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Efficacy of Fractional Laser
Photothermolysis in the Treatment of
Atrophic Acne Scar in Thai Patients,
Comparison between 25 mJ, 250 MTZS/cm’
and 25 mJ, 500 MTZS/cm’ : A Randomized

Single-blind Split Face Study.

Jade Wititsuwannakul MD,

Nopadon Noppakun MD.

ABSTRACT:

WITITSUWANNAKUL J, NOPPAKUN N. EFFICACY OF FRACTIONAL LASER
PHOTOTHERMOLYSIS IN THE TREATMENT OF ATROPHIC ACNE SCAR IN THAI PATIENTS,
COMPARISON BETWEEN 25 mJ, 250 MTZS/CM * AND 25 mJ, 500 MTZS/CM’ : A RANDOMIZED
SINGLE-BLIND SPLIT FACE STUDY . THAI J DERMATOL 2011; 27: 91-102.

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

Background: Fractional photothermolysis represents a method of treatment for acne scars without significant

side effects.




92 Wititsuwannakul J et al Thai J Dermatol, April-June 2011

Objective: To evaluate the effectiveness and side effects of the fractional laser in the treatment of atrophic acne

scar and compare the results between different treatment density.

Material and Methods: 46 patients were enrolled in this trial. Each patient was randomized to receive
treatment on half of the face with fractional photothermolysis 25 mlJ, 250 MTZs/cmz, while the other half was treated
with 25 mJ, 500 MTZs/cm’.The treatments were done with 1,550 nm Erbium fiber fractional laser every 4 weeks for 5
sessions. Clinical assessments and side effects graded by dermatologists were also obtained pretreatment and at 4,12 and

24 weeks after the last treatment.

Result: Modest improvement in acne scars was observed in majority of patients on both sides with minimal

side effects.

Conclusion: The fractional photothermolysis is an effective treatment for atrophic acne scar.

Key word: Fractional laser photothermolysis, Acne scar
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Introduction

Acne is prevalent in society and often results in
scarring. Prevention is the best method to prevent
troublesome scars'”. However, even with the best
efforts, scars will certainly arise. Ablative lasers remain
the gold standard in skin resurfacing and provide the
greatest clinical improvements with the least number of
treatments. However, because of the complete
vaporization of the epidermis and variable coagulative
damage to the dermis, healing time is prolonged and
treatments carry significant associated risks’*.The new
laser treatment represents a new resurfacing modality
called fractional photothermolysis7. The Frational laser
is a 1550-nm erbium-doped glass fiber laser that uses
water as the chromophore and produces fractional
photothermolysis by coagulating multiple columns of
tissue ,called microthermal zones (MTZs),that are
separated by surrounding uncoagulated tissue. Healing

is also faster because the fractionated nature of the

treatment means that approximately 15% to 30% of the
skin surface area is treated in any given treatment
session. The coagulated MTZs are surrounded by a heat
shock zone and surrounding untreated tissue, which
results in rapid healing and remodeling of the treated
areas. The faster healing translates into less downtime
and greater patient tolerance. This device is thought to
be effective for various skin problems. We expected the
contractions of each small point to result in tightening
of acne scars and that the thermal damage would induce
the elevation of concave scars as a result of the
formation of new collagens.

Fractional photothermolysis has been particularly
well studied for the treatment of acne scars. Currently,
the Fraxel laser has US Food and Drug Administration
approval for the treatment of acne scars and surgical
scars’ . The significant advantage of fractional lasers is
that it can be safely used on all skin types without risk

of pigmentary alteration. In the previous study, it
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appears that treatment at high energy with deep tissue
coagulation appears to be associated with the greatest
clinical improvements in scarring and energy levels of
25 mJ to 40 mJ are used for fractional resurfacing
deeper skin lesions and conditions, including moderate
to deep rhytides, surgical scars, and acne scars . Long-
term follow-up greater than 6 months will be necessary
to determine the longevity and improvement of acne
scar from fractional resurfacing.

In this study, we employed this device to evaluate
the effectiveness, safety and side effects of the
fractional laser photothermolysis device in the
treatment of atrophic acne scar in Thai patients and
compare the results from different microthermal
zones (MTZs) density at a pulse energy of 25 mlJ.
Materials and Methods

The fractional laser , FINESCAN 1550 " ( TNC
SPECTRONICS, Bangkok, Thailand), delivers up to
approximately 2500 microthermal zones/cm2 per
session under 3D touch interfacing computerized
control (Figure 1). The source of this laser system is an
erbium fiber laser whose wavelength is 1550 nm. The
fluence of the microscopic laser light output varies from
4-100mJ. Forty six patients with moderate severity in
acne scars with at least 60 points by ECCA grading
scale'® (ages 19-36 years; mean 26.8 years , 19 male
(41.3%), 27 female (58.7%), skin phototypes III
41.3%, skin phototypes IV 58.7%, mean ECCA grading
scale 139 ) were enrolled in this clinical trial. All the

patients gave their informed consent before treatments.

Exclusion criteria included concomitant treatments to
the involved skin areas, history of keloi, isotretinoin or
prednisolone used, laser procedures within 6 month of
study initiation, hypersensitivity to topical anesthesia,
pregnancy, lactation ,and immunosuppression.

