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Biophysical properties in different body
areas of adult-onset atopic dermatitis

patients.

Supenya Varothai MD,
Suthasinee Pattaravadee BSc,
Sakunee Khankham MD,
Leena Chularojanamontri MD,

Kanokvalai Kulthanan MD.

ABSTRACT :

VAROTHALI S, PATTARAVADEE S, KHANKHAM S, CHULAROJANAMONTRI L, KULTHANAN K.
BIOPHYSICAL PROPERTIES IN DIFFERENT BODY AREAS OF ADULT-ONSET ATOPIC
DERMATITIS PATIENTS. THAI J DERMATOL 2012; 28: 219-232.

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

Background: Skin bioengineering studies in atopic dermatitis (AD) patients indicated skin barrier dysfunction.
Most studies were performed in children and adult AD related to the early-onset AD extending to adult life. There still
lack of information in adult-onset atopic dermatitis (AAD).

Objectives: To investigate the biophysical properties and skin barrier defects of clinically normal skin in AAD
patients and compare with healthy subjects.

Methods: Twenty-six participants including 13 AAD patients in remission and 13 controls were enrolled. The
measured parameters were collected from 27 skin regions including transepidermal water loss, stratum corneum

hydration, skin pH, skin surface lipids and skin roughness.




220 Varothai S et al Thai J Dermatol, October-December 2012

Results: No significant difference between cases and controls was found in all parameters.
Conclusion: It is possible that biophysical properties of skin of AAD patients during remission period are

similar to healthy subjects. Further study in a large sample size is suggested.
Key word: adult-onset atopic dermatitis, transepidermal water loss, stratum corneum hydration, skin pH,

skin surface lipids
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Introduction

Atopic dermatitis (AD) is a chronic pruritic
relapsing inflammatory skin disease and is clinically
presented by dryness of the skin." > Onset of AD
predominated in infancy or early childhood. Adult-onset
atopic dermatitis (AAD) is an entity of AD which
defined as AD with onset at the age of 18 or older."
Previous studies showed that AAD accounted for 13-
47% of all subgroups of AD." ° Besides typical
eczematous flexural distribution, it also has non-typical
morphology.l’ .

AD can be divided into two different subtypes,
extrinsic AD (eAD) which correlated with classic IgE-
mediated and intrinsic AD (iAD) or non-allergic AD
which has normal serum IgE levels. In comparison to
extrinsic type, intrinsic type has later onset and no
correlation with filaggrin gene mutation; therefore it
may imply that iAD might not be correlated with skin
barrier dysfunction.7’ ® The physical characteristics of
AD skin reported by previous studies are increased
transepidermal water loss (TEWL), decrease ceramides
1,3 in the stratum corneum, alteration of the
intercellular lipid organization and lamellar bodies
extrusion which can be measured by non-invasive
bioengineering methods.””

However, most studies concerning the biophysical
properties of AD were performed in children & adult
AD related to the early-onset AD extending to adult

10-15

life This study focused on the biophysical

properties of normal-appearing skin of AAD patients
and compared those parameters with healthy subjects.
Materials and Methods

Study population

A total number of 26 participants were enrolled
including 13 AAD patients and 13 healthy subjects. We
recruited patients diagnosed as AAD according to the
criteria of Hanaffin and Rajka ** from out-patient clinic,
Department of Dermatology, Siriraj Hospital, Mahidol
University, Bangkok, Thailand from September 2010 to
December 2010. All cases developed skin lesions after
the age of 18 and were in remission during the study
period. All control subjects had no signs or symptoms
of AD or other skin diseases influencing skin barrier
function and were age and gender compatible with
cases.

For further classification of AAD, demographic
data, a complete history including personal and family
history of atopy (allergic rhinitis, asthma, and allergic
conjunctivitis), onset and activity of personal atopy, and
previous treatment were reviewed. Investigation
included skin prick testing (SPT) using 28 allergens and
serum total IgE levels determined by Nephelometry
method (Dade Behring, Germany). Normal levels were
less than 100 kU/L.

The intrinsic form of AD was defined by low total
serum IgE level (<200 kU/L), no specific serum IgE
antibodies and/or negative SPT for common
aeroallergens and/or food allergens, and the absence of

. . . . 17
associated respiratory atopic diseases.
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Inform consent was obtained from all participants,
and this study was approved by Siriraj Institutional
Review Board, Siriraj Hospital, Mahidol University,
Bangkok, Thailand.

Methods

All participants had at least 2 weeks wash-out
period of systemic steroids, topical steroids and topical
calcinurin inhibitors. On the study day, participants
were informed to avoid all type of cleansers and
emollients 12 hours prior to the examination. A whole
body skin examination was carefully done by the
investigators and only clinically normal skin was
examined.

In our study, all measurements were performed by
the same well-trained and experienced technician under
standardize condition with air temperature range from
19-24 °C and 50-58% relative humidity. All participants
were kept there for at least 15 minutes before the
measurements to acclimatize to this condition.

The studied parameters, including TEWL, stratum
corneum hydration(SCH), skin surface pH, skin surface
lipids and skin roughness, were measured non-
invasively by the Tewameter® TM 300, Corneometer
CM 825, Skin pH meter® PH 905, Sebumeter® SM 815
and Visioscan® VC 98 (Courage + Khazaka electronic
GmbH ,Ko6Iln Germany) respectively at 27 different
body areas and were randomized left sided or right

sided, including flexural area (neck, anticubital fossa,

wrist, popliteal fossa, ankle, and inguinal region),
extensor area (elbow, mid-dorsum forearm, dorsum
hand, knee, shin, and dorsum foot), seborrheic area
(scalp, forehead, cheek, retro-auricular area, and inter-
scapular area) and non-flexural area (eyelid, infraorbital
area, lower lip, mid-volar forearm, palm, abdomen,
nipple, lower back, calf, and sole). At each site, an
average value of two measurements of each parameter
was obtained.
Statistic analysis

SPSS for windows version
17(SPSS,Chicago,IL,USA) performed the tests to
analyze all statistical data. Descriptive statistics e.g.
median, minimum, maximum, percentages and standard
deviation were applied to describe demographic data
and laboratory findings. Comparison of measured
values of biophysical properties in different body areas
between AAD and healthy groups was performed using
unpaired t-test or Mann-Whitney U test for quantitative
data with and without normal distribution, respectively.
Only the p value less than 0.05 is statistically
significant.
Results

Among 13 AAD cases, 9 cases were female. The
mean age (SD) was 39 (9.5) years old and the mean age
of onset of AD lesions(SD) was 32 (10.8) years old.

Two cases were diagnosed as iAD. (table 1)
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Table 1 Characteristics of adult onset atopic dermatitis (AAD) patients

Data Positive, n(%) Negative, n(%)
Positive history of personal atopy

Allergic rhinitis 7(53.8) 6(46.2)

Asthma 0(0) 13(100)

Allergic conjunctivitis 2(7.7) 11(42.3)
Serum total IgE* 5(38.46) [high] 8(61.54) [normal]
Skin prick testing results 8(61.5) 5(38.5)

*normal levels were less than 100 kU/L

The results of TEWL, SCH, skin surface pH, skin
surface lipid and skin roughness in this study which
were collected from 27 skin regions showed no
significant difference between cases and controls. Even

the most common involved areas such as anticubital

fossa and popliteal fossa still have no significant
difference. However, SCH of cases tend to be lower
than controls in many areas such as neck, knee,
forehead, infra-orbital area and lower back as shown in

table 2-6.

Table 2 Comparison of measured values of transepidermal water loss(TEWL) in different body areas between AAD and

healthy groups

Measurement TEWL (g/h/mz): Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Flexural

- Neck 8.30(4.52) 6.87(2.37) 0.89
- Anticubital 11.57(4.79) 12.54(8.16) 0.96
- Wrist 14.20(5.42) 15.15(3.81) 0.40
- Popliteal 9.07(3.10) 9.54(3.80) 0.89
- Ankle 9.87(3.68) 8.57(1.99) 0.36
- Inguinal region 10.92(4.00) 9.27(2.42) 0.22
Extensor

- Elbow 14.09(3.70) 15.03(4.55) 0.65

- Mid-dorsum forearm 10.04(3.69) 7.58(2.35) 0.09
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Measurement TEWL (g/h/mz): Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
- Dorsum hand 11.84(5.83) 9.60(2.85) 0.55
- Knee 11.43(4.79) 9.75(2.25) 0.36
- Shin 7.57(2.91) 6.77(1.88) 0.52
- Dorsum foot 10.09(3.55) 8.44(2.04) 0.24
Seborrheic area

- Scalp 12.18(4.70) 11.61(3.81) 0.70
- Forehead 13.40(5.04) 11.14(4.07) 0.26
- Cheek 14.79(6.00) 12.58(4.14) 0.46
- Retroauricular area 11.49(6.19) 9.14(3.10) 0.59
- Inter-scapular area 9.55(3.68) 9.60(3.77) 0.97
Nonflexural

- Eyelid 17.88(7.10) 18.59(7.57) 0.76
- Infraorbital area 18.62(7.33) 19.40(7.02) 0.83
- Lower lip 49.64(11.50) 40.77(13.08) 0.08
- Mid-volar forearm 10.99(4.42) 9.24(2.22) 0.46
- Palm 31.04(6.15) 37.81(10.64) 0.03
- Abdomen 11.76(3.96) 10.24(2.44) 0.27
- Nipple 12.13(4.44) 11.29(3.14) 0.71
- Lower back 10.48(5.04) 8.19(4.73) 0.17
- Calf 11.27(3.07) 9.22(2.35) 0.07
- Sole 21.65(6.09) 23.44(10.08) 0.96
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Table 3 Comparison of measured values of stratum corneum hydration(SCH) in different body areas between AAD and

healthy groups

Measurement SCH (CM units): Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Flexural

- Neck 63.82(11.23) 68.34(8.58) 0.31
- Anticubital 49.97(11.66) 44.25(13.57) 0.15
- Wrist 39.30(12.54) 51.55(53.69) 0.97
- Popliteal 39.57(12.02) 41.64(6.98) 0.59
- Ankle 28.34(8.59) 31.82(9.12) 0.32
- Inguinal region 47.12(9.90) 44.85(7.25) 0.51
Extensor

