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Atopic March

Porntip Puvabanditsin MD.

Division of Dermatology, Department of Medicine, Chulalongkorn Hospital, Bangkok, Thailand.
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An Evaluation of Facial Telangiectases
Treatment with a Cooling Contact

Variable Pulse-Width 1064 nm Nd:

YAG Laser

Jinda Rojanamatin MD.

ABSTRACT:

ROJANAMATIN J. AN EVALUATION OF FACIAL TELANGIECTASES TREATMENT
WITH A COOLING CONTACT VARIABLE PULSE WIDTH 1064 NM ND: YAG LASER.
THAI J DERMATOL 2003; 19: 169-174.

THE INSTITUTE OF DERMATOLOGY, DEPARTMENT OF MEDICAL SERVICES, MINISTRY OF
PUBLIC HEALTH, BANGKOK, THAILAND.

Facial telangiectases are common cosmetic problems for the conceming patients. The developments of
these skin lesions are multifactorial. Many kinds of treatment have been suggested, however, the results are not
satisfied or accompanied with unacceptable side effects. Nowadays, lasers have been focused for management of

these vessels.

We have studied the result of the treatment of facial telangiectases with a cooling contact variable
pulsewidth 1064 nm Nd: YAG laser in 14 patients with skin type 3 to 5. Significant improvement was observed in
57.1% and 64.3% of the treated sites at one week and one month-follow up. The incidence of complications is very

low and all are reversible.

Key words: telangiectases, Nd:YAG Laser
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Topical Calcineurin Inhibitors

in Atopic Dermatitis

Srisupalak Singalavanija MD.

ABSTRACT:

SINGALAVANIJA S. TOPICAL CALCINEURIN INHIBITORS IN ATOPIC DERMATITIS. THAI J
DERMATOL 2003; 19: 175-183.

DERMATOLOGY DIVISION, QUEEN SIRIKIT NATIONAL INSTITUTE OF CHILD HEALTH,
BANGKOK, THAILAND.

Atopic dermatitis (AD) is one of the most common chronic skin diseases in children. Topical corticosteroid is
effective for short term therapy. However, there are local and systemic side effects of long term use of topical
corticosteroids. Currently, two topical calcineurin inhibitors, Tacrolimus (FK506) and pimecrolimus (SDZ ASM 981) are
new, safe and effective therapy for long term treatment of atopic dermatits in childern and adults. Mechanism of the drugs
is to block calcineurin and thereby suppress inflammatory T cells responses. Several clinical trials have shown the
efficacy and safety of both drugs for treatment of atopic dermatitis. Tacrolimus has been recommended for moderate to
severe AD>2 years to adults. Pimecrolimus has been used for mild to moderate AD infants from 3 months to adults. The
side effects of both drugs are transient burning and itching sensation. There is no side effect such as skin atrophy. So far,
long term use of topical calicineurin inhibitors has shown no increased incidence of skin infections, systemic absorption

nor systemic immunosuppression.
Conclusion: Topical calcineurin inhibitors are alternative treatment for atopic dermatitis in children and adults.

Key words: atopic dermatitis, calcineurin inhibitors
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Atopic dermatitis : Algorithm for treatment

Initial assessment of disease , history, extend and severity -

Include assessment of psychological distress ,impact on family

i

Emollients ,education

v

Acute control of pruritus and inflammation

Disease Remission

No signs or symptoms

Topical corticosteroids or

Topical calcineurin inhibitors

Pimecrolimus bid

® Tacrolimus bid

Y |

Mainteinance therapy

For disease persistence and/or frequent recurrences

® At earliest signs of local recurrence use topical
calcineurin inhibitors to prevent disease progression
Pimecrolimus reduce the incidence of flare

® Long term maintenance use of topical calcineurin
inhibitors

® Intermittent use of topical corticosteroids

il

Severe refractory diseases

® Phototherapy
® Potent topical steroids
® Cyclosporine
® Methotrexate
® Oral steroids

Azathoprine

® Psychotherapeutic

Adjunctive therapy
Avoidance of trigger factors
Bacterial infections
: oral or topical antibiotics
Viral infections
: antiviral therapy

Psychological interventions

unugiR 1 wummsinun IsagliudFamislussduumnend (ICCAD 1)
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Keratoacantoma centrifugum

marginatum: a case report

Chompunoot Roajanaparitus MD,
Sujinda Raukvaleekul MD,
Pornchai Chirachanakul MD,

Punkae Mahaisavariya MD.

ABSTRACT:

ROAJANAPARITUS C*, RAUKVALEEKUL S**, CHIRACHANAKUL P***, MAHAISAVARIYA P*.
KERATOACANTOMA CENTRIFUGUM MARGINATUM: A CASE REPORT. THAI J
DERMATOL 2003; 19: 184-190.

