fungoides. She
was successfully treated with PUVA therapy. We suggested that hypopigmented mycosis fungoides should be included in
differential diagnosis for all patients who manifested with hypopigmented skin lesions.

Key words: Hypopigmented mycosis fungoides, cutaneous T-cell lymphoma, Asian, Thai, light skin
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Malignant fibrous histiocytoma: A case

report.

Chayada Kokpol MD,

Kumutnart Chanprapaph MD.

ABSTRACT:

KOKPOL C, CHANPRAPAPH K. MALIGNANT FIBROUS HISTIOCYTOMA: A CASE REPORT.
THAI J DERMATOL 2011; 27: 306-311.
DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, RAMATHIBODI HOSPITAL, MAHIDOL
UNIVERSITY, BANGKOK, THAILAND.

Malignant fibrous histiocytoma (MFH) is a high-grade pleomorphic sarcoma. It is one of the most common
adult soft tissue sarcoma mainly affecting deep structures. It is quite uncommon for MFH to present as a primary tumor of
the skin. We report a case of cutaneous MFH presenting on the arm of 32-year-old woman. Surgical excision was done

with complete tumor removal. There was no evidence of recurrence during the period of 2-year follow up.

Keywords: Malignant fibrous histiocytoma (MFH)
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Case report

A 32-year-old female was referred to the
dermatology outpatient clinic for an evaluation of
asymptomatic solitary slow-growing erythematous mass
at right arm for 3 months. This mass was accidentally
hit by a solid material causing it to ulcerated and bleed
(Figurel). She lacked other systemic symptoms. Her
past medical history disclosed overlapping rheumatoid
arthritis with systemic lupus erythematosus since 2007.

Her disease was well controlled.

Figure 1 Clinical picture demonstrates solitary well-
circumscribed reddish ulcerated nodule, firm consistency

with contact bleeding on the right arm

Figure 2 Histopathology (x 40 magnification) shows dense
diffuse infiltrate of lymphocytes, histiocytes, fibroblasts
admixed with atypical spindle and polyglonal cells in the

dermis extending into the subcutis

LV

Figure 3 Histopathology (x200 magnification) shows large
atypical cells with pleomorphic nuclei. Many are in mitosis

and some have atypical mitotic figures.

a B s A e A

Figure 4 Immunohistochemistry: staining positive with

Vimentin

Figure 5 Immunohistochemistry: staining positive with

CD68
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Examination demonstrated a solitary well-
circumscribed reddish  ulcerated nodule, firm
consistency with contact bleeding at the right arm. No
regional lymphadenopathy was found. A 4 mm punch
biopsy was obtained from the mass and revealed dense
diffuse infiltrate of lymphocytes, histiocytes, fibroblasts
admixed with atypical spindle and polyglonal cells in
the dermis extending into subcutis. Atypical cells
showing large pleomorphic nuclei, many in mitosis and
some have atypical mitotic figures. The tumor was
further investigated with immunohistochemistry. These
atypical cells had positive staining with vimentin, focal
positive with CD68 but negative with S100. (Figure 2-
5) Clinicopathologic correlation of the biopsy findings
resulted in a diagnosis of malignant fibrous
histiocytoma. This tumor had been completely excised
with wide surgical margin and no recurrences were
noted during the 2 years of follow-up.

Discussion

Fibrohistiocytic tumors are heterogeneous groups of
soft tissue neoplasms composed of cells that resemble
fibroblasts and/or histiocytes. They can be classified
according to their malignant potential. Malignant
fibrous histiocytoma (MFH) is considered to be the
most aggressive form of the fibrohistiocytic tumors.'

Malignant fibrous histiocytoma (MFH) is defined as
a high-grade pleomorphic sarcoma. It is the most
common soft tissue sarcoma of late adult life, occurring
between the fifth and seventh decade and rarely occurs

. . . 2 .
in young individuals.” It occurs more commonly in

whites and have a slight male predominance.l It
involves the deep soft tissue and the striated muscles of
the extremities or the retroperitoneum. However, it is
uncommon as a primary tumor of the skin.” The
pathogenesis and etiology of this soft tissue sarcoma
has not been well defined. In the past, the tumor was
thought to be of histiocytic origin. But now there are
some evidence to point out that MFH may arise from a
primitive mesenchymal cell with potential to
differentiate in a fibroblastic or histiocytic response.3’4

MFH could be classified as either superficial or
deep. Superficial variant is usually confined to the
subcutaneous tissue, extend only down to the fascia. In
contrast to deep variant which can go below the fascia
into muscle and bone. The majority of MFH (>90%) are
deep tumor located beneath the fascia.”

The superficial variant of MFH presents as a
painless enlarging nodule, which may be 5-10 cm in
size with or without ulceration at the time of
presentation. The tumor is usually solitary but it can be
multinodular, occurring most commonly on the
extremities of the elderly (70-75%). The head and neck
region is the second most common location for MFH
(10%)."

The diagnosis of MFH is difficult. Since clinical
finding is not specific, therefore, diagnosis relies on
histopathology. MFH can be divided into five
histological subtypes.1 (Table 1) The storiform-
pleomorphic MFH is the most common variant (65%).

This type of MFH looks similar to atypical
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fibroxanthoma (AFX).7 The histopathology of
storiform-pleomorphic MFH and AFX has interlacing
fascicles of pleomorphic spindle-shaped cell. Mitotic
figures are common and often atypical. However, the
picture of aggressive behavior helps us to differentiate
between these tumors. MFH have deeper invasion (deep
subcutis/fascia), necrosis and perineural/perivascular
invasion when compared to AFX.’

