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* “OLamnoyelg touv ekppalovtal O QUTH TNV APOUGCLOOT OVAKOUV OTOV
oMANTN Ko 6ev ekdppalouv amapaltnTa TLC armoPEeLg TNG ETALPELAC.

* Mo 6Ao T PAPHAKEUTIKA TIPOTOVTA TTOU avadEPOVTaL TAPAKAAELCDE
va oupBouleueaBe Tig eykekpLpeveg NepAnPeLg XapaKkTnpLOTIKWY TwV
[poiovtwv”.



2riovduAoapbBpitidec: Opada voonuaTwy UE

* loxup0 yevetiko urtoBabpo, HLA B27 (74-89% oc AZ).

* Ynepoyn otoug avdpeg (AZ), NR-Ax-SpA —uttepoxn oTLc yuvaikeg kat Atyotepo HLA-B27
*  OAeypovn o€ onuela mou d€xovtal stress (UNXAVIKO 1 UkpoBLako)

* [pooPoAn afovikol okeAetoU-omovOUAitida, Lepolayovitida

* QOoTteomnapaywyr] KoL 00TEOAUON

* EvBeoonaBela

* Opoapvntlkég yia P, avti-CCP
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(NR-Ax-SpA )




Baseline characteristics of the enrolled patients suffering from
recent onset (<3 years) chronic (=3 months) inflammatory back
pain in the DESIR cohort

Past history or current symptoms
! nt symptom

Characteristics mNY Amor Criteria mAmor Fulfilled ESSG mESSG ASAS Whole group
Number of patients LY 486 708
Age at inclusion 33.0(8.6) 33.8 (8.6)
Male (%) 70 244 (50.2) 327 (46.2)
Duration of back pain in months (SI 18.5(10.6) 18.1(10.4)
HLA B27 positivity (%) 406 (83.5) 410 (57.9)
Positive family of SpA (%) 117 (24.1) 139 (19.6)
Sacroiliitis, radiography (%) 50 187 (38.5) 187 (26.4)
Sacroiliitis, MRI (%) 231 (48.4) 231 (33.3)
Increased CRP (%) 40 162 (34.5) 206 (30.1)
Past history or current symptoms

Peripheral arthritis (%) 30 267 (54.9) 405 (57.2)

Enthesitis (%) 227 (46.7) 348 (49.1)

Uveitis (%) 20 46 (9.4) 60 (8.5)

Psoriasis (%) 78 (16.0) 112 (15.8)

IBDa (%) 10 I I 23 (4.7) 35 (4.9)
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M. Dougados et al. / Joint Bone Spine (2015)
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ASAS-EULAR 2016 RECOMMENDATIONS FOR THE

MANAGEMENT OF AXIAL SPONDYLOARTHRITIS Algorithm based on the.ASAS-
e— EULAR recommendations

ASAS-EULAR 2016 RECOMMENDATIONS FOR THE gement of
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS oarthritis.

Phase |

consider in all patients all patients

\ If symptomatic

sease Activity Score;
Physical Therapy -steroldal RegEu‘::::g:r'::Ise litis Disease Activity Index;
antiinflammatory drug in Stop smoking {ifying antirheumatic drug;

A maximum tolerats
S for

At least 2
courses

ibitor.
Fail h I:
‘ ailure phase  Insufficient Sufficient , Continue
go to phase |l reannn<e sponse

I Con:lldell;’ I:K:jal . \ If contraindicated or lack of efficacy Start bDMARD; current
glucocorticoid injection
Consider sulfasalazine S T

Failure phase IlI: AASDAS <1. AASDAS 21.1

— P— Continue
go to phase lll &E- ABASDAI 22* van der Heijde D, et al. Ann Rheum Dis 2017;76:978-9




EULAR 2015 aAyopiOuoc yia tn Ospaneia tng
bwplacikng apOpitidog

Adverse prognostic factors™*

(with or without major skin
involvement)

Major skin involvement
{also in phase 11-1V)

Failure phase Il: v | : Achieve target*** ] s
ot Ja] w o] e ] e P conne |

Gossec L, et al. Ann Rheum Dis 2015



Phase |l

=N~

Arthritis with adverse
Prognostic factors*™

Start a biological agent —
usually a TNF-inhibitor, but
If this is contraindicated, an IL-

