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DRUG UPDATE PEER REVIEWED

Deucravacitinib
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The first-in-class, once daily oral therapy
deucravacitinib has been PBS listed in Australia for
adults with severe chronic plaque psoriasis.
Deucravacitinib represents a new option for treating
plaque psoriasis with its unique mechanism of
action as a selective tyrosine kinase 2 inhibitor.

soriasis is an immune-mediated inflammatory condition

that results from the complex interplay of genetic and envi-

ronmental factors. There are several clinical subtypes, the
most common being plaque psoriasis, which presents with sharply
demarcated salmon-pink plaques and overlying silvery-white
scales typically on the extensor surfaces of the knees and elbows,
scalp and intergluteal cleft. Other major subtypes include guttate,
inverse, pustular and erythrodermic psoriasis.'

The prevalence of psoriasis in Australia is among the highest
globally, estimated to be between 2.3 and 6.6%, with an estimated
50,000 people in Australia suffering from moderate to severe
chronic plaque psoriasis.>* Psoriasis can significantly affect a
patient’s quality of life and is also associated with several comor-
bidities, including psoriatic arthritis, inflammatory bowel disease,
cardiovascular disease, obesity and diabetes.?

The severity of plaque psoriasis can be assessed objectively
using the Psoriasis Area and Severity Index (PASI). Although
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KEY POINTS

« Plaque psoriasis is an immune-mediated inflammatory
condition with significant morbidity, often requiring long-
term treatments to prevent flares of disease and maintain
symptom control.

« Deucravacitinib is a first-in-class, oral, selective tyrosine

kinase type 2 inhibitor that is listed on the PBS for adults

with severe chronic plaque psoriasis who have failed to
achieve an adequate response to methotrexate.

Clinical trials have shown deucravacitinib to have a

promising efficacy and safety profile for patients with

moderate to severe chronic plaque psoriasis.

« GPs have a key role in identifying patients with plaque
psoriasis who would benefit from systemic therapy.

o GPs can prescribe continued treatment of deucravacitinib
following initiation by a dermatologist and monitor patients
for treatment response or side effects.

mild or limited psoriasis is routinely managed by GPs using
topical therapies such as topical corticosteroids (with or without
calcipotriol), moderate to severe plaque psoriasis may require
systemic treatment under the direction of a dermatologist. Patients
can have variability in their response to different treatments, as
well as different personal preferences and lifestyle factors, that
makes it important to tailor therapies to patient-specific needs.
In Australia, first-line therapy for moderate to severe chronic
plaque psoriasis includes phototherapy or conventional oral
agents, including methotrexate, ciclosporin and acitretin. These
treatments, however, may be associated with significant side
effects. More recently, apremilast has become available and is
listed on the PBS for patients with severe psoriasis who have failed
to achieve an adequate response to, or not tolerated, methotrexate.
There are currently 10 biologic agents available on the PBS for
patients with severe chronic plaque psoriasis who have failed to
respond after six weeks of phototherapy, conventional oral agents
and/or apremilast, defined by a PASI greater than 15 while still
on treatment or no longer than four weeks after cessation of
treatment. These biologics include:
« tumour necrosis factor (TNF) inhibitors (infliximab,
etanercept and adalimumab)
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DRUG UPDATE continued I

TABLE 1. SUMMARY OF RESPONSE RATES IN POETYK PS0-1 AND IN POETYK PSO-2 TRIALS?®
Outcome POETYK PSO-1 POETYK PS0-2
Deucravacitinib Apremilast Placebo Deucravacitinib Apremilast Placebo
(n=332) (n=168) (n = 166) (n=511) (n = 255) (n = 254)
PASI 75 (participants with at least 75% improvement in psoriasis)
Week 16 194 (58.4%) 59 (35.1%) 21 (12.7%) 271 (53.0%) 101 (39.8%) 24 (9.4%)
Week 24 230 (69.3%) 64 (38.1%) N/A 296 (58.7%) 96 (37.8%) N/A
sPGA score of 0 or 1 (participants with clear or almost clear skin)
Week 16 178 (53.6%) 54 (32.1%) 12 (7.2%) 253 (49.5%) 86 (33.9%) 22 (8.6%)
Week 24 195 (58.7%) 52 (31.0%) N/A 251 (49.8%) 75 (29.5%) N/A

H Abbreviations: N/A = not applicable; PASI 75 = 75% improvement in Psoriasis Area and Severity Index; sPGA = static, five-point Physician’s Global Assessment.

