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Editorial
A new chapter

Melasma is a commonly acquired
hyperpigmentary disorder of the face and is
frequently encountered in our daily practice. The
condition is particularly disturbing in female
patients who are predominantly affected and has
a significant adverse impact in the quality of life
due to its disfiguring appearance. A wide variety
of treatment modalities exist which includes
topical agents, chemical peels, oral medications,
energy-based devices and combination methods.
Most importantly, ultraviolet protection should be
the core measure behind all the interventions.
Hydroquinone alone or triple combination topical
(hydroquinone, tretinoin, corticosteroid) are the
most evidence-based treatment and has been
used as first-line treatment in the majority of
practice. Chemical peels have been studied but
do not show superiority to topical therapy. Energybased device such as Q-switched Nd:YAG laser
and picosecond laser has been used extensively
with success, but suffers not uncommonly from
complications of post-inflammatory
hyperpigmentation especially in Asian/ Chinese
ethnicity. With increasing number of studies in
recent years, tranexamic acid has emerged as a
promising agent in treating melasma.
Combination treatment with topical agents and
tranexamic acid has been studied and showed
promising results.1
In this issue of the Journal, Tan and Aw has given
a comprehensive review on the oral agents for
melasma. Focus has been put on tranexamic acid
and studies involving mainly Asians were
reviewed. Tranexamic acid has the advantage of
mild and uncommon adverse effects and its
economical pricing. Use of tranexamic acid in

combination with either first-line topical therapy
or energy-based device such as Q-switched Nd:
YAG laser has greatly enhanced the efficacy of
treatment. Studies also suggested that the time
of presence of melasma did not have detrimental
effect on drug efficacy. Although high quality and
large randomised long-term studies are still
lacking and the optimal dosage of tranexamic
acid used is yet to be determined, recent
evidences suggest tranexamic acid to be a safe
and effective treatment for melasma.
It has long been a routine practice in the local
social hygiene clinics to perform microscopic
examination of the endocervical smear to achieve
on-site diagnosis for patients. The advantage of
this approach is that early treatment could be
given to patients at the same encounter before
the result of Chlamydia trachomatis NAAT is
available. The disadvantage of this approach is
labour-intensive. In addition, training of skillful
microscopists requires considerable time and
coaching. The study by Lau presented in this issue
highlights the low predictive value of the diagnosis
of non-specific genital infection (NSGI) in
predicting Chlamydial cervicitis. However,
completely relying on NAAT tests only to give
treatment may have the disadvantage of missing
patients if they do not return for follow-up and
delay partner referral for epidemiological
treatment. The presumptive diagnosis of NSGI
may have a negative labelling effect on
patients which might turn out to be nonsexually transmitted cause in the end. It is
therefore most important for the clinicians to
provide proper counselling to patients after
given the diagnosis of NSGI to avoid
unnecessary anxiety and stress.
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stepped down from the position of chief editor of
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and benefit our specialty and colleagues.
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Original Article
A cross-sectional study on the relationship between
endocervical polymorphonuclear cell counts and
chlamydial cervicitis in female patients in Hong Kong

NM Lau

and HF Ho

Background: The reliability of polymorphonuclear cell (PMN) counts on endocervical smear and
non-specific genital infection (NSGI) as a predictor of chlamydial cervicitis remains uncertain.
Objectives: To investigate the relationship between endocervical PMN counts, NSGI and
chlamydial cervicitis and to identify risk factors and cervical signs associated with chlamydial
infection. Methods: The study was conducted in five female Social Hygiene Clinics in Hong Kong
from August 2018 to May 2019. The attending doctor collected clinical information and performed
speculum examination. Endocervical smears were examined for PMN counts under high-power
field. Chlamydia trachomatis infection was diagnosed by nucleic acid amplification test. Results:
A total of 556 participants were recruited. After exclusion, statistical analysis was performed on
517 participants. Among them, 16.6% was diagnosed chlamydial cervicitis and 198 (38.3%)
fulfilled the criteria of NSGI by endocervical swab. NSGI (OR 4.115; 95% CI 2.244-7.546;
p<0.001), age ≤24 (OR 2.000; 95% CI 1.108-3.611; p=0.022), C. trachomatis contact
(OR 66.417; 95% CI 18.541-237.912; p<0.001), cervical erythema and oedema (OR 3.016;
95% CI 1.369-6.642; p=0.006) were independently associated with chlamydial cervicitis. The
use of NSGI for the detection of chlamydial cervicitis had a positive predictive value (PPV) of
30.3%. Conclusion: With a low PPV, NSGI had limited utility for the prediction of C. trachomatis
infection in the clinical setting.
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16.6%

198

38.3%
OR 4.115;95%
24
OR 2.000; 95% CI 1.108-3.611; p=0.022
CI 2.244-7.546; p<0.001
OR 66.417 95% CI 18.541-237.912 p<0.001
OR 3.016 95% CI 1.369-6.642 p=0.006
30.3%
Keywords: Chlamydial cervicitis, chlamydial infection, non-specific genital infection, polymorphonuclear
cell counts

Introduction
Chlamydia trachomatis (CT) infection is one of
the most prevalent sexually transmitted infections
(STI) worldwide.1 Previous studies showed that it
is asymptomatic in approximately 70% of women.2
Studies reported that chlamydial infection was
associated with increased risk of pelvic
inflammatory disease, 3,4 which can result in
sequelae in the reproductive system, including
infertility and ectopic pregnancy. 5 Early
identification and treatment of C. trachomatis
infections is important to prevent these
complications.
The term non-specific genital infection (NSGI) was
described as a distinct clinical entity in the British
Medical Journal (BMJ) in 1974. 6 NSGI is
diagnosed when there are non-specific cervical
and vaginal infections but routine microbiological
techniques do not identify any pathogens. 7
However, the diagnostic criteria may vary
between different centres.8,9
In our service, NSGI is a diagnosis in females
and comprises of inflammation of the endocervix
or anterior urethra that is not caused by Neisseria
gonorrhoeae The potential infective causes
include Chlamydia trachomatis (Group D to K),
Ureaplasma urealyticum, Trichomonas vaginalis
and rarely herpes simplex virus.10 Specimens from
endocervix are Gram-stained and visually
examined through a light microscope.
polymorphonuclear cell (PMN) is counted with a
high power field (magnification of 1000X) in five

non-adjacent high power field (HPF) and
averaged. NSGI is defined as:
1) 30 or more PMN/HPF by Gram stain in the
endocervical smear and the average count
in five HPF (with absent gram-negative
intracellular diplococci); or
2) 15-29 PMN/HPF in the endocervical smear
and the patient has symptom of abnormal
discharge and risk factors such as practising
high risk sexual behaviour, history of contact
with a proven case of non-gonococcal
urethritis (NGU), chlamydial infection or
gonorrhoea; or
3) 15 or more PMN/HPF by Gram stain in the
urethral smear with the presence of symptoms
of dysuria and frequency.10
There is inconsistent evidence on utilisation of
increased PMN counts on Gram stained
endocervical smear as a predictor of chlamydial
cervicitis from previous studies. There are also
inconsistent results on clinical signs of cervicitis
in predicting C. trachomatis infection.11-14

Objectives
P rimary objective: To study the association
between endocervical PMN counts, NSGI and
chlamydial cervicitis in female patients at risk
of sexually transmitted infections.
Secondary objective: To identify risk factors
and clinical signs of cervicitis associated with
chlamydial cervicitis.

Polymorphonuclear cell counts and chlamydial cervicitis

Methodology
Study design
This is a cross-sectional study on female patients
attending Social Hygiene Clinics of the
Department of Health of Hong Kong for screening
of sexually transmitted infections from August 2018
to May 2019.

Study population
Participants were recruited from five Social
Hygiene Clinics in Hong Kong. Inclusion criteria
were Chinese, aged 18-64 years, and sexually
active within the past year. The exclusion criteria
were pregnancy, menstruating, history of
hysterectomy, intrauterine contraceptive device
user and antibiotics use within the previous 21
days.

Case definition and diagnosis
A case of chlamydial cervicitis was defined as
nucleic acid amplification test (NAAT) positive
for C. trachomatis specific DNA or RNA by
endocervical swab.

Data collection, clinical examination
and specimen collection
Relevant data was collected by the medical
officer in the consultation room. Speculum
examination was performed by attending doctor
to examine the cervix for the presence of
mucopurulent endocervical discharge,
endocervical contact bleeding, erythema and
oedema, and ectropion. Gram stained urethral
and endocervical smears would be examined
for the number of PMN per HPF, presence of
intracellular Gram-negative diplococci and
yeast by RN. The number of PMNs was counted,
averaged, and categorised as follows:
No PMN found

-

Less than 5 PMNs

+

(1+)

5 - 14 PMNs

++

(2+)

15 - 29 PMNs

+++

(3+)

++++

(4+)

30 or more PMNs
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For study purpose, those specimens with 5-14 PMNs
(2+) were further classified as ≥10 or <10 by
trained nursing staff. The specimens for detection
of C. trachomatis were sampled by Cobas® PCR
Media Dual Swab Sample Packet by properly
trained nursing staff.

Primary and secondary outcomes
The primary outcomes were the association
between endocervical PMN counts and
chlamydial cervicitis, and the performance of
NSGI for the detection of chlamydial cervicitis.
The secondary outcome was to identify factors
that were independently associated with
chlamydial cervicitis.

Statistical analysis
Statistical analysis was performed using the
Statistical Program for Social Sciences 21.0 for
Windows (SPSS Inc., Chicago, Illinois, USA
computer software).

Results
Recruitment of participants
A total of 556 participants were recruited from
August 2018 to May 2019. After exclusion, 517
were included for statistical analysis (Figure 1).

Figure 1. Study enrollment and analysis populations.
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Participant characteristics
Characteristics of participants
Characteristics of participants are shown in Table
1. The mean age of the 517 participants was
33.6 years (standard deviation 11.2). Among
them, 27.7% were ≤24 years old.

Personal STI history and contact history
A previous diagnosis of C. trachomatis infection was
reported in 18.8% of the participants. Among all
the subjects, 25.9% had current or history of other
STI. For contact history, 6.4% reported sexual
contact within 60 days before partner’s diagnosis
of C. trachomatis infection or onset of symptoms.

Genitourinary symptoms and cervical
signs
42.9% of the participants reported one or more
genitourinary symptoms. The most commonly
reported symptom was abnormal vaginal
discharge (39.2%), followed by dysuria (4.4%),
urinary frequency (2.9%), lower abdominal pain
(2.1%) and dyspareunia (0.4%). The cervical
signs on vaginal speculum examination were
distributed as follows: endocervical purulent
discharge (28.6%), contact bleeding (1.0%),
cervical ectopy (10.3%) and cervical erythema
and oedema (8.5%).