12/23- or IL-17-inhibitor® may be

sed, in special cases® also a
tsDMARD (tcsDMARD)

Lack of
efficacy and/or
toxicity in phase Il

Arthritis without adverse
prognostic factors™

Predominant axial
disease or enthesitis

Achieve target***

4| within 3-6 months

| Failure phase lii:

go to phase IV

| Phaselv |

No

Achieve target**
within 3-6 months

Lack of
efficacy and/or
toxicity in phase lll

Change treatment

Switch to another TNF-inhibitor
or another mode of action

Start a second
synthetic DMARD:

Leflunomide,
Sulfasalazine,
MTX, or
Cyclosporine A

(or combination therapy)

* Becowse of the variable nature of the disease, not all sivations can be covered by this figure, therefore it is important (o consult the

-

Achieve target***

&

within 3-6 months

Yes

Continue

mnm dotted lines refer to situations where delating a phase Is recommendad.

** Active disease: 1wmmmduwlnﬂamod[om tender enthesis point, dactylitic digit, andior inflammatory back pain; adverse

mmrlcrocm 25 active joints; rad

Grap

**The

is

absence of signs and symptoms,
!Forpm Mpﬂfphﬂrﬂuﬂnﬂdsaﬂdmhﬂdﬂmﬁmmnhﬂlamcm In whom TNF lohibitors are not appropriate. With

jon or, if

active

thesitis andior dactylitis no csOMARD needed - use a8 B(DMARD with preference for a TNFi.

sion is untikely to be achivvable, st feast low di

spinal in
“prwlphwal arthritis and an inadequate response to af least one csOMNARD, In whom bOMARDSs are not appropriate.

d acute phase reactants; extraarticular mmhsurlom upocldly dactylitis.

is the

Poor prognostic factors in

PsA

YPnAoc aplBuog svaiobntwv
N SLOYKWHUEVWY apBpwoewv
(=5).

Aktwvoloyikn BAAPN (apBpikn
Katootpodn)-

DOAeypovr). Avénuévol SelkTeg
dAeypovnc mavw oo To
avVWTOTO GUGLOAOYLKO OPLO).

EEw-apOpLkéc ekdNAWOELC,

eldkotepa dSaktuAitida.



ETANERCEPT - Human
Recombinant fusion protein

MNpwTteivn mou cuumnepldpEpeTol wWE StaAutoc urtodoxEag Tou
TNF-a (anti-TNF)

= TNF receptor

AmtoteAel cUUTAOKO:
N-glycans

l. 2 &WKUTTAPLWV TUNUATWY TOU P75 avBpwrivou
Stalutou umodoyxea tou TNF-a pe Odlicians

II. 1o FctuApa tng avBpwrivng avoocoodatpivne G1 (IgG1)
nov 6pa w¢ otaBepomnolnTicC. n——

— Human Fc

To povo anti-TNF wkavo va dsopeleTal Kol va eE0UOETEPWVEL
1o StapepBpaviko kat StaAuto TNF, kaBwc kat tn Aepdotolivn.

J Clin Pharmacol 2005;45:490-497


https://www.slideshare.net/quality_assistance/advances-in-lcms-methodologies-for-the-characterisation-of-complex-glycoproteins-case-study-etanercept-73017727

(adult rheumatoid arthritis (RA)), 50mg/eBbouada YA €yyuon

D psoriatic arth ritis’ (2tn kotd mAdkac Pwpioon,eval\akTikd,
. . 50 mg BIW pmopouv va xpnotpomnotnbouv pexpl
4 plaque PSOriaslis, Kal ywa 12 eBdopadec, akoAouBoupeva eav eival
DSpA anopaitnto ano pa 6oon twv 25mg BIW N
50mg QW)

* O XpOVOG EWG TN MEYLOTN OUYKEVTPWON €lvat 48-72 wWPEG LETA ATIO i
epamat YA doon

* 2T00ePEG OUYKEVTPWOELG OTO TTAQOHA ETUTUYXOVOVTOL LETA OO 2-4
eBoopadec.

e Hutoewa {wn eivol mepimou 70-100 wpec.

e Aev analtteital tpomornoinon the 60onc o€ VEPPLKN N NTTATIKN OLVETIAPKELAL.

