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In September 2022, deucravacitinib, the first
oral, highly targeted, allosteric TYKZ inhibitor
was approved in the United States and other
countries for the treatment of moderate to
severe psoriasis. Unlike other janus kinase
(JAK) inhibitors which bind to the catalytic
domain of tyrosine kinase, deucravacitinib
binds to the regulatory domain, having little
impact on JAK1, 2, or 3. At the time of its
introduction, it was the most highly targeted
oral agent to block the IL-17/ IL-23 axis of
cytokines which we know cause psoriasis.’ It
is that selectivity of deucravacitinib that
contributes to its impressive safety.

Deucravacitinib does not exhibit any of the
adverse events associated with other JAK
inhibitors and, as a result, it was approved
without any boxed warnings, unlike the other
JAK inhibitors which carry boxed warnings for
cancer, infection, heart attacks, clotting, and
death. The safety of deucravacitinib was
reinforced by 4-year data with more than
4,300 patient-years in a long-term extension
trial known as POETYK LTE. In that trial,
incidence rates of adverse events decreased
from year 1 to year 4. The only exception was
the onset of the COVID-19 pandemic, and
COVID-19 rates did not differ from the
general population. Excluding COVID-19
infection, the rate of serious infections was
lower at 4 years than during the 1t year.
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Incidence rates for major adverse
cardiovascular events and malignancies
were low and comparable between years 1
and 4, and there were no venous thrombotic
events in year 4. Acne, a well-known side
effect of JAK inhibition, also dropped in
frequency from year 1 (2.88/100 PY) to year
4 (0.95/100 PY).2 Unlike abnormalities in
hematologic parameters seen with other JAK
inhibitors, there were no changes in
hemoglobin, lymphocyte count, neutrophil
count, or platelet count. Indeed, a psoriasis
patient with myelodysplastic syndrome was
successfully treated with deucravacitinib
without exacerbation of the patient’s
hematologic disorder.®> Serum chemistries
were likewise unchanged, showing no
increase in hepatic enzymes or kidney
function. And, unlike other JAK inhibitors,
there were no changes in serum lipids.? An
expert review on laboratory changes seen in
phase 3 double-blinded trials comparing
deucravacitinib to placebo or apremilast
concluded that deucravacitinib did not result
in clinically meaningful laboratory changes,
and the changes seen with JAK 1, 2, and 3
inhibitors were not seen.* Five-year data
have been presented and show no change in
safety issues in over 5000 patient years.

While the package insert for deucravacitinib
refers to triglyceride elevations and liver
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enzyme elevations, these are not borne out
by review of pivotal trial data or by real world
experience.® It should be noted that
asymptomatic CPK elevations were noted in
deucravacitinib treated patients as well as in
patients who were treated with placebo in the
clinical trials. Since exercise can cause CPK
elevation, the clinical significance of this is
questionable.

In terms of efficacy, deucravacitinib has
emerged as one of the most effective oral
agents we have for psoriasis.® In the
POETYK PSO-1 trial, patients received either
deucravacitinib 6 mg daily or apremilast 30
mg twice daily or placebo. At week 16, 58.4%
of subjects achieved PASI 75 in the
deucravacitinib arm compared to 35.1% in
the apremilast arm and 12.7% in the placebo
arm. The placebo arm ended at week 16. By
week 24, the number of subjects achieving
PASI 75 was 69.3% in the deucravacitinib
arm compared to 38.1% in the apremilast
arm.®

There are unique, often difficult to treat areas
where deucravacitinib should be considered.
In a study that specifically looked at scalp
outcomes in patients with plaque psoriasis,
the scalp severity Physician’'s Global
Assessment (ss-PGA) of clear or almost
clear scalp was achieved by 91.2% of
subjects by week 16 with the majority
achieving clear or almost clear scalp by week
8.4 While the number of subjects with
fingernail or palmoplantar involvement in that
study were small (10 and 4 respectively),
both are difficult to treat. The mean percent
change in palmoplantar PASI score (pp-
PASI) was 85.1% at week 16 with further
improvement (100%) by week 24. Being a
small molecule, deucravacitinib is a logical
treatment for palmoplantar disease. Larger
biologics are less effective and significantly
slower, as it is difficult to achieve adequate
levels in the skin of the palms and soles
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because of the small caliber of blood vessels
in the distal exptremities.” Fingernails are
also much more difficult to treat, and of
course, lag behind improvement in skin, as
the nailbed and nail matrix have to be cleared
before nails can grow in normally.
Nevertheless, there was a 15.9%
improvement in modified Nail Psoriasis
Severity Index (mMNAPSI) in the study by
Okubo, et al. That percent improvement
increased to 20.3% by week 24 and 44.2%
by week 52. Deucravacitinib has also proven
highly effective for the treatment of genital
psoriasis.®