Clinical outcomes
Results of univariate analysis
The results of univariate analysis of relationship
between PMN/HPF and chlamydial cervicitis are
shown in Table 2.

Findings from the logistic regression
analysis
The results of logistic regression analysis are
summarised in Table 3.
To summarise, young age (≤24 years old), CT
contact, NSGI by endocervical smear, cervical
erythema and oedema were significantly associated
with chlamydial cervicitis.

The performance of NSGI for the
detection of chlamydial cervicitis
Among all the participants, 86 (16.6%) was
diagnosed with chlamydial cervicitis as tested
by NAAT on endocervical swab. Sixty of them
were diagnosed NSGI by endocervical smear
before NAAT result was available (Table 4).
Of the 198 patients diagnosed NSGI by
endocervical smear, 138 of them had negative
C. trachomatis NAAT result (Figure 2).
Table 1. Characteristics of patients recruited
Patient characteristics
Age (year)

Mean (+/-SD)/Number (%)

≤24
>24

33.6 (+/- 11.2)
143 (27.7%)
374 (72.3%)

Education level
Primary and below
Secondary
Tertiary

Number (%)
43 (8.3%)
277 (53.6%)
197 (38.1%)

Smoking status
Smoker
Non-smoker

Number (%)
122 (23.6%)
395 (76.4%)

Marital status
Single
Married
Divorced

Number (%))
260 (50.3%)
188 (36.4%)
69 (13.3%)

Use of oral contraceptives
Yes
No

Number (%)
54 (10.4%)
463 (89.6%)

Condom use
Never
Sometimes
Always

Number (%)
237 (45.8%)
223 (43.1%)
57 (11.0%)

Sexual behaviour Number (%)/Median (IQR)
≥2 sexual partners within
191 (36.9%)
12 months
≥1 new sexual partners within
126 (24.4%)
3 months
Number of lifetime sexual partners 3 (2-6)

Polymorphonuclear cell counts and chlamydial cervicitis

Table 5 summarises the sensitivity, specificity,
positive predictive value (PPV), negative
predictive value (NPV) and likelihood ratio of
NSGI for detection of chlamydial cervicitis.
The use of NSGI for detection of chlamydial
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cervicitis had a sensitivity of 69.8% and a
specificity of 68.0%. It had a positive predictive
value of 30.3% and positive likelihood
ratio 2.18. The negative predictive value is
91.8%.

Table 2. Univariate analysis of correlation of PMN/HPF with chlamydial cervicitis
C. trachomatis NAAT (endocervical)
Positive (n=86)
Number (%)

Negative (n=431)
Number (%)

P value

None

4 (4.7%)

37 (8.6%)

<0.001

1+

8 (9.3%)

97 (22.5%)

2+

8 (9.3%)

106 (24.6%)

3+

25 (29.1%)

93 (21.6%)

4+

41 (47.7%)

98 (22.7%)

69 (80.2%)

255 (59.2%)

<0.001

None

15 (17.4%)

169 (39.2%)

<0.001

1+

33 (38.4%)

159 (36.9%)

2+

13 (15.1%)

63 (14.6%)

3+

25 (29.1%)

40 (9.3%)

60 (69.8%)

138 (32.0%)

<0.001

5 (5.8%)

6 (1.4%)

0.023

Endocervical PMN/HPF

Endocervical PMNs ≥10
Urethral PMN/HPF

NSGI (Endocervical)
NSGI (Urethral)

Table 3. Logistic regression analysis of factors associated
with chlamydial cervicitis
Variables

Odds ratio
(95% CI)

P value

2.000
(1.108-3.611)

0.022

66.417
(18.541-237.912)

<0.001

Cervical erythema
& oedema

3.016
(1.369-6.642)

0.006

NSGI (endocervical)

4.115
(2.244-7.546)

<0.001

Age ≤24 years old
CT contact

Table 4. The performance of NSGI for the detection of
chlamydial cervicitis
C. trachomatis NAAT
(endocervical)
Positive
(n=86)

Negative
(n=431)

NSGI (endocervical)

60

138

Not NSGI

26

293
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Discussion
Association between PMN counts on
Gram stained endocervical smear and
chlamydial cervicitis
The Sexually Transmitted Diseases Treatment
Guidelines published in 2015 by Centers for
Disease Control and Prevention (CDC) stated that
increased number of leukocytes (>10 PMNs) on
Gram stained endocervical smear had a low
positive predictive value in the diagnosis of
chlamydial cervicitis.15 From previous studies, there
were conflicting results on clinical use of increased
PMN counts on Gram stained endocervical smear
as a predictor of chlamydial cervicitis. There was
no standardised cut-off for significant PMN
counts.14,16-20
In our practice, Gram-stained urethral and
endocervical smears are examined for the
number of PMN/HPF. Our service uses a higher
cut-off for the significant number of leukocytes
on Gram-stained endocervical smear than most
previous studies. Our study found that the diagnosis
of NSGI was significantly associated with chlamydial
cervicitis. However, the use of NSGI for the detection
of chlamydial cervicitis had a suboptimal sensitivity
of 69.8% and specificity of 68.0%. It had a low
positive predictive value of 30.3%. This showed that
NSGI had limited utility for prediction of chlamydial
cervicitis in the clinical setting.

Association between clinical signs of
cervicitis and chlamydial cervicitis
Cervicitis is diagnosed by "a purulent or
mucopurulent endocervical exudate visible in the

endocervical canal or on an endocervical swab
specimen and sustained endocervical bleeding
easily induced by gentle passage of a cotton
swab through the cervical os".15 Earlier studies
had inconsistent results on clinically significant
signs of cervicitis in predicting C. trachomatis
infection.11-14,20,21
Our study showed that after adjusting for
confounding factors, cervical erythema and
oedema was independently associated with
chlamydial cervicitis. However, cervical
erythema and oedema was not an objective finding
and was observer-dependent. From earlier studies

Figure 2. Participants diagnosed NSGI and/or
chlamydial cervicitis (n=224). Circles represent
fulfillment of criteria: NSGI: ≥30 PMN/HPF in
endocervical smear or 15-29 PMN/HPF in cervical
smear with symptom of abnormal discharge and risk
factors; CT: Endocervical swab NAAT positive for
C. trachomatis.

Table 5. Sensitivity, specificity, PPV, NPV and likelihood ratio of NSGI for detection of chlamydial cervicitis
C. trachomatis NAAT
NSGI

Positive

Negative

Sensitivity (%)

Specificity (%)

PPV (%)

60

138

69.8

68.0

30.3

†

Positive likelihood ratio

‡

Negative likelihood ratio

NPV (%) LR+† LR-‡
91.8

2.18

0.44

Polymorphonuclear cell counts and chlamydial cervicitis

and our study, we concluded that clinical signs of
cervicitis were non-specific findings with many
different causes.

Risk factors associated with chlamydial
cervicitis
Our study had identified several risk factors
associated with chlamydial cervicitis. In
accordance with previous studies,22-24 this study
demonstrated that age ≤24 years old was
significantly associated with chlamydial
cervicitis. Several international guidelines
suggested all sexually active women younger
than 25 years of age as well as older women at
risk for chlamydia should be offered chlamydia
screening annually.15,25-27
In keeping with previous studies, 28 a large
proportion (57.1%) of our C. trachomatis positive
cases were asymptomatic. This finding raised
the awareness of launching a comprehensive
screening programme in high risk group. With
our finding that C. trachomatis infection is prevalent
among young women attending STI clinics in Hong
Kong, further studies are needed to evaluate
whether a selective screening program that target
asymptomatic young women is justified in local
population.
This study revealed that CT contact was
independently associated with chlamydial
cervicitis. This was supported by previous study
that nearly 70% of male partners of women with
chlamydial infection were also infected.15

Clinical relevance
Practically, for timely treatment and prevention
of further transmission, clinical and microscopic
criteria are used to predict infection before
diagnostic test results are available. Unlike
urethritis in male patients, there is a lack of
objective criteria for cervicitis for female patients.
Previous studies have evaluated different clinical
and microscopic criteria of cervicitis, but the
overall agreement of these indicators has been
inconsistent.
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Our study showed that the use of NSGI for
detection of chlamydial cervicitis had a low
positive predictive value of 30.3% and positive
likelihood ratio 2.18. This showed that NSGI was
of limited clinical utility for the presumptive
diagnosis of chlamydial cervicitis. This might be
beneficial for patients who could not return for
treatment when the final diagnostic test result is
available. Moreover, though the sensitivity of the
Cobas 4800 CT/NG test for endocervical swabs
for detection of C. trachomatis is high (92.093.8%), a small number of patients may still have
a false-negative result. Another advantage of using
NSGI as a presumptive diagnosis is for earlier
partner referral and epidemiological treatment. On
the other hand, this may lead to anxiety and stress
in patients who resent being labelled as having a
sexually transmitted infection.
From our study result, absence of NSGI had a
negative predictive value of 91.8% for chlamydial
cervicitis. A case not fulfilling the criteria of NSGI
indicated that cervicitis was much less likely.
Patients not diagnosed NSGI should wait for
NAAT result rather than have presumptive
treatment.
The present study showed that although NSGI
was independently associated with chlamydial
cervicitis, it had a low positive predictive value.
Of the 198 patients diagnosed NSGI (with
N. gonorrhoeae and T. vaginalis excluded), 138 of
them tested negative for C. trachomatis. This
indicates that there were other causes of cervicitis
apart from the routinely-tested pathogens
(C. trachomatis, N. gonorrhoeae and T. vaginalis).
These include M. genitalium (MG) and
U. urealyticum (UU) as well as non-infective causes
of NSGI.
There was increasing evidence showing MG as
a cause of cervicitis. In women with clinical cervicitis,
prevalence of MG varies from 6.3% to 28.6% in
different studies.15,29-31 Further prospective studies
are necessary to determine its causal relationship.
The pathological role of UU in cervicitis is still

¡
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controversial and routine screening is not
recommended.32,33 Based on result of the present
study and previous studies, we need to consider
other infective causes of cervicitis especially MG. It
would be beneficial to patients if we need could
liaise with our laboratory for testing of MG.

chlamydial cervicitis. There was a lack of objective
criteria for cervicitis and definitions varied in previous
studies. With a low positive predictive value, the
diagnosis of NSGI had limited utility for prediction
of chlamydial cervicitis in the clinical setting.