*DEPARTMENT OF DERMATOLOGY, FACULTY OF MEDICINE, MAHIDOL UNIVERSITY,
BANGKOK, THAILAND.

**DIVISION OF DERMATOLOGY, LOBURI HOSPITAL, LOBURI, THAILAND.

***DIVISION OF DERMATOLOGY, BUMRASNARADUL HOSPITAL, BANGKOK, THAILAND.

A 60-year-old Thai woman who had multiple lesions of keratoacanthoma centrifugum marginatum
(KCM) was reported. She also had plaque type psoriasis which was treated with topical corticosteroid and coal
tar for 3 years. KCM lesions developed on extensor surface of forearm bilaterally on normal skin which had no
previous psoriatic lesion at those sites. She had never been treated with PUVA or systemic methotrexate before.
KCM lesions were treated with oral acitretin 25 mg daily for 6 months with a very good response. The KCM

lesions recurred after discontinuation of the treatment for 5 months. The patient was lost to follow up due to
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financial problem. Alternative way of treatment and the relationship between KCM and psoriasis were

reviewed.

Key words: Keratoacantoma centrifugum, acitretin
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A case report of acute cutaneous
graft versus host disease
Pornsri Pongponpriwan MD,
Timaporn Suppatranon MD.
ABSTRACT:

PONGPONPRIWAN P, SUPPATRANON T. ACUTE CUTANEOUS GRAFT VERSUS HOST
DISEASE: REPORT OF A CASE. THAI J DERMATOL 2003; 19: 191-197.

DIVISION OF DERMATOLOGY, DEPARTMENT OF MEDICINE, PHRAMONGKUTKLAO HOSPITAL,

BANGKOK, THAILAND.

We reported a case with acute graft versus host disease manifested as toxic epidermal necrolysis-like

lesion after allogeneic bone marrow transplantation.The patient had progressive multiple organs involvement and

eventually expired from severe pneumonia and acute renal failure.

Key words: Acute cutaneous graft versus host disease, toxic epidermal necrolysis-like lesion
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Introduction

Graft-versus-host  disease = (GVHD)  after
allogeneic bone marrow transplantation (BMT) is an
immunological process in which activated donor
lymphocytes mount an attack on the recipient’s
tissues. This process involves secretion of cytokines
and recruitment of additional inflammatory cells. The
frequency of developing acute GVHD varies from
20-80% of the graft recipients. The skin is often the
initial organ to manifest. In addition, the liver and
gastrointestinal system are often involved. Acute
GVHD can be graded according to its clinical
severity. Outcome analyses have established the
prognostic value of this staging system in that the
higher the overall clinical grade, the higher the
mortality rate. Toxic epidermal necrolysis (TEN)
may occur after BMT with mortality rate as high as

80-100% in comparison with 30% in the classic

TEN'. It is very difficult to distinguish the causes of
TEN-like lesion after BMT.
A case report

A 30-year-old man who underwent allogeneic
stem cell transplantation (with cyclosporine and
methotrexate regimen for prophylaxis graft versus
host disease) for his underlying acute non-
lymphoblastic leukemia M4 (ANLL M4) presented
with severe loose watery diarrhea and low-graded
fever 31 days after the transplantation. He was
admitted to the hospital 4 days later. The patient had
no history of drug allergy. Physical examination
revealed mildly pale conjunctivae. Other systems
including skin were normal. Laboratory
examinations showed anemia (Hb 28.7%) with
leukocytosis (Wbc 13600), numerous white blood
cells and red blood cells in urine and stool. He was

initially treated with intravenous (IV) ciprofloxacin
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and oral metronidazole while septic workup was

being performed.

Figure 1 Sparse superficial perivascular

infiltration

Figure 2 Basal cell vacuolization with

dyskeratotic epidermal cells

Figure 3 “ Satellite cell necrosis “

One day later, he developed generalized
erythematous maculopapular rash. Skin biopsy
showed “satellite cell necrosis”, vacuolar interface

change of the basal epidermis and sparse superficial

perivascular infiltration composed predominantly of
lymphocytes (Figure 1,2,3). Four days after that, he
developed generalized vesiculo-bullous lesions
(Figure 4,5,6) together with conjunctival and oral
mucosa erosions. He also had bloody diarrhea. Septic
workup revealed no causative organisms. He was
diagnosed as acute cutaneous GVHD and was treated
with IV dexamethasone. Antibiotic was changed to
1V maxipime. His skin lesions progressively evolved
into TEN-like lesions, which involved nearly total of
the body surface area including conjunctivae, oral
mucosae and genital area. Repeated laboratory
examination showed pancytopenia and worsening of
liver and renal functions. His clinical symptoms
rapidly deteriorated and he eventually expired from
severe hospital acquired pneumonia and acute renal
failure in the next 30 days after the onset of TEN-like

lesions.

