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View and Practice

Reconstructive surgery after skin cancer resection

HF Cheng EfE3 )5

Introduction

Closure of skin cancer surgery defect is both an
art and a science. The choice of closure method
is determined by characteristics of the surgical
defect, operator's expertise and preference, and
patients' acceptance. The author would like to
present some skin cancer surgery cases where
simple reconstructive procedures were employed.
The rationales behind the choice of repair
method and their executions will be discussed.

Background

Early skin cancer can be effectively cured
surgically provided that it is completely removed.
As with a lack of Mohs micrographic surgery in
our locality, complete margin clearance must be
achieved during primary surgery. In general,
small cancer defects are easy to repair and
outcome usually favourable. Large skin cancers
may require either staged excisions or immediate
reconstruction after the tumour removal. Staged
excisions mean serial debulking and linear
closures, which may be unsuitable for certain
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facial or scalp defects. In such cases,
reconstructive surgery may become a viable
alternative option. It is essential to clarify patients'
beliefs and expectations prior to reconstructive
endeavours, as these surgical procedures alter
anatomy and resulted in permanent changes.

Methodology

This review consists of selected skin cancer
surgeries performed at Fanling social hygiene
clinic between year 2023 to 2024. All were
carried out under local anaesthesia, with primary
cancer resection and reconstructive procedures
completed in one sitting. Verbal consent was
obtained for the publication of clinical images.
Six patients and five surgical techniques were
reviewed. Total margin clearance was achieved
in all the recruited cases. There was no reported
local recurrence, post-operative complication or
functional impairment. All patients expressed
satisfaction with the final surgical outcome.

lllustrative cases

Case 1A

Clinical summary:

An 86-year-old healthy woman presented with a
1 cm cutaneous horn on her left mandibular
cheek (Figure Ta). Diagnostic shave biopsy
showed a squamous cell carcinoma with close
deep margin. The patient opted for conservative
management at the plastic surgery clinic. The
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resultant 2.5 cm circular defect healed gradually  pigmented basal cell carcinoma nodule on his

over five months (Figure 1b). right nasal sidewall (Figure 1c¢). Initial diagnostic

punch biopsy reduced the tumour to a 2 mm
Case 1B nodule (Figure 1d). He opted conservative care in
Clinical summary: the subsequent definitive surgery. The 1 cm

A 70-year-old man undergoing peritoneal  circular defect gradually healed over eight weeks
dialysis for renal failure presented with a 7 mm  (Figure Te).

_

Figure 1. (a) The lesion of primary cutaneous squamous cell carcinoma over left mandibular cheek
immediately before the diagnostic shave excisional skin biopsy. (b) The wound healed well with second intention
healing. This photo was taken five months after the shave excision. (c¢) A 7 mm nodular basal cell carcinoma
over the right nasal sidewall. (d) The appearance of the tumour and the pre-operative markings prior to the
definitive surgery. () Complete wound healing was observed 8 weeks after the definitive surgery.
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Discussion:

Second intention healing works well on small,
superficial defects at concavity like upper nasal
bridge, medial canthus of eyes, depressed areas
of ear auricle, supra-basal hollow of nose, and
central philtrum of upper cutaneous lip.! Study
had shown that wounds allowed to heal by
second intention can lead to a high level of
patient satisfaction on par with those managed
by primary surgical closure.? Patients should be
informed about prolonged healing time and
potential complications, namely suboptimal
cosmetic outcomes, chance of wound infection
and possibility of revision surgery.

Case 2

Clinical summary:

A 97-year-old healthy woman presented with a
2-year history of progressively enlarging patch of
pigmented basal cell carcinoma on her right
lateral forehead (Figure 2a). An AT plasty was
decided, taking advantage of an abundant right
temple skin loxity (Figure 2b). After tumour
extirpation the ovoid defect was fashioned
into a pyramidal-shaped defect. Two lateral
advancement flaps were raised; medially from
the side of the right eyebrow and infero-laterally
from the right temple. Dissection was kept
superficial and use of electrocautery limited to a
necessary minimum. The inferior dog ear was
displaced sideway and hidden within the lateral
canthal rhytids (Figure 2c). The patient tolerated
the procedure well. There was no brow ptosis or
loss of ipsilateral forehead frown lines after the
operation (Figure 2d).

Discussion:

The fronto-temporal branch of facial nerve
courses superficially over temple region. Hence,
it is mandatory to limit the surgery at sub-dermal
fat when operating around this region.®
Preservation of brow integrity carries cosmetic
and functional significance. Repairing medium
sized temple or lateral forehead defect calls for
meticulous surgical planning. Healing by second

intention may distort eyebrow contour or eyelid
free margins. Skin graft may fall short of colour
or textural match. A horizontally oriented defect
would make a banner transposition flap a viable
option, but the scar will be geometric and difficult
to hide. AT plasty advances the skin flaps linearly
into the defect.* It respects loco-regional
anatomy and patterns of relaxed skin tension
lines. Placement of incisions along the border of
forehead and eyelid aesthetic regions also help
make the horizontal limb of the scar invisible
(Figure 2d).

Case 3

Clinical summary:

A 72-year-old healthy man presented with
Bowen's disease arising from a seborrhoeic
keratosis on his right parietal scalp. The initial
shave biopsy failed to remove the lesion
completely (Figure 3a). At definitive surgery, a
3 cm tumour defect was created. Rotation flap
reconstruction was then performed. A curvilinear
incision was made along the frontal scalp
hairline. Wound tension reduction was achieved
by generous undermining and galeal relaxing
incisions (Figure 3b). The flap was raised and
rotated into the scalp defect. Dog ear was
repaired outside the flap pedicle (Figure 3c).
Percutaneous sutures were removed on day 15.
The scar was concealed along the hairline and
the final appearance is appealing to the patient
(Figure 3d).

Discussion:

Scalp skin is notoriously thick, inelastic and
difficult to mobilise. Elliptical repair will result in
a lengthy scar. Baldness and contour difference
renders skin graft surgery suboptimal. Second
intfention healing is reserved for cases where
reconstructive surgery is impractical. Rotation
flap completely transfers the tremendous wound
tension to the secondary defect.® The design
would highly depend on the defect location,
availability of nearby skin loxity and patient's
acceptance. Surgical undermining should be
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Figure 2. (a) Appearance of pigmented basal cell carcinoma over the right lateral forehead. (b) The markings
of the AT plasty. The entire horizontal limb abutted the superior border of right eyebrow and curved infero-
laterally along the orbital rim. The design incorporated the concept of the forehead and eyelid aesthetic regions.
(c) The operative site immediately after percutaneous suturing. The inferiorly displaced dog ear was buried
within the lateral canthal rhytids. (d) The appearance of the surgical scar 16 weeks after the operation. The
vertically oriented scar was thin and relatively more obvious, but the appearance was highly acceptable when
viewed from the front. The preservation of frown lines testifies to the integrity of motor functioning of upper facial
nerve. The horizontal limb of the scar including the dog ear repair was imperceptible.
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Figure 3. (a) The appearance of tumour before the diagnostic shave biopsy. (b) A single rotation flap,
mobilised after circumferential surgical undermining and serial galeal relaxing incisions underneath the flap.
Temporalis muscle belly was visualised within the curvilinear arc of secondary defect. (c) Appearance
immediately before the trimming of flap tip. The secondary defect had been secured by buried dermal sutures.
The tricone excision outside the pedicle alleviated fissue redundancy from flap movement and assisted the flap
advancement into the primary defect. (d) Appearance of the surgical scar 17 weeks after the operation. The scar
was nicely concealed by the scalp hairs.
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kept below the galea aponeurotica in order to
avoid unnecessary surgical trauma and blood
loss.® The wide flap base at the pedicle ensures a
stable vascular perfusion, making the flap robust
and reliable.

Case 4

Clinical summary:

A 78-year-old man was referred by his general
practitioner for an incompletely excised Bowen's
disease on his left forearm (Figure 4a). Due to a
lack of surrounding skin laxity, full-thickness skin
graft repair was decided. At surgery, the 3.5 cm
defect was first reduced using buried purse-string
suture. Donor skin harvested from the left inner
arm was de-fatted and trimmed to fit the left
forearm defect (Figure 4b). The skin graft was
fenestrated and secured with a bolster dressing
(Figure 4c). The wound healing took three weeks.
There was no graft failure or donor site morbidity
(Figure 4d).

Discussion:

A tight but well-vascularised forearm defect calls
for skin graft surgery.” Full-thickness grafts offer
superior textural and colour match, contract less
in the long run, resist trauma better and are less
prone to pigmentary changes, justifying its
application in this case. Graft survival also
depends on wound bed vascularity. Patients with
microangiopathy (e.g. from hyperglycaemia,
vasculitis, use of cigarette and systemic
immunosuppressants)  may be  unsuitable
candidates. Contracture occurs in all skin grafts
over time regardless of their thickness. Prior
placement of purse-string suture helps mitigate
the wound tension, improving graft survival.®
The downside of skin graft surgery includes
graft failure, infection, delayed return of
graft sensation, multiple incisions. Patients'
compliance with graft site immobilisation is
crucial to prevent graft failure.”

Case 5

Clinical summary:

A 92-year-old man presented with a 2-year
history of a progressively enlarging fleshy skin
nodule on his left shoulder (Figure 5a). Wide
local excision and Mercedes flap reconstruction
were performed (Figure 5b). Three Burow's
triangles were created around a 2.8 cm primary
defect as per the relaxed skin tension lines
(Figure 5b). Wound edges were approximated by
buried dermal sutures and then percutaneous
horizontal mattress suture (Figure 5c). Pathology
report showed porocarcinoma in-situ with clear
resection margins. There was no adverse
functional consequence from the surgery. The
scar is aesthetically pleasing to the patient and
his family (Figure 5d).