Our study has identified several risk factors
associated with chlamydial cervicitis.
Identification of risk factors can help future
health education, which is an important part in
prevention of sexually transmitted disease.
Health education is an important in preventing
re-infection. Proving that CT contact as a
predictive factor for C. trachomatis infection is not
only important for more timely treatment, but also
for counselling on partner referral and practice of
safe sex.
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Review Article
A review of oral treatments for melasma

SYT Tan

and DCW Aw

This article aims to evaluate current literature reporting on the efficacy and safety of oral agents in
melasma management. An electronic search of publications via PUBMED database was conducted.
The search only included clinical trials in the English language until 1 November 2019. This review is
limited by small number of high-quality prospective studies each with small patient numbers. Significant
heterogeneity in study design concerning study duration, concurrent treatments and outcome measures
was present. Irrespective of melasma duration, oral tranexamic acid 500 mg daily appears to
be a safe and effective treatment either as monotherapy or as an adjunct treatment.
PUBMED
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11

1
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Introduction
Melasma, also known as chloasma, is a
commonly acquired hypermelanosis usually
involving the face. The prevalence of melasma
University of T
asmania, Hobart Clinical School, Level
Tasmania,
3, 43 Collins Street, Hobart, TAS 7000, Australia
SYT Tan, MBBS Candidate
Sengkang General Hospital, 110 Sengkang East
Way, SG 544886, Singapore
DCW Aw, MMed Int Med, FRCP(Edin), GDA(Sing)
Correspondence to: Prof. DCW Aw
Level 9 Department of General Medicine, Sengkang General
Hospital, 110 Sengkang East Way, SG 544886, Singapore

is approximately 1% in the general population
and 9-50% in those with an increased risk for
developing the condition.1 Familial
predisposition, ethnicity, darker skin types,
pregnancy and varying levels of UV exposure
are contributing aetiological factors.2
Melasma is a chronic cosmetic disease with a
high impact on quality of life. 3 Treatment
modalities are multiple, can be complex and
are constantly evolving to cater to the unmet
needs of patients worldwide.1 Current available
treatments for melasma include topical agents,
oral medications, device-based and a
combination of treatment methods targeting
various phases of its pathogenic process such
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as inflammation, vascularity, photodamage and
melanin production and transfer.1 It has been widely
recommended that the management of melasma
take a multifaceted approach, with first-line
treatments comprising UV protection and topical
whitening agents.4,5
For half a century now, hydroquinone has been the
gold standard in topical agents for the treatment of
hyperpigmentary conditions including melasma,
backed by robust data proving its efficacy and
safety. 6,7 Other topical lightening agents for
melasma include azelaic acid, kojic acid, ascorbic
acid, retinoids, corticosteroids, niacinamide,
liquorice, undecylenoyl phenylalanine, 4-Nbutylresorcinol, soybean, arbutin, glucosamine and
mequinol.8 Chemical peels with glycolic acid,
Jessner's solution and retinoic acid are common
adjuvant therapies but can occasionally result in
rebound melasma or post-inflammatory
hyperpigmentation (PIH) especially in dark-skinned
individuals. In patients with refractory melasma,
laser and light therapies are becoming increasingly
popular third-line treatment options but suffer similar
pigmentary risks as chemical peels. Commonly used
device-based therapies for melasma include intense
pulsed light (IPL), Q-switched lasers, pico lasers, nonablative and ablative lasers.9 Recent years have seen
a surging interest in the use of oral agents for
melasma. Lauded for convenience, efficacy and safety,
such agents include tranexamic acid, Polypodium
leucotomos extract and various flavonoids.
Tranexamic acid, which was initially found to
inhibit bleeding, was later discovered that
through the inhibition of the plasmin/
plasminogen pathway, firstly it was able to block
the melanocyte-keratinocyte interaction, which
in turn inhibited epidermal melanocyte
tyrosinase activity; and secondly it decreased
the production of inflammatory mediators which
stimulate melanocyte activity.10 Tranexamic acid
has also been shown to decrease pigmentation
caused by UV radiation through blocking UVinduced plasmin activity and arachidonic acid
production. 11 Furthermore, tranexamic acid
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interferes with mast cell activity, which is involved in
the degradation of type IV collagen and basement
membrane components.12,13 Lastly, tranexamic acid
s t o p s f i b r o b l a s t g r o w t h f a c t o r- i n d u c e d
neovascularisation. 14 Polypodium Leucotomos
extract, when administered orally is known to reduce
UV-induced pigmentation through its antioxidant
and photoprotective properties.15,16 Flavonoids, due
to their structure, interact with the copper ions of
the tyrosinase active site to inhibit the functional
capacity of the enzyme.17,18
We aim to review and update on these oral
agents for melasma.

Methodology
A search via PUBMED database was conducted
for articles written in the English language until
1 November 2019, with the medical subject
headings of "melasma", "chloasma" and "oral
treatment". The search only included clinical
trials. All papers identified in the PUBMED search
were reviewed, and bibliographies were handsearched for more papers.

Results
Forty-five articles were identified, with twentynine papers excluded as they either did not
include oral treatments for melasma, or they
were irrelevant to the topic of interest. Sixteen
manuscripts were reviewed in this paper. The
overwhelming preponderance of data was on
the use of oral tranexamic acid for melasma and
it is summarised in Table 1. Table 2 summarises
other oral agents that have been used in
melasma. Results in Tables 1 and 2 report only
objective results, with subjective results excluded.
Concurrent therapies, adverse reactions and side
effects have also been excluded from the tables.
Various scoring systems were used to assess
melasma in the studies.
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Table 1. Tranexamic acid (TXA) as oral agent for melasma
S tudy (First
author, year)

Study design
& duration

Dose

Study outcome

Karn et al.
2012.23

6-month prospective,
250 mg
interventional RCT (treatment
BD
for 3 months, then 4-weekly
reviews for 3 more months)

MASI With TXA: Baseline: 11.08±2.91 8 weeks:
8.95±2.08 (19.2% reduction) 12 weeks: 7.84±2.44
(29.2% reduction) Without TXA: Baseline: 11.60±
3.40 8 weeks: 9.9±2.61(14.7% reduction)
12 weeks: 9.26±3(20.2% reduction)

Wu et al.
2012.24

12-month cohort study
(treatment for 6 months then
follow-up for 6/12)

250 mg
BD

Assessor & patient ratings at 6 months Excellent: 10.8%
Good: 54% Fair: 31.3% Poor: 4.1%
12 months: 9.5% recurrence of varying degrees

Cho et al.
2013.25

8-month retrospective
review of medical records

500 mg
OD

mMASI With TXA: Baseline: 11.33±7.07 8 months:
6.21±5.04 Decrease: 43.8% ± 22.1%; Baseline & 2-3
weeks after IPL treatment: Decrease: 30.1% ± 21.1%
Without TXA: Baseline:11.70±6.72 8 months: 8.93±
5.89 Decrease: 23.6% ± 22.1%; Baseline & 2-3 weeks
after IPL treatment: Decrease: 13.6% ±14.3%

Na et al.
2013.26

8-week prospective
open-label study

250 mg
TDS

Melanin Index Lesional skin Baseline: 191.48;
4 weeks: 186.14 8 weeks: 184.82; Perilesional skin
Baseline: 120.30; 4 weeks: 126.24 8 weeks: 129.70
Erythema Index Lesional skin Baseline:
272.15; 8 weeks: 255.00 Perilesional skin Baseline:
216.64; 8 weeks: 231.14

Shin et al.
2013.27

8-week prospective RCT

750 mg
OD

mMASI (intention-to-treat analysis) With TXA 8 weeks:
2.9 score decrease (8.0±4.3-5.1±3.3); 4 weeks post
treatment: 38.1±22.1% reduction Without TXA
8 weeks: 1.9 score decrease (7.9±3.9-6.0 ±3.2);
4 weeks post treatment: 21.9±18.5% reduction
Melanin Index at 8 weeks (intention-to-treat analysis)
With TXA 166.5±49.6-157.5±56.9 decrease
Without TXA 163.1±44.6-158.1±28.7 decrease

Aamir et al.
2014.28

Li et al.
2014.29

Lee et al.
2016.30

12-month prospective,
250 mg
interventional cross-sectional
BD
study (6 months treatment then
months follow-up)
16-week prospective,
open-label study

Recurrence of any variant at 12 months
87% no recurrence, 12% recurrence

2 tabs
V Value (undefined by authors) Baseline: (7.16±0.42)/
TDS
(6.21±0.54); 4 weeks: (7.44±0.32)/(6.77±0.37);
(dose unspecified) 8 weeks: (7.47±0.24)/(6.79±0.31) ;12 weeks: (7.60±0.22)
0.22)/(7.01±0.28); 16 weeks: (7.67±0.28)/(7.10±0.36)
V Value difference from baseline 4 weeks:
(0.29±0.40)/(0.55±0.50); 8 weeks: (0.30±0.39)/
(0.56±0.47); 12 weeks: (0.45±0.36)/(0.82±0.51);
16 weeks: (0.49±0.41)/(0.86±0.57)

54-month retrospective
review of medical records

250 mg
BD

Degree of Improvement Worsened: 0.4%;
Unchanged: 10.0%; Improved: 89.7%; Initial time to
response was 2 months and the median duration of
treatment was 4 months. 27.2% relapse rate.
(continued on page 65)
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Table 1. Tranexamic acid (TXA) as oral agent for melasma (cont'd)
Study (First
author, year)

Study design
& duration

Dose

Study outcome

Lajevardi et al.
6-month parallel-group,
250 mg
2017.31
double-blind, RCT (3 months
TDS
treatment followed by
3 months follow-up)

MASI With TXA: Baseline:14.4±8.4; 1 month: 35%
reduction from baseline; 3 months: 51% reduction
from baseline; 6 months: relapse rate of 30%
Without TXA: Baseline: 10.7±6.2; 1 month: 21%
reduction from baseline; 3 months: 33% reduction from
baseline; 6 months: relapse rate of 26%

Sharma et al.
2017.32

250 mg
BD

MASI With oral TXA: Baseline: 12.25±4.44; Week 4:
21.29±17.24% reduction; Week 8: 53.32±16.50%
reduction; Week 12: 77.96±9.39% reduction
With intradermal TXA: Baseline: 11.29±6.07;
Week 4: 18.27±15.34% reduction; Week 8: 51.32±
17.20% reduction; Week 12: 79.00±9.64% reduction

250 mg
BD

mMASI With TXA 3 months: 49% reduction - Moderate
melasma: 45% reduction; Severe melasma: 51%
reduction 6 months: 26% reduction - Moderate
melasma: 32% reduction; Severe melasma: 21% reduction
With placebo 3 months:18% reduction Moderate melasma: 16% reduction; Severe melasma:
19% reduction 6 months: 19% reduction - Moderate
melasma: 13% reduction; Severe melasma: 24% reduction
Melanin Index (MI) Baseline to 12 weeks: Greater
reduction in Group TXA; 24 weeks: Lower scores than
baseline in both groups

6-month prospective,
250 mg
randomised, open label study
BD
(treatment for 3 months followed
by follow-up for 3 months)

