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H Wwplaokn ApBpitida sival voonpo pe TOAAECG KAWVLKEG

4
ELKOVEC
Wwpiaon EvBeoitida Aaktulitida
NpoofBoAn ApBpitda 35% 35%
VUXLWV
Afovikn Nepudepikn mpooBoAn
(40%) (60-90%)
NoAvapBpitda OAwyoapBpitida NpoofBoAn AD Kataotpodikn
(RA-like) - (0A-like) <1%
25% - 65% 65% > 25% 10-20%




Duowkn e€€ALEN tnc Wwplaotkng ApBpitidog

Baputnta tng Nooou

‘Evtovog tovo¢ Kat avarnnpia

Napapdpdwon Touldxiotov 5 apBpwoewv

J

TouAdyiotov 1 SuaBpwon

Y
Auénpuévn Ovnoyotnta Adyw CVD

!

‘Evap€n tng
Wwpiaong

I I I I
10 12 20 30

Etn

(Nepimov 30% Ba epdavicer PSA)

20%: ZoBapn/Katactpodiki vooog

Gladman DD, Ann Rheum Dis. 2005 Mar;64 Suppl 2:ii14-7



Treating axial spondyloarthritis and peripheral
spondyloarthritis, especially psoriatic arthritis, to
target: 2017 update of recommendations by an
international task force

®Asypovn - BAaBn
Avikavotnta - Avannpia

Disability Damage

Irreversible

Smolen JS, et al. Ann Rheum Dis 2017;0:1-15



Mpwtn aveknAnpwtn avaykn: Kabuotépnon otn
ditayvwon tng WA

H kaBuotépnon tng dtayvwong tng WA yio mepLoootepoUC ano 6 LAVEG CURPBAAAEL
otn ducpevn e€€ALEN TG vooou

11 — 10.6 (1.4-80.6)
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o
5 5 - 46(25-82)
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3 2.3 (1.2-4.4) 2.2 (1.3-3.6)
2 - 1.1(1.0-1.1)
1 - 0.4 (0.2-0.9)
0 . I3
AwoBpwoelg AptBpéC lepoAayovitiba NpWTKA Aettoupytkn DMARD/
npooBeBAnpévwv apBpitida EKTTTWOT anti-TNF free
. (HAQ score)
apOpwoswv

Haroon M, et al. Ann Rheum Dis. 2015;74:1045-50
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SPECIAL ARTICLE

Group for Research and Assessment of Psoriasis
and Psoriatic Arthritis 2015 Treatment Recommendations
for Psoriatic Arthritis

Laura C. Coates,' Arthur Kava‘maugh,z Philip J. Mease,’ Enrique R. Soriano,*
Maria Laura Acosta-Felquer,* April W. Armstrong,” Wilson Bautista-Molano,®
Wolf-Henning Boehncke,” Willemina Campbell,8 Alberto Cauli,” Luis R. Espinoza,m
Oliver FitzGerald,'"' Dafna D. Gladman,'* Alice Gottlieb,'? Philip S. Helliwell,"*

M. Elaine Husni,"> Thorvardur J. Love,'® Ennio Lubrano,'” Neil Mcl—lugh;18 Peter Nash,"
Alexis Ogdie,zu Ana-Maria Orbai,?! Andrew Parkinson,?? Denis O’Sullivan,?
Cheryl F. Rosen,** Sergio Schwartzman,” Evan L. Siegel,”® Sergio Toloza,”’
William Tuong,” and Christopher T. Ritchlin®

Coates LC, Arthritis Rheumatol 2016;68:1060-71




Which domains are involved?

Peripheral arthritis Axial Disease Enthesitis Dactylitis Skin Nails
e
.............. . S, Topicals "
l _L 1 (keratolytics, | |
v : . e A 4 ; v 4 V] | steroids, vit |
DMARDs o || NSAIDs only , NSAIDs NSAIDs ! D analogues, | ! Biologics
(MTX,S52, o i emollients, : (TNFi,
LEF), TNFi g * ! 4 i i calcineurini) ||  1L12/23i,
or PDEAI = " Biclogics E DMARDS ! ¥ E IL17i) or
21| TNFi, L7 | (TNFi, S| (MmTX, LEF, | ! Phototx or | PDEA
Y || or € Z| | 2s23i, '!é SSZ) or ‘“ DMARDs i
Biologics ‘% *IL12/23i e IL17i) or ‘w || POE4I I (M_TX' _CSA’ s Topical or
(TNFi, - o ‘ £ PDESI b i Acutret'ln, i ' Procedural
1L12/23i < S | e — o T s l__{__' ! || Fumaricacid |

6 Oepamevutikol otoxol otnv WA

Bio]ogic |L17l) or |
1L12/23] or

(TNFI, PDE4i h 4

IL17) 1IL12/23i . Switch

17 or Switch Biologics (TNFi,
DI Biologics 1L12/23i, 1L17i)
(TNFi, or PDE4i
atlacis: Rodlae sl 1L12/23i,
o far efficacy IL17i) or
n axial SpA literatuse w PDE4|

L ‘ | E— [ T | ]

Topi

Cortico

I NSAIDs and |A corticosteroids as indicated ]4—

Assess activity, impact and prognostic factors

Consider previous therapy, patient choice, other disease involvement and . Treat, periodically re-evaluate and
| comorbidities. Choice of therapy should address as many domains as possible r’{ modify therapy as required

KEY > Standard Therapeutic Route > Expedited Therapeutic Route
Coates LC, Arthritis Rheumatol 2016;68:1060-71




EULAR 2015 RECOMMENDATIONS FOR THE
MANAGEMENT OF PSORIATIC ARTHRITIS*

Adverse prognostic factors**

Clinical diagnosis

(with or without major skin
involvement)

Go directly to
phase Il

of active** psoriatic
arthritis

Major skin involvement

(also in phase lI-1V)

Start non-steroidal
antiinflammatory drugs +
local glucocorticoid
injections

-

Consider consulting
a dermatologist

Failure phase I:

go to phase Il <+— No

\ Achieve target***
<+ g

HE e el (RA— (s

\
\
1
¥

Phase Il

Contraindication for methotrexate

Lack of efficacy and/or
toxicity in phase |

(or adverse prognostic factors)

___Predominantly axial disease or

severe enthesitis /

Start leflunomide
or sulfasalazine
(or cyclosporine A)

Start methotrexate
(consider appropriate dose)

Failure phase II:

Achieve target*** :
No f——_p | Yes |oipp Continue
go to phase Il ~— ¥ within 3-6 months %
7
{4
i
’
&
II
Arthritis with adverse Lack of /' Arthritis without adverse
Prognostic factors** efficacy and/or / prog ic factors**
toxicity in phase Il

Predominant axial *

disease or enthesitis

Start a biological agent —

usually a TNF-inhibitor, but
If this is contraindicated, an IL-
12/23- or IL-17-inhibitors may be

Start a second
synthetic DMARD:

Achieve target***
within 3-6 months

Leflunomide,
Sulfasalazine,
MTX, or

used, in special casesS$$ also a

Cyclosporine A
(or combination therapy)

tsDMARD (tcsDMARD)
4—' No

Failure phase llI:
go to phase IV

Phase IV

Achieve target***
within 3-6 months

Lack of
efficacy and/or
toxicity in phase Il

Switch to another TNF-inhibitor

Change treatment

or another mode of action
or a tsDMARD
(+ csDMARD)

Yes }._y | Continue ‘

Achieve target***
within 3-6 months

Yes —’I Continue

2uotaoelc tng EULAR
ylal TOV XELPLOUO TWV
ocOevwv e
bwplaoikn
opOpitida

Gossec L, et al. Ann Rheum Dis 2016;75:499-510



EULAR 2015 RECOMMENDATIONS FOR THE
MANAGEMENT OF PSORIATIC ARTHRITIS*

Phase |

Clinical diagnosis Mai ..
L s ajor skin involvement
of active** psoriatic

(with or without major skin arthritis (also in phase lI-1V)
involvement)

Adverse prognostic factors**

Start non-steroidal
antiinflammatory drugs +
local glucocorticoid

Consider consulting

Go directly to a dermatologist

phase Il

_________ injections
=X
: . Kakol mpoyvwoTtikol mapAayovteg
Fail h I: .
;:)':;e p‘:‘ aassee" < Yes | Continue
™~ ¢ MMoAvapBpitida
Phase Il , ’
e AktwvoAoywn BAAaBn
Contraindication for methotr ominantly axial disease or _ __
egs 4
. AUf nK éV n TKE, CRP severe enthesitis /l
4
4
’ I3 ’ 4
 E¢wapBpikeg BAABEG, KUPLWG /