Discussion:

Defect repair near a joint requires considerations
on mobility and function. Complex skin lines
pattern and requirements of daily activities
preclude elliptical repair, second intention
healing or skin graft surgery. The Mercedes flap
satisfies all the anatomic and functional
requirements.” Small Burow's triangles means
minimal tissue wastage. The wound tension is
evenly dispersed by three pairs of advancement
flaps, allowing tension-free closure (Figure 5c¢).

Conclusion

Wound closure after skin cancer surgery presents
various challenges. Optimal outcomes rely on a
thorough understanding of local anatomy,
attention to wound tension factors, and clear
surgical margins. Reconstructive surgery restores
forms and function, enhances quality of care and
improves patient's satisfaction. It is prudent to
consider patients' perspectives when selecting
repair methods. Dermatologists proficient in
simple reconstructive surgery could greatly
facilitate daily clinical management and enjoy a
greater professional fulfilment.
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Figure 4. (a) The appearance of the left forearm wound from a partially shaved Bowen disease. The clinical
photo was taken at the time of first dermatologic consultation. (b) Defatting of ipsilateral left inner arm skin graft
during tissue harvesting. (c) Appearance of the skin graft on the left forearm before the application of bolster
dressing. The graft had been fenestrated and fully anchored by sutures. Haemostasis had been achieved.
(d) Appearance of the skin graft 3 months after surgery. The colour and texture match nicely with the surrounding

skin.
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Figure 5. (a) The anatomical location of the left shoulder tumour nodule. (b) The design of the flap
reconstruction was based on skin tension lines, which were abundant and multi-directional over this
anatomical region. (c) Wound edge approximation using buried vertical mattress techniques. The
wound tension was markedly reduced, making the placement of percutaneous sutures effortless.
(d) Appearance of the scar 10 weeks after the Mercedes flap reconstruction. Percutaneous horizontal
mattress was employed to create wound edge eversion. The contour difference from eversion had been
completely settled, and there was no scar depression.
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Case Report

Spiny keratoderma: a case report and literature review

MUK AR - R PIERE R XRKE BA

SP Ma 5/, SC Ng RJEE, KH Yeung 5B

Spiny keratoderma is a non-malignant cutaneous condition that affects the palms and/or soles.

The clinical presentation is with those of multiple tiny firm and hyperkeratotic projections

resembling the spines of an old-fashioned music box. There have been more than 42 cases

reported in literature. This is the first case report of spiny keratoderma in Hong Kong.
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Introduction

Spiny keratoderma, also known as music box
keratoderma, is rare skin condition characterised
by small, hard, spine-like projectins or spicules
on the palms and/or soles. The first case of spiny
keratoderma was presented by Brown in 1971.!
He described a 20-year-old man presenting with
numerous tiny spicules on the palmoplantar
surface in which biopsy showed columns of well-
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defined parakeratotic material arising from the
malpighian layer with a little granular layer. He
named it as punctate keratoderma. There have
been more than 42 cases reported in literature
since then.?

Case report

A 76-year-old man complained of numerous tiny
rough 'spines' over his palms and fingers since
age 50. It was asymptomatic. His soles were not
affected. There was no family history of similar
problem. He was born in China. He reported a
history of well water consumption. He used to
work as a carpenter until his retirement. His past
medical history included hyperlipidaemia and
benign prostatic  hypertrophy, which were
controlled by simvastatin  and  prazosin
respectively.
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Physical examination revealed multiple tiny
keratotic spiky projections over both palms and
volar surfaces of all fingers (Figure Ta & 1b).
Both feet were normal. The projections excited
white fluorescence under Wood's light like 'stars
in the moonlight' (Figure 1c & 1d).

A 3 mm punch biopsy was performed for one of
the "spines" on the left palm. Histopathology
showed a column of compact parakeratosis with
underlying hypogranulosis but no dyskeratosis or
vacuolar degeneration. The column was sharply
demarcated from the adjacent orthokeratotic
stratum corneum (Figures 2-4). Both clinical
features and histopathology were compatible
with the clinical diagnosis of spiny keratoderma.

6

Figure 1. Clinical features of the spiny lesions.

Malignancy screening and systemic review were
performed. Blood tests including complete blood
count, liver and kidney function tests, tumour
markers (Carcinoembryonic antigen, Prostate-
specific antigen and Alpha-fetoprotein), and
serum paraprotein electrophoresis were all
normal. The stool for occult blood was negative.
Computed tomography of the thorax abdomen
and pelvis revealed nonspecific tiny lung nodules
only.

He was given different topical treatments
including 10% urea cream, 2% salicylic acid,
0.1% Adapalene gel, and 0.01% Tretinoin
cream, but all were ineffective. Mechanical
debridement with a nail clipper provided
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temporary relief and the spines soon returned.
Wood's light examination after nail clipping
showed less 'spines' (Figure 5). Oral Acitretin was
declined by the patient. Expectant management
was opted.

Discussion

Terminology

Myriads of names have been used to describe
this clinical condition.®” These include "punctate
porokeratotic  keratoderma",  "porokeratosis
punctate palmaris et plantaris', "punctate

porokeratosis", "filiform hyperkeratosis", "multiple
minute palmar-plantar digitate hyperkeratosis",
"ounctate keratosis of the palms and soles" and
"music box keratoderma". However, all these
names are not only imprecise but also confusing.
In 1992, Osman et al® first coined the term "Spiny

.'J"_‘. 5 . L ; ] ,L > I.'" -_f-‘"
Figure 2. A compact column of hyperparakeratosis
sharply separated from adjacent orthokeratotic stratum
corneum.
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Figure 3. Undernea
depressed epidermis.

Keratoderma" with the fact that these spiny
lesions should not be classified as «a
porokeratosis because of its distinct histo-
morphology from porokeratosis, and a lack of
malignant potential. The term spiny keratoderma
was deemed to be more appropriate.

Clinical features

Apart from a feeling of roughness, the lesions of
spiny keratoderma are asymptomatic.? It affects
palms and/or soles, but isolated plantar
involvement has never been reported.” For
hereditary cases, the age of onset is 15-50 years.
Males are predominantly affected. It runs in an
autosomal dominant inheritance pattern. There
is no racial predilection, and the condition is not
associated with any malignancy or systemic
diseases. In contrast for the acquired cases, the
age of onset is mostly in the fifth decade with
male predominance. These are associated with

A AT .
Figure 4. No dyskeratosis or vacuolar degeneration.

Figure 5. 'Stars in the moonlight' appearance under
Wood's light.
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malignancy or systemic diseases. Malignancy is
reported in up to 50% of cases in the literature,’
including haematological malignancies,
malignant  melonoma  or  solid organ
carcinomas. Several systemic diseases such as
type IV hyperlipoproteinaemia, chronic renal
failure, adult-onset polycystic kidney disease and
pulmonary tuberculosis have been reported
before.

Differential diagnoses

The major differential diagnoses of spiny
keratoderma include multiple filiform verrucae,
arsenical keratosis, punctate porokeratosis and
hereditary punctate palmoplantar keratoderma
(type 1, 2 or 3).

Histological features

The distinct histological feature of spiny
keratoderma' is a compact column of
parakeratosis with an underlying hypogranulosis,
which is sharply demarcated from the adjacent
orthokeratotic stratum corneum. There is no
dyskeratosis or vacuolisation underneath the
keratotic column.

Causes

The aetiology of spiny keratoderma can be
idiopathic, hereditary or acquired. Most of the
cases are idiopathic. In a recent review of 37
cases of spiny keratoderma,’ 16% are hereditary
with  autosomal dominant inheritance. In
comparison, 27% (10 cases) have been
associated with malignancies which included
myelofibrosis, malignant melanoma, chronic
lymphoid leukaemia, lung cancer, oesophageal
cancer, gingival squamous cell
multiple myeloma and colonic cancer. Four of
them had a history of malignancy preceding the
development of spiny keratoderma, while three
were newly diagnosed to have malignancy from
the cancer screening during the workup of spiny
keratoderma. In only one of these patients, the
spines completely regress after treatment of the
underlying  malignancy. Hence a solid
association  with  malignancy cannot  be
established with certainty. Association with

carcinoma,

systemic disease is also postulated. In the same
review, six patients with spiny keratoderma
diagnosed were found to have a significant
history of manual labour, hypertension and
hyperlipidaemia treated with statin. However,
these 'associated conditions' are commonly
shared within the general population. Therefore,
it is difficult to ascertain if there are genuine
causal relationships.

Use of Wood's lamp

One study demonstrated white fluorescence of
the 'spines' upon Wood's light examination
resembling stars under the moonlight."" The
mechanism  responsible  for  that
observation remains unclear. The role of Wood's
lomp in diagnosing spiny keratoderma is also
uncertain. However, the use of Wood's light helps
determine the extent of the disease and is highly
useful in monitoring the disease's progress.

exact

Management

There is no established treatment yet. Several
treatment modalities have been reported,'? and
these are broadly classified into mechanical
debridement, topical treatment and oral
treatment. Mechanical methods include paring,
dermabrasion or shaving with a razor blade.
Topical treatments like 0.1% Tozarotene gel
0.1%, 0.05% Tretinoin, urea cream, 5%
5-fluorouracil  cream, 0.002%  Tacalcitol
ointment, 5% ammonium lactate lotion, 6%
salicylote gel and 50% salicylate acid in
petroleum followed by curettage have been used
with some success. Oral Acitretin 25 mg-30 mg
per day has been reported in case reports for its
success in treating spiny keratoderma.'® All in all,
spiny keratoderma is difficult to treat, and the
therapeutic outcome is unsatisfactory. Recurrence
upon treatment cessation is not uncommon.