MASI With oral TXA Baseline: 7.48±3.73; 6 months:
3.18±1.93% improved: 57.48; % of patients with
worsening of lesions at the 6-month follow-up from
baseline: 6.25 With intralesional TXA Baseline:
4.11±2.69; 6 months: 2.32±2.56% improved: 43.55;
% of patients with worsening of lesions at the 6-month
follow-up from baseline: 9.37
% Grading of Treatment Response With oral TXA
>50% improvement: All patients (100%); >75%
improvement: 8 patients (25%)
With intralesional TXA >50% improvement: 17
patients (53%) >75% improvement: 3 patients (9%)

12-week prospective
RCT

Del Rosario et al. 6-month prospective RCT
(intervention for 3 months,
2018.33
then off intervention
for 3 months)

Khurana et al.
2019.34
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Table 2. Other oral agents for melasma
Study (First
author, year)

Dose

Study outcome

1-month prospective
cohort study

25 mg of
Pycnogenol
(French
maritime pine
bark) TDS

Melasma area (mm2)
Baseline: 68.65±44.06; Day 30: 42.79±35.59;
Decrease: 25.8±20.39
Pigmentary intensity (unit)
Baseline: 2.10±0.71; Day 30: 1.63±0.61; Decrease:
0.47±0.51
3-point semi-quantitative scale (melasma area &
pigmentary intensity collectively)
2: markedly improved (23.33%); 1: effective (56.67%);
0: ineffective (20.00%)

1-year prospective
open design study

67 mg of GSE
(54 mg of
proanthocyanidin) TDS.
There was a
mandatory onemonth break midway in the study.
SE = Grapeseed extract

Handog et al.
2009.35

8-week prospective
RCT comparing oral
procyanidin with
vitamins A, C, E
versus placebo

24 mg
procyanidin,
6 mg of Vit
A precursor,
60 mg Vit C,
and 15 IU of
Vit E. BD.

Ahmed et al.
2013.38

12-week prospective
RCT comparing
Polypodium leucotomos
extract versus placebo

240 mg
TDS

Ni et al.
2002.36

Yamakoshi et al.
2004.37

Study design
& duration

L (lightening) value of melasma using reflectance
spectrophotometer (measured monthly)
Baseline: 57.84±2.48; 6 months: 59.25±2.31;
12 months: 58.70±2.52
MI (calculated monthly)
Baseline: 0.025±0.005; 6 months: 0.019±0.004;
12 months: 0.021±0.005
Size (length & width) using electronic callipers
(measured monthly)
Baseline: L 4.42±0.82 mm W 4.44±0.93 mm;
6 months: L 4.10±0.71 mm W4.07±0.77 mm;
12 months: L 4.26±0.6 mm W 4.17±0.78 mm
MI
Measured at baseline, week 4 and week 8. Decreased
significantly across all with procyanidin group
participants at weeks 4 and 8. Exact figures unspecified.
MASI
Measured at baseline, week 4 and week 8. Decreased
significantly in both groups. Exact figures unspecified.
Melanin Index
With Polypodium leucotomos extract
Baseline: 43; Week 6: 35; Week 12: 30.62 (28.8%
improvement from baseline)
With Placebo
Baseline: 53; Week 6: 47.5; Week 12: 45.68 (13.8%
improvement from baseline)
MASI
With Polypodium leucotomos extract
Baseline: 14.4; Week 6: 11.0; Week 12: 11.0
With Placebo
Baseline: 13.2; Week 6: 10.8; Week 12: 10.2
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The Melasma Area and Severity Index (MASI) scoring
system, as developed by Kimbrough-Green et al,
is the most common outcome measure adopted in
clinical trials.19 This tool accounts for subjective
evaluations of four regions of the face: forehead
(30%), right malar region (30%), left malar region
(30%) and chin (10%), and considers aspects of
area of involvement (A), darkness (D) and
homogeneity (H). The area of involvement in each
of the four regions is given a score from 0 to 6
(0= no involvement; 1=<10%; 2=10%-29%;
3= 30%-49%; 4=50%-69%; 5=70%-89%; and
6=90%-100%), whilst darkness and homogeneity
are both scored from 0 to 4 (0=absent; 1=slight;
2=mild; 3=marked; and 4=maximum) for each
corresponding region. The MASI score, ranging
from 0 to 48, is then calculated using the following
algorithm: [0.3(D+H)]A(forehead) + [0.3(D+H)]A(left malar)
+ [0.3(D+H)A(right malar) + [0.10(D+H)]A(chin).20
The MASI scoring system was assessed for its
reliability and validity by Pandya et al and revealed
difficulties in assessing individual components of the
algorithm, particularly in homogeneity and the chin.
As part of the validation process of MASI using
ANOVA models, Pandya et al proposed the mMASI
scoring system with the exclusion of the
homogeneity component to produce a more
consistent scoring system. Evaluation of the chin
was retained as it is essential to assessment of
the face and with only 10% representation of the
total score, it was deemed to cause little change
to the score. The mMASI score ranging from
0 to 24, was proposed to be calculated as follows:
[0.3D]A(forehead) + [0.3D]A(left malar) + [0.3D)A(right malar)
+ [0.10D]A(chin).20
A narrow-band reflectance spectrophotometer
is used to measure the Melanin Index (MI) and
Erythema Index (EI). The spectrophotometer
reflects light onto the subjects' skin and a RedGreen-Blue sensor assesses the intensities of each
light reflected back, which is then used to calculate
the MI and EI scores as follows:21
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Studies in this paper that adopted the MI and EI
outcome measurements used either the
Mexameter® or the Minolta CM-2600d
spectrophotometers.
Lightening (L*) value, which assesses the skin's
darkness (0) or lightness value (100) was
adopted in one study using the Minolta CM2600d spectrophotometer.

Discussion
This review included twelve studies (ten
prospective, two retrospective) on oral TXA
comprising of 1380 participants.23-34 The largest
pool of 561 participants came from a
retrospective review by Lee et al.30 Participants
were mainly Asians, but also included cases of
Hispanic and Middle Eastern ethnicity. A few
studies examined the characteristics of the
melasma in subjects;23,28,32,34,35 not unexpectedly,
the predominant pattern was epidermal
followed by mixed and then dermal.
Supplementation of 500 mg oral TXA to
mainstream therapies such as hydroquinone,
intense pulsed light and Q-switched Nd:YAG
laser doubled the effectiveness in treating
melasma, as suggested in one retrospective
study and two prospective randomised
controlled trials. Notwithstanding the disparity
in daily dosages adopted (three studies looked
at 750 mg while nine looked at 500 mg), all
papers reported significant improvements from
baseline across all outcome measures. The
longest duration of oral tranexamic acid was
studied by Aamir. 28 Adverse effects were
uncommon but the most frequently reported were
menstrual (irregularities were observed in no higher
than 18.2% of subjects in any paper) and
gastrointestinal disturbances (highest observed
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incidence was 22.7% in a 6-month prospective
open-label study).33 We try to ascertain the lowest
effective dose by comparisons within individual
outcome measures.
Four studies reported with the MASI scoring
system.31-34 Comparison between efficacy outcomes
at the third month were conflicting over the two
doses.23,31,32 At six months, participants on 750 mg/
day demonstrated a greater relapse rate than those
on 500 mg/day, perhaps contributed by Fitzpatrick
skin type, melasma duration and distribution
(relapse rates of 30% and 6.25% respectively).31,34
It is important to note that the former study was
double-blinded whereas the latter was open-label.
Interestingly, two studies that compared oral and
intralesional tranexamic acid demonstrated
superiority in MASI improvements at weeks 4, 8 and
24 with oral treatment.32,34
Three studies used the mMASI scoring system.25,27,33
Score reductions were 2.9 at two months with
750 mg/day,27 and 5.12 at eight months,25 and
4.2 at three months with 500 mg/day.33 As studies
looked at different timeframes from baseline, it
was difficult to decisively conclude on the more
efficacious dosage. Three studies reported with
the MI scoring system.26,27,33 At the two-month
mark, MI scores reduced by 6.66, 26 and 9
(p=0.23) 27with 750 mg/day. The 500 mg/d group
saw greater MI score reductions than placebo
although values were unspecified.33
Five studies reported mean melasma duration,
with four reporting ranges between three and
six years and one study reporting a duration of
13 years. Participants demonstrated significant
improvements at 3 and 6 months, suggesting
that a longer melasma duration did not have
any impeding effect on drug efficacy.
Four studies investigating non-TXA oral agents
( Po l y p o d i u m l e u c o t o m o s e x t r a c t , t h e
proanthocyanidins family including the French
maritime pine bark and Vitamins A, C and E)
were identified.35-38 The efficacy of the oral agents

was assessed by looking at outcome measures such
as MASI, MI and melasma area, pigmentary
intensity and L values; clinical evaluations and
patient self-assessments. Only two were placebo
controlled. Although an overall trend towards
improvement with active intervention was observed,
patient self-assessments in the controlled studies
failed to report significant improvements. In the
three studies on proanthocyanidins family, dosages
and outcome measures adopted varied widely
rendering it difficult to make any meaningful
conclusion on the efficacy of this class of
supplement in treatment of melasma.35-37

Limitations
This review is primarily limited by the small
number of high-quality prospective studies, each
with small patient numbers. Except for the study
by Del Rosario, all the prospective tranexamic
acid studies were not controlled with placebo,
and only included patients without previous
interventions. Indirect head-to-head
comparisons made in the discussion must be
interpreted with a high degree of caution due to
significant heterogeneity of study designs. Wide
variations were noted in study duration and
outcome measures. Data on concurrent
treatments suffered from lack of clarity in dosing
regimens and consistency in dosing. Caucasians
and Afro-Caribbeans were excluded from all
studies. Therapeutic compliance to
interventional and adjuvant therapies was not
evaluated in any study.