Each patient was randomized to receive treatment
on half of the face with fractional laser
photothermolysis 25 mJ, 250 MTZs/cm’( blue group,
group A ), while the other half of the face was treated
with fractional laser photothermolysis 25 mlJ, 500
MTZs/cmZ( red group, group B). Before treatment, the
patients were offered local anesthesia with EMLA
ointment with occlusion for 60 minutes and then
removed by gauze. Five consecutive 1,550-nm erbium

™

fiber laser (FINESCAN 1550 ,TNC
SPECTRONICS.) treatments were delivered to the
areas at 4-week intervals by a dermatologist. Using the
FINESCAN 1550 ™ handpiece, the selected half of
the face which is divided into multiple 4 cm’ unit in
order to control the treatment density (Figure 2)
received two passes at a fluence of 25 mJ/cm’ and a
density of 125 MTZ/em” to an end point of
approximately 250 MTZ/cm’ ,while the other half of
the face received four passes at a fluence of 25 ml/em’
and a density of 125 MTZ/cm’ to an end point of
approximately 500 MTZ/cm’. Photographic
documentation using identical camera settings, lighting,
and patient positioning by a Canfield Visia CR system

(Canfield, NJ) were obtained at baseline, before each

treatment sessions and at 4, 12, and24 weeks after the
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final treatment( Figure 3). Clinical improvement of
acne scar was independently determined by three
masked experienced dermatologists’ evaluations of
comparative  photographs using a acne scar
improvement score ( quartile grading scale ; 0 = no
improvement, 1 = < 25%, 2 = 25%-50%, 3 = 51%—
75%, 4=>75% improvement) and ECCA grading
scale'®, which is a tool designed to help dermatologists
to assess the severity of acne scars and to standardize
the discussions about the treatments of scars'. Clinical
improvement of acne scar which is graded by patient
using a quartile grading scale, patients’ satisfaction
score and adverse effects during each treatment were
also recorded. Statistical analysis was performed using
one -sample test of proportion (Z test) and two-sample

test of proportion.

Figure 1 The selected half of the face which is divided
into multiple 4 cm’ unit in order to control the treatment

density.

25 md, 250 Qutcome
MTZs/cm? ( each side of
Treatment at week 0,4,8,12,16 liiEez ]
Clinical assessment at week LD
4,8,12,16,20,28,40 improvement
score
-ECCA grading
scale

-Side effects and

40 weeks ,

complication

Figure 2 Diagram of the treatment period, follow up

period and evaluation.
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- .
Figure 3 Pretreatment(A-C) and 6 months after final treatment(D-F).
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Figure 4 Acne scar improvement by dermatologists’evaluation at week 20 (A) and week 40(B).
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Figure 5 Acne scar improvement by patients’evaluation at week 20 (A) and week 40(B).
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Results

Maximum clinical improvement was evident 6
months after final treatment. At 1 month after the last
treatment, week 20" Fig 4, 67.4% of blue group(250
MTZ/crnz) and 73.9% of red group(500 MTZ/cmZ)
showed improvement more than 25% and 17.4% of
blue group and 23.9%

of red group showed

improvement more than 50% by three masked
experienced dermatologists’ evaluations. At 6 month
after the last treatment, week 40" Fig 4, 63% of blue
group and 70.1% of red group showed more than 25%
improvement in acne scar and 23.9% of blue group and
283% of red group showed more than 50%
improvement in acne scar by blinded dermatologists’
evaluations. There were no statistically significant

difference in improvement between two groups both at

week 20" and week 40" . For acne scar improvement
graded by patients, 97.8% of blue group and 100% of
red group graded more than 25% improvement in acne
scar and 67.4% of blue group and 80.4% of red group
reported more than 50% improvement in acne scar at 1
month after the last treatment. At 6 month after the
final treatment, 80.4% of blue group and 82.6% of red
group reported more than 50% improvement in acne
scar. At the end of the follow up period, there was
statistically significant difference of 50% improvement
in acne scar graded by patients’ evaluation(P < 0.05)
and no statistically significant different between both
groups in more than 50% improvement by patients’
evaluations(Figure 5). Furthermore, there is 22% drop

in ECCA grading scale in both group at 6 month after

final treatment compare to baseline (Figure 6).
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Table 1. Side effects of Fractional laser photothermolysis at 25 mJ, 250 MTZs/cm’ and 25 mJ,500 MTZs/cm’.

Side effect 25 mJ, 250 MTZs/cm’ N (%) Duration ( days ) Severity
Erythema 44(95.6%) 2.8 mild
Edema 32(69.5%) 1.4 mild
Bronzing 23(50%) 4.6 mild
Desquamation 23(50%) 4.9 mild
Acneiform eruption 2(4.3%) 13 mild
Erythema 46(100%) 3.2 mild
Edema 46(100%) 2.1 mild
Bronzing 36(78.3%) 5.1 mild
Desquamation 35(76%) 5.5 mild
Acneiform eruption 4(8.7%) 14 mild

The treatment was well tolerated, most patients
describing the procedure as moderately uncomfortable.
Side effects were limited and transient (Table 1). No
erosions or scarring were observed in any patient
throughout the 6-month follow up period. Patient
satisfaction ~ surveys  paralleled  the  clinical
improvements which 56.5% and 10.9% of patients
show marked satisfaction and superb satisfaction,
respectively.

Discussion
The ablative laser has been considered to be the

gold standard for cosmetic skin resurfacing. The recent

introduction of the revolutionary technology of

fractional photothermolysis has given us another
option. Although the fractional laser treatment results
are generally not as dramatic as achieved with CO2
laser bration, they still are remarkable, measurable, and
consistent. The lack of downtime and the significantly
decreased risk of complication make the fractional laser
treatment a particularly attractive choice for patients.
Fractional resurfacing is a new laser treatment
modality that creates numerous microscopic thermal
injury zones of controlled width, depth, and density that
are surrounded by a reservoir of spared epidermal and
dermal tissue, allowing for rapid repair of laser-induced

thermal injury. This unique modality, if implemented
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with proper laser delivery systems, enables high-energy
treatments while minimizing risks. The data reported
herein demonstrate that fractional photothermolysis
using a 1,550-nm erbium- fiber laser is a safe and
effective noninvasive technique to induce clinical
improvement of acne scar. It is the first study to provide
long-term follow-up after a treatment series in Thai
patients. Side effects of treatment in the study reported
herein were transient and limited to erythema, edema,
bronzing and desquamation. These findings are
consistent with those reported by others.