SaktuAitida

AT

Start leflunomide
or sulfasalazine
(or cyclosporine A)

TAPIPTT WP TR Ay

Failure phase Il:

Achieve target** :
go to phase Il - e within36months > Yes 7L> Continue

N V4

Gossec L, et al. Ann Rheum Dis 2016;75:499-510



L4
Phase lll | \ /,
4
Arthritis with adverse Lack of ,/ Arthritis without adverse

Prognostic factors** efficacy and/or ’ prognostic factors**
toxicity in phase Il 7

Predominant axial ¥
disease or enthesitis

Start a second
synthetic DMARD:

Leflunomide,
Sulfasalazine,
MTX, or
Cyclosporine A

(or combination therapy)

-
-
-
-
-

Start a biological agent —
usually a TNF-inhibitor, but
If this is contraindicated, an IL-
12/23- or IL-17-inhibitorS may be
used, in special cases$’ also a
tsDMARD (*csDMARD)

Achieve target***

No < within 3-6 months

| Failurs nhacam- | I | | Achiove taraats | [ | |
H diadpopd twv ocvotaoewv tng EULAR pe avteg tnc GRAPPA sival ott
OTLC MPWTECG cuotrvetal N avil-TNF aywyn cav npwtn entAoyn
BloAoyikoU tapayovta otnv WA, evw o auteg Ti¢c GRAPPA
npoteivovtot Kat dAAot BLoAOYLKOL TAPAYOVTEC ooV MPWTN EMLAoYN,
ovaAoya ME TLC eVOEieLc

Change treatment
Switch to another TNF-inhibitor
or another mode of action

or a tsDMARD
(* csDMARD)

Achieve target***
within 3-6 months

—»| Yes —> Continue

Gossec L, et al. Ann Rheum Dis 2016;75:499-510



Wwpraowkn apOpitida - Oepaneia 2018

H kAaowkn) Oepaneia

NSAIDs

DMARDs:

Methotrexate
Sulfasalazine
Cyclosporine (?)
Leflunomide

anti-TNF-a mapayovtec

Neotepec Ospamneiec

» Ustekinumab (IL-12/1L-23 i)
 Apremilast (ts DMARD)

* Secukinumab (IL-17i)

Néec Ospaneiec
* Ixekizumab (IL-17i)
* Tofacitinib

MeAAoVTIKEG Ospameieg




Inflammatory back pain in psoriatic arthritis ® e
is significantly more responsive to

corticosteroids compared to back pain in
ankylosing spondylitis: a prospective, open-
labelled, controlled pilot study

Ta KOPTLKOELON EXOUV
KaAUTEPO
OLTLOTEAEGLOL OTNV
aéovikn WA napa

otnv A2
Diagnosis
— PsA
4 6‘ .p AS
-~-- Control
’ z
8 3- 2 51
< om
2 4 -
Bas:aline Weék 2 We:ek 4 Basleline Welek 2 We:ak 4

All patients received a single, intra-muscular dose of depot corticosteroid injection

(triamcinolone acetonide 80 mg)

Haroon et al. Arthritis Research & Therapy (2018) 20:73



Rheumatology 2012;51:1368-1377

R H E U MAT O L O G Y Advance Ac:ezl:s;L?f:z:z::?a;:t}ri‘g;ezg?;
Original article

A randomized placebo-controlled trial of MTX thv wA

methotrexate in psoriatic arthritis

Gabrielle H. Kingsley'?, Anna Kowalczyk', Helen Taylor', Fowzia Ibrahim’,
Jonathan C. Packham®, Neil J. McHugh?, Diarmuid M. Mulherin®,

George D. Kitas®, Kuntal Chakravarty’, Brian D. M. Tom&,

Aidan G. O’Keeffe®, Peter J. Maddison® and David L. Scott"'®

Global index OR (95% Cl) P-value
PsARC 1.77 (0.97, 3.23) 0.06
ACR20 responders 2.00 (0.65, 6.22) 0.23
DAS-28 responders 1.70 (0.90, 3.17) 0.10

Rheumatology key messages

e Low-dose oral MTX does not improve synovitis in

active PsA.
e MTX has borderline symptom-modifying properties.
e [here is insufficient evidence to support the use of

MTX as a standard treatment for PsA.

Rheumatology 2012;51:1368-1377




RESEARCH

[@NOICH . . . . . e e
SIS OPENACCESS  Methotrexate use and risk of lung disease in psoriasis, psoriatic
arthritis, and inflammatory bowel disease: systematic literature
izt review and meta-analysis of randomised controlled trials

Richard Conway,"? Candice Low,? Robert ] Coughlan,! Martin ) O’Donnell,? John ) Carey® 2

Risk ratio
Mantel-Haenszel,

MeOBotpe§atn kou random (95% CI)
TIVEULOVLKN VOO OC O€ —

bwpiaon, Ywplaocikn 0
opBpitida kot IONE -

In the current study we found no increased risk T
of lung disease in methotrexate treated
patients with psoriasis, psoriatic arthritis, or !
inflammatory bowel disease. These findings, 0.1 . 10
coupled with those of a previous study in
Favours Favours

rheumatoid arthritis, suggest that methotrexate

. . c - : methotrexate comparator
related lung disease is rare, if it exists at all

Conway R, BMJ 2015;350:h1269




Efficacy and Safety of Leflunomide in the Treatment of
Psoriatic Arthritis and Psoriasis

A Multinational, Double-Blind, Randomized, Placebo-Controlled Clinical Trial

NepAouvvouidn otnv WA

H povn RCT: 95 AoOeveig, 24 eBOoMASES

PsARC
100
80 —
m —e
5 60 59%
&
2 40 —
"""" _%_""} 30%
20 — i
|
Placebo Leflunomide
n=291 n =95
Assessment, Improvement/ Deterioration,
treatment group response, % %o P
Modified ACR20
Placebo (n = 80 20.0 NA
( ) 0.0138

Leflunomide (n = 80)

% Patients

[]1Placebo (n = 90)
B Leflunomide (n = 92)

45
40
35
30
25+
20 17.4%

15+

10+

5

0

PASI 50 PASI75

Kaltwasser JP, Arthritis Rheum. 2004;50:1939-50



Clinic Rev Allerg Immunol
DOI 10.1007/512016-016-8582-3

The Use of Cyclosporine A in Rheumatology: a 2016

Comprehensive Review

Table 12
compounds

The interaction of cyclosporine A with other pharmacological

Increased CyA Decreased Enhanced
blood levels CyA blood levels nephrotoxicity
Allopurinol

Anti-malarials
Bosentan
Clarythromycin
Diltiazem
Erythromycin
Fluconazole
Imatinib
Ketoconazole

Methylprednisolone
(high dose)
Methotrexate

Nicardipine

Verapamil

Barbiturates
Carbamazepin
Ritampin
Rifabutin
[soniazid
Nafcillin

Sulfasalazine

Aminoglycosides
Amphotenicin B
Ciprofloxacin
Sulfonamides
ACE mhibitors

KukAoomopivn otnv
Pevpatoloyia:
oAANAETLOPACELC

CyA has been shown to be more effective
in the management of psoriatic arthritis
(PsA) as compared with RA. In the 2008
treatment guidelines for PsA, CyA is
recommended in the management of
moderate or severe peripheral arthritis,
moderate to severe skin and nail

disease. Clinical improvement becomes
usually evident after 3—-4 weeks of
treatment with CyA; response of both
skin and joint involvement is dose-
related, with the lowest optimal effective
maintenance dose being around 3 mg/kg

Chighizola CB, Clin Rev Allergy Immunol. 2017 Jun;52(3):401-423.



