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ABSTRACT

Introduction: Rapid progress made in the
management of atopic dermatitis (AD) in recent
years and the differences in patient journey
between Asian and non-Asian populations call
for a review of current atopic dermatitis land-
scape in Asia.
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Methods: A roundtable meeting with nine
regional dermatological experts was held in
June 2023 to discuss the optimal management
approaches for moderate-to-severe AD, focusing
on the use of advanced therapies.

Results: Disease burden on patients’ quality
of life, treatment adherence, and financial con-
straints were identified as major concerns when
managing patients with moderate-to-severe AD in
parts of Asia. It was agreed that the Hanifin and
Rajka’s criteria or the UK Working Party’s Diag-
nostic Criteria for Atopic Dermatitis can be used
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to guide the clinical diagnosis of AD. Meanwhile,
patient-reported outcome scales including the Der-
matology Life Quality Index and Atopic Dermati-
tis Control Tool can be used alongside depression
monitoring scales to monitor treatment outcomes
in patients with AD, allowing a better understand-
ing for individualized treatment. When managing
moderate-to-severe AD, phototherapy should be
attempted after failure with topical treatments,
followed by conventional disease-modifying anti-
rheumatic drugs and, subsequently, biologics or
Janus kinase inhibitors. Systemic corticosteroids
can be used as short-term therapy for acute flares.
Although these advanced treatments are known
to be effective, physicians have to take into con-
sideration safety concerns and limitations when
prescribing these treatments.

Conclusions: Treatments in AD have evolved
and its management varies country by country.
Unique challenges across Asian countries neces-
sitate a different management approach in Asian
patients with AD.

Keywords: Antirheumatic  agents; Asia;
Biologics; Dermatitis; Atopic; Janus kinase
inhibitors

Key Summary Points

Patients with atopic dermatitis (AD) in Asia
may have a different clinical presentation
compared with individuals with non-Asian
populations.

To address the unique challenges of manag-
ing patients with moderate-to-severe AD in
Asia, current landscape and management
of AD in the nine territories across Asia
were reviewed and discussed.

When managing moderate-to-severe AD,
phototherapy should be attempted after
failure with topical treatments, followed by
conventional disease-moditying antirheu-
matic drugs and subsequently, biologics or
Janus kinase inhibitors. Systemic corticoster-
oids can be used as short-term therapy for
acute flares.

INTRODUCTION

Atopic dermatitis (AD) is a common chronic
inflammatory skin disease in Asia [1-4]. Data
from the International Study of Asthma and
Allergies in Childhood Phase Three (1999-2004)
showed that the prevalence of AD in Asia Pacific
was 10.1% in children aged 6-7 years and 5.3%
in adolescents aged 13-14 years, with severe
AD reported in approximately 1.2% and 0.7%,
respectively [2, 3]. Another international survey
published in 2023 involving adult respondents
(aged 18-635 years) from China, Hong Kong,
Malaysia, Taiwan, Thailand, and Singapore
found that the prevalence of AD, measured using
the Patient-Oriented Scoring of Atopic Dermati-
tis (PO-SCORAD), ranged from 11.9% in Singa-
pore to 33.7% in Thailand; of these respondents,
55.3-64.3% and 13.4-27.6% had moderate and
severe AD, respectively [5]. A report by the Phil-
ippine Dermatological Society in 2017 showed
that the prevalence of AD was 12.7% in the
under-18-year-old population and 2% in the
adult population, indicating a greater disease
burden in younger patients [6]. Meanwhile, a
separate study found that the prevalence of AD
in young Singaporean/Malaysian Chinese adults
(mean age 22.19 years) was 13.5% in 2005-2019,
of which 40.5% had moderate or severe AD [7].
Patients in Asia generally have a different
AD phenotype and clinical presentation com-
pared with individuals with non-Asian popula-
tions. Clinically, Asian patients with AD show
a clearer demarcation of lesions with more
prominent scaling and lichenification than
European American patients [8]. Increased epi-
dermal hyperplasia, with a thickness measure
similar to that observed in patients with pso-
riasis, and higher Ty;17 activation are also more
frequently seen in Asians [8]. Filaggrin (FLG)
null mutations, a major factor in the develop-
ment of AD, are present in up to 50% of Euro-
pean patients but only around 27% of Asians
[9]. Moreover, FLG mutations most commonly
seen in Europeans—R501X and 2282del4—
are rare among Asian patients as they exhibit
mutations that are unique to their respective
ethnic groups, such as ¢.3321delA in Chinese,
Korean, and Japanese individuals [9-12].
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The management practice of AD varies
across Asian countries and territories (Table S1),
including Hong Kong, India, Indonesia, Malay-
sia, Philippines, Singapore, Taiwan, Thailand,
and Vietnam. When managing patients with
moderate-to-severe AD, countries tend to fol-
low their own national guidelines [6, 13-19]. In
geographically diverse India, hospitals across the
country even developed individualized guide-
lines in response to the different setting-specific
management approaches used. However, exist-
ing national AD guidelines, along with previ-
ously developed regional consensus, have largely
excluded recommendations on advanced novel
treatments such as biologics and Janus kinase
(JAK) inhibitors, as they were authored prior to
the availability of these newer treatment options
in the region [6, 13-17, 20]. Consequently, phy-
sicians in these Asian countries may over-rely
on nonregion specific disease management rec-
ommendations (such as those described in the
2022 EuroGuiDerm AD guidelines) to manage
patients with AD, even though, ideally, treat-
ment choices should take into consideration
the barriers and limitations faced by patients in
these countries [21, 22].