Immunohistochemistry of MFH stain positive for
vimentin, smooth muscle actin and CD68, which is
similar to AFX. Nevertheless, strong positivity of CD74
was shown only by MFH. While MFH is negative for
CD99, AFX is positive for CD99 in 35-75% of
cases.”"”

MFH is an aggressive sarcoma; tumor location,
size, and histological grading directly influence
prognosis.m Superficial tumors are generally smaller
than deep tumors, has fewer rate of metastasis and

therefore, have better prognosis.3’5

Table 1 MFH subtypes™"

Lung is most common organ for metastasis (90%),
followed by lymph nodes, bone and liver. Cutaneous
metastasis have been reported.11 The overall 5-year
metastatic free survival rate of MFH is around 60%.

The standard treatment of MFH is surgical
resection. As with other aggressive tumor, MFH has a
tendency to invade through the fascial plane, beyond the
gross tumor margin. A clearance rate with wide local
excision is low. Despite wide excisional margin of 3-5
cm, recurrence rate remains high (40-50%) especially
for larger and deeper tumors.”” Mohs micrographic
surgery (MMS) could be the best surgical option for
MFH because it allows immediate evaluation of tumor
margin, yields a higher clearance rate and offers tissue
conservation."”

Since MFH has high rates of local recurrence and
metastases, therefore, adjuvant radiotherapy and/or
chemotherapy are recommend in case of unresectable or

high risk MFH."”

MFH subtype

Storiform-pleomorphic

Histopathologic features

Variable appearance spindle, ovoid, giant cells in whorls (fascicles),

frequent and abnormal mitoses

Myxoid >50% myxoid material arcs of blood vessel

Giant cell
Inflammatory

Angiomatoid

Osteoclast-like giant cells, foci of osteoid or mature bone
Xanthoma cells, inflammatory neutrophilic infiltrate

Tumor containing blood filled cystic space
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Kindler syndrome: Case Report.
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ABSTRACT:

TUSGATE S, ARIYACHAIPANICH M, KORKIJ W. KINDLER SYNDROME:CASE REPORT. THAI J
DERMATOL 2011; 27: 312-316.

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

Kindler syndrome (KS, OMIM 173650) is a rare autosomal recessive disorder characterized by trauma-induced
blister, progressive poikiloderma, skin atrophy, mucosal inflammation and varying degrees of photosensitivityl. Sporadic
cases are common, with many originating in consanguineous familyz. The pathogenesis of Kindler syndrome caused by a
defect in the actin-extracellular matrix linkage, known as protein fermitin family homologue 1 (previously known as
kindling-1 or kindlerin )4’5, encoded by the gene FERMTT.

We are hereby reporting a patient with classical cutaneous features of Kindler syndrome. A 8 year- old boy
presented with a history of recurrent trauma-induced acral blistering, which started on the neonatal period and persisted
until now. The acral blistering improved with age but pigmentary changing and skin atrophy appear gradually. He present
as sporadic case, his parents are remote related from north-eastern Thailand. Because of the rarity of the syndrome and to
emphasize the importance of considering this condition in the differential diagnosis of disorders that can cause blistering,
cutaneous atrophy, and/or poikilodermatous skin changes.

Key words: Kindler syndrome, KS
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Introduction

Kindler syndrome (KS, OMIM 173650) is a rare
autosomal recessive disorder characterized by trauma-
induced blister, progressive poikiloderma, skin atrophy,
mucosal inflammation and varying degrees of
photosensitivityl. Sporadic cases are common, with
many originating in consanguineous familyz. The
pathogenesis of Kindler syndrome caused by a defect in
the actin-extracellular matrix linkage, known as protein
fermitin family homologue 1 (previously known as
kindling-1 or kindlerin)*’, encoded by the gene

FERMT]1 that is mapped to chromosome 20p12.34.

Figure 1 Physical examination reveals multiple patchy
hypopigmentation and  hyperpigmentation  with
epidermal atrophy resembling cigarette paper-like

wrinkle prominent on acral area.

Figure 2 The poikiloderma is prominent on his neck
and sun-exposed areas of both extremities. His right

hand revealed trauma-induced acral blistering.

Case report

A 8 year- old boy, from consanguineous family,
presented with a history of recurrent trauma-induced
acral blistering, which started on the third day of the
neonatal period and persisted until now. His parents
brought him to the hospital since he was 3 year-old and
epidermolysis bullosa was diagnosed. Since then he had

never come to see the doctor with this problem again.
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The acral blistering improved with age but pigmentary
changing and skin atrophy appear gradually.

On clinical examination, he was short-statured but
his IQ was normal. Cutaneous examination revealed
multiple patchy hypopigmentation and
hyperpigmentation with epidermal atrophy resembling
cigarette paper-like wrinkle (Figure 1). The
poikiloderma is prominent on his neck and sun-exposed
areas of both extremities but spare the face (Figure 2).
Neither freckles nor café au lait macules were observed.
Oral mucosa have erosions and severe gingivitis. He
also has poor dentition causing dental caries of the
deciduous teeth. He occasionally had light bloody
diarrhea and constipation without history of hemorrhoid
that spontaneous recovery without any treatment.

The diagnosis was based on clinical manifestation.
Genetic analysis is currently on process.

Discussion

Kindler syndrome is a rare genodermatosis , which
was first described in a 14-year-old girl by Kindler in
1954. Since then, more than 100 cases compatible with
Kindler syndrome have been reported worldwide.

In our case, the patient, from consanguineous
family, had trauma-induced acral blistering begin in
infancy and improve significantly with age but
pigmentary changing and skin atrophy appears
gradually and becomes more prominent later on his
neck and sun-exposed areas of both extremities.

