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Childhood acanthosis nigricans in HRH
Princess Maha Chakri Sirindhorn Medical

Center.

Arucha Treesirichod MD,

Nattakarn Wongjitrat MD.

ABSTRACT:

TREESIRICHOD A*, WONGJITRAT N**. CHILDHOOD ACANTHOSIS NIGRICANS IN HRH
PRINCESS MAHA CHAKRI SIRINDHORN MEDICAL CENTER. THAI J DERMATOL 2010; 26: 141-
150.

*DERMATOLOGY UNIT, DEPARTMENT OF PEDIATRICS, FACULTY OF MEDICINE, SRINAKHARINWIROT
UNIVERSITY, BANGKOK, THAILAND.

**ENDOCRINOLOGY  UNIT, DEPARTMENT OF PEDIATRICS, FACULTY OF MEDICINE,
SRINAKHARINWIROT UNIVERSITY, BANGKOK, THAILAND.

Background: Acanthosis nigricans was increased among children population with obesity. In published data,

insulin resistance and type 2 diabetes were implicated as etiologic factors of hyperpigmented dermatologic finding.

Objective: To study the clinical and epidemiologic profiles of childhood acanthosis nigricans and determine

the prevalence and associated factors with the glucose intolerance.

Methods: Patients with acanthosis nigricans were evaluated by history taking and physical examination. The
information of weight, height, body mass index, weight for height and distribution of acanthosis nigricans were recorded.

Glucose tolerance test were performed.
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Results: Thirty-six patients with acanthosis nigricans, 22 males (61.1 %) and 14 females (38.9 %) with an
average age of 9.8 + 3.9 years and mean body weight of 65.3 + 25.6 kg were enrolled in this study. Of these, 35 patients
(97.2 %) were overweight with BMI for age above gs" percentiles. Posterior neck fold was the most common involved
location while the axilla was subsequently affected herein. One each patient (2.8 %) was noted with lipodystrophy and
polycystic ovary syndrome. Twenty-four patients were performed glucose tolerance test. Five patients (20.8 %)
demonstrated an impaired glucose tolerance test. No significant correlation between glucose intolerance and weight,

height, body mass index, weight for height and distribution of acanthosis nigricans.

Conclusions: Considerable prevalence of impaired glucose tolerance test was observed in obese children with
acanthosis nigricans. Recognition of this entity will be essential to identify relevant medical conditions particularly insulin

resistance and childhood-onset diabetes.

Keywords: Acanthosis nigricans, obesity, glucose intolerance, children
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Prevalence of cutaneous manifestations and
pruritus of end-stage renal disease in
patients on hemodialysis or continuous
ambulatory peritoneal dialysis (CAPD) at

Phramongkutklao Hospital.

Vorada Choovichian MD,
Panbubpa Choovichian MD,

Artit Nakakes MD.

ABSTRACT :

CHOOVICHIAN V*, CHOOVICHIAN P#**, NAKAKES A*. PREVALENCE OF CUTANEOUS
MANIFESTATIONS AND PRURITUS OF END-STAGE RENAL DISEASE IN PATIENTS ON
HEMODIALYSIS OR CONTINUOUS AMBULATORY PERITONEAL DIALYSIS (CAPD) AT
PHRAMONGKUTKLAO HOSPITAL. THAI J DERMATOL 2010; 26: 151-161.

*DERMATOLOGY NEPHROLOGY UNIT DEPARTMENT OF INTERNAL MEDICINE PHRAMONGKUTKLAO
HOSPITAL,

** NEPHROLOGY, PHRAMONGKUTKLAO HOSPITAL, BANGKOK, THAILAND.

Background: Abnormal cutaneous manifestations are common in patients with end-stage renal disease and

these problems could have a profound effect on the patients especially pruritus.
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Objective: The aim of this study is to determine the prevalence of cutaneous manifestations in patients with
end-stage renal disease (ESRD) who are on hemodialysis (HD) or continuous ambulatory peritoneal dialysis (CAPD) at

Phramongkutklao (PMK) hospital. Pruritus was semi-quantitatively evaluated.

Material and Methods: A cross-sectional survey was conducted during December 2008. All of the 48 patients
who were treated with HD (n=18) and CAPD (n=30) at PMK hospital were enrolled. The patients were fully examined for
cutaneous, mucosal, nail and hair changes by a single physician. Other laboratory investigations were carried out as

necessary. Pruritus was evaluated by pruritus score (using a visual analogue scale).

