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Prevalence of Disease Domain Manifestations in

Patients with PsA

arthritis

Nail
psoriasis

Skin
disease

1 domain
(n=617)

2 domains
(n=726)

3 domains
(n=583)

R Qa0

4 domains
(n=299)

Peripheral

Axial
? disease

Enthesitis

Dactylitis

5 domains
(n=82)

6 domains
(n=8)

Non-presenters
(n=302)

B0 GES

KaBe aoBevrc pmopel va mapouotdoel éva Lovadikd cuvduaopo
TWV CUUTMTWHATWY KAl TS BapUTnTAg Toug e SLadopeTiko dpoptio
TN VOOOU YEYOVOC TIOU QVTAVAKAQ TN MOAUTIAOKOTNTA TNE VOOOU.

Adapted from Ogdie A et al. Arthritis Rheumatol. 2019;71 (suppl 10). Abstract 2475.

2,6%

| Unmet Needs |

1.5% Other?

2,617 patients with PsA enrolled in the Corrona PsA/SpA Registry.

*Qther (2—4 domains) presentation includes all other combinations of 22 domains not shown in the figure; *Other (1 domain)

presentation includes axial disease, enthesitis and dactylitis.
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Extra-musculoskeletal manifestations (EMMs)
including psoriasis, uveitis, inflammatory bowel
disease (IBD) and nail

disease1—4,8,11—12

including cardiovascular disease®”’

Peripheral articular manifestations such as
enthesitis®>”’

Fraga NA et al. An Bras Dermatol. 2012;87(6):877-883.

Chen H and Chou C. Curr Rheumatol Rev. 2008;4:111-14.

Loftus E Jr et al. Poster P626. 11th Congress of ECCO, 2016. Abstract P626.
Williamson L et al. J Rheumatol. 2004;31:1469-1470.

Elnady B et al. Clin Rheumatol. 2019;38(6):1627-1635.
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Extra-musculoskeletal Manifestations and
Comorbidities in Patients with Psoriatic Disease

Uveitis
PSO?

7-20% 7-18%

IBD
PSO3
2.3%
Enthesitis
PSO>

39.5%* 35-57%

Kaeley GS et al. Semin Arthritis Rheum. 2018;48(1):35-43.
D’Agostino MA et al. Arthritis Rheum. 2003;48(2):523-533.
Kane D et al. Rheumatology (Oxford) 2003; 42(12): 1460-1468.

PsA2?

PsA4
4%

PsAS7

| Unmet Needs |

Psoriasis
PSO PsA>

4

.

| Nail Disease
psoil PsAl2

15-79% Up to 80%
[

Prevalence of EMMs and comorbidities in patients with PSO is similar to patients

with PsA

Xiao J et al. JEADV. 2009;23(11):1311-1315.

. Peluso et al. Clin Rheumatol. 2015;34:745-753

11. Ventura A et al. Drug Design, Development and Therapy. 2017;11:2527-2535.
12. Sobolewski P et al. Reumatologia. 2017;55(3):131-135.

*Patients with enthesitis and/or synovitis.
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Yuwvoonpotntecg os aoBeveic pe WA

Arthiritis
[joint Psoniasis
destruction]

A Disability
Wauality of life

Gastroint==tma
dizorders

inal

Malignancies

AcBeveic pue >3 cuvvoonpoOTNTEC

Polachek A, et al Arthr Care Res 2016
Caotes L, Arthritis Rhemauatl 2016
Husted JA et al, ] Rheumatol 2013



The Global Burden of PsA

PsA population with predominant
musculoskeletal involvement:!

Patient-derived and patient- \

Systemic symptoms reported outcome measure for
eg. fatigue, sleep PsA
disorders
Domains with the highest
relative importance to patients:
= Pain
= Fatigue

= Skin problems
Psoriatic skin and /
nail disease

Contribution to overall burden of PsA

Dandorfer et al, Semin Rheum 2012;42:32-41
Gossec et al, Ann Rheum Dis 2014;73:1012-19



Key Factors Contributing to Disease Severity in | Unmet Needs |
Psoriatic Disease

T T e

B Itching

B Location/size
I Scales

M Flaking

Pain/swelling of
joints

Percentage of patients (%)

I Lack of sleep

M Bleeding

II.L--

PSO PsA

0%

Itching and location of skin involvement in psoriasis, and pain/swelling of joints upon joint involvement, are the patient-reported factors

mostly contributing to disease severity

Adapted from Lebwohl MG et al. ) Am Acad Dermatol. 2014;70(5):871-881.

Self-reported data (population-based patient survey).
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| Unmet Needs |

Progression of Psoriatic Disease

Psoriasis Psoriatic Arthritis

In 70% of cases, psoriasis precedes PsA,
with a mean interval of ~10 years 34

In 13% of cases, history of joint involvement precedes onset
of skin symptoms,
with a mean interval of ~4 years*

Parallel onset of skin and joint manifestations is seen in 15-21%
of cases3®

Of all PSO patients, as many as ~40% will

develop PsAl?2

Mease PJ and Armstrong AW. Drugs. 2014;74(4):423-441.
Gladman DD et al. Ann Rheum Dis. 2005;64 Suppl 2:ii14-17.

Leung Y et al. J Postgrad Med. 2007;53:63-71.

Kumar R et al. Indian J Dermatol Venereol Leprol. 2014;80(1):15-23.
Cohen M et al. J Rheumatol. 1999;26:1752-1756.



PSO Features Associated with a Higher Risk of PsA

Variable HR (95% ClI)

HR 3.89 Scalp lesions?
952 CI1 (2.18-6.94)

== i ::::55

)
\J

| Unmet Needs |

1
1
1
1
1
! )
Nail dystrophy? | ~
:
) ——
Intergluteal/perianal lesions! i
HR 2.93 1 e © S—
Sos2s Cci(i . es-5.12) '
>3 affected sites (vs. 1 affected site)?
0 2 4 6 8 10 12 14 16

MR 2.5

9526 Cl(1.32-4.19)

Other features found to be a risk factor for PsA included more extensive skin psoriasis3, psoriatic nail pitting* and uveitis*

Wilson FC et al. Arthritis Rheum. 2009;61(2):233-239.
McLeod B. Evid Based Med. 2009;14(6):185.

Ogdie A. Rheumatol. 2013;52:568-575.

Eder L et al. Arthritis Rheum. 2016;68(4):915-923.
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| Unmet Needs |

Time to Diagnosis

“Window of Opportunity”

<6 months 12 months 2+ years

* Less disability * Increased disability
* Less radiographic damage * Poor physical health factors
* Lower risk of joint erosion * Increased radiographic damage
* Higher probability of drug-free remission * Higher risk of arthritis mutilans
* Lower probability of drug-free remission

Probability of achieving drug-free remission has significant negative association with a diagnostic delay of >1 year,

and significant positive association with early rheumatologist encounter of <6 months

Haroon M et al. Ann Rheum Dis. 2015;74(6):1045-1050.



Association of Clinical Features with >6 Month | Unmet Needs |
Delay in Diagnosis

12

Odds ratio (95% ClI)

*k%k

4.6 (2.5-8.2)

**

1.1 (1.0-1.1)

Erosions Number of deformed
joints (score)

Haroon M et al. Ann Rheum Dis. 2015;74(6):1045-1050.