Figure 4 Generalized vesiculo-bullous eruption

Discussion
Graft-versus-host disease occurs once these 3
following conditions are met i.e.,, (1) the organ

grafted contains immunologically competent cells,
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(2) the tissue antigens of the host differs from those
of the donors and (3) the recipient is
immunocompromisedz. The disease is classified into
2 stages i.e., acute stage which occurs during the first
3 months following BMT and chronic stage which
develop thereafter’. The incidence of acute GVHD
varies between 20-80% of graft recipientsS. Several
studies have identified the followings as factors
associated with an increased risk of acute GVHD i.e.,
old age of recipients, HLA-mismatched, sex-
mismatched with the donor being female (especially
those once received transfusions or who are
multigravida) and a suboptimal dose of

. . 4
immunosuppressive drugs .

Figure 5 TEN-like lesion on congunctivae, oral

Figure 6 TEN-like lesion on genital area

Acute GVHD is characterized by selective
epithelial inflammation that include the skin (which
is the most commonly involved organ) digestive tract
and liver. The disease usually begins 10-30 days after
grafting with skin pain or itching. Suddenly,
generalized maculopapular exanthem develops,
which often starts at acral parts as characterized by
an erythematous rash on the palms and soles and a
violaceous discoloration of the ears. Perifollicular
papular lesions may be seen and are considered
characteristic findings for the diagnosis of the acute
GVHD. Extracutaneous symptoms of acute GVHD
may involve the gastrointestinal tract and/or the liver.
These symptoms are usually associated with
concomitant cutaneous signs, although they may
sometimes be isolated’. The clinical severity of acute
GVHD can be graded as summarized in table 1 and

6

2.
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Table 1 Clinical Staging of Acute Graft-vs-Host Disease
Stage Skin Liver Gut
1 Maculopapular rash <25% BSA* Bilirubin, 35-50 umol/L Diarrhea 0.5-1 L/d or persistent
(2.0-2.9 mg/dL) nausea (£vomiting)

2 Maculopapular rash 25%-50% BSA  Bilirubin, 51-100 pmol/L Diarrhea 1-1.5 L/d
(3.0-5.8 mg/dL)
3 Maculopapular rash > 50% BSA Bilirubin, 101-255 pmol/L Diarrhea>1.5L/d
(5.9-14.9 mg/dL)
4 Generalized erythema with bullous Bilirubin, >255 [lmol/L Severe abdominal pain or ileus

formation and/or desquamation (>14.9 mg/dL)

Table 2 Overall Clinical Grading of Acute Graft-vs-Host Disease

Grade Skin Stage Liver Stage Gut Stage

I (Mild) 1to2 0 0

II (Moderate) 3*or 1or 1

III (Severe) 0to 3, and 2to3or 2to4

IV (Life threatening) 4 or 4,or 0 to 4 plus 4 of skin or liver

* Skin stage 3 alone is considered overall grade II

Table 3 Histologic Grading Scheme for the Acute Cutaneous GVHD

GRADE Descripiton

0 Normal skin or changes not referable to GVHD

1 Basal vacuolization of the dermal-epidermal junction

2 Basal vacuolization, necrotic epidermal cells, lymphocytes in the dermis and/or epidermis
3 Subepidermal cleft formation plus grade 2 changes

4 Separation of epidermis from dermis plus grade 2 changes

Source: Adapted from Lemer KG et al. Histopathology of graft-versus-host reation (GVHR) in human

recipients of marrow from HLA-matched sibling donors Transplantation 18: 367, 1974.
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Histopathologic findings are characteristically
referred to as satellite cell necrosis’. Other epithelial
changes are focal or diffuse vacuolar degeneration of
basal cells’. The lymphocytic subtypes responsible
for allogeneic acute GVHD are unknown’. There was
a report of CD8+ lymphocytes in the blister fluid of
severe acute GVHD', Histological findings are
classified into 4 grades as shown in Table 3.

Proper  preparation of patients before
transplantation is essential. Cyclosporine and
methotrexate should be used as prophylaxis, which
can reduce the incidence of acute GVHD by 15-
40%". Unfortunately, the medication does not
prevent chronic GVHD. Once the disease develops,
the first line of treatment is high dose corticosteroids
(1-3 mg/kg/day) and symptomatic treatment with
adequate hydration and antihistamines. Cyclosporine,
cyclophosphamide or antithymocyte globulins are
given as second-line treatments. Beneficial
therapeutic response with extracorporeal
photochemotherapy (ECP) has been reporte:d9 .

