The Unmet Need in Psoriasis:

Impact of Obesity on PsO Treatment Response

Despite advances in treatment, complete skin clearance remains an unmet need for many patients with PsO.
The high prevalence of obesity in this population may play a significant role in suboptimal clinical outcomes."?

Ski . . . . .
Patients With PsO May Struggle to Achieve Complete Skin Clearance Across All Therapies'
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Disease
Patients With PsO and Untreated Obesity Have an Increased Risk of PsA Development®® 4%
Risk of PsA Development in Patients With PsO and Obesity Versus PsO and Healthy Weight
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Note: Both studies shown are cohort studies.

The American Academy of Dermatology (AAD) and the National Psoriasis Foundation (NPF)
identifies obesity, metabolic syndrome, and PsO severity as comorbid/risk factors
in patients with PsO and directs that they be screened for and managed in clinical care.”

Obesity Limits Obesity Is Associated With Incomplete Skin Clearance in Patients With PsO,
LU Despite Biologic Treatment 481

Persistent Residual Inflammation" is Linked to Clinical Consequences:
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*Biological therapies such as tumour necrosis factor (TNF) antagonists (infliximab, etanercept, adalimumab, certolizumab); the monoclonal antibody ustekinumab that targets interleukin-12 and -23
(IL12/23); anti-1L17 drugs (secukinumab, ixekizumab, brodalumab, or himekizumab); anti-1L23 drugs (risankizumab, guselkumab, or tildrakizumab) and new small molecules (apremilast, deucravacitinib).
"BMI > 35 kg/m vs. BMI <25 kg/m. *Adjustment for other covariates. “BMI = 30.0-34.9 kg/m vs. BMI <25 kg/m. ®BMI 25.0-29.9 kg/m vs. BMI <25 kg/m. ‘Based on a study in women. “Time-varying
exposure."Residual inflammation refers to persistent underlying inflammation activity despite treatment, including in patients who achieve near complete skin clearance. Treatment resistance was defined as
abiologic switch due to loss of efficacy (failure to maintain >75% PAS| improvement) within 24 months of treatment initiation, excluding switches prompted by adverse events.
BMI=body mass index; CI=Confidence interval; N=number of patients enrolled in the respective studies; OR=0ddsratio; PASI=psoriasis area and severity index; PASI 90=90% improvement in psoriasis area
and severity index; PASI 100=100% improvement in Psoriasis Area and Severity Index; PsA=psoriatic arthritis; PsO=psoriasis; UV=Ultraviolet.
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Prevalence of Obesity and Overweight in US Patients With and Without PsO’
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Long Term
Severe PsO Confers Cardiovascular Risks, Which Can Drive Premature Mortality?>*

Severe PsO confers the highest CV risk (vs. controls), Patients with severe PsO® have a
including up to reduced life expectancy, dying

» 3-fold increased odds of myocardial infarction ~5 years earlier than expected

* 60% higher odds of stroke Severe PsO Controls
* 40% higher odds of CV-related mortality < > >

~5 YEARS

Comprehensive . ) —
PsO Care Addressing Obesity May Interrupt the Psoriatic March®®
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Systemic Impact

Addressing obesity or overweight
alongside psoriasis treatment may
reduce systemic immune

Patient Outcomes
Complete clearance combined with
weight reduction is associated with

Disease Control

Complete skin clearance (PASI 100)
represents optimal disease control,
supporting interruption of psoriatic activation, with potential benefit higher quality of life, greater

dlse?se progression rather than for cardiovascular and metabolic satisfaction, and stronger
partial response. health long-term treatment adherence.

“Requiring systemic therapy or phototherapy.

BMI=body mass index; CV=cardiovascular; PASI=psoriasis area and severity index; PASI 100=100% improvement in psoriasis area and severity index; PsO=psoriasis.
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