To address the unique challenges of man-
aging patients with moderate-to-severe AD in
Asia, specifically in Hong Kong, India, Indone-
sia, Malaysia, Philippines, Singapore, Taiwan,
Thailand, and Vietnam, a group of dermatol-
ogy experts came together to review the current
landscape of AD in the nine countries and ter-
ritories across Asia and offered an updated group
perspective on the management of moderate-to-
severe AD, including the use of advanced sys-
temic treatments, that would be appropriate and
relevant to Asian patients.

METHODS

An expert panel comprised nine dermatological
specialists from Hong Kong, India, Indonesia,
Malaysia, Philippines, Singapore, Taiwan, Thai-
land, and Vietnam was formed to review the
current landscape of AD in these localities and
discuss the optimal management approaches of
moderate-to-severe AD in these Asian countries

or territories. All experts in the roundtable were
authors on the manuscript. The panel initially
provided their individual input on country-
specific disease landscape, patient journey, rou-
tine practices, and treatment challenges via a
questionnaire. Subsequently, a scientific litera-
ture search was conducted using the PubMed
search engine to review published literature on
the management of moderate-to-severe AD. The
search was limited to English articles published
between January 2013 and 16 May 2023, using
the following search terms: “consensus” or “rec-
ommendations” or “guidelines” or “position
paper” and “atopic dermatitis” or “eczema”.

The search returned 1641 articles, which were
screened for mentions of AD-related diagnostic
tools, assessment of disease severity, monitoring
parameters and treatment selection, with a focus
on Asian populations. Additionally, articles were
only included for detailed review if they were
treatment recommendations, consensus guide-
lines, position statements, or treatment algo-
rithms on moderate-to-severe AD. Systematic
reviews and meta-analyses were also included if
they were used to derive treatment recommen-
dations. All case reports, case series, summaries,
editorials, clinical trials, cohort studies, proto-
cols, analyses, letters and replies, or abstracts, as
well as nonhuman-related treatment recommen-
dations, were excluded. Guidelines from specific
countries not found through the PubMed search
were shared by members of the expert panel sep-
arately. A total of 128 articles were reviewed in
detail eventually.

Relevant information from the literature
review was compiled, summarized, and thor-
oughly scrutinized during a roundtable meet-
ing held on 17 June 2023 in Bangkok, Thailand.
At the meeting, the experts shared their opin-
ions and perspectives on the subject matter and
debated on the advantages and limitations of
current management approaches for moderate-
to-severe AD in their represented countries or
territories. Differences in opinion were resolved
through extended discussions to reach a collec-
tive agreement among members of the panel.
This article is based on previously conducted
studies and does not contain any new studies
with human participants or animals performed
by any of the authors.
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RESULTS

Unmet Needs in the Journey of Patients with
AD

AD'’s burden on patient’s quality of life, treat-
ment adherence, and financial constraints
have been identified as the top concerns when
managing patients with moderate-to-severe
AD. Table 1 provides an overview of the respec-
tive issues and their corresponding potential
solutions.

AD'’s Burden on Patients’ Quality of Life

The impact of AD on patients’ quality of life is
significant [23, 56]. A meta-analysis of various
Asian studies reported that the average Chil-
dren’s Dermatology Life Quality Index (CDLQI)
and Dermatology Life Quality Index (DLQI)
scores of patients with AD ranged from 4.8 to
15.2 (CDLQI mean of meansof9.1) and 4.8 to
12.0 (DLQI mean of meansof9.1), respectively
[23]. Meanwhile, a Taiwanese study showed
that 89.2% of employed individuals with AD
reported missing work or having impaired work,
and 92.5% experienced restrictions in their reg-
ular daily activities due to AD [24]. There is a
positive correlation between the severity of AD
and the disease’s impact on patients’ work and
daily activity; those with moderate and severe
AD reported an 1.8- and 2.6-fold greater mean
adjusted overall work impairment scores and
1.5- and 2-fold greater mean adjusted activity
impairment scores, respectively, compared with
patients with mild AD (all p<0.001) [24].

AD also affects patients psychologically
[25-28, 57]. A cross-sectional study in Singapore
found that 18% and 5% of patients with AD
(aged 13-60 years) had symptoms of anxiety and
depression, respectively [25]. Another Malaysian
study of local patients with AD (aged 13 years
or above) reported similar results, with a 12%
prevalence of anxiety and 7.8% of depression,
whereas around 29.2% of all Malaysians (aged
16 years or above) had mental health problems
[57]. Moreover, a systematic review involving
310,681 patients revealed that patients with AD

were 44% more likely to exhibit suicidal idea-
tion and 36% more likely to attempt suicide
compared with those without the disease [26].
A recent Taiwanese study also reported a higher
risk of anxiety and depression in patients with
moderate-to-severe AD than those with mild AD
[28].

Treatment Adherence

Treatment adherence is a common issue in the
management of AD [40, 45, 58]. A Japanese
study of 3096 dermatological patients (of which
1327 had AD) showed that 66.3% and 75.5%
of patients had low adherence to oral and topi-
cal medications, respectively, according to the
Morisky Medication Adherence Scale-8 [40].
Another noninterventional, open-label Japa-
nese study found that the adherence rate of
dupilumab self-injection for AD was only 59.4%,
which was significantly lower than that of
patients with bronchial asthma or chronic rhi-
nosinusitis with nasal polyps who were receiv-
ing the same treatment [58]. Analysis from the
same study illustrated that adherence decreased
with longer term use of dupilumab and not age,
sex, underlying disease, or type of administra-
tion device (including self-injection syringe,
syringe with an aid device, and prefilled pen)
used, with the median duration of dupilumab
use in patients with AD, bronchial asthma, and
chronic rhinosinusitis being 604.0 days, 451.0
days, and 267.0 days, respectively [58].