Conclusion
Oral tranexamic acid at 500 mg/day is shown
in this review to be a safe and effective treatment
for melasma. As the therapy has been shown to be
highly promising, large-scale multicentre doubleblind placebo-controlled studies on oral tranexamic
acid for melasma in all ethnicities using validated
objective (mMASI) and patient-centred (MelasQOL)

A review of oral treatments for melasma

scoring systems, preferably with long-term (beyond
six months) extension studies on the safety and
maintenance of efficacy of oral tranexamic acid
should be considered.
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Views and Practice
Radiofrequency electrosurgery in the treatment of rhinophyma
SA Ornek, U Kiziltac, E Kocaturk

Introduction

Case illustration

Rhinophyma is a form of acne rosacea that
causes a lobular and bulbous appearance of
the nose due to sebaceous gland and connective
tissue hyperplasia, although the underlying bony
and cartilaginous structures remain intact.1 It is
a significant cosmetic problem that causes
progressive deformity of the nose, affecting
patients psychosocially. Medical treatments are
usually ineffective in late stage rhinophyma and
many different techniques have been used to
reduce excessive tissue such as dermabrasion,
liquid nitrogen, laser ablation, surgical excision,
and radiofrequency.2,3 The most commonly used
method is surgical excision, but this is associated
with problems of excessive bleeding and
difficulty in evaluating the depth of excision. 1
Reduction of bleeding without damaging the
underlying tissue with coagulation makes
radiofrequency a viable option for reshaping the
nose. Reepithelialisation after the procedure
occurs rapidly through the epithelium in the
hypertrophic sebaceous glands.4

A 45-year-old male patient with late stage
rhinophyma, who had diffuse exophytic growth
in the lower two thirds of the nose which had
not responded to previous medical treatments,
was treated with radiofrequency electrosurgery
(model: Elmann surgitron leofarma) (Figures 1a, 2a,
3a). Neural block anaesthesia was performed
with 2% lidocaine to the infratrochlear,
infraorbitalis and external nasal nerves before the
procedure. The radiofrequency electrosurgical unit
was used at 40 W in cut/coagulation mode.
Hypertrophic tissue was peeled in thin layers with
wire loop electrode in cut mode, paying attention
to nasal symmetry and protection of sebaceous
unit, and the nose was reshaped. Haemostasis
was achieved using the device in coagulation
mode. After the procedure, topical mupirocin
ointment was applied to the operation area. The
patient was reviewed on postoperative days 1,
2, 3, 7, 14, 28 and at two and three months.
The patient's progress was documented before
and after the procedure and subsquent followup visits. Reepithelisation was seen at day 14
after the operation. On day 28, erythema was
minimal and the wound had healed. Possible
complications such as infection, hyperpigmentation,
and scar formation were not observed after
the procedure (Figures 1b, 2b, 3b). After
reepithelialisation, broad-spectrum sunscreens
were recommended to avoid postinflammatory
hyperpigmentation. A good cosmetic outcome
was obtained in terms of the nose size,
symmetry and skin colour at two months postoperatively.
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Figure 1. (a) Clinical appearance of diffuse exophytic growth in the lower two-thirds of the nose; (b) Clinical
appearance of day 28 post-op (front side).

Figure 2. (a) Clinical appearance of diffuse exophytic growth in the lower two-thirds of the nose; (b) Clinical
appearance of day 28 post-op (left side).

Treatment of rhinophyma with radiofrequency
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Figure 3. (a) Clinical appearance of diffuse exophytic growth in the lower 2/3 of the nose; (b) Clinical
appearance of postoperative 28th day (right side).

Discussion
The aim of surgical approach in the treatment of
rhinophyma is to achieve a cosmetically acceptable
result by removing hypertrophic tissue.
Radiofrequency generates heat via an alternating
current, with a low-voltage constant oscillating
current in the cutting mode and a damped wave
current in the coagulating mode, allowing the
removal of tissue with minimal thermal damage.1
However, obtaining a good result with this technique
requires experience as the electrical exposure time
will increase heat generation and tissue damage.
In particular, the tip of the nose and alar regions
are high-risk areas due to the close proximity of the
dermis to the cartilaginous tissue.2 For this reason,
the peeling process should be kept short (5-10 mm/
sec).5
In addition, the stem cells that replenish the
regenerating epithelium are located in the deeper

dermal tissue. In order to achieve good healing and
to avoid necrosis of the treated area and unwanted
scar tissue, preservation of this area and avoiding
excessive tissue removal are key factors.6 Wire loop
electrode is preferred as the tissue is peeled in thin
layers to achieve a good outcome.7
Postoperative wound care is another important
issue for a successful outcome. After the
procedure, a moist wound bed should be
maintained to maximise reepithelialisation. Full
reepithelialisation usually occurs in four weeks
after radiofrequency. During this critical healing
period, patients should be encouraged to apply
a topical antibiotic ointment and gently rinse
the wound several times per day with water.8
Moreover, patients should be advised to avoid sun
exposure and apply a broad spectrum sunscreen
after reepithelialisation to reduce the risk of
persistant erythema and postinflammatory
hyperpigmentation.9
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Conclusion
Radiofrequency electrosurgical technique is a lowcost treatment that can be performed with local
anaesthesia in the clinic setting and allows the
control of bleeding. It is preferred in the
treatment of rhinophyma as there is minimal
pain, rapid reepithelisation after the procedure
and good cosmetic results.
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Case Report
Co-existence of erythema elevatum diutinum and pyoderma
gangrenosum: a case report

M Özaslan, B Erdo an, M Ylmaz, A Kavak, D Sakz

Neutrophilic dermatoses (ND) are a group of diseases with similar clinicopathologies. However, the
coexistence of erythema elevatum diutinum (EED) and pyoderma gangrenosum (PG) in the same
patient is uncommon. In this paper, we present a patient who developed two types of ND, first EED and
then PG. Also, we examine the coexistence of ND and its possible causes, atypical clinical features as
well as possible concomitant disease development.

Keywords: Cutaneous, leukocytoclastic, pyoderma gangrenosum, skin diseases, vasculitis

Introduction
Erythema elevatum diutinum (EED), pyoderma
gangrenosum (PG), Sweet's syndrome (SS) and
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subcorneal pustular dermatosis are neutrophilic
dermatoses (ND) with similar clinicopathologies.
Although ND are well-known diseases in
dermatology, the coexistence of EED and PG in the
same patient is uncommon.1-6 We present a patient
with EED and PG and examine the coexistence of
ND and its possible causes, atypical clinical features
and long-term follow-up requirements as well as
possible concomitant disease development.

Case report
A 39-year-old male patient, who was followed up
for arthralgia in the rheumatology clinic, presented
to us for skin lesions. The lesions started three years
ago as painful papules on his inguinal regions, and
similar lesions emerged over time on his extremities,
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gluteal and abdominal region. In addition, the
patient reported the development of a painful and
ulcerated lesion on the anterior aspect of his right
leg over the past 15 days.

(Figure 3b). In the last specimen, histopathological
findings were not indicative of a specific disease
and were evaluated as PG together with clinical
findings.

On examination, there were multiple red, purplish
papules and plaques on his abdominal and gluteal
regions (Figure 1a) and the extensor surfaces of
the extremities. Vesicles and pustules were observed
in the periphery of the crusted plaques on the elbows
(Figure 1b). A well-demarcated ulcerated lesion,
3x5 cm in size, with a solitary, painful, peripheral,
violet-coloured halo was observed on the right
pretibial area (Figure 2).

Laboratory investigations including a complete
blood count, hepatic and renal function, peripheral
blood smear, anti-nuclear antibody, an antiextractable nuclear antigens profile, antineutrophil
cytoplasmic antibodies, rheumatoid factor, HLAB27, serum protein electrophoresis, hepatitis
markers and the anti-human immunodeficiency
virus (HIV) antibody test were normal or negative.
The wound swab culture from the ulcer on the
pretibial area of right leg was negative. Chest
radiography was normal. There were no signs of
inflammatory bowel disease on colonoscopy. The
eye examination was normal. Malignancy screening
tests by age and gender were negative.

Histopathological examination of a purplish red
plaque on the gluteal region and pustular lesions
on the elbow revealed leukocytoclastic vasculitis
(LCV) accompanied by dense dermal neutrophilic
infiltration, erythrocyte extravasation, mild nuclear
debris, vascular proliferation, oedema in the
endothelial walls and fibrin accumulation (Figure
3a). The patient was diagnosed with early EED
histopathologically and clinically. Histopathological
examination of the ulcerated lesion on the right
pretibial area revealed focal erosion on the
epidermis, subepidermal fibrin accumulation,
dermal necrosis accompanied by neutrophils,
lymphocyte and histiocyte infiltration, vascular
proliferation, mild nuclear debris and perivascular
lymphocyte infiltration in the subcutaneous tissue

(a)

Dapsone (50 mg daily) and systemic
methylprednisolone (0.5 mg/kg/day) were initiated
concurrently. Dapsone was discontinued on the
third day of treatment due to abdominal pain and
diarrhoea. Topical clobetasol 17-propionate was
started for the ulcerated lesion on the leg. The
dose of systemic methylprednisolone was
gradually reduced within one month, and a
significant clinical response was observed in both
the EED and PG lesions at the end of the first
month of treatment.

(b)

Figure 1. (a) Multiple red, purplish papules and plaques on his gluteal region. (b) Vesicles and pustules in the
periphery of the crusted plaques on the elbow.

Erythema elevatum diutinum and pyoderma gangrenosum

Discussion
The co-existence of LCV and PG has been reported
in the literature, but detailed information about the
clinical type of LCV has not been provided in case
report by Thompson et al.7 In addition, there were
a total of seven cases of the concurrent EED and
PG (Table 1).1-6 Similar to our case, in the reported
cases, EED occurred first. PG emerged before EED
in only one case.6

Figure 2. A well-demarcated ulcerated lesion, 3x5 cm
in size, with a solitary, painful, peripheral, violet-colored
halo on the right pretibial area.

(a)
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It is known that chronic antigenic stimulation triggers
immune complex formation and causes vasculitis
in the pathogenesis of EED.8 It is not clear whether
the arthralgia in our case resulted from this antigenic
stimulus or directly from the disease. Interestingly,
EED occurs before other ND in the reported cases.
Although the role of auto-inflammation and
dysregulation in the innate immune system in the
pathogenesis of ND is emphasised,9 there is no
hypothesis on the order of in which diseases in this
spectrum occur. The role of complement activation
in the pathogenesis of LCV is critical.10 Unlike other
ND, EED, which is one of the subtypes of LCV, a
disease in which immune complexes play an
important role, may trigger other ND by causing
systemic chronic inflammation with systemic
complement activation.
The fact that pustular and bullous types have been
reported for both EED and PG means that it can
be difficult to differentiate between the two
diseases.11,12 There were three different clinical
types of lesions in our patient. Although EED
lesions on the gluteal region and PG lesions on
the right leg (Figures 1b and 2) were clinically
typical, various diseases could be considered in the

(b)

Figure 3. (a) Histopathological examination of EED shows leukocytoclastic vasculitis accompanied by dense dermal
neutrophilic infiltration, erythrocyte extravasation, mild nuclear debris, vascular proliferation, edema in the endothelial
walls and fibrin accumulation (H & E x40). (b) Histopathological examination of PG shows focal erosion on the
epidermis, subepidermal fibrin accumulation, dermal necrosis accompanied by neutrophil, lymphocyte and histiocyte
infiltration, vascular proliferation, mild nuclear debris and perivascular lymphocyte infiltration in the subcutaneous
tissue (H & E x10).
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differential diagnosis for vesiculopustular plaques
on the knee and elbow. A histopathological
examination of the pustules was found to be
consistent with EED. The age of the lesion is
important in the histopathology of EED. It is thought
that epidermal necrosis observed secondary to the
formation of LCV in early lesions may cause vesicle
formation.8 In our case, the presence of typical
nodular lesions as well as vesicular lesions may be
a different sign of the disease.
EED and PG produce similar histopathological
findings. LCV is seen during the early stages of EED,
as in our case. In PG, on the other hand, vasculitis
is not a typical finding and is observed as a
secondary change at the base of the ulcer and its
surroundings. Since there is no specific
histopathological marker for the diagnosis of PG,
this diagnosis should be made by excluding other
diseases based on clinical findings.
It is noteworthy that cases of EED and PG
with concurrent IgA monoclonal gammopathy, SS,