J Clin Pharmacol 2005;45:490-497



Evaluation of the change in structural radiographic sacroiliac joint damage after 2
years of etanercept therapy (EMBARK trial) in comparison to a contemporary

control cohort (DESIR cohort) in recent onset axial spondyloarthritis

Demographics and baseline disease characteristics _ _ _
Etanercept (EM- Observed radiographic changes from baseline to week 104

control (F\ECID\ DADWV\
erences in net % patlent

>-Thesereglilts suggest a significant structural effestreretanercept
ge, years 32.2

Etanercept—Control (95% ClI)

vy the S QJ93US|ng plain pelvic radiographs as thewfmmfary assessment tool

Symptom duration, years h progression,

current spoler ey P © mNYE&gadlng system asthe.uicomesnegsitre. nadiusted analysis  Adjusted analysis*

HLA-B27(+), n/N (%) 162/193 (&
BASDAI (0-10) 36 (1 A in mNY criteria Control 3/193 (1.6) 6/193 (3.1) 1.6% (=1.3 to 4.4) —3.4% (-7.6 t0 0.8) —4.7% (-9.9 t0 0.5)
ASDAS Etanercept 4/162 (2. 5) 1/162 (0.6) -1.9% ( 4910 1.2) p=0.11 p=0.07

in >1SlJ ntrol 1/193 (10.9 36/1 (18.7 7.8% ( -9.6% . *—18.2%
v 0lbeyh5 0 CO nfmmsqf e relatilialy slaiv tateiad Fadiographitc.progiession ithihe Sl
CRP, mg/L p=0.08 p=0.005
soace IMSBOIIME OF e&hlaftemg fromaon-radiegraphiasbo ra dmg h ic status accerding
SPARCC MRI SIJ score =2, 78/191 (4 shift from 0 or1to0 Etanercept 15/162 (9.3) 14/162 (8.6) 6% 6 to (-16.9t02.2) (=27.9 to -5.0)
weoto the mNY cﬁféiir-’é@vm a-2-year period.— i p=0905
Total SIJ score (mNY grade 1.9(1.6) 0.03*
0-8)
SlJ score met mNY 39/193 (20.2) 19/162 (11.7) 0.03t

criteria, n/N (%)

Dougados M, et al. Ann Rheum Dis 201



Madrid

14-17 JUNE 2017
o) -

’e‘.ulzr 2‘017
Number of patients who did/did not achieve minimally important change (MIC) in
SPARCC SlJ Score or ASDAS

Total mITT population mITT population, analysed by gender

with non-radiographic

amaltlspged}dimrt('mﬂal@pai&%bsahadhmmeorrelatlons betWe‘eﬁn de : ¢ “ﬂamma@@n;' ndcllfmea’r'*z?mcomes
inflammation). 1R 1 3 IR i
Determined the baseline (BL) characteristics associated with Rﬁlm‘cal |mprov ments afterf48 weeks:of treatmemawith

ETN in patients with nr-axSpAin patients from the EMBARK trlal 1 : 0

-y

(1)

> I th It bI d I d 50-45 l035307 20 <15 -<10-05 000 ‘015?'07'5 5’04‘ 403 :;0?'6?'0 '61005000 10 15 20 25
n e m u Iva rl a e m O e ) ge n e r Wa S n O n - Change from baseline in ASDAS Change from baseline in ASDAS
Slgn Iflca nt- Q1: n=14 (7.2%) Q2: n=60 (30.9%) F: Q1:n=3 (3.9%) Q2:n=32(42.1%)
Q3: n=60 (30.9%) Q4: n=60 (30.9%) Q3: n=30 (39.5%) Q4: n=11 (14.5%)

M: Q1: n=11 (9.3%) Q2: n=28 (23.7%)
Q3: n=30 (25.4%) Q4: n=49 (41.5%)

