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Etiologies and effect of systemic corticosteroids on
the outcome of Stevens Johnson syndrome,
Toxic Epidermal Necrolysis and Erythema

Multiforme in Ramathibodi Hospital.

Sinijchaya Sahawatwong MD,

Natta Rajatanavin MD.

ABSTRACT:
SAHAWATWONG S*, RAJATANAVIN N#**, ETOLOGIES AND EFFECT OF SYSTEMIC
CORTICOSTEROIDS ON THE OUTCOME OF STEVENS JOHNSON SYNDROME, TOXIC
EPIDERMAL NECROLYSIS AND ERYTHEMA MULTIFORME IN RAMATHIBODI HOSPITAL.
THAI J DERMATOL 2016; 32: 93-105.
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Background: : Toxic epidermal necrolysis (TEN), Stevens-Johnson syndrome (SJS) and Erythema multiforme

(EM) are immune-complex—mediated hypersensitivity reaction to drugs and certain infection with high mortality and

morbidity. To date, no sufficient evidence of any benefit from specific treatment was shown.
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Objectives: To evaluate etiologies and association between treatment outcome and systemic corticosteroids in
Toxic epidermal necrolysis (TEN), Stevens-Johnson syndrome (SJS) and Erythema multiforme (EM).

Methods: Retrospective reviewed of the SJS, overlapping SJS/TEN, TEN and EM patients admitted to
Ramathibodi Hospital from January 2002 to October 2009.

Results: There were 87 cases which consisted of 15 TEN patients (17.2%), 9 SIS/TEN patients (10.3%), 52
SJS patients (59.8%) and 11 EM patients (12.6%). Further analysis was performed in severe cutaneous reaction group
(SJS, SIS/TEN and TEN patients). The 3 most common causative drugs were carbamazepine(11%), co-trimoxazole(9%)
and allopurinol(8%) respectively. In addition to cessation of culprit drug and supportive care, systemic corticosteroids,
either with or without intravenous immunoglobulin(IVIG), were given to 72% of patients. The mortality rate was 13.15%,
which occurred in 3, 4 and 3 cases of TEN, overlapping SIS/TEN and SJS respectively. The patients who received
systemic corticosteroids without IVIg had superior survival than those who received supportive treatment only. There was
no significant association between systemic corticosteroids and prolonged hospitalization. The correlation between
systemic corticosteroids and infection rate was inconclusive.

Conclusion: SJS, overlapping SJS/TEN and TEN are mainly caused by drugs and lead to high mortality and
morbidity rate. Our study show that systemic corticosteroids may have positive effects on these life-threatening
dermatologic conditions.

Key word: Corticosteroids, Stevens-Johnson syndrome, Toxic epidermal necrolysis
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Background

Toxic epidermal necrolysis (TEN), Stevens-Johnson
syndrome (SJS) and Erythema multiforme(EM) are
immune-complex—mediated hypersensitivity reaction to
drugs and certain infection. They are closely related and
represent different severities of one disease spectrum.
The most widely accepted classification by Bastuji-
garin et al,l divided into 5 categories (1) Bullous
erythema multiforme (EM): epidermal detachment

involving<10% of the body surface, coupled with

localized typical targets or raised atypical targets (2)
SJS: epidermal detachment 0f<10% of the body surface
in association with widespread erythematous or
purpuric macules or flat atypical targets (3) SJS/TEN
overlap: epidermal detachment of 10% to 30% of the
body surface plus widespread purpuric macules or flat
atypical targets (4) TEN with spots: epidermal
detachment of>30% of the body surface coupled with
widespread purpuric macules or flat atypical targets (5)

TEN without spots: large sheets of epidermal
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detachment involving> 10% of the body surface without
purpuric macules or target lesions. EM is different from
SJS and TEN in terms of clinical signs and precipitating
factors. Herpes simplex virus (HSV) is clearly the most
common associated infectious agent, with Mycoplasma
pneumonia and other infectious pathogens (Histoplasma
capsulatum and parapoxvirus (orf), etc.) are observed
less frequently. More rarely, EM has been associated
with drugs or systemic disease. SIS and TEN are rare
but severe cutaneous adverse reactions (SCAR) related
to a variety of medications.” More than 100 drugs have
been associated with SJIS/TEN, most often implicated
are anti-epileptics, sulphonamides, B-lactam antibiotics,
non-steroidal anti-inflammatory drugs and allopurinol.3
The differential diagnosis for SJS and TEN includes
staphylococcal scalded skin syndrome (SSSS), lupus-
associated TEN, linear IgA dermatosis, paraneoplastic
pemphigus, acute graft-versus-host disease, drug-
induced pemphigoid and pemphigus, and acute
generalized exanthematous pustulosis.4 They have a
significant public health impact because of high
mortality and morbidity. The average reported mortality
rate of SJS is 1-5%, and of TEN is 25-35%; it can be
even higher in elderly patients and those with a large
surface area of epidermal detachment.’

Apart from intensive supportive therapy, a generally
accepted regimen for specific treatment of SJS/TEN is
lacking. Because immunologic mechanism has been
suspicious, treatment options such as systemic

corticosteroids, intravenous immunoglobulin therapy

(IVIG) and other immunosuppressive therapy had been
applied. Among these systemic therapy, corticosteroids
is one of the most widely used but its efficacy has been
very controversial. Proponents emphasized the
importance of early intervention during the initial
erythrodermic stage, with high doses for a few days
only, to inhibit inflammation. Opponents suggested an
increased risk of sepsis, prolonged length of hospital
stay, and increased mortality in TEN patients treated
with corticosteroids.”
Objectives

To evaluate incidence and etiologies of EM, SJS,
SJS-TEN overlap and TEN in Thai patients admitted to
Ramathibodi Hospital. The association between
treatment outcome and systemic corticosteroids focus
on SJS, SJS-TEN overlap and TEN group was also
evaluated.
Methods

This study was approved by the Ethical Committee
on Human Rights Related to Researches Involving
Human Subjects Faculty of Medicine, Ramathibodi
hospital, Mahidol University. A retrospective analysis
of the medical records of patient’s admitted in
Ramathibodi Hospital with diagnosis of EM, SJS, SJS-
TEN overlap and TEN, from January 2002 to October
2009, was performed. Patient’s age, sex, causative agent
(culprit drugs, infection) were collected. The
SCORTEN and time to reepithelization could not be
completely collected due to insufficiency of the data.

Association between treatment and outcome was tested
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by Fisher’s exact test and simple logistic regression
analysis was use to calculate odd ratio. The comparison
in terms of length of hospital stay was performed using
Mann-Whitney U-test. Statistical significance was
defined as P < 0.05. Statistical analyses were conducted
using SPSS 16.0.
Results

There were 87 patients admitted with EM, SJS, SJS-
TEN overlap and TEN from January 2002 to October
2009, SJS was the majority of the cases (59%) ,
followed by TEN (17%), EM (13%) and SJS-TEN
overlap (11%), respectively (Table 1). According to
difference in age group of patient, clinical course and
etiology, we considered EM as a distinct disease apart
from the three others (SJS, SJS-TEN overlap and TEN).
For EM, almost three-quarters of them were children
under 15 years-old and almost equal number on both
genders. Median length of hospital stay for EM patients
was 4 days. The prognosis of disease was excellent.
There was neither severe complication nor death from
the disease. While, for SJS, SJS-TEN overlap and TEN,
the majority of patients were 16-70 years old. Overall,
female patients predominated, except for TEN, which
did not have gender difference. The mortality rate of
SJS, SIS-TEN overlap and TEN was 5.8%, 40% and
20%, respectively. The Average mortality rate for all
three diseases was 13%.

In term of etiologies, drugs were the most frequent
cause of EM (Figure 1A). Viral infection, diagnosis

was bared on DIF staining, accounted for almost 20%.

For the other three diseases, dsugs was also the leading
cause and responsible for almost 90% of cases
(FigurelB). The distribution of culprit drugs for SJS,
SJS-TEN overlap and TEN was shown in figure 2.
Antimicrobial group was the most suspected causative
agents, represented almost 50%, followed by 2
anticonvulsant drugs carbamazepine and phenytoin
accounted for 11%, followed by trimethoprim-
sulfamethoxazole (9%) and allopurinol (8%). List of
culprit drugs were shown in Table 2

Treatment of EM and SJS/TEN was mainly
supportive and symptomatic treatment. For SJIS/TEN,
supportive treatment was also a standard treatment.
Other treatment modalities included systemic
corticosteroids (intravenous dexamethasone,
intravenous methylprednisolone and oral prednisolone),
N-Acetyl Cysteine (NAC) and intravenous
immunoglobulin (IVIG). We classified treatments of
SJS/TEN into 3 main groups, 1) supportive treatment
only, 2) supportive treatment plus systemic
corticosteroids 3) supportive treatment plus systemic
corticosteroids plus IVIG. Systemic corticosteroids was
used early in the course of admission, 71.4% of cases
within first 24 hr. The distribution of cases in each
treatment group was shown in Figure 3. We analyzed
outcome of systemic corticosteroids focusing on impact
of mortality and hospital length of stay by compared
treatment group2 (supportive treatment plus systemic
corticosteroids) with treatment groupl (supportive

treatment only) which was the control group. We
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excluded 10 patients from the analysis, 4 patients in the
third group of treatment (supportive treatment plus
systemic corticosteroids plus IVIG) because of the limit
number of cases and 6 patients who died from their
underlying causes or unrelated events. Overall, there
were 52 patients of supportive plus systemic
corticosteroids-treatment group and 15 patients from
supportive treatment group were analyzed. Patients in
both groups showed similar characters in age, sex,

underlying HIV infection and disease severity

Table 1 The demographic data of all patients

distribution (Table3 ). Patients who received supportive
treatments plus systemic corticosteroids had statistically
significant, higher survival rate. Univariate logistic
regression analysis revealed odd ratio 6 with 95%
confidence interval 1.36-2.38 (Table 4). There was no
difference in length of hospital stay between patients
who received supportive treatments plus systemic
corticosteroids and patients who received supportive

treatments only (P value = 0.241).

