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ARNAwon cupdepoOVIWY

e Twuntkn apotBn amo t UCB ywa authv tTnv optAia

EKTaLOEUTIKEC-EPEVVNTLKEC-OCUBOUAEUTIKEC ETILYOPNYNOELG TNV TEAEUTALA
Sletia:

* Abbvie, Novartis, Genesis, Lilly, Aenosasis, GSK, Pfizer, FARAN, Demo,
Janssen



AT TNV OlyKUAOTIOLNTLKN OTtOVOUAITIOO oTNV
aéovikn ormtovéulapOpitida

Avopion dekaetieg mov aAAagav to tormio



1995: A2 2021: A§ZrtA

ErtutoAaopog: 0,1-0,2% twv * EmnutoAaopoc: 0,2-1,61%
AEUKWV (avaAoya pe eBviko utoBabpo)
Appevec: OnAeLc (3-9:1)  Appevec: OnAeic (1-3:1)
Awayvwon: mNY1984 * Alayvwon: ASAS 2009

M2AQ, KlvnoloBeparmeia, WOTE N e KwnoloBeparmneia, MZAD, TNFi,
2> va olyKUAWBEL o€ «TTLo IL-17i, JAKi

Aeltoupykn» Béon

Semin Roentgenol. 1996 Jul;31(3):220-8

Curr Opin Rheumatol. 2018 Mar;30(2):137-143
Arthritis Care Res (Hoboken). 2016 Sep,;68(9):1320-31
Nat Rev Dis Primers. 2015 Jul 9;1:15013



2tadpol otnv Lotopia tnc AEIA

(in situ vBPLOLONOC) Amnewkovion tnG PAEYLOVAG
Braun J et al. Arthritis Rheum. 1995
Apr;38(4):499-505
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Assessment of
SpondyloArthritis
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MPOKANCELC 6TNV OVTIHETWILON TNC AEZTTA

Irreversible

e ‘Eykoupn édiayvwon

* KataAAnAn Bepaneia

Ann Rheum Dis. 2018 Jan;77(1):3-17



‘Evapén cupumtwpatwv— Atayvwon

Mpw 20 xpovia: 8,8 €1n
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Oeparmeia tnc AEZA

MZAOD

EtTipopwTIKA

TTPOYPAHHATA, . " =
AOKNAOEIC, AZovikn Mepipepikn * X
@uOoIKoBeparTeia, TTpooBoAn TTpOooBoAn o <
aTTOKOTACTAON, A 5
eTaipieg TouApacaAagivn¥ | Y o
acOsvwyv, opaAdeg n U
autofonsiag ToTTIKA KOPTIKOOTEPOEISN :' s

K 4

a i

(o)

*To ACR ouotijvel entiong MTX uné npoiinoB<oelg (o€ mepidpepiki mpocsBoAn)

Ward MM et al. Arthritis Care Res (Hoboken). 2019 Oct;71(10):1285-1299
Van der Heijde D et al. Ann Rheum Dis. 2017 Jun;76(6):978-991



Recommendation

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

Adapt therapy
according to
disease activity*

Adapt therapy
if state is lost*

Sustained
Remission

» Remission

Use
clinical
res plus CRP

Use
clinical
measures plus CRP

(ASDAS for axSpA and
Low disease Sustained low
activity disease activity
= Adapt therapy
ﬁ;tt?:e according to Adapt thelrap!
target isease activity. lf stateis lost
*Consider extra-articular
J' manifestations, comorbidities,
] ] i i+ h f d
ASDAS= f(Spinal pain, peripheral arthritis, - :'r::'::;‘; v

stiffness duration, Pt Global VAS, CRP)

Ann Rheum Dis. 2018 Jan;77(1):3-17
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Vander Cruyssen B et al. Ann Rheum Dis 2007.66:1072-7 8 Zuvduaoudg ASAS



Recommendation

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

Adapt therapy
according to
disease activity*

Adapt therapy
if state is lost*®

" sustained
. Remission

‘R.. n i sior

Use
clinical
measures plus CRP
(ASDAS for axSpA and
APSA or MDA for

Use
clinical
measures plus CRP
(ASDAS for axSpA and
APSA or MDA for

s disease activity
actl\nty
Alter- Adapt therapy Adapt therapy
native d Sccoraing fo ~ if state is lost*
target isease activity
*Consider extra-articular
manifestations, comorbidities,
I 7 other patient factors and
AKtwvoAoylkn Avaoyxeon;; drug-related sk