*

2.3 (1.2-4.4)

Sacroiliitis

*
10.6 (1.4-80.6)

‘ 0.4 (0.2-0.9)
T

Arthritis mutilans Functional disability DMARD/anti-TNF
(HAQ score) free

Delayed diagnosis of PsA is associated with poorer long-term

outcomes

*p<0.05; **p<0.01; ***p<0.001
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Arthritis Care & Research ‘ﬁ N

Original Article Accepted manuscript online: 4 April 2017

Clinical Characteristics, Disease Activity, and Patient-
Reported Outcomes in Psoriatic Arthritis Patients With
Dactylitis or Enthesitis: Results From the Corrona
Psoriatic Arthritis/Spondyloarthritis Registry

Philip J. Mease MD &, Chitra Karki MPH, Jacqueline B. Palmer PHARMD, Carol ). Etzel PHD,
Arthur Kavanaugh MD, Christopher T. Ritchlin MD, Wendi Malley MS,

Vivian Herrera DDS, MPH, Melody Tran PHARMD, Jeffrey D. Greenberg MD, MPH

CORONA Registry 1,567 PsA patients - 420 with enthesitis, 228 with dactylitis

O S

Auénpéva mbavotnta pn ENTEVENC 2.53 (1.55-4.15) 1.88 (1.23-2.86)
LDA/MDA

Noévog — VAS 7.40 (3.78-11.02) 7.31 (3.88-10.75)
Komwon - VAS 3.30(-1.22-7.82) 2.47 (-1.86-6.79)
Enintwon otn epyaoia (anwAsla wpwv 1.57 (1.05-2.35) 1.21 (0.66-2.22)

gepyaociog — pewwpévng amodoong)

T UVOALKA PELWHEVN SpaoTnplotnTa 2.00 (1.37-2.93)** 1.77 (1.16-2.69)



Impact of Enthesitis and Dactylitis on Physical Function

PsA patients with enthesitis and dactylitis reported more disability compared to all PsA patients in:*

Bending down to pick up
objects from the floor

Enthesitis ~35%
@
Dactylitis ~30% c
W

Getting in and
out of bed

Enthesitis ~22%
Dactylitis ~18%

| 2, |

Kavanaugh A et al. Rheumatol Ther. 2016;3:91-102.

Walking outdoors on flat
ground

Enthesitis ~26%
Dactylitis ~22%

| -

Washing and
drying their body

Enthesitis ~18%
Dactylitis ~16%

m

Getting in and
out of a car

Enthesitis ~23%
Dactylitis ~21%

s

Turning faucets on/off

Enthesitis ~12%
Dactylitis ~15%

| Unmet Needs |

Dressing
themselves

Enthesitis ~20%
Dactylitis ~22%

Lifting a glass
to their mouth

Enthesitis ~12%
Dactylitis ~11%

*Proportion of patients responding “with much difficulty” or “unable to do”; Values estimated from figure.



AXxial disease In psoriatic arthritis
nature and ankylosing spondylitis: a critical
comparison

REVIEWS

Feld et al, 2018 Jun;14(6):363-371

Psoriatic arthritis Ankylosing spondylitis

*» HLA-C*06:02 * HLA-B*13:02

* HLA-C*12-HLA-B*38 * HLA-B*40:01
haplotype » HLA-B*40:02

*» HLA-C*06-HLA-B*57 s HLA-B*47:01
haplotype * HLA-B*51:01

* KIR2DS2 * ERAP1

« TRAF3IP2 HIAB*27  *ERAP2

* TNIP1 * NPEPPS

*REL *|L-23-L-17

*[FIH1 pathway genes

* NFKBIA

*|L-13 genes

* [FNLR1

* HLA-B*39

* HLA-B*08 Axial

» HLA-B*38 ]dis&as&

* HLA-Cw*07:02




EXTENDED REPORT

Axial Disease in Psoriatic Arthritis study: defining
the clinical and radiographic phenotype of psoriatic
spondyloarthritis

Deepak R Jadon,™? Raj Sengupta,’ Alison Nightingale,” Mark Lindsay,?
Eleanor Korendowych,' Graham Robinson,' Amelia Jobling,* Gavin Shaddick,*
Jing Bi,®> Robert Winchester,” Jon T Giles,” Neil ) McHugh'-?

Ann Bheum Dis. 2017 Apr; 7&(4): 701707,

201 PsA, 201 AS

Periph. Axial Axial
PsA PsA SpA

-AvbpLko dUAO
- M TKE
Similar burden of disease - MoAvapBpttikos TuTog
- HLA-B27
Less sacroiliitis — more more radiographic

Less HLAB27 silent disease damage



Burden of Nail Disease on Patients

* Among PsA patients, nail disease can cause:

. Cosmetic Difficulties with
Pain c e . g
problems activities in daily living
52%)*
( o) (93%)1 (58%)1
PsA patients with severe nail disease are reported to have Severity of nail psoriasis is associated with

* Higher functional impairment? * Enthesitis?
* Greater anxiety scores? * Polyarticular disease?

* Greater depression scores? * Progressive arthritis in PsA?

1.  Williamson L et al. Rheum. 2004;43:790-794
2. LeeSetal P&T.2010;35(12):680-689.



Psoriatic Arthritis (PsA) Features-’

Extra-musculoskeletal manifestations Psoriasis, uveitis, and

IBD

Sacroiliitis and spondylitis
Inflammation of sacroiliac joints

Peripheral articular manifestations
Peripheral arthritis, enthesitis and dactylitis

Comorbidities
Cardiovascular disease

Progression?

A
Y

PSO PsA

~4 (09 of patients may progress from PSO to

PsA

Diagnosis is Delayed® and Outcomes are Worse in Women11.12

Burden of Disease

2 Itching”

: &
-
kS
Pain/swelling'6

Garg N et al. Best Pract Res Clin Rheumatol. 2014;28(5):663-672.
Collantes E et al. Rheumatology. 2007;46(8):1309-1315.

Fraga NA et al. An Bras Dermatol. 2012;87(6):877—-883.

Chen H and Chou C. Curr Rheumatol Rev. 2008;4:111-14.
Williamson L et al. J Rheumatol. 2004;31:1469-1470.

Kane D et al. Rheumatology (Oxford) 2003; 42(12): 1460—1468.

oGO hwNE

™ N e

Difficulty with every day activities18

Peluso et al. Clin Rheumatol. 2015;34:745-753.

Mease PJ and Armstrong AW. Drugs. 2014;74(4):423-441.
Gladman DD et al. Ann Rheum Dis. 2005;64 Suppl 2:ii14-17.
Jovani V et al. PLoS One. 2018;13(10):€0205751.

. Nas K etal. Ann Rheum Dis 2019; 78(Suppl 2):920-921. Abstract FRI0456.

Eder L et al. Ann Rheum Dis. 2013;72(4):578-582.

. Haroon M et al. Ann Rheum Dis. 2015;74(6):1045-1050.

14.
15.
16.
17.
18.
19.