EM SJS SJS/TEN TEN Overall
Number of patients (%) 11 51 10 15 87

(13%) (59%) (11%) (17%)
Age<15 8 (73%) 10 (20%) 0 3 (20%) 21 (24%)
Age 16-40 0 18 (35%) 1 (10%) 7 (47%) 26 (30%)
Age 41-70 3(27%) 17 (33%) 7(70%) 5(33%) 32 (37%)
Age >71 0 6 (12%) 2 (20%) 0 8 (9%)
Median age 13 37.5 47 36 38
(max-min) (0.08-57) (3-84) (35-84) (0.58-70) (0.08-84)
M:F 6:5 23:29 3:6 8:7 38:49
Mortality rate (%) 0 3/51 4/10 3/15

5.8% 40% 20% EM=0% SJS/TEN=13%
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Table 2 List of culprit drugs (alphabetical)

Culprit drugs in TEN patients Culprit drugs in SJS/TEN patients Culprit drugs in SJS patients

Allopurinol Acetaminophen Allopurinol
Carbamazepine Allopurinol Amoxyecillin
Cephalosporin Capecitabine Carbamazepine
Ciprofloxacin Contrast media Colchicine
Nevirapine Dicloxacillin Ethambutol
NSAIDs Docetaxel NSAIDs
Phenytoin Effavaren Phenytoin
Pyrazinamide Ibuprofen TMP-SMX
Pyrimethamine Phenytoin
Sulfadiazine Pseudoephridine
TMP-SMX TMP-SMX
Pcrceontage
80
0

o 68.4%

g0 |

S0

40 |

* 25%

20

ST

5.2%
0
Supportive treatment Supportive treatment Supportive treatment
+ systemic corticosteroid + systemic corticosteroid
+IVIG

Figure 3 The distribution of cases in each treatment groups
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Table 3 Characteristics of patients in supportive treatment group and supportive treatment + systemic corticosteroids

Supportive treatment Supportive treatment +
(Groupl) Systemic corticosteroids
(n=15) (Group2 ) (n=52)
Male:Female 1:1.5 1:1.2
Number of HIV positive 4 (27%) 11 (21%)
patients
Number of patients
SJS 9 (60%) 39 (75%)
SJS/TEN 2 (13%) 6 (12%)
TEN 4 (27%) 7 (13%)
Total 15 52
Median length of hospital 7 (3-54) days 10 (2-63) days

stay (Min-Max)

Table 4 Comparison of survival between supportive treatment group and supportive treatment + systemic corticosteroids

Treatments
Supportive treatment Supportive treatment +
Outcome (Groupl) Systemic corticosteroids Total
(Group2 )
Dead 5 4 9
55.56% 44.44% 100%
Alive 10 48 58
17.24% 82.76% 100%
Total 15 52 67
22.39% 77.61% 100%

Fisher’s exact test P value = 0.022, univariated logistic regression odd ratio = 6
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Discussion

SJS was the most common diseases in our study.
Erythema multiforme was a distinctive disease apart
from SJS, SIS-TEN overlap and TEN because EM
affected mainly younger age group, predominantly
under 15 years and also had excellent outcome. There
was no mortality and average length of hospital stay
was relatively short (4 days). Regarding an etiology of
EM, our study differed from previous study which
infection was the cause in the majority7. We proposed
hypothesis of the oversensitivity in diagnosis of drug
induced cutaneous reaction in childhood patients.
Infection may exhibit nonspecific clinical sign and
symptoms which usually led to empirical antibiotic
treatment. The subsequent development of cutaneous
rash from infection might mislead physician to the
diagnosis of drug induced EM. However, the drug
induced disease in EM group was lower than SJS, SJS-
TEN overlap and TEN group.

For Severe Cutaneous Adverse Reactions (SCARS);
SIS, SJS-TEN, our data showed that the 3 most
common suspected causative drugs were
carbamazepine, trimethoprim-sulfamethoxazole and
allopurinol, which accounted for 11%, 9% and 8% of
all drugs, respectively. The EUROSCAR study, which
was one of the world’s largest population base analysis,
demonstrated same 3 leading culprit drugs, although in
different order.” The finding underscored the high
potential of

carbamazepine, trimethoprim-

sulfamethoxazole and allopurinol in causing severe

cutaneous adverse reactions. Fortunately, the risk of
SJS, SJS-TEN overlap and TEN from carbamazepine
and allopurinol could be reduced by screening a unique
HLA , especially in Asian patients. Tassaneeyakul et
al, showed a strong association in Thai population
between the HLA-B*1502, SJS and carbamazepinelo.
This study also demonstrated high association with odds
ratio (OR) of 54.76, 88.10%. sensitivity and specificity,
1.92% positive predictive value (PPV) and 99.96%
negative predictive value. However the same genetic
correlation could not be shown in Japanese, U.S. and
Europeans. "B For allopurinol, the risk of SJS/TEN
was significantly greater in patients with HLA-B*5801
with an odds ratio of 348.3, 100% sensitivity and 87%
specificity. This association also found in Japanese
patients“, and to a lesser extent, in patients of European
originm. Thus, HLA-B screening prior to administration
of carbamazepine, allopurinol or other drugs which
SCAR should be recommended after cost effectiveness
analysis.

Although several systemic treatment protocols for
TEN have been published, none has been formally
established in a randomized controlled trial, and hence
cannot definitively be proposed as a treatment regimen.
Management requires early recognition and immediate
withdrawal of any potential causative agents. Many
patients took different drugs simultaneously preceding
the onset of clinical symptoms. There are no reliable
tests to demonstrate the link between a single case and a

specific drug. The determination of the culprit drug
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relies on clinical assumption, mainly based on the
timing of the reaction. A mean time of 14 days from
initial drug administration to the onset of TEN has been
noted"”. Moreover, the sensitizing properties of different
drugs should be taken into account. In addition, fluid
replacement, electrolyte balancing, nutritional support,
and intensive care handling are essential. With regard to
local management, wounds should be treated with care,
similar to the sterile procedures performed for severe
thermal burns, to prevent epidermal detachment.
Oozing areas are covered by nonstick dressings and
changed at appropriate times based on local conditions.
Antibiotics are utilized locally according to clinical sign
of wound infection or wound cultures.

Role of systemic corticosteroids in the treatment of
SJS/TEN is controversial. Engelhardt16 claimed that
corticosteroids given 48 hours or more prior to
admission are associated with an increase in the
incidence of infection, length of stay, and mortality.
Kelemen et al.” indicated that steroid therapy was an
independent factor for increased mortality in
multivariate analysis of prognostic factors. Murphy18
reported excessive mortality associated with prolonged
use of systemic steroid therapy from retrospective
review of 44 cases. Other opponents suggested an
increased risk of sepsis, prolonged length of hospital
stay, and increased mortality in TEN patients treated
with corticosteroids'” ZO.However, several authors have
concluded that the negative outcome of corticosteroids

may related to the onset, dosage and length of therapy.

Corticosteroids may indeed impair wound healing and
promote sepsis.21 Support for the use of corticosteroids
has recently come from the publication of a large
retrospective study‘). They evaluated the effect on death
of treatment administered after hospital admission in a
cohort of 281 patients with SIS or TEN from France
and Germany enrolled in EuroSCAR, a prospective
case-control study of risk factors. The study displayed
corticosteroids were more commonly used in Germany
(87% of patients) than in France (45%), also with a
higher maximum dose in Germany. Analyzing only
patients with single-drug treatment, the authors
observed a significant odds ratio for corticosteroids vs
supportive care in Germany, but this was not validated
by the outcomes in France. The authors suggested that
their results were partly explained by the considerably
higher dosage of corticosteroids use in Germany. Other
study which supported the positive effect of systemic
corticosteroids underscored the early initiation of
treatment and high dosagezz’ * Kardaun et al’ showed
dexamethasone pulse therapy, 1.5 mg/kg/day,
intravenously for three consecutive day  reduced
mortality rate predicted by SCORTEN. Tripathi et al”
demonstrated prompt treatment with corticosteroids in
SJS may reduce morbidity. Our study supported the
benefit of early treatment with systemic corticosteroids
on survival. Also, no significant prolongation of
hospital stay. Many reviewed mechanism of steroids in

inhibiting inflamation has recently be proposed.é’zs’26
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Our study had limitations, according to

retrospective nature of the study, we could not
completely collect some important data, such as the
SCORTEN and day of skin re-epithelization. For the
rate of infection, it was difficult to determine whether
some infection may be secondary to systemic
corticosteroids.
Conclusions

1.The 3 most common drugs causing severe
cutaneous adverse reaction (SCAR) in Ramathibodi
Hospital during 2002-2009 were carbamazepine,
trimethoprim-sulfamethoxazole and allopurinol.

2.From our study, systemic corticosteroids

demonstrated potential benefit on survival and no
evidence of prolonged hospitalization.
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ABSTRACT:
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Tetrahydrocurcumin (THC) plays an important role in the antioxidant mechanism resulting in the significant
neutralization of free radicals in a dose-dependent manner. Recent studies revealed the superior free radical scavenging
ability of THC. This action is of particular interest for cosmetics, in terms of, ultraviolet protection and anti-aging

preparations.
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Objective: To study the efficacy of THC and liposome in curcuminoid cream (GPO curmin, Government
Pharmaceutical Organization) in hydration, elasticity, and color of human skin

Methods: Eighty female volunteers aged 30-45 years with normal skin were recruited to the study. The
volunteers were randomly divided into 4 groups and treated with; (A) GPO curmin cream containing both THC and
liposome, (B) GPO curmin cream containing THC without liposome, (C) GPO curmin cream containing liposome without
THC, and (D) vehicle controlled cream. All volunteers were asked to apply 1 gram of cream on their face twice a day for
4 weeks. Skin hydration, elasticity, and color were measured at baseline and 4 weeks after treatment by Corneometer CM
825, Cutometer MPA 580, and Dermospectrometer, respectively, at chin and both cheeks.

Results: Seventy eight subjects (20 in group A, 20 in group B, 19 in group C, and 19 in group D) completed
treatment protocol. The baseline skin hydration, elasticity, and color in all groups were not significantly different
(p=0.954, p=0.727, and p=0.560, respectively). Skin hydration, elasticity, and color at 4 weeks after treatment in all
groups also demonstrated no significant differences (p=0.570, p=0.137, and p=0.445, respectively). Skin hydration was
significantly decreased in group C (p=0.030). Skin elasticity was significantly increased in group A, C and D (p=0.002,
p<0.001, and p=0.021, respectively). Skin color was significantly improved in all groups (p<0.001)

Conclusions: THC and liposome provided no improvement in skin hydration in all groups. Significant lighter in
skin color were found in all groups. Skin elasticity was improved in all group, except group B. The other ingredients in
vehicle might be responsible for these significant results.

Key words: tetrahydrocurcumin, curcuminoid cream, skin hydration, skin elasticity, skin color
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Background: Hydnocarpus anthelminthicus, krabao in Thai, a herbal medicine, has been used mainly for the
treatment of leprosy. Oil extracted from its seeds “chaulmoogra oil ” administered orally shown an anti-inflammatory and
anti-nociceptive activities in animal model. Psoriasis is a chronic inflammatory disease which involves multiple immune
mechanisms which cause abnormal keratinocytes proliferation and differentiation. Chaulmoogra oil has been used in Thai
herbal remedies for psoriasis but its efficacy has never been elucidated.

Objectives: to determine whether topical chaulmoogra oil can enhance the efficacy of topical steroid in the
treatment of psoriasis.

Materials and methods: Randomized double-blinded intra-individual control trial was conducted in 27 patients
with symmetrical stable chronic plaque type psoriasis. Half-body lesions were randomized to treat with topical 0.1 percent
o/w triamcinolone acetonide in chaulmoogra oil or 0.1 percent o/w triamcinolone acetonide in mineral oil, which served
as control, twice daily for 4 weeks. Local psoriasis severity index and physician’s global assessment were evaluated at
baseline, and at the second and fourth week by investigators and photographs. Patient satisfaction was evaluated at the last
visit.