Conclusion

Spiny keratoderma is a rare chronic condition.
Multiple keratotic spicules over palms and/or
soles are characteristic. Hereditary cause should
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be considered for young onset disease, while
malignancy or associated systemic conditions
have to be excluded in the acquired cases that
present after the fifth decade. Age-appropriate
malignancy screening is widely recommended by
different authors although the causal relationship
with malignant neoplasm elsewhere has not
been firmly established. Treatment outcome is
mostly suboptimal, and recurrence is the rule
rather than the exception. The use of Wood's light
examination is extremely helpful in determining
the extent of the disease and monitoring the
disease progress.
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Case Report

Extensive calciphylaxis supported by alarming simple

imaging in a renal patient

AAEENBERIREEL - LT R BEYEZHBILE

S
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Calciphylaxis, also known as calcific uraemic arteriolopathy, is a rare cutaneous manifestation of
systemic disease occurring in patients with chronic kidney disease. It typically presents as a painful
necrotic and progressive skin ulcer of reticular pattern, mostly in the lower legs. It is a condition of
substantial morbidity and mortality, with death most frequently due to sepsis. Although skin biopsy
is a standard method to confirm the clinical diagnosis, non-invasive imaging often provides
valuable clues. We report a case of extensive calciphylaxis in a lady with end-stage renal failure,
where clinical radiography showed a typical net-like calcifications.
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Introduction

Calciphylaxis or calcific uraemic arteriolopathy is
a rare but devastating cutaneous vasculopathic

disorder. It occurs most frequently in patients at
the late stage of chronic kidney disease. However
it can also occur in people with normal renal
function.! The estimated annual incidence of
calciphylaxis in dialysis population is reported to

be 1/10,000 to 35/10,000 worldwide.? The
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classical clinical picture is that of initial painful
skin induration, plaques, nodules, livedo, or
retiform purpura, typically involving areas of
cutaneous and subcutaneous adiposity, which
rapidly progress to stellate necrotic ulcers with
black eschars.® Skin biopsy remains the gold
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standard for diagnosis, however its role in
practice is debated given the risk of provoking
new lesions, ulceration, bleeding and infection.
Therefore, alternative non-invasive imaging has
been suggested to provide clues for diagnosis.

We describe the case of 55-year-old lady with
end-stage renal failure requiring peritoneal
dialysis. She developed extensive calciphylaxis
over both upper and lower limbs. Plain soft-
tissue radiographs of affected limbs showed
extensive vascular calcifications and a typical
subcutaneous net-like calcifications.

Case report

A 55-year-old lady was admitted for painful
cutaneous plaques which became ulcerated within
weeks. They were found over bilateral lower limbs
and fingers. She was on peritoneal dialysis for four
years due to end-stage renal failure from IgA
nephropathy. She also suffered from diabetes
mellitus, hypertension, hyperlipidaemia, atrial
fibrillation and ischaemic heart disease. Her usual

medications  included  aspirin,  atorvastatin,
bisoprolol, diltiazem, methyldopa telmisartan,
terazosin, glipizide, pioglitazone, linagliptin,

pantoprazole, potassium chloride and sevelamer.

On clinical examination, large necrotic black
ulcers were noted over bilateral lower limbs. An
area of reticular erythema was present over the
right inner thigh. There were also multiple
purpuric lesions and necrotic plaques over the
fingers, and the right middle finger tip showed
gangrenous changes. The lesions were painful
and extremely tender on palpation, all peripheral
pulses were present (Figure 1).

Laboratory investigation showed low
haemoglobin (11.4 g/dL), elevated white
blood cell (22.4X10%/L), elevated creatinine
(602 umol/L) and an unremarkable liver
function test. The albumin-adjusted calcium was
high (2.67 mmol/L), the phosphate level was
high (1.58 mmol/Il) and the plasma parathyroid

hormone was also elevated (64 pml/L). Both
C-reactive protein (CRP) and Erythrocyte
Sedimentation Rate (ESR) were elevated up to
63.1 mg/L and 71 mm/hr. Autoimmune
markers including antineutrophil cytoplasmic
antibodies (ANCA), anti-nuclear antigen (ANA),
anti-extractable nuclear antigen (anti-ENA), and
rheumatoid factors were all negative.
Coagulation profile including international
normalisation ratio (INR), prothrombin time,
activated partial thromboplastin clotting time
(APTT), protein C, protein S, anti-thrombin Il
were normal and lupus anticoagulant was
negative. The lipid profile was also
unremarkable.

Plain X-rays of the affected lower limbs showed
curvilinear calcification of vessels of various sizes
and also clusters of fine, reticular, netlike pattern
of calcification in the soft tissue of bilateral calves
(Figure 2). Contrast computed tomography (CT)
of the lower limbs showed extensive vascular
calcifications and soft tissue calcification. Skin
biopsy was declined by the patient due to fear of
pain and complications.

The diagnosis of calciphylaxis was established
based on the high clinical suspicion and
compatible X-ray and CT findings. Calcitriol was
stopped and intravenous sodium thiosulphate
was given. Surgical management including
amputation was refused by the patient and she
was given supportive care for wound pain and
wound care. Finally, the patient succumbed from
sepsis two months after the diagnosis of
calciphylaxis.

Discussion

Calciphylaxis is characterised by arteriolar
calcium deposition. This results in arteriolar
thrombosis, leading to ischemia and possible
necrosis of the skin and subcutaneous tissues.?
Although the exact pathogenesis is unknown, it is
observed  that abnormal  calcium  and
phosphorous metabolism, inflammation and
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Figure 1. Bilateral lower limbs with large black necrotic ulcers and an area of reticular erythema over the

right inner thigh. Fingers with multiple purpuric lesions and necrotic plaques and the right middle finger showing
distal dry gangrenous changes.
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hypercoagulability resulted in the vascular and
extravascular  calcification.*  Risk factors of
calciphylaxis include diabetes mellitus, higher
body mass index, hypercalcemia,
hyperphosphatemia, hyperparathyroidism and
the use of nutritional vitamin D, cinacalcet, and
warfarin.> Subcutaneous injections, recurrent
hypotension and rapid weight loss in patients
with risk factors induce
calciphylaxis. However, obvious trigger cannot
be identified in most cases.?

underlying may

Calciphylaxis has a poor prognosis, with one
year mortality rate greater than 50%. Thus a
prompt diagnosis and early treatment are
crucial.® Diagnosis often depends on the
correlation of clinical and pathologic findings,
and a deep incisional biopsy is usually necessary.
Nonetheless, such biopsies carry the risk of pain,

delayed wound healing, exacerbation of disease
and increased chance of wound infection.” Also,
skin biopsies may fail to identify pannicular
arteriolar calcification, the main lesion of
calciphylaxis especially when the incision is not
deep enough to capture the subcutaneous fat
layer. Surgical biopsy is considered to be risky or
even contraindicated when the process taking
place over the penis.® Radiologic methods
becomes popular in the latest medical literature,
since it could visualise the hallmark vessel wall
calcifications in an non-invasive way.

Plain radiography has numerous advantages.
They are readily available, portable, cost-
effective, and is capable of detecting small
calcifications. In a multicentre retrospective study
of 29 patients with calciphylaxis, the authors
concluded that the presence of vascular

Figure 2.

X-ray films of the bilateral lower limbs showed calcification of large, medium, small arteries and
arterioles and a netlike pattern of calcification (arrow) within the soft tissue of calves.
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calcification on plain radiography was highly
sensitive. A net-like pattern of calcification has a
specificity of nearly 90% for calciphylaxis.
Moreover, this feature may help to identify
patients at risk of future calciphylaxis.?

In a retrospective case series of ten cases of
biopsy-proven calciphylaxis, nine cases were
found to have radiological evidence of soft tissue
vascular calcification. Based on these findings,
the authors suggested that findings of superficial
vascular calcifications on imaging studies are
sensitive for the diagnosis of calciphylaxis. They
also recommended CT without contrast for the
proximal lower extremity, plain radiography for
the distal lower extremity, and mammography for
suspected breast calciphylaxis.™

Another retrospective case series comparing
vascular calcification between skin biopsy and
radiology images found that plain radiographs,
CT and mammogram confirmed the presence of
arteriolar calcification with resolution of as little
as 0.1 to 0.3 mm diameter, nearly equal to that
of histopathology.  Similarly, the authors
concluded that mammography was particularly
useful in visualising calcification where the
involved tissue site was thick, while plain films
and CT imaging are useful in thinner parts of the
body such as lower limbs.™

A positive bone scintigraphy, based on increased
heterogeneous radiotracer uptake within soft
tissues throughout the body with a predilection
for areas corresponding to clinical findings, has
also been suggested as a highly sensitive and
specific tool in the diagnosis of calciphylaxis.
Furthermore, bone scintigraphy was found to
play a role in monitoring of treatment response
to sodium thiosulfate. A diffusely decreased skin
uptake indicates treatment completion.'?

