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Disease Profile and Achievement of Therapeutic Goals in a Modern, Nationwide
Cohort of 923 Patients with Psoriatic Arthritis
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Most comorbidities belonged to the spectrum of cardiometabolic diseases, with 6.6% having CAD or stroke, 17% type
2 diabetes while about half of them had hypertension and/or dyslipidaemia

Mediterr J Rheumatol. 2023 Dec 30;34(4):418-426.



Ywpiaoikn ApOpiTida vs Wwpiaon

Prevalence of psoriatic arthritis and its correlates among
patients with psoriasis in Greece: results from a large
retrospective study

E. Papadavid,"* P. Katsimbri,? |. Kapniari,' D. Koumaki,' A. Karamparpa,' M. Dalamaga,’ K. Tzannis,*
D. Boumpas,” D. Rigopoulos'

Table 1 Clinical characteristics of psoriatic patients with PsA group A (N = 85) and psoriatic patients without PSA group B (N = 193)

Variables All patients Group A Group B P-value / \
N=278 N=85 N=193 ~ A A
Age (years), mean (SD) 51.41 (15.43) 53.63 (14.49) 50.54 (15.75) 0.137 n Guﬁr]pavr] q‘UXVOTﬂTG %EU(PGVIOT]Q
Gender (N, %) 0.568 TTAPAYOVTWYV KivoUvou
Mal 144 (52%) 42 (49%) 102 (53%) . .
F:n?ale 134 (48%) 43 (51%) 91 (47%) KGp6IGVV£IGKwV Wder]O'EwV (CVD)
Nail involvement (N, %) 121 (43.5%) 43 (51%) 78 (41%) 0.123 .
Scalp involvement 175 (63%) 53 (62%) 122 (64%) 0.850 oty WA oe ouykpion ye Tnv
Comorbidities ywpiaon, uttodeIkvUEl Yia TTIBav
Hypertension (N, %) 68 (24.4%) 35 (41%) 33 (17%) 0.001 ) ,
Dyslipidaemia (N, %) 72 (25.9%) 35 (41%) 37 (19%) 0.004 OUM BO)\I’] LSS (P)\SYHOVF]Q TWV
Diabetes (N, %) 32 (11.5%) 17 (20%) 15 (8%) 0.021 . .
Cardiovascular disease (N, %) 26 (9.35%) 13 (17%) 13 (9%) 0.074 a pe pWwaoewyv aTNV Ka p6 Iayyelakn
Age of psoriasis beginning, mean (SD) 34,52 (17.97) 32,62 (17.11) 35.41(18.38) 0.333 K voon pOT nTa
Presence of arthritis (N, %) 85 (30%) - -

Data are expressed as number (percentage) or mean + standard deviation; SD, standard deviation; in boldface statistically significant results when P < 0.05.

H unoopada aoBevwv pe WA eixe onpavtikd upnAotepa mooooTta
ouvvoonpotAtwy (vs Ps)
aptnplakn unéptacn 41% vs. 17% (P = 0.001)
cakxapwdn dtafntn 20% vs. 8% (P = 0.021)
urtepxoAnotepoAatpio 41% vs. 19% (P = 0.004)

J Eur Acad Dermatol Venereol. 2016 Oct;30(10):1749-1752.



PsA have a higher prevalence of CVD comorbidities compared to other types of inflammatory arthritis

Cross-sectional study including 200 RA, 80 PsA, 150 axSpA patients and 100 healthy donors.

Patients with PsA have a higher prevalence of CVD comorbidities compared to those with other types of inflammatory
arthritis.

- These comorbidities include an elevated ApoB/ApoA ratio, increased atherogenic risks, obesity, insulin resistance (IR),
hyperlipidemia, arterial hypertension, and type 2 diabetes mellitus

APO-BIAPO-A RISK 3020 - 4500
ATHEROGENIC RISK 3270 - 35
INSULIN RESISTANCE 2620 - 3260

HYPERLIPIDEMIA w210 9%
OBESITY 1320« 19.80

HYPERTENSION B0 - 1390

T2DM
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Ther Adv Chronic Dis. 2020 Oct 21:11:2040622320965067.




Ywplaoikn apBpiTida Kal pn-aAKooAIK vOOOG TOU ATTATOG

PsA s strongly linked to non-alcoholic fatty liver disease
65% of patients with PsA have NAFLD

NAFLD is not exclusively associated with the BMI, since its prevalence in patients with MetS and without obesity is
alarmingly increased

- itis estimated that 5-8% of lean subjects (BMI<30) display NAFLD
- hypertriglyceridemia extensively contributes to the development of NAFLD

NAFLD not only contributes to dyslipidemia but also serves as a source of systemic inflammation, which can exacerbate
CVD risk

NAFLD-associated MetS is a highly atherogenic condition. Patients with both conditions show an increase in the CIMT, as
well as in the number of atherosclerotic plaques and plasma markers of endothelial dysfunction, thus increasing the
prevalence of atherosclerosis

Nat Rev Rheumatol. 2019 Aug;15(8):461-474.
Front Immunol. 2022 Sep 23:13:997270.



Zakyxoapwdng d1aBATNG — AvtioTaon otnv IvoouAivn - Aiatapaxr AITidaigikou TTpo@iA

Higher prevalence of T2DM
Individuals with PsA have elevated fasting glucose levels

Cohort of 283pts with PsA
- IR was defined as an elevated homeostasis model assessment (HOMA-IR) value of > 2.5.

- Severe PsA was defined as the presence of 1 or more of the PsA-related radiographic damage features (peripheral joint erosions,
osteolysis, sacroiliitis), and PsA requiring tumor necrosis factor inhibitor therapy.

- A significant association of Insulin Resistance was noted with more severe PsA (OR 3.49, p = 0.03), later psoriasis age of
onset (OR 1.07, p = 0.001), and higher body mass index (OR 1.22, p < 0.001).

J Rheumatol. 2014 Jul;41(7):1357-65.

Reduced levels of high-density lipoproteins
Elevated triglyceride levels
Heightened levels of proteins associated with LDL, such as apolipoprotein B (Apo-B), when compared to healthy individuals




Ayyelotrda0sia

< EvdoBnAiokn BAAGRN

» Endothelial dysfunction (ED) is defined as an impairment in the vasodilatory, anti-thrombotic, and anti-inflammatory properties of the cells
that make up the lining of blood vessels. ED is considered a key step in the development of atherosclerotic cardiovascular disease

» Compared with controls, PsA patients had significantly increased concentrations of ESR, CRP, TNF-q, IL-6, ICAM-1, and
VCAM-1. In PsA, carotid intima-media thickness (CIMT) positively correlated with IL-6 and ICAM-1 and inversely correlated with
Flow-mediated dilatation(FMD), HDL, and endothelial progenitor cells (EPCs) (p < 0.05).

* In PsA, FMD and CIMT were impaired, indicating endothelial dysfunction and accelerated atherosclerosis, respectively.