In this study ,there was no different in the acne scar
improvement between two treatment density, so the
lower density is preferred to minimize side effects and
discomfort during treatment. However, there is no
statistical significant in 50% improvement in acne scar
which is the target improvement in our study when we
used treatment parameter of 25 mJ, 250 MTZs/cm” and
25 ml,500 MTZs/cm’. Increased energy level might
yield better outcome due to deeper penetration. Future
research should demonstrate even greater clinical
responses after fractional photothermolysis than those
observed in this study due to the current use of forced
air cooling that enables higher energies to be safely
delivered to the skin.

Clinical improvement in acne scar was greatest at 6
months after the series of fractional photothermolysis
treatments because overall clinical improvement is

derived from tightening of acne scars and the

formation of new collagen as a result of the thermal
damage by fractional laser.

Fractional photothermolysis is considered a novel
and effective treatment for acne scars. Both efficacy
and side effects depend on the density of the
microthermal zone and fluence of the laser light output.
Further studies are needed to clarify the proper density
of the microthermal zone, fluency and indication range.
Conclusion

As demand grows for minimally invasive
techniques to treat the signs of aging and scar,
dermatologist are challenged to develop procedures that
combine consistent clinical results while minimizing
post treatment recovery. The noninvasive nature of
fractional photothermolysis treatment, coupled with an
excellent side effect profile, makes this an attractive
alternative to ablative laser techniques.The fractional
approach of laser delivery offers significant benefits in
terms of rapid tissue healing and enables its use in all
skin types. Further investigation is warranted to
enhance our understanding and optimize treatment
parameters of this exciting concept in skin rejuvenation
and scar treatment.

In conclusion, fractional resurfacing appears to be a
safe and effective treatment modality for correcting
acne scars with only moderate downtime and
significant clinical efficacy. The development of the
newer ablative fractional devices may further increase
clinical efficacy while minimizing the number of

treatment sessions required to achieve optimal results.



102

Wititsuwannakul J et al

Thai J Dermatol, April-June 2011

Acknowledgement

Assoc  Prof. Nopadon

Noppakun, MD, Division of Dermatology, Department

of Medicine, Faculty of Medicine, Chulalongkorn

University for help and support.

References

1.

Stathakis V, Kilkenny M, Marks R. Descriptive
epidemiology of acne vulgaris in the community.
Australas J Dermatol 1997; 38: 115-23.

Tan JK, Vasey K, Fung KY. Beliefs and perceptions of
patients with acne. ] Am Acad Dermatol 2001; 44:
439-45.

Nanni CA, Alster TS. Complications of carbon dioxide
laser resurfacing. An evaluation of 500 patients.
Dermatol Surg 1998; 24: 315-320.

Alster TS. Cutaneous resurfacing with CO2 and
erbium:YAG lasers: Preoperative, intraoperative and
postoperative considerations. Plast Reconstr Surg
1999; 103: 619-632.

Trelles MA. Laser ablative resurfacing for
photorejuvenation based on more than a decade’s
experience and 1200 patients: Personal observations. J
Cosmet Dermatol 2000; 2: 2-13.

Ruiz-Esparza J, Gomez de la Torre OL, Barba Gomez
IJM: UltraPulse laser skin resurfacing of the hands.
Dermatol Surg 1989; 24:69-70

Manstein D, Herron GC, Sink RK, et al. Fractional
phothermolysis: A new concept for cutaneous
remodeling using microscopic patterns of thermal

nNnAa.

injury. Lasers Surg Med 2604; 34: 426-438.

10.

11.

12.

13.

14.

15.

16.

17.

Laubach HJ, Tannous Z, Anderson RR, et al. A
histological evaluation of the dermal effects after
fractional photothermolysis treatment. Lasers Surg
Med 2005; 36(S17):p86.

Hasegawa T, Matsukura T, Mizuno Y, et al. Clinical
trial of a laser device called fractional
photothermolysis system for acne scars. J Dermatol
2006; 33: 623-7.

Behroozan DS, Goldberg LH, Glaich AS, et al.
Fractional  photothermolysis  for treatment of
poikiloderma of civatte. Dermatol Surg 2006; 32: 298-
301.

Behroozan DS, Goldberg LH, Dai T, et al. Fractional
photothermolysis for the treatment of surgical scars: a
case report. J Cosmet Laser Ther 2006; 8 :35-8.

Rokhsar CK, Tse Y, Lee S, et al. A pilot study using
fractional photothermolysis in the treatment of scars.
Lasers Surg Med 2005; 35(S17):p30.

Rokhsar CK, Tse Y, Lee S, et al. The treatment of
photodamage and facial rhytides with Fraxel
(fractional photothermolysis). Lasers Surg Med 2005;
36:32.

Rokhsar CK, Fitzpatrick R. The treatment of melasma
with fractional photothermolysis: a pilot study.
Dermatol Surg 2005; 31: 1645-50.

Geronemus RG. Fractional photothermolysis: current
and future applications. Lasers Surg Med 2006; 38:
169-76.

Dreno B, Khammari A, Orain N, et al. ECCA Grading
Scale: An Original Validated Acne Scar Grading Scale

for Clinical Practice in Dermatology. Dermatology
2007; 214: 46-51

Fisher GH, Geronemus RG. Short-term side effects of
fractional photothermolysis. Dermatol Surg 2005; 31:
1245-9.