Steroid phobia is also common among
patients with AD and can lead to suboptimal
treatment adherence [42, 48, 59]. In a large
international study, Taiwanese patients with AD
or their parents have a higher level of topical
corticosteroid phobia than most of other coun-
tries included in the study, namely Australia,
Belgium, Brazil, Canada, Denmark, France, Ger-
many, Hungary, Japan, Mexico, Sweden, and the
USA [60]. Factors that could have contributed
to the differences in degree of corticosteroid
phobia in each country include cultural atti-
tudes, attitudes and messaging from doctors to
patients, the time taken by the doctor to counsel
patients, the healthcare system, existing educa-
tion programs, involvement of nurses in the
patient journey, socioprofessional situations of
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patients, and the system for dispensing medi-
cine [60]. Another cross-sectional Malaysian
study found that 98% of patients who had been
treated with topical corticosteroid have a certain
degree of steroid phobia, leading to an overall
treatment nonadherence rate of 54% [48].

Financial Constraints

The cost of treatment is a major issue across
many parts of the Asian region. A Taiwanese
study in 2018 estimated that the costs associated
with work productivity loss were NTD194,060
per year (around USD6346 per year) and
NTD284,70S5 per year (around USD9,310 per
year) for every patient with moderate and severe
AD, respectively [61]. Another study involving
12 countries in the Asia-Pacific showed that
working mothers missed an average of 13.5
days of work in 2010 to take care of their chil-
dren who are affected by AD [62]. Moreover, an
Indian study demonstrated that the costs of AD
treatment amount to about 25% of patients’
total earnings, thus creating a heavy burden on
families [63].

Other Challenges

There is an uneven distribution of dermatol-
ogy specialists across much of the Asian region.
In Hong Kong, there are fewer dermatologists
practicing in public hospitals; yet, the majoz-
ity of patients with AD visits the outpatient
clinics of public system, resulting in extended
waiting time for dermatology services, rang-
ing from 1 to 2.5 years (data as of March 2023).
Meanwhile, most dermatologists in India, the
Philippines and Vietnam are concentrated in
big cities, and it is difficult for patients living in
rural areas to access dermatology services. Access
to newer treatment options such as biologics
and JAK inhibitors specifically indicated for AD
treatment also remains limited (Supplementary
Table 2); even when these therapeutics are avail-
able, their approved age indications in the coun-
try may limit their use to selected patient groups
only. Lastly, the scarcity of updated information
on public health burden, disease epidemiology,
and the various comorbidities of AD in Asia
needs to be addressed urgently.

Experts’ Perspective in Managing Patients
with Moderate-to-Severe AD in the Nine
Countries and Territories

Diagnosis of AD

The diagnosis of AD is mainly clinical and
should be based on associated signs and symp-
toms. Patients should meet three out of four
major and three out of 23 minor features listed
within the Hanifin and Rajka’s criteria to be
diagnosed with AD [20, 64]. An alternative diag-
nostic tool that can be used is the UK Working
Party’s Diagnostic Criteria for AD, which had
been developed based on the original Hanifin
and Rajka’s criteria [65]. For the diagnosis of
AD, patients should have a history of pruritus
plus three of the following five criteria: history
of involvement in the skin creases; history of
dry skin in the past year; personal history of
asthma, hay fever, or atopic disease in a first-
degree relative in children aged <4 years; onset
under the age of 2 years; or presence of visible
flexural eczema. Blood investigations and bio-
marker tests are generally not recommended as
there is currently no reliable biomarker available
to diagnose AD.

Measurements of AD Severity

While many scoring tools are available for use in
research, not all are commonly used in clinical
practice. The Eczema Area and Severity Index
(EASI) scale is commonly used to determine
treatment reimbursement eligibility. Generally,
patients with an EASI score of 16 are consid-
ered eligible for systemic treatments under the
reimbursement schemes in Taiwan, and an EASI
score of 21 in Hong Kong, Malaysia, and Sin-
gapore. Additionally, body surface area (BSA)
measurement and the Investigator’s Global
Assessment (IGA) scale for AD are also routinely
used in clinics [66, 67]. Meanwhile, the DLQI
is recommended for assessing the impact of AD
on patients’ quality of life and the Peak Pruri-
tus Numerical Rating Scale (NRS) and a simpli-
fied Patient Oriented Eczema Measure (POEM)
scale can be used to measure patients’ degree of
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pruritus and other symptoms, including quality
of sleep [68-70].

The Atopic Dermatitis Control Tool (ADCT)
has demonstrated strong correlation with
other patient-reported scales, ranging from a
Spearman correlation coefficient of 0.76 (peak
score)/0.79 (average score) with the Pruritus NRS
to 0.82 with POEM and DLQI and is, thus, useful
in evaluating AD control in clinical and non-
clinical settings [54]. While the ADCT score is
currently not a criterion for most government
reimbursement schemes for systemic treatment,
there should be more frequent considerations in
using it as a measured outcome in clinical trials,
and ADCT scores can potentially be used to sim-
plify and hasten the clinical assessment process.

Monitoring Treatment Outcomes

EASI, IGA, DLQI, ADCT, and Peak Pruritus NRS
can all be used to monitor treatment outcomes
in patients with AD, while POEM and Scoring
Atopic Dermatitis (SCORAD) may not be suit-
able for daily practice. Specifically, measuring
itch intensity in patients with AD could help
physicians understand whether a prescribed
treatment is effective and physicians should
also try to individualize the treatment of their
patients as treatment response may vary across
individuals.