Window of Opportunity for Diagnosis®3

Early diagnosis Late diagnosis

2 Disability 1t

Radiographic damage

Probability of drug-free
remission

Sacroiliitis

-« a5 a
» 5 @ »

Functional disability

~15-30% of patients with PSO have
. undiagnosed PsA1415

Depression, anxiety and
! mental health11.19

Quiality of life reduced1819

Villani et al. J Am Acad Dermatol. 2015;73:242—248.

Haroon M et al. Ann Rheum Dis. 2013;72(5):736—740.
Lebwohl MG et al. J Am Acad Dermatol. 2014;70(5):871-881.
Kavanaugh A et al. Rheumatol Ther. 2016;3:91-102.
Picchianti-Diamanti A et al. Qual Life Res. 2010;19:821-826.
Salaffi F et al. Health Qual Life Outcomes. 2009;7:25.



| Unmet Needs |

Female Patients have a Higher Probability of Misdiagnosis

First Correct Diagnosis of SpA Common Misdiagnoses Before SpA Diagnosis

11% 30%
® [ @ ® ® ® ®
* ? ’n' w w w w Herniated disc, n (%) 5(10.9) 11 (19.0)
®

Scoliosis, n (%) 2(4.49) 5 (8.6)

Sciatica, n (%) 9 (19.6) 4 (6.9)
Osteoarthritis, n (%) 6 (13.0) 3(5.2)
Fibromyalgia, n (%) 3(6.5) 1(1.7)

Only 11% of women received a first correct diagnosis of

spondyloarthritis vs 30% of men

Jovani V et al. PLoS One. 2018;13(10):e0205751.

A cross-sectional study of 96 men and 54 women with spondyloarthritis was performed at Alicante University General Hospital in
Spain using a semistructured interview and clinical records.



Before Definitive Diagnosis of SpA, Male Patients are
Referred to Specialists More Often than Female Patients

Health Services
Primary care
Orthopaedic surgery
Rehabilitation services

Emergency department

Workers’ compensation insurance

Neurology
Physiotherapy

Pain unit

Urology
Gastroenterology
Ophthalmology
Rheumatology
Neurosurgery
General internal medicine
Psychology
Cardiology
Vascular surgery
Gynaecology
Intensive care unit
Non health services

Don’t know

Jovani V et al. PLoS One. 2018;13(10):e0205751.

Attending Prior Diagnosis in Rheumatology Clinic Referring to Rheumatology Clinic

44 (81.5)
34 (63.0)
9(16.7)

2(3.7)

2 (3.7)

2 (3.7)

2 (3.7)

1(1.9)
0

3(5.6)
1(1.9)

1(1.9)
1(1.9)
1(1.9)

86 (89.6)
49 (51.0)
16 (16.7)
15 (15.6)

14 (14.6)

4(4.2)
3(3.1)
2(2.1)
2(2.1)
3(3.1)
1(1.0)
1(1.0)
1(1.0)
1(1.0)
1(1.0)
1(1.0)
0

o O O O

P value
0.16
0.16

1

0.001

0.05

1.0
1.0
0.62
1.0
NA
0.009
0.13
1.0
NA
NA
NA
NA
NA
NA
NA
NA

14 (25.9) 30(31.3)
11 (20.4) 23 (24.0)
0 2(2.0)
6 (6.3)
0 4(4.2)
1(1.9) 2(2.1)
0 0
0 0
1(1.9) 1(1.0)
0 2(2.1)
1(1.0)
0 0
0 0
0 1(1.0)
0 0
0 2(2.1)
0 0
0 0
0 0
11 (20.4) 14 (14.6)
2(3.7) 8(8.3)

| Unmet Needs |

P value

0.49
0.62
NA
0.04
NA

1.0
NA
NA
1.0
NA
0.02
NA
NA
NA
NA
NA
NA
NA
NA
0.36
0.33

A cross-sectional study of 96 men and 54 women with spondyloarthritis was performed at Alicante University General Hospital in
Spain using a semistructured interview and clinical records.



| Unmet Needs |

Gender Specific Differences in Early PsA

Patients with newly diagnosed PsA were included in the Dutch south-west Early Psoriatic Arthritis prospective cohort study (273 men and 294 women)

Women reported significantly longer duration of symptoms before diagnosis and significantly fewer of them were in paid employment at baseline

Minimal Disease Activity (MDA) Tender Joint Count Pain Disease Activity Index for Psoriatic
Arthritis (DAPSA)

30

median) ©
o
]

MDA (mean)
TJC68 (median)
Pain
(VAS score:
(
DAPSA (median)

0 T T T T 1 0 T P P . 4 O T T T 1 0 T T T 1
0 3 6 9 12 0 3 6 9 12 0 3 6 9 12 0 3 6 9 12
Months of follow up Months of follow up Months of follow up Months of follow up

[ ] ®
w Men * Women After 1 year of follow-up women still experience higher disease activity, more pain and lower

functional capacity than men

Passia E et al. Ann Rheum Dis. 2020;79(suppl 1):38-39. Abstract OP0057.



| Unmet Needs |
Men Have More Severe Skin Involvement, While Women

Have Higher Burden of Joint Involvement*

RABBIT-SpA is a prospective longitudinal cohort study including PsA patients enrolled at start of a new csDMARD, bDMARD or tsDMARD (N=722)

Difference in disease outcome parameters between men and women

B0 qrmm T m o m i mmm oo m e oo

n=424 n=298

Mean Score

O -
BSA Physician Skin TJC68 DAPSA DAS28-CRP Patient pLaQl
Assessment Musculoskeletal
Assessment
[ T J v L | g
Skin involvement Joint involvement

Regierer A et al. Ann Rheum Dis. 2020;79(suppl 1):1175-1176. Abstract SAT0437.

*Skin involvement was measured by BSA and physician skin assessment and joint involvement was measured by
TJC68, DAPSA, DAS28-CRP and patient musculoskeletal assessment.



| Unmet Needs |

Polyarticular Joint Pattern Most Commonly Seen
in Women at Presentation of PsA

Women (n=114) Men (n=83)

Remission

DIP only

Mono/oligo only

Poly only

Axial only
Axial+Peripheral

Sapho

Oligo+DIP

Poly+DIP

Abnormal ESR/CRP only

Theander E et al. Ann Rheum Dis. 2014;73:407-413. Study of 197 patients in the Swedish Early Psoriatic Arthritis Register fulfilling CASPAR (classification for psoriatic arthritis) criteria, to obtain
information on predictors of clinical outcomes over a 5-year period.

DIP: Distal interphalangeal joint; Mono/oligo: Mono or oligoarticular joint involvement; Poly: Polyarticular joint pattern; Sapho: synovitis, acne,

pustulosis, hyperostosis, osteitis.



| Unmet Needs |

Women Experience More Limitations in Daily Function Worse Quality of
Life and Greater Work Impairment

.i"J
m Fatigue!

ﬁWork Productivity

G{\\/f Function'

R 1/ A 1, 10 W0 e e e
o

o £ g £
o = o = o Z
g 5 5 z 7 .
2] 0 a I mc
’ - 0 Qe : 2E
P G 0 i - =

A =

I % L wo u @ La @
C c C C L =
m = m m C =
o n o o T 3
= = = = - [
0 0. 0 0- 0- 0-

Female Male Female Male Female Male

Wormen with PsA have significantly worse scores in PROs than males, independent of age Women with PsAhave significantly worse scores in QoL than males and a

and other disease-related variables' greaterwork impaiment

1.  EderLetal. IntJClin Rheumatol. 2012;7(6);641-649.
2. EderLetal. Ann Rheum Dis. 2013;72(4):578-582.
Gossec L et at. Arthritis Rheumatol. 2019;71 (suppl 10). Abstract 2489.