Int J Angiol. 2016 Dec;25(4):222-228.
» Coronary flow reserve was found to be significantly reduced in individuals with PSA

Rheumatol Int. 2024 Sep;44(9):1587-1606.

< YTTOKAIVIK-} aBnpookArpwaon

- Patients with PsA exhibited greater carotid artery IMT than did matched controls (mean +/- SD 0.699 +/- 0.165 mm versus
0.643 +/- 0.111 mm; P = 0.031; difference of means 0.056; 95% CI 0.005-0.108).

o Adjusted for age, the carotid IMT was correlated with age at the time of PsA diagnosis (partial correlation coefficient [r] = -0.264, P = 0.04), disease
duration (r = 0.264, P = 0.04), total cholesterol (r = 0.233, P = 0.01), and low-density lipoprotein cholesterol (r = 0.243, P = 0.01).

- High prevalence of subclinical atherosclerosis in psoriatic arthritis patients without clinically evident cardiovascular disease or
classic atherosclerosis risk factors.

Arthritis Rheum. 2007 Aug 15;57(6):1074-80.



Augnpuévog Kapdlayyelakog Kivouvog

*>

32,973 patients with PsA (meta-analysis of 11 observational studies)
+ 43% increased risk of developing CV disease (pooled OR 1.43)

+ 55% increased risk of incident CV events (pooled OR 1.22-1.96)

<>

Morbidity risk for myocardial infarction was increased by 68%
Morbidity risk for cerebrovascular diseases was increased by 22%
Morbidity risk for heart failure was increased by 31%

>

<>

Arthritis Care Res (Hoboken). 2017 Jan;69(1):67-74.
e
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PsA obesity: difficult to reach and maintain good outcome

- Obese PsA patients less likely to achieve MDA at month 12

- Those who achieve MDA, increased BMI was an adverse
prognostic factor for maintain MDA at month 24
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Cardiovascular risk: screen, treat!

Guidelines address the link between PsO/PsA and cardiometabolic comorbidities.'*
Screening'?and managing'-3 PsO/PsA patients for cardiometabolic comorbidities
(eg, cardiovascular disease, metabolic syndrome) is recommended

“+, American

Academy of 2 )o NATIONAL

AAD:R:;:;:;,‘:,? g PSORIASIS  AAD-NPF Guidelines in PsO!

-------

GRAPPA GRAPPA Treatment Recommendations in PsAz2

EUROPEAN ALLIANCE

aesssoasons — EULAR Recommendations for the Management of PsA with Pharmacological Therapies?®

eular

AMERICAN ¢® American

COLLEGE of Heart ACC/AHA Guidelines on the Primary Prevention of Cardiovascular Disease*
CARDIOLOGY. Association.

AAD = American Association of Dermatology; ACC = American College of Cardiology; AHA = American Heart Association; EULAR = European Alliance of Associations for Rheumatology; NPF
= National Psoriasis Foundation; GRAPPA = Group for Research and Assessment of Psoriasis and Psoriatic Arthritis; PsA = psoriatic arthritis; PsO = psoriasis.

1. Elmets CA, et al. J Am Acad Dermatol. 2019;80:1073-1113. 2. Coates LC, et al. Nat Rev Rheumatol. 2022;18:465-479. 3. Gossec L, et al. Ann Rheum Dis. 2020;79:700-712.
4. Amett DK, et al. Cardiology. 2019;140:€596-e646.



Practical Recommendations on Cardiovascular Risk Evaluation in Patients With Psoriasis and
Psoriatic Arthritis for Dermatologists, Rheumatologists, and Primary Care Physicians by the
Psoriasis and Psoriatic Arthritis Clinics Multicenter Advancement Network

Steps for initial cardiovascular risk evaluation of patients with Psoriasis and

Psoriatic Arthritis

O

Perform a CV risk
assessment in all patients
with PsO at the time of
diagnosis by measuring.

e
Blood pressure

Body Mass Index '

L":) Fasting blood glucose
” or Hemoglobin Alc

Lipid panel

' Creatinine and
Glomerular Filtration Rate
(GFR)

Screen for tobacco
use and alcohol use

o Check for CV risk
enhancers, including Lp(a)
and hsCRP, at least once.

®

a. Counsel all patients on the
importance of:

a. Regular physical activity
b. A healthy diet

¢. Smoking cessation

S

b. Follow-up on CV risk
factors on Step 1 and
manage according to current
guidelines of care.

®

Calculate the ASCVD risk
score with the data obtained
and classify based on the 10-
year risk for ASCVD.

>

*If the ASCVD risk is high, or
if management of CV risk
factors is complex, refer to a
cardiologist, who can
discuss indications for
additional medications
(e.g.statins, GLP-1) and CV
imaging.

©

Low-risk (<5%): screen
yearly or sooner if
comorbidities change.
Assess CV risk
enhancers to aid in

decision about statin use

Borderline risk (5% to
7.4%): moderate-
intensity statin should
be considered with
shared-decision making

Intermediate risk (7.5%
10 19.9%): initiate a
moderate-intensity
statin to reduce LDLc by
30%-49%

High risk (220%): initiate
a high intensity statin
with the goal of lowering
LDLc by 2 50%

) Psoriasis Psoriatic Arthritis. 2025 May 28:24755303251337020




+ Evidence for the Role of Apremilast in Improving
Cardiometabolic Parameters




Apremilast: mechanism of action

- PDEA4 acts as an intracellular non-receptor enzyme that regulates inflammation and epithelial integrity

Inhibiting PDE4 increases cellular cAMP levels

Inflammatory @
cytokines

Anti-inflammatory
cytokines




PDE4 inhibitors: potential protective effects in inflammation and vascular diseases

small and medium

vascular vasodilation
+ Inhibits the expression and secretion of pro-inflammatory cytokines, chemokines and g cerebrovascular
adhesion molecules (VCAM, ICAM, MMP9, e-selectin) ,—‘—| BECHE
o
+ Protective effects in atherosclerosis by reducing scavenger receptors LOX-1 and MYPTL . o @
CD36 Mo i
+ PDEA4 inhibitors inhibit cerebrovascular inflammation T T IL-1B/IL-6/TNF-a
+ Improve microvascular circulation by inhibiting CD11b :fé‘x PI3K

+ Promote vasodilation through the PKA-AMPK/MYPT1-MLC/Fox01 pathway

PDE4i

+ n onuatodotnon cAMP/PKA egivar KevTpikr) oTn pUBUIoN TNG CUCTAATIKOTNTAG TNG Ep‘c \
KapdIdg, Tou Kapdlakou puBuou, TG ouleugng dIEyEPONG-CUCTOAAG, KOBWG Kal OTOV leb

ayyeloko Tévo

Macl VCAMI LOX1

+ There is also some evidence that higher basal or dysregulated intracellular cAMP in I ‘

certain cell types correlates with cardiovascular risk — e.g., studies in hypertension e e T
showing that intra-lymphocyte cAMP level (and beta-adrenergic receptor density, circulation
catecholamine levels) are predictors of future cardiovascular events e ool
remodeling

Effects of PDE4 inhibitors on vascular dysfunction

Front Pharmacol. 2024 Jun 10:15:1407871.