Results: 24 patients completed the study. Both 0.1 percent o/w triamcinolone acetonide in chaulmoogra oil and
control regimen significantly reduced erythema, thickness and scales of index lesions (p-value < 0.0011,p-value= 0.0038
and p-value= 0.0038, respectively). In contrast, the mean difference in areas of index lesion after treatment was
significantly increased in the chaulmoogra oil treated side. However, after combining all parameters, the PASI score
reduced significantly from the baseline on both side (p-value =0.0001).There were significant improvements of
physician’s global assessment and visual analogue scale of itchiness and irritation in both sides. Overall satisfaction scores
of the treated group and the controlled group were not significant difference, 6.87(+2.10) and 7.30(+1.93), respectively
(p-value = 0.12).

Conclusion: 0.1 percent o/w triamcinolone acetonide in chaulmoogra oil or in mineral oil demonstrated similar
efficacy in term of erythema, thickness scales and reduction of psoriatic index lesions. The effect of triamcinolone
acetonide in chaulmoogra oil preparation was not superior to the standard preparation of 0.1% triamcinolone acetonide

cream.

Keyword: psoriasis, chaulmoogra oil, krabao, Hydnocarpus anthelminthicus oil
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Introduction

Oil extracted from seeds of Hydnocarpus
anthelminthicus, chaulmoogra oil, Krabao name in
Thai, is extensively used in Thai herbal remedies for
several years. It had been used in various skin and
infectious diseasesl-z, and was well documented in
leprosy ™ Tts active ingredients are chaulmoogric acid,
hydnocarpic acid and gorlic acid. Oral administration
of chaulmoogra oil showed an anti-inflammatory and
peripheral antinociceptive in animal model’. Cottle W.
reported the use of chaulmoogra oil in the treatment of
leprosy, eczema, rheumatism, gout and psoriasis. In
case of psoriasis, chaulmoogra ointment treatment
yielded a good outcome. g

Psoriasis is a chronic inflammatory disease which
choice of treatment ranges from topical or systemic
medication, phototherapy and biologic agents. None of
the treatment can cure the disease. Topical steroids are
the mainstay in management of psoriasis. However,
long-term used may cause local cutaneous side effects,
such as, atrophy, striae, telangiectasia and skin
hypopigmentation. Rarely, systemic absorption could
occurred.

Plant derived compounds that already established in

psoriasis treatment are dithranol (anthralin) from

araroba tree bark (4ndira araroba), salicylic acid
derived from white willow bark (Salix alba) and 8-
methoxy psoralen a furocoumarin from Ammi majus6.
Recently, a randomized double-blind, placebo-
controlled study of a topical 10% Oregon grape root
(Mahonia aquifolia)cream in 200 psoriasis patients
confirmed the efficacy and safety7.

Chaulmoogra oil is one of the Thai herbal medicine
that has been used as home remedies for several skin
infection and inflammation including psoriasis. ~ Our
purpose was to determine therapeutic effects of topical
chaulmoogra oil in combination with topical steroid in
the treatment of psoriasis. The randomized controlled
trial to demonstrate the therapeutic effects of
chaulmoogra oil in psoriasis has never been conducted
before.

Materials and methods

Study design

The study was a randomized, double-blind intra-
individual control study and was carried out between
July 2011 and March 2012.

Study population

Patients with stable chronic plaque type psoriasis
were recruited from the Dermatology out patient clinic,

Ramathibodi hospital, Faculty of Medicine, Mahidol




120 Srisuwanwattana P et al Thai J Dermatol, April-June 2016

University. The inclusion criterias were i) chronic stable
plaque type psoriasis with lesion distributed
symmetrically ii) less than 10 percent of body surface
area involvement iii) systemic medication or
phototherapy was discontinued for at least 1 month iv)
age at least 18 year-old. Patients were excluded if they
had at least one of the following criterias i) pregnancy

or lactation ii) previous allergic to topical steroids or

chaulmoogra oil iii) concurrent immunosuppressive or
immunomodulatory drugs therapy iv) HIV infection v)
other underlying inflammatory or infectious skin
diseases. All patients had a 2-week washout of any
topical treatment for psoriasis prior to receiving the
study drugs. During wash out period patients were

allowed to apply cream base twice daily. ( figure 1)

®  Chronic plaque psoriasis
® Age 218 years

®  Stable disease > 1 month

: symmetrical lesion , BSA <5%

0.1 % o/w triamcinolone acetonide in mineral oil

v
l Randomization i
0.1 % o/w triamcinolone acetonide in chaulmoogra oil
A 4

® [ocal PASI

® PGA

®  Complication and side effect

Measurement of outcome at pre-post treatment ( 0, 2 and 4 weeks ) by

®  Area measurement by photoshop program

® VAS of itchiness and irritation

Figure 1 Flow chart of the study protocol
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Tablel Demographics data

Mean age (years), SD
Male:Female (number of patients)
Mean duration of disease (years), min,max
Previous treatment(percent)
Topical treatment
Traditional systemic therapy

Phototherapy

50.71,13.06

12:12

11.94;1.5,39

100
29.17
29.17

Table 2 Baseline characteristic of target lesions

chaulmoogra oil side mineral oil side mean;SD p-value
mean;SD

Local PASI* (0-12) 5.58;1.21 5.58;1.21 1.0000
Erythema (0-4) 2.04;0.62 2.08;0.65 0.5748
Thickness (0-4) 1.92;0.58 1.92;0.58 1.0000
Scale (0-4) 1.63;0.71 1.58;0.72 0.5748
Area,cmz,mean;range 7,0.35,25.20 6.54;0.29, 25.96 0.5841
PGA® 3.75;1.19 3.75;1.22 1.0000

Local PASI* is a sum of erythema ( score 0-4), thickness (score 0-4) and scale ( score 0-4) of index lesion.

Physician global assessment (PGA)§ ;0 to 6 (0: clear, 1: almost clear, 2: mild disease, 3: mild to moderate disease, 4: moderate disease, 5:

moderate to severe disease, 6: severe disease)

Assessments

We examined and took photographs of patients at
baseline ( 2 weeks after wash out) and after 2 and 4
weeks of therapy.

Primary outcome of this study were local psoriasis
severity index (local PASI), areas of index lesion,
physician’s global assessment (PGA) and visual
analogue scale (VAS) of itchiness and irritation, all

outcomes were measured at baseline, weeks 2 and 4.

Local PASI is a sum of erythema (score 0-4),
thickness (score 0-4) and scale ( score 0-4) of index
lesion.

Area of index lesions were measured by adobe
photoshop CS3 10 extended version. Each index lesion
was measured twice to minimize measurement error.

PGA score ranged from 0 to 6 (0: clear, 1: almost

clear, 2: mild disease, 3: mild to moderate disease, 4:
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moderate disease, 5: moderate to severe disease, 6:
severe disease)

VAS of itchiness and irritation ranged from 0
(minimum) to 10 (maximum).

The study was approved by the ethics committee of
Faculty of Medicine Ramathibodi Hospital, Mahidol
University (protocol number ID 09-54-27) and all
patients gave written informed consent. The study was

conducted in accordance with the ICH Guideline for

Case 1 TA+chaulmoogra oil

Week 0

Week 4

Good Clinical Practice for the clinical testing of drugs
and the Declaration of Helsinki.
Statistical analysis

We used descriptive analysis for qualitative data.
Comparison between groups was done by paired -tests
for variables with normal distribution and Wilcoxon
signed-rank test for variables that did not present a
normal distribution. For all tests, statistical significance

was established at p < 0.05.

TA-+mineral oil

Figure 2 Pre and 4 weeks post treatment

Results

Twenty seven patients were enrolled. Three patients
dropped out before completion of the study. Data from
twenty four patients were analyzed. Demographics data
were presented in tablel. The mean age of patients was

50.71 years (£13.06). Twelve (fifty percent) were male.

The mean duration of disease was 11.94 years (range
2.5,39). All patients had received topical medications
before the study, seven out of twenty-four (29.17
percent) had been treated with systemic medications (7
with methotrexate, 1 with acitretin, and 1 with

hydroxylurea), seven patients were previously treated



Vol.32 No.2

Srisuwanwattana P et al 123

with phototherapy. There were no significant
differences between the treated and the controlled sides

in term of local PASI, areas of index lesion, PGA, VAS

Case7 TA+chaulmoogra oil

Week 0

Week 4

of itchiness and irritation at baseline. Baseline
characteristic of patients were shown in table 2.

Primary outcome (figure2,3,4)

TA-+mineral oil

Figure 3 Pre and 4 weeks post treatment

Local PASI

Baseline local PASI in the treated and the controlled
sides were equal to 5.58 (+1.21). At the end of the study
local PASI in both sides reduced significantly from
baseline to 3.87 + 1.63, p<0.0001 and 3.87

+1.58,p=0.001, respectively (table 3). However, no
significant difference between active and control side
(p=0.1, table 4)

Area of index lesions
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Area of index lesion in the treated and the controlled

sides at baseline were comparable, 7 cm? and 6.54 cm2,

respectively (p = 0.5841, table 4). At the end of the
study mean area of index lesion in the treated and the

controlled sides were significant difference(figure5),

Case 14 TA-+chaulmoogra oil

Week 0

Week 4

8.81 cm? (range 0, 42.89) and 6.20 cm? (range
0,24.16), respectively (p= 0.02, table 4). On the
contrary, there was no significant difference of the area
from the baseline on both side, p=0.18 and p=0.66,
table3.

TA-+mineral oil

—

Figure 4 Pre and 4 weeks post treatment
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Comparison of the mean difference in area of index

lesion at baseline and week 4

=(Ag—Ag) |+ (Ag—Agh + (Ag-Ag)3tt (Ag —AgN

N

A : area of index lesion at baseline
Ay : area of index lesion at week 4

N : number of patient
If difference in area of index lesion was +: area of
index lesion was increased. If difference in area of

index lesion was -: area of index lesion was reduced.