Ewdikn Oepaneia otnv WA: To Apremilast (Otezla)

Inflammatory @
cytokines

Anti-inflammatory
{ cytokines

To Apremilast avaotéAAeL tnv péow tng Pwododieotepaong 4 (PDE4) petatponi tou
KUKALKOU AMP o AMP, eEMOMEVWG HELWVEL Eppeca TNV PAEYHOVWEN amAvTnon HECW TNG
eEAATTWHEVNG EKPpaong TwWV PAEYLOVWEWV KUTTOPOKLVWYV Kal TG avénuévng Ekppaong Twv
QVTLPAEYLOVWE WV KUTTAPOKLVWV

e

|
| Chemical structure of apremilast™ ‘




. Downloaded from http://ard. bmj.com/ on September 16, 2016 - Published by group.bmj.com
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c 0796
Clinical and epidemiological research

EXTENDED REPORT
Apremilast, an oral phosphodiesterase 4 inhibitor,

OPENACESS i patients with psoriatic arthritis and current skin Ap re m I Ia St thv L'JA

involvement: a phase lll, randomised, controlled
trial (PALACE 3)

Christopher J Edwards, Francisco J Blanco,? Jeffrey Crowley,® Charles A Birbara,*
Janusz Jaworski,> Jacob Aelion,® Randall M Stevens,” Adele Vessey,” Xiaojiang Zhan,’

Paul Bird®
} . . 520 .
A ACR20 D PASI-50 (Patients With BSA23% at Baseline)
60 60 7
Placebo + Placebo *
50 Apremilast 20 mg twice daily 41 50 - Apremilast 20 mg twice daily 41
oS Apremilast 30 mg twice daily = Apremilast 30 mg twice daily
£ * o 40 33
< o 40 e
22 28 s 2
£2 4 £8 30 2
<9 I e e
Y- 18 T2 I
o 2
% S 20 I 5 %. 20 -
*2 55
10 & 101
n= 169 169 167 n= 89 91 90
0 0 1

AnoteAéopata o ACR20 PASI-50 tnv eBdopada 16

Edwards CJ, et al. Ann Rheum Dis 2016;0:1-9
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Clinical and epidemiological research

EXTENDED REPORT
Apremilast, an oral phosphodiesterase 4 inhibitor,

OPENACESS i patients with psoriatic arthritis and current skin Ap re m I Ia St thv L'JA

involvement: a phase lll, randomised, controlled
trial (PALACE 3)

Christopher J Edwards, Francisco J Blanco,? Jeffrey Crowley,® Charles A Birbara,*
Janusz Jaworski,> Jacob Aelion,® Randall M Stevens,” Adele Vessey,” Xiaojiang Zhan,’

Paul Bird®
A ACR20 c PASI-50 (Patients With BSA 23% at Baseline)
Apremilast 20 mg twice daily Placebo/Apremilast 20 mg twice daily Apremilast 20 ma twice daily PlacebolApremilast 20 mg twice daily
804 Apremilast 30 mg twice daily Placebo/Apremilast 30 mg twice daily = 80 Apremilast 30 mg twice daily Placeboi/Apremilast 30 mg twice daily
70 =Y
of 2 70
E'g 604 0 a0
z § < B0
£ 6 50 o 504
FR-* £
< g 40+ S 40-
g2 :
= g 30+ G 90
BE 3 =
o % E 20 1
104 & 101
©
oW T T T 1 a o4 T T 1
0 16 24 40 52 0 16 24 52
Study Week Study Week
Apremiiast 20 mg twice daily, n/m 48/161 63146 60124 B5/116 Apremilast 20 mg twica daily, n/m 3184 3375 31163
Apremilast 30 mg twica daily, nim BI154 BA145 213N a0 27 Apremilast 30 mg twice daly, m 3TITE 3674 35064
PlacebolApremilast 20 mg twice daily, n'm 14071 2371 31/82 32/54 Placebo/Apremilast 20 mg twice daily, vm | 10/34 2133 1624
PleceboiApremiiast 30 mg twice dally.nim | 17/75 = o £l Placebo/iprenitast 30 mg twice daily, n'm | 10/38 1933 19135

AnoteAéopata o ACR20 PASI-50 tnv eBdopada 52

To 63% mou éAafav apremilast 30 mg épOacav oe
ACR20 antavtnon tnv efdopada 52 Edwards CJ, et al. Ann Rheum Dis 2016;0:1-9




Apremilast otnv WA: Acpalera

Week 0-24* Week 0-52t
Apremilast Apremilast
20 mg twice 30 mg twice 20 mg twice 30 mg twice
Placebo daily daily daily daily
n=168 n=170 n=167 n=241 n=242
Overview of AEs, n (%)
Any AE 83 (49) 100 (59) 104 (62) 160 (B6) 165 (68)
Any serious AE 95 3(2) 6 i4) 13 (5) 10 (4)
Any AE leading to drug withdrwal 10 (6) 13 (8) 12 (7) 22 (9) 14 (6)
Death 0 0(0) 0 i0) 0(0) 0(0)
AEs reEDrted |:|E =59 of patients in any treatment group, n (%)
Diarrhoea 3(2) 26 (15) 26 (16) 32(13) 33 (14)
MNausea 95 19 (11) 23 (14) 24 (10) 36 (15)
Headache 8(5) 16 (9) 20012) 26 (11) 26 (11)
URTI 3(2) 11(7) 12 (7) 21 (9) 20 (8)
Masopharyngitis 2101 7(4) 42) 12 (5) 10 (4)
Vomiting 1 (0.6) 5 (3] 8(5) 8 (3) 12(5)
Serious AEs reported by =2 patients in any treatment group, n (%)
Acute pancreatitis 201 0 (0) 0 (0) 0 (0) 0 (0)
Psoriatic arthmpathy 2(1) 1(0.6) 110.6) 2 (0.8) 10(04)
Select laboratory assessments, n/m# (%)
ALT =150 WL 0167 (0) 0168 (0) 2164 (1) 2/238 (0.8) 2/238 (0.8)
Creatine (male =156, female =126 umol/L) 17167 (0.6) 0/168 (0) 01164 (0) 1/238 (0.4) 0/238 (0)
Haemoglobin (male: decrease =2.0 and value <10.5 g/dL; female: 07165 (0) 11162 (0.6) 07161 (0) 1/232 (0.4) 3236 (1)
decrease 2.0 and value <10.0 g/dL)
Leucocytes <2.0, 10%L 0/165 (0) 0162 (0) 1161 (0.6) 0/238 (0) 2238 (0.8)
Neutrophils <0.75, 10°/L 17164 (0.6) 1161 (0.6) 0161 (0) 1/238 (0.4) w238 (0)
Platelets <75, 10°1L 0/165 (0) 0162 (0) 0161 (0) 0/238 (0) /238 (0)

Edwards CJ, et al. Ann Rheum Dis 2016;0:1-9




H mpaypotikotnta tTwv BloAoyikwv Bepamnetwv
to 2018

 Ouavtl-TNF napayovtec
— 0O 8aAutoc utodoxeag Etanercept
— Ta 4 LOVOKAWVLKA QVTLOWHOTA KAl To BLO-OOELSN) TOUC
= Infliximab
= Adalimumab
= Certolizumab pegol
= Golimumab

* O avaotoAéoac tng IL-12/23, Ustekinumab
O avaotoA£ac tng IL-17, Secukinumab




Psoriatic arthritis

EXTENDED REPORT

RMD

Op en Effect of certolizumab pegol over Certolizumab pegol
96 weeks in patients with iati . r
heumates CeS 1 b ,With psoriatic eni 96 eBSOUASEC

Ybmionsll arthritis with and without prior
il antitumour necrosis factor exposure otnv WA

P Mease,! A Deodhar,? R Fleischmann,® J Wollenhaupt,* D Gladman,®
P Leszczynski,®” P Vitek,® A Turkiewicz,® M Khraishi,'® O FitzGerald,""
R Landewé,'? M de Longueville,'® B Hoepken,'® L Peterson,'® D van der Heijde®

B | 409 Randomised |
I . 1 = AoOeveig pe evepyo
Heeko 136 Placebo n=135
n= y
| CZP 400 mg Q4W vooo
- n=30 . n=29 ’ I3
Escape to CzP | [Escape to GzP = To 20% €ixe AaBeL mpwv
200 mg Q2W 400 mg Q4W

Week 16 T i

n=29 (100.0) n=61 n=120 (88.9) 1 TNF napdvovra

Completed Completed Completed
Week 24 Wk24 Wk24 “Wk2a '

ee =  AwatnenOnke n
n=31
R npouTapyovoa

n=29 (100.0) n=30 (96.8) n=114 (84.4) A

Completed Completed Completed avwvn IJ.E DMARDS o€
Week 48 Wk48 Wk48 Wk48 , ,

otaBepn 600on
_l n=5 (16.7) I Ll n=1(3.4) n=2 (6.7) n=3 (9.7) n=9 (6.5) _l n=8 (5.9)
Discontinued Discontinued Discontinued Discontinued Discontinued Discontinued

n= 27 (93.1) n=26 (83.9) n=106 (78.5)

Completed Completed Completed
Week 96 Wk96 Wk96 Wk96

Mease P, et al. RMD Open 2015;1:e000119




Response rate (%)

Response rate (%)