> O n Iy a ge’ B L AS DAS’ a n d SC re e n i n g S PA RCC S IJ gza::r;tc(;ig::cﬂigf::gg;\résPARCC SIJ MRI. 2;:2:2: gl)é?;dAr\SoEt):ghieve MIC in SPARCC SIJ MRI.

and S P ine scores were associated with MIC MR Did ot achiovo MIC MASDAS = o Ao MIC IASDAS o0 S MR
a fte r 48 We e kS Of Eta n e rC e pt t re at m e nt . ASDAS, Ankylosing Spondylitis Disease Activity Scores; cfb, change from baseline; MIC, minimally important change;

miITT, modified intent-to-treat; SiJ, sacroiliac joint; SPARCC, SpondyloArthritis Research Consortium of Canada.

K. de Vlam, A. Burden, M. A. Dilleen, C. Boone. EULAR17-1873



AnoteAsopatikotnta tnG etanercept otnv Wwpiaon

kot tnv Wwplaoikn ApBpitida

MeAétn PRESTA

Randomised to treatment groups (n=754)

Primary effica_cy end point : No study drug administered (n=2)*
Wk 12 PGA skin clear/almost clear
. . Modified intention to treat population (n=752)
Secondary efficacy end points : |
24 wks PGA skin, PASI 50/75/90 and mean | |
improvement in PASI; Etanerce _ _
N pt 50 mg BIW/QW (n=379) Etanercept 50 mg QW/QW (n=373)
PSARC, PGA of arthritis, and ACR 20/50/ 70 1 I
at wks 12 and 24; - -
I"EdUCtiOI’l in enthesitis sites at WkS 12 & 24’ Discontinued (n(=29, 7.7%):) Discontinued (n(=28, 7.5%):)
o/ : Adverse event (n=14, 3.7% Adverse event (n=10, 2.7%
and the mean and % lmpro,vement,from Lost to follow-up (n=2, 0.5%) Lost to follow-up (n=2, 0.5%)
baseline at. wks 12 and 24 in daCtY|lt|S, based Protocol violation (n=4, 1.1%) Protocol violation (n=3, 0.8%)
on a 60 p0|nt scale Participant’s request (n=>5, 1.3%) Participant’s request (n=7, 1.9%)
Unsatisfactory response (n=4, 1.1%) Unsatisfactory response (n=6, 1.6%)
Completed (n=350, 92.3%) Completed (n=345, 92.5%)
BIW=twice weekly;
QW=once weekly
T 80
b [ ETN BIW/QW < 80 T —
t I ETN QW/QW -
g 60 T '§ ~I~ ++ CJETN QW/QW
s : I £ o0 [SH-
= T = —I_
e B l : i
PGA of PsA ]: & 40
at 12 weeks i
*P<0.001 20
0 12 24 0
Weeks 12 24 12 24 12 24
Weeks
H J 60 t. t W 1 ApOpitiba eivar 25 ) S c¢ eB6ouadiaiwe n
507;);;7;;};;2\3;“6322 leaa;;(;ezs ;I;Za;:zfcmm pOpitiba eivar 25mg yopnyouuevn Suo popég eBbouadiaiwg n ACR 20 ACR 50 ACR 70

Inclusion criteria:

> 18 yrs, BSA = 10%,

TJC =2,SIC =2

Etanercept 50 mg BIW/QW

Enthesitis

(n=379)

Etanercept 50 mg QW/QW
(n=373)

Enthesitis at baseline

153 (40.4)

134(35.9)

Improved week 12 109/148 (73.7, 65.8 0 80.5) 91/130(70.0, 613 t0 77.7)
Improved week 24 114/141(80.9,73.41087.0) 100/123 (81.3,73.3t087.9)
Dactylitis
Dactylitis at baseline 158 (41.7) 160 (42.9)
Mean score at baseline - 793 - 8.16
Week 12: - -
Mean (SD) score 2.06(5.51) 2.52(7.69)
Mean % change from baseline 743 784
Week 24:
Mean (SD) score 1.42(5.12) 1.80(7.15)
Mean % change from baseline 84.5 84.8