LUMNDEX response rate

£

-

Gender differences in biologic treatment

-~ outcomes —a study of 1750 patients with psoriatic
G arthritis using Danish Health Care Registers

Pil Hoejgaard™ =, Christine Ballegaard™ =, René Cordtz""7, Kristian Zobbe™"=,
Marianne Clausen”, Bente Glintborg™-=, Lars Erik Kristensen=- and Lene Dreyer'-=2-%

2018 Sep 1;57(9):1651-1660.
1750 PsA patients (935 women) biologic naive — first anti-TNF

>

Mele = = Female
1001
.
.
L}
r W Females Males )
L I 075 P<0.0001
\
.
)
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e .
050 .

| -

025 he T
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Fomalo 1 935 347 184 87 45 17
EGOM  EULARGOODD  ACR 20 ACR 50 ACR 7D EGOM  EULARGOOD  ACR20 ACK 70 ‘

Cumulative TNF| persistence

Year 0 2 4 B B 10
3 month reponses & month reponses



Impact of Gender on Treatment Effectiveness

In PSA

Axial PsA (n=55)

LDA
ASDAS <2.1
BASDAI <4

Clinical improvement

Change in ASDAS
21.1

BASDAI50

Benavent D et al. Arthritis Rheumatol

| Unmet Needs |

Response rates after 6 months of biologic therapy in patients with axial PsA and peripheral PsA

25 (74%)

24 (72%)

20 (59%)

16 (48%)

. 2019;71 (suppl 10). Abstract 2484.

7 (37%)

5 (26%)

7 (37%)

3 (16%)

P value

0.02

0.02

0.15

0.04

LDA

DAPSA <14

DAS28 <3.2

Peripheral PsA (n=54)

Clinical improvement

DAPSAS0

Change in DAS28

21.2

14 (74%) 12 (39%) 0.02
13 (68%) 6 (31%) 0.09
10 (53%) 11 (36%) 0.25
11 (57%) 8 (42%) 0.15

Male gender is associated with a higher rate of response to biologic treatment

in axial PSA and peripheral PSA

Observational study; disease activity indexes were collected before starting drug and 6 months later.



| Unmet Needs |

Effect of Gender on Disease Activity, Functional
Index and Quality of Life in Patients with Axial PsA

* TLAR-Network PsA Study:

e 251 women and 169 men with PsA and axial involvement
Outcomes were Significantly Worse in Female PsA Patients with Axial Involvement

Pain Fatigue Inflammation Disease Activity

VAS Pain 4 | ﬂ)‘m ESR & | DAS28, BASDAI @

Quality of Life Function /(// Mental Health Fibromyalgia

PsAQoL !v HAQ, HAQ-S, FACIT (} Anxiety, depression FiRST
TN

Female patients with PsA who have axial involvement have higher disease activity, physical disability, functional limitation

and higher depression and anxiety risk than male patients

Nas K et al. Ann Rheum Dis 2019; 78(Suppl 2):920-921. Abstract FRI0456. 1130 patients (36% male, 64% female) with PSA who met the CASPAR classification criteria were enrolled. Turkish League Against Rheumatism
(TLAR)-Network was formed with the participation of 25 centres. All outcomes listed were significantly worse in female vs male patients to p<0.001,

except depression (p<0.02).

FACIT: Functional Assessment of Chronic lliness Therapy; FiRST: Fibromyalgia Rapid Screening Tool.



RHEUMATOLOGY

Review 40/:10.1083/rheumatoloay/kex078

L o o PaxiaAyia otnv WA: EvBeaitidban
The problem in differentiation between psoriatic-

4
related polyenthesitis and fibromyalgia IVO“_U(I}\VLQ_;

Antonio Marchesoni', Gabriele De Marco?2, Mira Merashli?, Frank McKenna®,
llaria Tinazzi®, Helena Marzo-Ortega®® and Dennis G. McGonagle?®

Znueia oxet{Opeva pe
gvBeoonadsia otnv WA ko
ouvépopa wvopvadyiag. Ou
U0 ovtoTNTECG UMopEL va

PSORIASIS
WIDESPREAD MUSCULO-SKELETAL PAIN
NO JOINT SWELLING OR DACTYLITIS

[own ]
7 N\,
// ——— \\

oAANAEMKOAAUTITOVTOL KOl OL

? deikteg PAeypovig va ival
duorloloyikoi. AKGUN Ko n
PAIN
/ s ke QATIELKOVLON UITOPEL VA KNV
/ PERIPHERAL
l INFLAMMATION I [ ENTHESIS ] POWNT e Ei\’al alavvwat[Kr’I_
MULTI-ENTHESlTIC PsA FMS
Stiffness after prolonged - Somatoform symptoms:
immobility = Sleep disturbancies
« Anterior chest wall pain « Cognitive impairment
« Heel swelling » Anxiety
« Favourable response to: * Migraine
= NSAIDs = Raynaud’s phenomenon
= Biologics = Irritable bowel
* DMARDs? * Indifference to emotional

stimulations
Marchesoni A, Rheumatology (Oxford) 2018 ;57:32-40
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Toward a cytokine-based disease taxonomy
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Hl BEEDSIDE TO BENCH Nat. Med. 2014: 19;822-824
Toward a cytokine-based disease taxonomy

Georg Schett, Dirk Elewaut, Iain B MclInnes, Jean-Michel Dayer & Markus F Neurath

d TNFa inhibitors
o . Adalimumab
Psoriasis RA Certolizumab
» Etanercept o IL-17A inhibitors
o ﬂ GCA InﬂiXimab “-'12/".'23 mhlbltors |xekizumab
SpA O-_ Golimumab Ustekinumab Secukinumab
TNFa IL-23 IL-17A
_JIVAID — % L ‘ —
CD (B Activated Th17 cells Target
O dendritic cells Tcells cell
' O Gout — PDE4 ——
He PDEA4 inhibitors
TNFa Apremilast

JAK inhibitors
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Vol. 68, No. 5, May 2016, pp 1060-1071 Recomme ndatlon

— ' @ EULAR recommendations for the management of
SPECIAL ARTICLE oPEN access  Psoriatic arthritis with pharmacological therapies:
2019 update
Group for Research and Assessment of Psoriasis Laure Gossec @ ,"? Xenofon Baraliakos,? Andreas Kerschbaumer © ,*
and Psoriatic Arthritis 2015 Treatment Recommendations Maarten de Wit @ ,° lain Mclnnes,® Maxime Dougados,’ Jette Primdahl © ,®°
for Psoriatic Arthritis Dennis G I'\.J'|cGonane,1“"'11 Daniel Aletaha,'? Andra Balanescu,'? Peter V Balint,*

Heidi Bertheussen,'® Wolf-Henning Boehncke,'® Gerd R Burmester,'’

18 H : 19 20,21
Laura C. Coates," Arthur Kavanaugh,” Philip J. Mease,” Enrique R. Soriano,* Juan D C'?netg .~ Nemanja S Darnzjfsag'ov-_ Tue WE!I"IZQ_| Kragsltr'i' s
Maria Laura Acosta-Felquer,” April W. Armstrong,” Wilson Bautista-Molano,® Tore K Kvien,”* Robert B M Landewé,“™“" Rik Jozef Urbain Lories,“™
Wolf-Henning Bochr:f:ke,’ Willemina C;almg)l‘:cll,_R Alberto Czll_tlli,g Luis R. Es_pinozl;:,'" Helena Marzo—Dr‘tega,m'” Denis Poddubn '2?,23
Oliver FitzGerald, " Dafna D. Gladman, =~ Alice Gottlieb, ” Philip S. Helliwell, S . And Rodri Mani 29, G Sch 31 D las J Veal 32
M. Elaine Husni,'” Thorvardur J. Love,'® Ennio Lubrano,'” Neil McHugh,'® Peter Nash,'? antiago Andres Rodrigues Manica . eorg Schett ' oug 335; 36 eale .