Certolizumab pegol enti 96 eBdopadec otnv WA

100 -

90 +

80 +

70 4

60 -

50 ~

40 |

30 4

20

100 4

== \WkD CZP 200 mg Q2W (n=138)

== \WkO CZP 400 mg Q4W (n=135)

— ACR

667 68.8
63. : -
65.9 Eg.a
56.3 49 3) 50.7]
i rw
i 48.9|
45.9 e e
480 34.8) -
28, '.-'__-!'-:#—- -
i - 34.1
30.4]
23.7
8 16 |24 | 32 40 |48 56 64 72 80 88 |96
— —
Weeks
== \Wk0O CZP 200 mg Q2W (n=90) b= WO CZP 400 mg Q4W (n=76)
_-——_\ 58.0
1. ~u
48.9
46.1
~d
38.2
56 64 72 80 88 |96
—

Weeks

ACR20

ACRS50

ACRT70

PASI7S

PASI90

B -=wkoczp bose combined (1=273)

Response rate (%)
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sponse rates
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PASI90

Week 24

mWkO CZP 200 mg Q2W (n=53)
mWKO CZP 400 mg Q4W (n=42)

Homised to CZP
:1:_8 5'6 6'4 ?I2 8'0 .'5.8 QIS
Weeks .

m'\Wk0 CZP dose combined (n=95)

Week 96

== PBO~CZP Wk24 (n=61)

64.1

Mease P, et al. RMD Open 2015;1:e000119




Certolizumab pegol enti 96 eBdopadec otnv WA

Table 7 TEAEs during 96 weeks of the RAPID-PsA frial

CZP 200 mg Q2W CZP 400 mg All CZP
N=198 Q4W N=195 N=393
n (%) [ER] n (%) [ER] n (%) [ER]
Any TEAE 175 (88.4) [339.2] 170 (87.2) [320.0] 345 (87.8) [329.8]
TEAES by intensity*
Mild 151 (76.3) 148 (75.9) 99 (76.1)
Moderate 113 (57.1) 103 (52.8) 216 (55.0)
Severe 23 (11.6) 22 (11.3) 45 (11.5)
Drug-related TEAEs 82 (41.4) 86 (44.1) 68 (42.7)
Infectionst 125 (63.1) [95.6] 1 13 (57.9) [96.9] 38 (60.6) [96.2]
Upper respiratory infectionst 25 (12.6) [13.7] 31 (15.9) [13.7] 56 (14.2) [13.7]
Serious infections 7 (3.5) [2.6] 9 (4.6) [4.0] 6 (4.1) [3.3]
Serious TEAEs 31 (15? [13.4] 36 (18.5) [15.7] 67 (17.0) [14.5]
Death 3(1.5 3(1.5) 6 (1.5)
Withdrawal due to TEAEs§ 22 (11. 1 14 (7.2) 36 (9.2)

OL AOLUWEELG TOLPAEVOUV N CNUAVTLIKOTEPN AVETLOUUNTN evépyela tnG avtl-TNF
aAyWyng

Mease P, et al. RMD Open 2015;1:e000119
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ACR20 Responses

Anavinon otnv avtt-TNF aywyn otnv WA pe mapdpetpo tnv apbpitida

% Responders

Adalimumab Certolizumab Etanercept2 Etanercept3 Golimumab Infliximab2 Infliximab 3

2/3 (n=315)* 3 (n=409)" (n=60)* (n=205)* (n=405)* (n=100)" (n=200)*
Rx 58 58 74 59 52 69 58
PBO 14 24 14 15 8 8 " o |

*12 weeks; "16 weeks; *24 weeks; 914 weeks

Mease PJ, et al. Lancet. 2000;356:385-390; Antoni CE, et al. Arthritis Rheum. 2005;52:1227-1236;

Mease PJ, et al. Arthritis Rheum. 2004;50:2264-2272; Antoni C et al. Ann Rheum Dis. )
2005;64:1150-1157; Mease PJ, et al. Ann Rheum Dis. 2005;52:3279-3289; Kavanaugh A, et al. MedS

Arthritis Rheum. 2007;66:498-505; Mease P), et al. Ann Rheum Dis. 2014;73:48-55. REEOATION



BM] RESEARCH

Comparison of two etanercept regimens for treatment of

AutAaoLlaopog TN doonc
Eﬁggﬁﬁﬁggnﬁgr{;&c arthritis: PRESTA randomised double TO U E ta n e rce p t O"tr]V Lu A

Etanercept 50 mg twice weekly (n=379) or
50 mg once weekly (n=373) for 12 weeks

g 80 £ 80
I I ETN BIW/QW y B ETN BIW/QW
= CIETN QW/QW E COETN QW/QW
,g- 60 N & 60
£ -
s =
« 40 E
40
20
) ‘j
0
12
Weeks 0
Fig 2| Physician’s global assessment of psoriasis: 12 24 12 24
Weeks

participants achieving “clear” or “almost clear” responses at
12 weeks (*P<0.001) and 24 weeks. BIW=twice weekly; ACR 20 ACR50 ACR70
QW=once weekly

O dumtAaolacpoc tng d6ong tou Etanercept otnv WA snudépel BeAtiwon otnv
Ypwpiaon kat kaBoAov otnv apbpitidba

Sterry W, BMJ 2010;340:c147



B PLOS |one

H noyvoapkia eival apvnTiKoc

Obesity and response to anti-tumor necrosis
factor-a agents in patients with select

immune-mediated inflammatory diseases: A T[pOVV(DGTlK(')C Ttap('IVOVTaq GTI]V
systematic review and meta-analysis ’
avtl-TNF aywyn

Obesity and Failure of Anti-TNF Therapy - Psoriasis-Psoriatic Arthritis

Stud Odds ratio and 95% ClI . .. .
Ry, PAMIOARAI0N Population pharmacokinetic studies of
Odds Lower Upper Relative . . e
ratio  limit limit weight  all anti-TNF agents have identified
Bagel 2012-Cohort1  0.66  0.21 2.07 t 1.99 i i i
Bagel 2012-Cohort2 171  0.54 538 = 199  highbody weight as a risk factor
Cai 2017 099 059 1.66 L 496  associated with increased clearance of
; 1 . + .07 . . .
82?;?30"23338186 S_% 0_3?, ?_28 . 3_(1)1 drug, resulting in shorter half-life and
Costa 2014 0.77 0.61 0.97 s 7.15 lower serum trough dru
Di Lernia 2014 7.02 205 24.02 + 1.79 . g. & )
Di Munno 2012 490 304 7.90 — 5.27 concentrations. This effect might be
Di Renzo 2012 153 044 538 + 1.73 : :
Gottlieb 2012 157 103 239 + 571 related to rapid proteolysis and to a
Hojgaard 2016 213 136 3.35 cm 5.47 «TNF-sink» phenomenon, wherein the
lannone 2013 1.30  0.56 3.06 + 3.01 ]
Menter 2010 204 130 3.21 5.46 clearance of a monoclonal antibody
Menter 2016 121 096 153 M 7.15 . . .
Naldi 2008 - ETN 182 125 264 = 610  thatbinds to membrane antigen is
Naldi 2008 - IFX 122 056 2.66 ' 3.35 faster at low doses as the unbound
Paul 2012 273 173 430 0 R 5.44 . .
Poulin 2014 185 054 6.30 # 180  targets «sop up» antibody, serving as a
Prussick 2015 3.58  1.16 11.07 + 2.04 ; : : :
Vilarrasa 2016 137 109 173 -+ 7.16 S"_‘k' This may explain why patients
Warren 2015 136 116 1.59 - 7.61 with obesity treated even weight-
Zweegers 2016 1.26 1.08 1.46 e 7.64 . . ope. s
157 130 1.89 & based regimens such as infliximab,

0102 051 2 5 10 had inferior response to therapy.
Decreased risk Increased risk

Singh S, PLoS One. 2018 May 17;13(5):e0195123



Clinical and epidemiological research
EXTENDED REPORT
The role of methotrexate co-medication in

TNF-inhibitor treatment in patients with psoriatic
arthritis: results from 440 patients included in the

TNF povo n podl pe

NOR-DMARD study

Karen Minde Fagerli,' Elisabeth Lie," Désirée van der Heijde, "
Marte Schrumpf Heiberg,' Ase Stavland Lexberg,” Eric Rodevand,®

Synave Kalstad,? Knut Mikkelsen,® Tore K Kvien'

MTX otnv WA,

A B
1.0 1,01
3 years:
n=128
0,81 p=0.07* 0,81
I . L\“\—.__ 0.6
" ETN H pakpoxpovia smBiwon
02 —L _ Twv avti-TNF napaydoviwv
year: 2 years:
b-0001* | | peo02” Days ennpealeTol ano tnv
0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200 tautéxpovn xopr']vnon
D
1,0 101 & MTX
L e 0,4 ADA
00 Days 0,04 Days
0 200 400 600 800 1000 1200 0 200 400 600 800 1000 1200

Fagerli KM, et al. Ann Rheum Dis 2014;73:132-137




EmiBiwon tn¢ avti-TNF aywync otnv WA

Danish Nationwide DANBIO Registry

1,0
Treatment course
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Treatment duration, years

Glintborg B, Arthritis Rheum. 2013;65:1213-23

Clinical diagnosis

0,47 e —— -
p=0.003 AS vs uSpA
0,27 N ~ g
P <0.001 AS vs. PsA
0,07
[ | I I I I
0 2 4 6 8 10
Follow-up years
AS 561 342 226 169 128 92
PsA 375 219 132 72 51 25
uSpA 108 55 31 15 6 2

Flouri ID, J Rheumatol. 2018 Apr 1.