Mortality rate of grade IV GVHD is as high as
80-100% compared with only 30% in the classic
TEN'. Factors of poorer prognosis are the increase
risk of infection and the severe extracutaneous
involvement.

In our case, the most likely cause of TEN-like
lesions was acute graft versus host disease. The
differential diagnosis included cutaneous reaction to

chemotherapy or radiation therapy, adverse drug

reaction and some viral infection. In the absence of
extracutaneous involvement the diagnosis of chronic
GVHD can be very difficult because neither skin nor
histopathologic findings were pathognomonic.

In conclusion, we reported a case of acute GVHD
presented with GI symptoms before skin
manifestations. His skin lesion was maculopapular
rash initially then progressed to extensive TEN-like
lesions. The patient died of pneumonia and acute
renal failure.
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Formaldehyde allergy with initially
negative open application test: a case

report

Rajyani Kanechorn Na Ayuthaya MD,

Chuchai Tanglertsampan MD.

ABSTRACT:

KANECHORN NA AYUTHAYA P, TANGLERTSAMPAN C. FORMALDEHYDE ALLERGY
WITH INITIALLY NEGATIVE OPEN APPLICATION TEST: A CASE REPORT* THAI J
DERMATOL 2003; 19: 198-202.

DIVISION OF DERMATOLOGY, PHRAMONGKUTKLAO HOSPITAL, BANGKOK, THAILAND.

A 32-year-old housewife was referred with a 2-year history of recurrent dermatitis on the extremities
and buttocks. The patch test revealed formaldehyde hypersensitivity. A 7-day repeated open application
test(ROAT) to her lotion which contained DMDM hydantoin(formaldehyde donor) was negative in the
antecubital fossa. When she applied it on eczematous skin, however, she felt an itching and stinging sensation.
But when she applied a new lotion (no formaldehyde or formaldehyde donor) on eczematous skin it felt normal.
Dermatologists often recommend moisturizers on eczematous skin. We usually ask patients to perform ROAT

on normal skin only. We may need to recommend them do it on eczematous skin as well.

Key wods: formaldehyde, DMDM hydantoin, repeated open application test, use test, allergic contact

dermatitis

*Adapted from Tanglertsampan C. Allergic contact dermatitis from formaldehyde with initially negative open application test.
Contact Dermatitis: 2003; 48(3):171-2
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A139n 2 astudoiiensolanldesresuiad le (Formaldehyde-releasing preservatives)

INCI*Name Trade Name
Cosmetic and topical agent preservatives
2-Bromo-2-nitropopane-1, 3-diol Bronopol
Quaternium-15 Dowicil 200
Imidazolidinyl-urea Germall 115
Diazolidinyl urea Germall I1
DMDM hydantoin Glydant

Tris (hydroxymethyl) nitromethane

Industrial and metal-working fluid

Preservatives

*INCI, International Nomenclature Cosmetic Ingredient.

Tris Nitro (Bronopol derivative)

Dowicil 75
Tris Nitro
Grotan BK
Triadine-10
Onyxide-200
Vancide TH
Myacide BT
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1 threshold 13® barrier inARe A13gATRAIAY
fufnensuRFaTuqueiAnuuandaes
AamislnAuazImisdnaunse compromised
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CME Patient I

Pipat Suphunjitawana MD,

Porntip Puvabanditsin MD.
Division of Dermatology, Department of Medicine, Chulalongkorn University, Bangkok, Thailand.

CASE l/a

A 35-year-old Thai man presented with
itching reddish rash on his trunk wax and wain
about 10 years. He had used many topical
medication. On January, 2003, the lesion was
biopsied and large plaque parapsoriasis was
reported. He was treated by broadband UVB
phototherapy 12 courses with satisfactory result, 3
months after multiple skin rashes reappeared on
his trunk and both upper extremities.

Physical examination shown as figure I . Few
irregular atropflic, telangiectatic patches size 5-8
cm. diameter were observed on the back and
buttocks. There were multiple collarette slightly
scale, erythematous patches on trunk and both
upper and lower extremities. Total skin
involvement was less than 10% of body surface.
The liver, spleen and lymph nodes were not
palpable.

Skin biopsy shows as figure II, I11

Figure III
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1. The most likely diagnosis of case I/a is
A. parapsoriasis
B. mycosis fungoides
C. chronic eczema
D. pityriasis lichenoides chronica

E. allergic contact dermatitis

Laboratory data:

CBC: Hb. 17.3 g/dl, Het. 52.3%, Whc.
8,170/microlit,N. 68.7%, L. 26.9%, M. 4.4%, E.
3.6%, B. 0.5%, Platelet 273,000

CXR: Normal, Bone marrow aspiration and
biopsy were normal, no atypical cell.