Vol.27 No.2 Original article 103

Efficacy and Safety of 1 Milligram Oral
Finasteride in Male Androgenetic Alopecia

in Thailand.

Panbongkot Palopakon MD,

Nopadon Noppakun MD.

ABSTRACT:

PALOPAKON P, NOPPAKUN N. EFFICACY AND SAFETY OF 1 MILLIGRAM ORAL FINASTERIDE
IN MALE ANDROGENETIC ALOPECIA IN THAILAND. THAI J DERMATOL 2011; 27: 103-119.

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

Background : Male androgenetic alopecia is a common condition. It is influenced by androgen hormone.
Finasteride is a potent type 2 5Q-reductase inhibitor. It promotes hair growth and decrease hair loss as a result of

dihydrotestosterone level reduction.

Objectives : To evaluate the efficacy and safety of 1 milligram oral finasteride in male androgenetic alopecia in

Thailand.

Materials and Methods :Thirty-three patients had received 1 milligram oral finasteride every day for 6 months.
Two dermatologists evaluated photographs of the patients by grading scale. The number of hair were counted. The

participants answered questionnaires to assess their improvements. Adverse effects were also recorded.

Results : Fifty-five percent of the patients showed global clinical improvement. Hair count increased
approximately 33 percent at 6 month. Hepatitis occurred in 1 patient. Neither sexual adverse events nor drug allergy were

detected.
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Conclusion : Oral finasteride 1 milligram per day is effective and safe in the treatment of male androgenetic

alopecia in Thailand.

Key word: Efficacy, Safety, Androgenetic alopecia, Oral Finasteride, Thailand
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Long-pulsed Nd:YAG laser for keratosis

pilaris.
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ABSTRACT :

SAELIM P, PONGPRUTTHIPAN M, POOTONGKAM S, JARIYASETHAVONG V, ASAWANONDA P.
LONG-PULSED ND:YAG LASER FOR KERATOSIS PILARIS. THAI J DERMATOL 2011; 27: 121-129.

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

Background: Keratosis pilaris is a common disorder in adolescence. Topical treatment including emollients,
lactic acid, salicylic acid and retinoic acid have provided unsatisfactory results and there are few reports regarding laser

for keratosis pilaris.
Objectives: To evaluate the efficacy of long-pulsed Nd:YAG laser for the treatment of keratosis pilaris lesions.

Materials and Methods: Eighteen patients with untreated keratosis pilaris on the upper outer arms were
enrolled in a randomized clinical trial. One arm was treated with 1064 nm long-pulsed Nd:YAG laser at pulse width 30
msec, fluence 34 J/em’. The patients received 3 consecutive treatments at 4-week intervals. At baseline, 4 weeks after the
last treatment, photographs were taken. Three blinded dermatologists assessed digital photographs using a quartile grading

system to rate a global assessment score, erythema score and hyperkeratotic papules score.
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Results: Seventeen patients completed the study. There were statistically significant differences in global
improvement scores, erythema scores and hyperkeratotoic papules scores at 4 weeks after the last treatment (p < .05). All

patients stated that their lesions improved and were satisfied with the laser treatment.

Conclusion: 1064 nm long-pulsed Nd:YAG laser has been shown to improve keratosis pilaris at the upper outer

arms in Thai patients when compared with control at 4 weeks after the last treatment.

Key words : Keratosis Pilaris, Long-pulsed Nd:YAG Laser.
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Ibandronate associated Fixed Drug

Eruption

Preawphan Punyaratabandhu MD,

Pornchai Chirachanakul MD.

ABSTRACT:

PUNYARATABANDHU P, CHIRACHANAKUL P. IBANDRONATE ASSOCIATED FIXED DRUG
ERUPTION. THAI J DERMATOL 2011; 27: 130-134.

DIVISION OF SPECIAL SERVICE, DEPARTMENT OF OUT PATIENT, BAMRASNARADURA
INFECTIOUS DISEASE INSTITUTE,NONTHABURI, THAILAND.

Ibandronate is a monthly oral bisphosphosphonate, which is a goal standard treatment of osteoporosis. It’s
common adverse events included back pain, upper respiratory tract infection, and dyspepsia. It has never been reported as
fixed drug eruption before. We have found a patient who developed fixed drug eruption after taking Ibandronate in

dermatologic clinic of Bamrasnaradura Infectious Diseases Institute

Key word: Ibandronate, fixed drug eruption
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Introduction

Osteoporosis characterized by low bone mass and
structural deterioration of bone tissue, which caused
decreasing bone strength and in-turn possibility of
fractures. Bisphosphonates, such as Alendronate,
Risedronate, Ibandronate and Zoledronate, is a gold
standard treatment of osteoporosis. It is an agent that
inhibit bone resorption and required long-term use for
optimal and sustained therapeutic benefit. In order to
increase compliance of bisphosphonate therapies, the
longer dose-free intervals, such as oral once monthly,
were developed. Ibandronate (Boniva) is once a month
oral bisphosphonate, which has been approved by FDA
150 milligram once a month of Ibandronate is used to
prevent and treat osteoporosis in women after the
menopause. Common side effects of Ibandronate that
have been reported include back pain (13.5%),
arthralgia (3.2%), bronchitis (10%), dizziness (3.7%),
fever (9%), headache (6.5%), myalgia (5.7%), upper

respiratory infection (33.7%), dyspepsia (12%)and
diarrhea (10%). Moreover, it may cause allergic
reactions (2.5%) which included a sudden severe drop
in blood pressure, rapid heart rate, skin rash, itching and
hives but there has not been reported of fixed drug
eruption.l’z’3