Ann Rheum Dis. 2018 Jan;77(1):3-17



1° nepLoTATIKO

Xpnotog, 34 €TWV — EUTIOPLKOC AVTUTPOOWTTOC

PaxloAyio/mAsvpwduvia & oopuadyia anod >7 UAVEC
— MAeypOVWAEN XAPAKTNPLOTLKA
MNepidepikn apOpitda/evOeoitida/daktuAitida/payostditida
/bwpilaon/evieplkd CUUTTTWHLOATO: OXL
Noapodikn BeAtiwon pe MZAD (nimesulide, etoricoxib,

ibuprofen)

Mpwnv KATIVLOTAC



Aldyvwon

TKE 57mm/h, CRP 28,5mg/L



Orntikomoinon tn¢ GAEYUOVAC




E¢EAEN

Awayvwon: A¢oviki ZA

BASDAI (unto M2ZAD): 5 <; 5 $

Oepaneia: Certolizumab pegol 200mg tic eBdonadecO0, 2, 4

KoL KOs 2 eBSopadec



ASAS 40 twv Blodoyikwv pappakwv otnv AZ (24 €B46.)
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Van der Heijde D et al. Arthritis Rheum. 2005;52(2):582-91, Davies JC Jr et al. Ann Rheum Dis 2005,64:1557-1562

Van der Heijde D et al. Arthritis Rheum. 2006;54(7):2136-46, Imman RD et al. Arthritis Rheum. 2008;58(11):3402-12
Landewé R et al. Ann Rheum Dis. 2014 ;73(1):39-47, Baeten D et al. N Engl ] Med. 2015;373(26):2534-48, Dougados M
et al. Ann Rheum Dis. 2020 Feb;79(2):176-185



AvooTOAN AKTWVOAOYLKAC TtPOoOdou

£ o Week 96 (n=85)
% 164 ® Week 204 (n=59)
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Ann Rheum Dis. 2017 Jun;76(6):1070-1077
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Effect of Therapy on Radiographic Progression in Axial
Spondyloarthritis: A Systematic Review and Meta-Analysis

Paras Karmacharya,' '/ Ali Duarte-Garcia,’ Maureen Dubreuil,? ' M. Hassan Murad,' Ravi Shahukhal,?
Pragya Shrestha,' Elena Myasoedova,' ') Cynthia S. Crowson,' 2 Kerry Wright,' and John M. Davis III'

Ae SLamiotwOnKe onUAVTKA mpootaoia avadopLlka E TNV OLKTVOAOYLKN
e€EAMEN amo toug avtl-TNF (wg ta 4 €tn), ta MZAD 1 to secukinumab (w¢
a2 €Tn)

Metd ta 4 £Tn UITAPXEL LA TIPOOTATEVTIKA ENidpaon twv avtl-TNF



2 5 MNVEC...

BASDAI 5—3
ASDAS 3,91 — 2 (xyapnAn evepyotnta)
TKE 57 = 12mm/h

CRP 28,5 — 3,1mg/L

Pwtd av prmopet va mapaAeimnet pa 60on, otav AElneL o€

ETIAYYEALOTLKA TOELOLL



H peAétn Rapid-AxSpA

A WkO Wk12  Wk16 wk24
I
| Screening Double-blind
Loading Dose (LD)
400 mg WkD, 2,4
- . CZP 200 mg Q2W sc —
Adult patients me
with active n=107
axSpA .
N=325 n=107
— Placebo
Loading Dose (LD)
400 mg Wk 16, 18, 20
placebo mg Q2w
escape

Ann Rheum Dis 2014,;73:39—-47



AnoteAecpOTIKOTNTO

B PBO [ CczZP200mgQ2w [0 CZP 400 mg Q4W
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C-OPTIMISE