Case 10 TA+chaulmoogra oil

Week 0

Week 4

The mean difference in area of index lesion in the

treated side was 1.98 cm2, indicating an increase

contradict to the controlled side which the mean

different in area of index lesion was -0.24 cm?.
Compared between both sides the mean difference of
area of index lesion in the treated side significantly
increased. (p=0.0161, table4, figure 5)

PGA

TA-+mineral oil

llilllll”i
£t

Figure 5 Pre and 4 weeks post treatment
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Table 3 Pre and post treatment comparison; local PASI, erythema, thickness, scale, area and physician global assessment (PGA)

Pre treatment 4 wks post p- value
treatment

Local PASI (0-12) chaulmoogra oil side mean;SD 5.58;1.21 3.87;1.63 <0.0001
mineral oil side mean;SD 5.58;1.21 3.87;1.58 0.0001
Erythema (0-4) chaulmoogra oil side mean;SD 2.04;0.62 1.39;0.78 0.0011
mineral oil side mean;SD 2.08;0.65 1.43,0.73 0.0019
Thickness (0-4) chaulmoogra oil side mean;SD 1.92;0.58 1.48;0.59 0.0254
mineral oil side mean;SD 1.92;0.58 1.48;0.67 0.0254
Scale (0-4) chaulmoogra oil side mean;SD 1.63;0.71 1.00;0.67 0.0038
mineral oil side mean;SD 1.58;0.72 0.96;0.64 0.0038
Area (cm2) chaulmoogra oil side mean;SD  7;0.35,25.20 8.81;0,42.89 0.1831
mineral oil side mean;SD 6.54;0.29, 25.96 6.20;0, 24.16 0.6612
PGA (0-6) chaulmoogra oil side mean;SD ~ 3.75;1.19 3.17,1.34 0.0149
mineral oil side mean;SD 3.75;1.22 3,141 0.0122
VAS of itch/irritation chaulmoogra oil side mean;SD 5.04;0,10 3.30;0,9 0.0326
(0-10) mineral oil side mean;SD 5.02;0,10 3.13;0,9 0.0122

Table 4 Active and control side comparison; local PASI, erythema, thickness, scale, area and physician global assessment (PGA)

Physician assessments chaulmoogra oil mineral oil side p-value
side mean;SD mean;SD
Pre treatment 5.58;1.21 5.58;1.21 1.0000
Local PASI (0-12) 2 weeks post Rx 5;1.54 4.68;1.62 0.0312
4 weeks post Rx 3.87;1.63 3.87;1.58 1.0000
Pre treatment 2.04;0.62 2.08;0.65 0.5748
Erythema (0-4) 2 weeks post Rx 1.82;0.69 1.77,0.69 0.3287
4 weeks post Rx 1.39;0.78 1.43,0.73 0.5753
Pre treatment 1.92;0.58 1.92;0.58 1.0000
Thickness (0-4) 2 weeks post Rx 1.86;0.35 1.64;0.49 0.0215

4 weeks post Rx 1.48;0.59 1.48;0.67 1.0000
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Physician assessments chaulmoogra oil mineral oil side p-value
side mean;SD mean;SD
Pre treatment 1.63;0.71 1.58;0.72 0.5748
Scale (0-4) 2 weeks post Rx 1.32;0.78 1.27,0.77 0.5758
4 weeks post Rx 1.00;0.67 0.96;0.64 0.5637
Pre treatment 7,0.35,25.20 6.54;0.29, 25.96 0.5841
2 weeks post Rx 9.73;0.42,37.14 8.49;0.17,24.73 0.4342
Area (cm2 ) 4 weeks post Rx 8.81;0,42.89 6.20;0,24.16 0.0211
Change of area after 1.98 -0.24 0.0161
treatment,cm2
PGA pre treatment 3.75;1.19 3.75;1.22 1.0000
PGA 4 weeks post treatment 3.17,1.34 3,141 0.1035

Baseline PGA of the treated and the controlled were
3.75+1.19 and 3.75+1.22, respectively. At week 4, PGA
score of treated and control sides were significantly
decreased to 3.17+1.34 and 3.0+1.41, respectively. (p=
0.01,table3) There was no significant difference of
PGA score of index lesion compared between the
treated and the controlled side at week 4. (p= 0.1035,
table4)

Patient self-assessment

VAS of itchiness and irritation

VAS of itchiness and irritation in the treated side
was significantly reduced from 5.04 (range 0.10) to 3.30
(range 0,9), p=0.0326 and 5.25 (range 0,10) to 3.13
(range 0,9) in the controlled side, p=0.0122. There was
no significant difference in the VAS between both sides
at week 4.

Patient satisfactory score

Patient satisfactory score were in a good range in
both sides; 6.87(£2.1) and 7.30(£1.93). There was no
significant difference in the score between both sides at
week 4 (p =0.12).

Mild side effects were reported from 4 patients. One
patient reported itchiness on both side and another one
only on the chaulmoogra side. Three patients
experienced mild redness, one on both side another two
on active treatment side. All these side effects resolved
spontaneously.

Discussion

Herbal remedies gain popularity in both cosmetic
and dermatology diseases. Plant derived compounds
which have proven efficacy in psoriasis treatment are
dithranol (anthralin) from araroba tree bark (Andira
araroba), salicylic acid derived from white willow bark

(Salix alba) and 8-methoxy psoralen a furocoumarin
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from Ammi majus6. Although, various new herbal
medicines have been used for psoriasis very limited
numbers were through roughly evaluated by a RCT
method *”. In addition, majority of botanical medication
studies were done in a small group of patients without
control.

Recently, a randomized double-blind, placebo-
controlled study of a topical 10% Oregon grape root
(Mahonia aquifolia) cream in 200 psoriasis patients
confirmed its efficacy and safety7. However, RCT
studies of some botanical products have demonstrated
conflicting results. For example, Aloe vera was one of
the botanical agents that conflicting result from 2 RCT
studies were observed" .

In this study, twenty four psoriasis patients showed
improvement of erythema, thickness and scaling of
psoriasis lesions on both sides. In contrast, the mean
difference of index lesion’s areas in the active cream
treated side significantly increased compared with the
controlled side. This finding was also observed in the
first few weeks of treatment with topical calcipotriol or
systemic acitretin which are standard treatment of
psoriasis worldwide. However, even though mean
difference in area of index lesions in the treated side
increased but erythema, thickness and scale score were
reduced. After combining all parameters, the local PASI
score was reduced and the lesions subsided.

We concluded that topical 0.1 percent o/w
triamcinolone acetonide in chaulmoogra oil was not

superior than 0.1 percent triamcinolone acetonide in

mineral oil after 4 weeks of treatment. However, longer
treatment duration such as 8-12 weeks, the lesions may
be cleared and the difference of our active cream may
be observed. One confounding factor is narrow
numerical assessment score which range from 0-4.
Almost all targeted lesions if not cleared would range
from 1-3, therefore it’s unlikely to obtain statistically
significant outcome. Another limitation was short
period of study and using combination treatment with
triamcinolone which is an active drug in psoriasis
treatment.

The three main mechanisms of herbal remedies are
anti-inflammation, antimicrobial and antioxidant. The
mechanism of action of chaulmoogra oil in leprosy was
from Hydnocarpic acid, a principle constituent,
blocking the coenzymatic activity of biotin or inhibits
microbial biotin synthesisS. Hydnocarpus wightiana is a
tree in the same family which shows high antioxidant
activitylo. All these properties rarely come from a
single active ingredient but from mixture of several
ingredients in that plant. Preparation of herbal remedies
by extracting only major active ingredient may,
therefore, alter its efficacy. In addition, seasonal change
may contribute to variation in efficacy of herbal
preparation. At present, we need a scientific experiment
that can explain the mechanism of action of
chaulmoogra oil in psoriasis.
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Trichorhinophalangeal Syndrome Type I :

A sporadic case with the new mutation.
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ABSTRACT:

CHEEWAPAT W, PANCHAPRATEEP R. THE TRICHORHINOPHALANGEAL SYNDROME TYPE I:
A SPORADIC CASE WITH THE NEW MUTATION. THAI J DERMATOL 2016; 32: 130-134.
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Trichorhinophalangeal syndrome typel (TRPS I) is an extremely rare hereditary disease with mainly autosomal
dominant inheritance, which is characterized by a triad of hair,craniofacial, and skeletal abnormalities.Very recently, the
responsible geneTRPSI gene has been cloned on human chromosome 8q24 and 8g23.3 (OMIM#190350).We describe a
female patient with a sporadic case of TRPS I. DNA analysis of the patient revealed a de novo mutation of ¢.1029dupC of
TRPS I Exon4.This mutation is the first to be reported in TRPS Type [.DNA analysis of her parents revealed no mutation
of TRPS I gene.

Key words:Trichorhinophalangeal syndrome
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ATIAEY : Trichorhinophalangeal syndrome

Case report

A 15-year-old Thai female presented with finger
pain and hand joint deformities. The pain was
associated with writing. The patient was referred to
dermatology for scalp alopecia with sparse, slow
growing hair since childhood which has worsened with
age. Upon physical examination, she had diffuse
thinning of hair with receding fronto-temporal and
occipital hairlines, consistent with ophiasis pattern in
alopecia areata. Her lateral eyebrows were also sparse
while eyelashes and other body hairs were normal. She

had craniofacial abnormalities including pear shaped

nose, elongated philtrum, thin upper lip, hypomandible,
and protruding ears (Figure 1A, 1B, 1C, 1D). On the
hands, there were brachydactyly of the first fingers;
swelling at the proximal and middle interphalangeal
joints and radial deviation of the second to fifth fingers
of both hands (Figure 2A, 2B). Other abnormalities
included racquet nails of the both thumbs and big toes
and pitted enamels. No hypohidrosis was noted. Her
height was 155 c¢cm (within normal range). Intellectual

development was normal. The patient denied having

similar cases in her parents or family.

Figure 1 Typical craniofacial features of TRPS including pear shaped nose, elongated philtrum, hypomandible,

protruding ears and sparse lateral eyebrows

Diffuse thinning and sparse hairs (A) with localized non-scaring alopecia on the rim of scalp both frontotemporal and

occipital hairlines (B, C), Normal axillary hair (D)
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Figure 2 Short thumbnails (A) Swelling and radial deviation of middle phalanges (B)

Cone-shaped epiphyses of the middle phalanges of the first to fifth fingers of both hands (C)

18kU X1 % Brm 2387 2°F 8k X1, 18Kk m

Figure 4 Scanning electron microscopy revealed broken cuticle (A) and small hair shaft in diameter (B).

Multiple biochemistry and endocrinological 1 normal range. Radiologic examination showed cone-
aboratory investigations, radiological study and shaped epiphyses of the middle phalanges of the first to
chromosomal analysis were performed on the patient fifth fingers of both hands (Figure 2C). Diagnosis of

and her parents. All laboratory results were within Trichorhinophalangeal syndrome type I was given to
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the patient based on characteristic clinical and
radiologic features.  DNA sequencing revealed
¢.1029dupC heterozygous C insertion of TRPS I Exon4.
The DNA analysis of her parents did not show any
mutation, implying a de novo mutation in the patient.l’2

Multiple hair shafts from different areas of the scalp
were examined and measured using micrometer
(Mitutoyo No0.21095-1"Asia Pacific Pte. Ltd., Japan).
The average hair diameter was 66.65 micrometers.
(normal range of Asian hair diameter is 80-100
micromvaters).3 Dermoscopy showed miniaturization of
hairs with perifollicular white halo particularly in the
frontotemporal and occipital regions. Many pinpoint
white dots consistent with acrosyringia were observed.
(Figure 3) Scanning electron microscopy revealed focal
area of irregular cuticular surfaces(Figure 4A) and small
hair shaft diameters (Figure 4B).
Discussion

Trichorhinophalangeal syndrome (TRPS) is a rare
genetic disorder with multiple different defects on
chromosome 8. Three subtypes of TRPS have been
described. TRPS I is caused by mutations in TRPSI
gene on chromosome 8 which encodes a zinc finger
transcription repressor involved in the regulation of
chondrocyte and perichondrium development.l’4 This
gene is highly expressed within the affected organs
particularly the cartilage in the nasal region, joints, and
hair follicles.