Fixed Drug Eruption (FDE) is a skin inflammation
which is induced by skin-resident intraepidermal CD8 T
cells. It is characterized by a single solitary or a small
number of pruritic well circumscribed erythematous
macules or plaque. These lesions typically develop at
exactly the same sites with each administration of the
causative drug, food or chemical substances. However,
after the drug has been discontinued, the lesions are
spontaneously resolved with residual
hyperpigmentation. The lesions usually flare within 30
min to § h after drug administration. Burning sensation
often occur with the lesion. Fixed drug eruption can
appear anywhere on the skin or mucous membrane, the

most commonly affected sites are lips, palms, soles,
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extremities and groin areas. The drugs that commonly
reported to cause fixed drug eruption are:
cotrimoxazole, tetracycline, metamizole,
phenylbutazone, paracetamol, acetylsalicylic acid,
NSAIDS, metronidazole, tinidazole,
chlormezanone,amoxicillin, ampicillin, erythromycin,
belladonna, griseofulvin, phenobarbitone, diflunisal,
pyrantel pamoate, clindamycin, allopurinol,
orphenadrine, albendazole,dapsone, phenolphthalein,
oral  contraceptives,  phenacetin, doxycycline,
minocycline, panmycin, sulfonamide, sulfasalazine,
benzodiazepines and chlordiazepoxide,hyoscine
butylbromide, and quinine.“’ﬁ A skin biopsy has shown
hydropic degeneration of the epidermal basal cells and
pigmentary incontinence.’

We have found an unusual case of patients who
developed fix drug eruption after taking Ibandronate.
Case Report

A 72-year old Thai female came to skin clinic of
Bamrasnaradura Infectious Disease Institute on
December 2151, 2010 with multiple discrete
hyperpigmented patches on her left thigh, waist and,
lips areas.

She was healthy and diagnosed as osteoporosis 2
years ago, at Bamrasnaradura Infectious Diseases
Institute, and started treatment with calcium carbonate,
glucosamine, Alendronate since then. Her attending
physician suggested substitute Alendronate on May
2010 with Ibandronate on June ZOth, 2010. Then she

took Ibandronate once a month.

On September 23", 2010, 3 days after taking
Ibandronate, she observed multiple erythematous
patches on her left thigh and her lower lip. She felt itchy
but didn’t take any medication nor apply any
medication on her skin lesions. A week later, her
symptoms were resolved. The lesions became darker to
brownish patches. On October 20“‘, 2010, she took
Ibandronate again. As a result, 3 days after that, her old
hyperpigmented patches became erythema and itchy
again on October 23rd, 2010. And there was a few
patches developing on right side of her waist. It was
also red and itching. She took Cetirizine and applied
Bethametasone cream on her lesions this time, and all
symptoms were gone after a few days but left her
hyperpigmented patches finally. In November, she
stopped taking Ibandronate. She said there is neither
any symptom nor new lesions, but all previous
hyperpigmented patches still remained. Then, she
started taking Ibandronate again on December 13rd,
2010. Then again 3 days afterwards, all her
hyperpigmented patches on her lower lip waist and
thigh became itchy and red again. She suspected that
her symptoms were caused by Ibandronate, she visited a
dermatologist at Bamrasnaradura Infectious Diseases
Institute on December Zlm, 2010.

On examination, December 2151, 2010, the patient
had three brownish patches on her lip area, right side of
waist and left inner thigh without any symptoms. Her
current medications are Ibandronate, Caltrate and

Viatril-S, no other vitamin or supplement. Fixed drug
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eruption was diagnosed and topical steroid was
prescribed. Skin biopsy was not done due to patient

decision.

y e . 2, 5 o . . . .
SN P A AN /,--/ Figure 2B: Fixed drug eruption associate with

Bamrasnaradura Infectious Diseases Institute Ibandronate at right side of waist area
Figurel: Fixed drug eruption(10X). Dyskeratotic
keratinocytes are present in the basal layer and also

hydopic degeneration.

Figure 2A: Fixed drug eruption associated with

BAMRASNARADURA INFECTIOUS DISEASESHINSHIUTE

Ibandronate at lip area
Figure 2C: Fixed drug eruption associate with

Ibandronate at left inner thigh area
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Discussion

We reported the first case of fixed drug eruption due
to Ibandronate. Both Alendronate
[C4H12NNaO7P2-3(H20)] and Ibandronate
(C9H2207NP2Na) are nitrogen-containing
bisphosphonates. Fixed drug eruption, therefore, may be
caused by the difference in chemical structure or other
component and substance in Ibandronate formulation.
Most of the patient reported fixed drug eruption after 3-
8 hours of exposure lesion appeared after taking
Ibandronate for 3 days (72 hours) and her first symptom
appeared after she used Ibandronate for 3 months (three
episodes). It may occur due to the fact that fixed drug
eruption initially appears when susceptible patient is
sensitized to particular drug, and the lag period is highly
variable depending on patients, ranging from a few
weeks to several years.4

Nevertheless, Ibandronate becomes more widely
administration due to better adherence and compliance

to treatment. Physician should aware of fixed drug

eruption as a possible reaction of Ibandronate.
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Lymphomatoid papulosis : A Case

Report.
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ABSTRACT:

MINGBUNJERDSUK W, NOPPAKUN N. LYMPHOMATOID PAPULOSIS: A CASE REPORT. THAI J
DERMATOL 2011; 27: 135-141.

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

Lymphomatoid papulosis is one of CD30 positive cutaneous lymphoproliferative diseases. The clinical
presentation is recurrent reddish-brownish papulonodular lesions that tends to spontaneously regress leaving
hyperpigmented scars. Lesions usually occur over the trunk and the extremities. There is an association between

lymphomatoid papulosis and malignanancies.