W. Sterry BMJ 2010;340:c147



The Journal of
JR ‘ Rheumatology

Etanercept
MovoBeparneia i Zuvdbuvaouoc pe csDMARDs

* Prospective, observational study to assess the safety and efficacy of ETN in daily clinical practice in patients with active PsA.

e 251 rheumatology centres in Germany. 1285 patients.
e Similar ?roportions of patients attained mMDA in the monotherapy [n =122 (37.8%)] and combination therapy groups [n = 60

(34.9%)

Complete non-responder, n=30 (12.0%)

SF-12 >45
n=108 (43.0%)

(37.9%) n=64
(25.5%)

DAS28 LDA
n=182 (72.5%) n=113
(45.0%)

BSA =3%
n=142 (56.6%)

All treatments

UTIIGLS U T SO UG, U | LT S

n=137
(34.1%)

DAS28 LDA
n=276 (68.7%) n=192
(47.8%)

Monotherapy

=156 (38.8%

O=p <0.001

BSA 3%

O =p <0.05
All Treatments
Total N=402
Complete non-responder, n=50 (12.4%)
12 >45

n=156 (38.8%)

n=137
(34.1%)

\HH—M— )
DAS28 LDA
n=276 (68.7%) n=192

(47.8%)
n=256 (63.7%)

Combination

F. Behrens et al. J.Rheum. 2018; 45:6;



Mapopoila anoteAEopota oTNV povoBeparneia Kot otn
Oepaneia cuvdvacpou pe MTX yia T0 GUUITTWHATO TWV

apOpwoewv
p p I ETN (n=288)
_ PASI75 at 24 weeks 100 < 100 —

100 X B e+ mTX
S < . £ (n=143)
= s 80.3% 82.6% g
§ 80 2 807 < 50 0.5%

()]

S g » 69.9%
S 59.7% 58.6% & o
B 60 = 60— % 60
(7,] 7, [
— S (@]
[T} () Q.
o T =
S 5 s
o | —
%40 § 40 E
(] e ©
pud @) c
1) o g
N
@ 20 5 20 R 20
= =

o

(@)

<

0- 0- O ——"ACR20  ACR50 ACR70
278 . ETN ETN + MTX
(n=299) (n=144)

» Ztoug 6 pRveg napatnprdnkav napopola ntocootd ACR20 kat PsARC avtanokpicewv Kot ot SU0 OgpanmeuTik@ oOKEAN

(ETN vs ETN + MTX)
> AplOuntikd pLeyaAUTEPO MOO0OTO acOevwv oto oKEAOG TG povoBepaneiog nétuxov ACR50 kat ACR70 avtamoKpioeLg
OUYKPLTIKA ME To oKEAOG TNG ETN +MTX
\> Noapdpola mocootd PASI7Z5 avtanokpiong mapatnpnOnkav otoug acBeveic mou éAafav ETN kat ETN + MTX Y
Combe B, et al. Rheumatology 2016; 43;1063-1067
Behrens F, et al. Rheumatology 2014: doi:10.1093/rheumatology/keud15.




MAKPOXPONIA NMAPAMONH 2TH OEPANNEIA ME ETN TIA
TOYZ AZOENEIZ ME PsAl

1,0
E Xwpig MTX
e - MTX
- 0,8
6
Y
= O apiBuoc Twv acBevwv nou AauBavav
Q 1 ] ]
g, MTX kata Tnv evapén Tng Bepaneiag
E ATav napouoloC Kal MApEPEIVE OTN
g o2l MEAETN yIa NapOUoIo XPoVIKO S1aoTnua,
= ME auTOv TwWV acBevwv nou Oev
0,0 | | | AauBavav MTX.1
0,0 2,0 4,0 6,0
Xpbvog (€Tn)
Xwpic MTX MTX
Ap. ZupB. 64 83
E€aipeBevTeEC, N (%) 75 (54,0) 81 (49,4)
MéEaog xpovog enipinong (95% Cl), €Tn 4,4 (4,1-4,8) 4,5 (4,1-4,9)
TR p 0,533

PsA=Wwpiaoikn apBpiTida,
MTX=MeBoTpeEarn,

CI (Confidence Interval)=AiaoTnua epniotoolvng, 1. De Vlam k. Clin Exp Rheumatol. 2015;33(5):624-31.