Alexis Ogdic,z“ Ana-Maria Orbai,?' Andrew Parkinson,>? Denis O’Sullivan,>? Filip E Van den BDSCh,33 Désirée van der Heijde ,22'34 Josef S Smolen
Cheryl F. Rosen,” Sergio Schwartzman,” Evan L. Siegel,?® Sergio Toloza,?”
William Tuong,”® and Christopher T. Ritchlin?’

------------ + Expedited Therapeutic Route
GRAPPA recommendations Which domains are involved? —» Standard Therapeutic Route

{ T l

Peripheral Arthritis

Enthesitis®

NEAID= NSAIDs

NSAID=
anly

DMARD s, | W

Fhototx or DIMARDs® or
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orticosteroid i

IL1 75} oo PDEA:

Assess activity, impact and prognostic
factors

Consider previous therapy, patientchoice, other disease involvement and comorbidities. Treat, periodically re-evaluate
_—
Choice of therapy should address as many domains as possible. and modify therapy as required

CSA, cyclosporine A; DMARD, disease-modifying anti-rheumatic drug; 1Al, intra-articular injection; IL12/23i, interleukin 12/23inhibitor; IL17i, interleukin 17 inhibitor; LFM, M

MT®, methotrexate; NSAID, non-steroidal anti-inflammatory drug; PDE4i, phosphodiesterase 4 inhibitor; phototx, phototherapy; 552, sulfasalazine; TMFi, tumaor necrosis factor inhibitor.

*Mo direct evidence for therapiesin axial PsA, recommendations based on axial SpA literature; ECorticosteroid injections: consider on an individual basis due to potential for serious side effects; no clear
evidence for efficacy; tReratolytics, steroids, vitamin D analogues, emallients calcineurini; ZMTX, C5A Acitretin, Fumaric acid esters

N e e At
Coates LC, et al. Arthritis Rheumatol. 2016;68:1060-71.
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70
60 . 29 58 58
50
40 36 36 m ACR20 - Placebo
% W ACR20 - TNF
30 %‘ -~ ACRS50 - Placebo
20 i B é # ACRS0 - TNF
B 14 : é
10 %
4 3
o N7z i
Etan Ada Inflix Golim Cimzia

Mease et al, A&R 2004; 50(7):2264, Antoni et al, ARD 2005; 64(8):1150, Mease A&R 2005; 52(10):3279, Kavanaugh et al, A&R 2009; 60(4):976



CLINICAL SCIENCE

A head-to-head comparison of the efficacy and safety

of ixekizumab and adalimumab in biological-naive
patients with active psoriatic arthritis: 24-week
results of a randomised, open-label, blinded-
assessor trial

Philip J Mease

Lingnan Li,®> Hasan Tahir,® Melinda Gooderham,” Eswar Krishnan,® Hong Liu-Seifert,”
.89 sreekumar G Pillai,” Philip S Helliwell,'® The SPIRIT H2H study group

Paul Emery

,! losef S Smolen,? Frank Behrens,® Peter Nash,? Sovyi Liu L\eage,5

W@ Secukinumab versus adalimumab for treatment of active
psoriatic arthritis (EXCEED): a double-blind, parallel-group,
randomised, active-controlled, phase 3b trial

CrossMark

lain B Mclnnes, Frank Behrens, Philip ] Mease, Arthur Kavanaugh, Christopher Ritchlin, Peter Nash, Jordi Gratacds Masmitja, Philippe Goupile,
Tatiana Korotaeva, Alice B Gottlieb, Ruvie Martin, Kevin Ding, Pascale Pellet, Shephard Mpofu, Luminita Pricop, on behalf of EXCEED Study Group
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Mease PJ, et al. Ann Rheum Dis 2020;79:123-131
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1 ]

=
[ ]
']

Responders [(2:)
P =
T

1 70

S SR, o
G IR

IS
20 Atweek 52,0R130 (95% C10.98-1.72); p=0.0719
| 4 Secukinumah 300 mg (n=426)
0 & Adalimumab 40 mg (n=427)
L e N A S S
0 4 8 12162024 283 3% 40 4 4852

Time (weeks)

e nclars {35)
vyt 883 e

Respanckers (%)

B
Il

=

Atweek 52,08 245 (95% 0 LE7 to 3:71); pal0001
(11 &5

63 B2

—#- Secukinumab 300 mg (ne=215)
~B- Adalimumah 40 mg (n=202)

At week 52, OR 118 [95% O 0-90 to 1.55); p=0-2251

“49 49
4z 41 g 43 44

-—
—;J i 43 43 45 g4 B
19 £

—#— Secukinumab 300 mg (n=d2 &)
-~ Adalimumab 40 mg (n=427)

Mc Innes IB et al. Lancet. 2020 May 9;395(10235):1496-1505




FUTURE -1 - SECUKINUMAB

Amodpopr AakTuAinidag Amobpopn Eveainidag
100 - 100 -
365886  881g58
a0 844 80.3
20 - g0 708756 745 76748
HCE i 60
I I
[} [}
Eﬂ 40 - E" 40 -
& 20- ¢ 20-
0~ 0
Week 52 Week 104 Week 156 Week 52 Week 156
| Secukinumab 10mghgi, =+ 120mgsc i Secukinumab 10 mghgiv. - 75 mgs.c.
[Daktyltis: N=53) (Daktyltis: N=T7)
[Enthesitiz: N=33 ) [enthesitz: N=31 )

Mease PJ, et al. Arthritis Rheumatol. 2017;76 (suppl 2): abstract SAT0470

Subjects Achieving a MASES

or Dactylitis Count of O

0

PALACE 1-3 — APREMILAST

—i-Dactylits countof
I IASESof 0

624 40 52 85 76 90 104 117 130 143 156 169 162 195 206 221 234 247 240
Study Week

MASES=0,n T3 | 309 | 3| 302 | 263 | 299 (283 | 278 | 268 | 260 | 247 | 246 | 240 | 232 | 2 | 218

Dactyliiscount=0,n | 249 | 226 | 221 | 207 | 201 | 195 (194 | 186 | 181 175 {173 | 165 | 162 | 138 | 151 | 148 | 141