TRPS II is a microdeletion syndrome affecting the

TRPS1 and EXT1 genes. Patients with TRPS II have

mental retardation, multiple cartilaginous exostoses,
microcephaly, winged scapula, joint hyperlaxity, pes
planus, osteoporosis, scoliosis and avascular necrosis of
femoral head, in addition to the common TRPS
ﬁndings.4Patients with TRPS III have missense
mutations in the DNA-binding GATA type zinc fingers
of the protein and present with severe brachydactyly,
growth retardation, severe short stature and short
phalanges, but without exostoses.”" Our patient has
typical  craniofacial features, hair and joint
abnormalities without growth retardation, short stature,
mental retardation, skin changes or hypohidrosis. These
findings are compatible with TRPS L.

The trichorhinophalangeal syndrome type I (TRPS
I), first described by Giedion in 1966,5is usually
inherited as a dominant trait, however, it has been
suggested that TRPS1 may be an autosomal recessive
trait in sporadic cases. ** Hair abnormalities in TRPS I
are characteristic. Scalp hairs are usually thin, sparse
and slow-growing with receding frontal, frontotemporal
and rarely occipital hairlines.” In very rare cases, the
scalp may be completely hairless.’ In our patient, her
alopecic patches were severe, involving both
frontotemporal and occipital areas. Overall, scalp hairs
were sparse and smaller in size. Electron microscopy
revealed focal cuticular breakage without any hair shaft
abnormalities.” "’

The distinctive facial features such as bulbous pear-
shaped nose, elongated philtrum, thin upper vermillion

border, shortening of the chin, maxillary prognathism
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and mandibular hypoplasia are helpful in the diagnosis
of TRPS I.” The degree of craniofacial changes vary
from very subtle to frank, therefore careful clinical
examination is wuseful in identifying affected
individuals. Additional nail changes in TRPS I include
shortening and broadening of nails, giving rise to the
appearance of racquet nails. "True" racquet nails are
transmitted in an autosomal dominant manner and are
associated with a wide and short distal phalanx.2
Interestingly, DNA analysis of our patient and her
parents suggest a sporadic case but our patient has
racquet nails.

On radiologic examination, cone-shaped epiphyses
of the middle phalanges are the most frequent finding,
however, the changes of the proximal or distal
phalanges can also be plresent.11 In 2013, the associated
gene was identified and named 7RPS I, due toa
t(8;13)(g23.3;q21.31) translocation breakpoint <100 kb
from the 5' end of TRPS1.”" In our patient, the gene
responsible for TRPS I was cloned, allowing mutation
analysis of affected individuals and her relatives. We
identified a de novo ¢.1029dupC mutation of TRPS I,
which has never been reported in the past.

In conclusion, because of the variability of clinical
features, careful clinical examination is helpful in the
diagnosis of TRPS I. Many cases of TRPS I remain
undiagnosed. The hair problems and skeletal
abnormalities are often the symptoms which bring the

patients to see physicians. In case of high index of

suspicion, radiologic examination and DNA analysis
should be performed to identify potential mutation
carriers.
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Pancreatitis, panniculitis, and polyarthritis
(PPP) syndrome: a case report and review of

the literature.
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ABSTRACT :
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Panniculitis is an infrequent complication of pancreatitis. The reported incidence of this association is 2-3% of
all pancreatic diseases. The triad of pancreatitis, panniculitis and polyarthritis, so called PPP syndrome is a rare disease.
There are less than 30 well-documented case reports in the literature. We report a case presented with arthritis both knees
and left ankle. Two weeks later, there were crops of multiple small subcutaneous nodules on trunk and both extremities.
He had no abdominal symptoms or other pertinent findings. Abnormal laboratory investigations included increased serum
lipase and amylase. The histopathology from subcutaneous nodule showed prominent necrotic fat cells (ghost adipocytes)
with neutrophilic infiltration and calcification in the subcutaneous tissue which are the characteristic findings of
pancreatic panniculitis. The patient was treated with intravenous injectable meropenam and octreotide acetate and kept nil
per os. His pancreatitis, panniculitis lesions and the joint symptoms improved.
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Introduction

Panniculitis is an infrequent complication of
pancreatitis. The reported incidence of this association
is 2-3% of all pancreatic diseases. The triad of
pancreatitis, panniculitis and polyarthritis, so called PPP
syndrome is a rare disease. There are less than 30 well-
documented case reports in the literature.” We report a
case of PPP syndrome presented to our institution with
multiple small subcutaneous nodules and polyarthritis.
Case report

A 37-year-old man presented with pain and swelling
of both knees and left ankle for one month. Two weeks
later, he developed fever with crops of multiple small
subcutaneous nodules on trunk and both extremities

together with an episode of chronic cough and dyspnea.

He had no abdominal symptoms or other pertinent
findings. He had a history of heavy alcohol drinking for
8 years.

The physical examination revealed multiple small,
ill-defined, erythematous subcutaneous nodules, 0.3-0.5
cm in diameter involving all over abdomen, back and
all extremities with sparing of his face, palms and soles.
There was no ulceration or discharge oozing from the
lesions (Figure 1). He had tenderness, swelling and
restricted mobility on both knees and the right ankle.
The abdominal examination was unremarkable,
however, sign of chronic liver disease including spider

nevi was observed.
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Fig 1. Pancreatic panniculitis. Multiple small, ill-
defined erythematous to hyperpigmented subcutaneous
nodules, 0.3-0.5 c¢cm in diameter all over abdomen and

both lower extremities.

Skin incisional biopsy from a representative nodule
demonstrated a prominent necrotic fat cell (ghost
adipocytes) with neutrophilic infiltrate and calcification

in subcutaneous tissue (Fig. 2)

panniculitis. Necrotic fat cells (ghost adipiocytes)

(arrow) with neutrophilic infiltrate and calcification in
the subcutaneous fat tissue. PAS, GMS, AFB, mAFB
stained sections failed to reveal organism.(right thigh;
hematoxylin-eosin  stain;  original magnification:

A. x100., B. x400.)

Abnormal laboratory investigation included: anemia
(hemoglobin of 11.8 g/dL), leukocytosis (white blood
cell count of 29,610 cells/mm3, eosinophil 0.2%),
increased serum lipase 933 U/L (normal 10-60 U/L) and
serum amylase 684 U/L (normal 20-100 U/L). A

computed tomography scans of the abdomen showed
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swelling pancreas, no mass or ductal dilatation was
demonstrated. No peripancreatic collection was seen.
An extensive rheumatologic workup was negative
(culture and serology). Chest X-ray showed
hydropneumothorax on right lung. Thoracocentesis
revealed exudate profile of pleural fluid ( white blood
cell 10,112cell/cumm, polynuclear cell 84%,
mononuclear cell 16 %, protein 1.3 g/dL., LDH 170
U/L)

The patient was treated with intravenous injectable
meropenam and octreotide acetate and kept nil per os.
His pancreatitis, panniculitis lesions and the joint
symptoms improved over a period of weeks, leaving
with hyperpigmented scars.

Discussion

Pancreatitis panniculitis and polyarthritis (PPP)
syndrome is a very rare disease, typically affecting
middle aged males with a history of alcoholism. The
reported incidence of this association is 2-3% of all
pancreatic diseases. The pathogenesis of the PPP
syndrome remains unclear.” The most widely accepted
hypothesis suggests the release of pancreatic enzyme
into systemic circulation leads to lipolysis and
secondary inflammation of soft tissue such as the
synovium, bone marrow and subcutaneous fat. 63
Pancreatic panniculitis with polyarthritis associated
with eosinophilia is known as Schmid’s triad, and is
associated with a poor prognosis of disease.’

Most skin lesions of panniculitis in the PPP

syndrome presented as tender or non-tender edematous,

erythematous subcutaneous nodules arising singly or in
crops.7 The lesions can become ulcerated discharge an
oily material.’ Most common locations are legs but also
occur on the arms, thighs, and trunk. Sizes of lesions
vary from a few millimeters to centimeters.” When the
clinical of a few and large nodules presents, the
differential diagnosis includes erythema nodosum,
lupus panniculitis and Weber-Christian disease; while
multiple subcutaneous nodules should be differentiated
from infection, lymphoma, and alpha 1-antitrypsin
deﬁciency.2 Histologic study is very helpful in
diagnosis of pancreatic panniculitis. Ghost-like fat cells
(adipocytes that underwent coagulated necrosis and lost
their nuclei) are pathognomonic signs of this disease."*
Although some studies reported deep fungal infection
such as cutaneous mucormycosis which showed
histiologic ~ mimicking pancreatic panniculitis.gi9
Panniculitis may precede a detection of pancreatic
disease by 1-6 months.”

In addition to the skin, joint involvement in this
disease is usually not a primary synovitis but rather
results from either periarticular fat necrosis or sinus
tracts.” The most commonly affected joints include
metacarpophalangeal joints, knees and ankles, although
any joints can be involved.” Other less common, extra-
pancreatic ~ manifestations  include  polyserositis
involving lung, pericardium and synovium.lo
Conclusions

A diagnosis of PPP syndrome is often delayed

because abdominal symptoms are usually absent or mild
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in almost two-thirds of the patients, similar to our case.
Hence, we report this case to remind dermatologists that

clinical presentation of subcutaneous nodules,

sometimes accompanied by fever and arthritis is highly
suspicious of PPP syndrome. Early diagnosis will result
in a good prognosis in terms of decrease morbidity and
mortality rates.”
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Pyoderma gangrenosum on the face: A rare

case report and a review of literature.
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ABSTRACT:
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Pyoderma gangrenosum (PG) is a rare inflammatory skin disease, which characterized by tender nodule, plaque,
or sterile pustule that rapid progression into a painful, necrotic ulcer with undermined border and after treatment, the ulcer
will regresses with cribriform mutilating scar. Ulcers in sites of minor trauma are common. The most common affected
site is lower extremities. PG may also involve extracutaneous sites such as the eye, lung, hepatobiliary system, lymph
node, and musculoskeletal system. It can be classified into 5 types: classic (ulcerative), bullous, pustular vegetative and
peristomal type. Approximately 50% of the patients with PG have underlying systemic diseases. As the histopathological
findind of PG are not specific, the diagnosis requires clinicopathological correlation and exclusion of the other cause. We
report an ulcerative type pyoderma gangrenosum on the face in a patient who has no associated malignancy or systemic

diseases, a rare case report in Asian.
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Case report

A 39-year-old Thai female came to Ramathibodi
hospital with chronic ulcer on the left side of the face
for 1 month. The patient developed a pustule that
rapidly progressed to a painful ulcer on the left side of
the face with low-grade fever. Neither arthralgia nor
weight loss was mentioned. She has been treated with
oral antibiotic with surgical debridement without
improvement. The ulcer still rapidly expanded. She has
hypothyroidism and was treated by levothyroxine 0.15
mg/day. Dermatological examination revealed a large
sharply demarcated ulcer with undermined violaceous

borders and granulation tissue on left side of the face

(Figure 1). Pathergy’s test was negative. Pus and tissue
touch preparation for gram stain, Giemsa stain, acid fast
bacilli and modified acid fast bacilli stain showed no
organism. Pus and tissue cultures for aerobic and
mycobacterium were negative. Polymerase chain
reaction to mycobacterium was also negative. Skin
biopsy was done from the border of the ulcer.
Histological examination demonstrated superficial ulcer
with granulation tissue. Inflammatory cell infiltrate
composed of mainly lymphocytes and neutrophils.
Marked fibrosis in the adjacent dermis. Negative all

special stains. (Figure 2-3)
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Figure 1 A large sharply demarcated ulcer with
Figure 4 Decrease size of the ulcer on left side of the

undermined violaceous borders and granulation tissue
face after 1 month of treatment.

on left side of the face.