To ¢poptio Ttnc AZ yia tov acBevn Kat TNV Kowwvia

ATIWAELX AELTOVPYIKOTNTAG!
Avinpuévo movo!
Avinpévn katabAunpm kat ayyog?3

ApvnTikn EMLOPOAOT OTNV EPYACLA KAL TNV LKAVOTNTA YIX
gpyaoiat®

® @ DD

YUYnAd k6ot AOYyw TNG ATIWAELAG AELTOVUPYLKNG
LKOVO TN TAG KoL TN Slayeiplon Twv voonuatwv®’

4. Tillett W et al. Rheumatology (Oxford). 2012 ;51(2):275-283.
1. Salaffi F et al. Health Qual Life Outcomes. 2009;7:25. 5. Ward MM et al. Arthritis Rheum. 2008;59(4):497-503.
2. Kotsis K et al. Arthritis Care Res (Hoboken). 2012;64(10):1593-1601. 6. Ward MM. Arthritis Rheum. 2002;46(1):223-231.

3.Jiang Y et al. Clin Rheumatol. 2015;34(3):503-510. 7.Zhu B etal. Clin Ther. 2013;35(9):1376-1385.



To poptio tnc WA yia tov acBevr kat tnv
Kolvwvia

ATtwAEL0 AELTOUPYIKOTNTOG!
Av&nuévo movo'

AvENpévn KaTdOAupM Kat dyxos>?

ApvnTikn emidpaon otV EPyacio KAl 6TnNV
LKoVOTNTA Y epyaciot

YymAa k00t Adyw tN¢ anwAelag AsLTovpyLkng
IKQVOTNTAC KAl TN Slayelplon Twv Voo uatwv®’

4 Till¥tt W et al. Rheumatology (Oxford). 2012.

: e ST SR e . Ward MM et al. Arthritis Rheum. 2008
2.  Kotsis K et al. Arthritis Care Res (Hoboken). 2012. 6. Ward MM. Arthritis Rheum. 2002.

3. JiangY etal. Clin Rheumatol. 2015. 7 7hu B et al. Clin Ther. 2013.




RHEUMATOLOGY 9% RHEGMATOLOGY

Contextual factors influence work outcomes in employed patients with
ankylosing spondylitis starting etanercept: 2-year results from AS@Work

* Primary Objective

* To explore the evolution of employment status, absenteeism and
presenteeism over 24 months in patients with AS who received
etanercept treatment in a real-life observational setting.

* Secondary Objectives

* To assess the potential impact of personal and work-related
contextual factors present at the initiation of etanercept treatment, in
addition to disease-related factors, on these evolutions using
predictive modelling.

Annelies Boonen et al. doi:10.1093/rheumatology/kex476
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=20 T T T T T
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Time (months)

Absenteeism, *P < 0.001

(GLMM analysis on categorical
outcome);

100+

1 494

28.0"

25.2% 24.9*

-

) §

et

Presenteeism, *P <
0.0001 (GLMM analysis).

I T I I
0 6 12 18
Time (months)

T
24

Absenteeism (percent- age of hours of
work time missed because of AS)
Presenteeism (percentage of restricted
productivity while working attributable to AS)

Absenteeism was reduced within 6 months of initiation of ETN treatment (30.4% at baseline to 6.2% at 6 months),

and maintained over 24 months.

Presenteeism was reduced within 6 months of initiation of ETN treatment (49.4% at baseline to 28.0% at 6 months), and

maintained over 24 months.

Lower presenteeism after the start of ETN associated with male sex, the ability to postpone work, better quality of contact
with colleagues and larger numbers of workers at the work place.

Older age and manual profession could lead to higher presenteeism.