The molecular dimensions of
apremilast’s effect on CVD

Study type

Conditions

Sample/Cell type

Effect of apremilast

A decrease is noted in CD-163, FABP-4, RARRES-2, CCL-15,
MMP-3, vWF, GDF-15 TPA, TIMP-4, TR-AP, IL-2RA, CTSD,

Observational: real world PsA patients  Blood-based biomarkers: CNTN-1, GAL-3, LTBR, OPG and NT-proBNP at 6 months,
evidence- molecular study circulating CVD-plasma levels _ o ) i
previously identified as being altered in the plasma of PsA
patients when compared to healthy donors.
Changes in cardiometabolic biomarkers related to lipoprotein
characterization, inflammation and glucose metabolism.
Interventional: . Bl?od—hsfscd. biomarkers: At week 16, there was a reduction in [L-1[, valine, leucine, and
VIP-A Phase 4 clinical trial oo paticnts eirplsting pluma and feutin A, along with a decrease in branched-chain amino acids,
serum levels By week 52, a decline was observed in feeritin, G-
hydroxybutyrate, acetone, and ketone bodles, accompanied by
an increase in apolipoprotein A-L
Apremilast exhibited the capacity to decrease the expression of
crucial receptors involved in oxidized ox-LDL scavenging,
Human aortic endothelial cells alang with a reduction in inflammatory cytokines such as 11-6,

Molecular study

Ini vilrer gene and
profein expression

(HAECs) and U937
maonocytic cells

TMF-wt, and IL-8 upon stimulation with ox-LDL.

Apremilast successfully hindered the attachment of monocytes
tr HAECs, primarily due to the diminished levels of MCP-1
and VCAM-1.

Molecular study

Observational: real world
evidence- molecular study

In vitre: gene and
[profein expression

Pso patients

Human umbilical vein
endothelial cells (HUVEC) and
THF1 monocytic cells

Blood-based biomarkers

Apremilast effectively inhibited the TNF-g-induced expression
and secretion of cruckal pro-inflammatory factors in both
endothelial and monocytic cells, These factors encompass GM-
CSE, CXCL-10, CCL-2, VCAM-1, E-selectin, and MMP-9.

Apremilast diminished the adhesion of THP-1 cells to activated
HUWVECs and the Transwell Endothelial Migration in response
fo TNF-o.

Apremilast inhibited the activation of NFKB and MAPK
signaling in activated IIUVECs.

Apremilast decreased IL-17A-induced secretion of IL-6

and CCL2.

Decreased levels of 1L-1[, TL-6, IL-17A, TL-17F, 1L-17C, 11.-21,
IL-22, IL-23, IL-36Y, TGF-B1, and TNF-u, alongside an
elevation in inhibitory cytokines such as IL-10 and IL-35.

al. 2024 Au 4




Key Evidence Supporting the Role of Apremilast in Improving
Cardiometabolic Parameters

Obesity, diabetes mellitus, cardiovascular disease Obesity

Pooled analysis of 5 Phase 3 PsA clinical studies (PALACE 1-4 and Prospective open-label study in PsO/PsA (IMAPA)

ACT|VE) Ferguson LD, et al. Rheumatology (Oxford). 2022;61:1026-1034.
Mease P.1 et al FLII AR 2022 Pnster POS1527

Pooled analysis of 2 Phase 3 PsO clinical studies (ESTEEM 1 and 2)
Strober B, et al. AAD 2024. DiCIbefes melliius
o c o Pooled analysis of 6 Phase 3 clinical studies in PsO/PsA
Obesity and diabetes mellitus Puig L, et al. AAD 2019, DC. Poster 9706

Real-world analysis in PsO/PsA (US-OM1)
Cavanaugh C, et al. JAAD International. 2024. CGTdiOVGSCUlGr diseqse

Real-world analysis in PsO/PsA (US-OM1) . . . .
Cavanaugh C, et al. EADV 2023. Analysis of 99 cardiovascular biomarkers in PSA
Arias de la Rosa |, et al. J Intern Med . 2022;291:676-693.

Obesity and cardiovascular disease Long-term safety and folerability

Retrospective pooled analysis in PsO/PsA
Hu X, etal. EADV 2023, Poster 2346.

Pooled analysis of 15 randomized, controlled clinical trials in PsO/PSA/BS
Mease PJ, et al. Am J Clin Dermatol. 2023;24:809-820.

US non-randomized clinical study in PsO (VIP-A)
Gelfand JM, et al. JAMA Dermatol. 2022;158:1394-403.

BS = Behget's Syndrome; PsA = psoriatic arthritis; PsO = psoriasis.



Apremilast has been associated with weight loss in clinical studies

Cellular cAMP levels are increased due to PDE4 inhibition and may

lead to weight loss through the following mechanisms

| |
Organ-specific mechanisms!’ \ [ Organ-overarching mechanisms?-¢ \
Immune cells @ Decreased food intake
Activation of alternative macrophages and regulatory T-cells — Potentially altered food intake since PDE4 expression is concentrated in the
reduced inflammation hypothalamus, a central regulator of appetite
Fat tissue Altered hormone levels
Stimulation of thermogenesis and lipolysis in white and brown adipocytes Increased levels of adiponectin, an anti-inflammatory marker, and reduced

levels of serum leptin, a pro-inflammatory regulator of energy homeostasis

EYXXE R

Liver
Reduction of hepatic lipid deposition and improvement of liver steatosis (/0;:‘;) Increased thermogenesis and lipolysis
Brain = Redu_cﬁon of inflommoﬁ_on stimulates lipolysis and brown adipose tissue-
PDE4 expression is concentrated in the hypothalamus, which controls USCTELECITISte I
food consumption and central sympathetic discharge Qﬂ} Increased energy expenditure
TR Inc_:reosed chor_nofor oqfivity of PDE4-deﬁcien.T mice. STimquTion of
f Lo L mitochondrial biogenesis and enhanced respiratory capacity upon
Promotion of insulin secretion into the bloodstream by the pancreas ) roflumilast therapy

Reduced glucose levelsin type Il diabetes patients after roflumilast therapy,
potentially due to release of glucagon-like peptide (GLP1)

Bodyweight loss and improved insulin sensitivity |

4 @ Improved glucose metabolism
Q-0
\

1. Wu C, et al. Obes Rev. 2016;17:429-41. 2. Elllulu MS, et al. Arch Med Sci. 2017;13:851-863. 3. Kraynik SM, et al. Mol Pharmacol. 2013;83:1155-65. 4. Mdlimann J, et al. Diabetes Obes Metab. 2017;19:496-508.
5. Wouters EFM, et al. J Clin Endocrinol Metab. 2012;97:E1720-5. 6. Zhang R, et al. Endocrinology. 2009;150:3076-82. 7. Otezla [package insert]. Thousand Oaks, CA; Amgen, Inc.; 2023.