We reported a 39-year-old man presenting with multiple papulonodular lesions on his trunk and extremities.
The histopathology revealed dense dermal infiltration with atypical monomorphous mononuclear cells that have
pleomorphic large vesicular nuclei and some cells have hyperchromatic nuclei and atypical mitotic figure. The atypical
cells expressed CD4 and CD30, suggesting the diagnosis of lymphomatoid papulosis. The lesions were spontaneously

healed within 2 weeks.

Key words: Lymphomatoid papulosis, CD30 positive cutaneous lymphoproliferative disease
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Lymphomatoid papulosis is one of CD30 positive
cutaneous lymphoproliferative diseases, including
lymphomatoid papulosis, primary cutaneous anaplastic
large cell lymphoma, and borderline CD30" lesions. The
clinical presentation is recurrent reddish-brownish
papulonodular lesions that tends to spontaneously
regress leaving hyperpigmented scars. Lesions usually
occur over the trunk and the extremities. There is an
association between lymphomatoid papulosis and
malignanancies.

Case Report

A 39-year-old man, without medical history, was
referred to our unit for treatment of papulonodular
lesions on the trunk and the extremities. The lesions
were slightly tender and pruritic, and had healed

spontaneously without scarring. He had a 3 weeks

history of self-healing reddish papules on his trunk and
extremities.

Clinical examination revealed multiple groups of 2-
4mm. erythematous papules on his the trunk, both arms,
both hands and legs. No mucosal involvement was
found. The patient was in good health, and the general
examination was completely normal.

Histopathological examination of a skin biopsy
taken from a left hand lesion revealed dense atypical
monomorphous mononuclear infiltrate in the dermal
papillae and extends in to the deep dermis. The cells
have pleomorphic large vesicular nuclei and some cells
have hyperchromatic nuclei and atypical mitotic
figure.There is no evidence of epidermotrophism.

Immunohistochemistry revealed the atypical cells
were positive for CD4, CD30 and TIA1l. They were

negative for CD3, CDS5, CD8, CD20, CD34, S-100
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protein, PAXS, HMB45, GranzymeB and ALK.
Minority of cells were positive for EMA. A complete
examination revealed no evidence of systemic disease.
He was diagnosed as Lymphomatoid papulosis type C.
Two weeks later, the main lesions resolved
spontaneously without scaring. No treatment was given.
Follow-up for 4 months did not show any recurrence or
associated disease.
Discussion

Lymphomatoid papulosis was originally described
by Macaulay in 1968 as a self-healing rhythmical
paradoxical papular eruption with histologically
malignant but clinically benign.1 Lymphomatoid
papulosis most commonly occurs between the age of 20
and 40 year old. The disorder was characterized by
recurrent crops of papulonecrotic or papulonodular
lesions predominantly affecting the trunk and
extremities. They can be resolved spontaneously after 2-

12 weeks, usually leaving slightly depressed oval scars.”

Figure 1

Figure 2

Figures 1,2 Multiple discrete erythematous papules on

both forearms and dorsum of hand.
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Figure 3 Figure 5

Figure 6

Figure 4

Figures 3,4 Multiple discrete erythematous papules and

some coalescent to plaque on both forearms and leg.

Figure 7
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Figure 8

Figure 5-8 Sheet of dense atypical monomorphous
mononuclear cells infiltrate in the dermal papillae,
upper and deep dermis.(haematoxylin-eosin stain.

Original magnification x40,
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Figure 9 Staining for CD30 shows positive atypical

cells in sheets.

Histologically, lymphomatoid papulosis has been
divided into type A, type B and type C 3depending on
the predominant cell type presents in the infiltrate. Type
A is characterized by large CD30" atypical cells
intermingled with a prominent inflammatory infiltrate.

The large tumor cells have polymorphic convoluted

nuclei with a minimum of 1 prominent nucleolus and
resemble Reed-Sternberg cells when binucleate, as is
seen in Hodgkin’s disease. Type B is characterized by
smaller atypical cells with hyperchromatic cerebriform
nuclei resembling the atypical lymphocytes in mycosis
fungoides. Epidermotropism is more common in this
variant. Type C (diffuse large cell type) is characterized
by sheets of CD30" anaplastic large cells
indistinguishable  from  Anaplastic Large Cell
Lymphoma (ALCL). However, some authorities view
this histologic variant as borderline ALCL.**

There is an association between lymphomatoid
papulosis and malignancies such as Hodgkin’s disease,
mycosis fungoides and cutaneous CD30+ large cell
lymphomas. Basarab et al, reported lymphomatoid
papulosis can occur precede, concurrent and after onset
of mycosis fungoides. There are 10-20% of
lymphomatoid papulosis patients who developed
malignant lymphoma. However, the precise risk of
development is unclear. The patients should be
informed about the possible changes that might indicate
malignancy such as persistence of lesions, increased
size of lesions, B symptoms and lymph node
enlargement.7’8’9

There are various treatments to suppress the disease
including systemic corticosteroids, low dose weekly
metrotrexate, UV phototherapy  and  topical
chemotherapy. There are the possibility of progression
to Hodgkin’s disease, anaplastic large cell lymphoma

or mycosis fungoides, The cumulative risk of
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transformation into lymphoma may be higher than 20%,

therefore long-term surveillance is essential in all case

of lymphomatoid papulosis. The patients need to be

examined regularly.

5,10,11,12

Clinical and histologic differences between

cutaneous CD30+ Large cell lymphoma, borderline
cases and lymphomatoid papulosis are summarized in

table1."