A Assessment of sustained
remission

Week 0 48 96
1

Open-Label Randomised Double-Blind

Screening Induction Period | Maintenance Period

Patients with
active axSpA

- e oo - o - ol -

Full dose: CZP 200 mg Q2W
Reduced dose: CZP 200 mg Q4W

CZP 200 mg Q2W

e 313 aoBeveic pe AL2ImA (aktwvoypadikn & pn)
 Meéeon dLapKeLa CUMMTWHATWY 3,312,2 €N

e Eumedbwpévn Vdeon: ASDAS<1,3 tic eBéopadec 32/36 & 48

Ann Rheum Dis. 2020 Jul;79(7):920-928
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C-OPTIMISE
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Ann Rheum Dis. 2020 Jul;79(7):920-928



EMOMEVWC

* O aobBevnc exeL mpoodatng evapénc AEZmA
e ExeLxopunAn evepyotnta

e AMN\ayn Bepamneiac o 400mg/4W e TPOOTTLKY LELWONC O€
200mg/4W



2° TLEPLOTATLKO

Ka Mapia, 61 sTwv
NoapanepudOnke anod opOaApilatpo AOyw LUTTOTPOTIWV OEELOC

npooBiac payoeldittdbac AO (N=5)

AA: Xpovio ortovOUALKO aAyoc aro nAtkiog 35 etwv
EvBeoitida mtepvwv

Nepudepikni apBpitda/daktuAitido/Ppwpiaon/IONE: Oyt

AA: AY, 27, kataBALTTIKA ouvdpoun



KAwvika & epyaoctnplokad evpnporo

QOE: EpuBnua ap. opOaApuou,
gvalocOnoia OM2z & €vBeonc ap.

axiAAeLlov TEvovTa
TKE 38mm/h, CRP 15,9mg/L

HLA B27 (+)

MRI tepoAayoviwv: eKPUALOTIKEC
aAAOLWOELC, 2 TOUAG)YLOTOV

£0TLEC 00TIKOU otdpatocg el




E¢EAEN

Awayvwon: AEoviKn ZTTA LE UTTOTPOTIEC LPLOOKUKALTLOOC
BASDAI: 4,6

O¢epaneia: Certolizumab pegol 200mg tic eBdouadecO, 2, 4
KoL KOs 2 eBSopadec

Meta 6 pRveg:

— ‘Ydeon tnc payoetditidag
— BeAtiwon tou omovSuALkoU aAyoug Kat Ttn¢G evOeoitidac Twv IMTeEpVwWV
— BASDAI 3,1



EXTENDED REPORT

The epidemiology of extra-articular manifestations
in ankylosing spondylitis: a population-based
matched cohort study

Carmen Stolwijk," %2 Ivette Essers,'? Astrid van Tubergen,”® Annelies Boonen,*
Marloes T Bazelier,' Marie L De Bruin," Frank de Vries'*%>

Oécia npooOia payoseditida

—f [Fatienits  sessses Controls

300
25%
20%
15%
S 10%
5%

0%
012 3 4567 8 91011121314151617 181920

Time (years) since diagnosis (patients with AS) or from start of
follow-up (controls)

Cumulative incidence of AAU
(%

Ann Rheum Dis. 2015 Jul;74(7):1373-8



H payosiditida kat BloAoyikég Oeparmeiec otn ZmA

Incidence of anterior uveitis in patients
with axial spondyloarthritis treated with
anti-TNF or anti-IL17A: a systematic review,
a pairwise and network meta-analysis of
randomized controlled trials

Damien Roche'?"'®, Martin Badard'"!, Laurent Boyer’, Pierre Lafforgue’ and Thao Pham'

Comparisons: biologics versus placebo

Treatment (Mantel-Haenszel Method) OR 95%-CI
Anti-TNF MAb : 0.46 [0.24; 0.90]
Etanercept 253 0.55 [0.23; 1.33]
Anti-IL17A * 1.38 [0.64; 2.99]
Placebo 1.00

| |
0.5 1 2

Favours Others Favours Placebo

Arthritis Res Ther. 2021 Jul 16;23(1):192



H payosiditida kat BloAoyikég Oeparmeiec otn ZmA

Anti-TNF mAb
0.8406 [0.2953; 2.3927] Etanercept
"/\Q.S.':'pﬁﬂ[ﬂ.lldﬂjam\‘ 0.4008 [0.1246; 1.2892] Anti-IL17A
0.4647 [0.2406; 0.8975]* | 0.5528 [0.2299; 1.3288] 1.3792 [0.6357; 2.9921] Placebo