CT abdomen revealed mild hepatomegaly, no
enlarged lymph node.

Histopathology: Figure II, III

The section shows hyperkeratosis, alternating
acanthosis and atropy of epidermis with scattered
dyskeratotic cells. There is fibrosis of dermal
papillae. There is lichenoid infiltrate composed of
lymphocytes, eosinophils, macrophages and large
mononuclear cells with hyperchromatic and
irregular shape nuclei. The exocytosis of large
mononuclear  cells is  decorated  along
dermoepidermal junction and intraepidermal, some

of them have perinuclear halo.

2. Your diagnosis is
A. mycosis fungoides stage A

B. mycosis fungoides stage IB

mycosis fungoides stage IIA
mycosis fungoides stage IIB
mycosis fungoides stage IIIA

Figure IV

Figure VI
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CASE II/b

A 70-year-old woman presented with non-
itching rash for 5 years. Most of the lesions
enlarged and turned to be hypopigmented plaques
on face, trunk and extremities.

Physical examination shown as figure IV.
There were multiple erythematous papules and
scaly hypopigmented macules and patches more
than 10% of total body skin surface on face, trunk
and both upper and lower extremities.

The liver, spleen and lymph nodes were not
palpable

Skin biopsy shows as figure V, VL.
Laboratory data:

CBC: Hb. 11.6 g/dl., Het. 37%

Whbe.: 6,500 /microlit., N. 50.2%, L. 34.2%, M.
7.8%. E. 6.9%, B. 0.9%

Platelet 300,000

Chest X-ray: normal with calcified
artherosclerotic aorta.

Ultrasound upper abdomen: normal.
Histopathology

The section shows collection of mononuclear
with perinuclear halo in epidermis. There are dense
superficial perivascular infiltrate composed of

lymphocytes and histiocytes.

3. The most likely diagnosis of case IIb is
A. hypopigmented mycosis fungoides stage
IA

B. hypopigmented mycosis fungoides stage
IB
C. hypopigmented mycosis fungoides stage
ITA
D. hypopigmented mycosis fungoides stage
IIB
E. hypopigmented mycosis fungoides stage
IIIA
4. How many percents of mycosis fungoides that
developed from large plaque parapsoriasis?
1%
5%
30 %
50 %

m o 0w

70 %
5. The treatment for mycosis fungoides in stage
1 should be, EXCEPT?

topical corticosteroid

B. topical mechlorethamine

C. immunosuppressive drugs

D. topical carmustine

E. topical bexarotene
Discussion

Mycosis fungoides (MF) is the most common
form of cutaneous T-cell lymphoma. Patients with
MF may have an extremely long natural history of
disease. A premycotic phase, with median 6-year
duration, often precedes the diagnosis of MF.

Simon et al reported large plaque parapsoriasis can
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develop MF after follow-up of 8 years in one of six
patients. Larzor et al reported that mycosis
fungoides developed in 30% of patients in the
parapsoriasis group.

Hypopigmented MF is a rare variant of
cutaneous T-cell lymphoma. It is more frequent in
dark-skin or Asian patients, particularly children.
Stone et al reported 7 patients with hypopigmented

MF that mean age was 35 years at disease onset,

Table I TNMB classification for mycosis fungoides

with mean of 5.5 years’ duration of illness before
presentation. All of patients were Fitzpatrick skin
type IV or V, and most reported pruritus.

Response to treatment depends on stage of
disease (table LII)and type of treatment. Current
treatment options includes topical therapy (table
I11), phototherapy (table IV), single.or combination

systemic therapy, and immunotherapy.

T (Skin)
Tl Limited patch/plaque (<10% of total skin surface)
T2 Generalized patch/plague (210% of total skin surface)
T3 Tumors
T4 Generalized erythroderma
N (Nodes)
NO Lymph nodes clinically uninvolved
N1 Lymph nodes enlarged and histologically uninvolved (includes reactive and dermatopathic nodes)
N2 Lymph nodes clinically uninvolved and histologically involved
N3 Lymph nodes enlarged and histologically involved
M (Viscera)
MO No visceral involvement
M1 Visceral involvement
B (Blood)
BO No circulating atypical (Sézary ) cells (<5%)
Bl Circulating atypical (Sézary ) cells (25%)

TNMB classificatior which is based on type and extent of skin involvement (T), N-lymph node involvement, M-presence of visceral
disease, B-detection of Sézary cells in the peripheral blood
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Table II Clinical staging system for mycosis fungoides

Clinical stages TNM classification

IA Tl NO MO
IB T2 NO MO
ITIA T1-2 N1 MO
IIB T3 NO-1 MO
A T4 NO MO
1B T4 N1 MO
IVA T1-4 N2-3 MO
IVB T1-4 NO-3 Ml

Stage I Diseases is limited to the skin (limited patch or plaque disease <10% of total skin surface (IA) generalized patch or plaque

disease = 10% of total skin surface (IB).

