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Editorial
Editorial

A

topic dermatitis (AD) and psoriasis are two common dermatological conditions. Paediatric AD and
psoriatic arthritis are further discussed in
this issue. Pruritus is the most disturbing
complaint in AD, and various cytokines,
including interleukin (IL)-4, IL-13, IL-22
and IL-31, thymic stromal lymphopoietin
(TSLP), Janus kinase (JAK) and phosphodiesterase-4 (PDE-4) can now be targeted

Psoriatic arthritis (PsA) affects 14%
of Asian patients with psoriasis and early
detection is crucial for preventing progressive joint damage. No particular type
of skin manifestation is associated with
PsA but certain situations, such as nail,
with therapeutic agents, administered as
either systemic or topical formulations.
Apart from anti-tumour necrosis
factor (TNF), newer biologics that
inhibit IL-12, IL-23 and IL-17 have been
developed for use in psoriasis. A direct
head-to-head comparison of anti-IL-23
and anti-IL-17 agents has shown that the
relative response rates to the two agents
changed over time.

scalp and gluteal cleft involvement and
increased body surface area involvement,
may increase the risk for PsA development. A set of criteria and questions can
help clinicians screen for PsA. Effective
treatment for PsA is essential for improving patients’ quality of life and functional
status and preventing complications.
Careful management of comorbidities is
also important.

Pictorial Medical History (28)

The snake decoration can be seen
in many temples, where snakes
were allowed to live freely. When
a new temple was built, a snake
had to be delivered from the
temple at Epidaurus to give the
God’s blessing.
Snake decoration
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Asthma control that takes the lead in a 24-hour world

+25% more patients on Relvar has improved asthma control versus BD ICS/LABAs1
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IL-23 in Psoriasis: End of the Beginning?
Biologics evolution in
psoriasis
For many years, psoriasis was considered to be a skin disease mediated by
T helper (Th)-1 cells, with interleukin
(IL)-12 thought to stimulate the overexpression of Th1 cells. Tumour necrosis
factor (TNF) is a signature cytokine of
the Th1 response, therefore, anti-TNF
therapies, such as etanercept, infliximab,
and adalimumab, were introduced in the
early 2000s. Ustekinumab, which inhibits
both IL-12 and IL-23, was introduced in
2009 and shows superior efficacy to antiTNFs. The IL-17 blockers, secukinumab,
ixekizumab and brodalumab (anti-IL-17R),
came next, followed by the selective IL-23
inhibitors guselkumab and, more recently,
risankizumab. Today, it is believed that

overexpression of the Th17 pathway,
stimulated by IL-23, is the key driver of
this disease (Figure 1).1,2

Current evidence for IL-23
inhibitors
Blocking the pivotal IL-23/Th17 pathway
in psoriasis can achieve a high treatment
efficacy endpoint of ‘clear’ or ‘almost
clear’ of psoriatic plaque.
In the phase 3 ECLIPSE trial, guselkumab (anti-IL-23) and secukinumab (antiIL-17) were compared head-to-head. In
the guselkumab arm, a 100 mg dose was
given at Weeks 0, 4 and 12, then every
8 weeks.3 In the secukinumab arm,
a 300 mg dose was given at Weeks 0, 1,
2, 3 and 4, then every 4 weeks. Initially, at
Week 12, patients in the secukinumab arm

Figure 1. IL-23/Th17–mediated effects on epidermal keratinocytes in psoriatic skin. Regulated by IL-23, the primary effects
of IL-17 on keratinocytes include: indirect induction of epidermal hyperplasia; upregulation of the innate immune response
and AMPs; epidermal recruitment of leukocyte subsets (eg, neutrophils and dendritic cells) through increased production of
keratinocyte-derived chemokines; and transcription of multiple proinflammatory agents that act synergistically with TNF to
sustain the inflammatory events in psoriatic skin.
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were more likely to have a Psoriasis Area
Severity Index (PASI) 90 response (76.1%
of secukinumab-treated patients vs
69.1% of guselkumab-treated patients).
Over time, the situation reversed and, at
Week 48, the PASI 90 rates confirmed
the superiority of guselkumab over
secukinumab (70.0% in the secukinumab
arm vs 84.5% in the guselkumab arm;
p<0.001).3
Risankizumab is the second IL-23
inhibitor approved for moderate to severe
psoriasis in Hong Kong. In the ultIMMa-1
trial, 75.3% of patients receiving risankizumab (anti-IL-23) achieved a PASI 90
response at Week 16, rising to 81.9%