Our patient demonstrates the classic clinical features

of Kindler syndrome. Previous reported cases share the

major clinical findings acral blister formation
following minor trauma, progressive poikiloderma,
diffuse and severe skin atrophy giving cigarette paper-
like appearance, and photosensitivity. Additional
presentations have been observed in these patients such
as palmoplantar keratoderma, webbing of the fingers
and contractures, pseudosyndactyly, squarmous cell
carcinoma and nail dystrophy. The pseudosyndactyly
may resemble that seen in dystrophic EB". Gingival
fragility, poor dentition, as well as early and rapidly
progressive periodontitis are common features . Other
mucous membranes such as urethral, anal, oesophageal,
and genital mucosae, may be involved". The lesions
can lead to stenosis of the organs as well as phimosis7.
Corneal erosions caused pain and discomfort but did not
affect visual acuity“. Gastrointestinal tract involvement
is frequently found, as presented in our patient with
history of light bloody diarrhea that should be closely
observe for complications such as severe colitis and
perianal erosions'. In patient with colitis-like
symptoms may develop iron-deficiency anemia .

The differential diagnosis of Kindler syndrome
includes epidermolysis bullosa simplex with mottled
pigmentation (EBS-MP), Bloom syndrome, Cockayne
syndrome, dyskeratosis congenita, Rothmund-Thomson
syndrome and xeroderma pigmentosum. In neonates
and infants, Kindler syndrome can be difficult to
diagnose because of the clinical overlap with other
disease. The spontaneous reduction in blisters and

photosensitivity followed by progressive skin atrophy
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and poikiloderma may point to the diagnosis of Kindler
syndrome later in life as in our patient. Recent reports
have suggested that gene sequencing of the FERMT1
gene remains the gold standard for diagnosing Kindler
syndromel.

Siegel et al have mapped the gene locus to
chromosome 20 p 123 by using linkage and
homozygosity analysis in patients with Kindler
syndromes._Loss-of-function mutations were identified
in a actin cytoskeleton-associated protein, known as
fermitin family homologue 1. This gene encodes a
protein, Kindlin I, which plays a regulatory role in
inhibiting over-secretion of basement membrane
components by basal keratinocytes at the dermo-
epidermal junction. Kindler syndrome is suggested as
the first skin fragility disorder caused by a defect in the
actin-extracellular matrix (ECM) linkage rather than the
keratin-ECM linkage.

Morbidity and mortality are mostly related to
secondary infection from cutaneous bullae and cosmetic
disfigurement. Patients usually have normal intelligence
and normal life spanz. Squamous cell carcinoma of the
hard palate, lip and a transitional cell carcinoma of the
urinary bladder have been reported as complications of
this syndrome.

Treatment is largely symptomatic. The skin in
Kindler syndrome is often dry and pruritusl.
Telangiectasias can be treated with pulsed-dye laser”.
Sun avoidance and UV protection may prevent or retard

progression of poikiloderma. Wound care includes the

use of topical and systemic antibiotics for infected
bullae. The annual checks for premalignant keratoses
and early squamous cell carcinoma are indicated,
especially hands and feet seem to be more susceptible
sites. Regular dental care such as scaling and root
planing and careful regular hygienist attention are
advised". Surgical correction of urethral, anal, or
esophageal stenosis may be needed.
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ABSTRACT:

TOVANABUTRA N, NOPPAKUN N. DYSBETALIPOPROTEINEMIA: A CASE REPORT AND
REVIEW OF THE LITERATURE. THAI J DERMATOL 2011; 27: 317-319.
DIVISION OF DERMATOLOGY, DEPARTMENT OF INTERNAL MEDICINE, FACULTY OF MEDICINE,
CHULALONGKORN UNIVERSITY, BANGKOK, THAILAND.

Dysbetalipoproteinemia is a rare familial hypercholesterolemia defined by accumulation of chylomicron
remnants and very-low-density lipoprotein remnants due to presence of abnormal isoform of apo-E, named apo-E2, that
impaired liver uptake. We reported a case presenting with palmar xanthoma that is a characteristic cutaneous sign of this

condition. Serum cholesterol and triglyceride of the patient are equally elevated that is typical to dysbetalipoproteinemia.
Key words: Dysbetalipoproteinemia, typer III hyperlipoproteinemia, palmar xanthoma, xanthoma striatum
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Case report
A 44 year-old Thai man presented with multiple
yellowish papules on volar side of fingers for 3 months.
He also had yellowish papules along the palmar creases
and two yellowish nodules on right elbow. He had no
family history of diabetes mellitus, hyperlipidemia and
coronary artery disease. Physical examination showed
multiple yellowish papules on volar side of fingers
(figure 1) and along the palmar creases. Two yellowish
nodules were observed on right elbow. There were
neither hepatosplenomegaly nor lymphadenopathy.
Laboratory investigation revealed total cholesterol 519
mg/dL  (normal 150-220 mg/dL), low-density-
lipoprotein (LDL) cholesterol 326 mg/dL (normal <150
mg/dL) and triglyceride 520 mg/dL (normal 40-155
mg/dL). Fasting blood sugar was normal (89 mg/dL).
Skin biopsy from papule from finger showed
hyperkeratosis and irregular acanthosis of the
epidermis. There was focal infiltration of foamy
histiocytes and epitheloid cells within dermal papillae
and upper dermis (figure 2). He was diagnosed as
palmar xanthoma from dysbetalipoproteinemia. The
patient was treated with diet therapy and simvastatin 40
mg/day.
Discussion

Xanthomas are lesions characterized by
accumulations of lipid-laden macrophages. They are
commonly associated with lipid disorders or
paraproteinemia. Xanthomas develop primary due to

lipid leakage from the vasculature into surrounding

tissues, where macrophages phagocytize these lipids
and lead to formation of ‘foamy macrophages’. At least
six different types of xanthomas have been identified.
These include xanthelasma palpebrarum, eruptive
xanthomas, planar xanthomas, tuberous xanthomas,

. . 1
tendinous xanthomas, and verruciform xanthoma .