Despite all the highly effective therapies we
have for psoriasis, including biologics and
small molecules, a proportion of patients are
left with significant disease. A very successful
use of deucravacitinib has been in
conjunction with biology therapies for
psoriasis. In a study by Guenin, et al, 20
patients with refractory psoriasis or psoriatic
arthritis who were already being treated with
an IL-17 inhibitor or an IL-23 inhibitor were
started on deucravacitinbb 6 mg a day in
addition to their biologic therapy. All patients
saw an additive effect for skin psoriasis.
Psoriatic arthritis did not fare quite as well
with 5 patients seeing more than a 1-point
improvement in the Psoriatic Arthritis Impact
of Disease (PsAID score). Five of 12 patients
with psoriatic arthritis saw less than a 1-point
improvement in that score, and 2 patients
actually got worse.® Nonetheless, the uniform
improvements in skin scores and slight
improvements in joint scores justify the
combination of deucravacitinib with biologics.
Importantly, there were no changes in
laboratory parameters, no increase in
infections, and no malignancies or other
serious adverse events reported.

Deucravacitinib is being studied for additional
indications in the future. We already have
very promising data regarding its use for
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psoriatic arthritis.'® Data suggests that higher
dosing may be even more effective in
psoriatic arthritis, and considering the safety
of the 6 mg dose, it would be ideal to have
higher doses.™®

Another exciting use of deucravacitinib has
been in the treatment of lupus. In a phase 2
trial of active systemic lupus erythematosus,
deucravacitinib achieved more improvement
in every parameter in disease assessment
than placebo." There have also been
numerous case reports of the efficacy of
deucravacitinib in cutaneous lupus and
subacute cutaneous lupus.'?'®

In summary, deucravacitinib is one of the
most effective oral agents we have for
psoriasis. Its efficacy is comparable to some
of our biologic therapies. While direct
comparisons have not been made to
conventional oral therapies like
methotrexate, cyclosporine, and acitretin, its
efficacy in published trials compares well to
those, and its safety profile is much better.
Among oral therapies, its efficacy to risk ratio
makes it one of our leading options for the
treatment of moderate to severe psoriasis.

Conflict of Interest Disclosures: Mark Lebwohl is
an employee of Mount Sinai and receives research
funds from Abbvie, Amgen, Arcutis, Avotres,
Boehringer Ingelheim, Dermavant Sciences, Eli Lilly,
Incyte, Janssen Research & Development, LLC,
Ortho Dermatologics, Regeneron, and UCB, Inc, and
is a consultant for Aditum Bio, Almirall, AltruBio Inc,
AnaptysBio, Arcutis, Inc, Aristea Therapeutics, Arrive
Technologies, Avotres Therapeutics, BiomX,
Boehringer Ingelheim, Bristol-Myers Squibb, Cara
Therapeutics, Castle Biosciences, Corrona,
Dermavant Sciences, Dr Reddy's Laboratories, Evelo
Biosciences, Evommune, Inc, Facilitation of
International Dermatology Education, Forte
Biosciences, Foundation for Research and Education
in Dermatology, Helsinn Therapeutics, Hexima Ltd,
LEO Pharma, Meiji Seika Pharma, Mindera, Pfizer,
Seanergy, and Verrica.

Funding: None

Corresponding Author:

SKIN

Kateryna Karpoff

5 E 98" St, 5™ Floor

New York, NY 10029

Email: Kateryna.karpoff@gmail.com

References:

1.

Burke JR, Cheng L, Gillooly KM, et al.
Autoimmune pathways in mice and humans
are blocked by pharmacological stabilization
of the TYK2 pseudokinase domain. Sci
Transl Med. 2019;11(502):eaaw1736.
doi:10.1126/scitranslmed.aaw1736
Armstrong AW, Lebwohl M, Warren RB, et al.
Deucravacitinib in plaque psoriasis: Four-
year safety and efficacy results from the
Phase 3 POETYK PSO-1, PSO-2 and long-
term extension trials. J Eur Acad Dermatol
Venereol. 2025;39(7):1336-1351.
doi:10.1111/jdv.20553
Mima Y, Yamamoto M, lozumi K.
Deucravacitinib Treatment for Psoriasis
Complicated by Myelodysplastic
Syndrome Without Exacerbation of the
Underlying Hematologic Disorder: A Case
Report. Cureus. 2025;17(5):e84075.
Published 2025 May 14.
doi:10.7759/cureus.84075
Armstrong AW, Kircik L, Stein Gold L, et al.
Deucravacitinib: Laboratory Parameters
Across Phase 3 Plaque
Psoriasis Trials. Dermatol Ther (Heidelb).
2025;15(4):1025-1035. doi:10.1007/s13555-
025-01362-w
HIGHLIGHTS of PRESCRIBING
INFORMATION.
https://www.accessdata.fda.gov/drugsatfda_
docs/label/2022/214958s000Ibl.pdf
Armstrong AW, Gooderham M, Warren RB,
et al. Deucravacitinib versus placebo and
apremilast in moderate to severe plaque
psoriasis: Efficacy and safety results from the
52-week, randomized, double-blinded,
placebo-controlled phase 3 POETYK PSO-1
trial. J Am Acad Dermatol. 2023;88(1):29-39.
doi:10.1016/j.jaad.2022.07.002
Lebwohl M, Bukhalo M, Stein Gold L, et al.
A randomized phase 3b study evaluating the
safety and efficacy of risankizumab in adult
patients with moderate-to-severe
plaque psoriasis with non-pustular
palmoplantar involvement. J Am Acad
Dermatol. 2024;91(6):1150-1157.
doi:10.1016/j.jaad.2024.07.1521
Hagino T, Onda M, Saeki H, Fujimoto E,
Kanda N. Effectiveness of deucravacitinib for
September 2025 Volume 9 Issue 5