Stage II Disease is subdivided into patch or plaque disease with palpable lymphadenopathy (IIA) and cutaneous tumors with or

without palpable lymphadenopathy (IIB).

Stage I1I Discase is generalized erythroderma with (IIIA) or without (IIIB) palpable lymphadenopathy.

Stage IV Disease is characterized by extracutaneous involvement, limited to lymph nodes (IVA) and visceral involvement (IVB).

Table III Treatment guide line for CTCL

Stage
Response I I mI v Comment
Topical corticosteroids
Zackheim et al ORR 94%  82% - Stage I and II only
CR 63% 25% -
Mechlorethamine
Vonderheid et al ORR - - - Only CR reported; 331 patients total
CR 80% 62% 36% 2%
Ramsay et al ORR - = - = CR in 72/117 patients; percentages are probabilities with
CR 76% 45%  49% - 2-year therapy
Hoppe et al ORR 8% 69% 33%  66% 123 Patients
CR 51% 26% 0% 22%
Zachariae et al ORR e 64% - = 12-y Follow-up of 33 plaque-stage patients
CR - 2% = 7
Ramsay et al ORR 95%  64% = - 76 Patients
CR 84% 62% 50% -
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Stage
Response I I I v Comment
BCNU
Zackheim ORR 92% 64% L = Stage I and II only
CR - - = -
Zackheim et al ORR 98% 96% 44%  50%  10-y Study of 86 patients
CR 70% 4% 22% 0%
Bexarotene gel
Kuzel et al ORR —63%— - - Stage IA-IIA only
CR —21%—— - -
Heald et al ORR ——=-44Y%---—- - - Stage IA-IIA only
CR —8%—— - -

CR (clearance rate) = full resolution of the disearse for a minimum 4 months
ORR (over all responsive rate)

Table IV Phototherapy for CTCL

Stage
Response I I m v Comment
UV-A and UV-B
Resnik and ORR - z - - 30 Patients with stage I and 1 with stage II; long-term follow
Vonderheid CR 78% 50% = “ up of CR from Milstein et al
Milstein et al ORR ——-84%-—--- - -
CR —61% - -
UV-B
Clark et al ORR 100% - - - Narrowband UV-B phototherapy
CR 75% - - -
Ramsay et al ORR 87% 0% = ] 31/35 Patients with stage I
CR 83% 0% - -
UV-Al
Plettenberg et al ORR 100% - s - Open pilot study of 3 patients
CR 100% = w -
PUVA
Roupe et al ORR - 3 - - - 24 Patients with patch- or plaque-stage mycosis fungoides
CR 90— - -
Herrmann et al ORR 94%  100% 100% 100% 68 Stagel, 7 stage II, 6 stage III, and 1 stage IV

CR 65% 86% 33%  100%
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Stage
Response I II I v Comment
ECPP
Duvic et al ORR 50% 50% 34 Patients
CR 17% 18%
Zicetal ORR 60% 63% 0% - 20 Patients
CR 40% 13% 0% 33%
Briffa et al ORR - - - 73 Patients; only CR evaluated
CR 100%  93% 44% 0%
Roenigk ORR & - » 12 Patients; only CR evaluated
CR 1% —=—40%-—-
CR = full resolution of the diseare for a minimum 4 months
ORR = over all responsive rate
ECPP = extracorporeal photopheresis
g . ; . cell lymphoma. J Am Acad Dermatol 1989; 20:
The life expectancy in patients with patch- 416-28.
_p . ; 9. Simon M et al. Large plaque parasoriasis: clinical
stage or limited (< 10%) plaque-stage disease is and genotypic correlations. J Cutan Pathol, 2000;
. 27:57-60.
essentially equal to that of age-matched control 10. Stone ML et al. Hypopigmented mycosisgoides:a
biect report of 7 cases and review of the literature. Cutis
S 2001; 37:133-8.
11. Resnik KS, Vonderheid EC. Home UV
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CME Patient 11

Aunchalee Rattanatharn MD,

Division of Dermatology, Department of Medicine, Chulalongkorn University, Bangkok, Thailand.

The patient presented with a 2-month history of
generalized fine, thin, and unpigmented hair on her
face, ears, back and extremities.

Seven months ago, the patient had
lymphadenopathy at the left side of the neck. The
lymph node biopsy was done and diagnosed as
metastasis carcinoma. The primary site of cancer has
not been found.