In Asian populations, depression is more com-
monly seen in patients with moderate-to-severe
AD than those with mild AD [25, 28]. A Tai-
wanese study showed an increased risk among
patients with AD in developing major depres-
sion and any depressive disorders in later life
than those without [71]. Hence, it is advisable to
monitor patients’ condition periodically using
tools such as the Hospital Anxiety and Depres-
sion Scale (HADS) and Hamilton Depression Rat-
ing Scale (HAM-D) [25, 72-74].

Considerations for Systemic Treatments

Systemic treatments that are available to
patients with moderate-to-severe AD include
systemic corticosteroids, phototherapy, con-
ventional disease-modifying antirheumatic
drugs (DMARD:s), biologics, and JAK inhibitors
[14-16, 21]. Table 2 summarizes the role of each

treatment type for moderate-to-severe AD, focus-
ing on how they broadly fit into existing Asian
healthcare systems.

Systemic Corticosteroids

Systemic corticosteroids can be used as a short-
term treatment (1-2 weeks) for acute flares at
a dose of 0.5-1 mg/kg/day of prednisolone for
patients with moderate-to-severe AD [15, 16].
They can also be used to bridge treatments
as phototherapy and medications, such as
dupilumab and azathioprine, require time to
elicit response [15, 21, 75, 85, 86].

Despite the regular use of corticosteroids in
clinical practice, there are only a few studies
involving patients with AD [21]. In two small
clinical trials in children with severe AD, fluni-
solide and a combination of oral and nasal
beclomethasone dipropionate were demon-
strated to be more effective than placebo at 4
weeks and 2 weeks of treatment, respectively [87,
88]. Compared with cyclosporine, systemic pred-
nisolone was less effective in achieving stable
disease remission (SCORAD >50) (p=0.031) at 6
weeks and higher incidence of relapse (p=0.043)
at 12 weeks in adults with severe AD [89].

Due to safety concerns with long-term use,
it is important to communicate the risks with
patients before prescribing systemic corticoster-
oids as many of them might have already taken
corticosteroids prescribed by other physicians
whom they have consulted previously [90].

Phototherapy

Phototherapy can be considered as the next
treatment option for moderate-to-severe AD
after patients experience failure with topical
treatments, even though it might be challeng-
ing for individuals with mobility difficulties,
working patients, or school-going children, as
frequent visits to the hospital/clinic are required
to optimize treatment effect [14, 20, 91-93].
When used for acute AD, the use of UVA1 has
been shown to reduce SCORAD scores after 3
weeks of treatment, with results being evident
after the first week of treatment [94, 95]. Mean-
while, narrowband UVB (NB-UVB) was found to
reduce total disease activity, extent of dermatitis,

A\ Adis



2677

Dermatol Ther (Heidelb) (2024) 14:2669-2691

$LIIUNO 2A13Ddsax Ut [08] u1d
Snap yoes jo a3esop pasuadi| -uoo ¢ s1 s15010d0215() *
a2 01 SurpI0d5E papasu uors
2q Aewr yusumsnfpe as0(J o uone| uone| vonemndod  -1a1adns 1opun vopemp [6.] 98e jo
uone[ndod anpe oya se owreg o -ndod anpe oya se owreg o -ndod npe oy st owreg o JNPE oY1 SE OWEG @ 1IOYS € JOJ Pasn aq ue) e 1824 ()9 < SIOTUDG
,Audunean

Sunmp uiqes £derayion

-oyd ay3 oaut Py I2Y2
SILIIUNOD JAT $9113UN0D 5A110dsax paeorpuriou  £uedwoode ued syuore] e [9. ‘1] uors
-52dso1 UT USIP[IYD 10 P2IED UL UDIP[IYD 10] PredIpul a1e s1021qIy Ut Y[ 10 [82°9T %1]  -1a10dns 1opun uoneinp aBejo
-IpUI J1 PAISPISUOD 9q UEY) @ J1 PaI9pIsU0d 2q ue)) @ $3130[01q JI Pasn aq UE)) e PaILIIPUIEIIUOD JON[ @  1IOYS © 10J pasn oq ue)) e s1eak 8 5 UDIP[IYD)
pqiunbLEq SAYVINA
£q pamoryoj 1s1yy qrunmepedn Juay ,s1011qryur [EUOnIUPAUOD 10] J[qe
10 qIUNIDO0Iqe I9PISUO) e d3eId[o1 Jouued syudned Y[ pue sOI30[0Iq YAIM  -1INS 10U 2TE PUE SINIPI]
,udyIagedol  JrIo (JINA PUt XA [o1auod Jumdryde 1o -1owod Yaim d[doad 10 @
jouued sywaned Jrio (NN “VZV VD) sauadeaars  Aderoya sourusiurew sy e [77] yoat [or3uod
pue X1 VZV ‘vsD) sauade  -sarddnsounurwr euon QLT=ST] AW <X LN 031 £de1ot 1dUN(pe Uy @
aA1sso1ddnsountwl [EUOTIUDA  -USAUOD INOJ JO N0 0M1 10 Y7y < YSD) 1SN0 [0z [sLesT]
-uod om1 Suryrey 21ye pIsuo) ¢ Juryrey 1dyye opisuoy @ -Lid Surmop[og oy Yarm %1] syuowiean [esrdol sausunean a3puq oy e
[£4] [92°¢1]uondo  Sunress [¢] F1]uondo  yam amyrey 13ye uondo [91 ‘S1] saxep ande 10§
uondo 1USWIELd1] SUI[-YAIN0J @ JUSWIEIII SUI[-YAINOJ Y @ JUDWIELIII SUI[-PIIYI Y @ JUDUNEDII IXU OYT, @ IUSWAEIN] WIII-1IOYS e snpy
o JNI) [B2gow
arejoudydosfwr pue
{(XLIN) d¥exanoyow
‘(vZVv) sunidornpeze
{(vsD) aurrodsop4d
(qrunmepedn —(S@IVINQ) sSnap
puE ‘qrunIdLIeq ‘qIUNOIqe) spreurnaymue Juikyrpour
s1oaqryur (Y y[) oseunysnue[  (qewnjidnp) sorSojorg  -aseasip [euonussuO)) Aderayporoyg sproxsisooniod srwsig uonemdod ausneg