significantly higher skin clearance rates
than secukinumab-treated patients (87%
vs 57%, respectively; p<0.001), meeting the primary endpoint at Week 52 of
PASI 90. The rates of adverse events
were comparable for risankizumab and
secukinumab.5

at Week 52.4 In the comparator group,
42.0% of those receiving ustekinumab
(anti-IL-12/23) achieved a PASI 90 response
at Week 16, rising to 44.0% at Week 52.
Some loss of response between injections was seen in the ustekinumab group,
while the response to risankizumab
remained stable throughout the injection
intervals. Integrated data from ultIMMa-1
and ultIMMa-2 showed that 88.4%
of risankizumab-treated patients who
achieved PASI 90 at Week 16 retained
the response at Week 52 compared with
73.3% of those receiving ustekinumab
(p<0.001).4
The phase 3 IMMERGE trial randomized 327 patients with moderate to
severe psoriasis to receive risankizumab
(anti-IL-23) or secukinumab (anti-IL-17) for
52 weeks at their approved dosing. The
Week 52 PASI 90 response rates were
87% in the risankizumab group and 57%
for secukinumab, a highly significant
absolute 30% between-group difference.
Risankizumab-treated patients also had

VOYAGE 2 were followed up for 156
weeks, and no clear discrepancy was
found in serious infections, malignancies
excluding nonmelanoma skin cancers,
major adverse cardiac events or deaths.6
Data from the ultIMMa trials suggest
that risankizumab has a similar safety
profile; upper respiratory tract infections
accounted for most of the more frequently
occurring infections.7 Analysis of pooled
clinical trial data found a slight increase
in fungal infections, predominantly superficial tinea infections, and a few cases of
herpes zoster, which did not necessitate
discontinuation of treatment.7
Studies of the IL-23 inhibitors have
included patients who tested positive for
latent TB prior to entry and were allowed
to receive prophylaxis with standard local
regimens. In the trial registry, none of
the 105 patients with latent TB receiving
guselkumab nor any of the 103 patients
receiving risankizumab developed active
disease.3-5

Safety profile of IL-23
inhibitors
The IL-23 inhibitors have a reassuring
safety profile with a track record of up to
5 years’ use. None are associated with
serious infections, major adverse cardiac
events, malignancy or death. Patients in
the guselkumab arm of VOYAGE 1 and
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Conclusion
We are entering a biologics era in the
management of psoriatic diseases. New
IL-23 inhibitors deliver robust and longlasting efficacy in the therapy of chronic
plaque psoriasis. Comparator studies
suggest that the IL-23 inhibitors provide
better efficacy and equivalent safety to
ustekinumab (IL-12/IL-23 inhibitor) and
secukinumab (IL-17 inhibitor). The efficacy
of IL-23 inhibitors is yet to be determined
for treating psoriatic arthritis or other
psoriatic comorbidities, like inflammatory
bowel disease, multiple sclerosis, etc. As
a high level of disease control can now be
achieved, scientists are moving forward
to answer the next big question: Can psoriasis be “cured”? We are probably still at
the first stages of research into curative
targets but, hopefully, we can put an end
to life-ruining psoriatic diseases in the
near future.
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Medicine, History and Art (7)
The Physician

The Physician (1653)

I

n the seventeenth century, physician was already a well-established
profession. They were a respected
group with knowledge and skill, and
lived among the high society. In those
days, there were no modern laboratory
methods, and uroscopy, the examination
of a sample of urine, was a common
method of diagnosis. It was believed
that all diseases could be diagnosed by
this method. This picture by Gerrit Dou
showed a physician holding up a bottle of
urine for examination. From the way he
was dressed, and the table, vase, book,
bowl and curtain, he was certainly a well
to do man.
Gerrit Dou, Kunsthistorisches Museum, Vienna, Austria
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The potential for nothing left on their skin:* To patients, that’s everything1-4

NOTHING IS

EVERYTHING
New IMMerge head-to-head data:

SKYRIZI DEMONSTRATED SUPERIORITY
VS SECUKINUMAB AT WEEK 52 IN A PHASE 3B STUDY 5
26% more patients achieved
complete clearance
(PASI 100)

DURABLE CLEARANCE

PATIENTS WHO ACHIEVED PASI 90 (%)

PASI 90 at Week 525

SKYRIZI (n=164)†

SECUKINUMAB (n=163)‡

at Week 52 with SKYRIZI
(95% CI: 15.9, 36.5; p<0.001).
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SKYRIZI doses denoted in blue: Participants received 150 mg SKYRIZI at Week 0, Week 4, and every 12 weeks thereafter.5
Secukinumab is dosed 300 mg at Week 0, Week 1, Week 2, Week 3, Week 4, and every 4 weeks thereafter.
p<0.001 vs secukinumab.
¶
30% more patients achieved PASI 90 at Week 52 with SKYRIZI (95% CI: 20.8, 38.8).5

Primary endpoints
PASI 90 at Week 16 (non-inferiority)
PASI 90 at Week 52 (superiority)

SKYRIZI vs secukinumab head-to-head IMMerge study design5
A Phase 3b, multicenter, randomized, open-label, efficacy assessor-blinded, active-comparator
study designed to evaluate the safety and efficacy of SKYRIZI compared with secukinumab
in adult patients with moderate to severe plaque psoriasis. Patients were randomized 1:1 to
receive SKYRIZI (n=164) (150 mg), given as two 75 mg subcutaneous injections at baseline,
4 weeks later, and every 12 weeks thereafter or secukinumab (n=163) (300 mg) given as two
150 mg subcutaneous injections, at baseline, Weeks 1, 2, 3, and 4, and then every 4 weeks
thereafter. Safety was assessed in all patients.

Ranked secondary endpoints
PASI 100, sPGA 0/1 and PASI 75 at Week 52

†

‡
§

Data analysis: Missing data were imputed as non-responders (NRI) for all primary and
ranked secondary endpoints.

Study safety

• Rates of serious adverse events: 5.5% SKYRIZI vs 3.7% secukinumab
• Adverse events leading to discontinuation: 1.2% SKYRIZI vs 4.9% secukinumab5