Our patient displayed classical finding of net-like
calcifications in the plain radiographs over the
affected limbs, and CT also showed vascular and
soft tissue calcifications. With these findings, we
are able to confidently confirm the diagnosis of

calciphylaxis and initiate treatment accordingly.
Soft tissue radiography is readily available,
relatively cheap and with minimum side effects.
CT gave the advantage of determining the
precise location and extent of disease; however,
it is limited by availability, non-portability and
high radiation exposure. We therefore support
the use of non-invasive imaging in expediting the
diagnostic process for a lethal disease, especially
when a tissue biopsy is not a feasible option.
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Commentary

The evolving role of the skin immune system: from
development to disease prevention

JA McGrath

Introduction

As dermatologists, we are continually amazed by
new discoveries in skin biology. The skin immune
system is at the forefront of many such findings,
with recent studies revealing how macrophages
aid blood vessel and nerve development in fetal
skin, and postnatally reduce skin damage, and
support the microbiome. Remarkably, the skin
can even produce its own antibodies. These
findings offer exciting therapeutic novelty, from
better  characterisation of skin  disease
pathobiology, to improved sunburn treatments,
to treating skin and systemic infections, and to
future vaccination strategies.

The traditional role of skin

macrophages

Adult human skin covers approximately 25 m?
and contains around 35 billion cells. Although
most of these cells are keratinocytes, another key
cell among 40 or so different cell populations in
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skin is the macrophage. Macrophages are
essential immune cells, playing a central role in
maintaining health and influencing disease. First
identified over 140 years ago by zoologist Elie
Metchnikoff (llia Mechnikov), our comprehension
of their functions has expanded enormously.
These versatile cells are recognised as key
players in pathogen detection, phagocytosis, and
destruction, while also contributing to both innate
and adaptive immunity, tissue repair, and
regeneration. Additionally, macrophages present
antigens to T cells, orchestrating inflammatory
responses in the skin and other tissues.

Macrophages in skin development

Despite our growing understanding, the full
spectrum of macrophage functions remains far
from fully explored. A pioneering study published
in Nature by Gopee et al,' from the Haniffa lab
(Newcastle/Cambridge), has unveiled an
unexpected new dimension to macrophages'
role-one that extends beyond immune defence
into the realm of human skin development.
These findings redefine the traditional view of
macrophages, demonstrating their involvement
in critical developmental processes such as blood
vessel formation, fibroblast regulation, scarless
wound healing, and neural patterning. This
discovery challenges conventional wisdom,
suggesting that macrophages are integral not
only to immune surveillance but also to tissue
morphogenesis.
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Research methodology and key
findings

To uncover these insights, the research team
constructed a comprehensive  multi-omics
reference atlas of prenatal skin, integrating
single-cell RNA  sequencing with spatial
transcriptomics. They also employed skin
organoids derived from human embryonic stem
cells and inducible pluripotent stem cells as a
comparative model. Notably, these organoids
lack immune cells, enabling researchers to
contrast fetal skin environments with and without
macrophages. This approach  highlighted
macrophages' unique contributions to fetal skin
development in ways not previously appreciated.

Macrophages infilirate fetal skin as early as
six weeks post-conception, expressing pro-
inflammatory genes. However, genes linked to
Major Histocompatibility Complex class I
antigen presentation remain inactive until 11
weeks, suggesting a distinct early phase where
macrophages predominantly interact with non-
immune cells. Spatial transcriptomics further
delineated specialised microenvironments within
fetal skin, each with unique immune cell
compositions. Macrophages were found in close
association with endothelial and neural cells,
actively shaping vascular development through
blood vessel remodelling and contributing to the
organisation of the peripheral nervous system.

Scarless wound and

macrophages

healing

One of the most striking aspects of human fetal
skin is its ability to heal wounds without scarring
— an ability lost after approximately 24 weeks of
gestation. Macrophages also appear to be key
mediators of this phenomenon. A specific
macrophage subset (LYVE1+) interacts with
fibroblasts expressing WNT2+, modulating the
inflammatory milieu by suppressing interleukin-6
and pro-fibrotic signalling pathways.  This
interaction creates an environment conducive to
scarless tissue repair, in stark contrast to the
fibrotic healing observed later in gestation and in
postnatal skin.

Implications for dermatology and
future research

Reflecting on these discoveries, one can only
wonder how Elie Metchnikoff — who shared the
1908 Nobel Prize in Physiology or Medicine with
Paul Ehrlich for his work on phagocytosis — would
have reacted to such revelations about
macrophages' unexpected roles in  skin
development. This study not only enriches our
grasp of skin immunobiology but also opens
exciting possibilities for therapeutic interventions.
Whether in wound healing, regenerative
medicine, or novel dermatological therapies,
macrophages continue to reveal new secrets,
reinforcing their status as some of the most
adaptable and influential cells in human biology.

Macrophages, vitamin D, and
sunburn injury response
Further  underscoring the  macrophage's

considerable functional diversity, is a re-
awakening of its role in skin injury response,
notably in appreciating how vitamin D can
modify skin macrophage biology to reduce tissue
damage, for example in acute sunburn. Sunburn
represents a complex inflammatory response in
the body. The immune system mobilises
neutrophils and macrophages to the damaged
skin, releasing pro-inflammatory mediators
such as tumour necrosis factor alpha.? These
macrophages  further  differentiate  into
inflammatory types that produce inducible nitric
oxide synthase, intensifying inflammation and
exacerbating tissue injury and giving rise to the
sore irritated skin we recognise as sunburn.?

Potential role of

vitamin D

therapeutic

Most dermatologists would ponder treatment of
severe cases of sunburn with topical or systemic
corticosteroids. However, research suggests that
taking a single oral dose of 100,000 to 200,000
IU of vitamin D3 (where 1,000 IU equals 25 u g)
within  hours of developing sunburn can
significantly reduce inflammation,® with the skin
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regaining its normal appearances by the
following day. A large oral dose of vitamin D3
rapidly increases circulating levels of the inactive
form, which accumulates in sunburned skin.
Here, keratinocytes and macrophages convert it
into its active form. Once activated, vitamin D3
interacts with UV-induced endogenous retinoids
to drive the differentiation of anti-inflammatory
‘pro-resolution' macrophages. These cells
express arginase-1 and autophagy markers,
effectively calming the inflammatory response.*

Clinical considerations

Clinical data remain limited, although a double-
blind, placebo-controlled study involving
20 participants found that administering a
single dose of 50,000 to 200,000 IU of vitamin
D3 one hour after exposure to erythemogenic
UVB significantly reduced redness, histological
skin damage, and inflammatory markers.’
Importantly, no adverse effects, including
changes in serum calcium or phosphate levels,
were observed: the kidneys naturally regulate
these levels, preventing toxicity. However, the
pharmacokinetics of high-dose vitamin D3 are
complex, and the optimal dosing strategy for
immune modulation is still under investigation.
Could pre-emptive vitamin D3 supplementation
provide similar benefits before sun exposure?
The answer is unclear, though its effects seem
most potent when administered post-injury.
While single high-dose vitamin D3 is not yet a
formally recommended treatment for sunburn,
anecdotal and off-label use is increasing,
although further large-scale studies are needed
before it can be routinely integrated into clinical
practice.

Potential new medical applications
for single high dose vitamin D

For sunburn relief, a practical approach could
involve taking a single 100,000 IU oral dose
within 1 to 12 hours of overexposure. Most over-
the-counter vitamin D3 supplements contain
1,000-10,000 IU per tablet (though higher-dose
50,000 IU tablets exist), requiring multiple tablets

to reach the effective dose. While this may seem
substantial, research supports its safety. The
potential benefits of high-dose vitamin D3
extend beyond sunburn. Emerging research
suggests its efficacy in other dermatological
conditions, such as reducing radiation-induced
dermatitis in breast cancer patients,® alleviating
acute radiation recall dermatitis  following
chemotherapy,” and mitigating toxic erythema
caused by chemotherapy.®

With mounting evidence for vitamin D3 as a tool
for managing acute skin inflammation, its
inclusion in sunburn care warrants consideration.
Indeed, many dermatologists may now start to
pack vitamin D3 tablets alongside topical
sunscreen products when travelling to sunny
destinations.

Langerhans cells and skin immunity

Aside from macrophages, another key antigen
presenting cell in skin is the Langerhans cell.
Typically regarded as a cell which uptakes
antigen, processes it and then journeys from
epidermis to lymph node to evoke tolerance or a
cellular or antibody response, Langerhans cells
have recently been shown to have other roles.
Notably, Langerhans cells have o separate
function in regulating the skin microbiome which
involves generation of a semi-autonomous
immune system in skin the controls the biomass
of the microbiome, partly by making
antibodies in skin (i.e. without involving the
lymph nodes).

The skin microbiome: a complex
and vital ecosystem

The outermost layer of skin is home to roughly 70
billion microbes, which play a vital role in
regulating skin physiology and immunity. Despite
advances in  dermatological research, the

intricate  relationship  between  host and
microbiota remains an area of ongoing
exploration. However, two recent studies

published in Nature have provided new insights
into this dynamic, revealing that the skin can
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independently generate its own antibodies.?'°
These findings redefine the role of humoral
immunity in maintaining skin homeostasis and
combating infections.

Rethinking the immune balance in
skin homeostasis

For a stable host-microbiota relationship,
a non-inflammatory environment is essential,
traditionally attributed to a balance of T-cell
responses. While the presence of B cells and
plasma cells in the skin has been well-
documented, their role was largely thought to be
infection-specific  rather than homeostatic.
Conventional understanding suggests that when
the skin encounters new commensal microbes,
Langerhans cells uptake antigens and transport
them to lymph nodes, where germinal centre
reactions generate an IgG antibody response.