$O1I031119) PUE SILIUNOD UEISY
suru ur Supnoeid suenis{yd woiy syySisur seisy ur snnewIdp 51d0oJe SI19A35-01-21BIIPOW YA S1UdTIEd 10 PIISPISUOD I UED Jeyd SIUSUIIEIII ITWIISA JIqe
U ut su1dt DISAY I} SIYSISUL :BISy Ul (V) STI ! R ! 3 ! q Y ! C2I9tL

A\ Adis



Dermatol Ther (Heidelb) (2024) 14:2669-2691

2678

UIqed o3 Ul J[Iym

uonodaoid uns A1dde pue (saued pue soadars Suor) Guryaord srerrdordde reom 01 pasiape st auored Surduedwosoe oya ToaMoL 210deduIc ur uowrwod st 2omdead st
I [dde p p [ [) SUIYa0] I postApe sI I Y H IS ul 191 1,

- STe1Il TedTUI D Ul S93ex %uwu Q JOMOT SI1 Ouwcrﬁo SANIPIGIOWOD PAaedIpuUreIIuoduou uﬂamucuh:w& UT P2I9PISUOD O %NE TuniiIIe
[¥8-78] s[er reaturp ur B [ $31 01 SUIMO $RIPIq pareatpur g red ut pasopr q dew qrunpoLeg,

SUOIIEIDPISUOD 1502 01 FUIM(),

[L1-ST] AN £q pamo[]oj o1exon

-oyowr J0 durrdoryaeze IopISUOd USY3 pInoys suerdIsAYd DIn[rej JUsWILI1) JO SUOLEIPUTENIUOD Jo ased U] “[£T—ST] sausned 1y pue Sunok ur papuswruosar st ysD) q

ueprsfyd Sunean oy jo uon

-2IDSIP 93 38 IpTW 2q P[NOYS UOISIIP [eUY Y3 pue sjudned [enpIATPUT (AIM SIGIUIQ PUE SYSI Y3 SSNISIP P[NOYS SUBIISAYJ *asN [9qE[-JJO UE PIIIPISUOD aq Aew STYT

91BX210YI0W X 1 A

‘moajow arejousydookwr Jpypy oseury snue( ypf s3nip onewnosymue Sulkyipow-aseasip sqYFN(Q uniodsopLd prsy undoryieze pzp snnewiop oidote gp

[77] papuswwodd1 10N @

[TT ST ‘1] paproaeaq
Tﬂsoﬂw .Tﬁ:w .Tu”_du_.ﬁﬁﬂwuu
-U0d NN PUe X TN

LoueuSord Gurmp [S1] o1qe[reat J0u o1

PAI9PISUOD 5 01 2TB ST SIAIIBUIN[E 12YI0 JI pasn
-3ojo1q J1 sauaned 1oy 5q UED INq PIPUSUIWO
(IIM JUDWIIEIT) JOSLT  -D21 10U A[eIoudd iz @

?N ‘g Z [onauod
w12-8uoy 10§ Aderayn

PUE s1J2Uaq 93 SSNISIP
PINOYs SUBIDISAY ] @

[7] eyep e fesrurpd OTW21SAS SUI[-1sTY st
Jo 2oudsqe oY1 01 Surmo UOIIBN[BAD [NJoIEd 19)je

PopuswWIiios21 10N @ pasnaq Aewr VSO e

[18°CC
%1] pasn oq Aew pue
aJes AJPAIIE[21 PaIopIS

-uoo st Adexoyporoyd

(dAN) g 12[o1Aen|n o

o[ST F1] ot
-1a12dns 1opun uonemp

1I0ys e 10§ pasnoque) e udwom jueudol
S 10§ pasn 9q UED) d

(qrunmepedn
pu® ‘qrunnLIeq ‘qrunInoIqe)
s103qryur ([ ) aseury snuef

(AWIN) [12g0w
arejoudydosfwr pue

‘(X L) d3exanoyiow
‘(vzv) sundonpeze
{(vsD) aurrodsop4d
—(S@MIVINQ) sSnap
spewmadyImue Suidjipows

(qewmpidnp) sor3ojorg

|0m.m0w:u —Nﬂcmuﬂywﬂou

Aderoqroloyg sprorssooniod srusig uonemndod yusneg

panunuod 7 I[qe],

A\ Adis



Dermatol Ther (Heidelb) (2024) 14:2669-2691

2679

pruritus, and improved sleep in patients with
chronic AD [96].

UVA1 phototherapy is currently not avail-
able in India, Indonesia, and Vietnam. In India,
phototherapy is only available in referral cent-
ers while (NB-UVB) is limited to specific clinics
or treatment facilities. In the Philippines, UVA1
and NB-UVB phototherapy devices are usually
limited to bigger cities. At present, photother-
apy is not reimbursed in India, the Philippines
(though subsidized at public hospitals), and
Vietnam, making it more difficult for patients
to access treatment.

