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Imagine a new patient visit with a man aged 45 years who has
a 15-year history of psoriasis. On examination, he has a body
mass index (calculated as weight in kilograms divided by height
in meters squared) of 40, a blood pressure of 144/86 mm/Hg,
and well-demarcated red,
scaly plaques on the exten-
sor surfaces of the arms, legs,
trunk, and scalp, involving 25% of the body surface area.
You can select an injectable treatment that has a 30% chance
of achieving 100% clear skin or another approach that has a
40% chance of achieving 100% clear skin and also lowers his
weight by 15%, triglycerides by 30 mg/dL (to convert to mmol/L,
multiply by 0.0113), hemoglobin A, .by 0.6%, and systolic blood
pressure by 10 mm Hg. Which would you choose? The choice
isno longer theoretical, based on the results of the paradigm-
shifting TOGETHER-PsO trial.!

Psoriasis is an obesity-related condition that is recognized
by the American College of Cardiology and American Heart As-
sociation as a cardiovascular risk enhancer and promoter of
hypertriglyceridemia.? A breadth of epidemiologic, immuno-
logic, genetic, and imaging data demonstrates patients with pso-
riasis are up to 2-fold more likely to have obesity and that obe-
sity (1) increases the risk of psoriasis and psoriatic arthritis, (2)
is directly associated with more extensive (eg, severe) skin in-
volvement, and (3) reduces response to treatment and in-
creases loss of response to treatment over time.* Moreover, pa-
tients with psoriasis have increased, metabolically active,
visceral adiposity (fat surrounding internal organs), which pro-
motes insulin resistance, dyslipidemia, systemic inflamma-
tion, and atherosclerosis.* At the population level, obesity is a
major driver of poor cardiovascular health in people with
psoriasis.® Despite the effectiveness of current psoriasis treat-
ments, none are demonstrated to improve cardiometabolic
disease or reduce cardiovascular risk.® In contrast, multiple trials
indicate that hypocaloric dietary weight loss interventions
improve psoriasis but are difficult to maintain.

Incretins are gut-derived hormones, principally glucagon-
like peptide-1 (GLP-1) and glucose-dependent insulinotropic
peptide (GIP), that regulate glucose, digestion, and appetite and
result in approximately 15% to 20% body weight loss after a
year of therapy.” They are approved for treatment of diabe-
tes, obesity, and obesity-associated obstructive sleep apnea and
are demonstrated to reduce cardiovascular events and kid-
ney disease while improving metabolic dysfunction-
associated steatohepatitis (formerly nonalcoholic steatohepa-
titis), all of which are psoriasis-associated conditions. GLP-1
receptors are not only present in the pancreas, brain, and
gastrointestinal tract but also throughout the cardiovascular
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system in addition to being overexpressed in psoriasis plaques.®
Furthermore, GLP-1 receptor agonists modulate key inflam-
matory pathways (interleukin 17 and tumor necrosis growth
factor a) that drive psoriasis activity, and genetic proxies of
GLP-1 receptor expression are causally associated with a re-
duced risk of psoriasis and psoriatic arthritis.®

In this context, the TOGETHER-PsO trial investigated the
benefit of adding tirzepatide (a GLP-1/GIP agonist) to ixeki-
zumab (a biologic targeting interleukin 17) for the treatment
of patients with moderate to severe psoriasis and overweight
(with hypertension, dyslipidemia, sleep apnea, cardiovascu-
lar disease, or type 2 diabetes) or obesity. Participants were ran-
domly assigned to open-label ixekizumab or ixekizumab plus
tirzepatide. There was no placebo control, and skin assess-
ments were conducted by assessors blinded to treatment as-
signment. At week 36, 27.1% met the primary end point of
achieving a Psoriasis Activity and Severity Index (PASI) score
0f100 and 10% or more weight loss in the tirzepatide plus ixeki-
zumab group compared with 5.8% in the ixekizumab alone
group (P < .001). A total of 40.6% of patients receiving ixeki-
zumab plus tirzepatide achieved a PASIscore of 100 vs 29.0%
in the ixekizumab alone group (P = .04). This change was clini-
cally meaningful, with 72% of patients taking tirzepatide plus
ixekizumab achieving no impact of psoriasis on skin-related
quality of life vs 58% on ixekizumab alone (P = .02). The meta-
bolic benefits of the combination were clinically important, in-
cluding approximately a 30-mg/dL reduction in triglycerides
and a 10 mm Hg-reduction in systolic blood pressure, an im-
provement on par with that observed in antihypertensive
clinical trials and shown to reduce cardiovascular events by
up to 20%.1° These findings add to the recent TOGETHER-
PsA trial results, which observed greater improvements in
American College of Rheumatology response criteria in the
ixekizumab plus tirzepatide group (33.5%) vs the ixekizumab
alone group (20.4%) (P = .02) in adults with active psoriatic ar-
thritis as a secondary end point.!