Indication1: SKYRIZI (risankizumab) is indicated for the treatment of moderate to severe plaque psoriasis in adults who are candidates for systemic therapy.
*Nothing on the skin: Defined as achievement of 75% PASI 90 and ≥84% sPGA 0/1 at Week 16 and achievement of ≥56% PASI 100 and sPGA 0 at Week 52 in UltIMMa-1 and UltIMMa-2.4
UltIMMa-1 & -2 (N=506/491) were replicate phase 3, multi-national, 52-week, randomized, double-blind, placebo-controlled, active-comparator, controlled trials. Patients ≥18 years with moderate to severe plaque psoriasis were stratified by weight and previous
exposure to TNF inhibitor, and were randomly assigned (3:1:1) to receive subcutaneous risankizumab 150 mg, ustekinumab 45 mg or 90 mg (based on label), or placebo. Dosing occurred at Weeks 0 and 4 (Part A) and Weeks 16, 28 and 40 (Part B). Following the
16-week placebo-controlled treatment period (Part A), patients initially assigned to placebo switched to 150 mg of risankizumab at Week 16. Other patients continued double blind with their originally randomized treatment (Part B) for Week 16 to 52. Co-primary
endpoints were proportions of patients achieving PASI 90 and sPGA 0/1 at Week 16 (NRI). All efficacy analyses were done in the ITT population.1,4
CI, confidence interval; ITT, intent-to-treat; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment.
SKYRIZITM abbreviated prescribing information
Presentation: 75mg risankizumab per 0.83ml as a solution for injection in a pre-filled syringe. Indication: Treatment of moderate to severe plaque psoriasis in adults who are candidates for systemic therapy. Dosage and administration: 150 mg (two 75mg
injections) via SC injection at week 0, week 4, and every 12 weeks thereafter. Contraindications: Patients with known hypersensitivity to risankizumab or any of its excipients. Patients with clinically important active infections like active tuberculosis. Warning and
Precautions: Infections: Risankizumab may increase the risk of infections and should be used in caution in patients with chronic infections, history of recurrent infections or those with known risk factors for infection. Do not initiate treatment with risankizumab
in patients with a clinically important active infection until it resolves or is adequately treated. Tuberculosis (TB): Patients should be evaluated for TB prior to initiating treatment with risankizumab and patients on treatment should be monitored for signs and
symptoms of TB. Immunisations: Completion of all appropriate immunisations according to current immunisation guidelines should be considered prior to initiating treatment with risankizumab. If a patient has received live vaccination, it is recommended to
wait at least 4 weeks prior to starting treatment with risankizumab. Patients treated with risankizumab should not receive live vaccines during treatment and for at least 21 weeks after treatment. Pregnancy: There are no or limited amount of data from the use of
risankizumab in pregnant women. As a precautionary measure, it is preferable to avoid the use of risankizumab during pregnancy. Women with childbearing potential: Use an effective method of contraception during treatment and for at least 21 weeks after
treatment. Breast feeding: It is unknown whether risankizumab is excreted in human milk. A decision should be made whether to discontinue/abstain from risankizumab therapy, taking into account the benefit of breast-feeding to the child and the benefit of
risankizumab therapy to the woman. Interactions: Risankizumab is not expected to undergo metabolism by hepatic enzymes or renal elimination. Drug interactions between risankizumab and inhibitors, inducers, or substrates of drug metabolizing enzymes are
not expected and no dose adjustment is needed. The safety and efficacy of risankizumab in combination with immunosuppressants, including biologics, or phototherapy have not been evaluated. Undesirable effects: Respiratory tract infection; tinea infections;
headache; pruritus; fatigue; injection site reactions. API.HK.SKY.0519.
References: 1. SKYRIZI Hong Kong prescribing information, version May 2019. 2. Blome C, Gosau R, Radtke MA, et al. Patient-relevant treatment goals in psoriasis. Arch Dermatol Res. 2016;308(2):69–78. doi:10.1007/s00403-015-1613-8. 3. Ryan C, Puig Z, Zema C, et al.
Incremental benefits on patient-reported outcomes for achieving PASI 90 or PASI 100 over PASI 75 in patients with moderate to severe psoriasis. Poster presented at: 2018 European Academy of Dermatology and Venerology (EADV) Congress; September 12–16, 2018;
Paris, France. Poster 2002. 4. Gordon KB, Strober B, Lebwohl M, et al. Efficacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from two double blind, randomised, placebo-controlled and ustekinumab controlled
phase 3 trials. Lancet. 2018;392(10148):650–661. doi:10.1016/S0140-6736(18):31713-6. 5. Warren RB, Blauvelt A, Poulin Y, et al. Efficacy and safety of risankizumab vs secukinumab in patients with moderate-to-severe plaque psoriasis (IMMerge): Results from a phase
3, randomised, open-label, efficacy assessor-blinded clinical trial. Br J Dermatol 2020. Doi: 10.1111/bjd.19341. E-pub ahead of print.
Full local prescribing information is available upon request. All adverse events should be reported to drugsafety.pv@abbvie.com.
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Biologics in Paediatric Atopic Dermatitis

A

topic dermatitis (AD) is the commonest skin disorder affecting the
paediatric population worldwide.
In the developed world, its prevalence is
up to 20% in children and 10% in adults.
The overall prevalence of AD is increasing
globally, albeit stabilizing in developed
countries.
The pathogenesis of AD is complex
and multifactorial. It is characterized
by the interaction between genetic
components, immune dysregulation
and environmental factors. A dysfunctional epidermal barrier, abnormal skin
microbiome and predominantly type 2
(Th2)-skewed immune dysregulation are
all involved and interact in the mechanism
of disease onset and development.1
Pruritus, the dominant and most disturbing symptom of AD, must be addressed
in disease management. The Th2 cytokines, interleukin (IL)-4, IL-13, thymic
stromal lymphopoietin (TSLP) and IL-31,
contribute to chronic pruritus in AD with
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evidence of the IL-4 receptor subunit α
(IL-4Rα) found on afferent neurons of the
itch pathway.2 There are also variations in
immune dysregulation in AD patients with
respect to age groups and ethnicities.
The aim of AD management is to
improve symptoms and achieve disease
control in both the short and long term.