- Elbow 37.02(7.99) 38.20(9.46) 0.83
- Mid-dorsum forearm 43.35(8.93) 45.95(7.56) 0.31
- Dorsum hand 39.06(10.12) 41.69(9.87) 0.57
- Knee 42.12(10.16) 51.34(7.22) 0.02
- Shin 38.29(9.34) 43.14(9.96) 0.20
- Dorsum foot 30.95(10.92) 37.37(13.40) 0.19

Seborrheic area

- Scalp 6.64(3.89) 5.46(2.39) 0.27
- Forehead 55.34(14.60) 61.23(9.56) 0.31
- Cheek 43.73(10.87) 45.55(15.46) 0.49
- Retroauricular area 54.32(10.24) 53.70(16.61) 0.84
- Inter-scapular area 61.84(11.34) 61.99(12.36) 0.97
Nonflexural

- Eyelid 73.85(16.22) 78.33(7.39) 0.62
- Infraorbital area 73.97(11.48) 72.72(10.58) 0.69
- Lower lip 46.15(5.25) 49.20(16.38) 0.40
- Mid-volar forearm 45.13(10.12) 45.93(5.92) 0.75

- Palm 35.89(15.30) 33.06(9.60) 0.80
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- Abdomen 41.25(12.61) 42.30(6.18) 0.96
- Nipple 42.61(7.03) 43.81(12.66) 0.81
- Lower back 46.95(10.51) 53.71(10.27) 0.22
- Calf 40.45(9.47) 43.22(5.28) 0.24
- Sole 15.14(6.98) 15.44(4.64) 0.72

Table 4 Comparison of measured values of skin pH in different body areas between AAD and healthy groups

Measurement pH: Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Flexural

- Neck 5.02(0.36) 4.98(0.35) 0.38
- Anticubital 5.08(0.37) 5.03(0.42) 0.62
- Wrist 5.13(0.37) 5.04(0.40) 0.61
- Popliteal 5.13(0.37) 5.15(0.34) 0.79
- Ankle 5.12(0.37) 5.09(0.29) 1.00
- Inguinal region 5.21(0.52) 5.11(0.42) 0.46
Extensor

- Elbow 5.12(0.33) 5.04(0.43) 0.72
- Mid-dorsum forearm 4.96(0.36) 4.97(0.44) 0.87
- Dorsum hand 5.13(0.36) 4.94(0.26) 0.11
- Knee 5.22(0.48) 5.09(0.36) 0.41
- Shin 4.38(0.44) 5.14(0.35) 0.81
- Dorsum foot 5.08(0.46) 5.12(0.34) 0.89
Seborrheic area

- Scalp 4.95(0.44) 5.18(0.51) 0.32
- Forehead 4.78(0.46) 5.02(0.44) 0.31
- Cheek 4.96(0.43) 4.92(0.43) 0.76
- Retroauricular area 4.94(0.32) 4.91(0.32) 091
- Inter-scapular area 5.14(0.26) 4.98(0.37) 0.15
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Measurement pH: Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Nonflexural

- Eyelid 4.99(0.51) 5.01(0.37) 1.00
- Infraorbital area 4.95(0.43) 4.93(0.42) 0.70
- Lower lip 5.10(0.35) 5.07(0.34) 0.70
- Mid-volar forearm 5.00(0.36) 4.93(0.35) 0.48
- Palm 5.35(0.32) 5.27(0.29) 0.37
- Abdomen 5.06(0.46) 5.05(0.43) 0.95
- Nipple 5.14(0.40) 4.99(0.34) 0.21
- Lower back 5.12(0.33) 5.10(0.39) 0.81
- Calf 5.26(0.37) 5.05(0.42) 0.40
- Sole 5.26(0.37) 5.05(0.42) 0.97

Table 5 Comparison of measured values of skin surface lipids in different body areas between AAD and healthy groups

Measurement Skin surface lipids (pg/cmz): Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Flexural

- Neck 18.38(16.32) 17.50(18.83) 0.85
- Anticubital 1.50(1.63) 2.54(4.23) 0.70
- Wrist 0.46(1.20) 0.38(0.87) 0.93
- Popliteal 0.46(0.52) 0.31(0.63) 0.41
- Ankle 0.38(0.65) 0.00(0.00) 0.10
- Inguinal region 1.08(2.75) 0.69(1.38) 0.90
Extensor

- Elbow 0.85(0.69) 0.46(0.52) 0.21
- Mid-dorsum forearm 0.50(0.65) 0.38(0.51) 0.84
- Dorsum hand 2.58(4.86) 1.04(1.27) 0.94
- Knee 0.54(0.66) 0.62(0.77) 0.98
- Shin 0.62(1.12) 0.31(0.48) 0.81




228 Varothai S et al Thai J Dermatol, October-December 2012

Measurement Skin surface lipids (ug/cmz): Mean (SD)
Body areas AD (n=13) NC (n=13) p-value
- Dorsum foot 0.62(0.65) 0.23(0.44) 0.17

Seborrheic area

- Scalp 39.84(49.14) 27.96(27.72) 0.89
- Forehead 134.46(90.63) 112.15(53.60) 0.55
- Cheek 87.38(77.44) 74.58(50.98) 0.89
- Retroauricular area 59.58(66.03) 46.54(37.64) 0.70
- Inter-scapular area 22.19(17.98) 10.62(9.33) 0.09
Nonflexural

- Eyelid 35.69(26.65) 38.42(35.05) 0.91
- Infraorbital area 52.73(40.98) 59.50(46.27) 0.88
- Lower lip 28.65(27.95) 43.19(50.95) 0.40
- Mid-volar forearm 1.12(3.15) 0.08(0.28) 0.27
- Palm 1.04(1.56) 2.19(3.91) 0.58
- Abdomen 1.96(2.57) 0.38(0.65) 0.03
- Nipple 4.81(5.54) 5.50(7.43) 0.72
- Lower back 1.69(1.89) 1.08(1.26) 0.39
- Calf 0.31(0.63) 0.54(1.13) 0.73
- Sole 1.31(1.80) 0.38(0.51) 0.20

Table 6 Comparison of measured values of skin roughness in different body areas between AAD and healthy groups

Measurement Skin roughness: Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
Flexural

- Neck 3.00(1.02) 2.59(0.60) 0.37

- Anticubital 2.66(0.59) 2.66(0.63) 0.99

- Wrist 2.45(0.57) 2.65(0.74) 0.48

- Popliteal 3.13(1.02) 2.52(0.61) 0.15

- Ankle 4.13(0.88) 4.19(1.77) 0.51
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Measurement Skin roughness: Mean (SD)

Body areas AD (n=13) NC (n=13) p-value
- Inguinal region 2.64(1.20) 2.59(0.78) 0.52
Extensor

- Elbow 3.41(1.08) 3.19(0.47) 0.62

- Mid-dorsum forearm 3.76(1.73) 3.99(1.76) 0.76

- Dorsum hand 3.47(1.55) 3.50(1.69) 0.79

- Knee 4.26(0.91) 6.58(5.10) 0.24

- Shin 8.01(4.97) 8.21(5.26) 0.84

- Dorsum foot 3.68(1.04) 4.09(1.16) 0.39

Seborrheic area

- Scalp 11.41(5.01) 10.78(7.88) 0.24
- Forehead 3.60(1.02) 4.14(1.04) 0.24
- Cheek 3.45(1.05) 3.82(1.01) 0.36
- Retroauricular area 2.57(0.80) 2.51(0.97) 0.61
- Inter-scapular area 3.23(0.97) 3.01(1.52) 0.36
Nonflexural

- Eyelid 3.33(1.06) 4.16(2.49) 0.92
- Infraorbital area 3.00(0.59) 2.88(0.81) 0.61
- Lower lip 4.836(1.48) 4.52(1.86) 0.42
- Mid-volar forearm 2.67(0.91) 2.59(0.90) 0.66
- Palm 3.21(0.79) 3.54(1.28) 0.65
- Abdomen 3.63(3.51) 3.79(5.86) 0.85
- Nipple 2.98(0.95) 3.26(1.96) 0.93
- Lower back 2.71(1.01) 2.74(1.62) 0.69
- Calf 3.64(0.94) 4.28(3.17) 0.60

- Sole 4.84(2.51) 5.71(2.02) 0.15
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However even the clinically normal skin of AD
patients also showed tiny scales under the visioscan,
suggesting of the skin roughness. Our study also
showed that primary and secondary glyphic lines of skin
were more prominent in cases than controls. (figure 1)

Parameters acquired from 2 patients with intrinsic
type AAD also indicated no significant differences in all
aspects. (data not shown)

Discussion

In AD patients, skin functions undergo variation to
the degree of severity of the diseases. The biophysical
properties of AD patients showed an increase of TEWL
and a decrease of SCH, suggesting impaired skin barrier
function in AD patients.”"” "**' The studies also showed
that skin pH shifted valued toward alkalinity, indicating
a defect in the maintenance of the skin barrier
homeostasis. In addition, the biophysical properties of
AD patients showed a reduction of total skin lipids
especially ceramides in stratum corneum, which plays a
major role in maintaining the efficient barrier function
of stratum corneum and increasing skin roughness,
defined as dry skin, which means decreasing water
content of the stratum corneum.”” " '* Previous studies
have been performed to determine the accurate
evaluation of skin barrier function and to find a
correlation between skin barrier function and clinical

11,12, 15
Some data showed no

features or severity in AD.
strong correlation among biophysical properties, weak
correlation between the level of TEWL and that of

SCH, and no correlation between level of pH, TEWL,

and capacitance between healthy and atopic children’s
skins. In contrast, a correlation between impaired skin
barrier function and clinical severity and the restoration
of skin barrier function after the treatment of AD were

10, 11, 14, 19, 22
observed.

Alteration of TEWL and pH at
uninvolved skin, indicating that the function of the skin
is abnormal even before or after the active phase of the
diseases.’ In clinically normal skin, the impaired skin
barrier function is still controversial. Many studies have
found impaired skin barrier function = 24, while other
could not demonstrate impaired skin barrier function in
AD patients.zs’ * To our knowledge, no study has ever
been done about skin barrier function in AAD patients.

Some studies have found an increase TEWL in
normal-appearing skin of AD children and adults 101215
27, whereas others have demonstrated no difference in
TEWL which was similar to our results."" ** Sakurai et
al, reported that TEWL in clinically normal skin of
active severe and moderate AD patients were
significantly increased compared with the normal
control.” However, remission AD patients for more
than 5 years showed normal TEWL. * In addition,
patients in remission for over 2 years show non-
significant difference of TEWL value compared with
non-atopic individual. 0

Water content of stratum corneum significantly

3, 15, 27 .
and children

diminished in adult AD patients -
affected ADIO, but unchanged values”  have been

reported on normal-looking skin of adult AD compared
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with control group. Our results found no significant
difference between cases and controls.