“Synovial

Bone

—

Synovial Membrane - ; .
B ([ Enthesal Resident T-cells (ILC)

:M ~ = : IL-23R*CD3*CD4-CD8 RORyt*
—— Muscle>== v

IL-17

D Synovial
1 Fibroblasts

IL-23, TNF-a : )
—> L1, IL6 ~ Heng STAT3 Bone
IL-20 - Survival IL-22 — .
- 4 TNFR2 Osteoblasts Formation
Monocytes M / Osteoblasts IL-6, IL-8
MMPs

|L-17A, IL6 Bone Loss
m » a Inflammation
Preosteoclasts Osteoclasts
ARTHRITIS ENTHESITIS
Hypothetical, based on PSA & SpA. Autoimmunity vs Autoinflammation? Mouse model. Relevant in humans?

Sherlock JP. Nat Med. 2012;18:1069-1076; Lories RJ, Mcinnes I1B. Nat Med. 2012;18:1018-1019; Lubberts E. Nat Rev Rheumatol. Mmscape'
2015;11:415-429; Fitzgerald O, Winchester R. Arthritis Rheumatol. 2014;66:1077-1080; Raychaudhuri SP, Raychaudhuri SK. Clin Rheumatol. EDUCATION
2016;35:1437-1441; Suzuki E, et al. Autoimmun Rev. 2014;13:496-502; Paine A, Ritchlin C. Curr Opin Rheumatol. 2016;28:66-75.



HIGHLIGHTS

REVIEW WA: ootk anoppodnon Kat

The role of IL-23 receptor signaling in

inflammation-mediated erosive autoimmune arthritis OthKr'] napavaﬁ |.lé0'w tnq ".'23

and bone remodeling
\ ry  #
\ N 7 < /
! ."\\ /
@ ‘ -
Synovial fibroblast
Osteoclast precursor T cell @ Osteoblast

Osteoblast precursor

() ranKL D RANK '( DAP12 ~ -
IL-23 can stimulate osteoclastogenesis in several ways: IL-23 acts directly on osteoblast precursor cells to
(i) increase of RANK expression on osteoclast precursor stimulate formation of osteoblasts. IL-23 can
cells; (ii) increase of RANKL expression on T-helper cells indirectly inhibit or stimulate osteoblast formation
or fibroblasts; (iii) activation of DAP12 ITAMs. via IL-17 or IL-22 respectively.

Razawy W, Eur. J. Immunol. 2018. 48: 220-229



Ustekinumab: Mnyxoaviocpoc dpaonc

KUTTAPLKOUG TOUG UTIOSOXELG oTNV
emLPpAVELA TOU KUTTAPOU

\ J

el
X

KAWVLKN EMEKTOON TWV
Th1 ko Th17

\.

Y

Thl

( N\ ( (
To avticwpa cuvéEetal otnv . ,

, AmntotpeneTal Mewwon t
untopovada p40 twv IL-12 ko IL-23, S ¢gponoin2n KoL napav(?)vr?qq
OIOTPEMOVTOG TNV OUVSEDH LE TOUG

TwVv KUTtapOKW(bV ngG
dAeypoviig
\_

TNF-a
IFN-
X g
("‘\
T cell
X TNF-a1
X Y, IL-17
22
IL-23
4
1. Gately MK, et al. Annu Rev Immunol. 1998;16:495-521.
2. Wilson NJ, et al. Nat Immunol. 2007;8(9):950-7.
3. Nickoloff BJ, Nestle FO. J Clin Invest. 2004;113(12):1664-75.
4. Nestle FO et al. J Invest Dermatol. 2004; 123:xiv-xxv.




an IL-12/|L-23 Inhibitor

PSUMMIT 1* PSUMMIT 2F
PBO UST 45 mg UST 90 mg PBO (n=80) UST 45 mg UST 90 mg
(n=189) (n=205) (n=204) (n=103) (n=105)
ACR20 22.8 42.4% 49 5% ACR20 20.2 43.711 43.8l1
ACR50 8.7 24.9% 27.9% ACR50 6.7 17.59 229
ACR70 2.4 12.28 14.2¢ ACR70 2.9% 6.8 8.6
PASI 75 11 57.2% 62.4% PASI 75 5 51.31 55.61

*Patients were bio-naive; "PSUMMIT 2 patients could have had previous anti-TNF experience (PBO: n=62
[59.6%]; 45 mg: n=60 [58.3%]; 90 mg: n=58 [55.2%]); *P <.0001 vs PBO; *P =.0001; ''P <.001; 7P <.05; *P <.01

Mclnnes IB, et al. Lancet. 2013;382:780-789. Medscape

Ritchlin C, et al. Ann Rheum Dis. 2014;73:990-999. EDUCATION



Ustekinumab: amoteAéopata ota 2 £Tn

Maintenance of Clinical Efficacy and
Radiographic Benefit Through Two Years of
Ustekinumab Therapy in Patients With Active
Psoriatic Arthritis: Results From a Randomized,
Placebo-Controlled Phase III Trial

ARTHUR KAVANAUGH," LLUIS PUIG,* ALICE B. GOTTLIEB,” CHRISTOPHER RITCHLIN,*
SHU LI, YUHUA WANG,” ALAN M. MENDELSOHN,* MICHAEL SONG,” YAOWEI ZHU,?
PROTON RAHMAN,"® anp [AIN B. McINNES,” on BeHALF oF THE PSUMMIT 1 STUDY GROUP

63.6%
62.7%
56.7%

Proportion of patients (%)

o+ T—TT T T+ T T T T T T T T T T T T T T T
Wesk 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96100

mecion t 1ttt ottt %

Pbo — 45 n= 206 204 201 206 188 186 185 181 179 177 177

Ust 45 mg n= 205 205 204 205 202 106 185 101 187 180 178

Ust@0mg n= 204 200 190 204 197 106 180 183 184 181 176
--- Placebo —e— Placebo — —m— Ustekinumab —— Ustekinumab

Ustekinumab 45 mg 45 mg a0 mg

Change in total modified SHS score

ACR20 amavtnon kot petafoAn
OLKTLVOAOYLKNG ELKOVOG LETA
Siet aywyn pe ustekinumab o€
aoBeveic pe evepyo WA

Baseline to Week 52 Week 52 to Week 100

1.49 0.48 0.55 077 0.48 0.63

Change in total modified SHS score

Placebo — Ustekinumab Ustekinumab Placebo — Ustekinumab Ustekinumab

Ustekinumab 45 mg 90 mg Ustekinumab 45 mg 90 mg
45 mg (n = 205) (n=204) 45 mg (n =205) (n=204)
(n=1889)" (n=189)
A B

Kavanaugh A, Arthritis Care Res 2015;67:1739-49




PSUMMIT I: Mooooto ditapeonc petaBoAnc tng Badpoloyiog tne
daktuAitidacg o oxéon HE TNV apXtkn TL¢ EBOdopnadec 24, 52, kau 100

Week 24 Week 52 Week 100
0 0 0
n=92 n=95 n=91 n=86
0.00
@ -20 1 -20 1 -20
s
© 40/ -40 -40
3
3
— -60 1 -60 - -60
(1]
8
a
= -70.83
-80 1 -75.00 % -80 - -80
-100 - -100 - -100
-100.00 -100.00 -100.00 -100.00 -100.00 -100.00
M PBRO Il PBO—=UST 45 mg UST 45 mg UST 90 mg
*p<0.001