MeTtaBoAn Tou cwpaTikoU Bapoug pe Tn XpRon DMARDs — DMARDs — IL17i — PDE4i

group

IL1223i = - IL23i - = TNFi
100

. 1754 patients with PsA with at least two weight measurements over follow-up

* 473 AapBavav MZAD A kapia @appakeuTikn aywyn, 571 AduBavav csDMARDs, 702 bDMARDSs,
42 JAKi ka1 70 apremilast

90

. Me Bdon mn povrehotroinan anueiou aAAayrg (change-point modelling), TTaparnpABnke
ONMAVTIKA JEiwon aTov puBud PETABOANG TOU CWHATIKOU Bapoug PETA TNV Evapgn
BepaTreiag pe avaoToAeig IL-17 (kAion 0,63 + 0,20 évavt 0,26 + 0,25, P<0.01) IL-23
(0,82 £ 0,34 ¢vavti —0,56 + 0,56, P<0.01), kai csDMARDs (0,43 £ 0,24 ¢vavti —0,20 +
0,26, P<0.01) og ouykpion pe TNV TrePiodo TTPIV aTo TNV £vapén Tng Bepatreiag.

. MapdyovTeg TTOU CUOYXETIOTNKAV PE augnon Bapoug KaTd Tnv TTapakoAouBnan ATav n \
xprion TNFi, IL-12/23i, To avdpikd @UAO, n diIdpKeIa TTaPAKOAOUONGNG Kal TO UPNASTEPO 70
apxIKO cwpaTikd BAPOG, VW TTAPAYOVTEG TTOU GXETIOTNKAV UE aTTWAEIO BAPOUG ATAV N

Weight (kg)

80

-20 -10 0 10 20

xprion apremilast, n peyaAuTepn nAikia kai 0 gakxapwdng dIaBATNG. Time (vear)

. ’ 2 L z £ ’ 2 H Slope before drug Slope after drug p-value
pX3 OUYprIGI‘] ME TO lowpaTu(,o Bapog KGT’G v sYapir] ™Mg esganalag, n xpron TNFi Stiatoh iRess (50) _Vikiion, sieen (50}
OUOYXETIOTNKE Pe augnan Bdapoug aTov £vav Xpovo (1,54 kiAd, P<0.01) TNFi, n=274 0.59 (0.14) 0.42 (0.14) 0.202

IL-17i 0.63(0.20) -0.26(0.25) <0.001
IL-12/23i 0.73 (0.43) 0.04 (0.50) 0.102
IL-23i 0.82 (0.34) -0.56 (0.56) 0.005
Apremilast 0.16 (0.46) -0.49 (1.14) 0.586
c¢sDMARDs 0.43 (0.24) -0.20(0.26) <0.001

Mehta P, KharoufF, Gao S, Gladman D, Chandran V. Exploring Weight Trends in Psoriatic Arthritis: Unraveling Effects of Drugs [abstract]. Arthritis Rheumatol. 2024; 76 (suppl 9).
Rheumatology (Oxford). 2025 Sep 1;64(9):5074-5080)




Adiposity reduction

+ Inthe VIP-A trial (patients with moderate-severe psoriasis), apremilast treatment was associated with reductions in visceral and
subcutaneous adiposity (~5-6%) at 16 weeks that persisted to 52 weeks.

+ Also favorable changes in several biomarkers: IL-1B, fetuin A, branched chain amino acids, apolipoprotein A-1, etc.

+ However, aortic vascular inflammation (measured by FDG-PET/CT) had a neutral outcome (no significant change).

JAMA Dermatol. 2022 Sep 21:158(12):1394-1403.



The adipose tissue is not a mere energy store

Visceral fat
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The potential pro-inflammatory mechanisms of obesity in PsO/PsA




The “clinical and molecular cardiometabolic fingerprint” study

(b) Inflammatian
i TNF-a IL-6 L1 MCP-1 PDE4B LTER
+ cross-sectional study g9 . 1w g _» T E L - oa
+ in PsA patients, many CVD-related proteins were §. ' E M vy i e : gm .o
elevated in those with metabolic comorbidities i,, : i 0l 2, i e § w y i Wl iuz oL
. . C e . . 1 1 “'os ad sett 2 204 e v o, o * e
+ cardiometabolic comorbidities were associated with SRR D LA i ol VS i |-
disease activity and long-term inflammatory status. s S ™ S W T T e e
+ after 24 weeks of apremilast (monotherapy or with (c) Adipokines
MTX) LEPTIN ADIPOQ RESISTIN VISFATIN FABP-4 RARRES-2
« Apremilast significantly reduced the levels of the o o3 §° - § . i —.
insulin resistance index (HOMA-IR) in patients with E wl . E,,, §1e 8 : e .
high prevalence of metabolic comorbidities FRL NN SR S VRS S R D £ IRCAR B IR
« Apremilast, whether used alone or in combination ; o 21D .1, én R ;n-' g, ; DO 5, PRl
: A . A K .
with MTX, significantly reduced CVD-related Forl——i—  Faltfe—— Foltf— £ T
markers, while MTX did not have a positive impact on
(d) Othar CVD-related molecules
these markers
HSL ATGL CHOP MMP-3 TIMP-4
5 20 . 5 26 . sd . § oozs . § 0025 L 5 0,006
E 1 . E 20 . _E, T . gum . EI.DGD * E
H . - FRRT I, : . 80054 .. _:. 5 0015 . g o
HOMA-IR = Homeostatic Model Assessment for Insulin Resistance % " % wi . " %3 % o0 s % oo S i aosa
*Cardiometabolic comorbidities included increased Apo-B/Apo-A ratio and PR B 5 °.'. .5_ -SF ERGCTE S-S B U voasd w25, 13 <
atherogenic risks, obesity, insulin resistance, hypertension and metabolic syndrome. E NEEN E N '.'; Eo ,|E * 8000 % a0 E 0060

These patients showed significantly higher DAPSA scores, and higher fasting glucose, HOs  PeA WOs  PsA WDs  PsA HWDs  PeA WDs  PsA
insulin, and ESR levels

J Intern Med. 2022 May;291(5):676-693.