Revising thoughts on localised

humoral immunity in skin

However, research by Gribonika et al’ challenges
this model, demonstrating (in  mice) that
Langerhans cells not only ferry antigens to lymph
nodes but also facilitate the formation of tertiary
lymphoid structures directly within the skin. These
localised structures sustain  IgG  production
independently of the lymph nodes, enabling
continuous immune surveillance and regulation
of microbiota biomass. Moreover, these
antibodies provide dual protection — managing
microbial homeostasis and defending against
both local and systemic infections by the same
organisms.

The role of CXCL13
lymphoid structures

in tertiary

The study also identified CXCL13 as a key
chemokine involved in recruiting B and T cells to
tertiary lymphoid structures, which form around
hair follicles through high endothelial venules.’
Intriguingly, this pathway operates independently
of lymphotoxin- B receptor signalling, previously

considered essential for tertiary lymphoid

structure development.

Harnessing skin immunity for

therapeutic benefit

Gribonika et al” focused on Staphylococcus
epidermidis as a model to explore the skin's
humoral response mechanisms. Complementary
research by Bousbaine et al'® examined how
these immune mechanisms could be harnessed
for therapeutic benefit. Their study (also in mice)
revealed that S. epidermidis elicits a potent,
durable, and specific antibody response even
under normal colonisation conditions.

The potential for topical vaccination

A key cell surface antigen in S. epidermidis,
accumulation-associated protein  (Aap), was
identified as a primary target for this response.'®
By replacing part of Aap with a tetanus toxin
fragment, the researchers induced a strong
neutralising antibody response that successfully
protected mice from a lethal tetanus challenge.
Further experiments demonstrated that this
antibody response extended beyond the skin to
nasal and pulmonary mucosae, suggesting the
feasibility of developing non-invasive topical
vaccines.

A semi-autonomous immune system
in the skin

These findings collectively propose that the skin
possesses a semi-autonomous immune system
capable of mounting pre-emptive responses to
colonising microbes. This system involves active
antigen sampling between epithelial cells and
microbial niches, functioning as a natural form
of vaccination against commensals residing in
the skin barrier. Furthermore, regulatory T cells
appear to play a critical role in this process, with
evidence indicating their transformation into
T follicular helper cells within tertiary lymphoid
structures.
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Challenges and future clinical

applications

Looking toward clinical translation, the goal is to
leverage the immune response to S. epidermidis
for therapeutic applications, the concept being to
deliver vaccines via topical creams, ointments, or
nasal sprays as a promising alternative to
traditional immunisation methods. However,
humans naturally  exhibit  higher baseline
antibody levels against S. epidermidis compared
to mice, raising questions about the direct
applicability of murine findings to human
physiology. If these mechanisms are validated in
human studies, rigorous safety and efficacy trials
will be the next step, potentially ushering in a new
era of alternative or complementary vaccination
strategies.

Implications for dermatology practice

Collectively, these studies reveal exciting new
basic and translational knowledge on the
protean role of macrophages and Langerhans
cells in human skin, findings that are likely to
have very real relevance to our practice as
dermatologists, both now and over the next few
years, particularly in  modulating our skin
microbiome, the prevention and treatment of
infection, and approaches to vaccination. Like an
antigen presenting cell, there is certainly a lot for
us to ingest and process. Our skin, and its
immune network, is indeed truly fascinating.
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Topical Coacillium 22.25% solution
in children moderate to severe
alopecia areata (AA)

Speaker: Ulrike Blume-Peytavi

Charité — Universitdtsmedizin Berlin, Germany

Two-third of people with alopecia areata are
diagnosed before the age of 30. Hair loss is not
just a cosmetic problem, but also affects
emotions, quality of life and personality
development in children. Some might have other
associated comorbidities. Forty percent of
patients have spontaneous regrowth but one-
third of patients have progressive disease. First-
line therapy include topical corticosteroids.
Second-line treatment include topical irritation
therapy such as anthralin or DCP-sensitisation.
Ritlecitinib, the first JAK3/TEC family kinase
inhibitor was approved by the European
Medicines Agency (EMA) in September 2023 for
adolescent over the age of 12 with severe
alopecia areata. However, limited effective and
safe options are available for younger children
with alopecia areata.

A novel topical agent for AA was presented in the
EADV 2023: Coacillium 22.25%, a pleiotropic
botanical cutaneous solution was being studied
in children and adolescents with moderate to
severe alopecia areata in a randomised,
double-blind, placebo-controlled phase 2/3
study (RAAINBOW trial). Sixty-two children with
moderate to severe AA were randomly assigned
to apply coacillium solution 22.25% or placebo
twice daily for 24 weeks, followed by a
treatment-free period for another 24 weeks.
After 24 weeks, patients treated with coacillium
saw a mean SALT score improvement of 23%,
whereas placebo-treated patients regressed by
8%. After 24 weeks of treatment, 26% of patients
treated with coacillium achieved 40% reduction
in SALT, compared to 5% in placebo-treated
patients.  Improvement in  quality-of-life
endpoints in terms of CDLQI and EQ-5D Y were
consistent  with  treatment effect. Patients
expressed improvement in quality of life was
early as after 12 weeks of treatment. After
coacillium discontinuation at 24 weeks, mean
SALT score continued to improve from 44 to 29
at week 48. Eighty-two percent in the coacillium
group experienced hair growth during the
treatment-free period versus 37% in placebo
group. By week 48, 47% of coacillium-treated
patients had reached a SALT score of <=20
compared with only 9% of placebo-treated
patients. The topical solution was reported to
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have excellent safety profile with no drug-related
serious adverse events. Most adverse events were
local, mild to moderate and transient.

Topical coacillium solution is the first drug to
show sustained remission after treatment
discontinuation in AA. Coacillium cutaneous
solution is a potential safe and effective
treatment option for children and adolescents
with moderate to severe AA. Larger trials are
needed to better understand the treatment
response.

Learning points:

Topical coacillium solution may be an potential
treatment option for young children with
moderate to severe AA with favourable safely
profile.

Topical Tapinarof cream for pruritis
relief in adults and children down
to two years of age with moderate
to severe atopic dermatitis

Speaker: Jonathan Silverberg

George Washington University, Washington DC, USA

Tapinarof is a topical medication that binds to
topical aryl hydrocarbon receptor (AhR) that
works by supressing inflammatory cytokines,
modulating skin barrier protein expression and
reducing oxidative stress. Tapinarof was FDA-
approved for the treatment of plaque psoriasis in
adults in 2022. New pruritis data in adults and
children down to two years of age with atopic
dermatitis were announced in EADV 2023.

ADORING 1 (n=407) and ADORING 2
(n=406), were two identical, double-blind,
vehicle-controlled trials. Patients were

randomised 2:1 to receive tapinarof cream 1%
or vehicle once daily for 8 weeks. Patients with a
Validated Investigator Global Assessment for
Atopic Dermatitis score (VIGA-AD) of =3, an
Eczema Area and Severity Index (EASI) score of

=6, and body surface area involvement of 5% to
35% were included in the trials. The Peak Pruritis-
Numerical Rating Scale (PP-NRS) considers a
patient's worst itch over the past 24 hours and
was assessed on an 11-point scale, in which 0
represents "no itch" and 10 represents their "worst
imaginable itch."

407 and 406 patients aged 2-81 years were
randomised in ADORING 1 and 2, respectively.
Patients treated with tapinarof cream had a
reduction in mean weekly PP-NRS scores as early
as week one compared with vehicle (-2.0 vs -1.2
[P<0.0001]) and (-2.0 vs -1.3 [P=0.0010]), in
ADORING 1 and ADORING 2, respectively.
Patients treated with tapinarof cream had a
greater reductions in mean PP-NRS scores versus
vehicle for all visits through week 8 (-4.1 vs -2.6
and -4.1 vs -2.4 [both P<0.0001]), in both
ADORING 1 and ADORING 2.

Common side effects of tapinarof from studies for
plaque psoriasis include folliculitis, headache,
nasopharyngitis and contact dermatitis.

Tapinarof cream once daily demonstrated rapid
onset of pruritis relief. Further improvement in
itch was observed through week 8. Tapinarof
cream may be a potential non-steroidal topical
treatment option for pruritis relief in in adults and
children down to two years of age with moderate
to severe atopic dermatitis. Further studies
focused on the paediatric population alone
would be needed to assess the efficacy and safety
in this population. Ongoing phase 3 studies are
also evaluating the efficacy of tapinarof cream
for atopic dermatitis.

Learning points:

Tapinarof is a novel non-steroidal topical
medication that has the potential to be used for
the treatment of atopic dermatitis in patients
down to 2 vyears without restrictions on

duration, extent, or sites of application.
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Biologics and JAK inhibitors

Speaker: Jonathan |. Silverberg

Department of Dermatology, The George Washington
University School of Medicine and Health Sciences,
Washington, DC, USA

Atopic dermatitis is a chronic relapsing and
remitting disorder. Shared decision-making
approach should be employed and includes
basic management, prescription topical therapy
as well as systemic or phototherapy.

In this lecture, the speaker looked into various
biologics and oral JAK inhibitors (JAKi) in the
treatment of atopic dermatitis.  Currently,
Dupilumab, Lebrikizumab and Tralokinumab are
approved in the US as 1st line treatment for
atopic dermatitis (AD), after inadequate response
or contraindication to topicals. For oral JAK
inhibitors, Abrocitinib and Upadacitinib are
approved as 2nd line treatment. Baracitinib is
not approved in the US but is approved in the
Europe as well as in Hong Kong for treatment of
atopic dermatitis.