* Ektipnon tng daktuAitidag ota 20 SAKTUAQ,

* BaBuoloyia 0-3 ava daktulo,
* JuvoAwn BaBuoloyia 0-60 ava acBevi

Kavanaugh et al. Poster presentation, ACR 2013




H ywpraoikn ovuyia cuvodevel cuyxva tnv WA kot
glvat SUokoAo va BepanevBel

Meta tnv aywyn HE 4 EVECELC
Mpw tnv aywyn pe Ustekinumab Ustekinumab

AcOevng pe WA pikpwv apBpwoswv kat mapdAAnAn YwpLacikn ovuyio

Byun SY, Ann Dermatol 2016; 28: 94-97




Clinical Rheumatology

https://doi.org/10.1007/s10067-018-3989-2

ORIGINAL ARTICLE

Drug survival and effectiveness of ustekinumab in patients

with psoriatic arthritis. Real-life data from the biologic Apulian

registry (BIOPURE)

ORem Olow mMod MmHigh

Makpoxpovia emipiwon Tou

ustekinumab otnv WA
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Naive TNF-IR Naive TNF-IR Naive TNF-IR Naive TNF-IR
Lundex Lundex
6 months 12 months

DAPSA CHANGES

-10

-12

-14

-16

6 months

i (n. 82)

e gy ceereers TNF-IR

12 months

(n. 47)

Of 160 PsA patients starting ustekinumab, 54 were naive and 106 were TNF-IR. Twelve-month
drug survival was significantly higher in naive (87%) than in TNF-IR (68%, p = 0.01).
Baseline co-therapy with methotrexate did not increase the persistence on ustekinumab.

lannone F, Clin Rheumatol. 2018;37:667-675




Anti-IL17 \v

IL-17A

IL-17A/ IL17F

Anti-IL17
WA: ootk
aroppodnon,
OOTLKA apaywyn
kot Ywpiaon

Signal transduction (ACT1/NF-kB, p38 MAPK, JNK, ERK, JAK/STA, C/EBP, P3IK)

Enthesis

IL-22

Bone formation

! !

Osteoclast Synovial fibroblasts

. Increased IL6, CXCL8, MMP3,
Up regulation of RANKL receptor Proliferation of fibroblasts
Differentiation of osteoclasts

Bone erosion and loss

Matrix destruction

Psoriatic arthritis

!

Keratinocytes

Recruitment of neutrophils
Production of pro-inflammatory
Cytokines (IL-6, IFNy)

Skin infllammation
Keratinocyte proliferation
Psoriasis plaque formation

Psoriasis

Sakkas LI, Autoimmun Rev. 2017;16:10-15
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Autoimmunity Reviews Ta entineda tng IL-17 mpiv Kat
HETA TNV aAyWYN QVTLOTOLXOUV
Review oTNV MOPELA TNC VOOOU

Are psoriasis and psoriatic arthritis the same disease? The IL-23/IL-17
axis data

Lazaros I. Sakkas *, Dimitrios P. Bogdanos

Anti-IL17A ab treatment

SLIS

Few symptoms Severe disease Remission

Sakkas LI, Autoimmun Rev. 2017;16:10-15

IL17 levels




Lancet: MeAetn @aong Il otnv WA

Secukinumab, a human anti-interleukin-17A monoclonal %@4} @
antibody, in patients with psoriatic arthritis (FUTURE 2): a -
randomised, double-blind, placebo-controlled, phase 3 trial

lain B Mcnnes, Philip | Mease, Bruce Kirkham, Arthur Kavanaugh, Christopher T Ritchlin, Proton Rahman, Désirée van der Heijde, Robert Landewé,
Philip G Conaghan, Alice B Gottlieb, Hanno Richards, Luminita Pricop, Gregory Ligozio, Manmath Patekar, Shephard Mpofu, on behalf of the
FUTURE 2 Study Group

www thelancet.com Published online June 29, 2015  http:// dx.doi.org/10.1016/50140-6736(15)61134-5

Mcinnes IB, et al. Lancet. 2015. pii: S0140-6736(15)61134-5




ACR 20 pexpt tnv eBdopada 52

Kuplo teAko
onueio

80

54.0%
60

40

20

Percentage of Responders

B— Secukinumab 300 mg

M Secukinumab 150 mg

B—8 Secukinumab 75 mg
Placebo

0 4 8 12 16 20 24 28
Weeks

= 100 100 100 100 100 100 100 94
N= 100 100 100 100 100 100 100 91
N= 99 99 99 99 99 99 99 90

32

94
93
86

36 40 44 48

94 92 91 90
91 90 89 89
82 81 79 77

*P < 0.0001; TP < 0.001; *P < 0.05 vs. placebo (P-values at Week 24 adjusted for multiplicity of testing)

Nonresponder imputation up to Week 24. Observed data from Week 28-52
Mclnnes IB, et al. Lancet. 2015: E-pub ahead of print

52

88
88
75




ACR 20 Avtanokpion otnv eBdopada 24, ue N xwpPLG TNV
cuyxopriynon MTX

60 = 60 =

d *
53.6 53.6

50 =

40

30

20=

Percentage of Responders
Percentage of Responders

10+

Co-treatment With MTX No MTX Treatment

B Secukinumab 300 mgs.c. B Secukinumab 150 mg s.c. B Secukinumab 75 mg s.c. [ Placebo

*P < 0.0001; P < 0.001; 5P < 0.01; *P < 0.05 vs. placebo

Missing values were imputed as nonresponse (nonresponder imputation) up to Week 52 .
Mclnnes IB, et al. Lancet. 2015 Jun 26. pii: S0140-

6736(15)61134-5



FUTURE 2: To Secukinumab 150 & 300 mg mapEXEL GNHAVTLKN
KoL TTOLPOTETALUEV BeATiwon otic KALpakeg PASI 75 kau PASI 90
otnv EBdopada 104 (ZuvoAikoc mAnOuopoc)

PASI 75 PASI 90
(NRI data at Week 24; MI data at Week (NRI data at Week 24; MI data at Week
52 and Week 104) 52 and Week 104)
1007 1007
79,7 79,5

80 80
607

40

Percentage of Responders
Percentage of Responders

20=-

Week24  Week52  Week 104 Week24  Week52  Week 104

M Secukinumab 300 mg B Ssecukinumab 150 mg B Secukinumab 75 mg B Placebo

Mclnnes IB, et al. Lancet. 2015;386:1137-46;
Mclnnes IB, et al. Poster presentation at the American College of Rheumatology
(ACR) 2016 Annual Scientific Meeting, Washington DC, USA.

*P < 0.0001; *P < 0.001; SP < 0.01 vs. placebo
P-values at Week 24 adjusted for multiplicity of testing
Data from subjects with psoriasis 2 3% body surface area at baseline.



Secukinumab Inhibition of Interleukin-17A in
Patients with Psoriatic Arthritis

Philip J. Mease, M.D., lain B. Mclnnes, Ph.D., Bruce Kirkham, M.D., Arthur
Kavanaugh, M.D., Proton Rahman, M.D., Désirée van der Heijde, M.D., Ph.D.,
Robert Landewé, M.D., Ph.D., Peter Nash, M.B., B.S., Luminita Pricop, M.D.,

Jiacheng Yuan, Ph.D., Hanno B. Richards, M.D., Shephard Mpofu, M.D., for the
FUTURE 1 Study Group

N Engl J Med
Volume 373(14):1329-1339
October 1, 2015

The NEW ENGLAND
JOURNAL of MEDICINE




Secukinumab Inhibition of Interleukin-17A in Patients
with Psoriatic Arthritis

100
50 ACR amavinon
380

70—

Secukinumab 150 mg

60—

50— Secukinumab 75 mg

Patients (%)

40

Placebo

Week

Mease PJ, et al. N EnglJ Med 2015;373:1329-39



AvaotoAn TG aKTVOAOYLKAC €€EALENC TNC VOGOU TNV
eBédopada 24

0,6 - 0,57

0,5 -
()]
i=
2
= v 0,4 -
3
< i
g2 O
< E
6 = +
pu 0,2 -
] 0,13 $
=

0,1 - 0,08

0 1
mTSS
M Secukinumab IV—>150 mg (n = 185) B Secukinumab IV—>75 mg (n =181)
M Secukinumab pooled doses (n = 366) Placebo (n =179)

*P < 0.05 vs. placebo (P-values at Week 24 adjusted for multiplicity of Mease PJ, et al. N Engl J Med 2015;373:1329-39

testing)




Ixekizumab, véocg IL-17 avaotoAéag o€ peAETn evepyou WA
gvavrtt placebo kat Adalimumab

Downloaded from http://ard.bmj.com/ on September 16, 2016 - Published by group.bmj.com
= . - antambhbe — [ o [) (- ata - r