In patients who do not respond to photo-
therapy, they can be switched to conventional
DMARDs, biologics or JAK inhibitors, or use a
tapered dose of corticosteroids.

Conventional DMARDs

Conventional DMARDs can be used as a third-
line treatment option in patients who failed
phototherapy or when they have been on a few
courses of corticosteroids [14, 15]. Cyclosporine
was superior to placebo with a mean clinical
improvement in AD severity of between 53%
and 95% when used for short-term treatment
(from 10 days to 8 weeks), while evidence for its
long-term use is limited [97]. Azathioprine also
demonstrated superiority against placebo with a
mean improvement of 26-37% in the Six Area,
Six Sign Atopic Dermatitis (SASSAD) severity
score at week 12 of treatment [97]. A study that
assessed treatments for up to 16 weeks showed
that the efficacy of azathioprine was comparable
with that of methotrexate but lower compared
with dupilumab and cyclosporine in clearing
the clinical signs of AD [98]. Meanwhile, there
is limited efficacy data in using mycophenolate
mofetil for AD [21].

Baseline screening (including tests for tuber-
culosis and hepatitis) and treatment monitor-
ing are important when patients are on con-
ventional DMARDs. In Asian patients who
are treated with azathioprine, they should be
screened for the NUDT15 gene and/or its activ-
ity instead of testing for thiopurine methyl-
transferase (TPMT) activity, as recommended
by the European Academy of Dermatology and
Venereology 2018 [76] and EuroGuiDerm 2022

[21] guidelines [77, 99, 100]. The prevalence of
TPMT variants is exceptionally low (<1%) in
Asian populations [99], while the frequency of
NUDT15 polymorphisms is higher among Asians
compared to individuals with European or Afri-
can ancestry [101]. NUDT15 polymorphisms are
also found to be associated with azathioprine-
induced hematological events in various stud-
ies of Chinese, Indian, and Korean populations,
thus suggesting their usefulness in predicting
azathioprine-related toxicities and guiding dose
adjustment in clinical practice [100-104].

Biologics

Biologics should be considered as a fourth-line
treatment option in the management of mod-
erate-to-severe AD, and dupilumab is currently
the only biologic agent available in many Asian
countries [15, 76]. Compared with placebo,
a study showed that more patients receiving
dupilumab achieved at least EASI-75 (p<0.001)
at week 16 of treatment [86]. Improvement in
pruritus, sleep, symptoms of anxiety or depres-
sion, and quality of life was also seen in signifi-
cantly more patients treated with dupilumab
than those on placebo (p<0.001) [86].

A phase 3 Chinese study also demonstrated
similar results, where 57.3% of patients in the
dupilumab arm achieved EASI-75 versus 14.4%
in the placebo group (p<0.001) [105]. However,
it may take a considerable amount of time for
patients to develop a response to dupilumab,
which could be more than a year [85, 86]. Two
phase 3 clinical trials showed that between
44% and 52% of patients achieved EASI-75
with dupilumab at week 16 [86], while a post
hoc analysis that included patients who did
not achieve optimal response at week 16 with
dupilumab in these two trials found that 91%
of patients achieved EASI-75 by week 100 [85].

Unlike other systemic treatments, no labora-
tory monitoring is needed for patients receiving
dupilumab treatment [21]. The level of immu-
noglobulin E is not a suitable biomarker for
predicting dupilumab effectiveness [20]. Simi-
larly, eosinophil count is also not a reliable bio-
marker as its level would usually increase within
the first 3-6 months of using dupilumab [86,
106]. Although the Japanese Dermatological
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Association recommended serum thymus and
activation-regulated chemokine (TARC) level as
a biomarker for treatment monitoring, tests for
serum TARC level are not yet routinely available
in most clinics and this limits the real-world use
of the said biomarker [18].

If there is no barrier to affordability, biologics
can be started and continued to maintain opti-
mal disease control. For patients who do not
achieve response with dupilumab, JAK inhibi-
tors or add-on conventional DMARDs can be
considered, depending on treatment risks and
the availability of drugs in the respective coun-
tries. In situations where cost of treatment limits
access to therapy, add-on conventional DMARDs
may still be a feasible option, as the complete
withdrawal of biologics may lead to relapse of
AD symptoms [107].

JAK Inhibitors

JAK inhibitors are also an appropriate fourth-
line treatment option for patients with moder-
ate-to-severe AD [77]. The EuroGuiDerm 2022
guidelines strongly recommend biologics and
JAK inhibitors in patients with severe AD [21].
Importantly, in countries where dupilumab is
not available, patients may start on JAK inhibi-
tors after considering conventional DMARDs.
All three JAK inhibitors (i.e., abrocitinib,
baricitinib, and upadacitinib) that are currently
available in most Asian countries have dem-
onstrated higher skin clearance and itch relief
responses in patients with moderate-to-severe
AD compared with placebo. More patients on
abrocitinib 200 mg achieved EASI-75 at week 16
of treatment [71% versus 30.6% (placebo)] and
reported superior itch relief response compared
with dupilumab and placebo at week 2 (49.1%
versus 26.4% and 13.8% respectively, p<0.001)
[108]. The superior itch relief afforded by abroci-
tinib 200 mg was evident from as early as day 2
of treatment (11% versus 4%, p=0.0006) [109].
Specific to baricitinib, more patients achieved
EASI-75 compared with placebo at week 16 of
treatment (21.1-24.8% on baricitinib 4 mg,
17.9-18.7% on baricitinib 2 mg, and 12.8-17.3%
on baricitinib 2 mg versus 6.1-8.8% on placebo)
[82]. Improvement in itch with baricitinib was
observed as early as week 1 and week 2 for the 4

mg and 2 mg doses, respectively [82]. In a Chi-
nese head-to-head trial, the efficacy of barici-
tinib 2 mg was shown to be similar to that of
dupilumab at week 16 [104]. Moreover, improve-
ment in pruritus was achieved significantly
faster in the baricitinib group (seen within first 4
weeks) than in individuals receiving dupilumab
[110].