In addition, pH values were significantly higher in
lesional and non-lesional skin of children affected AD
than in healthy skin of control subjects, and pH values
of uninvolved skin showed a shift towards alkalinity 2
® In our study, values obtained from normal-looking
skin of AAD patients did not differ significantly from
those of controls.

Sator et al. showed a significant decrease of non-
lesional skin lipids in adult onset AD patients.15
However, from our study, this measured parameter was
similar. For skin roughness, clinically normal skin in
adult patients and in children with atopic eczema did
not differ from skin of the controls 12-14; this observation
was also present in our study.

In summary, we were unable to detect skin barrier
defects in AAD by biophysical properties. It is possible
that the skins of AAD patients during remission period
may be similar to healthy subjects due to less severity
than that of other subgroups of AD and may be partly
due to high humidity climate in Thailand. Perhaps, these
reasons lead to adult onset of the disease. However, the
research with larger scale is needed to conclude these
findings. Also there might be some difference among
iAD and eAD of AAD patients.
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Systemic corticosteroids in infantile

hemangioma.

Nootchanard Mahamaytakit MD,
Srisupalak Singalavanija MD,

Wanida Limpongsanurak MD.

ABSTRACT:

MAHAMAYTAKIT N, SINGALAVANIJA S, LIMPONGSANURAK W. SYSTEMIC
CORTICOSTEROIDS TREATMENT IN INFANTILE HEMANGIOMA. THAI J DERMATOL 2012; 28:
233-243.

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

Backgrounds: Infantile Hemangioma (IH) is the most common vascular tumor of infancy. Traditionally,
corticosteroids are the drug of choice for complicated hemangioma.

Objective: To determine efficacy and side effects of systemic corticosteroids in complicated IH.

Materials and Methods: We reviewed clinical, dose, duration, outcome and side effects of systemic
corticosteroids and follow-up data of 109 patients with complicated IH at Queen Sirikit National Institute of Child Health
over 5-year periods (2006-2011).

Results: The median age of onset of IH was 15 days (range 0-90 days). Female to male ratio was 1.8:1.
Systemic corticosteroids were given due to life threatening (69.7%), cosmetics disfigure (10.1%) and ulceration (20.2%).
The cutaneous sites (90 cases) were head and neck in 71.5%, extremities (6.4%), trunk (2.7%) and genitalia (1.8%). The
extra cutaneous sites (19 cases) were subglottic area (7.3%), parotid area (5.5%) and hepatic area (4.5%). The median age
of starting systemic corticosteroids was 3 months. Mean initial dose of prednisolone in cutaneous hemangioma was 1.58 +
0.7 mg/kg/day and extracutaneous was 2.3 £ 1mg/kg/day. Median initial dose duration was 45 days and mean total

duration of therapy was 5.3 £+ 2.8 months. We found regression on all cases after initial dose. During dose tapering,
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95 cases (87.2%) regressed, 7 cases (6.4%) remained stable and rebound growth in 7 cases (6.4%). Mean follow-up was
30.6 months. There were no serious side effects.

Conclusion: Systemic corticosteroids are still good options for hemangioma treatment. The management
strategy should be individualized for each case.

Key word: infantile hemangioma, systemic corticosteroids
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Introduction

Infantile hemangioma (IH) represents the most
common benign tumors in infancy, affecting 1-2% of
newborn'. They demonstrate a unique model of
postnatal vasculogenesis, angiogenesis, and vessel
regression characterized by proliferation during the first
year of life, and involution thereafter.

Fortunately, many infantile hemangioma are
involving only skin and subcutaneous tissue, and can be
allowed to follow their self-limiting natural course,
resolve  with  minimal  sequelae. However,
approximately 10%of IH can affect the child’s quality
of life due to aesthetic reasons or cause functional
impairment, which can even be life threatening2’3.

Corticosteroids have been used as a mainstay in
pharmacologic management since their discovery in the
1960s, by Zarem and Edgert0n4. Overall, 84% of
patients treated with different doses of corticosteroid in
the literature will have stabilization or accelerated
regression of their lesion”. However, therapy is most
effective when initiated during the proliferative phase.
Because IH may continue to enlarge until 9 months of
age, the tumor can exhibit rebound growth if the
corticosteroid is discontinued before this time or
weaned too rapidlyG. The recommended starting dose

for systemic corticosteroids are 2 to 3 mgkg of

prednisolone, usually given orally as a single morning
dose for several 6-9 months™ . Dose, duration of
treatment, recommended monitoring during and after
treatment and methods of tapering vary Widelys.
However, systemic corticosteroids may associate with
side effects including gastrointestinal upset, weight
gain, growth retardation, hypertension, adrenal
suppression and rarely, immunosuppression. These
complications are associated with high-dose, long-term
therapyms. There are no increase risks of infection in
patients receiving corticosteroids for 15 Bl
Materials and Methods

We retrospectively reviewed 126 children with
problematic IH, who treated with systemic
corticosteroid, presented in our institution between 2006
to 2011. Seven patients diagnosed with Kasabach-
Meritt syndrome and ten patients who had inadequate
treatment record were excluded from the study.

The diagnosis was made in the majority of patient
by history and physical examination. Radiograph, such
as Computered Tomography Scan (C1),
Ultrasonography, and Magnetic Resonance Imaging
(MRI), confirmation were necessary in some patients
with deep tumor.

The record of treated patients were examined to

determine age of onset, sex, location, involvement of
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nearby structure, the indication, the age at which the
therapy was started, dose, duration, response and
complications of systemic corticosteroids treatment.
The efficacy of treatment was graded as involution,
stabilization and relapse. Involution was characterized
by reduction in size, healing of ulceration, superficial

graying, softening and flattening of the lesion.

Table 1 Patient characteristics (N = 109)

Stabilization was defined as growth at the same rate.
Relapse was defined as initially response to systemic
corticosteroids but showed rebound growth during dose
tapering.

Data was analyzed using SPSS. Numerical data

were expressed as mean and standard deviation.

Characteristic Value
Age of onset days, median (range) 15 (0-90)
Age of onset, n (%)
0-1 months. 87 (79.8)
1-3 months. 21(19.3)
>3 months. 1(0.9)
Sex, n (%)
Male 35(32.1)
Female
Presenting symptom, 7 (%) 74 (67.9)
Mass 76 (69.7)
Respiratory symptom 20 (18.3)
Ulcer 13(11.9)
Location, n (%)
Cutaneous 90 (82.6)

Extra cutaneous

19(17.4)
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Figure 1 Number of patients receiving variant doses of prednisolone for treatment infantile hemangioma

Figure 2 (A) Patient with segmental IH involving left eye nose and upper lip. (B) Same patient after initiated

prednisolone for 3 weeks.
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Results

The total number of treated patients was 109 cases.
Among these 75 cases were female. Female to male
ratio was 1.8:1 with median age of onset was 15 days
(range 0-90 days). In 87 cases (79.8%) hemangioma
was present at first month of life, 21 cases (19.3%)
present during 1-3months old and one case at more than
3 months of ages. We classified patients into cutaneous
hemangioma in 90 cases (82.6%) and extracutaneous
hemangioma in 19 cases (17.4%).

Majority of patients presented with mass (76cases,
69.7%), with upper airway obstruction (20 cases,
18.3%) and with ulcer (13cases, 11.9%). (Table 1)

Systemic corticosteroids were given due to life and
function threatening (69.7%, 76 cases), cosmetics
disfigure (10.1%, 11 cases) and ulcer (20.2%, 22 cases).
The median age of starting systemic corticosteroids was
3 months (range 2 days to 2 years). Mean dose of
prednisolone was 1.7+ 0.8 mg/kg/day. (Figure 2)

Cutaneous hemangioma was found in 90 cases
(82.6%). The most common cutaneous site was head
and neck in 78 cases (86.7%), the second most common
site was the extremities (7 cases, 7.8 %,), followed by
trunk (3 cases, 3.3 %,) and genitalia (2 cases, 2.2 %,).
Of these 48.9% (44 cases) were categorized as
superficial types, 43.3% (39 cases) were mixed type and
7.8% (8 cases) were deep type. Systemic corticosteroids

were given due to life threatening in 58 cases (64.4%),

cosmetic disfigure in 10 cases (11.1%) and ulceration in
22 cases (24.4%). Mean dose of systemic
corticosteroids used in cutaneous hemangioma were
1.58 + 0.7 mg/kg/day (range 0.8 to 4.4 mg/kg/day).
Median initial dose duration was 60 days (range 7-150
days). Mean total duration of therapy with tapering
doses was 23+12 .5 weeks. After treatment with
systemic corticosteroids, the percentage of remission
was found to be 87.2% (78 cases), stable in 7.8% (7
cases) and rebound growth in 5.6% (5 cases). The
response was significantly decreased in size of the
lesion especially in head and neck location. (Figure 2)

Among those with extra cutaneous sites, subglottic
area was the most common location (8cases, 42%),
followed by parotid area (6 cases, 31.6%) and hepatic
area (4 cases, 21.1%). All cases were given systemic
corticosteroids due to life threatening condition. Mean
dose of prednisolone was 2.3 + 1 mg/kg/day (range 0.97
to 4.38 mg/kg/day). Mean of initial dose duration was
25.9 +15.3 days (range 10 to 60 days). Mean total
duration of therapy with tapering doses was 22+10
weeks (range from 30-300 days). The percentage of
remission was in 17 cases (89.5%) and rebound growth
in 2 cases (10.5%).

We compare indication, dose, and dose duration of
systemic corticosteroids treatment in cutaneous and

extracutaneous group. (Table 2)
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Table 2 Corticosteroids treatment for cutaneous and extracutaneous hemangioma

Cutaneous (n=109)

Extracutaneous (n=19)

Location, n(%)

Indication, n(%)
Life threatening
Cosmetic disfigure
Ulceration
Dose of steroid (mg/kg/day), mean+SD
Initial duration, mean+SD (days)
Total duration, mean+SD (days)
Result, n(%)
Involuted
Stable

Relapse

Head&neck 78 (86.1)

Extremities.

Trunk.