Results: The prevalence of abnormal cutaneous manifestations was 100%. Xerosis or icthyosis was the most
common skin lesion (100%), followed by pruritus (56.3%) and diffuse hyperpigmentation (56.3%). Subungual
hyperkeratosis was the most common nail finding (33.3%), followed by Terry’s nail (10.4%), half and half nail (8.3%),
onychomycosis (8.3%), pincer nail (8.3%). There were no significant difference in abnormal cutaneous manifestations
and pruritus score between HD and CAPD treated groups. Only 41.7% of patients had history of having received advice
or treatment from the attending doctors in terms of skin problems that could have happened during dialysis. However,

upon comparison to the rest of the patients, there was no significant difference in pruritus score.

Conclusion: Abnormal cutaneous manifestations were extremely common in ESRD patients who are on HD or

CAPD. Our study showed xerosis, pruritus and diffuse hyperpigmentation were the top three most common skin findings.

Key words : Prevalence, cutaneous manifestations, End-Stage Renal Disease, pruritus
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Total (n=48) HD (n=18) CAPD (n=30)

Sex (%)

Male 33(68.8) 10(30.3) 23(69.7)

Female 15(31.3) 8(53.3) 7(46.7)
Age (years) 61.0 £14.83 59.56+14.70 61.87+ 15.09
Informations about dialysis
Frequency of dialysis

times/day 0 4(1-6)

times/week 3(1-3) 0
Duration of dialysis

year(s) 8.0(1.0-16.0) 10 (2.0-16.0) 2.0(1.0-13.0)
underlying disease

Diabetes mellitus 12(25.0) 4(33.3) 8(66.7)

Hypertension 39(81.3) 15(38.5) 24(61.5)
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Total (n=48) HD (n=18) CAPD (n=30)
Dyslipidemia 29(60.4) 13(44.8) 16(55.2)
Coronary artery disease 13(27.1) 6(46.2) 7(53.8)
Cerebrovascular disease 0(0.0) 0(0.0) 0(0.0)
Systemic lupus erythematosus 1(100.0) 1(100.0) 0(0.0)
Other(s) 24(50.0) 3(33.3) 16(66.7)
Concurrent medication(s) 48(100.0) 18(37.5) 30(62.5)
Previous Gadolinium 5(10.4) 4(80.0) 1(20.0)
Biopsy 0(0.0) 0(0.0) 0(0.0)
Related blood chemistry
Calcium (mg/dL) 9.03+0.70 9.04+0.87 9.02+0.58
Phosphate (mg/dL) 481+ 1.72 5.6+1.91 4.34+1.43
Albumin (g/dL) 3.78+0 .49 4.13+0.26 3.58+0.48

y a a a o . ° 9 1 ) Yo ¥ ' !
5199 2 ﬂ’JHJNﬂ‘]JﬂGI‘ﬂNN’J“HLN, pruritus score u,azfum’mmm@ﬂaaﬁ‘lmumﬁﬂmmmu Glum;u HD ttag CAPD

Total (n=48) HD (n=18) CAPD (n=30) p-value’
Diagnosis
Skin : (%)
Xerosis or icthyosis 48(100.0) 18(37.5) 30(62.5) -
Diffuse hyperpigmentation 27(56.3) 12(44.4) 15(55.6) 0.260
Pruritus 27(56.3) 12(44.4) 15(55.6) 0.260
Pericatheter dermatitis 2(4.2) 0(0.0) 2(100.0) 0.263
Other(s) 0(0.0) 10(37.0) 17(63.0) 0.940
Normal 0(0.0) 0(0.0) 0(0.0) -
Nails :
Subungual hyperkeratosis 16(33.3) 8(50.0) 8(50.0) 0.781
Terry’s nail 5(10.4) 1(20.0) 4(80.0) 0.393
Half and half nails 4(8.3) 2(50) 2(50) 0.911
Tinea ungnum 4(8.3) 0(0.0) 4(100.0) 0.106
Pincer nail 4(8.3) 3(75.0) 1(25.0) 0.106




156 Choovichian V et al Thai J Dermatol, July-September 2010
Total (n=48) HD (n=18) CAPD (n=30) p-Valuea
Ventral pterygium 2(4.2) 2(100.0) 0(0.0) 0.062
Other(s) 3(6.0) 1(33.3) 2(66.7) 0.454
Normal 21(43.8) 7(33.3) 14(66.7) 0.599
Hair :
Androgenetic alopecia 12(25.0) 7(58.3) 5(41.7) 0.085
Telogen effluvium 1(2.1) 0(0.0) 1(100.0) 0.434
Normal 35(72.9) 11(31.4) 24(68.6) 0.154
Pruritus score(median :min-max) 2.25(0.0-10.0) 1.70(0.0-10.0) 3.45(0.0-10.0) 0.404
Previous advice and/or treatment 20(41.7) 9(45.0) 11(55.0) 0.364
* Chi-square test , 0L =0.05
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Successful treatment of extensive
chromoblastomycosis with a combination of

itraconazole and potassium lodide.