All tested dose regimens of upadacitinib (7.5,
15, and 30 mg) showed significant improvement
in EASI score at week 16 of treatment compared
with placebo (39%, p=0.03; 62%, p<0.001; and
74%, p<0.001 versus 23%, respectively) [111].
A Japanese real-world analysis also reported a
similar level of efficacy for the upadacitinib 15
mg dose (67.7% achieved EASI-75 at week 12)
[112]. Around 80% of patients on upadacitinib
15 mg and 84% on upadacitinib 30 mg achieved
EASI-75 at week 52 [113]. In a head-to-head
trial, upadacitinib provided superior and more
rapid skin clearance and itch relief compared
with dupilumab—achieving EASI-75 at week 16
(71% versus 61.1%; p=0.006) and improvement
in mean worst pruritus NRS as early as week 1
(31.4% versus 8.8%; p<0.001) [114].

A network meta-analysis showed that upa-
dacitinib 30 mg was superior to all JAK inhibitor
regimens (i.e., upadacitinib 15 mg, abrocitinib
100 and 200 mg, as well as baricitinib 1, 2, and
4 mg) in terms of IGA and EASI response [1135].
Although the efficacy rates of baricitinib were
lower in clinical trials compared with those of
abrocitinib and upadacitinib, baricitinib—in
combination with topical steroids—is effective
in improving patient outcomes based on real-
world, Asian clinical experience [115].

Despite its superior efficacy, upadacitinib is
associated with more treatment-related side
effects compared with placebo, followed by
abrocitinib [115]. As JAK inhibitors are a rela-
tively new class of drug for AD, it is important
for physicians to be alert for any potential
treatment-related side effects. When consid-
ering between choosing a JAK inhibitor and
dupilumab for patients with AD, physicians
should engage their patients in shared decision-
making process to weigh the pros and cons of
each treatment, including preferences for oral
medications stemming from the fear of injec-
tions [116, 117].
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In patients who do not respond to any JAK
inhibitors, they can be switched to biologics
or previous-lines therapies if patients have not
attempted them previously. While there is cur-
rently no official indication for the combination
of dupilumab and JAK inhibitors, studies have
suggested that combining these treatments as
rotational or maintenance therapy may result in
better long-term efficacy and safety outcomes for
patients [118, 119]. JAK inhibitors can be used to
reduce itching (results evident within 1-2 weeks)
and inflammation, followed by dupilumab mon-
otherapy as a maintenance regimen (it usually
takes more than 4 months for dupilumab to be
effective) [82, 85, 86, 109, 114]. Alternatively,
patients can also be considered for the clinical
trial of new treatments, if available.

Other Treatment Options

Other potential treatments for moderate-to-
severe AD are briefly summarized in Table 3.

DISCUSSION

In many parts of Asia, moderate-to-severe AD
significantly impacts patients’ physical and psy-
choemotional well-being, and many patients
are nonadherent to treatment owing to multi-
ple reasons. Nonetheless, patient education can
help improve treatment adherence [32, 129]. For
instance, physicians should remind patients to
use corticosteroids judiciously and always fol-
low prescriber’s instructions to minimize the
risk of treatment [75, 90, 130]. The cost of treat-
ment, especially with advanced therapies, is also
a substantial barrier. Financial support is often
needed to help patients receive the most appro-
priate treatment. As universal health insurance
coverage is currently limited in many countries
across the region, a number of patients depend
on nongovernmental support to access treat-
ment. For instance, the Dermatological Society
of Malaysia raises funds for patients who need
financial support through a series of initiatives
under the Malaysian Skin Foundation. Ideally,
patients with AD should also be able to benefit

from free testing and monitoring services pro-
vided by industry partners.

Both healthcare professionals and patients
must be continuously educated about AD and
its treatment options, particularly newer ones,
that are available to them. Systemic corticoster-
oids can be used as short-term therapy for acute
flares. When managing moderate-to-severe AD,
phototherapy should be attempted first, fol-
lowed by conventional DMARDs and subse-
quently, biologics or JAK inhibitors. Of note,
when administering any systemic treatment,
weight-adjusted dosing is particularly impor-
tant in Asian populations as many individuals
tend to be underweight [20, 131-133]. Prescrib-
ers should always refer to country-specific local
prescribing information for guidance on appro-
priate drug dosing calculations.

To secure long-term resources for the AD com-
munity in Asian countries, there is a need to gen-
erate more real-world evidence on the outcomes
of Asian patients who receive novel treatments.
It is useful to investigate the different AD phe-
notypes among Asians and ascertain how each
patient responds to the treatment prescribed.
Notably, even advanced AD treatments are not
necessarily effective in providing complete skin
clearance [82, 85, 108, 113, 114]. Hence, the use
of biomarkers to assist the selection of AD treat-
ment may benefit Asian patients considerably,
especially in situations where treatment options
are limited [134-136].