Apremilast Lowered LDL Cholesterol, HbAlc, BMI, and
Improved HDL Cholesterol

I Data from pooled analysis of Changes from baseline to week 52 N = 781 patients with PsA
& 5 randomized, placebo-controlled, in BMI, HbAlc, and LDL and HDL
phase 3 PsA studies (PALACE 1-4 cholesterol

and ACTIVE)

-0.5

BMI (kg/m2) HbAlc (%)

Odboo
DNDNODN
| | | |

Improvements -0.4

in BMI, HbA1lc,

LDL, and HDL Overall <25 25-<30 230
cholesterol after (N=595) (n=124) (n=204) (n=267)

52 weeks of
apremilast
treatment were
greater in
patients in
higher risk
categories at
baseline

=X
(oo}
I

Mean (95%2 Cl)
Change From Baseline
o)
o~
|

L
o
|

Mean (95%2 Cl)
Change From Baseline

Overall <57 25.7-<6.5 265
(n=2375) (n=231) (Nn=119) (n=25)

LDL Cholesterol (mg/dL) HDL Cholesterol (mg/dL)

25

I

1.8

Mean (95%2 Cl)

Change From Baseline
Mean (?5%2 Cl)

Change From Baseline

-21.0

Overall <129 >129-<160 2160
(n=515) (n=322) (n=128) (n=65)

N\ -0.8

Overall > 60 >40-<60 <40
(n=515) (n=165) (n=266) (n=84)

Mease PJ, et al. Poster presented at: EULAR: May 31 — June 3, 2023; Milan, Italy. Poster POS1527.




In the Real-world Setting, Apremilast Reduced BMI, Bodyweight, and HbA1lc
Levels, Independent of Diabetes Status at 6 and 12 Months

Real-world, retrospective, longitudinal Changes (mean, %) from baseline in N = 8,487 patients

cohort study of patients with PsO and/or BMI, weight, HbA1lc, and lipids at + 2,004 (24%) pa_ttients had diabetest

PsA who newly initiated apremilast* 6 and 12 months by prediabetes/ +  Ofthose with diabetes, 25% had
prediabetes and 87% had T2DM

diabetes or obesity status

6 Months ' 12 Months

BMI (kg/m?) Weight (Ibs) HbA1c (%) BMI (kg/m?) Weight (Ibs) HbA1c (%)
n= 4977 1617 5120 1,634 18 288 4877 1,524 4991 1,527 27 200

- - I

-1.6 =15 -18
P<05 p<05

Patients experienced
decreases in BMIl and weight at
6 and 12 months regardless of

diabetes status

Mean % Change

The greatest reductions in BMI
and weight were seen in
patients with diabetes

No diabetes M Diabetes

*Patients were = 18 years old at index date (first apremilast prescription or fill [March 2014 to November 2021]) and new initiators of apremilast with a PsO or PsA diagnosis within 12 months on or before index date. Included were patients with BMI, weight, or laboratory measures in
the 3 months before and including index date and 6 or 12 months after index date, persistent on apremilast for at least 6 months (6-month analysis) or 12 months (12-month analysis).
1Of those with diabetes, 25% had prediabetes and 87% had T2DM (patients could be classified as both prediabetic and T2DM). Pre-diabetes: either two diagnosis codes at least 30 days apart, HbAlc levels between 5.7% to 6.4%, or fasting glucose levels between 100-125 mg/dL. T2DM: two

diagnosis codes at least 30 days apart or evidence of antidiabetic medication during the baseline period.
Cavanaugh C, et al. JAAD International. 2024. https://doi.org/10.1016/1.jdin.2024.02.016. JAAD Int. 2024 Mar 9:16:244-251.
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In the Real-world Setting, Apremilast Reduced Total and LDL Cholesterol,
Independent of Diabetes Status at 6 and 12 Months

Real-world, retrospective, longitudinal Changes (mean) from baseline in BMI, N = 8,487 patients
cohort study of patients with PsO and/or weight, HbAlc, and lipids at e 2,004 (24%) patients had diabetes®
PsA who newly initiated apremilast* 6 and 12 months by prediabetes/

diabetes or obesity status

Patients with diabetes
. . e 12 Months
experienced significant _ ‘
. Total cholesterol LDL HDL Triglycerides
decreases in total cholesterol (mg/dL) (mg/dL) (mg/dL) (mg/dL)

at 12 months 404 159 163 18 137 165 180 169 183

30
20

Regardless of diabetes status, .

: “‘17 F —?Ia

P=12 -gg P<-E|'5 -99
P <05 T P<D5

LDL cholesterol decreased
significantly at 12 months

Mean Change

HDL cholesterol increased
significantly in the no diabetes
group at 12 months No diabates = Disbet

BMI = body mass index; HbAlc = hemoglobin Alc; HDL = high-density lipoprotein; LDL = low-density lipoprotein; PsA = psoriatic arthritis; PsO = psoriasis. T2DM = type 2 diabetes mellitus.

*Patients were 2 18 years old at index date (first apremilast prescription or fill [March 2014 to November 2021]) and new initiators of apremilast with a PsO or PsA diagnosis within 12 months on or before index date. Included were patients with BMI, weight,
or laboratory measures in the 3 months before and including index date and 6 or 12 months after index date, persistent on apremilast for at least 6 months (6-month analysis) or 12 months (12-month analysis).

1Of those with diabetes, 25% had prediabetes and 87% had T2DM (patients could be classified as both prediabetic and T2DM). Pre-diabetes: either two diagnosis codes at least 30 days apart, HbAlc levels between 5.7% to 6.4%, or fasting glucose levels between
100-125 mg/dL. T2DM: two diagnosis codes at least 30 days apart or evidence of antidiabetic medication during the baseline period.

Cavanaugh C, et al. JAAD International. 2024. https://doi.org/10.1016/}.jdin.2024.02.016.
JAAD Int. 2024 Mar 9:16:244-251.


https://doi.org/10.1016/j.jdin.2024.02.016

In the Real-world Setting, Apremilast Reduced BMI, Bodyweight, and HbAlc
Levels, Independent of Obesity Status at 6 and 12 Months

Real-world, retrospective, longitudinal Changes (mean, %) from baseline in N = 8,487 patients
cohort study of patients with PsO and/or BMI, weight, HbAlc, and lipids at * 8,250 patients with BMI data, 40% were
PsA who newly initiated apremilast* 6 and 12 months by prediabetes/ not obese, 27% were obese, and 33%

diabetes or obesity status were severely obese’

6 Months 12 Months

q BMI (kg/m?) Weight (Ibs) HbA1c (%) BMI (kg/m?) Weight (lbs) HbA1c (%)
R.eg_ul:dless Of obesﬂy ?101US, n=2629 1,772 2,193 2,650 1,786 2,196 77 B0 145 2,524 1,783 2,094 2,546 1,784 2,086 83 89 144
significant decreases in BMI

and weight were seen at é
and 12 months

!

-15
p<ps -18 -8
P<05 P<.05

=10

A significant reduction in o)

HbA1c was only seen in the
severe obesity group at
month é

-19 =1.7
P<05 P<.05

Mean % Change

P=34

|
|
|
I
|
| |
I
|
1
1
I
|
|
1
P=11 P<05 |
1

Mo obesity W Obesity W Severe obesity

BMI = body mass index; HbAlc = hemoglobin Alc; PsA = psoriatic arthritis; PsO = psoriasis.
*Patients were 2 18 years old at index date (first apremilast prescription or fill [March 2014 to November 2021]) and new initiators of apremilast with a PsO or PsA diagnosis within 12 months on or before index date. Included were patients with BMI, weight,
or laboratory measures in the 3 months before and including index date and 6 or 12 months after index date, persistent on apremilast for at least 6 months (6-month analysis) or 12 months (12-month analysis).

tObesity status was defined as no obesity (BMI < 30 kg/m?), obesity (BMI 2 30-34.9 kg/m?), or severe obesity (BMI 2 35 kg/m?).
Cavanaugh C, et al. JAAD International. 2024. https:/doi.org/10.1016/}.jdin.2024.02.016.