'._..5,_ 3 . Pttt

Figure 2 H&E, original magnification X100

Tissue biopsy showing superficial ulcer with o
Figure 5 Stable remission after 6 months of treatment.

granulation tissue.

There are inflammatory cell infiltrate composed of
mainly lymphocyte and neutrophils. Marked fibrosis in
the adjacent dermis.

Discussion
Pyoderma gangrenosum (PG) is a neutrophilic

dermatosis (ND) which was first described by Brocq

and Simon in 1908. PG is a rare inflammatory skin

Figure 3 H&E, original magnification X400 disease with a chronic relapsing course which is
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commonly associated with severe pain that often
regresses ~ with  cribriform  mutilating scars.'
Epidemiological data are variable among different
populations. The incidence of PG has been estimated as
3—10 per million population per year. In most cases, the
disease manifests between the second and fifth decade
of life without a clear gender predilection.zThe
pathogenesis of pyoderma gangrenosum (PG) involves
neutrophilic dysfunction, inflammatory mediators, and
genetic predisposition. The role of neutrophils has been
suggested by the histology of PG, the Pathergy
phenomenon, and the association with other
neutrophilic conditions. Genetics have been proven to
play a role in described PG-associated syndromes and
autoinflammatory predisposition such as inflammatory
bowel disease, PAPA syndrome, and PAPASH
syndlrome.3

Clinical manifestations: A PG lesion typically starts
as a tender nodule, plaque, or sterile pustule that
enlarges and erodes, over a course of days, into a
sharply marginated ulcer with undermined, violaceous
border and a surrounding zone of erythema. Pain is a
characteristic feature. The skin and subcutis become
necrotic, creating a friable enlarged ulcer with a
hemorrhagic or purulent exudate, sometimes extending
as deep as in the muscle layer. Cribiform or ‘sieve-like’
atrophic scars often form as the lesions heal. Lesions
typically are multiple and occur at areas of trauma in
25-50% of cases, a process known as pathergy.4 PG

lesions most frequently affect the lower extremities

(77.7%). The face is not a common location for PG. PG
involving on the head and neck region has been
reported as 7.8% in one of the largest case series and
only six case reports.”’12

There are currently five widely recognized subtypes
of PG, classic (ulcerative), bullous, pustular, vegetative,
and peris‘[omal.4 Ulcerative or classic PG is the most
common presentation. Approximately 50% of patients
with PG have underlying systemic diseases such as
Inflammatory bowel disease (IBD), arthritis, and
hematologic disorders are the most common disease
associations.*™ PG on the upper extremities, head, or
neck, as a more superficial lesion, is classified as
atypical PG or superficial granulomatous pyoderma
(SGP) that is considered to be a variant of PG. SGP
lesions tend to appear as a single, nontender, well-
defined superficial ulcer with exophytic or vegetating
clean granulations. SGP is considered to be a chronic,
superficial, less aggressive than classic PG and not
associated  with  serious underlying systemic,
autoimmune, or other diseases. Histopathologically, the
tissue shows a characteristic 3-layered granuloma: an
innermost zone of necrotic debris and neutrophils, a
surrounding layer of granulomatous inflammation with
histiocytes and giant cells, and an outer layer composed
of plasma cells and eosinophils. SGP is generally
responsive to conservative treatment with antibacterial
or local anti-inflammatory agents.l}m PG may also
involve extracutaneous sites such as the eyes (scleritis

and orbital inflammation), the lungs (aseptic pulmonary
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nodules), the spleen, and the musculoskeletal system in
the form of sterile pyoarthrosis and neutrophilic
myositis.

The diagnosis PG remains a clinical diagnosis; it
lacks specific serologic or histologic markers. PG is
also a diagnosis of exclusion, it is crucial to rule out
other etiologies of ulcers, especially infectious causes.
The evaluation should include a complete history,
physical examination, and skin biopsies.

Investigations: Skin biopsies are essential for
routine hematoxylin and eosin examination and special
stains for infectious organisms. Routine laboratory tests
such as complete blood count with differential count,
serum electrolytes, urinalysis, and liver function tests
may be helpful as an initial screen for hematologic
disorders, liver or kidney dysfunction related to a
variety of possible associated conditions, and hepatitis.
Additional studies are helpful in excluding systemic
disorders: anti-nuclear antibody, coagulopathy panel
including antiphospholipid antibody test, cryoglobulins,
rheumatoid factor, and circulating antineutrophil
cytoplasmic antibodies. Further work-up for associated
conditions may include chest x-ray (for evaluation of
infections or systemic vasculitis), fecal occult blood test
and sigmoidoscopy or colonoscopy for IBD, and
evaluation for hematologic disease (serum protein
electrophoresis, peripheral smear, and bone marrow
biopsy), especially in cases of bullous PG. Infectious

causes should be excluded including HIV, hepatitis

serologies, and rapid plasma reagin, if risk factors
exist.”

The pathologic findings are not specific and varies
depending on the timing and the site of the biopsy.
Neutrophilic infiltration into dermis is the histological
hallmark of PG. Early in the disease, biopsy taken from
the advancing erythematous border will usually show a
dermal perivascular lymphocytic infiltrate with
endothelial cell swelling. Later in the course of the
disease, biopsy from an area of ulceration will show a
neutrophilic dermatosis characterized by a dense
polymorphonuclear leukocyte infiltrate, and biopsy
from the margin of the ulcer will show not only
perivascular lymphocytes but also thrombosis of vessels
with extravasation of erythrocytes.

There is no gold standard of treatment or published
algorithm for choice of therapy for PG. Treatment
regimen should depend on multiple factors including
size and depth of the lesion, the rapidity of lesion
growth and appearance of new lesions, the associated
disease (eg, inflammatory bowel disease, arthritis), and
general medical status of the patient. The therapy of PG
is usually systemic but may include topical drugs.
Classic ulcerative PG is often treated initially with high-
dose corticosteroids (prednisolone 1-2 mg/kg/d),
because of the rapidity of response. The next most
commonly used agent, cyclosporine, can help act as a
corticosteroid-sparing therapy. Second-line treatment
for PG include azathioprine, dapsone, mycophenolate

mofetil, clofazimine, tacrolimus, cyclophosphamide,
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thalidomide, and colchicine. Infliximab, adalimumab,
etanercept. TNF-OU inhibitors may be considered as
third-line treatment in steroid refractory cases with the
need of systemic treatment.””"

In summary, we report the patient who presented
with chronic ulcer on the left side of the face. She had
no known underlying disease except hypothyroidism.
The diagnosis of classic PG was established due to the
clinical and histological correlation. The treatment was
intravenous dexamethasone 20 mg/day for 5 days then
was switched to prednisolone 1 mg/kg/day, and
cyclosporine A 3 mg/kg/day for 4 months. The
cicatrisation and epithelization from the edges of ulcer
were almost complete. We prescribed colchicine 0.6
mg/day as a maintenance therapy, and tapered off
prednisolone and cyclosporine A. There was no

recurrence after a 6-month follow-up. (Figure4-5)
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Dermatomyositis is one of idiopathic inflammatory myopathy that has characteristic cutaneous manifestations.
Edema is atypical manifestation of the disease. On the other hand, tumid lupus erythematosus (LE) is a subtype of chronic
cutaneous LE in which only minority of cases develop systemic involvements. Co-existing of tumid LE with connective
tissue diseases other than SLE has never been reported. We herein describe a case of generalized edematous
dermatomyositis preceding by tumid LE.
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Case synopsis

A 72-year-old female was referred to a
dermatologist because of the rash on her face and body.
The patient was admitted due to generalized edema with
muscle weakness which has been present for 2 weeks.
Twenty months prior to the admission, an erythematous
edematous plaque has developed on her left cheek.
Physical examination and histology have confirmed the
diagnosis of tumid lupus erythematosus (LE). The
patient responded well to hydroxychloroquine 400
mg/day with a reduced in size of the plaque. However,
3 weeks PTA, a similar lesion recurred on the chin and
a week later, she developed and additional rash on the
body, edema of lower limbs, dysphagia, dysphonia and
generalized fatigue. The patient denied symptom of
Raynaud’s phenomenon.

On physical examination, hoarseness of voice was

detected. The muscle power was grade III/V of bilateral

upper and lower extremities. She had pitting edema on
both upper and lower extremities (Figure la) and
violaceous patches on both elbows and V shape of the
neck area (Figure 1b). Focal macular erythema with
telangiectasia on forehead was observed (Figure 1c).
The results of laboratory investigations were as
follows; complete blood count (CBC), renal functions
and urinary analysis were within normal limits. Serum
albumin was 3.4 g/dL, total bilirubin: 0.64 mg/dL,
direct bilirubin: 0.26 mg/dL, creatinine kinase (CK):
8472 TU/ml, aspartate aminotransferase (AST): 522 U/L
(5-35), alanine aminotransferase (ALT): 166 U/L (0-40)
and alkaline phosphatase (ALP): 60 U/L (40-120).
Antinuclear antibody was positive at titer of 1: 160 (fine
speckle), anti Ro was strongly positive. Anti Jo-1
showed a negative result. Electromyographic study
(EMG) of left deltoid and left iliopsoas muscle was

compatible with inflammatory myopathy. A muscle
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biopsy from right deltoid demonstrated muscle necrosis
with lymphocytic infiltration in muscle fibers and
adjacent to blood vessels, increased fibrous tissue in

epimysium and endomysium, type II atrophy and

perifascicular atrophy was revealed by ATPase stain.
Laryngoscopy was performed by an otolaryngologist

and showed marked swelling of vocal cord without

airway obstruction.

Figurel. Clinical features of the patient; Generalized pitting edema of left hands (a), Violaceous patches on V-shaped

area of neck (V sign) (b), Telangiectasia on forehead (c).

Skin biopsy was done on left forearm, the
edematous area, which revealed dermal edema. Neither
significant interface changes nor perivascular and
periadnexal infiltrates was seen. Alcian blue staining

was positive for mucin in the dermis (Figure 2).

Dermatomyositis (DM) was diagnosed in this
patient based on the clinical findings comprising
proximal muscle weakness, pathognomonic Gottron
sign, characteristic macular violaceous erythema and

laboratory findings include CK, EMG study and the
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result of muscle biopsy. Intravenous dexamethasone
was given at dosage of 8 mg/day. After a 3-week-
treatment, pitting edema, erythema and telangiectasia
were markedly improved. Then prednisolone 40 mg and
azathioprine 50 mg per day were prescribed and disease
activity was controlled.

Chest x-ray and pulmonary function test did not
reveal any abnormalities. Papanicolaou smear was
normal. Gastroduodenoscopy and colonoscopy were
performed. Sessile polyps, 0.5 cm and 0.3 cm in
diameter, were found on gastric fundus and rectum,
respectively. Mammography, high resolution computed
tomography of lung and computed tomography of

abdomen were unremarkable.
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Figure2. Histopathologic feature of skin biopsy from
the left arm; Positive mucin in edematous dermis is
revealed by alcian blue staining (original magnification

x400).