(c) 2025 THE AUTHORS. Published in collaboration with Dermsquared. 2707


mailto:Kateryna.karpoff@gmail.com

10.

11.

12.

13.

14.

15.

16.

genital, nail and scalp lesions in patients
with psoriasis: a 24-week real-world

study. Clin Exp Dermatol. 2024;50(1):130-
133. doi:10.1093/ced/llae312

Guénin S, Andrews E, Lebwohl MG. Safety
and efficacy of dual tyrosine kinase 2
inhibitor and monoclonal antibody therapy
for psoriasis and psoriatic arthritis. Br J
Dermatol. 2024;190(3):451-453.
doi:10.1093/bjd/ljad473

Mease PJ, Deodhar AA, van der Heijde D, et
al. Efficacy and safety of selective TYK2
inhibitor, deucravacitinib, in a phase Il

trial in psoriatic arthritis. Ann Rheum Dis.
2022;81(6):815-822.
doi:10.1136/annrheumdis-2021-221664
Morand E, Pike M, Merrill JT, et al.
Deucravacitinib, a Tyrosine Kinase 2
Inhibitor, in Systemic Lupus Erythematosus:
A Phase Il, Randomized, Double-

Blind, Placebo-Controlled

Trial. Arthritis Rheumatol. 2023;75(2):242-
252. doi:10.1002/art.42391

Bokor LA, Martyin K, Krebs M, et al.
Deucravacitinib shows superior efficacy and
safety in cutaneous lupus

erythematosus compared to

various biologics and small molecules -

A systematic review and meta-

analysis. Autoimmun Rev.
2025;24(3):103723.
doi:10.1016/j.autrev.2024.103723
Matthew EJ, Verma KK, Paulger B. Oral
Deucravacitinib for Treatment-

Refractory Cutaneous Lupus
Erythematosus. Cureus. 2025;17(3):e81539.
Published 2025 Mar 31.
doi:10.7759/cureus.81539

Ezeh N, Vleugels RA, Shahriari N. Discoid
lupus erythematosus successfully treated
with deucravacitinib. JAAD Case Rep.
2024;49:59-61. Published 2024 Apr 30.
doi:10.1016/j.jdcr.2024.04.032

Bouché N, Al-Saedy MA, Song EJ.
Successful treatment of refractory
subacute cutaneous lupus

erythematosus with deucravacitinib. JAAD
Case Rep. 2023;39:93-95. Published 2023
Aug 4. doi:10.1016/j.jdcr.2023.07.030
Assaf K, Patt S, Schafer VS, Wenzel J,
Novak N, Wilsmann-Theis D. Successful
treatment of subacute cutaneous lupus
erythematosus with the TYK-2 inhibitor
deucravacitinib in a patient with
concomitant psoriasis vulgaris. J Dtsch

(c) 2025 THE AUTHORS. Published in collaboration with Dermsquared.

17.

18.

SKIN

Dermatol Ges. 2025;23(7):874-877.
doi:10.1111/ddg.15705

Aw K, Gavigan G. Treatment of

discoid lupus erythematosus scarring
alopecia with deucravacitinib: A case
report. SAGE Open Med Case Rep.
2025;13:2050313X241304891. Published
2025 Jan 2.

doi:10.1177/2050313X24 1304891

Kurz B, Ivanova |, Drexler K, Berneburg M,
Giinther F, Niebel D. Rapid clinical
improvement of refractory

subacute cutaneous lupus

erythematosus with oral tyrosine kinase 2
inhibitor deucravacitinib: A case report. J Eur
Acad Dermatol Venereol. 2024;38(5):e434-
e436. doi:10.1111/jdv.19667

September 2025 Volume 9 Issue 5

2708