Genitalia.

58 (64.4)
10 (11.1)
22 (24.4)
1.58+0.71
60+15.3
162.7+£87.3

78 (86.7)
7(7.8)
5(5.6)

Subglottic. 8 (42)
7(7.8) Hepatic. 5(26.3)
3(3.3) Parotid. 6(31.6)
2(2.2)

19 (100)

2.3+1
25.9+15.3
154.4£70.6

17 (89.5)

2(10.5)

Overall, 95 cases (87.2%) were responded to
systemic corticosteroids and stable in 7 cases (6.4%).
Rebound growth was observed in 7 patients (6.4%)
during dose tapering, requiring dose increment. With
mean follow-up 30.6 months, we found that most of
cases received systemic corticosteroids without serious
or permanent side effects. Cushingoid appearance was
found in five cases (4.5%) and gastric irritation in only
one case (1%).

Discussions

Treatment of IH is always individualized to the

specific lesions as well as to the patient. Observation is

frequently selected in the majority of IH. Close and

regular follow-up is recommended in all cases for
screening for complications that may necessitate early
treatment. The timing or type of intervention-selected
needed to be tailored to the specific patient. Early
intervention should be pursued in some IH depending
on growth rate, extent, location and complication.
Systemic corticosteroids are standard and still a good
alternative treatment modality in problematic infantile
hemangioma with different dosage and duration of
steroid therapy between studies.

The overall 87% response rate in our study was
compared favorably to that 75% reported in the meta-

analysis of the studies that used similar dosage regime
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of 2-3 mg/kg/day5. Rebound growth was observed in
6.4% in our study compared to 25% in the meta-
analysis by Bennett M et al™. We suggested the need to
maintain therapy for longer period in younger patients.
Seven patients who had rebound growth during dose
tapering were successfully treated with a dose
increment.

Oranje A P et al studied the effectiveness and the
adverse effect of intermittent, short course, high dose

. . . 120 .
systemic corticosteroids . They reported regression or

cessation of growth after treatment in 80% compared to

Table 3 Comparison of case series

87% in our study. High rate of rebound growth was
report in 33% of the patients, which required multiple
short courses of corticosteroids. Minor side effects
were recorded in 57% of the patients: cushingoid
feature, behavioral change, increases appetite but no
persistent side effects were found. We did not compare
short courses and prolonged corticosteroid therapy in
this study; further comparative studies between our

approach and short course corticosteroid therapy would

be useful in the future

Characteristic Grover Tan Greene Current study
(N=20) (N=19) (N=25) (N=109)
Sex, Female: Male 5.7:1 3.8:1 3.2:1 1.8:1
Initial dose of steroid , mean+SD (mg/kg/day) 3-4 2-2.5 3 1.7+0.8
Age at treatment initiation (week), mean=SD (range) 20.4+14.4 10(4-29) 12,147 12.8
Total duration of systemic steroid (week), mean+SD (range) 29.94+8.2 21(11-38) 32.2+10.0 22.8+12.0
Outcome, N(%)
Regression 18 (90) 12 (63) 20 (80) 95 (87.2)
Stable 2 (10) 2(11) 2 (8) 7(6.4)
Relapse - 5(26) 3(12) 7(6.4)
Side effect, N(%)
Cushingoid facies 2(10) 2 (10.5) 5(20) 5(4.5)
GI upset - - - 1 (D
Poor weight gain 1(5) 3(15.7) - -
Others Hypertension, Irritability, - -
1(5) 2(10.5)

Increase appetite,

2(10.5)

* Systemic corticosteroid in prednisolone equivalent dose SD, standard deviation
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Greene A K. report successful treatment IH with
prednisolone 3mg/kg/day for 1 month and taper the
dose by 0.5 ml every 2 to 4 weeks and discontinued
treatment between 9 and 12 months of ageZI. Similar to
our study, there was only minor side effects of
corticosteroids treatment and reversed after cessation of
therapy, included cushingoid face, personality change
or gastric irritation. There was no increase risk of
infection.

George et al also reported minor side effects
(cushingoid face, personality change, hypertension) in
more than 70% of their patient treated with systemic
corticosteroids for a prolong periodlé. Minor side effects
were also found in our study. These side effects
disappeared soon after treatment was stopped.
However, it is pertinent to monitor the growth and
development during therapy and the dose of steroid
should be tapered as soon as possible.

In table 3, we compare different case series with our
results, even if the protocols are rather different. In
particular, we are the largest existing case series
examining efficacy of systemic corticosteroids
treatment for infantile hemangioma. Existing literatures
indicated the preponderance of female gender. Age at
initiation, total treatment duration and treatment
response of systemic corticosteroid therapy in our study
are comparable across studies. However, corticosteroids
dosage appears to be the lowest in our study compared

to other published reportsﬂ’ wy

Nonetheless, the systemic treatment of IHs is
undergoing a transformation. In recent years,
propranolol has become increasingly more useful in the
management of [Hs that required intervention. More
than 170 reports and studies have substantiated the
usefulness of this drug26. Propranolol provides a new
therapy option with promising result and few reported
side effects such as hypoglycemia, hypotension,
bradycardia and bronchospasm. However, systemic
corticosteroids therapy is an effective alternative choice
in case of treatment failure or contraindications to
propranololzz. Recently, Greenberge et al elucidated the
effectiveness of corticosteroids on angiogenesis and
vasculogenesis 2. Therefore corticosteroids therapies
still hold valuable places as an alternative for beta-
blockers in the treatment of TH.

The limitations of our study are its retrospective
nature and the fact that it is single center study.
Conclusions

Systemic corticosteroids remain a safe and effective
option for complicated infantile hemangioma when it is
proper dose and adequate length of time. Short-term
side effects of corticosteroids treatment for infantile
hemangioma are mild and reversible after cessation of
therapy. The management strategy should be
individualized for each case.
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Clinical manifestations and indirect

immunofluorescence study of pemphigus.

Piyavadee Nuchkull B Sc,
Sumruay Pinkaew M Sc,
Wararat Sirikudta MD,

Papapit Tuchinda MD.

ABSTRACT:

NUCHKULL P, PINKAEW S, SIRIKUDTA W, TUCHINDA P. CLINICAL MANIFESTATIONS AND
INDIRECT IMMUNOFLUORESCENCE STUDY OF PEMPHIGUS. THAI J DERMATOL 2012; 28: 244-
250.
DEPARTMENT OF DERMATOLOGY, FACULTY OF MEDICINE SIRIRAJ HOSPITAL, MAHIDOL
UNIVERSITY, BANGKOK, THAILAND.

Background: Pemphigus is an autoimmune vesiculobullous disease. Indirect immunofluorescence study (IIF) is
the standard method for the detection of pemphigus autoantibodies.

Objectives: To study the clinical profile and the correlation IIF study in Thai patients with pemphigus

Material and Methods: Patients who were diagnosed as pemphigus and patients’ sera were tested by IIF from
the Department of Dermatology, Faculty of Medicine Siriraj Hospital, from July 1992 to August 2010 were enrolled.

Results: Of 108 patients, 91 were diagnosed as pemphigus vulgaris (PV), 17 were diagnosed as pemphigus
foliaceus. The IIF titer at the time of diagnosis of PV showed significant correlation with severity of the disease but did
not showed the association with mucosal involvement. IIF titers in PV patients who were free of lesions were significantly
lower than patients who still had active lesions.

Conclusion: The IIF titer shows a prognostic correlation with disease severity.

Key words: pemphigus, indirect immunofluorescence, severity, outcome
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Density of Demodex folliculorum in facial

dermatosis.

Orapin Phutthanuphapant MD,
Vesarat Wessagowit MD PhD,
Rutsanee Akarapha MD,

Suthruth Reangchainam S MSc.

ABSTRACT :

PHUTTHANUPHAPANT O, WESSAGOWIT V, AKARAPHANTH R, REANGCHAINAM S. DENSITY
OF DEMODEX FOLLICULORUM IN FACIAL DERMATOSIS. THAI J DERMATOL 2012; 28: 251-261.
INSTITUTE OF DERMATOLOGY, BANGKOK, THAILAND.

Background : Demodex folliculorum (DF) is found in human pilosebaceous units. Various clinical forms have
been defined. As the Demodex mite is also present in many healthy individuals, it has been suggested that the mite may
have a pathogenic role when it is present in high densities. Moreover, some authors have proposed that a mite density
above 5/cm’ may be a criterion for the diagnosis of demodicidosis.

Objective : To compare the DF density in facial dermatosis patients and healthy subjects.

Methods : Cross sectional study. One hundred fifty patients with facial dermatosis and 150 age and sex matched
healthy subjects were enrolled to this study. Standardized skin surface biopsies (SSSB) were performed from three regions
(forehead, cheek and nasal dorsum) and suspected lesions. We determined the mite positivities, the mean mite counts in
both groups, the mean mite density at each facial site and in the facial dermatosis subgroups, and the mite densities above
5/cm’. Non parametric statistical tests were used in the study.

Results DF was found in 59 (39.3%) of the 150 facial dermatosis patients and in 45 (30%) of 150 controls. A
mean mite density in the facial dermatosis group (1.46+3.78; range 0-27.33) was significantly higher than that in controls
(0.55£1.70; range 0-16.67). The cheek was the most frequently and heavily infested facial region. Our study demonstrates

a high density of DF in 1 case with facial eczematous eruptions (27.33/ cm’),1 case with acne vulgaris (26.33/ cm’) and
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1 case from healthy subject(16.67/ cmz). When the various clinical types of facial dermatosis were considered separately,
Demodex density was statistically higher than in controls in the patients presented with facial eczematous eruptions
(mean= 1.9/cm2; p=0.001) and folliculitis (mean= 3.6/cm2; p=0.002).

Conclusions The density of DF was significantly higher in facial dermatosis patients than controls, especially
those with eczematous eruptions and folliculitis.