Tablel:Clinical and histological finding in CD30+large cell lymphoma and lymphomatoid papulosis

Features CD30+ LCL*
Clinical
Extent Solitary>regional
Lesion Nudule, tumor
Regression Infrequent
Extracutaneous DS. 25-30%
Histologic
Wedge shape infiltrate Absent
Large sheet CD30+ cells  Always
Infiltration of subcutis Present
CD30 positivity >75% tumor cells

Borderline LYP**

Regional Regional/diffuse
Nodule Pupule, papulonodule
Frequent Always

Absent Absent

Occasional Regularly

Small cluster Absent

Absent Absent

Small cluster Scatter CD30+ cells

* Jarge cell lymphoma

** lymphomatoid papulosis
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Unusual variant of keratoacanthoma with

spontaneous regression
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Keratoacanthoma centrifugum marginatum (KCM) is an extremely rare variant of keratoacantoma(KA). In contrast
with classic KA, KCM is a special type of KA that shows little tendency to clear spontaneously. We report an exceptional
case of keratoacanthoma centrifugum marginatum with spontaneous regression within 5 months. The key point in the
history is a lesion diminishing in size or at least one that has stopped enlarging. Histology of involuting tumor gave us

confident to merely give close observation.

Key words : Keratoacanthoma, Tumor, Regression
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Introduction

The keratoacanthoma(KA) and its variants are
clinically and histologically heterogeneous. Some
consider the keratoacanthoma (KA) to be benign,
whereas other classify it as a subtype of squamous cell
carcinoma. Keratoacanthoma centrifugum marginatum
(KCM) presents a diagnostic challenge, as it may
resemble a subcutaneous mycosis, an atypical
mycobacterial infection or especially squamous cell
carcinoma (SCC).
Case Report

A 82-year-old woman presented with an expanding
lesion on the left leg for 2 months. The patient noticed
asymptomatic faint brownish to erythematous plaque on
her left leg. The surface contained multiple keratotic
punctums arranged closely set together. The rash
gradually expanded over time. Her past medical history

included diabetes mellitus, hypertension and

dyslipidemia. Physical examination revealed a solitary
well-defined erythematous annular plaque with
indurated border and multiple keratotic punctums on her
left leg (Figurel). Skin biopsy was obtained and stained
with hematoxylin-eosin (Figure2). Histopathologic
examination of the skin biopsy specimen showed deep
invasion of flattened epidermis with a hint of keratotic
crater. Scar was seen in the surrounding dermis.
Histologic study was consistent with keratoacanthoma
(KA). The clinical finding of multiple tiny closely set
dome shaped cratered papules with central keratin plug
together with histologic finding typical of KA suggested
the diagnosis of keratoacanthoma centrifugum
marginatum in this patient. Histology was compatible
with KA in the involution stage. Hence, there was
tendency towards a self-remitted disease. Conservative
approach was adopted as a treatment option, the patient

was on close followed up. The tumor was photograph
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every 2-3 weeks. The patient was fully advised about
the natural history of the disease and compliance with
the follow-up schedule. Finally the tumor spontaneously

regressed within 5 months (Figure 3).

Figure 1 Keratoacanthoma centrifugum marginatum on

left leg

Figure 2 Deep invasion of flattened epidermis with a
hint of keratotic crater. Scar was seen in the surrounding

dermis (H&E 20X)

Figure 3 Spontaneous regression of tumor within 5

month

Discussion

Keratoacanthoma may present clinically as a
solitary lesion or multiple lesions, in a sporadic fashion
or in an inherited syndrome, or in association with
inflammatory disease. Some KA may metastasize, and
there is debate over the relationship of KA to squamous
cell carcinoma(SCC) and whether to classify KA as
benign or malignant. Solitary KA usually develops in
sun-exposed areas, primarily on the face (lower lip,
cheek, nose, eyelid), neck, and hands, and undergo three
distinct stagesl. The first stage is a rapid proliferative
phase, in which the tumor increases in size to reach 10—
25 mm in diameter in 6—8 weeks. Histopathological
finding demonstrates horned-filled invagination of the
epidermis protruding into the dermis. The strands are

poorly demarcated from the surrounding stoma in some
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areas and may contain cell with nuclear atypia. The
second stage is the mature KA, where the lesion stops
growing, maintains its crater form, and appears as a
bud, dome, or berry-shaped structure containing hair, a
central keratin plug, and signs of fragmentation.
Histology of fully developed lesion shows in its center a
large, haphazardly shaped crater filled with keratin.
Irregular epidermal proliferation extends both upward
into the crater and downward from the base of the
crater. Less nuclear atypia is seen than that of the initial
stage. Finally, in the involution stage, 50% of KA
undergoes spontaneous resolution in 4—6 weeks, with
expulsion of the keratin plug and resorption of the
tumoral mass, leaving an atrophic and hypopigmented
scar. After proliferation has ceased, cells at crater base
undergo keratinization. There may be shrunken,
eosinophilic cells among the tumor cells located in the
stroma, suggesting cell degeneration. Gradually, the
crater flattens and disappears.

Keratoacanthoma centrifugum marginatum (KCM)
is an extremely rare variant of KA since it was first
described in 1962." It is usually seen as a solitary lesion,
most frequently appearing on the legs. In contrast with
classic keratoacanthoma(KA), KCM extends
horizontally across the surface, shows less tendency
towards spontaneous resolution. ~7 7 There is
persistent peripheral extension with a raised border, and
atrophic center. Histologic study is the same as in KA.
The clinical finding of multiple tiny closely set dome

shaped cratered papules with central keratin plug

(Figure 1) together with histologic finding typical of
KA suggested the diagnosis of KCM in this patient
(Figure 2).

Numerous treatment modalities have been described
for KCM, including surgical excision, Moh’s
micrographic surgerys, topical and intraleional
bleomycin7, topical 5-fluorourcil’, topical imiquimodg,
oral isotretinoin'’ and etretinate.’ A recent literature
reported a case of refractory, locally aggressive KCM of
scalp having strong epidermal growth factor receptors
(EGFRs) expression and demonstrating excellent
response to erlotinib. !