Tanawatt Kootiratrakarn MD,

Rataporn Ungpakorn MD.

ABSTRACT:

KOOTIRATRAKARN T, UNGPAKORN R. SUCCESSFUL TREATMENT OF EXTENSIVE
CHROMOBLASTOMYCOSIS WITH A COMBINATION OF ITRACONAZOLE AND POTASSIUM
IODIDE. THAI J DERMATOL 2010; 26: 162-167.

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

Chromoblastomycosis is a chronic cutaneous and subcutaneous fungal infection caused by a group of
dematiaceous (black) fungi. The infection usually occurs through traumatic skin inoculation, with the majority of lesions
occurring on the feet and legs of outdoor workers. Clinical features are papillomatous, verrucous and vegetating lesions.
In general, a uniform, reliable treatment does not exist as one of the most common etiologic agents, Fonsecaea pedrosoi is

difficult to manage from a therapeutic point of view. Even so, results are often unsatisfactory due to delayed treatment.

Key words: Chromoblastomycosis, itraconazole, potassium iodide
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Chromoblastomycosis is truly a therapeutic
challenge for clinicians due to recalcitrant nature,
especially in the severe form'. Clinically, the disease is
characterized by the development of verrucose,
dyschromic, scaly plaques as well as atrophic patches
and ulcerative lesions. Hyperkeratosis, fibrosis, and
typical brown rounded structures known as muriform
(fumagoid or sclerotic) cells (also known as Medlar
bodies) are observed in tissue scrapingsZ’B. Five species
of fungi are known generally to be the cause; they are
classified according to specific morphological
characteristics of sporulation that are evident on culture.
Fonsecaea pedrosoi is the most prevalent of the five
and Phialophora verrucosa, Cladosporium carrionii, F.

compacta and Rhinocladiella cerphilum occur in

descending order of frequency ! Chromoblastomycosis
is associated with low cure rates and high relapse rates,
particularly in chronic and extensive cases.

We report a healthy 63-year-old man with
chromoblastomycosis caused by F. pedrosoi on the
limbs complicated by disability. The successful
treatment was achieved with itraconazole and potassium
iodide, considered as only minimally effective when
used as monotherapy. This is the first report of
itraconazole and potassium iodide combination in the

literature.
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Fig. 1 (A) Typical extensive chromoblastomycosis
involving the lower extremity, note the typical
verrucous lesions intermingled with nonaffected skin
areas.

(B) Improvement in the clinical appearance of the

lesions

Fig 2. (A) showing hyperkeratosis, crusts, and

pseudoepitheliomatous hyperplasia in the epidermis
(haematoxylin and eosin).

(B) Mixed inflammatory cell infiltrate with sclerotic
bodies (arrow) in the giant cell (haematoxylin and

eosin)
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Case report

The patient was a 63-year-old male agricultural
worker. The infection started as a solitary nodule on his
right ankle and over the next 30 years, multiple lesions
formed at the site that expanded to confluent nodular
groups of verrucous plaques with central clearance. In
between the plaques were isles of uncompromised
interlesional skin and atrophic areas. He discontinued
the treatment with itraconazole 8 years previously due
to financial problem and difficulty to seek medical
attention. When the patient was evaluated, he was found
to have an extensive plaque mainly compromising the
dorsal area of his right foot and extending to the upper
third of the thigh. There was concomitant stabbing pain,
pruritus and joint anchilosis, all of which severely
limited the functionality of the limb (Fig. 1A). Direct
examination of the surface squamous-crusted lesions
cleared with 10% potassium hydroxide (KOH) revealed
the presence of pigmented fungal cells with thick walls.
Biopsies taken from the periphery of the lesions showed
slight  laminar  hyperkeratosis, as well as
pseudocarcinomatous hyperplasia with microabscesses.
At the dermal level there were granulomas with well-
epithelioid differentiation, Langhans-type cells with a
lymphohistiocytic  inflammatory  infiltrate, and
polymorphonuclear neutrophils with presence of
muriform cells (Fig. 2A-B). The tissue samples taken
from the active border of the lesions were cut into thin
slices and cultured in Sabouraud’s dextrose agar. The