HIV or myelodysplastic syndrome have been
reported. 2-4,6 In addition, IgA gammopathy
developed during the follow-up of a case with
concurrent LCV and PG.7 The mean follow-up
period of the cases is five years (Table 1), and
there is no relationship between the follow-up
periods and the duration of comorbidity. In the
two-year follow-up of our case, no comorbidity
was detected except arthralgia. Nevertheless,
considering the low number of patients reported,
it will be appropriate to perform long-term followup in these patients to assess the possibility of
serious systemic involvement (kidney, bone, eye
or cardiac disease) 3 due to extracutaneous
neutrophilic infiltrates and other accompanying
diseases.
In conclusion, the coexistence of EED and PG is
rare. Similar clinical subtypes, such as vesicular
and pustular types, may exist in both dermatoses.
In such cases, differential diagnosis and
coexistence should be interpreted together with
clinical and histopathological findings. Clinicians

Table 1. Characteristics of EED + PG patients reported in the literature1-6
Age

Gender

Cutaneous lesion
morphology

Associated
conditions

Time to onset
of PG (months)

53

M

Papule, plaque, pustule,
haemorrhagic vesicle

−

24

44

F

Papulovesicle

−

27

M

Plaque

IgA gammopathy

50

F

Papule, nodule, plaque

SS

120

Maksimovic et al.4

53

M

Nodule

HIV

9

Hügel et al.5

37

F

Nodule, plaque, ulcer

−

Vide et al. *

24

M

Nodule, plaque

Arthritis , MDS

Thompson et al. **

51

F

Urticaria, papule,
plaque, vesicle, bullae

IgA gammopathy

Our case

39

M

Papule, plaque, pustule, vesicle

−

Planagumà et al.1
Patient 1
Patient 2
Wayte et al.

2

Caucanas et al.

3

6

7

c

108
a

18

15
120

d
b

48
36

SS: Sweet syndrome
a

Diagnosed at admission; dDiagnosed 7 years after admission; cDiagnosed 3 years after admission; dDiagnosed 8 years

after admission
* First PG, then EED emerged; ** LCV case

Erythema elevatum diutinum and pyoderma gangrenosum

should look out for the possible development of
systemic comorbidities in the presence of two
different ND.
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Case Report
Salvage reconstruction for a case of leiomyoma after delayed
diagnosis for twenty years

YW Tsui

and HC Chen

Correct clinical and histopathological correlation is important for the diagnosis of unusual clinical
conditions. We report on a case of a 47-year-old woman patient who presented with multiple
painful lesions over the right leg which had been treated with repeated steroid injections for over
20 years. Despite treatment, she continued to suffer from chronic pain and insomnia. Skin
biopsy was eventually performed which showed pilar leiomyoma, which was treated with radical
excision, and free flap reconstruction. The postoperative result was satisfactory with no recurrence
at follow-up at one-year. Pilar leiomyoma is differentiated from multiple scars by correlation
between the clinical history, physical examination and histopathology.
47
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Keywords: Connective tissue disorders, delayed diagnosis, surgery

Introduction
Clinicopathological correlation is essential for
the diagnosis of uncommon skin conditions. We
present an unusual case of pilar leiomyoma which
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was misdiagnosed and treated by different
dermatologists as a cluster of scars for over 20 years.
After the diagnosis was confirmed by skin biopsy,
complete excision was done, followed by free flap
reconstruction. There was no recurrence after
surgery.

Case report
A 47-year-old woman presented with multiple
painful skin lesions on the right lower leg, which
persisted despite multiple steroid injections for over

Misdiagnosis of leiomyoma as ordinary scars for 20 years

20 years. On examination, there were multiple
bean-sized, skin-colored nodules over the anterior
and medial sides of the right lower leg. The patient
had been treated with monthly steroid injection
every month for over 20 years. However, more
lesions continued to appear and the pain was not
relieved, which resulted in chronic insomnia.
Excisional biopsy revealed a lesion that was
composed of elongated spindle cells with bluntended nuclei consistent with pilar leiomyoma in the
deep dermis and subcutaneous tissue. There was
no evidence of malignancy. Therefore, she was
referred to our clinic for further surgical intervention
(Figure 1).
During the operation, the area with involvement
by leiomyomata was 14x19 cm 2 . This was
excised down to the fascia and sent for frozen
section. As the histopathological examination
revealed benign lesions, complete excision was
done. This was followed by reconstruction with
a latissimus dorsi free flap as the extensor
digitorum muscles and tibialis anterior muscles
were exposed due to atrophy of subcutaneous
tissue caused by repeated steroid injection. The
remaining defect was covered with split-thickness
skin-graft. After the operation, the patient made
an uneventful recovery with no local recurrences
at one-year of follow-up (Figure 2).
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Discussion
According to the histological classification by the
World Health Organisation, leiomyoma is divided
into three different types: pilar leiomyoma, vascular
leiomyoma and epithelioid leiomyoma. 1 Pilar
leiomyoma is the most common type of leiomyoma,
and arises from the erector pili muscle with
histological expression of desmin (a muscle-specific
protein). Pilar leiomyoma may present as a solitary
tumor or multiple lesions, which are typically a group
of red-brown papules.2 The lesions are often painful,
which may be exacerbated by cold exposure,
pressure or emotional stress.3 With slow growth,
leiomyomata persist for several years before any
treatment is given. Malignant transformation may
rarely occur. Due to the lack of specificity of clinical
and sonographic findings, the diagnosis may only
be made histopathologically.4
Due to its rarity, pilar leiomyoma may not be
included in the differential diagnosis for
subcutaneous lesions, as opposed to keloids
and hypertrophic scars.5 Keloids may develop
years after the initial injury, which can extend
beyond original boundaries and become an
irregular cluster of scars. On the contrary,
hypertrophic scars occur within one to two months
after injury, which generally remain confined to the

Figure 1. Histopathology of pilar leiomyoma (H&E stain x 40 and x 400). The lesion is composed of elongated
spindle cells with blunt-ended nuclei.
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Figure 2. (a) Before surgery, multiple satellite lesions were seen on the right leg; (b) Intra-operatively, the
muscle tendons are exposed after excision of the tumour; (c) After surgery, no recurrence at one-year of
follow-up.

original wound borders.6 In addition, the intensity
and duration of the stimulation will determine the
direction and growth speed of pathological scars.
For instance, the horizontal tension direction on
the anterior chest wall due to the pectoralis major
muscle lead to extension of the scars in a
horizontal direction.7 However, in our patient, the
lesions of pilar leiomyoma spread out in a multiple
satellite pattern, instead of the linear fashion of
scars.
Among the various methods described,
intralesional corticosteroid injection has been
proven to induce the regression of keloid and
hypertrophic scars by reducing collagen synthesis
and fibroblast proliferation. 8 However, skin
atrophy is the most frequent side effect because
it reduces the synthesis and induces degradation
of extracellular matrix proteins in fibroblasts,
which irreversibly leading to skin thinning and
fragility. 9 In our case, the patient had been
treated with monthly triamcinolone acetonide
injections for over 20 years, which resulted in the

exposure of the tendon of muscles after excision
of the tumour due to atrophy of subcutaneous
tissue.

Conclusion
Pilar leiomyoma is a rare benign soft tissue
tumour that should be included in the differential
diagnosis of multiple scar-like lesions that are
unresponsive to repeated steroid injections. To avoid
misdiagnosis and delayed treatment, a skin biopsy
should be performed. Complete surgical excision is
the treatment of choice for pilar leiomyoma, which
can lead to total resolution of the symptoms with a
very low risk of recurrence.
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Position Statement
Hong Kong College of Dermatologists position statements
on COVID-19 vaccination in people with inflammatory skin
disease (26 June 2021)
General comments regarding COVID-19 vaccination
• People with inflammatory skin diseases may have disturbed immune systems due to their illnesses
or medication. There is no evidence to show that they are more liable to acquire SARS-CoV-2.
However, there is emerging data to show that individual person due to his/her underlying disease
severity, immunomodulating therapy and/or comorbidities is more susceptible to develop more
severe COVID-19.
• Hong Kong College of Dermatologists (HKCD) acknowledges the current global and local status of
the COVID-19 epidemic and its impact on the physical, psychological and social well-being of
people including those with skin disease no matter whether or not they are on treatment, and so
supports the local Centre for Health Protection recommendations on COVID-19 vaccination for
the local population.
• In general, patients with inflammatory skin disease should be encouraged to receive COVID-19
vaccination, as the benefit from protection exceeds the risk of adverse reactions to vaccination.
Though people on immunomodulating drug treatment may mount less robust immune responses
to the COVID-19 vaccine, evidence to date suggests that most individuals on biologic or conventional
immunomodulating treatment can be successfully immunized with no increased incidence of adverse
effects.
• It is preferable to give the vaccination when the disease is under stable control.
• There is no absolute contraindication for vaccination in people with inflammatory skin diseases.
People taking immunomodulating agents including but not limited to prednisolone, methotrexate,
ciclosporin and biologics can receive the mRNA vaccine that has been approved in Hong Kong.
Despite the manufacturer of the locally available inactivated vaccine stating in its insert that
precaution is required for use in people with impaired immune function, it also recommends that
vaccination of this product should be based on individual considerations. We therefore recommend
people with skin diseases receiving immunomodulating agents to discuss with their attending
dermatologists the suitability and appropriate timing of vaccination.
• Routine allergy tests including skin prick test is not indicated for people with eczema, chronic
spontaneous urticaria or those who report having an exacerbation of their inflammatory skin diseases
after eating certain food. Besides, due to issues related to standardization, validity and so
interpretation, skin prick test should only be conducted by doctors who have relevant training.*