}

Figure 1 Multiple yellowish papules on volar side of

fingers

Figure 2 Infiltration of foamy histiocytes and epitheloid

cells within dermal papillae
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The lesions on both hands of our patient consistent
with planar xanthoma of the palmar creases or
xanthoma striatum palmare and lesions on elbows are
tuberous xanthomas. These xanthomas are the
characteristic of dysbetalipoproteinemia which serum
cholesterol and triglyceride are equally raised as seen in
this patient. The lesions of our patient are not
compatible with eruptive xanthomas in which serum
triglyceride must be over 1,000 mg/dL. A hypothesis
for the formation of planar xanthomas in the palms
suggested that minor trauma in pressure loading areas
leads to increased vascular permeability, increased
leakage of lipids, and eventual planar xanthomas
formation. In addition to primary hyperlipidemia, planar
xanthomas may be associated with cholestasis and
monoclonal gammopathy, including multiple myeloma
or a lymphoproliferative disorder™.

Dysbetalipoproteinemia (type I
hyperlipoproteinemia) is a rare genetic lipoprotein
disorder characterized by an accumulation in plasma of
remnant lipoprotein particles (i.e., chylomicron
remnants and very-low-density lipoprotein (VLDL)
remnants). Cardiovascular risk in patients with this
disease is clearly increased. The majority of patients are
homozygous for the apoprotein E2 variant which reduce
binding of chylomicron remnants and intermediate-
density-lipoproteins to hepatic apoprotein E and LDL
receptors respectively, leading their accumulation.

Typically, serum cholesterol and triglycerides are

approximately equally raised such as our patient. The
cholesterol to triglyceride ratio in the VLDL fraction
usually exceed 0.30. In a normal population, the
prevalence of the apo E-2/2 genotype is approximately
0.7-1.0%. Type III hyperlipoproteinaemia is seen in
approximately 1% of subjects bearing the apo E-2/2
genotype. The reasons for the relative rarity of type III
hyperlipoproteinaemia is not fully understood’. An
additional inherited or acquired lipid disorder may be
required. The hyperlipidemia generally responds well to
diet therapy, fibric acids or nicotinic acid. However, if
total cholesterol levels are markedly raised, statin
therapy is more effective. Reducing serum lipids with
drug therapy often causes xanthoma regressions.

In conclusion, the diagnosis of our patient is
dysbetalipoproteinemia  because he had two
characteristic xanthomas, planar xanthoma of the
palmar creases and tuberous xanthomas and serum
cholesterol and triglyceride are equally elevated.
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Grover’s disease: A case report.
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ABSTRACT:

CHAVANICH C, SAJJACHAREONPONG P. GROVER’S DISEASE: A CASE REPORT. THAI J
DERMATOL 2011; 27: 320-324.

INSTITUTE OF DERMATOLOGY-MINISTRY OF PUBLIC HEALTH, BANGKOK, THAILAND.

Grover’s disease (Transient acantholytic dermatosis) is a rare skin disease that manifests as a pruritic, discrete,
edematous papulovesicle rash predominated on upper trunk. Five different acantholytic histologic patterns have been
described in histopathology. Dermatologic and non-dermatologic malignant conditions had been reported to be
concurrent with Grover’s disease. Prognosis and treatment are often difficult to evaluated. Avoidance of exacerbating
factors may improved the clinical signs and symptoms. We report a case of Grover’s disease in a 47-year-old-Thai male.

Key words: Grover’s disease, Transient acantholytic dermatosis
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Case report

A 47-year-old Thai man from Bangkok came to the
institute of Dermatology with multiple pruritic
erythematous papules and vesicles on his chest and
back area, which spare palms, soles and oral mucosal
for 6 months. The lesions were aggravated by friction,
heat, sweat, and sunlight. He denied of atopic history.
None of his family members have the same lesion as the
patient.
Physical examination:

The skin examination revealed multiple well
defined erythematous discrete, non-follicular crusted
papules and some papulovesicles on the trunk, back

(figure 1), no oral mucosa or nail involvement.

Figure 1 Upper chest area

Figure 2 Histopathological examination (x40)

Investigation:

Histopathology of the lesion on chest area showed
multiple suprabasal acantholysis of keratinocyte with
scattered cytoplasmic clearing and pyknotic nuclei in
areas of acantholysis, and finding prominent dermal
papillae, with acantholytic basal cell, perivascular
infiltration of lymphocytes, eosinophils, neutrophils,
which consists of Darier -like and pemphigus-like
pattern (figure 2)

Complete blood count and Urine analysis are
normal.

Discussion

Transient acantholytic ~ dermatosis  (Grover’s
disease) is a non-familial, non-immune-mediated rare
skin disease that manifests as a self-limited pruritic,
discrete, edematous papules and/or a vesiculopapular
rash predominated on the upper trunk. Grover’s disease
was first reported and discovered in 1970 by Grover.'
However, the exact prevalence is still underdiagnosed
because of the clinical similarity with others and variety

of histology. It believes that Grover's disease affects
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mainly white adults in the fifth decade or later, and two
times more common in men than in women. Grover's
disease appears less common in darker-skinned.”” At
the Institute of Dermatology, Bangkok, five patients
were diagnosed as Grover's disease in the past five
years. Of four male patients, one was Caucasian.