There had been studies that looked at the
comparative efficacy between biologics and oral
JAK inhibitors. In  the HEADS-UP trial,
comparison was made between Upadacitinib
30 mg vs Dupilumab 300 mg in combination

with topical corticosteroids (TCS) in the treatment
of adults with moderate to severe atopic
dermatitis. Upadacitinib 30 mg has a quicker
onset of action but response to Dupilumab do
catch up to that of Upadacitinib on moderate
end points by week 24. However, at more robust
endpoint EASI 100, Dupilumab does not ‘catch
up' to Upadacitinib (16% on Dupilumab vs 34%
on Upadacitinib) but switching to or adding
Upadacitinib from Dupilumab was associated
with a substantial increase in efficacy.

In the JADE DARE trial, Abrocitinib 200 mg was
compared against Dupilumab 300 mg in
combination with TCS in adults with moderate to
severe AD. Analysis of 11 patients with EASI
>=16 or PP-NRS >=7 after 26 weeks of
Dupilumab in JADE DARE switching to Abrocitinib
200mg + TCS in JADE EXTEND, Abrocitinib was
found effective in patients who previously had
inadequate response to Dupilumab. 8/11 (72%)
had some improvement from baseline but were
still classified as non-responders. At 12 weeks
after switching to Abrocitinib and TCS, 10/11
(91%) had improved EASI scores with 10/11 of
patients having EASI scores <16. Improvement
was noted in 9/11 (82%) patients as early as 2
weeks after the switch.

Regarding safety data, common side effects of
Dupilumab include ocular side effects as well as
facial erythema and dermatitis. There are also
rare occurrences of arthralgia, cold sores,
psoriasis, worsening of cutaneous T-cell
lymphoma (CTCL) as well as flaring of Th1/Th17
mediated immune comorbidities. Tralokinumab
and Lebirkiuzmab have similar side effect
profiles as Dupilumab but Tralokinomab possibly
has less frequent or severe ocular surface
disease or facial erythema.
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For JAK inhibitors, acne is common in
Updatactinib, whereas nausea and headache are
common in Abrocitinib. Herpes zoster is common
in both drugs and vaccination is recommended
before commencement of medication. Laboratory
monitoring for JAK inhibitors is needed to
look out for thrombocytopenia, lymphopenia,
neutropenia, anaemia, abnormal lipid and liver
enzymes as well as Creatine Kinase (CK)
elevations and there are black box warnings for
serious infections, malignancy, mortality, MACE
and thrombosis.

In the atopic dermatitis trials, the overall herpes
zoster incidence was relatively low for Baricitinib,
Abrocitinib and Upadactinib - around 2-4 per
100 patient years, comparable with other
indications. However, it should be highlighted
that the studies excluded patients with
disseminated herpes zoester, disseminated
herpes simplex, recurrent localised herpes zoster
and those with history of eczema herpeticum.
Hence the rate of herpes zoster would be
expected to be higher if such patients are treated
with JAK inhibitors. Recombinant zoster vaccine
may be administered while on JAKi but the safety
and vaccine efficacy is unknown. Live attenuated
zoster vaccine on the other hand s
contraindicated and should be administered 4
weeks prior to starting JAKi.

In terms of choice for treatment, it is essential to
engage the patient, identify patient’s goals for
disease management and together work as a
team to arrive at a decision that best suits the
patient. In general, biologics can achieve very
good clinical responses with most patients
getting at least partial response on signs and
symptoms. It has few relative contraindications,
has no drug-drug interactions, and are generally
preferred as first line agents. When compared
with JAKi, no laboratory monitoring and zoster
vaccination are needed for biologics. Biologics
may also be helpful in patients with other atopic
comorbidities including asthma, eosinophilic
esophagitis and nasal polyposis. Of note,
Dupilumab is the only approved option for
paediatric age group down to the age of 6
months and it is possible to taper Dupilumab to
Q3 weeks or even Q4 weeks dosing off label.

Both Talokinumab and lebrikizumab can be
maintained on Q4 weeks dosing, with
lebrikizumab appearing to be as effective as
Dupilumab in network meta- analysis.

JAK inhibitors work well in patients who has
failed biologics or other systemic therapies and
may be used as monotherapy. It is highly
efficacious, especially at higher doses and is
particularly effective on more robust endpoints
e.g. EASI 90, IGAO/1 and NRS-itch 0/1. Since it
is also highly effective for other immune
mediated disorders, benefit may be seen if
patient has other comorbidities including
rheumatoid arthritis, ulcerative colitis, ankylosing
spondyloarthropathy. It is useful in patients with
atopic dermatitis overlapping psoriasis, or more
psoriasiform presentation of atopic dermatitis.
Anecdotally, it is also less likely to paradoxically
worsen CTCL and psoriasis. It has a quick onset
of effect and, as an oral drug, it allows for
flexible dosing, including drug holidays and
intfermittent use. JAK inhibitors may be useful off
label as first line when a rapid onset of action
is required, has concomitant autoimmune
comorbidities, severe exacerbation in particular
seasons, or if the patient has a strong preference
for oral agent e.g. true needle phobia, or if there
are priori concerns about ocular adverse events.
However, benefits of off label first line use of oral
JAK inhibitors should always be weighed against
the potential risks, in particularly the rare but
serious adverse effects.

Learning points:

* Biologics such as Dupilumab are effective
first line treatment for atopic dermatitis. Oral
JAK inhibitors are second line options that
offers faster and more robust response.

* Laboratory monitoring is needed for JAK
inhibitors and in general, biologics have less
systemic risks and side effects.

* |t is important to employ a shared decision-
making approach and tailor to the patient’s
needs and comorbidities.
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A new approach to treating
patients with pemphigus vulgaris
Speaker: Pascal Joly

French Reference Center for Auto Immune Blistering
Diseases, Rouen University Hospital, INSERM 1234,
Rouen, France

Pemphigus vulgaris (PV) is a rare but serious
autoimmune disease that causes painful blisters
on the epidermis and mucous membranes. It
occurs when the immune system produces
antibodies against desmoglein 3 (and sometimes
desmoglein 1), which are proteins that help
intercellular adhesion. When these proteins are
attacked, the epidermal cells lose their adhesion,
leading to blisters and erosions.

Traditionally, treatment for PV has involved high
doses of corticosteroids and immunosuppressants
like azathioprine or mycophenolate mofetil. While
these treatments can be effective, they often come
with significant side effects, such as infections,
osteoporosis, and diabetes. The introduction of
rituximab, a monoclonal antibody that targets
and depletes CD20+ B cells, has changed the
landscape of PV treatment. Rituximab offers a way
to manage the disease while reducing the need
for steroids, thereby reduce related side effects.

The Ritux 3 Trial, published in 2017, was a key
study that established rituximab as a first-line
treatment for moderate-to-severe PV. In this trial,
patients who received rituximab along with a
short course of prednisone experienced much
higher rates of complete remission at 24 months
(89%) compared to those who only received
prednisone  (34%). Furthermore, rituximab
helped decrease long-term steroid use and
reduced the frequency of relapses.

A new approach is emerging that focuses on
identifying patients at high risk of relapse
through  biomarkers. This allows for a
personalised treatment strategy that includes
maintenance infusions of rituximab to help
prevent relapses. From the Ritux 3 trial,

researchers identified that there are two types of
relapse:

Early Relapse: Approximately 20% of patients
may experience a relapse even while on
rituximab within the first 12 months of treatment.
This raises the question of whether an additional
infusion of rituximab at the 6-month mark could
help those at high risk of relapse and prevent
these 20% from experiencing a return of
symptoms.

Late Relapse: Another 20% of patients may
relapse later, between the 2nd and 7th year of
treatment. This also raises the possibility of
administering an additional rituximab infusion to
prevent relapses during this time frame.
Researchers have identified early relapse
predictors, which include:

* Baseline PDAI score greater than 45

* Anti-DSG 1 levels greater than 20 1U

* Anti-DSG 3 levels greater than 120 1U

A study conducted by Hebert et al examined
whether patients in complete remission with at
least one of these predictors would benefit from
an additional rituximab infusion at 6 months.
The results showed a significant reduction in
relapse rates-from an expected 17-19% to only
2% - while treating just 39% of the patients.

Researchers are now investigating similar
predictors for long-term relapse, specifically for
the period between 24 months and 4 years after
treatment. This ongoing research aims to refine
treatment strategies further and improve
outcomes for patients with pemphigus vulgaris.

Learning points:

e There are indictors available for
personalised treatment for maintenance
infusion of Rituximab in patient with PV.

* Long term indictor is still under investigation.
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Hong Kong Dermatology Symposium 2024

Reported by MYK Chan [#{#3H, LH Chan [ £4&f, TH Chan [&¥4%, PY Leung ZM14

N

Date: 3 November 2024

Venue: Show Auditorium, Postgraduate
Education Centre, Jockey Club
Building, Prince of Wales
Hospital, Hong Kong

Organisers: Hong Kong Dermatology

Foundation; Department of
Anatomical & Cellular Pathology,
CUHK; Hong Kong Paediatric &
Adolescent Dermatology Society;
Hong Kong College of Paediatric
Nursing

Use of JAKi/Biologics in special
populations with atopic dermatitis
Speaker: DYK Lai

Private Dermatologist, Hong Kong SAR

Systemic treatment is often indicated for patients
with  moderate to severe atopic dermatitis.
However, certain populations, including the
elderly, individuals with past or ongoing
infections, those with a history of malignancy, and
pregnant individuals, may be contraindicated for
conventional immunosuppressive drugs such as
methotrexate, cyclosporine, and azathioprine. In
this context, biologics like anti IL-4/13
monoclonal antibodies (e.g. dupilumab) and JAK
inhibitors (e.g. abrocitinib, upadacitinib) have
emerged as novel treatments for moderate to
severe atopic dermatitis. This lecture reviews the
literature on the use of these agents in special
populations affected by atopic dermatitis.