..... : AP n4¢ A ACR20 -+ PBO
Clinical and epidemiological research 100+ — IXEQ4W
@ EXTENDED REPORT % - IXEQ2W .
. . . .o = ADAQ2W
Ixekizumab, an interleukin-17A specific monoclonal 8
OPENACCEESS  antibody, for the treatment of biologic-naive g
patients with active psoriatic arthritis: results from o
the 24-week randomised, double-blind, placebo-
controlled and active (adalimumab)-controlled B ACR50
. . 100+
period of the phase IlI trial SPIRIT-P1 = o
@
[1b]
2
a
Screening Double-blind treatment period 3
> € d o
Week 0 Week 16 Week 24
IXE 80 mg q2w
[ DIES0 18 2w (=203 _[: IXE 80 mg q2w + rescue therapy (IR*) c ACR70
1001
IXE 80 mg q4w (n=107) e gﬁm
IXE 80 mg g4w + rescue therapy (IR¥) »
o % 604
ADA 40 mg q2w (n=101) ADA 40 mg q2w 5 404
o
8 20 : ﬁ
PBO (Washout)" + rescue therapy (IR*) 0
0 4 8 12 16 20 24

Weeks
IXE 80 mg g2w + rescue therapy (IR*)

IXE 80 mg g4w + rescue therapy (IR*)

Mease PJ, et al. Ann Rheum Dis 2016;0:1-9




JR ‘ E?,‘Z‘ﬁ'.’i{;ftobgy Ixekizumab, véog IL-17 avaotoAEag o€ HeEAETN
gevepyol WA évavti placebo kat Adalimumab

Primary Population 0-24 Weeks (ITT) Ixekizumab-treated Patients
Extension Period up to 52 Weeks (EPP) 0-52 Weeks (ITT)
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ORIGINAL ARTICLE

Tofacitinib or Adalimumab versus Placebo

P. Mease, S. Hall, O. FitzGerald, D. van der Heijde, J.F. Merola, F. Avila-Zapata,

for Psoriatic Arthritis

D. Cieslak, D. Graham, C. Wang, S. Menon, T. Hendrikx, and K.S. Kanik

=#= Placebo

== Adalimumab

ORIGINAL ARTICLE

Tofacitinib for Psoriatic Arthritis in Patients
with an Inadequate Response to TNF Inhibitors

Dafna Gladman, M.D., William Rigby, M.D., Valderilio F. Azevedo, M.D., Ph.D.,
Frank Behrens, M.D., Ricardo Blanco, M.D., Andrzej Kaszuba, M.D., Ph.D.,
Elizabeth Kudlacz, Ph.D., Cunshan Wang, Ph.D., Sujatha Menon, Ph.D.,
Thijs Hendrikx, Ph.D., and Keith S. Kanik, M.D.

Tofacitinib otnv WA

Placebo, with switch to tofacitinib, 5 mg  +=s Placebo, with switch to tofacitinib, 10 mg

Tofacitinib, 5 mg == Tofacitinib, 10 mg
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Mease P, N Engl J Med 2017;377:1537-50
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Dafna Gladman, N Engl J Med 2017;377:1525-36



BlioAoyikotl napayovtec otnv WA

Psoriatic Psoriasis Ankylosing Inflammatory bowel
arthritis spondylitis disease
bDMARDs
Etanercept EMA, FDA EMA, FDA EMA, FDA PoC (for CD) failed
Infliximab EMA, FDA EMA, FDA EMA, FDA EMA, FDA
Adalimumab EMA, FDA EMA, FDA EMA, FDA EMA, FDA
Golimumab EMA, FDA EMA, FDA EMA (for UC), FDA (for UQ)
Certolizumab pegol ~ EMA, FDA Phase 3 EMA, FDA FDA (for CD)
Ustekinumab EMA, FDA EMA, FDA Phase 3 failed EMA (for CD), FDA (for CD)
Secukinumab EMA, FDA EMA, FDA EMA, FDA PoC (for CD) failed
Ixekizumab EMA, FDA EMA, FDA Phase 3
Brodalumab Phase 2 EMA, FDA
Guselkumab Phase 2 EMA, FDA
Abatacept EMA, FDA Phase 2 PoC failed PoC (for CD and UC) failed
tsDMARDs
Apremilast EMA, FDA EMA, FDA Phase 3 failed Phase 2 (for UQ)
Tofacitinib FDA Phase 3 Phase 2 Phase 2 failed

Filip Van den Bosch, Laura Coates, Lancet 2018; 391: 2285-94
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PSORIATIC ARTHRITIS (J SCHER, SECTION EDITOR)

Novel Therapeutics in Psoriatic Arthritis. What Is in the Pipeline?

Néa pappaka o€ MPOXWPNUEVO oTAdL0 KAWLKNAG Epguvac otnv WA

= Brodalumab inhibits IL-17RA, and hence potentially exerts a broader inhibition including
IL-17A, IL-17F, and IL-25 (IL-17E).

= Bimekizumab is a novel humanized monoclonal antibody that binds both IL- 17A and IL-
17F

=  Guselkumab, a new IL-23 inhibitor (IL-23i) monoclonal antibody

= Risankizumab is another IL-23i, a humanized IgG1 monoclonal antibody
= Tildrakizumab also a humanized IgG1 antibody targeting IL-23 p19

= Clazakizumab, a monoclonal antibody against IL-6

= |V golimumab in GO-VIBRANT study, had significantly greater improvements in the signs
and symptoms of PsA

= Filgotinib is a new selective JAKi directed against JAK1

= Upadacitinib (ABT-494) is another selective JAK1 inhibitor

= Neihulizumab/AbGn-168H is a humanized antibody which preferentially induces apoptosis

of late-stage activated T cells
Elalouf O, Current Rheumatology Reports (2018) 20:36
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RHEUMATOLOGY 53, 263, 300
Original article 40101083 heumatologykeu AVE KT[Al"]prEC
Quality of life and unmet needs in patients with anVKEC OE PA’ LuA

inflammatory arthropathies: results from the
multicentre, observational RAPSODIA study

RA (n=327) PsA (n=214)

Biologic Biologic Biologic Biologic

treated eligible treated eligible

(n =220) (n=107) = (n=67)
Pain/swelling in hand/foot joint 444 (59.9) 150 (68.2) 97 (90.7) . 54 (80.6)
Pain in different joint 333 (44.9) 87 (39.5) 67 (62.6) . 37 (55.2)
Lumbar pain 330 (44.5) 74 (33.6) 46 (43.0) . 36 (53.7)
Cervical pain 332 (44.8) 77 (35.0) 59 (565.1) . 31 (46.3)
Reduction of joint movement 440 (59.4) 118 (53.6) 86 (80.4) . 49 (73.1)
Joint stiffness on waking up 443 (59.8) 109 (49.5) 86 (80.4) . 50 (74.6)
Limited dexterity 477 (64.4) 135 (61.4) 80 (74.8) . 47 (70.1)
Difficulty in taking or gripping/squeezing something 376 (50.7) 131 (59.5) 88 (82.2) . 38 (56.7)
Limited ability for daily activities 357 (48.2) 109 (49.5) 69 (64.5) . 39 (58.2)
Difficulty walking 330 (44.5) 99 (45.0) 64 (59.8) . 38 (56.7)
Decreased ability in leisure activities 377 (50.9) 105 (47.7) 60 (56.1) . 36 (53.7)
Difficulty sleeping 270 (36.4) 69 (31.4) 56 (52.3) . 33 (49.3)
Fatigue 463 (62.5) 126 (57.3) 82 (76.6) . 49 (73.1)
Weakness 335 (45.2) 94 (42.7) 68 (63.6) . 33 (49.3)
Malaise 240 (32.4) 67 (30.5) 51 (47.7) . 26 (38.8)
Fever 26 (3.5) 6 (2.7) 5 (4.7) . 5 (7.5)

Rheumatology key messages

e Collaborative care improves outcomes in patients
with rheumatic diseases.

e ltalian patients with rheumatic disease have a
number of unmet health care needs. Giacomelli R, Rheumatology (Oxford). 2015;54:792-7

e Biologic therapy improves outcomes and work
productivity in patients with rheumatic diseases.
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Residual disease activity in psoriatic arthritis:

YIOAEUTOMEVN
dpaotnplotnta tn¢

discordance between the rheumatologist’s opinion ’
vooou otnv WA

and minimal disease activity measurement

Fic. 1 Minimal disease activity score

MDA not fulfilled MDA fulfilled
+— —_— —_
N=88 (35%) N=162 (65%)

30

5]
=]

Total group
- (N=250)

% of Patients

-
=
1

] 1 2 3 4 5 6 7
MDA score

Patients were considered not in MDA (MDA ) with a score of 0, 1, 2, 3 or 4 points and in MDA (MDA*) with a score of 5, 6
or 7 points. MDA: minimal disease activity.