colonies were identified as F. pedrosoi. Complete

blood count (CBC), blood chemistry and anti-HIV
antibody showed normal values. Radiological study of
the affected limb did not reveal any alterations other
than fibroid component restricted to soft tissues.
Combined therapy with itraconazole and potassium
iodide was implemented. Itraconazole was administered
at 100 mg twice daily with Potassium iodide 900
micrograms/day for a full year after the patient’s release
from the hospital. Hepatic, renal, thyroid and
cardiovascular functions were strictly monitored and no
complications were noted. Electrolytic balance, liver,
thyroid and renal abnormalities were monitored every 3
months during the study. Skin lesions were significantly
improved from the 12th week of therapy. No new
lesions developed and the fungus was no longer isolated
from control skin biopsies after one year follow-up. The
patient recovered the functionality of his leg and
returned to his normal daily activities (Fig. 1B).
Discussion

Chromoblastomycosis is a disease difficult to treat
due to the marked chronicity of lesions and the well-
known resistance of many of its etiologic agents to
monotherapy °, Response to treatment depends on the
infective agent, the extent and chronicity of disease.
Long-term courses of antifungals remain the
cornerstone of treatment, enhancing compliance of the
patient. It is well-known that there is no ideal effective
therapy for chromoblastomycosis °. Treatment may be
divided into three groups; physical treatment,

chemotherapy and combination therapy. In early stages
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of the disease, lesions respond to surgical resection but
better results are achieved with systemic antifungals in
more severe cases .

The main treatment involves the use of antifungal
chemotherapy. In the management of extensive disease,
the realistic goal may be to control disease activity and
minimize risk of complication. Medical treatment
options include 5-flucytosine, itraconazole, terbinafine,
fluconazole, thiabendazole, ketoconazole, amphotericin-

2,9,10, 11

B and potassium iodide have been reported All
these agents are associated with significant adverse
effects and require appropriate monitoring of liver and
renal functions. Some of them are not available in
endemic rural area. Concerning the extensive cutaneous
lesion which is often present in infections due to F.
pedrosoi, it is important to point out that the edema,
dermal fibrosis, increased susceptibility to secondary
infection, lead to impedance of lymphatic flow
eventually causing lymphedema below the affected
sites. Impairment of circulation caused by chronic
lymphedema leads to skin and soft tissue atrophy,
deformity, ankylosis of joints leading to permanent
disability and carcinomatous transformation. Non-
invasive squamous cell carcinoma may also arise from
chronic lesion . Imidazoles, mainly ketoconazole and
itraconazole have been extensively used without
satisfactory results ", Itraconazole is a fungistatic first-
generation triazole, which inhibits the cell membrane
ergosterol via 14-alpha-demethylase blockage. This

compound is safe and useful for treating fungal

infections requiring long-term therapy such as
chromoblastomycosis. ~ The trials using pulse
itraconazole at 400 mg daily have demonstrated the
effectiveness of this drug in treating cases caused by F.
pedrosoi ? and even at doses between 100 and 200 mg
in long term therapy has been reported. On the other
hand, resistance has been demonstrated in sequential
isolates of F. pedrosoi from patients undergoing long-
term therapy with this drug. The edema and dermal
fibrosis can also reduce the tissue levels of antifungals
which in turn diminishes the possibilities of successful
therapy. For extensive lesions described in this case
report, monotherapy may be ineffective, especially with
infections caused by F. pedrosoi. Other combinations
with 5-fluorocytosine and terbinafine for effective
treatment in cases due to F. pedrosoi have been

13,14,15
reported .

However, the cost and long duration of
treatment are main issues leading to non-compliance in
rural endemic areas.

Potassium iodide is an anti-fungal drug listed in the
World Health Organization (WHO) essential drug list
and generally thought to be the first choice for
cutaneous  sporotrichosis  including fixed and
lymphocutaneous types in developing countries.
Potassium iodide is also effective in
chromoblastomycosisg’lo. The  combination  of
itraconazole and potassium iodide remains economical,
effective and well-tolerated initial treatment. The

positive results may be the consequence of a possible

synergism between both drugs on different anti-fungal
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mechanisms of action. Treatment should be continued
until there is clinical resolution, which is usually after
several months of therapy. Relapse is, however,
common especially in most extensive lesions.