The total number of cases of KCM that have been
reported throughout the world is very rare. This case
illustrates an exceptional case of keratoacanthoma
centrifugum marginatum with spontaneous regression.
The key point in the history is a lesion diminishing in
size or at least one that has stopped enlarging. Histology
of involuting tumor gave us confident to merely just
wait and see with close observation. However in
general, therapeutic intervention is preferable because
there are no reliable criteria to differentiate with

confidence between KA and squamous cell carcinoma.
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A 34-year old married man presented with painful 1. Which of the following structures is involved ?
swelling on both sides of frenulum for one week. He had A. Sweat gland
no fever, sore throat, joint pain, dysuria nor discharge per B. Apocrine gland
urethra. Two weeks ago he had sexual contact with female C. Sebaceous gland
sex worker. D. Adnexal structure

Physical examination revealed globular cystic E. Vascular structure
fluctuant swellings of 0.5 cm. in diameter on each side of 2. Which of the following conditions is the most likely
the frenulum (Figure 1). diagnosis ?

A. Apocrine tumor
B. Median raphe cyst
C. Gonococcal-tysonitis
D. Gonococcal-urethritis
E. Epidermal inclusion cyst of the penis
3. Which of the following organisms is the most likely
co-infection with causative organism ?

A. Bacterial vaginosis

& B. Treponema pallidum
Figure 1
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C. Trichomonas vaginalis

D. Neisseria gonorrhoeae

E. Chlamydia trachomatis

4. Which of the following test is the most appropriate to
confirm the diagnosis?

A. TPHA and VDRL from serum of the patient

B. Gram staining of a bead of pus expressed from
the swollen glands

C. PCR for causative organism from a bead of pus
expressed from the swollen glands

D. Culture of a bead of pus expressed from the
swollen glands with Blood-agar media

E. Culture of a bead of pus expressed from the
swollen glands with Thayer-Martin media

5. Which of the following is the most appropriate
treatment ?

A. Intramuscular ceftriaxone 250 mg for 3 days and
oral doxycycline 100 mg, twice a day, for 14 days

B. Intramuscular ceftriaxone 250 mg for 3 days and
oral doxycycline 100 mg, twice a day, for 7 days

C. Intravenous ceftriaxone 2 gm for 3 days and oral
doxycycline 100 mg, twice a day, for 14 days

D. Intravenous ceftriaxone 2 gm for 7 days and oral
doxycycline 100 mg, twice a day, for 14 days

E. Intravenous ceftriaxone 2 gm and oral

doxycycline 100 mg, twice a day, for 14 days

Figure 2

Microscopic findings and clinical course

Gram staining and culture of a bead of pus expressed
from the swollen Tyson’s glands proved to be penicillin
and ciprofloxacin-resistant Neisseria gonorrhoeae (Figure
2). VDRL and TPHA were negative. ELISA test for anti-
HIV was also negative. The patient was successfully
treated with intramuscular ceftriaxone 250 mg for 3 days
and oral doxycycline 100 mg, twice a day, for 14 days in
order to cover chlamydial infection as Thai sexually
transmitted infections treatment guideline
recommendation. In addition, his asymptomatic spouse
visited obstetrics and gynecology clinic and was
diagnosed as normal. Although no any medication was
given to her, she was suggested to return to the clinic if
she had lower abdominal pain or abnormal vaginal

discharge was detected.
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Discussion

Tyson’s glands are sebaceous glands with duct lined
by columnar epithelium, situated one on each side of
frenulum on inferior surface of glans penis.2 Gonococcal
tysonitis is an uncommon complication of gonococcal
infection which may turn to be Tyson’s gland abscess and
only few such cases appeared in the literature.” It is an
under reported incidence in Thailand.

Tysonitis is usually recognized from a distinct, unique
cystic globular enlarged nodule either unilateral or
bilateral sides of the frenulum. This cystic swelling is a
pus containing tender nodule.’ Median raphe cyst should
be included in differential diagnosis but its important
characteristic is painless and covered by normal skin.”
Another possible differential diagnosis is an epidermal
inclusion cyst of the penis with different character of soft
tissue mass instead of cystic appeamnce.6 Tysonitis may
occur in conjunction with long prepuce and poor hygiene.
There is neither symptom nor sign except for the
obstruction of the duct resulting in abscess formation. It is
even less commonly encountered as isolated finding
without prior gonococcal urethritis.”

This patient was diagnosed of having gonococcal
infection, confirmed by single swab culture with Thayer-
Martin media. We used intramuscular ceftriaxone 250
milligrams per day for three days combined with oral
doxycycline 200 milligrams per day for two weeks.

Generally, single dose of ceftriaxone is used to treat

uncomplicated gonococcal urethritis but in this case, the
complicated one, prolonged treatment should be
considered.” As Thai sexually transmitted infections
treatment guideline, it is recommended that patient with
local complicated gonorrhea should be treated with at
least two consecutive doses of highly effective antibiotics,
ceftriaxone/ cefixime combined with doxycycline/
roxithromycin/ tetracycline/ erythromycin for two weeks.'
There are 2 case reports of gonococcal tysonitis that had
been successfully treated with procaine penicillin G for 1
day3 and 5 days7, Thus, we extended the course of
ceftriaxone for 3 days combined with doxycycline in order
to cover chlamydial co-infection.

The patient came back for follow up every day and
complete resolution was found on the third day. In
addition, his asymptomatic spouse should be treated
because of low yield of physical examination and other
tests such as gram’s stain for detecting this orgaism.1
However, she was suggested to return to the gynecologic
clinic If she had lower abdominal pain or abnormal

vaginal discharge was detected.
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