another trial (LIBERTY AD CHRONOS),
the proportion of patients with EASI-75
response increased to about 65% compared with 22% for patients receiving
topical steroid only.4 The response rate
was maintained to 1 year. The response
rate and safety profile of dupilumab in
adolescents aged 12–18 years were simi-

Apart from the traditional mainstays of
treatment – barrier repair and maintenance, topical anti-inflammatory agents
and phototherapy – systemic immunosuppressive therapy is often required
for severe disease that fails to respond
to topical treatments. However, with
the lack of long-term robust clinical data
and head-to-head comparisons for these
immunosuppressants, a more targeted
and evidence-based approach to therapeutics is necessary.

lar to that in adults. The main side effect
of dupilumab is conjunctivitis, with up to
28% of patients affected in clinical trials
and up to 38% in post-marketing reports.
Most of the conjunctivitis cases can be
managed with topical agents without the
need to withdraw treatment. It appears
that minimal laboratory monitoring is
necessary for dupilumab.

Dupilumab
The understanding of the effects of
the Th2 cytokines IL-4 and IL-13 in the
pathophysiology of AD led to the development of targeted agents to antagonize
these cytokines. Dupilumab was the
first of these agents. It is a fully human
monoclonal antibody against IL-4Rα that
inhibits IL-4 and IL-13 signalling. It is the
first and only biologic approved to date for
treatment of moderate to severe AD in
patients aged 6 years and older in the US
and in patients 12 years of age and older in
the European Union. In two phase 3 trials
(SOLO 1 and SOLO 2), 51.3% and 44.2%
of adult patients treated with dupilumab
achieved a 75% reduction in Eczema Area
and Severity Index (EASI-75) at week 16,
respectively, compared with 14.7% and
25.0% of patients, respectively, in the
corresponding placebo groups.3 When
combined with topical corticosteroids in

Other Th2-targeted
therapy
Given that only up to 40% of AD patients
on dupilumab achieved a clear or almost
clear condition (Investigator’s Global
Assessment [IGA] score 0/1) and 65%
achieved EASI-75 at 1 year,4 the need
for additional and a tailored, personalized
treatment option is deemed necessary in
order to enhance outcomes.5
Tralokinumab is a fully human monoclonal antibody that binds specifically
to IL-13 and prevents activation of IL-13
signalling in AD. Three phase 3 (ECZTRA
1–3) studies that evaluated the safety
and efficacy of tralokinumab in adults
with moderate to severe AD showed
significant improvements and met all the
primary and secondary endpoints, with
adverse effects comparable to placebo.6
Lebrikizumab is a high-affinity
monoclonal antibody that selectively
targets IL-13 and prevents formation of
the IL-13Rα1/IL-4Rα heterodimer receptor signalling complex. In a phase 2b
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study, lebrikizumab achieved rapid dosedependent efficacy in adult patients with
moderate to severe AD with a favourable
safety profile.7
IL-31 is known for its important
role in the itch/scratch cycle of AD.
Nemolizumab, an IL-31-targeted antibody,
was shown in phase 2 studies to significantly reduce the persistent pruritus
associated with AD.8 The improvement
in disease score appeared as early as
4 weeks after therapy initiation and
sustained efficacy has been noted in a
long-term follow-up trial.9
TSLP, an epithelial cell-derived
cytokine, in conjunction with OX40

Th17/ IL-23–targeted
therapeutics

and OX40 ligand, strongly enhances
allergic inflammation with upregulation
of Th2 pathway activation in AD. IL-33,
another epidermal-derived cytokine, also
enhances activation of the TSLP-OX40
axis. These cytokines are therefore targets for developing specific therapeutics
for use in AD. Tezepelumab, a TSLP inhibitor, is being investigated as monotherapy
for treatment of AD.
A phase 2 trial of a monoclonal antibody against OX40 (GBR 830) showed
that two intravenous doses given 4
weeks apart induced significant tissue
and clinical improvement in AD up to 42
days after the second dose.10 This study
thus showed the first evidence for the
role of OX40 in the pathogenesis of AD.

subgroups, such as Asian and paediatric
AD patients.