The etiology and pathogenesis of Grover’s disease
remain unclear, however, heat and sweating are
believed to be the trigger factors. The obstruction of the
sweat gland has been proposed to be response to this
trigger by finding immunohistochemistry,
which showed an association of the acantholysis and
eccrine duct outflow tracts in three patients.6

The manifestations of disorder can be recognized as
three variants’

1. Transient eruption: the itch may severe and settle
in a weeks.

2. Persistent pruritic: less itch than the former but
persist for months

3. Chronic asymptomatic: this type has been report
in oncology patient which, persisted typically on
submammary region.

Five distinct histologic patterns have been
described: pemphigus vulgaris-like, followed by (in
decreasing order by frequency) Darier-like, spongiotic
dermatitis-like , pemphigus foliaceus -like and Hailey-
Hailey -like. Two or more patterns were detected in a
single biopsy specimen. However, there is no clinical
significance  associated in these varieties of

histopathology.‘z’8

In Grover’s disease, direct and indirect immune -
fluorescence has reported negative or non speciﬁc.z’3
However, to date , no one has described the association
between unique direct immune fluorescence finding and
clinical of Grover’s disease.”

Dermatologic diseases such as asteotic eczema,
allergic dermatitis, atopic dermatitis, psoriasis vulgaris
and non-dermatologic malignant conditions including
solid tumor, carcinoma of the genitourinary organ, and
hematologic malignancy (myelogenous leukemia and
lymphoma) had been reported to be concurrent with
Grover’s disease."”"" Other conditions such as expose to
the sunlight, ionizing irradiation, irritation or prolonged
hospitalized and end-stage renal disease/hemodialysis,
have been bound associated with Grover’s disease.
Grover’s disease in patients with chronic renal failure
would improved after renal tmnsplant.12 Therefore, it is
important to find associated condition, especially
hematologic malignancies.8

Prognosis and course of the disease are variable and
difficult to be evaluated. It can be chronic, fluctuated, or
spontaneous remittance. There is one report case of
Grover’s disease (along Blaschko lines), which abrupt
onset in patient with rectal carcinoma. It appeared at the
diagnosis of the cancer, improved after treatment of the
cancer and finally relapsed parallel to it."?

Avoidance of exacerbating factors such as heat,
sweating, and sunlight, results in the improvement of
the clinical signs and symptoms. Mild topical

corticosteroid, keratolytic agent, and topical calcipotriol
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are useful for controlling symptoms. In severe cases
oral isotretinoin or acitretin may helpful. Phototherapy
is also effective in some cases, but too much light
exposure can aggravate the disease.""

Our patient presented with multiple pruritic
erythematous papules and vesicles on his chest and
back for six months, histopathology consists of Darrier
-like and pemphigus-like pattern. These findings
suggested the diagnosis of Grover’s disease. We gave
him 5% lactic acid and 10% wurea in 0.02%
triamcinolone acetate cream apply twice daily on
lesions for two months, and advice him to avoid all
aggravating factors. His skin condition improved after
one month of treatment.
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REPORT. THAI J DERMATOL 2011; 27: 325-333.
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The PRIDE (Papulopustules and/or paronychia, Regulatory abnormalities of hair growth, Itching, and Dryness
due to Epidermal growth factor receptor inhibitors) syndrome is a common cutaneous side effect of EGFR inhibitors used
for the treatment of advanced, metastatic, or recurrent tumors like colorectal carcinoma, non-small cell lung cancer,
squamous cell carcinoma of the head and neck and pancreatic cancer.

We reported a 68-year-old man who received cetuximab for treatment of colorectal adenocarcinoma then
developed multiple pruritic erythematous papules pustules on face, trunk and extremities.

Key words: PRIDE, Epidermal growth factor receptor inhibitors
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Case Report

A 68-year-old man with recurrent colorectal
adenocarcinoma with lung and liver metastases for 4
years. He was initially treated with low anterior
resectional surgery and 2 courses of chemotherapy
(mFOLFOX6 and FOLFIRI plus Bevacizumab). At 2"
week of 3" course of chemotherapy (Irinotecan and
Ceftuximab) he  developed multiple pruritic
erythematous papules and pustules on the chest wall and
back which spread to extremities for 4 months. His
palms and soles were desquamated and his nails were
brittle. He also had ulcers on the scrotal sac and glans
penis. These lesions were first observed 2 weeks after
first cycle of 3" line chemotherapy (Irinotecan and
Cetuximab). After 10 weeks of chemotherapy (5
cycles), he noticed that his eyelashes were longer than
before but his scalp hair was unaffected.

On examination, the patient had generalized dry
skin and multiple erythematous follicular papules and
pustules on the face, trunk and extremities (Figure
1,2,5). There were ulcers on the scrotal sac and glans
penis (Figure 6,7). His eyelashes showed trichomegaly
(Figure 1,2). His palms and soles were desquamated
(Figure 4). There were nail plates dystrophy,
onychomadesis and paronychia of the finger nails
(Figure 3). Pus gram stain shows numerous PMN,
without any organism. Culture of pus shows no growth
of bacteria. PRIDE syndrome was diagnosed and
triamcinolone acetonide 0.1% milk lotion for the rashs

and mupirocin 2% ointment for scrotal ulcer were

prescribed. Despite continuing treatment with
cetuximab, the papulopustular eruption and paronychia

improved over time.

Lo

Figure 1,2 Papulopustular rash and trichomegaly of

eyelashes.
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Figure 3 Nail plate dystrophy and onychomadesis.

108/2011 1

Figure 4 Desquamation of soles.

Figure 5 papulopustular rash at axilla.

Figure 6 Ulcers on the scrotal sac.

e

Figure 7 Ulcers on the glans penis.