ACR/ARHP Annual Meeting. Arthritis Rheumatol, 70: 747-8, Abstract 686. doi:10.1002/art.40700



https://doi.org/10.1002/art.40700

semin Arthritis Rheum. 2019 Feb;48(4):632-637. doi: 10.1016/.semarthrit.2018.05.011. Epub 2018 Jun 13.
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Effects of ustekinumab versus tumor necrosis factor inhibition on enthesitis: Results from the

enthesial clearance in psoriatic arthritis (ECLIPSA) study.
Araujo EG', Englbrecht M, Hoepken S, Finzel S', Kampylafka E', Kleyer A', Bayat S', Schoenau V!, Hueber A', Rech J', Schett G2,

Mooooto aoBsvwv (%)

n=23 n=24
Anti-TNFa Ustekinumab



RAPID-PsA | Disease Control |

RAPID-PsA Trlal De5|gn to Week 216

Wk 0 48 96 216
1 1 1 ) L
Screening Double-Blind Period Dose-Blind Period Open-Label Period //
CZP LD 400 mg o
WKk O, 2,4

\ 4

n=138
LD CZP 200 mg Q2W sc -
Adult
patients —
with active e ) CZP 400 mg Q4WS sc ‘
PsA 9

n=409
n=136 .
LD PBO

A 4

CZP LD 400 mg Wk 16, 18, 20

Placebo escape: Patients who failed to achieve a
210% decrease in TJC and SJC at both Week 14 n=30 I=»
and 16 were randomised in a blinded manner to
escape treatment from Week 16

CZP 200 mg Q2W sc

n=29 CZP 400 mg Q4WsS sc

CZP LD 400 mg CZP Wk 24, 26, 28

Placebo completers
Patients who completed the double-blind n=30 CZP 200 mg Q2W sc
phase on PBO were randomised to CZP
in a dose-blind manner
n=31 CZP 400 mg Q4WS8 sc

SFor maintenance in PsA, CZP 400 mg Q4W before clinical response is confirmed is not an approved
dose in the European Union.

*Loading dose of PBO.

Adapted from Mease PJ et al. RMD Open. 2015;1(1):e000119.



ORIGINAL ARTICLE
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van der Heijde D, et al. RMD Open 2018;4:e000582.
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RAPID-PsA | Disease Control |

MDA Rate Over 216 Weeks (Observed Case)

§
16\0;|/c?|aceb° (n=136) —0—WkO0 CZP 200 mg Q2W (n=138) —O0—-WkO CZP 400 mg Q4W (n=135)

80%
< |
X
S 60%
[0
L
©
o
<[ Wk 216 CZP 200 mg Q2W CZP 400 mg Q4W*$
(@)
= oc 53.1 63.2
NRI 37.7 40.7

72 96 120 144 168 192 216
Week

Sustained improvement in disease activity from Week 24 to Week 216

Wk 24, 48 and 216 values from van der Heijde D et al. RMD Open. 2018; 4:e000582.
Exact data values from UCB Data on File (PsA001 Wk216 Final Tables 2016, Table 4.58.1, 4.58.2) — Data are available on request.
Placebo data from UCB Data on File (PsA0O01 Wk24 Post-hoc Tables, Table 4.75.2) — Data are available on request.
SFor maintenance in PsA, CZP 400 mg Q4W before clinical response is confirmed is not an
approved dose in the European Union.
Randomised set (observed case). Placebo arm taken from Week 24 dataset, for comparison.



Mean Score

oarwNE

Fatigue, Pain and HAQ-DI Over 216 Weeks (LOCF)

——WKk0 CZP 200 mg Q2W (n=138)

7 -
Fatigue
6 1 (FAS)12.34
5 .
4 .
3 .
MCID:1.0
2 4 cB czp czp
Wk 24 -0.6 2.2 -1.9
1 .
Wk 48 = 2.3 2.0
Wk 216 - 23 23
0 T T T T

0 24 48 72 9
Week

Wk 0, 24, 48 and 216 data from van der Heijde D et al. RMD Open. 2018; 4:e000582.
UCB Data on File (PsA001 Wk216 Final Tables. 2016. Table 4.32.1).

Placebo data from UCB Data on File (PsA001 Wk24 Final Tables. 2012. Table 4.34).
MCID value from UCB Data on File (Protocol Study PsA001 Amendment 5. 2013. p59).
UCB Data on File (PsA001 Wk216 Final Tables. 2016 Table 4.25.1).

Placebo data from UCB Data on File (PsA001 Wk24 Final Tables. 2012. Table 4.27.1).

120 144 168 192 216

| RAPID-PsA | Disease Control |
——WKO CZP 400 mg Q4W (n=135)
70 - 1,4 -
Pain HAQ-DI189.10
60 1 (PAP)156.7 1,2 1
50 - 1,0 A
40 A 0,8 ~
30 + 0,6 A
MCID:10.0 MCID:0.35

204 cm czp czp 0,4 { cm czp czp

Wk 24 -11.2 -28.6 -28.4 Wk 24 -0.17 -0.52 -0.43
101 Wk 48 - -31.6 -29.5 0'2 1 Wk 48 - -0.56 -0.49

Wk 216 = -30.5 -33.8 Wk 216 = -0.50 -0.49

0 T T T T T T T T 1 0,0 T T T T T T T T 1
0O 24 48 72 96 120 144 168 192 216 0 24 48 72 96 120 144 168 192 216

Week Week

Pain improved by more than 50% by Week 216

7. MCID value from UCB Data on File (Protocol Study PsA001 Amendment 5. 2013. p58).

8. UCB Data on File (PsA001 Wk216 Final Tables. 2016. Table 4.6.1).

9. Placebo data from UCB Data on File (PsA001 Wk24 Final Tables. 2012. Table 4.22.1).
10. MCID value Mease PJ et al. J Rheumatol. 2011;38:2461—-246.

SFor maintenance in PsA, CZP 400 mg Q4W before clinical response is confirmed is not an approved dose in the

European Union.

Randomised set (LOCF). Placebo arm taken from Week 24 dataset, for comparison.



RAPID-PsA

The first published randomised controlled trial of an anti-TNF in PsA to include patients with prior anti-TNF exposure?!

@) PASI|75* Significar_1t responses in PASI75 were also
reported in PSO studies, CIMPASI 1/2 and

Significant and sustained responses in CIMPACT34
PASI75 to Week 216

9) ACR20**

Sustained responses in ACR20 to Week 216

ACR responses demonstrated regardless of

prior anti-TNF use? or +/- concomitant DMARD
Week 121 14.0% 46.7% 47.4%
i 2,6
Week 2162 N/A 60.0% @) Fatlgue_ ) ]
Sustained improvements in fatigue
e through to Week 216

) Enthesitis™ \

Sustained resolution to Week 216

Week 216 e ‘
4

use® Week 121 58.0%

Week 2162 N/A 54.8%

) Nail Disease¥?