JAAD Int. 2024 Mar 9:16:244-251.
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In the Real-world Setting, Apremilast Reduced Total and LDL Cholesterol,
Independent of Obesity Status at 6 and 12 Months

Real-world, retrospective, longitudinal Changes (mean) from baseline in BMI, N = 8,487 patients
cohort study of patients with PsO and/or weight, HbAlc, and lipids at * 8,250 patients with BMI data, 40% were
PsA who newly initiated apremilast* 6 and 12 months by prediabetes/ not obese, 27% were obese, and 33%

diabetes or obesity status were severely obese’

Regardless of obesity status, total
and LDL cholesterol decreased at 6 6 Months 12 Months

and 12 months
Total cholesterol LDL HDL Triglycerides  Total cholesterol LDL HDL Triglycerides

(mg/dL) (mgldL) (mgldL) (mgldL) (mg/dL) (mgldL) (mgldL) (mgldL)

Slgmflcanidecreases in fotal n=90 81 98 7 69 70 93 84 102 98 88 102 108 100 105 87 78 87 119 108 112 119 109 115

cholesterol were seen in the no
obesity and severe obesity groups
at 12 months

P< E|5 p<_ D? P=g2

! T .
-49 44

peis -79 -79 P<.19
P‘fgs P<.05 -141 P8
P< 05 P=21 p=14

P<05

Significant decreases in LDL
cholesterol were seen in the no
obesity and severe obesity groups
at 12 months

0.04

Mean Change

o
5§ 8 B 3 o

Significant increases in HDL
cholesterol were seen in the no
obesity group at 12 months No obesity W Obesity M Severe obesity

pegs P=1.00

BMI = body mass index; HbAlc = hemoglobin Alc; HDL = high-density lipoprotein; LDL = low-density lipoprotein; PsA = psoriatic arthritis; PSO = psoriasis.
*Patients were 2 18 years old at index date (first apremilast prescription or fill [March 2014 to November 2021]) and new initiators of apremilast with a PsO or PsA diagnosis within 12 months on or before index date. Included were patients with BMI, weight,
or laboratory measures in the 3 months before and including index date and 6 or 12 months after index date, persistent on apremilast for at least 6 months (6-month analysis) or 12 months (12-month analysis).

tObesity status was defined as no obesity (BMI < 30 kg/m?), obesity (BMI 2 30-34.9 kg/m?), or severe obesity (BMI 2 35 kg/m?).
Cavanaugh C, et al. JAAD International. 2024. https:/doi.org/10.1016/}.jdin.2024.02.016.

JAAD Int. 2024 Mar 9:16:244-251.
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The Benefits of Apremilast (Beyond Skin and Joint Disease)

Obesity Diabetes Mellitus Cardiovascular Disease

PDE4 inhibition with PDEA4 inhibition with PDE4 inhibition with
apremilast impacts visceral apremilast improves glucose apremilast impacts lipid
adiposity control and diabetes status metabolism
 Clinically meaningful reduction in * Reduction of HbAlc in patients * Reduction of CV risk markers,
weight (= 5% weight loss) in up to with normal or pre-diabetic/ increase of HDL cholesterol,1.57:8
27% of patients1 diabetic HbA1lc status*7:8 and reduction of LDL

cholesterol*7:8
* Improvements in BM|24-8

. . * Improvement of vascular
+ Reduction of 5-6% of visceral and endothelial injuries?

subcutaneous fat®

1. Hu X, et al. Poster presented at: the 32nd European Academy of Dermatology and Venereology (EADV) Congress; October 11-14, 2023, Berlin, Germany. Poster: 2346.

2. Ferguson LD, et al. Rheumatology (Oxford). 2022;61:1026-34. 3. Cavanaugh C, et al. Poster presented at: the 32nd European Academy of Dermatology and Venereology (EADV) Congress; October 11—
14, 2023, Berlin, Germany. 4. Cavanaugh C, et al. JAAD International. 2024. https://doi.org/10.1016/j.jdin.2024.02.016. 5. Gelfand JM, et al. JAMA Dermatol. 2022;158:1394-403. 6. Arias de la Rosa |, et al. J
Intern Med. 2022;291:676-93. 7. Mease PJ, et al. Presented at: EULAR 2023, Milan, Italy POS 1527. 8. Strober B, et al. Poster presented at: the American Academy of Dermatology (AAD) Annual Meeting;
March 8-12, 2024; San Diego, CA. 9. Ikonomidis I, et al. Pharmaceuticals (Basel). 2022;15:172.
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The Benefits of Apremilast (in Skin and Joint Disease)

+ The FOREMOST study, a phase 4, multicenter, randomized, double-blind, placebo-controlled,

parallel-group study aimed to evaluate the efficacy and safety of apremilast in subjects with early (disease duration < 5 years)
oligoarticular PsA

- This patient population, which comprises up to 50% of all PsA patients suffer from a significant burden of disease*®

- In majority of PsA registration trials in PSA, mean joint counts are high and result in very limited enrollment of patients with

oligoarticular PsA, if any. This has resulted in paucity of clinical data and absence of relevant treatment options in guidelines
(GRAPPA, EULAR, ACR/NPF)

- Primary endpoint: MDA-Joints response at Week 16

Gladman DD, et al. J Rheumatol. 2021;48:1824-1829.
Gossec L, et al. Ann Rheum Dis. 2024.83:1480-1488..



FOREMOST: MDA-Joints as the Primary Endpoint

In the FOREMOST study, the primary endpoint was MDA-Joints score at In the FOREMOST study, MDA-Joints was defined as the proportion of patients
Week 16, a novel endpoint chosen for its specificity in assessing PsA rather who achieved a clinical state of minimal disease activity:%*
than ACR20 which does not provide the necessary sensitivity in this limited
joint population®?

MDA-Joints?3 ACR20?

Validated composite s1TJC ﬂ%ﬂ + ﬂ ﬂ s18JC

Validated
multidomain

comprehensive endpoint endpoint

Does not require high
disease activity at
baseline

Requires high disease And 3 out of 5 of the
activity at baseline remaining cutoff values

PsA-specific endpoint; Non-PsA-specific arthritis .
more sensitive for endpoint; not sensitive for % {1</< E @
oligoarticular PsA 2 i

oligoarticular PsA

OOSE

BSA Patient pain Patient’s Global HAQ-DI Enthesitis
. : Does not take important < 3% (VAS) =15 Assessment of 0.5 count = 1%
Takes important domains P =97 s <0. <
into accc?unt (enthesitis dor(naThs '".Ep aclt(:.ount Disease (VAS) = 20
o J enthesitis, skin
skin involvement) involvement)

“Based on sentinel joints (those affected at baseline). Based on LEI.
ACR = American College of Rheumatology; BSA = body surface area; FOREMOST = Efficacy, Safety, and Tolerabilty Study of Apremilast to Treat Early Oligoarticular Psoriatic Arthritis; HAQ-DI = Health Assessment Questionnaire Disability Index; LEI = Leeds Enthesitis Index; MDA-Joints = minimal disease activity in joints; PsA = psoriatic arthritis; SJC = swollen
joint count; TJIC = tender joint count;

VAS = visual analog scale.