Th22-targeted
therapeutics
Upregulation of IL-22, a key Th22 pathway
cytokine, has a major pathogenic effect in
barrier dysfunction and epidermal hyperplasia. Fezakinumab, an IL-22–blocking
monoclonal antibody, induced significant
improvements in severe AD (SCORAD
>50) in a phase 2 trial.11 Another study
investigating the physical and physiological response to fezakinumab showed
reversal of pathological features as well as
reduced overall Th1-, Th2- and Th17-related
cytokines. The treatment effect was seen
mainly in patients with a high baseline
level of IL-22.12

In AD patients, significantly greater upregulation of the Th17/IL-23 pathway is noted
in Asians versus European Americans and
in paediatric versus adult AD patients, in
addition to the well-known Th2 and Th22
activation. In Asian AD patients, histological features characteristic of psoriasis
are more frequently observed. These
observations provide potential targets
for AD therapeutics. Although phase 2
clinical trials using ustekinumab to treat
moderate/severe AD did not show favourable results,13 this therapeutic approach
may have potential benefit in certain

Janus kinase inhibitors
Janus kinase (JAK) inhibitors are small
molecules targeting the downstream
cytokines involved in AD. JAKs are a family of tyrosine kinases. JAK1, JAK2, JAK3
and TYK2 are the main targets in the
JAK/ STAT pathway, which is considered
a master controller of immune functions
because it regulates a wide range of intracellular immune responses, including the
Th2, Th22 and Th1 pathways.
Baricitinib is an oral JAK1/2
inhibitor that has been assessed in two
independent phase 3 monotherapy trials
(BREEZE-AD1 and BREEZE-AD2). In
both trials, at week 16, significantly more
patients achieved the primary endpoint of
Validated IGA of AD (0, 1) on baricitinib
compared with placebo14:
• B
 REEZE-AD1 (N=624): baricitinib 4 mg
16.8% (p<0.001); baricitinib 2 mg
11.4% (p<0.05); baricitinib 1 mg 11.8%
(p<0.05); placebo 4.8%.
• B
 REEZE-AD2 (N=615): baricitinib 4 mg
13.8% (p=0.001); baricitinib 2 mg
10.6% (p<0.05); baricitinib 1 mg 8.8%
(p=0.085); placebo 4.5%.
Improvement in itch was achieved
as early as Week 1 for baricitinib 4 mg
and Week 2 for the 2 mg dose. The most
common adverse events were nasopharyngitis and headache.
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A selective JAK1 inhibitor, upadacitinib, has shown significant clinical
efficacy in a phase 2 trial15 and several
phase 3 trials are currently recruiting
adults and adolescents with AD. A headto-head study comparing upadacitinib
with dupilumab in adults with moderate
to severe AD is ongoing.
Abrocitinib is another selective JAK1
inhibitor under clinical evaluation for AD.
Data from two phase 3 trials showed that
61.0%–62.7% of patients treated with
abrocitinib 200 mg daily achieved EASI-75
compared with 10.4%–11.8% of patients
in the placebo arms.16,17 In addition, there
was a significant difference from placebo
in peak pruritus improvement within the
first 48 hours.
A new dual JAK–SYK (spleen tyrosine kinase) inhibitor (ASN002) is being
tested in AD. The SYK pathway is involved
in several cytokine signalling pathways
and subsequent activation of Th17, B cells
and dendritic cells. Dual inhibition of the
JAK–SYK pathways has synergistic antiinflammatory effects in AD. Both serum
inflammatory markers and lesional skin
biopsy showed improvement in systemic
inflammation and molecular dysregulation with ASN002.18,19
Topical JAK inhibitors, such as
tofacitinib, ruxolitinib and delgocitinib, are
in the late stages of phase 3 trials and
appear to be promising new treatment
options. Of note, topical delgocitinib 0.5%
ointment has recently been approved
in Japan for treating adults with AD.20 A
phase 3 trial demonstrated that 51.9%
of delgocitinib-treated patients achieved
modified EASI-50 compared with 11.5%
of patients receiving vehicle (placebo),
while 26.4% of treated patients achieved
modified EASI-75 compared with 5.8% of
vehicle-treated patients.21