Discussion

Epidermal growth factor receptor (EGFR) inhibitor
has become an important target for cancer therapy such
as metastatic, or recurrent tumors like colorectal
carcinoma, non-small cell lung cancer, squamous cell
carcinoma of the head and neck and pancreatic cancer.”
’ However; most patients undergoing EGFR inhibitors
therapy develop a distinct cutaneous toxic reaction
profile that is thought to result from effects on high
EGFR expression in proliferating keratinocytes of the
epidermal basal layer, outer root sheath epithelium, and
sebaceous and eccrine epithelium. The cutaneous toxic

effects from EGFR inhibitors are observed with all
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agents that target EGFR as class effect and appear to be
dose related. The clinical findings set was proposed in
term the PRIDE syndrome (Papulopustules and/or
Paronychia, Regulatory abnormalities of hair growth,
Itching, and Dryness due to EGFR inhibitors). N
numbers of retrospective studies have found that the
presence and severity of cutaneous eruptions are dose-
dependantl’ *and indicate of tumor response as well as
longer overall survival.”*"

Acneiform eruption are the most common side
effect, occurring 30 to 90% of treated patients.l""7 These
eruptions occurred between the sixth day and, the
twentieth day after the first dose of EGFR inhibitors.
They most commonly developed in the seborrheic areas,
the neck and retro-auricular areas.' The shoulders, and

the upper part of the back and the chest are also

frequently involved.' Lesions consist of isolated or
aggregated, erythematous follicular and inter-follicular
papules and pustules, with itching. It may be triggered
by sun exposure. The eruption can be classified into 4
grades depend on the degree of skin toxicity. (Table 1)7

The cutaneous side-effects of EGFR inhibitors are
temporary and decrease in severity with continued
exposure.1 It can be treated with topical antibiotic (1%
metronidazole cream) combination with  oral
tetracyclines.1 Additionally, EGFR inhibitors should be
discontinued until the reaction resolve in grades 3 and
4." 7 Multinational Association of Supportive Care in
Cancer (MASCC) Skin Toxicity Study Group proposed

prophylactic strategies and treatment guideline for

. . . 13
acneiform eruption as shown in Table 2.

Table 1 Classification of rash caused by epidermal growth factor receptor inhibitors (NCI CTCAE v 3.0) .

Adverse event Grade 1 Grade 2 Grade 3 Grade 4
Rash Macular or Macular or papular Severe, generalized Generalized
Desquamation papular eruption eruption or erythema erythroderma or exfoliative,
or erythema without with pruritus or other macular, ulcerative, or
associated symptoms associated symptoms; papular or vesicular bullous dermatitis
localized desquamation eruption;
or other lesions desquamation
covering <50% of covering ~50% BSA
body surface area (BSA)
Rash: acne Intervention not Intervention indicated Associated with pain,
Acneiform Indicated disfigurement,

ulceration, or

desquamation
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Table 2 prophylactic strategies and treatment recommendation for acneiform eruption. .

Recommend Not recommended Level of Recommendation Comments
evidence grades
Preventive (weeks 1-6 and 8 of EGFRI initiation)
Topical Hydrocortisone 1% cream Pimecrolimus n* C
with moisturizer and 1% cream
sunscreen twice daily Tazarotene
0.05% cream
Sunscreen as
single agent
Systemic Minocycline Tetracycline n* A Doxyeycline is preferred
100 mg daily 500 mg bid in patients with renal
Doxyeyceline 100 mg bid impairment. Minocycline
is less photosensitizing.
Treatment
Topical Alclometasone Vitamin K1 cream A% C
0.05% cream
Fluocinonide
0.05% cream bid
Clindamycin 1%
Systemic Doxyeycline 100 mg bid Acitretin A% C Photosensitizing agents
Minocycline 100 mg daily
Isotretinoin at low doses
(20-30 mg/day)
“EGFRI study
. . . . 1,7 . . .
Our patient developed multiple erythematous severe in elderly patients. ~ It is associated with eczema

papules and pustules on back, chest wall and extremities
(an acneiform eruption) at the second weeks after

treated with cetuximab. He was treated with

triamcinolone acetonide milk lotion 0.1% with
improvement of the acneiform reaction.
Dry itchy skin or xerosis (35 to 50% of patients)

begins after several weeks of treatment, and is more

and fissures. If the dry skin is manifested at the hands
or feet, it can lead to painful finger and toe-tips (pulpitis
sicca).1 The patients should avoid soap and alcohol
containing lotions or gels, limit shower time and
frequent use of emollients (5-10% urea cream).
Prophylactic strategies and treatment guideline for

pruritus and xerosis as shown in Table 3 and 4"
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Table 3 Prophylactic strategies and treatment guideline for pruri'rus.13

Recommend Not Level of  Recommendation  Comments
recommended  evidence  grades
Preventive
Topical Gentle skin care instructions v D Consensus of experts
Systemic Steroids v b D Consensus of experts
Treatment
Topical Menthol 0.5%—pramoxine 1%—doxepin m* B Treat underlying condition
Medium- to high-potency steroids first (rash, xerosis)
(triamecinolone acetonide 0.025%; desonide
0.05%; futicasone proprionate 0.05%;
alclometasone 0.05%)
Topical Antihistamines I C These agents can become
Lidocaine allergens, and can be
absorbed systemically
Systemic  Antihistamines® I* A Nonsedating first; some may
need adjustment for renal
impairment
Systemic Aprepitant® WV D
Systemic  Gabapentin/pregabalin® yhpe D Recommended as second-line
treatment only if
antihistamines fail
Systemic  Doxepin WV D

*EGFRI study
b Non-EGFRI noncancer treatment study

“Non-EGFRI cancer treatment study

Table 4 Prophylactic strategies and treatment recomendation for xerosis. .