There are, however, important limitations to consider.
The study was open label, lacked a placebo, and the estimate
of the skin benefits was imprecise and the secondary end point
of the trial. Also, the degree to which skin benefits were due
to direct anti-inflammatory effects of tirzepatide, weight loss,
or changes in pharmacokinetics of ixekizumab associated with
weight loss is not known. Double-blind, placebo-controlled ran-
domized trials of monotherapy incretin agonists in patients
with psoriasis and overweight or obesity are needed to fully
define their skin benefits. For some patients, particularly those
with obesity and mild to moderate psoriasis, it is possible that
their psoriasis may remit with incretin agonists alone, which
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would establish a new paradigm in which a patient with over-
weight or obesity and psoriasis is first treated with incretin
therapy, and if psoriasis does not remit, then skin-targeted
treatments can be added as needed. To further expand on this
concept, clinical trials are also needed to investigate the im-
pact of standard cardiovascular prevention medications, in-
cluding statins and proprotein convertase subtilisin/kexin type
9inhibitors, on the natural history of psoriasis. Statins are par-
ticularly promising candidates for disease modification in
psoriasis, as they are associated with a reduced risk of psori-
atic arthritis in observational studies and reduced Psoriasis
Activity and Severity Index scores in small, short-term clini-
cal trials, and recent genetic data suggest atherosclerosis may
cause psoriasis.* Similarly, mendelian randomization studies
suggest a causal role of proprotein convertase subtilisin/
kexin type 9 signaling in psoriasis.*

Nevertheless, the results of the TOGETHER-PsO trial are
a call to action for dermatologists. Cardiovascular disease in
patients with psoriasis starts early with endothelial damage
(aprecursor to clinical atherosclerosis), potentiated by proin-
flammatory cytokines,'? dyslipidemia, insulin resistance, and
overactivated platelets (thrombo-inflammation).'* Indeed, pso-
riasis can be thought of as a skin sign of metabolic syndrome,
atherosclerosis, and excess cardiovascular mortality, the risk

of which increases with increasing extent of skin involve-
ment. Despite the breadth of evidence linking psoriasis in a
dose-response manner with cardiometabolic disease, perva-
sive and persistent underdiagnosis and undertreatment of car-
diovascular risk factors in patients with psoriasis continues to
result in preventable morbidity and mortality.* Dermatolo-
gists should, at a minimum, screen for cardiometabolic dis-
ease in patients with moderate to severe psoriasis, including
blood pressure, hemoglobin A, lipids, and body mass index,
and consider calculating a cardiovascular risk score or recom-
mend that the patient undergo these routine tests by their pri-
mary clinician or other health care professional.>* Early re-
sults of a care coordination model supported by the National
Psoriasis Foundation demonstrate the feasibility and clinical
benefits of dermatologists screening for cardiovascular risk fac-
tors in patients with psoriasis and patients welcome derma-
tologist screening of cardiovascular risk factors in the con-
text of providing psoriasis care.!*1> Just as dermatologists
collaborate with rheumatologists on psoriatic arthritis, they
need to collaborate with primary care clinicians, obesity spe-
cialists, endocrinologists, and preventive cardiologists to en-
sure that their patients not only achieve clear skin but also re-
ceive the counseling, nutrition, exercise, and medical therapies
needed to improve their overall health and lifespan.
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