Phosphodiesterase-4
inhibitors
Phosphodiesterase-4 (PDE-4) inhibitors
are small molecules that inhibit the intracellular enzyme PDE-4, which is a major
enzyme class responsible for control of
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a network of proinflammatory cytokines.
Crisaborole ointment is the first topical
PDE-4 inhibitor approved for treatment
of mild to moderate AD in patients aged
2 years or older. In the phase 3 trial,
32% of patients treated with crisaborole
achieved the primary endpoint of clear or
almost clear in Investigator Static Global
Assessment score of 0 or 1.22 However,
this result is only slightly better than
patients on placebo (18–25%).
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Psoriatic disease is
deeper than skin

Psoriatic disease may be progressing inside the body, even if the skin looks clear.1
With The Complete Cosentyx Approach™, you can address the underlying cause of the
disease—and decrease systemic inflammation.2

Fast and sustained long-term
efficacy in skin and persistent
troublesome areas3-6

Helps prevent future irreversible joint damage.7
Joint relief for patients with PsA,
including Axial symptoms8

Fast and significant
improvement in quality of life4,9

Make Cosentyx your priority for the best patient outcomes
Indications
♦ Plaque psoriasis: Cosentyx is indicated for the treatment of moderate to severe plaque psoriasis in adults who are candidates for systemic therapy. ♦ Psoriatic arthritis: Cosentyx, alone or in
combination with methotrexate (MTX), is indicated for the treatment of active psoriatic arthritis in adult patients when the response to previous disease modifying anti rheumatic drug (DMARD) therapy
has been inadequate. ♦ Ankylosing spondylitis: Cosentyx is indicated for the treatment of active ankylosing spondylitis in adults who have responded inadequately to conventional therapy.10
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The Role of Dermatologists in Early
Diagnosis and Management of Psoriatic
Arthritis in Patients With Psoriasis
Predictive factors for PsA
in patients with psoriasis

T

he prevalence of psoriatic arthritis
(PsA) in patients with psoriasis
was found to be 19.7% in an
overall pooled population and 14.0% in
an Asian population.1 Given that psoriasis
can present for an average of 12 years
before the onset of PsA,2 a dermatologist
is frequently the first specialist to diagnose PsA in a patient with psoriasis.
However, many patients with PsA do not
receive appropriate systemic therapies
to prevent progressive joint damage. A
Multi-national Assessment of Psoriasis
and Psoriatic Arthritis (MAPP) survey
revealed that only half the patients were
being treated with conventional oral
therapy (24%) or biologic therapy (26%).3
Dermatologists have a significant role to
play in both the initial diagnosis and the
management of PsA in patients with
psoriasis.
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Although no single clinical type of
psoriasis (plaque, guttate, pustular, eryth-

to the CASPAR criteria requires at least
one of peripheral arthritis, spondylitis or
enthesitis and a score of ≥3 from the
following five CASPAR criteria:

rodermic or sebopsoriasis) was found to
be associated with PsA,4 the occurrence
of psoriasis in specific locations signalled
an increased risk of developing PsA. Nail
psoriasis, especially onycholysis, was
shown to be associated with PsA.4–6
Around 90% of patients with PsA had
characteristic psoriatic nail disease,
specifically in patients with distal interphalangeal joint involvement. Furthermore,
psoriasis patients with scalp and intergluteal cleft involvement were also at
increased risk of PsA.4,5,7 The risk of PsA
in patients with psoriasis was also found
to increase with increasing body surface
area involvement.5 Nonetheless, the
presence of PsA could not be ruled out
in patients with only limited skin involvement. Apart from the aforementioned
clinical features, PsA was significantly
associated with a family history of PsA,
especially in first-degree relatives.5,8 It is
crucial for dermatologists to give special
attention to psoriasis patients with the
above-mentioned clinical features for the
early detection of PsA during the course
of the cutaneous disease.

(I)	current psoriasis (score of 2),
personal history of psoriasis or family
history of psoriasis (score of 1);
(II)	nail dystrophy such as onycholysis,
pitting or hyperkeratosis (score of 1);
(III)	negative rheumatoid factor (score
of 1);
(IV)	current dactylitis or a personal
history of dactylitis (score of 1); and
(V)	radiographic evidence of psoriatic
bone changes of the hand or foot,
such as juxta-articular new bone
formation on plain films (score of 1).
A limited set of four questions
investigating PsA in psoriasis patients has
been recommended for dermatologists
for daily routine use in clinical practice.5,10
In addition to specific skin features
and nail involvement, a dermatologist
should routinely examine the following
extracutaneous signs to monitor for PsA
in a patient with psoriasis: (I) peripheral
inflammatory pain; (II) axial inflammatory
pain; (III) dactylitis and (IV) buttock or
sciatic pain. Further research is required
to test the sensitivity and specificity of
this shorter screening tool.