OR Odd-Ratio, Cl Confidence Interval
*p < 0.05

Arthritis Res Ther. 2021 Jul 16;23(1):192



ORIGINAL ARTICLE

The impact of certolizumab pegol treatment
on the incidence of anterior uveitis flares in
il patients with axial spondyloarthritis:

Musculoskeletal

Diseases 48-WEEI( interim I-esu_lts fI'OIl'l C—VIEW

1,
Open

Irene van der Horst-Bruinsma,! Rianne van Bentum,! Frank D Verbraak,?
Thomas Rath,® James T Rosenbaum,*> Maria Misterska-Skora,® Bengt Hoepken,’
Oscar Irvin-Sellers,® Brenda VanLunen,® Lars Bauer,” Martin Rudwaleit (19:11

RMD Open. 2020;6: e001161



2XESLOOOC

Pre-treatment period Open-label Treatment Period (96 weeks)

Eligible patients: active axSpA,*

documented history of recurrent

AAUT, HLA-B27 positive, eligible

for anti-TNF treatment* CZP LD 400 mg
Wk 0, 2,4

|—> Pre-treatment period LD CZP 200 mg Q2W

[ [ 11 | |
Week:-48 012 4 48 96

¥

48-week interim analysis

Primary endpoint:
Number of distinct episodes of AAU flares
during the treatment period (up to Week 96)
compared to historic rates

CZP is not registered for the treatment of uveitis in the European Union

*axSpA as defined by ASAS criteria and active disease at screening defined by BASDAI score >4 and spinal pain

>4 on a 0to 10 NRS (from BASDAI item 2); nr-axSpA patients must either have CRP>ULN and /or current

van der Horst-Bruinsma | et al. RMD Open. 2020;6: €001161. doi:10.1136/rmdopen2019- evidence of sacroiliitis on MRI as defined by ASAS criteria; AS subjects must have evidence of sacroiliitis on X-
ray meeting the mNY criteria according to the Investigator.

001161.
"As diagnosed by an ophthalmologist and >2 AAU flares in the past, of which >1 occurred during the 52 weeks
prior to screening.

*Active axSpA, previous failure of >2 NSAIDs, biologic naive or had failed <1 anti-TNF.



Mean (SD) number of AAU flares per patient x>

AnoteAéopata (48W)
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RMD Open. 2020;6: e001161



AnoteAéopata (104W)
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Number of AAL flares

Ther Adv Musculoskelet Dis. 2021 Mar 29;13:1759720X211003803



3° MEPLOTOATLKO

* Anuntpa, 40 sTwv, voonAeuTtpla

* Epxetol yiwa Bepaneia yvwotng AEZmA
— 2movOUALKO AAyoc aro nAwkiog 20 eTwv
— AAyoc ntitepvwy Apdw, cupBato pe evBeoitida

— OpbOitda kalt TeAkn eNeitda o€ MAAALOTEPEC EVOOOKOTIOELG-
TEPLOTACLOKA OLAPPOLEC

— 1 enelcodlo okAnpittdac AAO 2007
— ApBpitida/daktuAitido/Ppwptaon: Oxt

* AA: YmoBupoeldlopog



Epyaotnplakd eupnpato

CRP 29,8mg/L

A/a Aekavnc: LepoAayovitida
BaBpuov 3 audpw

MRI tepoAayoviwv: OAsypovi
nept tnv nPkn ovuduon,
XPOVLEC OKANPUVTIKEC & OfeleC

BAABec LepoAayoviwv

apBpwoswv

HLA B27/B51



MponynOeioec Ospamneiec

2007: MovokAwVIKO avtiocwpa katd tou TNFa — Ydeon twv

OUUMTTWHATWY
2009: Atakorn Aoyw emiBupiac tekvomoinong

2011: F'evvnon TEKVOUL PE ouyyevn dlapaptia Kat Bavatog

OUTOU LLETO LEPLKEC LEPEC
2013: F'evvnon uyloug TEKVOU
‘Ektote: 3 amoPoAec (11W, 5W, 5W)- aPL: apvnTika