Error bars represent standard error. GLMM: generalized linear mixed

Annelies Boonen et al. doi:10.1093/rheumatology/kex476



Awatipnon epyoaciac Kot Heiwon NHEPWV acBEvVeLOC oTOUC cOEeVELG e
W/WA ko Ospaneia pe etanercept- amoteAséopata ano tn HeAETn PRESTA

25+
23.0 EE ETN 50 mg BIW/QW

Bl ETN 50 mg QW

Percent of patients

35/212 |51/222 19/205 |15/199 11/209 [ 17/210

A &

Q Q

% Employed patients who changed
job responsibilities in the previous
month due to arthritis
S)Wiﬂmiam-group

comparisons to baseline
(McNemar'’s test);

p > 0.05 for between-group
comparisons (Cochran-
Mantel-Haenszel test).

C

25+

B ETN 50 mg BIW/QW
B ETN 50 mg QW

20+

Percent of patients

% Employed patients who
changed job responsibilities in the
previous month due to psoriasis
symptoms.

*p < 0.009 for within-group comparisons
to baseline (McNemar’s test);

p > 0.05 for between-group comparisons
(Cochran-Mantel-Haenszel test).

H ouviotwuevn 6oon etanercept otn Ywpiaowkn ApOpitida eivatr 25mg xopnyouuevn uo popég eBdouadiaiwg n

50mg xopnyoUueva pia popd eBsouadiaiwg

Mean number of days

3 -
El ETN 50 mg BIW/QW
Bl ETN 50 mg QW

e 2.4 2.4
=]
(=
o
E 2-
e
7]
(1]
Q
(]
=
=
=
L
=
s
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Mean number of sick days taken
during the past month.

*p < 0.001 for within-group comparisons to baseline in
BIW/QW group (paired t-test);

*p < 0.031 for within-group comparisons to baseline in QW/QW
group (paired t-test);

p > 0.05 for between-group comparisons (ANCOVA).

Boggs et al. BMC Dermatology 2014, 14:1



Juyvotnta Kat KAwvikn onpoocia epdpaviong ADAbs ota
PEVUOTOAOYLKA VOO HaTOL

Etanercept Infliximab Adalimumab Golimumab Certolizumab pegol
ociate Associated Associated Associated Associated
Rate with clinical with clinical with clinical with clinical
espo response response response response
RA 0-5.6% No 10-50% Yes 12-28% Yes 0-7.0% No 5-8.1% Yes
SPA Nd n/a 15-26% Yes Nd n/a Nd n/a Nd n/a
AS 0% No 18-29% Yes 31% Yes 1.4-4.1% No Nd n/a
PsA 0% No 15% Yes 18% Yes 4.6-4.9%* No Nd n/a

Yniapxouv moAAol mapAayovteg mou ennPeAlOUV TNV AMOTEAECUATIKOTNTA KAL TNV A0PAAELA TWV BLOAOYLKWVY TIOPAYOVTWV 1 TOV TPOTO LE TOV OTolo €vag
aoBevng avtanokpivetal og pia Beparmneia pe BLoAoyLko mapayovta.

H napouoia r n anouvoia eE0USETEPWTIKWY AVTIOWUATWYV Elval £Vag amo TOUG TTAPAYOVTEG AUTOUG KoL OEV ETUTPEMEL KATIOLO CUUIMEPACHA YLOL TN GUVOALKN
QMOTEAECUATIKOTNTA ] AOPAAELA TOU HOPUAKOU.

Eniong, n endavion Twv aVTIOWHATWY KATd TwV Gapuakwy ennpedletal ano dtadopouc mapayovIeG CUMMEPIAAUBAVOUEVNG TNG CUYXOPRYNONG
O0VOOOKQATAOTAATIKWY OTIWG N MTX.

*Neutralising

elLAL o, B I el (e iRl eI LS Rate range representative of reported studies; Either ELISA or RIA methods and different follow up times

n/a, not applicable; Nd, no data; PsA, psoriatic arthritis;
RA, rheumatoid arthritis; SpA, spondyloarthritis
Adapted from Vincent FB, et al. Ann Rheum Dis 2013;72:165-178.



Zuxvotnta ENPAavionc VTILCWHATWY GTOUC
anti- TNF otnv WA

B0 S Drug levels and antibodies prevalence

90 -
g 80 ™ ENBREL (n =21)
70 -
= | Adalimumab (n = 48)
© 60
s 50 - B Infliximab (n = 24)
% 40 - M All patients (n = 93)
£ 30 -
S 20 -
0 1 I I
Therapeuticdrug Prevalence of  Prevalence of
levelt ADAb high
concentrations*
of ADAb

TInfliximab levels >1.5 pg/ml were considered therapeutic.