Treatment criteria

TREATMENT AND CLINICAL CRITERIA
FOR REIMBURSEMENT OF
DEUCRAVACITINIB BY THE PBS®

Deucravacitinib can be initiated by

a dermatologist or an accredited
dermatology registrar in consultation
with a dermatologist

Deucravacitinib can be prescribed by

a GP who has been directed to
continue treatment (not initiate
treatment) by one of the above

practitioners

Clinical criteria

¢ Patient must be at least 18 years

of age
AND

Patient must not have achieved

adequate response after at least
6 weeks of treatment with
methotrexate before initiating
treatment with deucravacitinib

OR

* Patient must have a contraindication

or demonstrated severe intolerance of,

or toxicity due to, methotrexate

AND

¢ The condition must have caused

significant interference with quality of

life
AND

¢ Patient must not be undergoing

concurrent PBS-subsidised treatment

for psoriasis with each of: a biologic
medicine, ciclosporin, apremilast

42 MedicineToday

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2024. https://medicinetoday.com.au/mt/2024/june

« interleukin (IL)-12/23 inhibitor
(ustekinumab)

o IL-17 inhibitors (secukinumab,
ixekizumab and bimekizumab)

« IL-23 inhibitors (guselkumab,
tildrakizumab and risankizumab).’
However, in Australia, patients with a

PASI of 15 or less are unable to access these
highly effective biologic treatments
through the PBS. As many of the available
agents for this cohort of patients have
lower efficacy and/or higher risk of side
effects, there has been an unmet need for
an oral targeted agent with an acceptable
safety and efficacy profile for the treat-
ment of plaque psoriasis.

What is deucravacitinib?
Deucravacitinib is a first-in-class oral
selective tyrosine kinase type 2 (TYK2)
inhibitor. TYK?2 is a member of the Janus
associated kinase (JAK) family of intra-
cellular kinases and has a role in regulating
the signalling of key cytokines involved in
the pathogenesis of psoriasis. TYK2 pairs
with JAK1 and JAK?2 to mediate multiple
cytokine pathways for the IL-23/IL-12 and
the type 1 interferon family.

The allosteric binding of deucravacitinib
is selective for the TYK2 pseudokinase
domain, differentiating it from inhibitors
of the JAK1/2/3 kinase, which bind to the
highly conserved active catalytic site of the
kinase domain, resulting in their lower
selectivity. Consequently, deucravacitinib
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inhibits the action of IL-23,IL-12 and type 1
interferon and reduces the downstream
production and release of pro-inflamma-
tory cytokines, including IL-17 and IL-22.>¢

Efficacy

The evidence for deucravacitinib in adults
with moderate to severe plaque psoriasis
is supported by two pivotal phase 3 clinical
trials: studies IM011046 (POETYK PSO-1)
and IM011047 (POETYK PSO-2). Both
studies were multicentred, randomised,
double-blinded, placebo and active-
comparator-controlled (apremilast 30mg
twice daily) for 52 weeks. In total, there
were 1684 participants, 664 in POETYK
PSO-1 and 1020 in POETYK PSO-2. All
enrolled participants had moderate to
severe plaque psoriasis, were candidates
for phototherapy or systemic therapy, had
a body surface area involvement equal to
or greater than 10%, PASI equal to or
greater than 12, and had a static, five-point
Physician’s Global Assessment (sPGA)
equal to or greater than 3 (moderate or
severe disease).”

The results from both studies showed
that deucravacitinib had superior efficacy
compared with placebo at week 16 when
assessing PASI 75 (at least 75% reduction
in baseline PASI) and sPGA scores of 0
or 1 (clear or almost clear disease) (Table 1).
Similarly, there were also significant PASI
75 and sPGA response rates for participants
treated with deucravacitinib compared



PLACE OF DEUCRAVACITINIB IN TREATMENT PATHWAY FOR PLAQUE PSORIASIS IN LINE WITH PBS REQUIREMENTS®*

Patient diagnosed with psoriasis and undergone initial assessment

\/

Mild to moderate disease

/

{

Prescribe topical therapy
- e.g. topical corticosteroids
(with or without calcipotriol)

—

Disease Disease
remains mild worsens

\

Continue
topical therapy

> Severe disease

\]

Prescribe methotrexate

v

Failure to achieve response after 6 weeks of
treatment, intolerance or contraindication*

I
Y Y

Prescribe deucravacitinib

Prescribe apremilast

Y

Prescribe ciclosporin, acitretin or phototherapy

Failure to respond to at least two therapies after 6 weeks of

treatment, intolerance or contraindication’

v

Prescribe biologic therapy

\/

TEN inhibitors:
¢ infliximab

* etanercept
¢ adalimumab

Y \

IL-17 inhibitors:
e secukinumab
* ixekizumab

* bimekizumab

IL-12/23 inhibitor:
¢ ustekinumab

Abbreviations: IL = interleukin; PAS| = Psoriasis Area and Severity Index; TNF = tumour necrosis factor.
* To be eligible for access to deucravacitinib/apremilast, the PBS requires that a patient has failed to achieve adequate response after at least 6 weeks of treatment with

methotrexate.