For successful management of the patient with
chromoblastomycosis, full assessment of the general
health of the patient, their socioeconomic conditions,
compliance to therapy, possible drug resistance,
treatment of comorbidities and complications should be
considered because none of the currently available
treatments offer entirely satisfactory results in all cases.
This is partly due to the diversity of etiologic agents,
some of which may not be susceptible to the drugs used
and partly due to the nature of the hyperkeratotic and
nodular lesions that make it difficult for the
pharmacologic agents to penetrate the tissue where the
fungi are located. The most important factor, however,
is extensive delay before patients started treatment.
Most patients are agricultural workers in rural locales
far from medical facilities. Furthermore, they are unable
to afford the high cost, long duration of treatment or the

time away from families that are dependent upon them.
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Systematized epidermal nevus and Nevus

unius lateralis: case reports.
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ABSTRACT:

KANNAWAT N, KAMPIRAPAP K. SYSTEMATIZED EPIDERMAL NEVUS AND NEVUS UNIUS
LATERALIS : CASE REPORTS. THAI J DERMATOL 2010; 26: 168-173.
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Epidermal nevus is a general term for hamartomatous proliferations of epithelium. Sub-types of this tumor differ

according to the distribution of the lesions.

An epidermal nevus with diffuse or extensive distribution is called a systematized epidermal nevus characterized
by diffuse, skin-colored or brown verrucous papules, which may coalesce to form well-demarcated papillomatous plaques
appear in a linear array along the Blaschko's lines. When the lesions are distributed on one-half of the body, it is termed

. . 1
“nevus unius lateralis”

We present a case of systematized epidermal nevus, a 2-year-old boy with eruption of multiple brownish plaques
arrange in linear pattern on trunk and extremities since the age of 2 weeks. And a case of nevus unius lateralis, an 8-year-old
girl with eruption of multiple confluent hyperpigmented papules and plaques arranged in linear pattern on left side of
body, without crossing midline since the age of six months. Histopathological finding of both cases showed epidermolytic

hyperkeratosis.

Key words: systematized epidermal nevus; nevus unius lateralis, epidermolytic hyperkeratosis.
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Epidermal nevus is a general term for
hamartomatous proliferations of epithelium. Sub-types
of this tumor differ according to the distribution of the
lesions. Verrucous epidermal nevus is a variant used for
localized lesion that have warty appearance. When the
lesions are distributed on one-half of the body, it is
termed “nevus unius lateralis”'. A variant with diffuse
or extensive bilateral distribution is called a
“systematized epidermal nevus”.

Epidermal nevi are characterized by localized or
diffuse, closely set, skin-colored or brown verrucous
papules, which may coalesce to form well-demarcated
papillomatous plaques that are usually asymtomatic.
Lesions occur most on the trunk, extremities or neck’.

Linear configurations are common on the limbs

distributed in Blaschko's lines or in relaxed skin tension
lines. Commonly, systematized nevi take on a
transverse configuration on the trunk and linear
configuration on the limbs.

A rare subgroup of epidermal nevi is clinically
indistinguishable from other epidermal nevi but displays
histopathological features typical of epidermolytic
hyperkeratosis. Recently, somatic mosaicism for KRT
or KRT10 gene mutations have been found in family
members with epidermolytic hyperkeratosis3, and can
produce generalized epidermolytic hyperkf:ratosis4’5’6’7’8
in the next generation.

In this report, we present two patients who are
clinically a systematized epidermal nevus and a nevus

unius lateralis, but both cases display typical
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histopathological features of epidermolytic
hyperkeratosis.
Case 1

A 2-year-old boy from Ayutthaya presented with
slightly itchy, brownish plaques arranged in a linear
pattern on his trunk and extremities. These lesions
gradually progressed.

Past illness: No other known underlying disease was
noted. The patient has normal growth and development.
None of the family members or close relatives was
affected with a similar disorder. Physical examination
revealed bilateral multiple, verrucous surface, thin,
linear plaques with mild erythema distributed at both
upper extremities, right lower extremity, both axillae
and on the right side of trunk (distributed along
Blaschko’s lines) (Figures 1). No other abnormal
physical finding is detected.

Histopathological examination from the right leg
showed hyperkeratosis, hypergranulosis with clumping
of keratohyaline granules and cytolysis in association
with epidermal hyperplasia (Figures 2).

He was initially given a diagnosis of systematized

epidermal nevus.

Figures 1 Physical examination revealed bilateral
multiple, verrucous surface, thin, linear plaques with

mild erythema along Blaschko’s lines.

Figures 2 Histopathology showed hypergranulosis with

clumping of keratohyaline granules.

Case2

An 8-year-old girl presented with multiple confluent
hyperpigmented papules and plaques arranged in a
linear pattern on left leg, left axilla and extend to upper
arm and on left side of the body and does not cross the
midline, since the age of six months. No other known

underlying disease was noted. The patient has normal
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growth and development. None of the family members

or close relatives was affected with a similar disorder.