Diagnosis of PsA

Management of PsA:
GRAPPA 2015 treatment
recommendations

The most commonly used diagnostic
criteria for PsA are the CASPAR criteria
(Classification for Psoriatic Arthritis) developed in 2006 by the Group for Research
and Assessment of Psoriasis and PsA
(GRAPPA).9 Diagnosis of PsA according

Collaboration between rheumatologists
and dermatologists is essential in managing patients with psoriasis and PsA. The
aims of treating PsA include controlling
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disease activity, maintaining functional
status, improving quality of life and
preventing disease- or treatment-related
complications. The choice of therapy
depends on disease severity, prognostic
factors, prior treatment, comorbidities,
access to therapy and patient preferences.
According to the GRAPPA 2015 treatment
recommendations,11 therapeutic options
are chosen depending on the various clinical domains of PsA: peripheral arthritis;
axial disease; enthesitis; dactylitis; skin
disease and nail disease. The treatment options are outlined in the Table.
Furthermore, it is also important to identify comorbidities of PsA and psoriasis.
These comorbidities include cardiovascular disease, diabetes, obesity, metabolic
syndrome, osteoporosis, non-alcoholic
fatty liver disease, depression, inflammatory bowel disease and uveitis. Screening
and management of such conditions are
essential to ensure patients with PsA and
psoriasis receive optimal care.

Conclusion
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Table. GRAPPA 2015 treatment recommendations for PsA11
Clinical domains of PsA

Strong recommendation

Conditional recommendation

1.
Peripheral
arthritis

DMARDs (MTX, SSZ, LEF), TNFi

NSAIDs, oral CS, IA CS, PDE-4i

DMARD-naive

Inadequate response to DMARDs TNFi, IL-12/23i, PDE-4i

NSAIDs, oral CS, IA CS, IL-17i

Inadequate response to biologic

TNFi

NSAIDs, oral CS, IA CS, IL-12/23i, IL-17i, PDE-4i

Biologic-naive

NSAIDs, physiotherapy, simple
analgesia, TNFi

IL-17i, SI joint CS injections, bisphosphonates,
[IL-12/23i]

Inadequate response to biologic

Physiotherapy, simple analgesia

NSAIDs, TNFi, IL-12/23i, IL-17i

3. Enthesitis

TNFi, IL-12/23i

NSAIDs, physiotherapy, CS injections (with extreme
caution since injecting CS in weight-bearing
entheseal sites can lead to rupture of entheses),
PDE-4i, IL-17i

4. Dactylitis

TNFi (infliximab, adalimumab,
golimumab, CZP)

CS injections, DMARDs (MTX, SSZ, LEF), TNFi (etan.),
IL-12/23i, IL-17i, PDE-4i

5. Psoriasis (plaque)

Topical therapies, phototherapy,
DMARDs (MTX, LEF, CSA), TNFi,
IL-12/23i, IL-17i, PDE-4i

6. Nail psoriasis

TNFi, IL-12/23i

2.
Axial PsA

Topical therapies, procedural
therapies, DMARDs (CSA,
LEF, acitretin, MTX), IL-17i,
PDE-4i

CS, corticosteroids; CSA, cyclosporin A; CZP, certolizumab pegol; DMARD, disease-modifying antirheumatic drug; etan., etanercept; IA, intra-articular; IL-12/23i, interleukin-12/23
inhibitor; IL-17i, interleukin-17 inhibitor; LEF, leflunomide; MTX, methotrexate; NSAIDs, nonsteroidal anti-inflammatory drugs; PDE-4i, phosphodiesterase 4 inhibitor (apremilast);
PsA, psoriatic arthritis; SI, sacroiliac; SSZ, sulfasalazine; TNFi, tumour necrosis factor inhibitor.
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