Position Statement
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• People with chronic inflammatory skin diseases and other coexisting medical conditions should
follow the precautions and guidelines issued by the Centre for Health Protection accordingly. They
should discuss with their attending doctors for the choice and best timing of vaccination.
• To date, globally more than 1.7 billion people have had at least one dose of COVID-19 vaccine
and there has not yet been any safety signal of concern linked to people with a particular
inflammatory skin disease. There is no evidence that COVID-19 vaccines worsen common
inflammatory skin diseases including eczema, psoriasis and chronic spontaneous urticaria, and so
not substantiating any cause of concern to delay vaccination.
• As part of the local COVID-19 vaccination programme, pharmacovigilance programmes monitoring
the safety of the vaccines involved have been enhanced and put in place. To date, there has been
no specific safety signal identified concerning any particular dermatological disease in addition to
what has been published.
• Should any vaccine recipient have any safety concerns, he/she should inform his/her attending
doctor. Should any doctor encounter any patient with a suspected adverse clinical event following
vaccination, he/she should report it formally to the Drug Office of the Department of Health.
• People with skin diseases should continue to follow the most current guidance and precautions
issued by the Centre for Health Protection to protect themselves against COVID-19 even after
vaccination.
*Supplementary information after 26 June 2021: as up to 30 June 2021, there were 4 cases of
anaphylaxis, reporting rate = 0.0001% [0.11 cases per 100,000 doses administered] and 2 cases of
anaphylactoid reactions, reporting rate = 0.00005% [0.05 cases per 100,000 doses administered]
in Hong Kong. We recognize that some people may be at higher risk of COVID-19 associated allergy
reactions including those with 1) suspected allergy reaction to prior COVID-19 vaccination (practically
means after the first dose); 2) history of anaphylaxis or at risk of anaphylaxis (mere skin rash including
urticarial without respiratory distress or circulatory involvement is unlikely to be anaphylaxis); 3) history
of severe immediate-type allergy reactions to multiple foods or more than one class of drugs (here
refers to severe immediate type allergy reaction, not just erythema or itchiness). In such a circumstance,
referral to relevant specialist in immunology and allergy for assessment should be considered.
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New advancement in clinical
assessment for atopic dermatitis
Speaker: YH Huang
Chang Gung University Taoyuan, Taiwan

Patients with atopic dermatitis (AD) experience
a multi-dimensional disease burden and have
a lower quality of life. Inadequate disease
control which is a challenge to the patient, their
family, and their healthcare providers. The
traditional scoring system for AD focuses only
on certain aspects of eczema control, such as
the quality of life, long-term eczema control,
clinician-reported signs or patient-reported
symptoms. The new ADCT (Atopic Dermatitis
Control Tool) scoring system, however, is a new
scientifically-validated tool for comprehensive
assessment specifically of AD control.
ADCT includes six brief and easily
understandable questions addressing the
multi-dimensional burden for patient selfassessment of AD control over the preceding
week. Each question is scored 0-4 and the sum

of the scores from all 6 questions forms the
ADCT total score. The minimum score is 0, the
maximum score is 24. A higher score indicates
lower AD control. A patient's AD may not be
under control if a. their total score is 7 points
or more b. one answer falls in a blue box (high
score zone) or c. total score increases by 5
points or more. Patients may record their
ADCT scores over time to facilitate meaningful
patient-physician discussion on disease
control, enable improvements in clinical
monitoring and the identification of patients
requiring treatment modification.
ADCT is now available through a dedicated
website (www.adcontroltool.com).

Learning points:
ADCT is designed to comprehensively
assess multidimensional atopic dermatitis
control in a standardised way. The six brief
questions of ADCT are simple to complete
and enable patients to self-assess atopic
dermatitis control. ADCT can be used to
initiate communication between the patient
and the dermatologist on long-term atopic
dermatitis control, improve clinical
monitoring and identify patients requiring
treatment modification.
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Dermato-venereological Quiz
THB Chan

and MTM Ng

A 63-year-old man presented with pigmented
spot on his right sole since childhood. It was
noted to increase in size for one year recently.
It was asymptomatic all along. There was no
systemic symptom. He had a medical history
of coronary artery disease and benign prostate

hypertrophy. Physical examination revealed a
thin dark brownish patch of 1 cm in diameter
at the center of the right sole (Figure 1). There
was no regional lymph nodes palpable. A skin
biopsy was undertaken at the right sole (Figures
2-7).

Figure 2. H&E (10X)

Figure 1.
Figure 3. H&E (20X)
Social Hygiene Service, Department of Health,
Centre for Health Protection, Hong Kong
THB Chan, MBBS(HKU), MRCP(UK)
Division of Histopathology and Cytology, Public
Health Laboratory Services Branch, Department
of Health, Centre for Health Protection, Hong Kong
MTM Ng, MBChB, FHKAM(Pathology)
Correspondence to: Dr. THB Chan
3/F, West Kowloon Health Centre, Cheung Sha Wan
Government Offices, 303 Cheung Sha Wan Road, Sham
Shui Po, Kowloon

Figure 4. H&E (40X)
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Figure 5. Melan-A stain

Dermato-venereological quiz

Figure 7. HMB-45 stain

Questions
1. What are the differential diagnoses?
2. What are the histological findings of the skin
biopsy?
3. What is the diagnosis?
4. What is the treatment?

Figure 6. Ki-67 stain

(Answers on pages 94-95)
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Journal Watch
Reviewed by NM Lau

, W Ngan

, MF Yeung

Resistance-guided treatment of
Mycoplasma genitalium infection at
a UK sexual health centre

urethritis is lower with RGT, as cases that are
susceptible to azithromycin can be correctly
identified while reserving moxifloxacin for those with
macrolide resistance.

This study assessed the efficacy of macrolide
resistance-guided treatment (RGT) of nongonococcal urethritis (NGU) and pelvic
inflammatory disease (PID) due to Mycoplasma
genitalium (MG) infection. The ResistancePlus
MG assay was used to detect macrolide resistancemediating mutations (MRMMs) in confirmed cases
of MG. Cases in which MRMMs were detected, were
given moxifloxacin 400 mg daily for 10 days, while
those without MRMM were treated with 2 g
azithromycin (1 g single dose and then 500 mg
daily for two days).

Does online sexually transmitted
infection screening compromise care?
A service evaluation comparing the
management of chlamydial infection
diagnosed online and in clinic

Conway RJH, Cook S, Malone C, Bone S, HassanIbrahim MO, Soni S.
Int J STD AIDS 2021;32:758-65.

There were a total of 57 MG positive cases (32
men and 25 women). Of these, MRMMs were
detected in 41 cases (72% [95% confidence interval
(95% CI) 58-83%). The use of RGT resulted in a
significantly lower treatment failure rate of 1/32
(3%) vs 10/37 (27%) without RGT. There was a
lower treatment failure rate in male NGU (0/15
vs. 7/21 p=0.027) but this reduction was not seen
in female PID. The time to negative test of cure
(TOC) in male NGU (RGT: 55.1 [95% 43.766.4] vs. without RGT: 85.1 [95% CI 64.1106.0] days, p=0.077). This difference was not
seen in female PID.
It was concluded that macrolide resistance of 72%
of this study is unexpectedly high, and is also higher
than earlier UK reports. Treatment failure of MG

Gasmelsid N, Moran BCB, Nadarzynski T, Patel R,
Foley E.
Int J STD AIDS 2021;32:528-32.

Online sexual health screening has been introduced
in some areas to accommodate for heavy patient
load. However, there are certain requirements such
as Internet access and for the patient to be able to
self-sample correctly which may limit its access to
certain patient groups. Therefore, the accessibility
of online STI screening was evaluated in this study
in Hampshire, UK, over a period of six months by
comparing the number of asymptomatic chlamydia
infections both before and after the establishment
of the online STI screening service. It was found
that there was no difference between the number
of asymptomatic chlamydial infections between the
two periods and that this did not vary with age,
level of poverty or gender. For both periods, the
most of the diagnosed cases were under 25 years
of age, women, heterosexual and of white ethnicity.
It was therefore concluded that the use of online
STI screening services avoids further strain on clinic
services and is an accessible and feasible option
even for high-risk groups.
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Journal Watch

Clinical features, prognostic factors,
and treatment interventions for
ulceration in patients with infantile
hemangioma
Fernández Faith E, Shah S, Witman PM, Harfmann
K, Bradley F, Blei F.
JAMA Dermatol 2021;157:566-72.
Ulceration is a common complication of infantile
hemangioma (IH) and can result in significant
morbidity. This study investigated the treatment
options for ulceration in IH as well clinical prognostic
indicators of healing.
A retrospective, multicentre cohort study of 436
patients (327 [75%] girls; 109 [25%] boys) with a
clinical diagnosis of ulcerated IH was performed
between 2012 and 2016 (median age at ulceration:
13.7 weeks; IQR, 8.86-21.30 weeks). Sixty-four
(17.6%) cases were receiving treatment for infantile
haemangioma prior to ulceration (topical timolol
(42 [65.6%]); systemic β-blockers (24 [37.5%]).
Ulceration occurred at a median time of six weeks
( IQR 3-15 weeks) after initiation of treatment. The
median time to healing was as follows: wound care
alone: 4.79 weeks (95%CI, 3.71-5.86 weeks);
timolol: 5.14 weeks (95%CI, 4.57-6.00 weeks);
systemic β-blocker: 6.36 weeks (95%CI, 5.578.00 weeks); multimodal therapy: 7.71 weeks
(95%CI, 6.71-10.14 weeks).
Among patients treated with propranolol, treatment
at lower doses (≤1 mg/kg/d), but not higher doses
was associated with a significantly faster healing
time. Ulceration area of greater than 1 cm2 was
associated with a higher complication rate (OR:
4.22; 95%CI: 2.37-7.69; P<0.001) and larger IH
was associated with longer healing times.
It was concluded that longer healing times were
associated with larger IH size and that although
β-blockers were effective in IH, healing times were
still prolonged in many cases. Low-dose propranolol
(≤1 mg/kg/d) should be considered as an initial
treatment for cases of ulcerated IH requiring
systemic therapy.

Association between topical
calcineurin inhibitor use and risk
of cancer, including lymphoma,
ke r a t i n o c y t e c a r c i n o m a , a n d
melanoma: A systematic review and
meta-analysis
Lam M, Zhu JW, Tadrous M, Drucker AM.
JAMA Dermatol 2021;157:549-58.

A black box warning was issued by the US Food
and Drug Administration against topical
calcineurin inhibitors (TCIs) in 2006. This
systematic review and meta-analysis was
therefore performed to evaluate the association
between TCI use and risk of malignant
neoplasms.
A MEDLINE search of the Ovid, Embase via
Ovid, and Web of Science databases from
inception to August 21, 2020 was performed.
This included observational studies of the
association between malignancy and treatment
with TCIs (namely, tacrolimus and pimecrolimus).
Of the 2464 nonduplicate records identified,
eight unique cohort studies and three casecontrol studies were selected and analysed.
There was a total of 408, 366 cases that were
treated with TCI (males 44.9%; females 55.1%;
mean age 17.1 years). No association between
TCI use and malignancy compared with
nonactive comparators (RR: 1.03; 95% CI:
0.92-1.16) was found. There was an increased
risk of lymphoma with TCI with both non-active
(RR: 1.86; 95% CI: 1.39-2.49) and topical
corticosteroid comparators (RR: 1.35; 95% CI:
1.13-1.61). There was also no significant
association between TCI use and increased skin
cancer (melanoma and keratinocyte
carcinoma).
It was concluded that although the findings
suggested an association between TCI use and
lymphoma, the absolute risk of lymphoma was
very small. The findings did not suggest any
association with other malignancies.