Y

IL-23 inhibitors:
¢ guselkumab
e tildrakizumab
¢ risankizumab

To be eligible for access to biologic therapies, the PBS requires that a patient has failed to achieve an adequate response (defined as PASI greater than 15) following a minimum of
6weeks of treatment to at least two of the following six treatments: phototherapy, methotrexate, ciclosporin, acitretin, apremilast, deucravacitinib.

with apremilast at week 16, which contin-
ued to improve at week 24 and was main-
tained at week 52.”8 In POETYK PSO-2,
31% of participants who were withdrawn
from deucravacitinib at week 24 main-
tained PASI 75 response at week 52, sug-
gesting some durability.?

With regard to patient-reported out-
comes, there were significantly greater
improvements in psoriasis symptoms (itch,
pain, burning, stinging and skin tightness)
based on the Psoriasis Symptoms and Signs
Diary (PSSD) with deucravacitinib when

compared with apremilast and placebo at
week 16. This was observed through week
24 and maintained through week 52.7%

PBS listing

Deucravacitinib was listed on the Austral-
ian PBS on 1 October 2023 for adults with
severe chronic plaque psoriasis who have
failed to achieve an adequate response to
methotrexate (Box).” The proposed use of
deucravacitinib among the other treatment
options for plaque psoriasis in Australia is
shown in the Flowchart.*"
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The role of GPs in treatment

Greater access to effective treatments is
essential to improving outcomes for
patients with psoriasis. The PBS reim-
bursement of deucravacitinib represents
a major milestone in helping to address
the needs of patients with severe plaque
psoriasis not met by previously available
treatment options. GPs have a key role in
identifying these patients who would ben-
efit from systemic treatment. Awareness
of deucravacitinib as a treatment option
also allows GPs to prescribe continued
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DRUG UPDATE continued I

TABLE 2. PRECAUTIONS AND MONITORING FOR DEUCRAVACITINIB USE®

Consider risks and benefits of treatment for patients
with:

- chronic and recurrent infection
- a history of serious or opportunistic infection

- an underlying condition that may predispose
to infection

Category Precaution Monitoring
Hypersensitivity * Hypersensitivity reactions such as angioedema have | ¢ Monitor for any symptoms of serious hypersensitivity
been reported reactions
« If a clinically significant hypersensitivity reaction occurs,
discontinue deucravacitinib
Infections * Deucravacitinib may increase the risk of infections * Closely monitor patients for signs and symptoms of active

infection

* Prompt diagnostic testing and appropriate antimicrobial
therapy should be initiated

If patients develop an infection and do not respond to
standard therapy, deucravacitinib should be withheld until
the infection resolves

Viral reactivation

Herpes virus reactivation (herpes zoster, herpes
simplex) has been reported

The impact of deucravacitinib on chronic viral
hepatitis reactivation is not known

¢ Monitor for reactivation of viral hepatitis in accordance
with clinical guidelines

If signs of reactivation occur, refer patient to a hepatitis
specialist

Tuberculosis

Patients should be evaluated for TB infection before
treatment

Anti-TB treatment should be considered before
treatment in patients with active TB or a past history
of latent TB in whom an adequate course of
treatment cannot be confirmed

e Monitor for signs and symptoms of active TB during
treatment

Malignancies

Malignancies including lymphomas have been
observed in clinical trials

Nonmelanoma skin cancers have been reported in
patients treated with deucravacitinib

Consider the risks and benefits individually before
initiating or continuing treatment, particularly for patients
with a known malignancy or who develop a malignancy
while on deucravacitinib

Periodic skin examination is recommended for patients at
increased risk for skin cancer

Laboratory
abnormalities

Elevated triglyceride levels and liver enzyme levels
have been reported

Periodically evaluate serum triglyceride and liver enzyme
levels according to clinical guidelines and patient risk
factors

If treatment-related increases in liver enzyme levels occur
and drug-induced liver injury is suspected, interrupt
deucravacitinib until a diagnosis of liver injury is excluded

Rhabdomyolysis
and elevated CPK
levels

* Increased incidence of asymptomatic CPK elevation
and rhabdomyolysis have been reported

Instruct patients to report any unexplained muscle
pain/tenderness/weakness, particularly if accompanied
by malaise or fever

Discontinue deucravacitinib if markedly elevated CPK
levels occur or myopathy is suspected or diagnosed

Immunisations

commencing treatment

* Consider completing all age-appropriate immunisations according to current immunisation guidelines before

Avoid using live vaccines in patients being treated with deucravacitinib

Potential risks of
JAK inhibition

Abbreviations: CPK = creatine phosphokinase; JAK = Janus-associated kinase; TB = tuberculosis.