MRI of abdomen showed multiple nodes in the
abdomen and pelvic area. She was treated by
radiation  plus  chemotherapy  with  partial

improvement and totally loss of her body hair.

Figure I

Figure I1

Past history: No known underlying disease.
Familial history: No family history of cancer.
Physical examination:

HEENT: mild pale conjunctiva, no jaundice
Oral cavity, pharynx and tongue are normal

LN: Supraclavicular and posterior cervical neck

lymph nodes can not be palpated.

Skin: generalized excessive fine silky slightly

reddish hair on her face, ears, trunk and extremities

(marked at ears). The hair is easily pulled out.
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Investigation:

Chest x ray shows cardiomegaly no pulmonary
infiltration. Ba enema: no demonstrable abnormality.
Pelvic examination and pap smear are normal.

Lymph node biopsy show malignant round cell

tumor (not known the origin of tumor)

1. Hypertrichosis lanuginosa acquisita (HLA) may be
associated with all EXCEPT ONE
A. internal malignancy
B. anorexia nervosa
C. hyperthyroidism
D. hypothyroidism
E. adrenal insufficiency

2. The most common cancer associated HLA is

A. CA ovary
B. CA prostate
C. CAlung

D. CA breast
E. CA uterus

3. All of the following drugs may cause HLA
EXCEPT ONE

A. diazoxide

B. dilantin

C. cyclosporine

D. topical corticosteroid

E. minoxidil
4. The initially site of hair growth in HLA is.

A. face

B. upper chest

C. back

D. abdomen

E. palms and sole
5. Hair in HLA is

A. medullated hair

B. anagen hair

C. telogen hair

D. fetal hair

E. terminal hair

Discussion:

Hypertrichosis lanuginosa acquisita (HLA)
associated with malignancy is rare; fewer than 50
cases have been reported. Pateints with HLA initially
grow lanugo (ie, fetal) hair near their eyebrows and
on their forehead, ears and nose. But eventually some
patients have extensive involvement that include the
extremities, axillae and trunk but the palms, soles
and perineum are spared. The hair, referred to as
malignant down is fine, thin, non medullated and
unpigmented, unlike the robust pigmented terminal
hair characteristic of hirsuitism. Although the hair
may grow to considerable length, it is easily pulled
out. Hair growth typically occurs late in the course of
the malignancy. HLA secondary to malignancy is
sometimes concurrent with acanthosis nigricans,
papillary hypertrophy of the tongue and glossitis.
The clinical appearance is unique and diagnostic.

Histopathologic findings are consistent with lanugo-

type hair. Malignant down, which has been reported
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to follow a craniocaudal spread, has been reported
with a number of internal cancers. Most often,
cancers associated is the lung or the colon, the others
are rectum, uterus, breast and lymphoma.
Hypertrichosis lanuginosa acquisita associated
with malignancy must be distinguished from that
associated with drugs and benign conditions. HLA
may be an adverse effect of medications, such as
phenytoin, diazoxide, streptomycin, penicilliamine,
minoxidil and cyclosporine, or it may be associated
with systemic diseases, such as hyperthyroid,
hypothyroid and anorexia nervosa. These forms of
the diseases are clinically indistinguishable from
those cases associated with malignancy. The
presence of otherwise unexplained, HLA should

prompt an extensive search of occult malignancy.

Patients usually have metastatic disease at the time of
diagnosis and, therefore, a poor prognosis but HLA
may precede the diagnosing of cancers by up to 2
years. However, successful tumor therapy is

associated with the regression of hair growth.
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CME Patient II1

Marisa Charoenlap MD,

Wiwat Korkij MD.

Division of Dermatology, Department of Medicine, Chulalongkorn University, Bangkok, Thailand.

The patient has multiple hypopigmented
macules on the trunk and extremities since she was
born (Figure I). When she was 2, she developed
multiple  asymptomatic  skin-colored  and
erythematous papules on the nose, frontal and
malar areas. (Figure I) Asymptomatic periungual
mass (Figure III) also developed many years ago.
Physical examination show numerous 2-4 mm.
waxy, skin-colored papules symmetrically
distributed over the frontal area, nose and cheeks.
(Figure II)

1. Your diagnosis is
A. possible tuberous sclerosis (TS)
B. probable tuberous sclerosis
C. definite tuberous sclerosis
D. neurofibromatosis type 1
E. multiple endocrine neoplasia type 1
2. Each of the following is true regarding these
whitish patches in TS (Figure I) EXCEPT
A. they may be oval, confetti-type, or ash leaf-
like