Journal Watch

Risk of liver disease in patients with
psoriasis, psoriatic arthritis, and
rheumatoid arthritis receiving
methotrexate: A population-based
study
Gelfand JM, Wan J, Zhang H, Shin DB, Ogdie A,
Syed MN.
J Am Acad Dermatol 2021;84:1636-43.

Methotrexate has long been used as first-line
therapy for psoriasis (PsO), rheumatoid arthritis
(RA) and psoriatic arthritis (PsA). However, there
is a risk of hepatotoxicity. This study directly
compared the risk of liver disease in PsO, RA
and PsA patients treated with methotrexate.
There were a total of 5,687, 6,520, and 28,030
PsO, PsA, and RA patients who were treated with
methotrexate respectively. The incidence of liver
disease was highest in PsO, followed by PsA,
and least for RA. Mild liver disease was the most
common occurrence with an incidence rate as
follows: PsO: 4.22 per 1000 person-years (95%
confidence interval [CI] 3.61-4.91); PsA: 2.39
(95% CI 1.95-2.91); RA: 1.39 (95% CI 1.251.55). For the least common but most serious
outcome of cirrhosis-related hospitalisation was the
least common outcome with an incidence rate per
1000 person-years as follows: PsO: 0.73 (95% CI
0.49-1.05); PsA 0.32 (95% CI 0.18-0.54); RA:
0.22 (95% CI 0.17-0.29).
Compared to RA patients, there was a
significantly increased risk of mild liver disease
in PsO cases (hazard ratio [HR] 2.22, 95% CI
1.81-2.72), moderate-to-severe liver disease (HR
1.56, 95% CI 1.05-2.31), cirrhosis (HR 3.38, 95%
CI 2.44-4.68), and hospitalisation due to
cirrhosis (HR 2.25, 95% CI 1.37-3.69). There was
also a PsA patients had a significantly greater
risk of liver involvement when compared to RA
patients: PsA:mild liver disease (HR 1.27, 95%
CI 1.01-1.60) and cirrhosis (HR 1.63, 95% CI
1.10-2.42).
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This study showed PsO patients treated with
methotrexate are at higher risk of liver complications
than PsA or RA patients and therefore require closer
monitoring. More research into the underlying
factors for these differences is needed.

Dupilumab therapy for alopecia
areata in paediatric patients with
concomitant atopic dermatitis
McKenzie PL, Castelo-Soccio L.
J Am Acad Dermatol 2021;84:1691-4.

Dupilumab is a systemic interleukin-4 receptor
blocker that is approved for atopic dermatitis (AD)
in children aged over 6 years of age. There have
been mixed results, with both improvement and
deterioration reported from the literature on the
efficacy of dupilumab in alopecia. The efficacy of
dupilumab in 16 paediatric patients (alopecia
universalis: 7 cases, ophiasis AA: five cases, patchy
AA: four cases) with alopecia areata (AA) was
reported. Most cases had resistant long-standing
disease (median 4 years from diagnosis), being
refractory to multiple therapies (median four
therapies) and all cases had AD.
Dupilumab 300 mg subcutaneous injection was
administered every two weeks. Initial deterioration
was seen in four patients worsened on dupilumab
initially as evidenced by an average deterioration
of Severity of Alopecia Tool (SALT) score of 11.3 at
one to two months after start of therapy. However,
these improved later on. Four cases with initial
active AA in the subset analysis showed
improvement at four months while there was minimal
or no response in two patients. In cases that showed
a response, the mean reduction in SALT score was
33.3 at 12 months follow-up.
It was concluded that despite the small sample size,
dupilumab result in an increased chance of regrowth
in cases of AA and concomitant chronic, severe AD
and that this may be considered in cases that are
resistant to other therapies. Further research in this
area is needed.

Hong Kong J. Dermatol. Venereol. (2021) 29, 92

Diary of Local & Overseas Scientific Meetings

Joint Annual Scientific Meeting 2021

Clinico-pathological Meeting

Organisers: Hong Kong College of Dermatologists
and The Hong Kong Society for
Paediatric Dermatology
Date:
5 December 2021
Time:
10:00-16:15
Venue:
Virtual meeting
Organising Ms. Effie Wong
Secretariat: (Tel. 2155 8557)

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:
8 December 2021
Time:
6:30pm-7:30pm
Venue:
Virtual
Organising Ms.Wong Sau-kuen
Secretariat: (Tel. 2770 0826)
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Obituary

With profound sadness we announce the passing of Dr. Chiu Shin Chak, one of our most senior
and respected colleagues, on 4th May 2021. He left us peacefully at Hong Kong Sanatorium &
Hospital. He was in his 88th year.
Born in 1933, Dr. Chiu witnessed the different stages of development in dermatology
in Hong Kong. He obtained his M.B.B.S. from the University of Hong Kong in 1958, a year
when many renowned and distinguished doctors had graduated from our local medical school.
He received his training in dermatology at University Hospitals of Cleveland, Ohio, United
States from 1962 to 1965. After his training, he returned to Hong Kong and joined Social
Hygiene Service of Medical & Health Department in 1965. After that he started his successful
career in his private practice. With active participation and contributions in various activities in
dermatology, he became the Chairman of the Asian Dermatological Association from 1996 to
1999.
Those who knew Dr. Chiu would agree that he was a kind, polite and sincere gentleman, who
was always thoughtful and considerate of his friends. He had a wide social circle with numerous
good friends and colleagues in different fields. He was also a sportsman with excellent skills in
swimming and golf.
He is survived by his wife Carol and their two daughters, Caroline and Leslie.
The editorial board of the Hong Kong Journal of Dermatology & Venereology would like to
express our heart-felt condolences to his family and wish him rest in peace. He will be sorely
missed by his family, fellow colleagues and friends who knew him.
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Answers to Dermato-venereological Quiz on pages 87-88
1. The clinical differential diagnoses included benign conditions, such as melanocytic nevus
and seborrheic keratosis; malignant conditions, such as melanoma and pigmented basal
cell carcinoma.
2. Histopathological section shows large, irregular junctional nests of atypical melanocytes at
the rete ridges and focally extending down to the follicular epithelium. These nests are of
different sizes and show focal confluence at the dermal-epidermal junction. The atypical
melanocytes have large, hyperchromatic nuclei and prominent nucleoli. Mitotic figures are
occasionally seen. Upward melanin pigment incontinence into the keratin layer is noted.
On immunohistochemical staining, the atypical melanocytes show homogeneous positivity
for Melan-A, Ki-67 and HMB-45. The findings are in keeping with a superficial spreading
melanoma.
3. The diagnosis is acralentiginous melanoma.
4. The initial treatment of primary melanoma is complete excision with a 2-3 mm margin of
healthy tissue. It is followed by a radial excision with margins depending on the Breslow
thickness of the melanomas which is measured vertically in millimetres from the top of the
granular layer to the deepest point of tumour involvement. It is a strong predictor of outcome;
the thicker the melanoma, the more likely it is to metastasize. The excision margins is
measured from the edge of the melanoma according to the Breslow thickness as follows:
Melanoma in situ — excision margin 5 mm
Melanoma <1.0 mm — excision margin 1 cm
Melanoma 1.0-2.0 mm — excision margin 1-2 cm
Melanoma 2.0-4.0 mm — excision margin 1-2 cm
Melanoma >4.0 mm — excision margin 2 cm
A flap or graft may be required to close the wound. Further surgery or radiotherapy may be
considered to ensure complete removal of melanoma
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Staging of cutaneous melanoma
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the official publication of The Hong Kong Society of
Dermatology & Venereology and The Hong Kong College
of Dermatologists. The Journal welcomes the submission of
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Original Articles, Review Articles, Commentaries, Views and
Practice, and Case Reports.
Copyright
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Manuscript Preparation
A. General Criteria
Manuscript submitted for publication should fulfill the
following criteria:
1. The article should be original, clearly written, and where
applicable, with appropriate study method, valid data,
and reasonable conclusion.
2. Title page of the manuscript should include the title of
article, author's full name and correspondence address
specified as below. The title should be short and
informative, preferable within 15 words.
3. List of full names (both English and, if applicable
Chinese) with a maximum of six authors can be
submitted; also include the affiliation and academic
qualification of each author.
4. A maximum of two highest academic qualifications will
be included for each author.
5. The address of the author for correspondence should
be included.
6. The above information on authorship should be put on
a separate sheet from the main text, the latter of which
can be reviewed anonymously.
7. Spelling of English and medical terms should conform
to the Oxford Dictionary and in British style respectively.
8. Arabic numerals should be used for numbers above
nine, for designators (e.g. case 1, day 3, etc) and for
units for measure; numbers should be spelled out if
below 10, at the beginning of sentences, and for
fractions below one.
9. Abbreviations should be minimised and, if used, be
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 text.
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
responsible for checking the accuracy of the references
cited.
B. Sectional Criteria
Original Articles/Review Articles/Commentaries
Papers on original research, review or commentary relating
to Dermatology & Venereology are welcome. The total length
in the text should not exceed 2,500 words. An 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 limited to eight
(subjected to discretion in individual cases) and references
to 40.
Views and Practice
Articles between 500 to 2000 words (English or Chinese)
on various aspects related to dermatology, venereology and
medical field as a whole. Examples include opinion on
medical training, new impact of new diagnostic or
therapeutic modalities, book review and sharing of personal
experiences in patient management. Relevant subtitles like
introduction or conclusion can be used accordingly. The
number of figures and references should not be more than
six and ten respectively. Fellow dermatologists and others
in related medical field are welcome to contribute.
Case Report
Articles up to 1,200 words reporting skin or STI cases of
particular interest with relevant subheadings of Introduction,
Case Report, and Review (in epidemiology, clinical features,
differential diagnosis, histology, treatment) are welcome.
An 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. The number of tables or illustrations should
not be more than four; references should not be more than
12.
Editorial Review and Processing
All articles are subject to editing and review by editorial
board and/or peer reviewers. Editors may modify the minor
points (such as grammar or spelling) according to the
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.
Submission of Manuscript
The manuscript should be word-processed, the preferred
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 Centre,
303 Cheung Sha Wan Road, Kowloon,
Hong Kong
Online submission of manuscript is acceptable through
hkjdvhk@gmail.com.