Key words: Demodex mite, Demodex density, facial dermatosis
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Introduction Demodex folliculorum (DF) is a 0.3 mm long, obligate,
Demodex mite is hair follicle parasite. There are hair follicle parasite which lives in clusters and found in

two species which live in human pilosebaceous duct. greater number on face than Demodex brevis. Only DF
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were found by standardized skin surface biopsies
(SSSB).I’2 These mites can occur anywhere on the face
but are mostly found on the forehead, malar areas of
cheeks, nose and nasolabial folds.” Most people are only
carriers of Demodex mite and do not develop any
symptoms and skin lesions. The prevalence of these
mites in healthy individuals varies between 23.5% and
100%.”" To date, it is thought to have a pathogenic role
in various dermatological conditions such as rosacea,
perioral dermatitis, eosinophilic folliculitis.” Some
authors consider the mite may have a pathogenic role
when it is present in high density. In a recent study, it
has been reported that a diagnosis could be regarded as
positive when the mite density is over 5/em”.”"°

The principle aim of the present study was to
determine the pathogenic relevance of DF in facial
dermatosis by comparing the DF density in healthy
subjects with that in patients suffering from facial
dermatosis. We considered the various clinical types of

facial dermatosis separately.

B

Materials and Methods

Study design

This was a cross-sectional study.

Selection of patients and controls

Patients who attended the outpatient clinic of the
Institute of Dermatology, Bangkok, Thailand, during 1
April 2009 to 30 April 2010, with facial itching,
burning or stinging, with or without clinical signs of
flushing, telangiectasia, erythema, tiny follicular papule,
tiny follicular pustule, inflammatory papule, plaque,
pustule, nodule, scaling, and abscess were recruited.
Controls were selected from patients without facial
lesions during the same period. The exclusion criteria
for both groups were as follows: the use of topical
benzoyl peroxide and topical or systemic antibiotic
therapy within the last 4 weeks before entry to this
study. Informed consent was obtained before

examination of all subjects. All patients and controls

were examined by the same dermatologist.

Figure 1 Standardized skin surface biopsy. A Sampling method, B Direct microscopic examination (x100) DF in cluster

obtained
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Sampling method

A standardized skin surface biopsy (SSSB) (Fig.1)
was taken from three different facial anatomic sites
(forehead, cheek and nasal dorsum) and suspected
lesions. A drop of cyanoacrylate glue was placed on a
microscopic slide at the middle of the circle (11.5mm in
diameter), applying the adhesive bearing surface of the
slide to the skin, and removing it after it had been
allowed to dry (about 1 min). After removal from the
skin, each sample was clarified with two drops of
immersion oil, and then covered with a coverslip. The
samples were studied microscopically at standard
magnifications (x40, x100). All measurements in this
study were performed by the same investigator in a
standard environment to minimize errors.

Statistical analysis

Due to the data that was not normally distributed,

non parametric statistical tests should be used to

compare the frequencies and counts of the mites. We
used chi-square test and Mann-Whitney U test,
respectively.
Results

One hundred and fifty patients with facial
dermatosis (118 women, 32 men, age range 15-80
years, mean 34.3 + 12.71 years) and 150 age and sex
matched healthy controls were enrolled in this study.
DF was positive in 59 facial dermatosis patients
(39.3%) and in 45 subjects (30%) of the control group.
The difference between the two groups was not
statistically significant (X2=2.89, p=0.08). The mean
mite counts were 1.46 +£3.78 (range 0-27.33, median 0,
mode 0) in facial dermatosis patients and 0.55+1.70
(range 0-16.67, median 0, mode 0) in controls. The
difference was found to be statistically significant (z =-

2.07, p=0.03) (Table 1).

Table 1 Mite positivities and mean mite counts in the facial dermatosis and control groups

Facial dermatosis Controls p Values
(n=150) (n=150)
Mite positivities 59 (39.3%) 45 (30%) 0.08
Mean mite counts 1.46 £3.78 0.55+1.70 0.01
Median 0(0-27.33) 0(0-16.67) 0.03

The most frequently and heavily infested facial
region was the cheek. Mite positivity on the cheeks of
patients with facial dermatosis was found to be 40.6%
(in 39 patients), not significantly higher than that in

controls (46.2% in 30 patients) (X2=1.53, p=0.22). The

mean mite densities on the cheeks were 1.71/cm’” in the
facial dermatosis and 0.80/cm’” in the control groups, the
difference was not significant (z =-2.57, p=0.08). The
differences between the two groups were not

statistically significant in terms of the mite positivity
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and mean mite density at the other facial regions (Table
2).

Our study demonstrated a high density of DF in 1
case with facial eczematous eruptions (27.33/ cmz), 1
case with acne vulgaris (26.33/ cmz) and 1 case from

healthy subject (16.67/ cm’). The clinical subgroups of

Table 2 DF frequencies and mean mite density at facial sites

patients with facial dermatosis were classified in Table
3. DF density in the patients with eczematous eruptions
(mean 1.9/cm2; median 0.3/cm2) and folliculitis (mean
3.6/cm2; median 3.3/cm2) were significantly higher than

in controls (mean 0.6/cm2; median 0/cm2) (Fig. 2).

Site DF frequencies Median mite densities
case controls p Values case controls p Values
Cheek 39 (40.6%) 30 (46.2%) 0.22 0(0-76)  0(0-38) 0.08
Forehead 38(39.6%) 27 (41.5%) 0.12 0(0-19) 0(0-19) 0.12
Nose 19(19.8%) 8(12.3%) 0.03 0(0-39) 0(0-7) 0.02
" P value after Bonferroni correction < 0.017 is significant
Table 3 DF density in groups studied
Clinical pattern N DF density (demodex/cmz)
Mean +SD P value’

Controls 150 0.55+1.70 -
Facial dermatoses (all) 150

Acne vulgaris 64 1.25+£3.80 0.54

Perioral dermatitis 1 - -

Folliculitis 7 3.57+3.48 0.002

Seborrheic dermatitis 24 0.49+1.33 0.15

Eczematous eruptions+ 51 1.88+4.51 0.001

Dermatomyositis 1 - -

SLE 1 - -

PMLE 1 - -

N, number of subjects; -, no computable value.

’ Mann-Whitney U-test, p value after Bonferroni correction < 0.005 is significant and < 0.001 is highly significant

" Folliculitis = Ofuji’s folliculitis, suppurative folliculitis " Eczematous eruption , not compatible with seborrheic dermatitis
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In facial dermatosis group, 14 patients (9.33%) had p=0.006). The sensitivity was found to be 9 % in all of
a mite density higher than 5/cm2, whereas 3 of control facial dermatosis cases, the specificity was 98%, the
subjects (2%) had a mite density over 5/cm’. The positive predictive value was 82 % and the negative
difference was statistically significant (X2=7.55, predictive value was 48 % (Table 4).

Table 4 Value of the criterion density of DF >5/cm’” to confirm a clinical diagnosis of patients with facial dermatosis
ty

Density of DF/cm’ Cases Controls Total
>5 14 3 17
<s 136 147 283
Total 150 150 300

Diagnostic value: Specificity 147/150 x100 = 98%
Sensitivity 14/150 x100 = 9%

Positive predictive value 14/17 x100 = 82%

Negative predictive value 136/283 x100 = 48%

Figure 2 Clinical manifestations
of some facial dermatosis patients
with DF density >5/cm’.

A, Acne vulgaris with mean mite
density 26.33/cm”.

B, Perioral dermatitis with mean
mite density 5.67/cm’.

C, Folliculitis with mean mite
density 9.3/cm’.

D, Eczematous eruption with

mean mite density 18.7/cm’.
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Discussion

Various techniques have been used to demonstrate
the Demodex mite such as skin scraping, skin
impression, adhesive band, skin surface biopsy and
punch biopsy. With noninvasive techniques, DF can be
detected more easily because they are alive, intact and
movable. In addition, the whole follicular content where
DF are found in clusters can be obtained with the SSSB
technique. D. brevis cannot be detected with this
method."

The reported counts of mites are variable according
to the techniques used and facial sites examined. With
the SSSB technique, most published studies have shown
that the most frequently and heavily infested facial
region was the cheek.”" This is similar to the results in
our study. We did not find a statistically significant
difference in the mite positivity and the mean DF
density between patients and controls in all anatomic
regions studied which is similar to those reported by
Erbagci et al. and Mustafa et al.™"*

Demodex mite feeds on sebum and cellular proteins
obtained by epithelial and glandular cell destruction
through its own enzymatic activity. Consequently, it
causes splitting of the follicular epithelium and may
elicit perifollicular inflammation. Some investigations
support the hypothesis that Demodex mite induces the
formation of a perifollicular lymphohistiocytic infiltrate
and the cell mediated immune response plays an

important role in the pathogenesis of rosacea. Akilov

and Mumcuoglu et al. found a significant decreased in
the percentage of CD3+, CD4+, CD8+ and CDI16+
cells, the ratio of CD3+/CD20+ and the functional
activity of leucocytes in individuals infested with
Demodex mites. In addition the absolute number of
CD95+ was higher in patients with demodicidosis. This
could be the result of local immuno suppression caused
by the mites, which allows them to survive in the host
skin. Thus colonization of the skin with Demodex mites
could be a reflection of the host’s immune response in
the pathogenesis of the skin condition.”"”

In previous studies (Table 5) the prevalence of DF
were found in various skin conditions, mostly in rosacea
and demonstrated in large numbers.”’ Erbagci et al.
found that the mean DF count in rosacea patients (mean
6.7) was significantly higher than that in controls (mean
2.9).15 Clinical presentations of DF infestation
resembling pustular folliculitis, pityriasis folliculorum,
perioral  dermatitis, facial follicular spinulosis,
eosinophilic folliculitis and blephalitis have been
described in the literature.”™ Pityriasis folliculorum
occurs predominantly in women as diffuse but faint
facial erythema with itching and burning sensations as
well as fine follicular plugs and scales that give the skin
a sandpaper- like appearance. In the study of Yelda et
al., DF infestation can also present with non-specific

features such as facial itching with or without erythema,

. o« s . . 30
pityriasiform squamous or acneiform lesions.

Table 5 Clinical presentations of DF infestations in previous reports
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Study Clinical Time Study design N
Erbagci et al. Rosacea 1998 Cross-sectional 38
Forton F 1993 33
Georgala et al. 2001 92
Forton F Pityriasis folliculorum 2005 Prospective 115
Dolenc et al. Perioral dermatitis 2005 Cross-sectional 82
Purcell et al. Pustular folliculitis 1986 Case report 1
Karincaoglu Seborrheic dermatitis 2009 Cross-sectional 38
Schaller et al. Demodex abscess 2003 Case report 1
Ecker et al. Granuloma 1979 Cross-sectional 30
Yelda et al. Non specific facial dermatitis 2004 Cross-sectional 32
Joseph et al. Erythema, dry, scale, rough 2009 Retrospective 63

In our study, we found that the mite density in the
facial dermatosis group (1.46/cm2) was significantly
greater than in controls (0.55/cm2). We also found that
DF can present in various skin conditions but only
facial eczematous eruptions and folliculitis show DF
density significantly higher than controls. The
significance of this finding is still not completely
understood, because many people who have no facial
lesions may also have mites and some of them have
mite density more than 5/cm’. In addition, some patients
with facial dermatosis may have partial treatment with
topical corticosteroid which predisposed to the
increased density of DF. Lubbe et al. postulated that a
local immunosuppressive effect contributes to more
favorable conditions for the proliferation of demodex
mites.”' Due to the low incidence of rosacea in Thailand,

we did not find any case with this disease.