1. Gossec L. et al. Ann Rheum Dis. 2024;83:1480-1488. 2. Ogdie A, et al. Arthritis Care Res (Hoboken). 2020;72(Suppl 10):82-109. 3. Coates LC, et al. J Rheumatol. 2016:43:371-375.



Achievement of MDA-Joints, MDA, and VLDA Was Greater With Apremilast vs Placebo at Week 16

The MDA-Joints response rate was two times greater with apremilast vs placebo at Week 16

Overall Achievement of MDA-Joints, MDA, and VLDA at Week 16
= Placebo (n = 105) m Apremilast (n = 203)

100 -
Primary Endpointt
80 A

;\8 Adjusted difference: 18.5% Adjusted difference: 17.6% Adjusted difference: 11.7%
~ (95% CI: 8.9, 28.1) (95% CI: 7.1, 28.1) (95% CI: 5.3, 18.1)
8 60 - P =0.0008 Nominal P = %%)Zf Nominal P = 0.0029
IS [TIMH] ’
40 - 21
(B)
i [TIMH] 15,5
S 20 A 3.9
o
0
x

MDA-Joints MDA VLDA

1. Gossec L, et al. Ann Rheum Dis. 2024;83:1480-1488. 2. Mease P, et al. Presented at: American College of Rheumatology Convergence 2023; November 10-16, 2023; San Diego, CA. OP #1691. 3. Gossec L, et al. Ann Rheum Dis. 2024;83:1480-1488 (online supplement).



Achievement of cDAPSA REM/LDA and PASDAS Good/Moderate Response Was Greater With Apremilast vs Placebo at Week 16

Joint Count Increased From < 4 to > 4 for a Higher Proportion of Patients Treated With Placebo vs Apremilast Over 16 Weeks

Proportion of Patients Achieving cDAPSA REM/LDA and PASDAS

Good/Moderate Response

Proportion of Patients Progressing From Oligoarticular
PsA to Polyarticular PsA*

= Placebo (n = 105) = Apremilast (n = 203)

Treatment Difference: 18.6% Treatment Difference: 17.7%
~100 (95% CI- 7.0,30.2) (95% CI- 5.7, 29.7)
. P=0.0017 70.2 P=0.0043
0 51.8 59.9
H .
< 60 42.7
14
g 40
c 20
o
20
& cDAPSA REM/LDA PASDAS Good/Moderate Response
n= 54 143 45 122

In the overall population, cDAPSA REM/LDA was achieved in 70.2%

of APR patients vs 51.8% in PBO patients at weeek16

=0~Placebo =0~Apremilast

3
s
Q
<30
T E
£
3
230
c
2
g 0 T T T )
Lo 4 8 12 16
Study Week
Placebo, N 1587 2484 2983

Apremilast, VN 21175 271159 30152

There was an increase in the proportion of patients
who switched to a joint count >4 through week 16
among those receiving PBO but not among those
receiving APR

Gossec L, et al. Ann Rheum Dis. 2024;83:1480-1488.



Patients Treated With Apremilast Achieved Greater Improvements in SJC and TJC vs Placebo Through Week 48

- During the placebo-controlled phase, mean SJC and TJC improved in the apremilast group and worsened in the placebo group;
further improvements were sustained through Week 48 in patients who continued or transitioned to apremilast

—@— Placebo —@— Apremilast —@— Placebo/Apremilast
3 Placebo-controlled phase Apremilast extension phase I Placebo-controlled phase Apremilast extension phase
6-
O 25 O
— = 54
0 21 (o
w w41
N 159 0 3.3
5 c ¥ — |
o 1 4 o o 4 25
* *
s Early escape 0.8 s Early escape
0.5 1-
0 0
0 4 12 16 24 28 40 48 0 4 12 16 24 28 40 48
Study Week Study Week
Placebo,n 88 84 86 88 85 83 77 76 Placebo,n 88 84 86 88 85 83 77 76
Apremilast, n 203 201 184 176 162 156 146 132 Apremilast, n 203 201 184 176 162 156 146 132

*Patients undergoing early escape at Week 16 (placebo, n = 24; apremilast, n = 21) were analyzed at Week 24 per randomization. Apremilast patients as randomized or transitioned. Data as observed and based on all joints.
FOREMOST = Efficacy, Safety, and Tolerability Study of Apremilast to Treat Early Oligoarticular Psoriatic Arthritis; PSA = psoriatic arthritis; SE = standard error; SIC = swollen joint count; TJC = tender joint count
Gossec L, et al. Poster presented at: European Alliance of Associations for Rheumatology (EULAR) 2024; June 12-15, 2024; Vienna, Austria. Poster POS0976.



RWE Show That Apremilast May Be Effective in Patients With Oligoarticular PsA Who Are Not Typically Seen in RCTs

In a retrospective study (n = 131) of an Italian multicentric cohort of patients (58%) with oligoarticular PsA:* T
- More than 70% of patients received apremilast after first failing at least two csDMARDs*
- 58% of the patients showed an oligoarticular pattern (< 5 affected joints)

Baseline Characteristics Changein SJC and TJC From Baseline§  Change in PGA From Baseline$

mBaseline,n=131 =3 months, n =65

Patients, n 131 m Baseline, n = 105 ® 3 months, n =51 patients m 6 months, n = 26
:6 months, n = 18 P <0.0001
Female, % 63.3 g P <0.0001 67 53
Age, mean year (SD) 57.5(12) S04 91 P=001 ° 57 [THA=0!
S 5 4 - H] [T_IM
TJC, mean (SD) 9.1 (84) g - TlM"ﬂTIMH] P <0.0001 3 3 ]
9 = 4
SJC, mean (SD) 2.9(2.6) = g 2
z S 1A
$O0 - 0 -
s TJC SJC PGA




Low discontinuation rates in patients with metabolic conditions

7773 Pso patients with and without metabolic conditions newly initiating a biological or apremilast treatment
47.5-56.7% had a metabolic condition

nearly half of the patients discontinued their index medication over 24 months

Except for the apremilast group, patients with metabolic conditions had higher discontinuation (secukinumab: 50.6% vs. 43.7%;
adalimumab*: 53.9% vs. 48.7%; ustekinumab*: 41.9% vs. 35.1%; etanercept: 42.8% vs. 41.2%; apremilast: 43.1% vs. 46.1%)
and switching (secukinumab: 48.1% vs. 41.2%; adalimumab*: 47.8% vs. 41.9%; ustekinumab*: 34.5% vs. 25.3%; etanercept*:
53.6% vs. 51.5%; apremilast: 45.8% vs. 44.6%) than patients without (*p < .05).