The relationship between the targeted therapies
and various infections has been highlighted, with
herpes zoster identified as a common side effect

of JAK inhibitors. As such, the recombinant zoster
vaccine should be considered before initiating
treatment with JAK-1 inhibitors. On the other
hand, dupilumab has been shown to reduce the
risk of eczema herpeticum, likely due to its ability
to improve the severity of atopic dermatitis.

Dupilumab is generally considered safe for
patients with chronic hepatitis B. Current evidence
supports screening for latent tuberculosis before
starting biologic therapy. The choice and timing
of chemoprophylaxis should align with relevant
national and international guidelines.

Although dupilumab seems safe for patients with
a history of malignancy, it is essential to exclude
the possibility of cutaneous T-cell lymphoma
prior to its initiation. Data on the use of
dupilumab during pregnancy is limited, but
maternal exposure does not appear to be
associated with significant risks or complications.
Therefore, it is suggested that dupilumab may be
safe for females of reproductive age if
discontinued upon confirming pregnancy status.

Dupilumab may be considered for older adults
(aged =65 years) and individuals with multiple
comorbidities. It has also been shown to be safe
for use in people living with HIV, as it does not
significantly affect viral load or CD4 counts.
However, conjunctivitis is a well-known adverse
effect of dupilumab, which may lead to treatment
discontinuation, especially in individuals with a
prior history of conjunctivitis.

The following factors should be considered when
deciding between anti-IL-4/13  monoclonal
antibodies (e.g. dupilumab) and JAK inhibitors
for patients with atopic dermatitis.
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Factors favouring monoclonal antibody targeting

the IL-4/13 axis (e.g. dupilumab):

* Age above 65 years

* History of atherosclerotic or cardiovascular
disease

* History of venous thromboembolism

* History of malignancy

* Increased risk of infection (particularly herpes
zoster)

* Concurrent atopic conditions, such as asthma

Factors favouring JAK inhibitors:

* ltch-dominant phenotype

* "Head and neck" phenotype

* Concomitant immune-mediated
dermatological conditions

* History of conjunctivitis

The decision regarding targeted therapy for
atopic dermatitis should be personalised for
each individual, with the hope that biomarkers
will become available to inform this decision.

Learning points:
Biologics anti-IL-4/13

monoclonal antibody) and JAK inhibitors offer
conventional

like dupilumab (an
promising  alternatives  to
immunosuppressive drug for special populations
with moderate to severe atopic dermatitis.
Dupilumab is generally considered safe for
patients with chronic hepatitis B and those with a
history of malignancy, provided that certain
precautions are taken. Additionally, screening
for latent tuberculosis is recommended before
initiating therapy. Factors influencing the choice
between anti-IL-4/13 monoclonal antibodies
and JAK inhibitors

cardiovascular history, risk of infections, and

include patient age,

specific disease phenotypes.

Microbiome diagnostics and
therapeutics in atopic dermatitis
Speaker: S Loo

CUHK Medical Centre, Hong Kong SAR

Dr. Steven Loo delivered a comprehensive lecture
on the role of the gut microbiome in atopic
dermatitis (AD), highlighting recent advancements
in microbiome diagnostics and therapeutics. He
discussed the Gene-Environment Interaction and
its impact on the microbiome's composition,
influencing conditions such as atopic dermatitis.
The lecture emphasized the Gut-Skin Axis,
explaining how gut dysbiosis (an imbalance in the
gut  microbiota) could contribute to the
development of AD.

Dr. Loo presented data from studies showing that
infants with AD had reduced microbial diversity,
with levels of beneficial bacteria like
Bifidobacterium and higher concentrations of
Escherichia coli, which may increase eczema
susceptibility. He also discussed the Microbiome
Dysbiosis Index (MDI), a novel diagnostic tool for
assessing gut health and its application in
personalised AD treatment.

lower

Therapeutic  strategies included the use of
probiotics, prebiotics, and fecal microbiota
transplantation (FMT) to restore gut balance.
Probiotics, especially Lactobacillus rhamnosus,
have been shown to reduce atopic disease risk in
high-risk infants, as demonstrated in various
studies. Dr. Loo highlighted that personalised
microbiome-based therapies could become the
future of AD treatment, supported by
advancements in Al and big data analytics for
precision diagnostics.

Learning points:

Personalised microbiome-based diagnostics
and interventions, such as probiotics, show
promise in managing atopic dermatitis and
preventing its onset in high-risk populations.
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Update on melasma
Speaker: SW Chan
Private Dermatologist, Hong Kong SAR

Melasma is a chronic skin  condition
characterised by localised hyperpigmentation. lts
include genetic predisposition, UV
radiation exposure, visible light exposure and
hormonal influences. It predominantly affects
young to middle aged women with skin type llI-
IV. It can significantly impact quality of life.
General measures for treatment include sun
protection, cessation of hormonal treatment and
comestic camouflage. Topical treatments include
azelaic acid, ascorbic acid as well as «
combination of hydroquinone, retinoid and
steroid. Systemic treatments are tranexamic acid,
pycnogenol, glutathione, lycopene-rich tomato
extract and polypodium leucotomos. Second line
treatments are chemical peels, platelet rich
plasma. Intense pulsed light, various lasers and
radiofrequency ablation are also effective
treatment options. Despite various treatment,
there is no cure and it frequently recurs.
Currently, there is no universal quideline or
consensus on its treatment.

causes

Learning points:

Prevention by sun avoidance is the main stay of
management for melasma. Realistic expectation
should be set with patient before starting
treatment.

Update of severe cutaneous
adverse reactions (SCAR)

Speaker: MH Chung

Department of Dermatology, Chang Gung Memorial

Hospital, Taiwan

This lecture summarises different cutaneous
manifestation of SCAR and most common culprit
drugs related to Seven Johnson Syndrome (SJS)
and toxic epidermal necrosis (TEN). New
medication such as immune check point inhibitor
is an emerging challenge of drug eruption. It
explains the mechanistic models for T cell
recognition and activation and systemic factors
contribution to SCAR. HLA risk allele linked to
SCAR, factors that participate in and facilitate
SCAR, prognostic and predictive factor for SCAR
are also mentioned. Moreover, it summarises the
management and the therapeutic mechanism for
SCAR.

Learning points:

An early withdrawal of culprit drugs and an
early intervention to stop immune reaction may
reduce patient morbidity and mortality. Specific
biologics and small molecular drug therapy may
be potential to be applied for the management
of SCAR in the future.



84 Reports on Scientific Meetings

HKSDV Annual Scientific Meeting 2024

Reported by JOL Yeung &35

Date: 30 June 2024

Venue: The Grand Ballroom, Kowloon
Shangri-La, Hong Kong

Organiser: HKSDV supported by HKSPD

Updates about novel treatment in
dermatology: The important role of
IL-4 and IL-13 to mediating chronic
itch and type 2 inflammation in
prurigo nodularis

Speaker: YW Yew

National Skin Centre, Singapore

IL-4 and IL-13 have been implicated in the
pathogenesis of chronic itch, a common
symptom in prurigo nodularis (PN). ltich can
be mediated by histaminergic and non-
histaminergic pathways, with the latter playing a
main role in chronic itch. Multiple factors such as
co-existing diabetes mellitus, chronic dermatitis
and neuropsychiatric conditions may aggravate
the itch-scratch cycle, posing a challenge to
achieve symptom control. Targeting cytokines
IL-4 and IL-13 have therefore emerged as a
promising therapeutic strategy. Biologic agents
that block either IL-4 or IL-13 signaling have
shown efficacy in reducing itch severity and
improving skin lesions in clinical trials involving
patients with PN. The lecture discussed a
multimodal stepwise approach, split by neural
and immunologic treatment pathoways of PN. In
particular, dupilumab treatment has good
efficacy against PN and a good safety profile.
Prolonged treatment may be needed in order to
maintain disease remission.

Learning points:

* Type 2 inflammation, driven by cytokines
IL-4 and IL-13, plays a central role in the
pathogenesis of prurigo nodularis

e Given the pivotal role of IL-4 and IL-13 in
mediating chronic itch, targeting these
cytokines has emerged as a promising
tfreatment strategy.

* Biologic agents that block IL-4 and IL-13
signaling have shown efficacy in reducing
itch severity and improving skin lesions in
clinical trials involving patients with prurigo
nodularis.

Updates about novel treatment in
dermatology: Shaping the future
of chronic spontaneous urticaria
through recent advancements
Speaker: J Fok

Box Hill Hospital, Eastern Health, Australia

Chronic spontaneous urticaria (CSU) is a chronic
and debilitating  disorder. A significant
proportion of patients experience persistent
symptoms despite maximum dosage of oral
antihistamines, warranting more effective and
targeted therapies. The lecturer stressed the
importance of first confirming the correct
diagnosis by thorough history taking before
proceeding to a stepwise approach of
management. In particular, not every case
referred for “urticaria” is necessarily genuine
urticaria — conditions such as urticarial vasculitis,
erythema multiforme, urticaria pigmentosum,
erythema marginatum and bullous pemphigoid
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etc. may present with urticarial symptoms and
require a different management approach. The
lecture touched on different biomarkers
indicative of treatment response, then proceeded
to intfroduce novel therapeutic strategies which
included biologic agents, omalizumab and
dupilumab, as well as novel small molecules,
remibrutinio  and  rilzabrutinib.  Of  note,
remibrutinib demonstrated a favourable safety
profile across REMIX studies, including long term,
with up to 52 weeks of treatment; demonstrating
the potential to become an effective oral
treatment option that may address unmet needs
of patients with CSU inadequately controlled by
second-generation H1 antihistamines.