MDA: Minimal Disease Activity

‘Eva acBevig tavopeiton
oav EAA)XLOTN
dpaotnpLotnta vooou atav
nAnpoli 5 ano ta 7 kpripla:
apLlOno¢ emwduvwv
apBpwoewv <£1;
Sloykwpévwy < 1; PASI £1 R
emipAveLa CWHATOC <3;
Avaloylki KAlpoka tovou
aoBevn (VAS) £15; ZuvoAwn
gKTinon paotnplotnTag
vooou acBevi VAS <20;
EpwTtnHATOAOYLO EKTIHNONG
vyeiag £0.5; Enwduva
onueia evBéoewv <1.

(G RAPPA) van Mens LJJ, Rheumatology (Oxford). 2018;57:283-290



A¢LoAoynon tou Beparmnevtikol anoteAécpatoc otnv WA
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disease activity in psoriatic arthritis (DAPSA)

clinical disease activity in psoriatic arthritis (cDAPSA)
minimal disease activity (MDA)

psoriatic arthritis disease activity score (PASDAS)

very low disease activity (VLDA) for residual disease activity

* Physician global assessment P T
* Patient FIEIII'I- assessment

+ Physical disability score i ;
| » Sarum levels of acute phase reactants : mpxmnmql?na;rﬁa:ﬁ;ng 2 joint scores




AveKANpwTeC avaykec otnv WA

Domain Unmet need Current position Implication
Genetics Are there any genetic markers for severity or HLA subtypes including B*27:035:02 (enthesitis, dactylitis and symmetrical Clinicians could use genetic information for prognosis
treatment response? sacroiliitis), B*08:01:01-C*07:01:01 (joint fusion, asymmetrical sacroiliitis), and targeted treatment
linked to individual phenotypes in PsA [11]
HLA-B39, HLA-B27 in the presence of HLA-DR7 and HLA-DQw?3 in the absence
of HLA-DRT associated with disease progression [30]
Triggers What is the exact pathogenic trigger behind Role of microbiome in triggering PsA, with lack of gut biodiversity in PsA patients Microbiome might provide therapeutic target
the development of PsA? possibly linked to inflammation [16, 17]
Biomarkers Are there any biomarkers to aid diagnosis Potential serum biomarkers include ITGBS, M2BP and CRP [12]. Can be used by non-specialists to aid in diagnosis
and predict severity or treatment response? Urinary biomarkers could identify inflammatory articular disease [23] and to support personalised approach to treatment
Screening  Are there any tools which are both highly Current questionnaires, e.g. PEST have low specificity [31] Earlier diagnosis and better prognosis
specific and sensitive for detecting early PsA?
Screening  Can pre-disease be identified by imaging? Ultrasound identifies enthesial abnormalities, but exact implications of this remains Earlier diagnosis and better prognosis
unclear
Diagnosis  Recognition of inflammatory musculoskeletal No reliable clinical scoring system Easier application of CASPAR in studies and in
disease in application of CASPAR criteria clinical practice
Dactylitis What is the trigger behind dactylitis? Theory that trauma may lead to dactylitis (deep Koebner phenomenon) Reduction of risk of trauma may reduce dactylitis
No evidence that plantar pressure important in toe dactylitis [19] prevalence
Enthesitis ~ No reliable clinical indices Current indices have poor correlation to imaging enthesitis except at the Achilles More reliable outcome measurements for enthesitis
Treatment  Are current treatment strategies adequate? TICOPA completed [ 18], etanercept and methotrexate combination study Updated treatment guidelines with more effective
[clinicaltrials.gov NCT02376790] underway, golimumab and methotrexate therapeutic strategies particularly for early PsA
studies for use in early PsA [32] and for treatment of dactylitis [clinicaltrials.gov and for domains such as dactylitis
NCT02065713] ongoing.
Other studies on drug sequencing, i.e. which class of drug for first biologic
Treatment  Does early intensive treatment improve outcomes? TICOPA improved outcomes at 12 months but long term unknown Better outcomes
Observational data suggests that earlier treatment improves long-term outcomes
Treatment  Are systemic steroids (intra-articular and Anecdotal reports of skin flare with the use of oral steroids Evidence for use of this class of drugs
intramuscular) effective without causing TICOPA demonstrated small numbers of individual flares but no group differences [33]
skin flare?
Treatment  Lack of evidence for conventional synthetic Weak evidence for sulphasalazine and methotrexate, only one study for leflunomide Evidence for use of this class of drugs
DMARDs
Treatment  Are there any advances in treatment which Studies examining new treatments which include bimekizumab(IL-17 ClinicalTrials.gov  Additional therapeutic options available if treatment

could be applied to PsA?

identifier NCT02141763), metformin (as add-on therapy Clinical Trials.gov
identifier NCT02188654), brodalumab (IL-17 receptor A Clinical Trials.gov
identifier NCT02024646), guselkumab (IL-23 inhibitor ClinicalTrials.gov
identifier NCT02319759), faccal microbiota transplantation (Clinical Trials.gov
identifier NCT03058900), neihulizumab (T cell apoptosis inducing

antibody Clinical Trials.gov identifier NCT02267642), filgotinib (JAK 1 mhibitor

ClinicalTrials.gov identifier NCT03101670), risankizumab (IL-23A ClinicalTrials. gov

identifier NCT02986373),upadacitinib (JAK 1 inhibitor ClinicalTrials.gov identifier
NCT03104374), tildrakizumab (IL-23 inhibitor Clinical Trials.gov identifier
NCT02980692), GSK3050002 (CCL20 blocker ClinicalTrials.gov identifier
NCT02671188), perakizumab (IL-17A ClinicalTrials.gov identifier NCT01199809)

failure or intolerance to traditional therapies

Mahmood F, Clin Rheumatol. 2018;37:297-305
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The problem in differentiation between psoriatic- Gtrlv LIJA: Eveegitlaa ﬁ
related polyenthesitis and fibromyalgia ,
Antonio Marchesoni', Gabriele De Marco®®, Mira Merashli®, Frank McKenna®, IVO uu ahv la;

llaria Tinazzi®, Helena Marzo-Ortega®® and Dennis G. McGonagle®?®

PSORIASIS
WIDESPREAD MUSCULO-SKELETAL PAIN Features related to
NO JOINT SWELLING OR DACTYLITIS enthesitic psoriatic
[Cown | arthritis (PsA, on the
Q [ (W left) and FM syndrome

(FMS, on the right).
The two conditions
L could dynamically fade
\\0 into each other over
time. Inflammatory
o markers, such as CRP,
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e | Ay be normal.
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Eo_age .1 = " | sensitive imaging
« Stiffness after prolonged + Somatoform symptoms: . ..
immobility - Sleep disturbancies yield uncertainties.

+ Anterior chest wall pain » Cognitive impairment
+ Heel swelling * Anxiety
+ Favourable response to: * Migraine

= NSAIDs = Raynaud’s phenomenon

* Biologics * |rritable bowel

* DMARDs? * Indifference to emotional

stimulations

Marchesoni A, Rheumatology (Oxford) 2018 ;57:32-40
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Open Access

Comparison of US patient, rheumatologist, @

and dermatologist perceptions of psoriatic
disease symptoms: results from the

DISCONNECT study
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Painful skin

Joint pain, soreness, or tenderness
Difficulty walking

Difficulty while doing everyday tasks
Itching skin

Eye problems
Difficulty sleeping
Swelling of fingers or toes

Flaking skin
Difficulty going shopping or doing
housework or yard work

i i [ 0.45
Merning stiffness 077
Difficulty with work or school activities 0.45 071
i [ — 0.36
Fatigue . G
Difficulty with social or leisure activities 0.35 0.81
- 0.35
Redness of skin 077
i i = =5 0.29
Problems with relationships ; 063
[ 0.28
Embarrassment 071
- & N 0.27
Difficulty dressing 0.55
Nail problems |—x—t— 2.2 .
Difficulty choosing clothing fe=t—t_0.16 s
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I Patients: Psoriasis and/or psoriatic arthritis for at least 2 years (n = 107)
B Patients: Psoriasis and/or psoriatic arthritis for less than 2 years (n = 93)

Husni et al. Arthritis Research & Therapy (2018) 20:102
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