Discussion

Generalized edema is an exceeding rare
manifestation of DM. To our knowledge, only 21 case
of DM with cutaneous edema were reported.l’ ® Various
type of edema, localized, generalized, pitting or non-
pitting edema can be observed. In addition, mucosal
involvement being laryngeal edema has been
described.’ Importantly, DM patients with subcutaneous
edema usually manifest with severe clinical features, as
most of them required aggressive therapy to control the
disease activity (Tablel).l’ :

The mechanism of edema could be either from
tissue fluid or mucin. There is an evidence that tissue
fluid is result from micro-ischemia. According to a
study by Milisenda et al, muscle microinfarction was
more frequently in edematous DM compared with those
without.” In our patient, dermal mucinosis was
confirmed by alcian blue staining in the skin biopsy.
There is an evidence that serum factors play an
important role in mucin production and deposition in
DM skin lesions as serum of DM patient can activate
mucin production from fibroblast of involved and
uninvolved skin. Mucin in DM is mainly composed of

chondroitin sulfate.’
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Table 1 Summary of cases of dermatomyositis with generalized edema.”’

Report Edema Associated neoplasm Treatment Outcome
Nitsche et al. ULT No PDN 1 MKD Resolution
Smyth et al U No PDN 1 MKD,AZA 2 mg/kg Resolution
Gorelik et al. U, L, T (non-pitting) No HC then IVIg 30g/d for 5days Resolution (with oral
prednisolone)
Left forearm No IV fluid Resolution
Mroue et al. U No PDN 1 MKD + MTX Resolution
Werner et al. U,L No PDN + MTX + IVIg Death
Rafailidis et al. Face PH of invasive breast CA 6 years Steroid Resolution
ago (free malignancy period)
Ito et al. U, L (pitting) NA IV PDN 45 mg/day Partial resolution
(dysphagia persist)
Lee et al. U,L NA MTP + MTX + IVIg Resolution
Haroon et al. Generalized PET scan - Cervical tumor PDN 1 MKD + AZA + MMF Resolution
Jung et al. Generalized (non- No MTP 1 MKD Resolution (develop
pitting) EVANS syndrome)
Chai et al. Generalized (non- No PDN + MTX + IVIg Resolution
pitting)
Generalized (non- No PDN + MTX + IVIg Resolution
pitting)
L (non-pitting) No PDN + MTX + IVIg Resolution
U (non-pitting) No MTP + IVIg + MTX Resolution
Tu et al. Face, neck, U No PDN +IVIg+ MTX Resolution
Milisenda et al. U, T (non-pitting) PH of colon cancer 3 years s/p Sx+  PDN +IVIg Death
CMT
U, T, Face, Hand PH of urothelial CA and prostate PDN + AZA +1VIg Resolution
(non-pitting) adeno CA s/p Sx and disease free
Generalized (non- No PDN + AZA Resolution
pitting)
Forearms (non-pitting) ~ PH of treated endometrial CA and PDN + AZA Resolution
disease free
Generalized (non- PET scan — epigastric nodule with PDN + IVIg Death

pitting)

abnormal uptake

Abbreviations: U: upper extremities, L: lower extremities, T: trunk, NA: not available, PDN: prednisolone, AZA: azathioprine,

HC: hydrocortisone, MTX: methotrexate, MMF: mycophenolate mofetil, CMT: chemotherapy, [VIg: intravenous immunoglobulin,

MKD: mg/kg/day
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Table 2 cases of tumid LE coexist with systemic diseases.””

Report Coexisting disease at time of Sequelae during the follow up period
diagnosis of tumid LE
Ruiz et al. DLE, SLE NA
Dekle et al. NA Repeat biopsy 9 months later showed features consistent
with classic DLE
Kuhn et al. NA DLE
Alexiades- SLE DLE developed on the right cheek
Armenakas et al.
Jolly et al. SLE Tumid LE lesion evolve over the time to DLE

Choonhakarn et al. DLE

Stead et al. PH of SLE, antiphospholipid
syndrome, DLE

Schmitt et al. SLE, DLE

Rodriguez- NA

Caruncho et al.

Develop SLE
NA

NA

Lupus panniculitis, DLE

Abbreviations: SLE: systemic lupus erythematosus, DLE: discoid lupus erythematosus, PH: past history, NA: not available

The patient initially presents with tumid LE, a rare
form of cutaneous LE which manifest as a benign
disease without systemic involvement. From the
literature review, there are solely 15 patients from 6
reports that have coexistence of tumid LE with SLE
and/or discoid LE from the onset of diagnosis. The
appearance of discoid LE and lupus panniculitis after
tumid LE was reported in 6 and 1 cases, respectively. In
addition, only two patients developed systemic LE after
diagnostic of tumid LE (Table2).”” To the best of our
knowledge, the diagnosis of dermatomyositis after

tumid LE has never been reported.

The diagnosis of DM with generalized edema was
more favor than widespread tumid LE in this patient
because of the following reasons. Tumid LE usually
presents as erythematous edematous plaque while
edema in DM is more generalized. In addition, after the
prompt treatment in the patient, the edema was
completely resolved while lesion of tumid LE showed a
slight improvement. The exact pathogenesis of co-
existence of both diseases remains to be elucidated.
However, we speculate that serum factors that induce
proliferation of fibroblasts and increase mucin

production may play an important role.
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In conclusion, we herein report a case of
dermatomyositis presenting with generalized edema, in
whom the disorder is preceding by tumid LE. Though
patients with tumid LE rarely developed other systemic
involvements, our case highlights that it can be
followed by connective tissue disease other than lupus
erythematosus.
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Cutaneous metastasis of signet ring cell

carcinoma from unknown origin.
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Cutaneous metastasis from signet ring cell carcinoma is uncommon. A 54-year-old Cambodian woman
presented with a 4-month history of multiple painless nodules on her back. The biopsy revealed aggregations of signet
ring cell in the dermis. Immunohistochemical staining can help differentiate the origin of signet ring cell carcinoma.
Further investigations should be performed to identify the hidden tumor.

Key words: Cutaneous metastasis, Signet ring cell carcinoma
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Introduction

About 10% of all visceral malignant tumors develop
cutaneous metastases, which represent 2% of all skin
tumors. Cutaneous metastases most frequently derive
from carcinomas of breast, lung, colon, rectum, ovary,
head, neck, kidney, and the gastrointestinal tract.

These skin metastases may be the first sign of an
unknown malignancy. They wusually present as
asymptomatic nodules or plaques. Metastatic
dissemination is largely via lymphatic vessels and less
frequently via the blood stream (to liver, peritoneal
cavity, lung, adrenal gland, and skin).

We describe a patient diagnosed with cutaneous
metastasis of signet ring cell carcinoma from unknown
origin.

Case report

A 54-year-old Cambodian woman presented with a
4-month history of multiple painless, erythematous
lumps on her back. She denied any constitutional
symptoms and weight loss. She could eat regularly and
had no difficulty of swallowing. She had no fever, no
chronic cough and never had any lumps like this before.
No one in her family had cancer. The patient had a
history of gastrectomy for three years with unknown
reason due to the communication barrier.

On physical examination, there were multiple,
painless, confluent, shiny, smooth-surfaced,
erythematous, firm-to-rubbery consistency nodules on
the left side of the back. Some similar lesions were

scattered on the right side of the back, right cheek and

left upper chest (Figure 1). Liver and spleen were not
palpable. There was solitary, painless, smooth-surfaced,
hard-consistency lymphadenopathy 0.5 cm in diameter
on the left supraclavicular area. Complete blood count,
renal function test, liver function test and urinalysis

were within normal limit.

Figure 1. 1A Multiple, painless, confluent, shiny,

smooth-surfaced, erythematous nodules on the left side

of the back (left) 1B Close up view (right)
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Figure 2 Skin biopsy from the back. A H&E stain (X100 L’Vh). B H&E stain (X400 !1/1'1). C,D,E PAS, Mucicarmine and

Alcian blue pH 2.5stains, respectively showed positive stain in the tumor cells.
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Histopathological ~ study  reported  multiple
aggregations of atypical signet ring cells in the dermis
without epidermal connection. Some of those arranged
in cords and strands. Immunohistochemical studies
showed positivity for PAS, Mucicarmine and Alcian

blue pH 2.5 and negativity for PAS-Diastase (Figure 2).

Table 1 Shows different types of cancers with signet ring cells

According to the left supraclavicular
lymphadenopathy, the most likely diagnosis was
Cutaneous metastasis of signet ring cell carcinoma
which the differential diagnosis was primary cutaneous
signet ring cell carcinoma. She was lost to follow up

during the referral to National Cancer Institute for

further investigation.

4,5,6,7,8,11,12

Primary skin tumor

Liposarcoma

Hidradenoma

Cylindroma

Primary cutaneous signet ring cell carcinoma
Squamous cell carcinoma

Basal cell carcinoma

Melanocytic nevus

Malignant melanoma

Trichilemmal carcinoma

Epitheloid sarcoma
Dermatofibroma

Cutaneous T-cell lymphoma
Non-Hodgkin's lymphoma
Infundibular cyst

Metastatic skin tumor Lung

Breast
Gallbladder
Esophagus
Stomach
Pancreas
Colon
Appendix
Rectum
Prostate
Ovary

Endometrium

Urinary bladder




158 Witthawaschaikul J et al

Thai J Dermatol, April-June 2016

Discussion

Cutaneous metastasis from internal malignancies is
rarely observed. The incidence is ranging from 0.7% to
10%, and it could be the first sign of an unknown
malignancy.l’z’3 The cell type of signet ring cell
cutaneous metastasis is belonged to a type of epithelial
cell called glandular cells in origin. Its cancer is a rare
form of mucinous adenocarcinoma. Cutaneous
metastasis usually presents as painless nodules, plaques
with or without ulceration or necrosis. Pain can be
observed in some cases. Herpetiform lesions may
occur.”™""  Since the abnormal of cellular secretion or
excretion mechanisms, excess mucin presents in a
cytoplasm. It compresses the nucleus of the cell and
makes the cell looks like a ring. However, other types of
primary skin neoplasms have been reported to contain
signet ring-like cells. Thus, skin tumors of signet ring
cell morphology may be primary or metastatic.

The histopathology of cutaneous metastasis

typically shows a diffuse dermal infiltrate sometimes

with extension into the subcutis. The overlying
epidermis is usually intact and there is an underlying
spared zone of uninvolved dermis (grenz zone). The
tumor cells are often found in narrow strands between
bundles of collagen.5

The cytoplasmic mucin-staining vacuoles are only
seen in primary cutaneous signet ring cell carcinoma,
which is apocrine in nature, and metastatic
adenocarcinoma.’

The mucinous content looks clear with routine
stains, while it stains positive with Periodic acid-Schiff
without diastase and positive with mucicarmine.

Distinction of primary cutaneous signet ring cell
carcinoma from a metastatic lesion is challenging. The
former is apocrine origin which positively stained with
lysozyme, GCDFP-15 (Gross cystic disease fluid
protein 15), CK7 and CK 20.*

Immunohistochemical stains could assist to
differentiate the origin of signet ring cell metastasis, as

shown in Table 2.
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Table 2 Shows immunohistochemical staining in primary and secondary adenocarcinomas.