patients with metabolic conditions had higher discontinuation rates than those without in all treatment cohorts except
apremilast

J Dermatolog Treat. 2021 Mar;32(2):203-211.
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Apremilast Long-Term Safety Up to 5 Years from 15 Pooled

Randomized, PIacebo-Contro"e,a Studies of Psoriasis, Psoriatic

Arthritis, and Behget’s Syndrome

Philip J. Mease' - Giilen Hatemi? - Maria Paris® - Sue Cheng? - Peter Maes?® - Wendy Zhang? - Rebecca Shi® -

Andrea Flower® - Hernan Picard® - Linda Stein Gold*

TEAE:s of special interest Placebo-controlled period All apremilast exposure
APR is approved for the Placebo [n = 2084] 622.2 patient- ~ Apremilast 30 mg bid [n = 2673]  Apremilast 30 mg bid
treatment of PsO, PsA, and years 848.8 patient-years [n=4183] 6788.0 patient-
Behget's syndrome in 56 countries years
To analyze long-term (up to n (%) EAIR/100 patient- n (%) EAIR/100 patient- n (%) EAIR/100

@ 5 years) safety of APR with years years patient-years
specific focus on adverse events
of & Titerect Depression 12 (0.6) 1.94 38 (1.4) 4.51 118 (2.8) 178
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®;® Pooled analysis of 15 RCTs of Nonmelanoma skin cancer 71(0.3) 1.13 6(0.2) 0.71 32 (0.8) 0.48

@r@ APR 30 mg BID in patients with Lymphomas 0 (0) 0.0 0 (0) 0.0 2(<0.1) 003
PsO, PsA, or Behget's syndrome Serious infections” 9(0.4) 1.45 7(0.3) 0.83 74(1.8)  1.10
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6,788 patient-years t#itittttt

of total APR exposure ~ #fif41i441




Cardiovascular safety of systemic psoriasis treatments:
A prospective cohort study in the BIOBADADERM registry

analyzed data from 5622 patients, 11,368 treatment cycles and 21,762

patie nt'years All MACE events
Number of person years Number of Incidence
Systemic therapy for psoriasis  of exposure events (95% CI)
TNFa 7029 39 5.5 (4.1, 7.6)
AllMACE events IL-12/23 4134 30 7.3 (5.1; 10.4)
+ RR - 1L-23 1943 9 4.6(2.4;8.9)
10 4 Low.Lim/Upp.Lim. (95% CI) IL-17 3176 1 3.5(1.96.3)
_ ACT 1335 27 20.2 (13.9;29.5)
g cYc 440 7 159 (7.6;33.3)
< APR 888 3 34(11;10.5)
= DME 114 i 8.8 (1.2; 62.5)
E 6 MTX 2704 19 7 (4.5; 1)
; 4 7] Note: Incidences rates (per 1000 person-years).
] + Adverse events incidence rates
- All MACE events
211 |
A ; 1 T . — Systemic therapy for Number of person years of IRR adjusted
04 I I psoriasis expostre (95% CI) p-Value
T T T T T T T T TNFa 7029 0.98 (0.51; 1.91) 0.956
TNFa I1L-22/23 IL-17 APR  IL-23 DMF ACT CYA pgp— 4134 (S 0636
Robust standard error 1L-23 1943 0.68 (0.23; 2.03) 0.494
Adjusted incidence rate ratio of all Major Adverse Cardiovascular L7 376 0.430.20;0.91) 0.0287
Events with systemic psoriasis treatment compared to MTX AC 1335 1.85(094; 3.64) 0.075
CYC 440 3.59 (1.17; 10.99) 0.025*
APR 888 0.17 (0.04; 0.70) 0.014*
DMF 114 1.76 (0.63; 4.93) 0.284
MTX 2704 Reference:1
J Eur Acad Dermatol Venereol. 2025 Sep;39(9):1631-1642. Adjustedincidence rate ratios compared to MTX.



ZUUTTEPOCHATIKA

+ H ywpiaoikn apbpitida cuxva oxeTiCeTal pe KAOPOIOPETARBOAIKEG TUVVOONPOTNTEG

+ H PDE4 éxel avayvwpiopévo poAo aTn @Aeypovh Kal Evav avaduouevo poAo aTov PETABOAIOHO Tou AiTToug Kal TNG YAUKOCNG

+ HavaoTtoAr Tng PDE4 a1rd TNV atmmpeUIAGOTN OXETICETAI JE PEIWPEVO BAPOG Kal OTTAOXVIKI TTAXUCOPKIa Kal augnuéva eTTireda HDL
XOANOTEPOANG, ETTNPEACOVTAG EVOEXOUEVWG TOV METARBOAIOUO Twv AITISIWV Kal BEATILWVOVTAG TO KAPBIOUETABOAIKO TTPOPIA TWV
aoBevwv

+ O pokpoTrpéBeauog KivOuvog KapdIayyEIoKWY ETTEICOSIWV £XEI avaQePBEi OTI gival XApNAOG 0€ HEAETEG yIA TNV ATTPEUIAGOTN

MetS iPDE4 Musculoskeletal

el dibaces %l \\ e H atrpeIAGOTN TTPOCPEPEI TNV EUKAIPIA OTOUG QOBEVEIC
(St ". ME Ywpiaaon va eEAEYEOUV T CUCTNPATIKI GAEYHOVA Kal

oprote Metabolic-induced Axial skeleton ., L, , ,
B e 2, va BeATILwoouV TNV TTOIOTNTA (WAG, BEATILOVOVTOG
i sk TTAPAAANAQ TO METABOAIKO TOUG TTPOGIA.
Cardiometabolic burden Loss of function, disability
Cardiovascular morbidity Organ damage

PsA burden




+ Euxapiotw!

All I know is that we’re dealing
with a very efficient killer here Jim.




BonOnote va yivouv ta dpapuaka o aodalr kot AvapEpete
OAEZ Tic averuOupunteg evépyeleg yia ONA ta pappaka
ouprmAnpwvovtag tnv “KITPINH KAPTA”

Avadépete kaBe Umomtn avermBuuntn evépyela ocLUbwva pe To €BVIKO cvoTnuUa
avadopd¢ oto Tunuo AvemBuuntwv Evepyewwv Ttou EBvikou Opyoaviopou
Qappakwyv (EO®) TnA. +30 2132040337, pe tn xpnon tng Kitpwng Kaptag
SlaBgoun kat otnv lotooeAidba tou EO®, www.eof.gr, www.kitrinikarta.gr yla
EVTUTIN N NAEKTPOVIKA UTIOBOAN 1 evaAlaktikd otnv AMGEN EAAag DapuakeuTKA
E.M.E. TnA. +30 2103447000
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