Recommend Not Level of  Recommendation Comments
recommended  evidence  grades
Preventive
Topical Bathing techniques using bath oils I B
or mild moisturizing soaps and
bathing in tepid water
Regular moisturizing creams
Other Avoid extreme temperatures il B
and direct sunlight
Treatment
Topical Emollient creams that are packaged Alcohol- I B More greasy creams for use
(mild/ in a jar/tub that lack fragrances or containing on the limbs, but caution
moderate) potential irritants lotions use of greasy creams on the
face and chest
Occlusive emollients containing urea, Retinoids or Exfoliants may sting or burn
colloidal oatmeal, and petroleum-based benzoyl when applied to eroded or
creams peroxide erythematous skin—apply
For scaly areas, use exfoliants: ammonium only on intact skin
lactate 12% or lactic acid cream 12%
Urea creams (10-40%)
Salicylic acid 6%
Zinc oxide (13-40%)
Topical Medium- to high-potency steroid creams I B
(severe) (triamcinolone acetonide 0.025%; deso-

nide 0.05%; fluticasone proprionate
0.05%; alclometasone 0.05%)

“EGFRI study
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Our patient had generalized pruritus and painful
erythema of both palms and soles from desquamation
which was treated with urea 10% cream.

Nail changes are the second most common skin
toxicity, which include discoloration, pitting,

paronychia, swollen and cracked lateral nail folds and

cuticles, ingrowth of the nails, and partial or complete
loss of nails.” > * Secondary impetiginisation, painful
fissures and pyogenic granulomas can occur. Nail
changes can develop after 4-8 weeks after onset of
treatment.” " Table 5 displays the recommendations for

the prevention and treatment of palronychiae.13

Table 5 Prophylactic strategies and treatment recommendation for paronychiae. ?

Recommend Not recommended

Level of  Recommendation  Comments
evidence  grades

Preventive
Topical Diluted bleach soaks
Avoid imtants

Treatment

Topical Corticosteronds Antifungals
Caleineurm mhibitors Antibiotics

Systermie Tetracyelines Empirie antbiotics—

employed without culturmg

lesional skin
Antimicrobials: reserved  Antifungals
for culture proven
mfection
Systermic Biotm for brttle nails
Other Silver nitrate chemical
cauterization weekly
Electrodesscation

Nail avulsion

A Recommend final concentration
of approximately 0.005%
(approximately 1/4-1/8 cup
of 6% bleach for 3-5 gal water)

A Recommend wsage of ultrapotent
topical steroids as first-line therapy
given cost and avaitlability of these

agents
VR DIA
B
D Reserved for pyogenic granulomata;

cnsensus of experts

A Non-EGFRI noncancer treatment study
P EGFRI study
Our patient had nail plate dystrophy and
onychomadesis. Unlike skin lesions, these nail disorders
are resistant to therapy and persist after discontinuation
of EGFR inhibitors.™*
EGFR inhibitors can lead to abnormal hair growth.1
These disorders usually occur in 2 to 6 months after

treatment onset and usually disappear a month after

treatment has been completed. They usually present as
either excess growth of the eyelashes, eyebrows, facial
hair and/or scalp hair (i.e., trichomegaly) or curly,
wavy, fine and brittle texture of facial hair and scalp
hair and nonscaring alopecia.1 Our patient developed
trichomegaly of eyelashes. Trimming of eyelashes is the

treatment of choice we advised.
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Table 6 Prophylactic strategies and treatment recomendation for hair change. ?

Recommend

Not recommended

Level of Recommendation Comments
evidence  grades

Preventive hair loss

Topical For scarring alopecia, follow Preventive interventions for v D
rash recommendations nonscarring alopecia
Systemic For scarring alopecia, follow Preventive interventions for v D

rash recommendations
Treatment hair loss

nonscarring alopecia

Topical Nonscarring Iianng BD Consensus
Minoxidil 2%, 5% bid P of experts
Scarring
Class 1 steroid lotion,
shampoo, or foam
Antibiotic lotion
Preventive increased hair
Patient education and support v B Consensus
of experts
Treatment increased hair
Facial Eflornithine Waxing, chemical depilatories ve, 11* B Consensus of

hypertrichosis Lasers
Evelash Eyelash trimmings regularly
trichomegaly

experts

*Non-EGFRI noncancer treatment study
" EGFRI study

Besides the cutaneous toxicity, mucosal disorders
such as oral or nasal aphthae, conjunctivitis and dry anal
or genital mucosa have been reported.l’ " Our patient had
two ulcers on the scrotal sac and penis which responded
well to topical antibiotic.

In addition, some studies reported that other
oncologic drugs such as 5-fluorouracil (5FU) can cause
cutaneous side effects like EGFR inhibitors. However,
our patient was treated with SFU regimen before
without any cutaneous side effects.