Figures 3 Physical examination revealed linear, thin,
hyperpigmented papules and plaques with verrucous
surface distributed over left side of the body including

leg, trunk, axilla and upper arm along Blaschko’s lines.

':'..1 ikt St

Figures 4 Histopathological finding showed epidermal

hyperplasia with foci of epidermolytic hyperkeratosis.

Physical examination revealed linear, thin,
hyperpigmented papules and plaques with verrucous
surface distributed over left side of the body including
leg, trunk, axilla and upper arm (distributed along
Blaschko’s lines) (Figures 3). No other remarkable sign
was detected.

Histopathological ~ finding showed epidermal
hyperplasia with foci of epidermolytic hyperkeratosis
(Figures 4). Provisional diagnosis was nevus unius
lateralis.

Discussion

The incidence of epidermal nevus is estimated to be
1 in 1000 infants. The majority of epidermal nevi
develop sporadically, although familial cases have been
reportedg’lo. Epidermal nevi appear at or shortly after
birth, with 80 % occurring within the first year of life.
The disease may be a mosaic disorder resulting from a
postzygotic mutation. At least ten histologic patterns
have been observed in epidermal nevi, and more than

one may be present in the same lesion. Virtually all are
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characterized by epidermal hyperplasia, hyperkeratosis,
acanthosis, papillomatosis, and variable parakeratosis.
Other findings, such as epidermolytic hyperkeratosis
and focal acantholytic dyskeratosis, may be prominent
features. Inflammatory linear verrucous epidermal
nevus (ILVEN) may have clinical and histologic
features very similar to psoriasis.

Recently, somatic mosaicism for KRT1 or KRT10
gene mutations have been found in family members
with epidermolytic hyperkeratosis3, and can produce
generalized epidermolytic hyperkeratosis4’5 in the next
generation. Histologic and ultrastructural examination
of lesional skin showed the classic signs of
epidermolytic hyperkeratosis: a normal basal layer, with
cytolysis and hyperkeratosis in the suprabasal layers.
Spinous layers of affected skin showed clumping of
amorphous material””'*'". In contrast, the epidermis
was morphologically normal in uninvolved areas.

In these patients, molecular analysis of H1, 1A, and
2B domains of KRTI and KRT10, in which mutations
are clustered, should be conducted. Identification of a
keratin pathogenic mutation would then permit prenatal
diagnosis to prevent transmission of a generalized form
of epidermolytic hyperkeratosislz. However, mutations
could remain difficult to identify in patients with
epidermolytic epidermal nevus even within lesional
skin. Failure to detect a mutation is not sufficient to
exclude the risk of transmission of a severe generalized

form of epidermolytic hyperkeratosis.

In 2006, mosaicism for activating mutations in the
gene that encodes fibroblast growth factor receptor 3
(FGFR3) were demonstrated in common epidermal nevi
(i.e. those with acanthosis, papillomatosis and
hyperkeratosis)B.

The first description of an association of epidermal
nevi, neuralgic disorders and mental retardation were
made by Schimmelpenning in 1957. In 1968 Solomon
and Esterly extensively reviewed these associations,
grouping all variants into one category, define as the
epidermal nevus syndrome.

The epidermal nevus syndromes (ENS) are a group
of congenital neurocutaneous disorder characterized by
epidermal nevi in association with cerebral, ocular
,skeletal, cardiovascular, or urogenital development
abnormalities. Epidermal nevus syndrome consists of a
spectrum of clinical subtypes. Each subtype is defined
by particular phenotypic, histopathologic, and genetic
criteria.

The treatment of choice for epidermal nevi is
complete excision'" to the level of the deep dermis to
prevent recurrences. It is preferable to delay surgery
until the lesion has clinically reached its final growth
extent, since early excision many result is recurrencels,
however, excision may not be an appropriate treatment
option. Multiple other surgical and medical treatments
are available to treat or destroy these lesions. Laser
ablation, electrofulguration, cryotherapy, and medium
to full-depth chemical peels may offer partial or full

destruction of lesions. Although topical retinoids and
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calcipotriene offer little relief, these medications can be
used as an adjunctive therapy to increase the efficacy of
the surgical intervention. Systemic retinoids and anti-
psoriatic agents may offer some clinical improvement.
Management of ENS requires a multidisciplinary
approach.

For these two patients, genetic counseling was
performed. Cream base and 5% salicylic acid cream

were prescribed and clinical improvement was noted.
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A Case report of recurrent worsening
vitiligo in cancer patient treated with

capecitabine.