4,5,6,7,8,10,11

Type of carcinoma Major CK7 CK 20 Anti- PSA RCC- CA19-9
localization TG MA
Ab
Primary adenocarcinoma
Primary cutaneous signet  Eyelids, axilla + + - - -
ring cell carcinoma
Secondary adenocarcinoma
Breast Thorax, back, + - - - -
face (eyelid,
nose), umbilicus
Lung Trunk, scalp, + - + - -
neck, face
Gastrointestinal Abdomen, scalp, + - - +
neck, face
Renal cell Upper trunk, -+ - - - + -
torso, scalp
Thyroid Abdomen, head - - - - -
Ovary Umbilicus + -+ - - +/-
Prostate Suprapubic -/+ -+ - + -
Urinary bladder Trunk, pre- + + - - -
auricular
Pancreas Umbilicus + - - - +

+, almost all are positive; -, almost all are negative; +/-, most are positive; -/+, most are negative

TTF-1,Thyroid transcription factor-1; Anti-TG Ab, Antithyroglobulin antibody; PSA, Prostate specific antigen; RCC-MA, Renal cell carcinoma marker; CA19-9,

Carbohydrate Antigen 19-9

When a diagnosis of cutaneous metastasis from
signet-ring cell carcinoma is made, a search for primary
tumor is needed. Complete physical examination and

the immunohistochemical staining of the biopsied tissue

can be helpful. The blood testing for complete blood
cell count, liver function tests, biochemical serum
profile, serological tumor markers (AFP, B-HCG,

CA.125, CEA, CA.19-9), urinalysis, including chest X-
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ray, stool occult blood testing,
esophagogastroduodenoscopy, colonoscopy, whole
abdominal computed tomographic scan should be done.

Although the thorough physical examination and
investigations are performed, the origin of occult
malignancy can not be identified. Of all cutaneous
metastasis, the incidence of unknown primary site is
4.8-7.8%." Once the diagnosis of skin metastasis is
established, the prognosis is grim. The average survival
time following the initial diagnosis of cutaneous
metastasis is 7.5 months. Approximately, Thirty percent
of the patients die within the first month and half of the
patients expire within the first 6 months.*’

Treatment of skin metastases of visceral tumors
almost exclusively pursues palliative goals. Surgical
excision, radiation, focal chemotherapeutics or
immunotherapies can be performed on a case-by-case
basis. Systemic therapies are indicated for immuno- or
chemotherapy-responsive tumors. 10

Our case was a 54-year-old woman, from Cambodia
with the past history of gastric surgery. Multiple,
painless, disseminated nodules with left supraclavicular
lymphadenopaty and the histopathological finding of
aggregations of atypical signet ring cells in the dermis
without epidermal connection suggested the malignancy

in nature. The identification of the primary malignancy

can lead to the appropriate care for our patient. As a
result, the patient was referred to National Cancer
Institute for further investigation. Unfortunately, the
patient was lost to follow up before performing any
work-up.
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Fabry disease (FD) is an X-linked recessive inherited glycosphingolipid storage disorder resulting from deficient
or absent activity of the lysosomal enzyme Ol-galactosidase A. Classically, the patients presented with acroparesthesia and
angiokeratoma corporis diffusum with multi-organ involvements. We reported one case with an atypical form of Fabry
disease in adult males who presented with acroparesthesia.
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Introduction

Fabry disease (FD) is an X-linked inherited
lysosomal storage disorder (LSD) of glycosphingolipid
catabolism resulting from deficient or absent activity of
the lysosomal enzyme Ol-galactosidase A."*’ The defect
leads to progressive accumulation of the glycolipid
globotriaosylceremide (Gb3) in the lysosomes in the
cells of numerous organs, including epithelial cells and
visceral organs. b3

Here we will described a case of Fabry disease in
which  the patient presented with atypical
manifestations.
Case report

A 20 year-old Thai man presented with a 10 year-
history of chronic burning and shooting pain on his
hands and feet which was precipitated by increased
body temperature, exercise, or stress. He had been
diagnosed with erythromelalgia. This had been treated
with aspirin and gabapentin  without clinical
improvement. He had no known underlying disease and
no similar symptoms were present in his family

members.

Figure 1 Multiple discrete dark-red non-blanchable

telangiectatic macules on both palms

Figure2 Multiple discrete dark-red non-blanchable

telangiectatic macules on palm, close up view.

On physical examination, there were multiple
discrete dark-red, non-blanchable telangiectatic macules

on his palms and soles(Figure 1,2) without mucosal and
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conjunctival involvement. Neurological, eye and

cardiovascular examinations were normal.

Figure 3 Urine fresh smear under polarized light

showed maltese crosses crystals.

The basic laboratory tests including: complete blood
count, urinalysis, spot urine protein, renal function, liver
function and thyroid function tests were normal. The
serum testing for anti-HIV, anti-HCV, HBsAg and anti
nuclear antibodies(ANA) were normal. The urine fresh
smear under polarized light examination showed many
maltese  crosses-like  crystals(Figure3).  Further
investigation ~with a chest radiography and
electrocardiography (EKG) were normal.

The alpha-galactosidase A measurement revealed
low level in both leukocytes and plasma [0.2 U/g (0.8-
2.0) and 2 mU/L (25-230), respectively]

Skin biopsy from one of the lesions on the patients
left palm showed single thin walled dilated vascular
spaces in dermal papillae and lower reticular dermis
compatible with angioma. An electron microscopy from
the telangiectatic macules on the left palm revealed

concentric lamellar inclusion bodies with alternating

light and dark-electron dense bands (Zebra bodies) in
endothelial cells.

This patient was diagnosed with an atypical form of
Fabry disease and received long term enzyme
replacement therapy from Australia with significant
clinical improvement.

Discussion

Fabry disease (FD) is an X-linked inherited
lysosomal storage disorder resulting from deficient or
absent activity of the lysosomal enzyme Ol-
galactosidase A. b33

FD is divided into classical and non-classical or
atypical form, depending on the clinical presenta‘fion.l’4
In classic FD, the age of onset is 6-8 years old in males
and 9 years old in females.' Burning pain in the
extremities (acroparesthesia) is usually the initial
presentation.l’z’3 The cutaneous manifestations include:
angiokeratoma, angioma, telangiectasia,
pseudoacromegalic facial appearance, lower limb
edema, lymphedema, hypo or hyperhidrosis and
Raynaud’s phenomenon.l’3’4 Extracutaneous
manifestations include: abnormalities in neurological,
gastrointestinal, renal and cardiovascular systems.3
Cornea verticillata (vortex keratopathy), a corneal
deposit frequently seen with the use of drugs such as
amiodarone and anti-malarials, can also be seen in
Fabry disease.” Male patients diagnosed with FD
typically die in their fourth or fifth decade, and females

have typically lived about 15 years longer.l'3 The
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common causes of death are renal failure,cardiac and
cerebrovascular diseases.

In atypical form, the onset of symptoms is older ( in
the fourth to sixth decades of life) and these patients
typically have a longer life span compared to classical
FD. Patients with atypical FD have only 1-2 internal
organs involvement due to residual Ol-galactosidase A
activity.l’z’4 Acroparesthesia is still usually the initial
presen‘[ation.l’2’3’4

Unlike the classical form in which the cutaneous
presentation shows typical angioma corporis diffusum
affecting predominantly in males, cutaneous lesion in

atypical form of FD have been reported as cherry

Table 1 Show conditions present with ac1ropalm.3sth:.3siall

hemangioma, angiokeratomas of Fordyce, multiple
angioma and telangiectasia.1’3’6’7’8 These cutaneous
lesions in atypical FD were identical in both male and
female patients.7 However, the cutaneous vascular
tumors were not present in up to a third of affected male
patients and two-thirds of affected female patients.9 In
addition, undiagnosed FD has been found in up to 5%
of young patients with cryptogenic stroke, 3-6% of male
patients with late onset hypertrophic cardiomyopathy,

and up to 1.2% of male patients with end-stage renal

. 10
failure of unknown cause.

Group of disease

Conditions

Metabolic diseases

Diabetes and prediabetes

Amyloidosis (hereditary and acquired)

Acute intermittent porphyria

Nutritional abnormality

Vitamin B1, B12 deficiency or B6 toxicity

Infection Human immunodeficiency virus

Hepatitis B
Leprosy

Lyme disease

Autoimmune disease Vasculitis
SLE

Sjogren’s syndrome

Systemic sclerosis

Hereditary disease

Fabry’s disease

Hereditary sensory and autonomic neuropathy

Toxic substance used

Alcohol misuse

Heavy metals

Drug-induced

Antiretroviral agents

Vinca alkaloids (vincristine)

Paclitaxel and docetaxel

Cisplatin, carboplatin and oxaliplatin

Metronidazole and linezolid

Idiopathic Unknown causes, other conditions excluded
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Our case presented with acroparesthesia in
adulthood without any neurological abnormality.
Nevertheless, numerous conditions as shown in tablel
were reported as a cause of acroparethesia. This case
had no history of drug abuse or use of medications
which could have caused these symptoms. The physical
and laboratory examinations did not reveal any

metabolic disease, infectious disease or nutritional

deficiency. The maltese crosses crystals in the urine
fresh smear was assisted in the diagnosis of FD.
Nevertheless, the urine maltese crosses crystals can
be found in many other conditions including: nephrotic
syndrome, congenital adenine
phosphoribosyltransferase deficiency and cornstarch
powder contamination." The shape, color or internal

structure of maltese crosses were different in each

condition as shown in table2."”

Table 2 Shows conditions present the maltese cross crystal in urinary sediment '’

Conditions Shape

Color Internal structure

Nephrotic syndrome Symmetrical round shape
Fabry's disease
Congenital adenine Symmetrical round shape
phosphoribosyltransferase
deficiency

Cornstarch powder Irregular and asymmetric,

round to polygonal shape

Translucent

Reddish-brown

Colourless

No internal structure

central spicules

Nucleus-like centre

The maltese crosses in urine of our patient have
symmetrical arms, are translucent color and have no
internal structure. All these characteristics are features
of maltese crosses that are found in FD.

The gold standard for diagnosis of FD is the
measurement of Ol-galactosidase-A enzyme activity.1
The alternative option is the demonstration of zebra
bodies in endothelial and smooth muscle cells by
electron microscopy. Zebra bodies are the unique
pattern of storage vacuoles in the cytoplasm of

endothelial and smooth muscle cells."” They are non-

specific for Fabry disease and can be present in other
lysosomal storage diseases, such as
mucopolysaccharidoses, Nieman-Pick diasease and
12,13
GM2 gangliosidoses.
The treatment of choice for FD is enzyme

1,3,13,14

replacement therapy (ERT). This therapy can slow
the decline of renal glomerular function, reduce the
endothelial storage and improve pain and cardiac
disease.”"*

The enzyme therapy is not available in

Thailand. Because of this, our patient received long
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term enzyme replacement therapy in Australia along
with adequate pain management with gabapentin and
periodic monitoring of visceral organs involvement.
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