In practice, to be able to confirm the pathogenic
relevance of DF in facial dermatosis, it is important to
know the abnormally high density of Demodex mite.
Forton et al. found a density of DF >5/cm’ to be very
specific for papulopustular rosacea with a 98%
specificity, a 95% positive predictive value, a 55%
sensitivity, and a 75% negative predictive value.
Erbagci and Ozgoztasi showed similar results”.
Therefore we chose a threshold of 5 DF/em® to
determine the abnormal density of the mite in facial
dermatosis and we also found a same specificity (98%)
but a very lower sensitivity than in the previous studies.

This study did not clearly support the pathogenic
role of DF because we did not compare DF density
before and after treatment and surface area studied is

limited due to small volume of material asses.
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Conclusions

The density of DF was significantly higher in facial

dermatosis patients than in controls. The pathogenic

relevance of this mite is still unknown. Further study

should be carried out.

References

1.

10.

11.

12.

13.

Basta-Juzbasic A, Subic JS, Ljubojevic S. Demodex
folliculorum in development of dermatitis rosaceiformis
steroidica and rosacea-related diseases. Clin Dermatol
2002;20:135-40.

Aydingoz IE, Dervent B, Guney O. Demodex
folliculorum in pregnancy. Int J Dermatol 2000;39:743-
5.

Burns DA. Follicle mite and their role in disease. Clin
Exp Dermatol 1992;17:152-5.

Pena GP, Andrade Filho JS. Is Demodex really
nonpathogenic? Rev Inst Med Trop Sao Paulo
2000;42:171-3.

Bonnar E, Eustace P, Powell F. Demodex mite in
normal skin. The Lancet 1991; 337: 1168.

Sengbusch HG, Hauswirth JW. Prevalence of hair
follicle mites, Demodex folliculorum and D. brevis in a
selected human population in western New York, USA.
J Med Entomol 1986;23:384-8.

Baima B, Sticherling M. Demodicidosis revisited. Acta
Derm Venereol 2002;82:3-6.

Dolenc Voljc M, Pohar M, Lunder T. Density of
Demodex folliculorum in perioral dermatitis. Acta Derm
Venereol 2005;85:211-5.

Aycan OM, Otlu GH, Karaman U. [Frequency of the
appearance of Demodex sp. in various patient and age
groups]. Turkiye Parazitol Derg 2007;31:115-8.
Kligman MA, Christensen SM. Demodex folliculorum:
Requirements for Understanding Its Role in Human
Skin Disease. Journal of Invest Dermatol 2011;131:8-
10.

Forton F, Song M. Limitations of standardized skin
surface biopsy in measurement of the density of
Demodex folliculorum. A case report. Br J Dermatol
1998;139:697-700.

Rufli T, Mumcuoglu Y. The hair follicle mites
Demodex folliculorum and Demodex brevis: biology
and medical importance. Dermatologica 1981;162:1-11.
Marks R, Dawber RPR. Skin Surface biopsy: an
improved technique for the examination of the horny
layer. Br J Dermatol 1971;84:117-23.

14.

15.

16.

17.
18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Duzgun O, Aytekin S. Comparison of Demodex
folliculorum density in haemolysis patients with a
control group. JEADV 2007;21:480-3.

Erbagcei Z, Ozgoztasi O. The significance of Demodex
folliculorum density in rosacea. Int J Dermatol
1998;37:421-5.

Mustafa K, Thsan H, Semsettin K. Clinical importance
of Demodex folliculorum in patients receiving
phototherapy. Int J Dermatol 2008;47:72-7.

Akilov OE, Mumcuoglu KY. Immune response in
Demodicosis. JEADV 2004;18:440-4.

Akdeniz S, Bahceci M, Tuzcu AK. Is Demodex
folliculorum larger in diabetic patients ?. J Eur Acad
Dermatol Venereol 2002;16:539-41.

Aydingoz IE, Mansur T, Dervent B. Demodex
folliculorum in renal transplant patients. Dermatology
1997;195:232-4.

Forton F, Germaux MA, Brasseur T. Demodicosis and
rosacea: epidemiology and significance in daily
dermatologic  practice. J Am Acad Dermatol
2005;52:74-8.

Ecker RI, Winkelmann RK. Demodex granuloma. Arch
Dermatol 1979;115:343-4.

Helm KF, Menz J, Gibson LE. A clinical and
histopathologic study of granulomatous rosacea. ] Am
Acad Dermatol 1991;25:1038-43.

Purcell SM, Hayes TJ, Dixon SL. Pustular folliculitis
associated  with Demodex folliculorum. J
AmAcadDermatol 1986;15:1159-62.

Morgan RJ, Coston TO. Demodex blepharitis. South
Med J 1964;57:694-9.

Ashack RJ, Frost ML, Norins AL. Papular pruritic
eruption of Demodex folliculitis in patients with
acquired immunodeficiency syndrome. J Am Acad
Dermatol 1989;21: 306-7.

Dominey A, Rosen T, Tschen J. Papulonodular
demodicidosis associated with acquired
immunodeficiency syndrome. J Am Acad Dermatol
1989;20:197-201.

Sarro RA, Hong JJ, Elgart ML. An unusual
demodicidosis manifestation in a patient with AIDS. J
Am Acad Dermatol 1998;38:120-1.

Schaller M, Sander CA, Plewig G. Demodex abscesses:
Clinical and therapeutic challenges. J Am Acad
Dermatol 2003;49:5272-4.

Karincaoglu Y, Tepe B, Kalayci B. Is Demodex
folliculorum an aetiological factor in seborrhoeic
dermatitis? Clinical and Experimental Dermatol
2009;34:516-20.

Yelda K, Nalan B, Ozlem A. The clinical importance of
Demodex folliculorum presenting with nonspecific
facial signs and symptoms. J dermotol 2004;31: 618-26.
Norn MS. Demodex folliculorum: incidence, regional
distribution, pathogenicity. Dan Med Bull 1971;18:14-7.



262 Re Vie W ar tiCle Thai J Dermatol, October-December 2012

Congenital melanocytic nevi (CMN).

Sirinda Jamjanya MD.

ABSTRACT :

JAMJANYA S. CONGENITAL MELANOCYTIC NEVI (CMN). THAI J DERMATOL 2012; 28: 262-268.
PEDIATRIC DERMATOLOGIST, PRANANGKLAO HOSPITAL, NONTHABURI, THAILAND.

Congenital melanocytic nevi (CMN) are presented at birth. CMN are divided into small (< 1.5 c¢m), medium
(1.5-20 cm) and large (>20 cm) by size of lesion. CMN are associated with benign and malignant tumor either cutaneous
or extracutaneous e.g. nervous system (Neurocutaneous melanosis : NCM) especially large CMN. The most common
association of malignant tumor is melanoma.Management of congenital melanocytic nevi are complex especially large
CMN. The most important factors are risk of melanoma, cosmetic concern and psychosocial factor.

Conclusion : The decision for management CMN must discuss with the parent and child. Risk of melanoma and
neurocutaneous melanosis must always be concern although treated CMN.

Key word : congenital melanocytic nevi, melanoma, neurocutaneous melanosis
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SKin lesions as the first presentation in

nodal follicular lymphoma: a case report.

Junjira Sawasdipong MD,

Tanawatt Kootiratrakarn MD PhD.

ABSTRACT :

SAWASDIPONG J, KOOTIRATRAKARN T. SKIN LESIONS AS THE FIRST PRESENTATION IN
NODAL FOLLICULAR LYMPHOMA: A CASE REPORT. THAI J DERMATOL 2012; 28: 269-276.
INSTITUTE OF DERMATOLOGY, MINISTRY OF PUBLIC HEALTH, BANGKOK, THAILAND.

Follicular lymphoma is common subtype of indolent non-Hodgkin’s lymphoma. The skin lesions as the first
presentation in primary nodal follicular lymphoma are still unique and rarely first dermatological problem. Although,
nodal follicular lymphoma has indolent course, metastasis to skin usually in the advance stage of occurring. The skin
lesions should be differentiated from primary cutaneous follicular center lymphoma because of these two conditions have
difference in clinical course, prognosis and treatment options. Immunohistochemical study of bcl-2 expression use to
distinguish these two entities with a reference to each other. We report a case of 75 year-old woman firstly appears with
only skin manifestation of multiple asymptomatic nodules on face, abdomen, back, and legs without other symptoms. The
histopathology, immunohistochemistry and the CT scan of chest and abdomen were supported the diagnosis of nodal
follicular lymphoma.

Key words: Follicular lymphoma, skin involvement, prognosis, treatment
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Introduction

Secondary cutaneous follicular lymphoma is an
infrequent B-cell non-Hodgkin lymphoma that
metastasis to skin, primarily affecting elderly woman
with multiple non-tender erythematous nodules.
Generally, it has a predilection sites for head and neck
region.1 We report here on a case of unique nodal
follicular lymphoma presenting with multiple nodules
on face, abdomen, back and legs in an elderly woman.
Case report

A 75 year-old woman was referred to Institute of
Dermatology, Thailand with multiple asymptomatic
erythematous nodules on her face, abdomen, back and
legs for 2 years. The lesions firstly appeared on her left
temporal area and gradually increase in size associated
with other smaller nodules on right cheek, abdomen,
back, and legs. She had other underlying disease of
hypertension. She denied any associated fever, weight
loss, and night sweats. She went to the local hospital
and had been treated with topical medication.
Unfortunately, there was no any clinical of

improvement.

The physical examination revealed multiple,
discrete, well-defined, indurate, erythematous, non-
tender papules and nodules on face, trunk, and
extremities. The largest lesion located on her left
temporal area, approximately 3 cm diameters (Figure
1). There were no enlargements of cervical and inguinal
lymph nodes. Other physical examination appeared
normal. Blood count and liver function test were within
normal limited. Serum LDH level was elevated at 467
mg/dl.