Learning points:

e Chronic spontaneous urticaria (CSU) is a
disorder with great psychosocial burden.

* At least 40% of patients with CSU do not
respond to conventional first line therapy
(i.,e. maximum fourfold dosage of second-
generation H1 antihistamines).

* New therapeutic strategies e.g. novel small
molecules show promising effects and
safety profile across studies demonstrating
the potential to become an effective oral
treatment option.

Updates about novel treatment
in dermatology: Improving outcome
of long-term management of
generalised pustular psoriasis -
updates in evidence

Speaker: WH Chung

Department of Dermatology, Chang Gung Memorial
Hospital, Taiwan

Generalised pustular psoriasis (GPP) is a chronic,
heterogeneous,  neutrophilic  inflammatory
disease with a predilection for middle-aged
females. The chronicity and flare-related
complications of the disease have resulted in a
high psychosocial burden for patients. Flare-
reloted complications of GPP include arthritis,
skin infection, heart failure, pneumonia and
death. Following initial treatment for GPP flares,
83% patients suffer from chronic symptoms such
as skin lesions, scaling and erythema. The
evidence guiding GPP treatment has been scarce
until a recent update for a new treatment option,
Spesolimab, which targets the IL-36 pathway in
the pathogenesis of GPP. The Effisayil ftrial
showed that spesolimab treatment led to rapid
pustular and skin clearance in patients with GPP
flares, which was sustained for up to 12 weeks.

Learning points:

e GPP is a
characterised by episodes of widespread

chronic  systemic disease,
eruption of sterile, macroscopic pustules.

* There is a high unmet need for treatments
that rapidly and completely resolve the
symptoms of GPP flares and prevent the
recurrence of flares, with an acceptable
safety profile.

* Spesolimab 300 mg SC g4w after a 600 mg
loading dose reduced both the risk and
incidence of GPP flares, with a favourable
safety profile.
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Dermato-Venereological Quiz

HF Cheng EfE3)E

A 31-year-old man presented with symptoms of
acute urethritis for 3 days after an unprotected
sex with a male commercial sex worker. Gram
stain microscopy on urethral mucosal fluid
showed features  highly  suggestive  of
gonorrhoea. The patient showed you a few skin
lesions at the end of the consultation. He wasn't
exactly sure how long the skin lesions were, as
they were not itchy or painful. But he recalled that
his skin was completely normal a month ago.

Dermatologic examination showed a healthy
young man who was afebrile. There were a few
variably sized, sharply-delimited, pinkish to red
scaly skin plagues on his trunk (Figure 1). The
face, neck, palms and soles together with
mucosa were unremarkable.

His past health was good. There was no recent
drug intake, contact or travel history.

Questions

—_

. What are the clinical differential diagnoses?

2. What would be the investigation of choice?

3. If a skin biopsy is done, what would you
expect to see under the microscope?

4. How would you manage this patient?

Dermatologist in Private Practice, Hong Kong
HF Cheng, FHKCP FHKAM(Medicine)

Correspondence to: Dr. HF Cheng

SkinRight Skin Surgery and Laser Centre, Room 1005,
1006, 1008, 10/F, No. 1 Wyndham Street, Central, Hong
Kong

Figure 1. The eruption as seen over the right
anterior chest wall of the gentleman, viewed at a
distance.

(Answers on page 88)
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Diary of Local & Overseas Scientific Meetings

Clinico-pathological Meeting June and
December 2025

A half-yearly CME accredited meeting between
dermatologists  and  dermatopathologists  for
reviewing and discussing cases with interesting
clinico-pathological presentation.

Organiser: Hong Kong Society of Dermatology &
Venereology

Date: 11 June 2025 and 10 December 2025

Time: 18:30-20:30

Venue: Cheung Sha Wan Dermatological Clinic

Secretariat: Tel. 2770 0826

45th Australian Dermatopathology
Society Annual Meeting 2025

Organiser:  Australian Dermatopathology Society, in
conjunction with International Society of
Dermatopathology

Date: 5-7 September 2025

Venue: Intercontinental hotel, Adelaide,
Australia

Website: https://www.aderms.com/

Global Chinese Dermatology Submit 2025

Hong Kong College of Dermatologists,
The Hong Kong Society of Dermatology
and Venereology, The Chinese
University of Hong Kong, The University
of Hong Kong

5-7 September 2025

S420s, Level 4, Old Wi ng, Hong Kong
Convention and Exhibition Centre,
Wanchai, Hong Kong

https://www.gcds2025hk.com/en/index.
php

Organiser:

Date:
Venue:

Website:

HKSDV Annual General Meeting 2025

Organisers: Hong Kong Society of Dermatology and
Venereology

Date: 7 September 2025
Time: 11:00
Venue: Room $241, Level 4, Old Wing, Hong

Kong Convention and Exhibition Centre,
1 Harbour Road, Wanchai, Hong Kong

EADV Congress 2025

Organiser: European Academy of Dermatology
and Venereology

Date: 17-20 September 2025

Venue: Paris expo Porte de Versailles, Paris,
France

Website: https://eadv.org/congress/

44th International Society of Dermatologic
Surgery Annual Meeting

Organiser: International Society for Dermatologic
and Aesthetic Surgery

Date: 16-18 October 2025

Venue: Hilton Yas Island, Abu Dhabi, United
Arab Emirates

Website: https://isdsworld.com/
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Answers to Dermato-venereological Quiz on page 86

1. Differential diagnosis to truncal papulosquamous eruptions includes psoriasis, pityriasis
lichenoides chronica, subacute eczema, cutaneous eruption of secondary syphilis, tinea
corporis, tinea versicolor, erythema annulare centrifugum, drug eruption, and pityriasis
rosea.

2. Skin scraping for mycology study, diagnostic skin biopsy for histopathology.

3. Acanthosis with foci of spongiosis. Hyperkeratosis with foci of parakeratotic mounds and
hypogranulosis.  Superficial  peri-vascular  lymphocytic  infiltration,  extravasated
erythrocytes, and homogenised papillary dermal collagen.

4. The final diagnosis was Pityriasis rosea. A Herald patch was seen over his right upper
chest, which is the largest in terms of size. Typically, Herald patch is a forerunner and will
persist throughout the entire clinical course. The clinical condition will improve gradually.
With time all cutaneous lesions will clear up without scarring. Clinical lesions of Pityriasis
Rosea would typically last for one to three months. After that, spontaneous resolution is
usually the rule rather than exception. Pityriasis Rosea may be associated with HHV-6 or
HHV-7 viral infection. Symptomatic treatment with topical steroid may be required if
pruritus is troublesome. The role of short course oral acyclovir is still controversial. A
couple of systematic reviews and meta-analysis had showed that it may help with
symptomatic control. It is prudent to exclude secondary syphilis or drug eruption as their
morphology overlaps and distinction based on clinical criteria alone may be difficult.
Pityriasis Rosea per se is not infectious. Contact precaution is not required as the carers
will not acquire this skin condition via daily acquaintances. Explanation and reassurance
to the patients and their carer are all that is required.
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indicated in brackets and spelt in full when first appear.

10. Generic names of drugs should be used.

11. Tables and illustrations should be on separate sheets
with clear titles which enable interpretation without
reference to the text.

12. Photographs, in slides, colour prints or electronic file,
should be labelled with legends and personal features
of identity concealed. Photographs should be taken
with a uniform coloured background.

13. Tables, illustrations and graphs should be submitted in
different electronic files rather than in the same text file
in order to facilitate editing work.

14. References should conform with the Vancouver style
and be clearly numbered in the correct order in the fext.
Journal titles should be abbreviated according to the
style of Index Medicus. Up to six authors can be listed.

If more than six, list the first six and "et al". Authors are
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Original Articles/Review Articles/Commentaries

Papers on original research, review or commentary relating
to Dermatology & Venereology are welcome. The total
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abstract of less than 100 words together with maximum of
five keywords taken from Index Medicus should be included.
Chinese translation of the abstract and keywords may be
included. Relevant subheadings (e.g. Introduction,
Objective, Method, Results, Discussion, Reference) can be
used accordingly. Graphs, illustrations and tables should be
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and references to 40.

Views and Practice
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therapeutic modalities, book review and sharing of personal
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six and ten respectively. Fellow dermatologists and others in
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Case Report
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included. The number of tables or illustrations should not be
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Editorial Review and Processing

All articles are subject to editing and review by editorial
board and/or peer reviewers. Editors may modify the minor
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Journal style. To minimise delay in processing, author may
not necessarily be notified of such modification before
publication. The editorial board, together with the advisory
board, has the final decision on the content of the published
article. Authors are responsible for all statement made in
their work, including changes made by editor and
authorised by the corresponding author.
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software being Chinese/English Microsoft Word 6.0 or above
for Windows, and sent in a disc together with a printed copy
of the manuscript to the editorial office as follow:

Dr. IP Fong-cheng

Chief Editor

Hong Kong Journal of Dermatology and

Venereology

Cheung Sha Wan Dermatology Clinic

3/F, West Kowloon Health Cenire,

303 Cheung Sha Wan Road, Kowloon,

Hong Kong
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hkjdvhk@gmail.com.
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