Thep Chalermchai MD.

ABSRACT :

CHALERMCHAI T._ A CASE REPORT OF RECURRENT WORSENING VITILIGO IN CANCER
PATIENT TREATED WITH CAPECITABINE. THAI J DERMOVAT 2010; 26: 174-178.

104 TOWER 2,2"” FLOOR RAJDUMRI ROAD PATHUMWAN, BANGKOK, 10330 THAILAND.

Background: Capecitabine is the novel chemotherapeutic agent commonly indicated for colorectal and breast
cancer Because of its mild toxicity and its oral route of administration, there were many ongoing studies using
capecitabine in patients with several types of malignancies especially of gastrointestinal organs. Common cutaneous
toxicities from capecitabine reported include palmar-plantar erythrodysesthesia or hand-foot syndrome, cutaneous
hyperpigmentation and xerosis of the skin. The clinical association between capecitabine and cutaneous vitiligo has never
been reported elsewhere.

Observations: We presented a 55 years old female patient with previously known case of vitiligo receiving
capecitabine for cancer treatment and developed recurrence of vitiligo with more widespread involvement than her initial
presentation.

Conclusions: This is the first report of recurrent worsening vitiligo in capecitabine treated patient. The
pathogenesis is not truly known. We hypothesized that, with the underlying melanocytic susceptibility to oxidative stress
in our patient, the level of cellular oxidative stress to melanocyte caused by capecitabine during the course of

chemotherapy might aggravate systemic melanocytic dysfunction with clinical presentation of widespread vitiligo.

Key word: capecitabine, vitiligo, malignancy
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Main Manuscript:

A 55 years old female presented with left lower
abdominal pain and tenderness for 1 month and was
diagnosed with colorectal carcinoma in March 2007.
She underwent left descending colectomy with En Bloc
tumor resection 1 week after the diagnosis. A single soft
tissue tumor, sized 3.5 cm, was discovered at the
descending colon. The tumor caused perforation of the
descending colon and invaded the adjacent abdominal
wall. The histopathological feature of the tumor section
was shown moderately differentiated adenocarcinoma
with extension of tumor cells into subserosa (T4 lesion).
There was no lymph node involvement or
lymphovascular invasion. Radiographic examination of

the chest and liver ultrasonography were normal.

Complete blood count showed no abnormality.
Carcinoembryonic antigen (CEA) level was 0.864 ng
/ml. Liver and kidney function tests were normal. She

had a personal history of adenocarcinoma of the uterine
cavity in May 2004 and total abdominal

hysterectomy with bilateral salpingo-oopherectomy
was performed. There was no evidence of tumor
recurrence at the time of this presentation. She also had
history of vitiligo 3 years ago. The cutaneous lesions
presented with multiple depigmented macules and
patches on dorsum of both hands and some of the
fingers. She was treated with topical psoralen in
combination with topical steroid of moderate potency.
The lesions responded dramatically with complete

resolution after 6 months of treatment. Her father had
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colon cancer at the age of 39 years old and her elderly
brother had colon cancer at the age of 54 years old. The
final diagnosis of this patient was malignant

adenocarcinoma of descending colon; stage II, high risk

(T4 lesion) with clinical Lynch’s syndrome.

Figures 1

Figures 2

Figures 3

Figures 1-3 Multiple depigmented macules and
patches on dorsum of both hands and palms and

peri-orbital area.

A single agent capecitabine at 2,500 mg per m’
body surface area (BSA) per day in divided doses was
given to her as an adjuvant treatment 4 weeks after the
complete surgical resection of the tumor. Three months
later, after 4 cycles of capecitabine treatment, she
suddenly developed diffuse depigmented macules and
patches on the scalp, frontal hairline, periorbital region,
upper trunk, upper and lower extremities, palms and
soles. During this period, the patient also developed
painful erythematous patches on palms and soles with
focal areas of edematous skin and skin peeling. This
patient was diagnosed with recurrent non-segmental
vitiligo and palmo-plantar erythroderma or acral
erythema from capecitabine. Thyroid gland was at
normal size and there was no evidence of autoimmune
disorder. Skin biopsies were performed from the

depigmented lesions on the dorsal and palmar surfaces
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of left hand. The histopathologic findings showed
nonspecific superficial perivascular dermatitis.
Discussion:

Capecitabine is the novel chemotherapeutic agent
commonly indicated for colorectal "“?and breast cancer .
Because of its mild toxicity and its oral route of
administration, there were many ongoing studies using
capecitabine in patients with several types of
malignancies especially of gastrointestinal organs.
Common toxicities from capecitabine reported include
nausea, anorexia, watery diarrhea and mucocutaneous
toxicity such as palmar-plantar erythrodysesthesia or
hand-foot syndromel’z. The other reported cutaneous
toxicities from capecitabine include generalized
hyperpigmentati0n4, cutaneous lupus erythematosuss,
diffuse palmoplantar keratoderma’ ,sclerodactyly-like7
and inflamed actinic keratoses’. We presented a female
patient with previous history of vitiligo who received
capecitabine for cancer treatment and developed
recurrence of vitiligo with more widespread
involvement than her initial presentation. Heinemann et
al’ reported a clinical improvement of perifollicular
repigmentation of vitiligo lesions after 9 months of
capecitabine treatment. Tavares et al' also reported
cutaneous hyperpigmentation of wvitiligo patient
receiving capecitabine. Vitiligo is a common cutaneous
depigmented disorder' . The true pathogenesis of
vitiligo is still not known but it has been proposed to be
related to autoimmune, oxidative stress or sympathetic

neurogenic origin“. Because both cell-mediated and

humoral immune systems are generally suppressed by
systemic chemotherapy, it is not expected to see the
development of diseases related to autoimmunity during
the course of chemotherapeutic treatment. The
association between vitiligo and malignancy had been
reviewed elsewhere.””"* Malignant melanoma is the
most common malignancy associated to vitiligo
especially in term of disease progression. Malignant
melanoma patients who had vitiligo tended to have
better prognosis, better response to interferon alfa 2-b
and enhanced survival.” Generalized vitiligo had also
been reported with other tumors such as mycosis
fungoides13 and scrotal cancer'. The association
between neo-adjuvant chemotherapyls, radiation and
vitiligo had also previously been reported.

This is the first report of recurrent worsening
vitiligo in capecitabine treated patient. The pathogenesis
is not truly known. We hypothesized that, with the
underlying melanocytic susceptibility to oxidative stress
in our patient, the level of cellular oxidative stress to
melanocyte caused by capecitabine during the course of
chemotherapy might aggravate systemic melanocytic
dysfunction with clinical presentation of widespread
vitiligo.
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Division of Dermatology, Department of Medicine, Ramathibodi Hospital, Mahidol University, Bangkok, Thailand.

A 28-year-old male presented with asymptomatic
brown-gray patches which appeared on the nape of neck
and dorsal part of both hands before consultation. There
was no history of preceding inflammatory papules or
scaly eruptions. He had no history of contact with any
chemicals, plants, or perfumes and was not taking any
medications. There was no family history of similar
skin lesions.

Physical examination showed confluent of ill-
defined brown-gray patches on lateral and posterior part
of neck, dorsal side of both hands (Figures 1, 2). There
was no lesion on oral mucosa or nails. Routine
laboratory findings were normal except for an elevation
of serum aspartate aminotransferase and serum alanine
aminotransferase. The serology for hepatitis C virus was
positive while the serology for hepatitis B virus was
negative.

Skin biopsy was obtained from neck and stained
with hematoxylin-eosin (Figures 3). The biopsy
specimen  showed  epidermal  atrophy, focal

hypergranulosis with vacuolar alteration of the basal

cell layer and band-like infiltration of lymphocytes and

melanophages with incontinence of pigment.

Figures 1
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A. Annular lichen planus
B. Atrophic lichen planus
C. Lichen planus actinicus
D. Lichen planus pigmentosus
E. Lichen planus pemphigoides
3. Which of the following is the most common pattern
of pigmentation in lichen planus pigmentosus?

A. Linear

B. Diffuse
C. Blotchy
D. Follicular
E. Reticulate
4. Which of the following could be a precipitating
factor in individual who is predispose to develop
lichen planus pigmentosus?
A. Hair dye
B. Amla oil

Figures 3 C. Mustard oil

D. Hepatitis C virus

Questions E. All of above
1. Which of the following is the most likely diagnosis? 5. Which of the following is the treatment of choice
A. Prurigo pigmentosa for lichen planus pigmentosus?
B. Phytophotodermatitis A. Topical corticosteroids
C. Dowling-Degos disease B. Oral corticosteroids
D. Lichen planus pigmentosus C. Oral antimalarial agents
E. Confluent and reticulated papillomatosis D. Narrowband UVB
2. Which of the following subtype of lichen planus is E. None of above
characterized by dark brown macules and/or Discussion
patches, mottled or reticulated hyperpigmentation Lichen planus pigmentosus has been described as a

on the face, neck, and flexural folds? condition of unknown etiology which clinically differs
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