Histological examination from the left temporal area
showed multiple closely packed nodules, resemble
germinal centers but devoid of mental zones, composed
of atypical medium-sized lymphocytes  with
hyperchromatic  nuclei and scant cytoplasm
intermingled with large atypical lymphocytes that
characterized by vesicular nuclei, prominent nucleoli
and abundant cytoplasm, throughout the dermis (Figure
2A, 2B). Immunohistochemistry revealed that positive
to CD20, CD79a, CD10, bcl-2, bel-6, but the absence of
CD3 (Figure 3).

Further investigations, computed tomographically

(CT) chest found the enlargement of lymph node at
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right pretracheal area size 13 mm, with slightly enlarged
on the prebronchial and the aortopulmonary (AP)
window. There were enlargement of mesenteric lymph
nodes at the below left kidney pole level accompanies
with 32-mm of inhomogeneous hypodense mass of right
kidney and revealed splenic hypodense nodule size 8
mm from CT abdomen. The bone marrow biopsy
showed the normal of 30% cellularity, and negative for
malignancy cell. The abnormal cellular aggregation also
was not found.

Pathological and immunohistochemical diagnosis
suggested nodal follicular lymphoma with secondary
skin involvement. Unfortunately, the patient refused
chemotherapy and then finally her body was expired at

7 months after initial diagnosis.

Figure 1 Erythematous indurated nodule on left

temporal area.

nodules, resemble germinal centers but devoid of

mental zones. (B)(x100) Atypical neoplastic cells

consist of centrocytes and centroblasts.
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Figure 3 (x10). Positive CD20, CD79a, bcl-2, bel-6, and CD10.

Discussion

The non-Hodgkin’s lymphoma (NHL) is
malignancy of B-cell or T-cell that usually developed
from lymph node tissues.” Incidence rates of NHL are
varies around the world. In Thailand, the incidence of
NHL is limited case. In 2001 to 2003, the data of
National cancer Institute from Thailand that was found

the incidence rate of NHL account for about

5.4:100,000 person-years in male and 4.2:100,000
person-years in female,” when compared with the data
from United State which had higher incidence of NHL,
account for 19.1:100,000 person-years.2

Follicular lymphoma (FL) is subtype of indolent B
cell NHL that transformed follicular center B cells
which usually occur in adulthood to elderly slightly

female predominance patients with median age of onset
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varies from about 51 to 63 yea1r-old.4’5’ﬁ’7 However, the
disease may be occurs in children and young patients
under 15 year-old about 4%. The incidence of FL is
high in Europe countries and America account for 20%
to 30 %" compared with less frequency in Thailand
that was found only about 3.8% to 9% of all NHL."

Clinical presentation of Follicular lymphoma
usually present with long period of asymptomatic
lymphadenopathy and about 70 % accompanies with
bone marrow involvement." Splenomegaly is another
common presentation of the disease.’ Constitutional
symptoms, include fever, night sweat and weight loss
are unusual, which can be occur less than 20%." Of all
cases of FL, only about 3.8% to 4% show evidence of
secondary skin involvement (secondary cutaneous
follicular lymphoma, SCFL), that are characteristic of
dissemination of the disease, which usually showed
stage III or IV at presen‘[ation.l’6 Clinical of SCFL
showed asymptomatic solitary or multiple erythematous
papules or nodules on head, neck and trunk regions, that
usually presents after the clinical of lymphadenopathy 3
to 7 years, but less frequency can occur at the same time
of lymph nodes involvement."

Translocation that resulted from the fusion of bcl-2
oncogene on chromosome 18 with immunoglobulin
heavy chain joint gene on chromosome 14 (tH; ®
translocation), initiated over expression of anti-
apoptotic bcl-2 protein, are hallmark of diseases found

4,11-12

approximately 70% to 85% of all FL patients. "~

The characteristic histopathology of FL shows
neoplastic cells are arranged in closely pack nodule with
devoid of metal zone. There are two types of neoplastic
cells. The first, centrocytes are prominent cells that
characterized as small to medium-sized lymphocyte
with  scant cytoplasm and sometimes have
inconspicuous nuclei and angulated nuclear contour.
The second, there are larger transformed lymphocytes
with round to oval nuclei, vesicular chromatin and
several visible nucleoli, which called as the
centroblasts.” Tumor cells tend to express the B-cell-
associated markers, included CD20, CD19, CD22, and
CD79a. Other immunohistochemical studies of the
literature showed positive result to CD10, bcl-6 and bel-
2. Most cases of that are CD23 and CD5 negative.é"13

Our patient developed asymptomatic cutaneous
nodules on multiple sides of body with predominate on
the face for 2 years without any other presenting signs,
which is uncommon presentation of the disease.
Although, the differential diagnosis included primary
cutaneous lymphoma, lymphoma/leukemia cutis,
lymphocytoma cutis, and lymphocytic infiltration of
Jessner. The result of skin biopsy from left temporal
area suggested follicular lymphoma. The
immunohistochemical studies in our patient also
confirmed the diagnosis of follicular lymphoma. Further
diagnosis by CT scan, the lymph nodes on both sides of
diaphragm and the splenic involvement had been found.
Unfortunately, our patient refused further investigation

for lymph node biopsy and t"*"* translocation studies.
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Tablel Distinguish between primary cutaneous follicular center lymphoma (PCFCL) and secondary cutaneous follicular

lymphoma (SCFL, nodal follicular lymphoma)

PCFCL SCFL
Patients Elderly Elderly
Sex Male> female Slightly female predominant
Clinical: Remain localized to skin Lymph node, bone marrow, spleen,
Very low tendency to extracutaneous spread  Skin involve only 4%
Lymphadenopathy Rare Present, asymptomatic lymphadenopathy for

Cutaneous presentation

Common cutaneous location
Histology

- Pattern

- Germinal center

- Mantle zone

One / grouped of red to plum colored
papules, plaques, nodules

Head, neck, trunk

Nodular to diffuse pattern
Germinal center

No mantle zone

year

Same

Head, neck, trunk

Nodular to diffuse pattern

Germinal center

No mantle zone

- Centrocyte/Centroblast Positive/positive Positive/positive
Immunohistochemistries
-CD 20 + +
- bel-2 - +
- bel-6 + +
-CD 10 + +
-CD 23 +/- -
Prognosis Good Poor
Histologically, SCFL should be differentiated from to  98%." The cutaneous presentation  and

primary cutaneous follicular center lymphoma (PCFCL)
(Tablel) that has better prognosis and tend to response
well to treatment.' PCFCL is indolent, mostly skin limit

condition which 5 years survival rate greater than 95%

of the PCFCL patients are positive for bcl-2.

histopathology may be indistinguishable these two
conditions. However, the bcl-2 expression helps to

differentiate SCFL from PCFCL which only about 10%

11,13,14,15
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Further more the diagnosis of PCFCL should be
consider when patient has cutaneous lesion without
extracutaneous involvement at least 6 month from the
first diagnosis.16 In our case although histological
studies cannot distinguish between PCFCL and SCFL,
the presentation of cutaneous involvement accompany
with lymphadenopathy and bcl2 positive from the tissue
section suggest diagnosis of SCFL.

Prognosis factor of FL based on independent risk
factor, called follicular lymphoma international
prognostic index or FLIPL, including hemoglobin < 12
g/dl, serum LDH > upper normal value, Ann Arbor
stage III-IV, number of nodal sites > 4 and age > 60
yealrs.4’17 The FLIPI use to dividing patients into groups
(stages) including low risk (0-1 risk factor),
intermediate risk (2 risk factors), and high risk (3 or
more risk factors) which have difference survival
rates.”'* In our elderly patient, she had stage IV of Ann
arbor staging (diffuse or disseminated involvement of
one or more extralymphatic organs) and elevated LDH
level, so she had high risk factor of FLIPI, which
showed 5 and 10 years overall survival rates about 52%
and 36%, consecutively.4 But she died earlier as 7
month after the first diagnosis.

In advanced stage III and IV, symptomatic patients
are usually treated with rituximab combine with
chemotherapy such as CHOP, CVP regimens or purine
analog-based schemes. Adding of rituximab cause
improvement of response rate and overall survival rate

of FL. Newer agents, anti-CD80 monoclonal antibodies,

anti-CD20 monoclonal antibodies, IL-2 and B-cell
kinase inhibitors are currently being studied.’

We report a rare case of nodal follicular lymphoma
in elderly woman presented with only cutaneous sign at
the first time of presentation. Histopathological and
immunohistochemical studies compatible with SFCL.
The diagnosis of SFCL is challenging and must be
differentiated with PCFCL because of distinct clinical
course and prognosis. Our patient denied the treatment
with chemotherapy and she died at 7 month after
diagnosis. Because of SFCL may be asymptomatic and
has progressive course, so the diagnosis should be
awareness in an elderly patient that presenting with
multiple erythematous nodules even if no other clinical
signs.
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A bullous lesion of coexisting lichen
sclerosus and morphea: An unusual case

report in Thai patient.

Wikanda Panmanee MD,

Suthinee Rutnin MD.

ABSTRACT :

PANMANEE W, RUTNIN S. A BULLOUS LESION OF COEXISTING LICHEN SCLEROSUS AND
MORPHEA: AN UNUSUAL CASE REPORT IN THAI PATIENT. THAI J DERMATOL 2012; 28: 277-
282.

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

Lichen sclerosus is a chronic inflammatory dermatosis with anogenital and extraanogenital manifestations.
Morphea is a connective tissue disease characterized by sclerosis of the skin and underlying tissues. The coexistence of
lichen sclerosus and morphea has sporadically been reported in the literatures. The most reported cases were presented in
different locations. We report a case of a 21-year-old-Thai woman that presented as unusual bullous lesion from the

coexisting of lichen sclerosus and morphea in the same one.

Key words: coexisting of lichen sclerosus and morphea, lichen sclerosus, morphea
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Case report

A 2l1-year-old Thai woman from Bangkok came to
Ramathibodi hospital with a whitish slightly indurated
patch on her abdomen for 3 years. The lesion first
appeared in an asymptomatic slightly indurated whitish
patch on her abdomen, which gradually increased in
size. In the past 3 months, she noticed an erythematous
itchy patch that gradually turned to hyperpigmented
sclerotic area surrounding her old lesion. Occasionally,
there were bullae appearing on her lesion. She denied of
any systemic symptoms.