In conclusion, we presented a case of dermatologic
side effects from cetuximab, PRIDE syndrome
(Papulopustules  and/or  Paronychia, Regulatory
abnormalitie of hair growth, Itching, and Dryness due to

EGFR inhibitors). The patient was prescribed

triamcinolone acetonide 0.1% milk lotion to be applied
to papulopustular lesions. He was encouraged to use an
emollient and sunscreen. Mupirocin 2% ointment was
applied around nail folds and ulcers at genitalia. He had
to trim his eyelashes with scissors on a weekly basis.
Despite continuing treatment with cetuximab, the
papulopustular eruption and paronychiae improved over
time.
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Eccrine syringofibroadenoma: a case report

and review of literature.
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ABSTRACT:

SIRITHANABADEEKUL P, RATTANAKAEMAKORN P.ECCRINE SYRINGOFIBROADENOMA : A
CASE REPORT AND REVIEW OF LITERATURE. THAI J DERMATOL 2011; 27: 334-337.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, RAMATHIBODI HOSPITAL, MAHIDOL
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Eccrine syringofibroadenoma (ESFA) is a rare, benign tumor of eccrine derivation which has variable clinical
presentation and characteristic histology. It usually presents on extremities of elderly patient. ESFA has been classified
into 5 different subtypes. Histologically,characterized by proliferation of cords and strands with ductal differentiation
embedded in fibrovascular stroma. Clinical course is typically benign, however malignant transformation has been
reported. In this report, we demonstrated a patient who presented with multiple hyperkeratotic verrucous papules for 10
years and histology compatible with ESFA.

Key word: Eccrine syringofibroadenoma, eccrine tumor
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Case report

A 68-year-old Thai man from Chaiyaphum
presented with 10 years duration consisting of the
eruption of dry hyperkerototic verrucous plaques
involving both feet with occasionally itch. He was

treated with oral and topical medications for period of

times from primary physician without any
improvement. His past medical history was chronic Figure 1
inactive hepatitis B infection which required no
treatment. Dermatologic examination revealed multiple
dry hyperkeratotic verrucous nodules and plaques
markedly on lateral side of left foot and also less occur
on lateral side of right foot (Figure 1,2). There was no
other abnormal systemic symptom. There was no family
history of similar skin condition. A punch biopsy
obtained from his lesion and stain with hematoxylin-
eosin. Histopathological finding showed thin elongated
anastomosing cords of uniform small epithelial cells,
emanating from the epidermis and extending into
fibrongiomatous stroma with compact hyperkeratosis,
hypergranulosis, and epidermal hyperplasia (Figure
3,4). With the clinical and histopathological finding, the

diagnosis of eccrine syringofibroadenoma was made.

Unfortunately, patient loss to follow up since then.

Figure 3
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Figure 4

Discussion:

Eccrine  syringofibroadenoma (ESFA) is an
uncommon tumor of eccrine derivation that was first
described by Mascaro in 1963 as a skin tumor with a
histopathological picture mimic fibroadenoma of the

breast and fibroepithelial type of basal cell carcinoma’.

Table 1 Classification of EFSA according to clinical presentation

ESFA typically presents as a slow-growing, solitary
or multiple, flesh- or reddish-colored nodule or plaque,
with a predilection for the extremities especially palms
and soles, however other sites such as faces, back of
hands, nail and lumbar area have been reportedS. It
usually affects eldery patient with most presenting in
their seventh and eighth decades”. Recently, EFSA has
been classified according to the clinical presentation
into 5 subtypes’ including 1) Solitary ESFA, 2) Multiple
ESFA in the SchOpf syndrome 3)Multiple ESFA
without associated cutaneous findings, 4) Non-familial

unilateral linear ESFA, 5) Reactive ESFA (Tablel)

Classification Description

Solitary EFSA Most common type. Non hereditary, verrucous growth, occur in middle-aged and elderly
patients

Multiple ESFA in the Hereditary; multiple erythematous papules in mosaic pattern on the palms and soles

SchOpf syndrome associated with hydrocystoma, hypotrichosis, hypodontia and nail dystrophy

Multiple ESFA without Non hereditary, palmoplantar lesion, no associated cutaneous finding

associated cutaneous
findings

Non-familial unilateral
linear ESFA

Reactive ESFA

Rare, probably represent a genetic mosaic caused by a postsomatic mutation

Associated with inflammatory dermatoses and blistering disorder such as bullous

pemphigoid, lichen planus and burn scar, etc.
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EFSA are believed to arise from acrosyringium,
dermal sweat duct or both. The histological appearance
characterized by proliferation of anastomosing cords
and strands of cuboidal epithelial cells in a reticular
pattern extending from epidermis into dermis. The
strands contain tubular structure with eccrine duct
formation embedded in a fibrovascular stroma with
lymphocytes and plasma cells’. The histologic
differential diagnosis includes fibroepithelia tumor of
Pinkus, tumor of the follicular infundibulum
pseudoepitheliomatous hyperplasia, papillary eccrine
adenoma, reticulated seborrheic keratosis, squamous
cell carcinoma, and artifacts of histologic processingl.

ESFA is typically benign clinical course.
Unfortunately, recent reports demonstrate the possibility
of malignant transformation to eccrine
syringofibrocarcinoma and the co-existence with
squamous cell carcinoma has been reported in cases of
ESFA. HPV type 10-DNA has been reported in a case
of syringofibroadenoma which may play a role in
malignant transformation. However, whether the ESFA
develop in response to a SCC or the SCC represents a
malignant degeneration of the ESFA is still unclear’.
The worrisome features including increase in size, pain,
inflammation, new growth, ulceration and crusting, and
persistent disease despite extensive treatment have been
associated with malignancy changes4.

The treatment of ESFA depends on the number,
location, and resectability of lesions. Excision is the

mainstay of treatment for solitary ESFA, however if

tumor is unresectable, generous sampling to rule out
malignant transformation is suggested.

Dual pulse width flashlamp pulsed dye laser, CO2
laser and radiation therapy may be alternative treatment
options which have been reported to be an effective
treatment especially for large lesion or located at
difficult anatomical site” "*

In case of ESFA associated with or exhibiting
malignant feature, complete excision is the appropriate
treatment. In contrast to reactive type, the risk of
malignant transformation is quite low and spontaneous
involution has been reported, thus monitoring instead of
excision is a reasonable option.9
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