Oa emBupoloe vea KUNON



MpoBARpata

e Afovikn ZmA
e Evtepikn dAeypovn tumou Crohn

* [Slattepa evailocOnTn oto B TNC LNTPOTNTOG



BloAoyikot apayovteg otnv A¢ZmA pe v. Crohn

Treatment option
Infliximab

Adalimumab

9 8§

Certolizumab pegol

Golimumab

Etanercept

Vedolizumab

Ustekinumab

Tofacitinib

Secukinumab

Poullion L et al. Expert Rev Clin Pharmacol. 2017 Dec;10(12):1363-1374



2ntA & Kunon

Ann Rheum Dis. 2016 Oct;75(10):1838-42

[ = nnrhaumeli " 700
Clinical and epidemiological research

EXTENDED REPORT

Drannanmi niitramanc in natinnte with anladacinA

Rheumatology 2018;57:1235-1242
doi:10.1093/rheumatology/key053

R H E U MATO LO G Y Advance Access publication 30 March 2018

Original article

weumatology

Risk for adverse pregnancy outcome in axial e A
spondyloarthritis and rheumatoid arthritis: disease

activity matters

Fer

Astrid Zbinden'*, Stephanie van den Brandt'*, Monika @stensen’,

Peter M. Villiger' and Frauke Férger’

Sabrina Hamroun!, Aghilés Hamroun?, Jean-Joél Bigna®, Edem Allado*, Frauke Forger”,
Anna Molio®  Rheumatology (Oxford). 2021 Jul 23



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Certolizumab Pegol for the Treatment

of Crohn’s Disease

William J. Sandborn, M.D., Brian G. Feagan, M.D., Simeon Stoinov, M.D.,
Pieter J. Honiball, M.D., Paul Rutgeerts, M.D., David Mason, M.D.,

Ralph Bloomfield, M.Sc., and Stefan Schreiber, M.D.,
for the PRECISE 1 Study Investigators®

Clinical and epidemiological research

OPEN ACCESS

EXTENDED REFORT

Lack of placental transfer of certolizumab pegol
during pregnancy: results from CRIB, a prospective,
postmarketing, pharmacokinetic study

Xavier Mariette,’ Frauke Fijrger,z Bincy Abraham,® Ann D Flynn,“Anna Moltd,”
René-Marc Flipo,® Astrid van Tubergen,” Laura Shaughnessy,® Jeff Simpson,®
Marie Teil,? Eric Helmer," Maggie Wang,® Eliza F Chakravarty''

Clinical and epidemiological research

OPEN ACCESS

EXTENDED REPORT

Minimal to no transfer of certolizumab pegol into
breast milk: results from CRADLE, a prospective,
postmarketing, multicentre, pharmacokinetic study

Megan EB Clowse,' Frauke Forger,” Caroline Hwang,® John Thorp,*
Radboud JEM Dolhain,” Astrid van Tubergen,® Laura Shaughness.éf,;r Jeff Simpson,”
Marie Teil,® Nathalie Toublanc,” Maggie Wang,” Thomas W Hale'

N Engl J Med. 2007 Jul 19;357(3):228-38

Ann Rheum Dis 2018;77:228—-233

Ann Rheum Dis 2017;76:1890-1896



Oepamneia

* Certolizumab pegol 200mg ti¢ eBdonadec 0, 2, 4 kot KAOE 2
eBOOUAOEC
e Meta 3 pAvec:

— BASDAI 3,2
— CRP 5,9mg/L



4.

5.

E¢EALEN TwV OepameuTtikwv oTtoOXwv otnv AEZmA:
JUMEPACHOTO

‘Eykatlpn dtayvwon
— Tuvaikeg: cuxvotepa KN OKTLVOAOYLKH VOCGOC
— MeyaAUtepnc nAtkiag avBpwrol otoug omoioug kaBuotépnoe n Sltayvwon

Extipnon tng paopatog tng vooou
—  JKEAETLKEC EKONAWOELC
—  E€wokeAeTikéC ekONAWOELC

OpLoPOC BEPATTEUTIKWY OTOXWV
—  ASDAS, odBaApuol, €ppa, Evtepo

|&LatepotnTeC aloBevouc
—  OLKOYEVELOKEG/EMOYYEAUATIKEC ETUSLWEELC

Ertihoyn katdAAnAng Beparmeiag (eVpog anoteAeopatikoTnTaC &
aoPAAELOC, EMLOTNMOVIKA TEKUNPLwOoN, eveALéia)

NMPOZAPMOZOYME TH OEPANEIA 2TON AZOENH KAI OXI TO ANTIOETO



EVYXpLOTW