Sustained resolution to Week 216

FAS Improvement

Week 216 60.9% 67.6%

Pain improved by more than 50% by

0 Dactylitis*? Week 216

Sustained resolution to Week 216

1. Mease PJ et al. Ann Rheum Dis. 2014,;73(1):48-55. 5. Walsh JA et al. Clin Rheumatol. 2018;37(12):3285-3296.

2. vander Heijde D et al. RMD Open. 2018; 4:e000582. 6. UCB Data on File (PsA001 Wk216 Final Tables. 2016. Table 4.32.1).
3. Gottlieb AB et al. J Am Acad Dermatol. 2018;79(2):302-314. 7. UCB Data on File (PsA001 Wk216 Final Tables. 2016 Table 4.25.1).
4. Lebwohl M et al. J Am Acad Dermatol. 2018;79(2):266-276.

5 Safety Profile
5 No new safety signals identified with increased exposure to CZP and safety
o outcomes were in line with those published previously?
E
<
v QO reO (@) CZP 200 mg Q2W (@) CZP 400 mg Q4WS

SFor maintenance in PsA, CZP 400 mg Q4W before clinical response is confirmed is not an
approved dose in the European Union.

*|n patients with psoriasis involving 3% BSA at baseline (n=86, n=90, n=76); fIn patients with enthesitis
at baseline (n=88, n=84); *In patients with dactylitis at baseline (n=35, n=38); ¥In patients with nail
psoriasis at baseline (n=92, n=105); **ACR20 (n=136, n=138, n=135).



OP0053 SECUKINUMAB IMPROVES CLINICAL AND IMAGING

eu I ar OUTCOMES IN PATIENTS WITH PSORIATIC ARTHRITIS AND AXIAL
MANIFESTATIONS WITH INADEQUATE RESPONSE TO NSAIDS: WEEK

arimgansic e 52 RESULTS FROM THE MAXIMISE TRIAL

diseases together

X_Baraliakos', L. Gossec?, E. Pournara?, S_Jeka®, R. Blanco®, S. D'angelo®, G. Schett’, B. Schulz?, M. Rissler®, K. MNagar?, C. Perella®, L

C. Coates®

Phase 3b, double-blind, placebo (PBO)-controlled, multicentre 52-wk trial included

498 pts (aged 218 years) with a diagnosis of PsA and classified by CASPAR criteria,
spinal pain VAS score > 40/100 and BASDAI score > 4 despite use of at least two NSAIDs

Figure 1.
ASAS20 Response over 52 Wks*
Treatment Period 1 Treatment Period 2
100 +* -> :-4 3
813
® L e e N
= b b iy, O AR - .7
* ot 750
< v RO
[ " 634 2
E i »
& o i:iu o
v Lo sl
20 - g v
0 T T T T T T T T )
0 4 8 12 16 24 n 40 48 52
Weeks
=== Secukinumab 300 mg (N=164) w8~ Secukinumab 150 mg (N=157)
=== Placebo 10 Secukinumab 300 mg (N=81) === Placedo to Secukinumab 150 mg (N=80)
+«+ @+ Placebo to Secukinumad 300 mg (N=81) =+ W= Placebo to Secukinumad 150 mg (N=80)
*Full Analysis Set, as observed. ASAS, The Assessment in SpondyloArtheitis Inter | Sockety

Figure 2.
Total Berlin MRI score for the Entire Spine and Sacroiliac Joints at Wk 12
a) Entire Spine b) Sacroiliac Joints
Berlin MRI score for entire spine Berlin MRI score for sacroiliac joints
‘o | A AN
(n=103)
E 224
3 M |
é 4
Ty
| 7Y
e’
8 Secukonumad XOmg sc (N=104)  wSecukrumab 150 mgsc = 167)  wPlacebo (N = 104)
LS Mean dift 5 LS Mean difference

Secukinumab 300 mg vs placebo: -0.5 (0.18), p=0.0032

Kinumab : 0.4 (0.14), peo.
SEANOSIGD S0 Mg oo ALY (014) proAL Secukinumab 150 mg vs placebo: -0.5 (0.18), pw 0.0107
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EXTENDED REPORT

EHicacy of tumour necrosis factor blockers in

reducing uveitis flares in patients with
spondylarthropathy: a retrospective study

S Guignard, L Gossec, C Salliot, A Ruyssen-Witrand, M Luc, M Duclos, M Dougados

Ann Rheum Dis 2006;65:14631—-14634. doi: 10.1 136 ard. 2006 052092

Period before anti-TNF treatment

Period during anti-TNF treatment

Number of uveitis Number of uveitis
Duration of Number of uveitis  flares/100 Treatment Number of uveitis  flares/100

Anti-TINF (n= period (vears) flares/patient Mean patient-years Mean period (vears)  flares/patient Mean patient-years Mean 1]

patients) Mean (SD) (SIv) (sIDy) Mean (5D) (D) (sD) Value*®

All anti-TINF n=46 152 (10.2) 63 (9.7) 51.8 (65.0) 1.2(1.1) 02(1.0% 21.4(74.9) 0.03

Soluble TINF receptor  11.5 (10.4) 3641 34.6(78.2) 1.2(1.1) 0.5(0.8) 3E5(121.9) 0.92

{etanercept) n=13

Anti-TNF antibodies  16.7 (9.8) 713(11.1) 50.6 (61.0) 1.2(1.1) 0.1(1.0% 6.8 (39.3)

{adalimumab and

mnflrvimab) n=33

Infliimab n=25 16.8 (10.4) 73(12.1) 474 (38.9) 14(1.3) 0.2(1.2) 00(43.2) 0.008
<_—

Adalimumab n=28 162 (8.7) 712(71.8) 60.5 (70.4) 0.6 (0.2) 0 0 @




C-VIEW 2xedlaopog TG LEAETNG 12 open-label, phase 4 study.

Mepiodog Tpo TNG Bepartreiag Mepiodog avoikThg Bepartreiag (96 eBOOMGdES)

KatdAAnAol aoBeveig: evepyny axSpA,* TEKUNPIWHEVO 1I0TOPIKO
utrotpotmidloucag AAUT, BeTikdTnTa oto HLA-B27, katdAAnAol

yla Bgpartreia ye anti-TNF .
CZP LD 400 mg Evtayuevol

EB5. 0, 2, 4 115

|—> Mepiodog Tpo TNG Bepartreiag LD CZP 200 mg Q2W

I I
EBdopada: -48 0 1 2 4 48

‘Evapén Bepameiag e CZP
89

OADKAR poTav
v ERGopata48
85

Evdidueon avaAuon oTig 48 BOouadeg

v H mpwtn peAéTn Tou ocupTrepiéAafe aoBeveic pe nr-

axSpA kal r-axSpA/AS, ol otroiol Tav BeTikoi oto HLA- MpwTtelov KATAANKTIKO onuEio:

B27, yia tnv ekTiunon Tng emidpaong Tou CZP ot  ApiBuog diakpitiv emeicodiwv £Eapong Tng AAU katd Tnv Trepiodo
heiwon Twv e€€dpocwv AU og aoBeveic pe axSpA kal Bepareiag (éwg Tnv EBSopdda 96), o€ oUykpIon PE Ta I0TOPIKG
I0TOPIKO AU frooooTa