Physical examination: The skin examination
revealed solitary well-defined whitish slightly indurated
patch with central crust and small bullae overlying
erythematous to brownish ill-defined sclerotic patch.
(see figure 1)

Investigation: Histopathology of the lesion on
abdominal area showed compact orthokeratosis,
atrophic epidermis with dilated follicles, some basal
vacuolization and markedly edema of papillary dermis.
The homogenized and thickened collagen was seen in

the entire dermis. The perieccrine infiltrate was

composed of lymphocytes and plasma cells with
atrophic eccrine structures (see figure 2A, 2B)

Other lab investigation including complete blood
count, erythrocyte sedimentation rate, antinuclear
antibody, anti-single stranded DNA, thyroid stimulating
hormone, antithyroglobulin antibody, antimicrosomal
antibody were within normal limit.

Discussion

Morphea or localized scleroderma is a connective
tissue disease characterized by sclerosis of the skin and
underlying tissues. The incidence rate was 2.7 per
100,000 individuals with a female:male ratio of 2.6:1."
It may occur at any age but the peak age of incidence
usually depends on subtype of the disease. The
pathogenesis is still unknown. Genetic susceptibility
with certain stimuli such as infection and trauma may
trigger the disease expression by promoting
microvascular injuries. As a result, adhesion molecules
that activate the important cytokines like transforming

growth factor-beta (TGF-B) were released.’
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Currently, the most clinically applicable
classification is divided into 5 subtypes: circumscribed,
linear, generalized, pansclerotic, and mixed variants.’

Bullous morphea is another rare variant. It can
develop in any subtype of morphea. This condition was
first described by Morrow in 1896." The pathogenesis
of this variant is still unclear but lymphatic dilatation
from sclerotic process and release of major basic protein
(MBP) from eosinophils in dermis leading to tissue
destruction may play a role in pathogenesis. The lower
extremities are the most common sites of involvement
following by trunk.’

Lichen sclerosus (LS) is a chronic inflammatory
skin disease that predominantly involves the anogenital
rather than extragenital area. The etiology of LS is still
unknown. Genetic susceptibility and autoimmune
mechanisms have been proposed as causative factors.””
Evidence for humoral autoimmunity was obtained from
the presence of circulating autoantibodies extracellular
matrix protein 1 in most patients with lichen sclerosus.”

The classic clinical presentations of morphea and
LS are markedly difference. Morphea is characterized
by an oval sclerotic plaque with a shiny smooth surface.
A lilac border with central hypopigmentation or
hyperpigmentation can be seen in active lesions. In
contrast, LS is characterized by sclerotic, ivory-white,
flat papules and plaques with epidermal atrophy.
Telangiectasias and follicular plugging may become

prominent in extragenital LS.

Figure 1 Abdomen

Figure 2 Histopathological examination (x4, x10)

Histopathology of bullous morphea revealed
subepidermal edema or  vesicle, thickened,
homogeneous sclerotic collagen bundles extending to
reticular dermis, epidermal atrophy (46%), lymphatic

dilatation (77%), and moderately dense inflammatory
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cell infiltrate with lymphocytes and eosinophils.5 In LS,
the sections showed thinned orthohyperkeratotic
epidermis, basal vacuolization, follicular plugging,
homogenized collagen or edema in papillary dermis
with subjacent band-like lymphocytic infiltrate. In
bullous LS, the histopathology may show more
pronounced edema of the papillary dermis, resulting in
a subepidermal split.9

In our case, the patient presented with the features
of both diseases clinically and histologically. A compact
hyperkeratotic atrophic epidermis with dilated follicle,
and basal vacuolization are the features of epidermal
change in LS whereas thickened, homogeneous
sclerotic collagen bundles entire the dermis, perieccrine
infiltration as well as atrophic eccrine glands are
features of morphea. However, the histopathology in
our case did not show lymphatic dilatation or
infiltration of eosinophils as described in bullous
morphea. We considered that bullous lesion in our case
can be either from lichen sclerosus or morphea.

Coexistence of lichen sclerosus and morphea has
been reported in previous literatures. Recent studies
revealed that LS was significantly more frequent in
patients with morphea and suggested for complete
clinical examination including the anogenital area in
patients presented with morphea.lo’ ! However, there
have been only few reported cases of coexisting LS and
morphea in the same lesion.” The relationship
between these two entities remains debated. The

coexistence of LS and morphea in the same patient

suggests that these lesions represent a spectrum that
may reflect similar etiologic events or closely related
pathologic processes13 whereas some authors believed
that they are unrelated diseases. They considered that
there were clinical and histologic differences between
these two diseases.”’ Lectin staining pattern15 and loss
of elastic fibers characteristic of LS were not found in
morphea. Collagen biosynthesis and TGF-B increased
in morphea but were not found in active LS."

Treatment modalities in LS and morphea including
local, systemic and phototherapy depend on extent of
the disease. Corticosteroids, retinoids, PUVA and
UVALI are useful for treating of both diseases.

In conclusion, we presented a case of coexisting
lichen sclerosus and morphea with an unusual
presentation of bullous lesion. In our case, disease
progression was observed after 2-week topical
clobetasol treatment. Consequently, we introduced
intralesional corticosteroid therapy, the result of which
is to be followed.
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ABSTRACT :

PONGPUDPUNTH M, VAIYAVATJAMAI P, RATTANAKAEMAKORN P. SUCCESSFUL
TREATMENT OF PROGRESSIVE MACULAR HYPOMELANOSIS WITH NARROWBAND UVB: A
CASE REPORT. THAI J DERMATOL 2012; 28: 283-286.
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Progressive macular hypomelanosis is a rare dermatosis of uncertain etiology. Propionibactrium has been
postulated as the causative agent. Narrowband ultraviolet B (NB-UVB) was shown to stimulate melanogenesis
accompany with antibacterial effect. It has been reported as an effective therapeutic option. Here we report a case of a 39
years old woman with hypopigmented lesions on the back over 2 months and were diagnosed as PMH. The patient was
initially treated as Tinea vesicolor and topical antifungal without any improvement. Therefore, she was treateded with
NB-UVB phototherapy. After complete 18 sessions, with a total cumulative dose of 20500 mj/cm2, the patient shows
almost total repigmentation of the lesions.

Key words: Progressive macular hypomelanosis, treatment, Narrowband ultraviolet
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Case report

A case of a 39 years old woman presenting with
progressive hypopigmentation confined to the back for
2 months duration. She was initially treated as Tinea
vesicolor without any improvement. The area of
dispigmentation progressively appeared. Although It
was asymptomatic but the appearance was bothering
her.

Physical examination showed multiple ill-defined
round hypopigmented patches which confluent into
larger patches covering almost entire back. She had no
known family history of similar problem. KOH study
was negative. Wood’s lamp examination revealed a red
follicular fluorescence. The diagnosis of PMH was
made. Therefore, she was treated with 1% topical

clindamycin and 5% benzoyl peroxide, although after 2

months, the lesions remained stable. Subsequently, the
patient was treated with narrowband UVB (NB-UVB)
therapy 5 times/week, at an initial dose of 300 mj/cm2
five times per week, increment at 20% at each visit,
until reaching the maximum dose of 1600 mj/cm2
(cumulative dose of 20500 m j/cm2). This was resulting
in 90% resolution of the lesion. Furthermore, the
lesional area was divided into 2 parts, upper and lower
part, meladinine (1:50) was applied 15 minutes on
upper portion. However, there is no significant change
between area of meladinine and non-meladinine
application. The first follow up was done at 10th
session, patient and doctor’s evaluation was
resemblance, in that, after 10 sessions, the improvement
was 50% and extending to 90% at 18 sessions

accordingly. (figure 1-2)
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Figure 1 Multiple confluent hypopigmented patches

confined to the back

Figure 2 Resolution of the lesion with 18 narrow-band

ultraviolet B session

Discussion

PMH is not a well-recognized entity in clinical
practice, although several reports have been
documented over the past two decades. The pathogensis
of PMH was unclear. The presence of P. acnes has been

considered as the main cause of this entitity. It has been

identified in cultures of the skin lesions, whereas it has
not been found in healthy unaffected skin.'

Clinically, PMH is characterized by asymptomatic
ill defined hypopigmented patches without significant
scale, usually confined to the trunk and back sometimes
extending to groin and axillar with facial sparing. The
lesion are described on area with high follicular density
of sebaceous glands.2 The lesion has been described as
red follicular fluorescence when highlighted with
Wood’s lamp. Histological study usually revealed
normal epidermis with a reduction of melanin but
normal in the number of melanocytes. Ultrastructurally,
stage II and III melanosomes have been identified in the
hypopigmented area and stage IV melanosomes in the
healthy skin.’ The major differential diagnosis of PMH
is Pityriasis vesicolor, pityriasis alba and post
inflammatory hypopigmentation as well as other less
common disorder such as hypopigmented mycosis
fungoides or tuberculoid leprosy. The clinical history,
physical examination with wood’s lamp and histology
should reveal the correct diagnosis.l

The light therapy for PMH has been reported from
both PUVA and NB-UVB. Only a few reports exist of
treatment with NB-UVB, with the variation of number
of treatment session as well as the initial dose and the
maximum dose. The number of treatment sessions range
from 16-48, and the maximum dose reach ranges from
952 to 11500 mj. Of note, however, is the fact that

although complete repigmentation was achieved in all
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cases, recurrence of the lesion occurred in most cases
within weeks and months after stopping the treatment. ™

In our case, NB-UVB therapy showed excellent
response of skin repigmentation at 90% after 18
sessions with accumulative dose of 20500mj/cm2.
There is no difference between pretreatment of
meladinine and non meladinine area. The possible
mechanism of NBUVB in PMH could be (1) NB-UVB
has antibacterial property, action on reducing Propioni
bacterium  colonies.” (2) NB-UVB stimulate
melanogenesis via the stimulation of endothelin-1 (ET-
1) by keratinocytes and matrix metalloproteinase-2
(MMP-2) activity, increase melanocyte proliferation
and migration respectively.8

In conclusion, PMH is not an uncommon condition.
It commonly affects young adult and its appearance can

be embarrassing and upsetting. We propose that NB-

UVB is the effectively and safely treatment as a
monotherapy for PMH, although temporary outcome
reported.
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