Currently, there is no evidence to suggest that deucravacitinib is associated with the observed or potential adverse
reactions of JAK inhibition; higher rates of all-cause mortality, sudden cardiovascular death, major adverse
cardiovascular events, overall thrombosis, deep vein thrombosis, pulmonary embolism and malignancies were
reported in a large, randomised, postmarketing safety trial of tofacitinib, a pan-JAK inhibitor in patients with
rheumatoid arthritis, 50 years and older with at least one cardiovascular risk factor
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treatment following initiation by a der-
matologist, as well as to monitor for treat-
ment response or side effects. If patients
have inadequate response, loss of response
or experience toxicity to deucravacitinib,
GPs can refer them back to dermatologists
for consideration of other treatment
options.

Dosing

The recommended dose of deucravacitinib

is 6mg once daily, taken orally. Dosage

adjustment is not needed in patients:

o aged 65 years and older

« with any form of renal impairment,
including with end-stage renal
disease

o with mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B)
hepatic impairment.

Safety

Contraindications

Deucravacitinib should not be used in

patients with:

« ahistory of hypersensitivity reaction
to deucravacitinib or to any of its
excipients

o active or serious infections including
hepatitis B, hepatitis C or active
tuberculosis (TB)

o severe hepatic impairment (Child-Pugh
Class C).

The safety and efficacy of deucravac-
itinib in patients less than 18 years of age
have not been established.

Adverse reactions

The rate of adverse events overall with
deucravacitinib from the two pivotal
phase 3 trials was low, and similar to those
of placebo and apremilast at 16 weeks.”®
The incidence of serious adverse events for
deucravacitinib was 1.8% compared with
2.9% for placebo and 1.2% for apremilast.®
Upper respiratory infections were consid-
ered a very common adverse drug reaction
(frequency >1/10), and herpes simplex
infections, oral ulcers, acneiform rash and
folliculitis were considered common
(1/100 to <1/10).5

Monitoring

Patients should undergo safety screening

investigations before treatment with

deucravacitinib. For patients following

the PBS treatment pathway, many of the

following pretreatment investigations may

have occurred before treatment with

methotrexate."
Pretreatment evaluation can include:

« baseline full blood count, renal and
liver function tests

« body mass index, weight and
abdominal circumference

o glycated haemoglobin (HbA,.) and
blood sugar levels

o fasting lipid levels

o hepatitis B surface antigen (HBsAg),
surface antibody (Anti-HBs) and
core antibody (Anti-HBc)

o hepatitis C antibody (Anti-HCV)

« human immunodeficiency (HIV)
serology

« varicella zoster serology

« evaluation for latent and active TB:
QuantiFERON-TB Gold test and a
chest x-ray

o in patients in whom myopathy is
suspected, creatine phosphokinase
enzyme levels can be measured at
baseline or during treatment; elevated
levels may be clinically insignificant.®

Warnings, precautions and
on-treatment monitoring

Warning and precautions with deucra-
vacitinib are summarised in Table 2.
Frequency of laboratory monitoring while
on treatment with deucravacitinib can
vary for patients depending on their
comorbidities and should occur in line
with clinical guidelines. Patients will need
to be seen at least every 24 weeks for review
of ongoing supply of deucravacitinib.’

Fertility, pregnancy and lactation

The effects of deucravacitinib on fertility
have not been evaluated in humans. Ani-
mal studies have not shown direct or
indirect harmful effects on fertility. There
are no data on whether deucravacitinib
or its metabolites are excreted in human
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milk; however, deucravacitinib is present
in rat milk.®

Interactions

The safety and efficacy of deucravacitinib
when coadministered with immuno-
suppressants and biologic agents have not
been evaluated in patients with psoriasis.
No dose adjustment for deucravacitinib
is needed when used in combination with
P-glycoprotein (Pgp) or breast cancer
resistance protein (BCRP) inhibitors,
strong CYP1A2 inhibitors, CYP1A2
inducers, UGT1A9 inhibitors, organic
cation transporter 1 (OCT1) inhibitors or
gastric pH modulators.®

Conclusion

Plaque psoriasis is a condition with signif-
icant morbidity, often requiring long-term
treatments to prevent flares of disease and
maintain symptom control. Deucravac-
itinib presents a new oral treatment option
with a promising efficacy and safety profile
for patients with severe chronic plaque
psoriasis. The recent PBS reimbursement
of deucravacitinib helps to provide people
in Australia with timely and equitable
access to a first-in-class treatment. mr
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