To CZP dev £xel eykpiBei yia TN Bepatreia TG payoeidindag otnv Evpwmaiki ‘Evwon
* H axSpA opiCetal pe Baon T1a kpitpia ASAS Kai n evepyr} vooog aTnv TTPOKATapKTIK agloAdynan opidetal pe Baan BaBuoloyia BASDAI 24 kai BaBpoloyia GAyoug Tg omrovduAikig aTrhAng =4 ot pia NRS 0-10 (ammé To
oToiyeio 2 Tou BASDAI). O1 acBeveig pe nr-axSpA mpémel va éxouv CRP>ULN kailfy Tpéxouatg evdeiteig iepoAayovindag otnv MRI aUpgwva pe ta kpiripia ASAS. O aoBeveig pe AS Tpémel va éxouv evdeitelg iepoAayovitidag
oV akTIvoypagia Tou AnpoUv Ta kpitApia mNY kard T kpion Tou epeuvnTA.
T Alayvwaopévn amé opBahpiatpo kai 22 e&apaeig AAU a1o TapeABAv, amo Tig oTroieg 21 TouhdyiaTov 12 priveg Trpiv ammo v évapgn,
+ Evepyr} axSpA, mponyoUpevn amotuyia pe 22 MZA®, Sev éxouv AdBel BlohoyikoUg TrapdyovTeg, fj Tponyoupevn amotuia pe <1 avri-TNF.
1. ClinicalTrials.gov NCT03020992. Accessed 10.01.2020.
2. van der Horst-Bruinsma | et al. Arthritis Rheumatol. 2019; 71(suppl 10). Abstract 935.



Evoiapeon avaAuon otic 48 eBdouddec (dedopéva mapatnpnocwy) (1/2)

Méoog apiOuo6g e§dposwv AAU (N=89)

Héoog apiBudg * SD

Egapoeig AAU ava aoBevn,

Mepiodog 48 eRdOUAdWY NPO TNG Mepiodog Bepanesiag
Bepaneiag (48 €Bdopadeg, CZP 200 mg Q2W)

EtirtTwon mpocappoopévn kard Poisson:*
Mpo Tng Beparreiag: 1,5 21N didpkela NG BepaTreiag: 0,2

W7% peiwon Tng emimTwong AAU

van der Horst-Bruinsma | et al. Arthritis Rheumatol. 2019; 71 (suppl 10). Abstract 935.

NMoocooTé aocBevwy TToU €ixav
1,2 )} 23 e§apoeig Tng AAU (N=89)

100% e
@ m Nepiobog 48 eBSopddwy mpo tng Bepamneiog
(n=57)

s M Nepiodog Bepareiag (48 eBdouddeg, CZP 200 mg Q2W)
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AplBpdG e€aposwv AAU

2NMAVTIKA MEiwoN 0TO TTOC00TO £§dpoewv AAU oTIg TTpwTEG 48

eBdopadeg TnG Bepartreiag pe CZP

‘OMoli o1 acBeveig (N=89).

Mepiodog Trpo Tng Bepartreiag: 48 eBOoUAdES TTPIV aTTO TNV évapgn TNG HEAETNG.

* Xprion maAivdpdunong Poisson pe Trpooappoyr yia mavolg cuoXeTIopoUg yia Tov idlo aaBevr), Je
ouppeTaBANTEG TNV TTEPiOdO (TTPIV Kal PETG TNV évapgn TNG HEAETNG) Kal TN dIGpKela TNG axSpA.



ENTEPIKH OAETMONH

Infliximab
Remission and off steroids
P=0009 P=003 P02 P=008  P0.14 P=016
1m% D A L SRR ' T 991§
83%
80% aseso D S 0600 u000000000000000000000006a0BanTnsausonsncatisiissnserdsItessnisesrsesesitibes DAZA,GMFH.
Placebo
60% FUNTN DN
WAZABMP +
0% IRl R infiiximab § mg/kg
20% p J N Y
N 2190 29 2 BN AU BN %%
Naive Failure Naive Failure Naive Failure
Week 12 Week 24 Week 52
(end-point) (follow-up)

Lémann M et al, Gastroenterology 2006;130:1054-61

Adalimumab

195 1'?.2.2

185.4
E 185
0 180 1784
g
< 17 Clinieal
d PEmalan
27 | R e e e R
145 = 167 & 1424
140 I I I O O O
0 4 B 12 164 20 24 28 32 34 40 44 48 52 56

Weaeks

- Flacebo

—+ Adalimumab 40 mg weekly

-2 Adolimumab 40 mg sow

Sandborn et al, Gut 2007;56:1232-9
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Certolizumab pegol

Clirical rapiris
ratt [%]
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3 Cotollzumsd 160 mg
s B Cokolizumat 302 mg
" B Corizumat 403 mg
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Figure 8. Clinical response rates (decrease in CDAl score =100

points or remission (CDAI score, =150 points]) to certolizumab 100,
200, and 400 mg and placebo at week 12 according to mean baseling
CRP concentrations. *F = .05, **P = .01 compared with placebo.

Schreiber S et al, Gastroenterology 2005;129:807-18



CRIB Study
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CRADLE: Breast Milk Transfer Study
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CZP showed no to minimal (<0.1% of the adult therapeutic

level) placental transfer from mother to infant.! CZP should

only be used during pregnancy if clinically needed.?

CZP can be used during breastfeeding due to minimal
transfer to breast milk

Mariette X et al. Ann Rheum Dis. 2018;77:228-233.

Adapted from Clowse ME et al. Ann Rhem Dis. 2017;76:1890-1896.




2YMITEPAZMATA

H WA amoteAel pia etepoyevr) vooo Ue KAWVIKEC ekONAWOELG amo Stadopa cuoThpaTa Kot TAB0C CUVVOCUPOTHTWV
TIou KaBLotoUv SUCGKOAN TNV QVTILETWTILON KoL ETILAOYN TNG KATAAANANG BEPATIEVTIKAC OYWYNS

To yuvaikeio puAo oxetiletal pe kKaBuoTEPNUEVN TTAPATIOUTIA KAl SLAYVWOon TNG VOGOU YEYOVOC TTOU
ouvodeUETAL ATIO ONUOVTLIKOTEPEC ETIMTWOELG O€ OTL a.dpopa TO CUVOALKO dpopTio Kol TI¢ cuvemeleg tng WA oe
dpaoTNPLOTNTEC TNG KAONUEPLVACS {wNC

H kaAUTEPN yvwon Kol KOTavonon Twv UNXOVIOUWVY TNE VOOOoU €XEL 08NYNOEL O VEEC DEPATIEVTIKEC TIPOCEYYLOELC Kall
OTPATNYLKEC Beparmeiag Tou amookomoUV oTtnV OAOKANPWHEVN avTlpetwrilon tng WA

To certolizumab-pegol amoteAel tov povadiko avaotoléa tou TNF-a pe pakpoxpovia dedopgva ov adopouv OAa ta redia tng
WA kabwc Kol oTLC eEWaPOPLKEC eKONAWOELC Kol armoTteAel aflomiotn entloyn yla TNV AVILULETWTILON TOU CUVOAOU TWV
ETEPOYEVWV EKONAWCEWV TNG VOOOU.



Cnacubo ='
.3”3,2,2,6‘?‘\[] - OrigadoCnacu6o Mkt

& JEUXADPIOT (0
S Wi 3.2 Sy Dickh : Mwo'—
; -'.éi-::

e f&g You Q
8% % '“'" z Dl0||:h

Nosh Gracias g ‘] 'm § raZ|eIaCk"