AD management requires a holistic approach,
not only providing appropriate treatment but
also educating patients and their families on the
long-term impact of the disease [32]. Resource
permitting, patients should receive multidisci-
plinary team care that includes access to coun-
selors and psychologists to improve their quality
of life [34-37, 137]. The management of AD in
Asia involves not only dermatologists but also
pediatricians, family physicians, general prac-
titioners and nurses, and additional healthcare
practitioners [52, 138]. It is, therefore, impoz-
tant to continuously improve the knowledge
and skills of all healthcare professionals who are
involved in managing the disease [52, 138-142].
Comprehensive educational programs are prac-
tical approaches to disseminating information
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Table 3 Other potential treatment options for patients with moderate-to-severe atopic dermatitis (AD) in Asia: Insights
from physicians practicing in nine Asian countries and territories

Treatment options Considerations

Antihistamines o Antihistamines are not recommended for the treatment of AD [13, 16, 22,
120]* Nonetheless, sedating histamines may be suggested in patients with sleep
disturbance due to itch [13-15, 17]
o Physicians should be mindful of the sedating side effects of any antihistamines

and consider patients’ profession® when prescribing antihistamines

Antibiotics e Appropriate antibiotics (e.g., cloxacillin, cephalexin, and erythromycin) may
be required when secondary infection occurs [13-17, 22]
o The use of prophylactic antibiotic treatment in patients with AD is not
recommended [13-17]
o Bleach bath (sodium hypochlorite 0.005%) may be useful in patients with
recurrent infections as it has anti-inflammatory effects and can help kill
bacteria on the skin [13, 15, 22]

Allergen-specific immunotherapy (ASIT) o The use of ASIT is not recommended due to limited scientific evidence
regarding its effectiveness [13, 22, 121 )¢

Traditional complementary and alternative o Although TCAM (e.g., Chinese herbal medicine and acupuncture) is often
medicine (TCAM) used by Asians, more clinical trial data are needed to establish its safety and
efficacy [15, 22, 122, 123]

Vitamin D supplements o While some data have suggested a potential link between vitamin D defi-
ciency and an increased risk of developing AD, there is a lack of sufficient
double-blind, placebo-controlled trials to conclusively demonstrate the
efficacy of vitamin D supplementation in improving AD symptoms [13, 15,
16, 124, 125]

Avoidance of specific foods ¢ Food avoidance is not advocated unless there are concomitant urticaria,
angioedema or gastrointestinal symptoms associated with specific foods [13,
14, 22]¢

o If there is any proof of allergies, identified food allergens should be avoided to
prevent the aggravation of patients’ AD [22]f

AD atopic dermatitis, ASIT allergen-specific immunotherapy, J4K Janus kinase, T7CAM traditional complementary and
alternative medicine

*Although often prescribed in daily practice, antihistamines are not effective in treating AD due to the complex pathophysi-
ology of AD [13, 16,22, 120]

bBased on the 2023 Indonesia Guideline of Systemic Treatment for Adults with Atopic Dermatitis, antihistamine-1 (seda-
tive/non-sedative) and antihistamine-2 (cimetidine) are still part of the AD treatment in Indonesia

“Such as those who work as drivers, operate heavy machineries, or children who need to attend exams or schools

4A recommendation for ASIT in the 2020 Thailand clinical practice guidelines was limited to patients with respiratory
symptoms rather than for all patients with AD [16]

¢This is pertaining to low evidence, impracticality, and the potential result of malnutrition [126-128]

fIf fares do occur despite the avoidance of potential food allergens, one possible explanation would be that the flareup could
be due to airborne allergens, which are difficult to avoid completely
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about AD to physicians in various practices and
settings. Relevant topics include the selection of
treatment, specialist referral, inappropriate use
of steroids, and side effects of advanced thera-
pies, as well as treatment costs. Some examples
of ongoing local medical education initiatives
with information specific to respective countries
include an annual AD summit organized by the
Pediatric Dermatology Society of the Philippines
and a host of educational activities run by the
Indian Society for Pediatric Dermatology.

Limitations

The treatments reviewed in this article are lim-
ited to systemic treatments for moderate-to-
severe AD and do not include details of topical
therapy or the management of mild AD. Moreo-
ver, the information cited in this article reflects
practices as of June 2023 but may not include
updates beyond this period. Of note, while our
panel comprises dermatology specialists from
nine countries or territories across Asia, we
acknowledge that our experience may still not
fully represent the whole spectrum of disease
management practices in all of Asia. Readers are
advised to interpret the information discussed
carefully.

CONCLUSIONS

In Asia, moderate-to-severe AD significantly
impacts patients’ physical and psychoemotional
well-being, and many patients are nonadherent
to treatment owing to multiple reasons. The cost
of treatment, especially with advanced thera-
pies, is also a substantial barrier. To overcome
these challenges, both healthcare professionals
and patients must be continuously educated
about the disease and treatment options, par-
ticularly newer ones, that are available to them.
The diagnosis of AD should be based on clini-
cal criteria outlined in either the Hanifin and
Rajka’s set of diagnostic features or the United
Kingdom Working Party’s Diagnostic Criteria
for AD. In some Asian countries, disease sever-
ity scales such as EASI, BSA, and IGA are already
commonly used to guide treatment decisions.

Meanwhile, patient-reported outcome scales
such as DLQI and ADCT can also be used along-
side depression monitoring scales to monitor the
treatment outcomes of patients with AD. Spe-
cific to AD treatment in Asian patients, systemic
corticosteroids can be used as short-term therapy
for acute flares. When managing moderate-to-
severe AD with systemic treatments, the nine
Asian experts consider using phototherapy first,
followed by conventional DMARDs and, subse-
quently, biologics or JAK inhibitors.
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