B. they are amelanotic lesions

C. these lesions may develop during
childhhood

D. these are often the first cutaneous sign of
tuberous sclerosis

E. they may be present in a dermatomal
distribution or may follow the lines of
Blaschko

3. The common pulmonary complication in TS is

A. bronchiectasis

B. plural effusion

C. hemothorax

D. pneumothorax

E. pleural angiomyolipoma

4. Patients with tuberous sclerosis have a high

incidence of kidney lesions. The most common
one is
A. angiomyolipomas
neurofibroma
renal cell carcinoma

renal cyst

m o 0w

metastatic tumor
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Figure I

Figure 11

Figure III

5. All of the following neoplasms has been
associated with tuberous sclerosis EXCEPT
A. cortical tuber
B. subependymal nodule
cardiac rhabdomyosarcoma

renal angiomyolipoma

m o 0

subependymal giant cell astrocytoma

Tuberous sclerosis (TS) or Bourneville’s
disease, the classic triad were facial angiofibroma,
seizures, and mental retardation but occurs in
fewer than one third of patients. The diagnosis was
made by finding of typical skin lesions and/or
neurological symptoms. In addition to skin
findings, the kidneys, lungs, heart, bones,
pancreas, parathyroid glands, and the centreal
nervous system are also affected.

The prevalence of TS is about 1 in 10,000 and
it occurs equally in all races and both genders.
Two distinct genetic loci responsible for TS have
been identified: one on chromosome band 9q34,
also referred to as tuberous sclerosis complex 1
(TSC1) and another on chromosome 16p13,
referred to as tuberous sclerosis complex 1 (TSC2)
TSC1 encodes a protein called hamartin and TSC2
encodes the protein tuberin. These proteins are
involved in cellular differentiation, tumor
suppression, and intracellular signaling.

The most common manifestation of TS are
white macular lesions (87%-98%) and facial
angiofibromas (75%). The white macules are
amelanotic lesions which often the first sign of
tuberous sclerosis which may be single or
multiple.They are a very frequent initial cutaneous
manifestation of tuberous sclerosis. They are best
appreciated when the skin is viewed with a
Wood’s lamp and have been classified into three

types. The most common consists of polygonal
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0.5-2.0 cm white lesions resembling a thumbprint.
‘Ash leaf” variegate macules of leucoderma
measuring approximately 1-3 cm in diameter often
present at birth, characteristically on the trunk or
buttocks. There are 3 or more of ash-leaf macules,
TS should be highly suspected. The third variant
consists of guttate scattered 1-3 mm white macules
(so-called ‘confetti lesion’). Facial angiofibroma,
formerly known as sebaceous adenoma, are the
second most common skin finding, usually occur
after the age of 4 . Enamel pitting in deciduous and
permanent teeth (48%), molluscum fibrosum
pendulum (20%), and periungal fibroma Figure III
(20%) are less common. Shagreen patches occur in
21% to 80% of patients, flat or slightly elevated,
skin-colored patches or soft plaques. These are
frequently located in the lumbosacral area but may
occur anywhere on the trunk. Cortical tubers
appear along the gyri and sulci in the brain and are
associated with seizure. Rhabdomyomas are
cardiac manifestations of TS that usually resolve
spontaneously with time, occur in two thirds of
affected children. Renal manifestations are
angiomyolipoma and renal cysts.
Angiomyolipomas occur in 45% to 80% of
affected children. More than one tumor per kidney
and bilateral involvement are common. Cysts
occur as single or multiple and tend to appear
carlier than angiomyolipomas. Lymphangio-

myomatosis is a pulmonary manifestation of TS

and pneumothorax due to rupture of subpleural
cysts is often a complication. Two thirds of
patients with TS have musculoskeletal
manifestations such as sclerotic lesions in the
calvarium, pelvis, vertebrae, and long bones.
Nonspecific hamartomas are found in the
phalanges of the hands and feet. Ocular findings
are present in at least 50% of patients with difficult
to appreciate, manifesting only as an abnormal
light reflex. Retinal and optic nerve astrocytic
hamartomas are the most frequent manifestation.
Brain, kidney, and skin neoplasms from patients
with TS are highly vascular. Renal
angiomyolipoma cells produce the potent
angiogenic factor; vascular endothelial growth
factor (VEGF). Drugs such as COX-2 inhibitors,
interferons, thalidomide, retinoids, peroxisome
proliferator activated receptor modulators, and 3-
hydroxy-3-methylglutaryl coenzyme A reductase
inhibitors have antiangiogenic properties and may
prevent growth of tumors in TS. Laser therapy,
dermabrasion, and cautery can be effective
treatments. Reappearance of angiofibromas has
been attributed to abnormal proportions of
fibronectin, laminin, and tenascin secreted by
fibroblasts. Large symptomatic angiomyolipomas
of the kidney should be evaluated with
angiography and treated with embolization and

kidney-sparing surgery.
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