Adalimumab levels >0.8 pug/ml were considered therapeutic.

There are no ENBREL therapeutic ranges because of the lack

of data: levels >0.035 pg/ml were considered positive responses.

*A high concentration of anti-adalimumab antibodies was defined

as 50 Au/ml. A high concentration of anti-ENBREL antibodies was defined as
2000 Au/ml.

Correlation between demographic and clinical data
to ADAbs concentration levels.

Variable Negative or Low High P
Concentration Concentration
of ADAb of ADAb

Age, yIs 54.5 49 0.15
Female sex 56% 42% 0.32
Therapeutic drug level 88% 37% 0.0005*
DAS28 32 4.1 0.024*
VAS 24 42 0.0005*
PASI 29 57 0.11
BASDAI 3.7 5 0.37
Concomitant MTX 27% 21% 0.77

* Significant data. ADAb: antidrug antibodies; DAS28: 28-joint Disease
Activity Score; VAS: visual analog scale; PASI: Psoriasis Area and
Severity Index; BASDAI: Bath Ankylosing Spondylitis Disease Activity
Index; MTX: methotrexate.

Zisapel M, et al. ) Rheum 2015; doi:J0.3899/jrheum.140685.



ZUOXETLON OLVOOOYOVLKOTNTAG Kol SLaKoTtnG
NG Oepaneiog - AZ

Percentage of patients discontinuing treatment due to lack of efficacy?

100 - INFLIXIMAB

90 - ADALIMUMAB

80 -
70 -

60 - . ADAb+

50 - ADAb-
35 I

40 -

Patients (%)

30 - 20
20 -
10 -

ETN (n=20) IFX (n=20) ADA (n=20)

Serum drug levels were tested by ELISA. ADAbs to ADA and ADADs to IFX were detected by RIA

ADA, adalimumab; ADADbs, anti-drug antibodies; AS, ankylosing spondylitis; ELISA, enzyme-linked i
immunosorbent assay; ETN, etanercept, IFX, infliximab; PsA, psoriatic arthritis; RA, rheumatoid arthritis; 1. Arends S, et al. Clin Exp Rheumatol 2010;28(5):661-668;.
RIA, radioimmunoassay



Etanercept: AopaAeila ko
Sdtakomn Oepamneiac

50 mg BIwW/QWwW 50 mg QW/QW Total Overall
(n=379) (n=373) (n=752) P value*
Any adverse event 213 (56.2) 190 (50.9) 403 (53.6) 0.165
Serious adverse events 15 (4.0) 11 (2.9) 26 (3.5) 0.550
Death (@) (@) (@) —
Malignancy 3 (0.8)t 1 (0.3)% 4 (0.5) —
Serious infections 2 (0.5)8 3 (0.9 5 (0.7) 0.684

BIW=twice weekly; QW=once weekly.
*Fisher exact test, two tailed.
1+2 skin carcinomas (1 basal cell, 1 squamous cell), 1 breast carcinoma.

1 skin carcinoma (basal cell).
8§81 fever, 1 infection.
91 abscess, 2 infections.

* H Stakormn Twv BloAoyikwv cupPaivel yla dtadpopoug AOyouc OTIwE TNV AITOTEAECHATIKOTNTA KAl TNV aoPAAELQ TNG
Bepamneiag. Ta moocootd MOV G 0T Beparmneia otn KAONUEPLVA KALVIKNA TIPAKTLKA €lVolL XAUUNAOTEPA ATTO QLUTA TWV
KALVIKWV LEAETWV.

e XTn HeA€Tn tou Behrens, 73,2% kat 10 67,3% twv acBevwyv mou eAaBav povoBeparmeia pe ETN | Ogparneia cuvduacouou
avtiotolya cuvexLlav peta amno 52 eBdouadec. Evw, avaluon aoBsvwyv pe WA amo pia peyaAn Baon dedopevwy twv HIMA,
10 60,7% Twv acBevwv ou €Aafav ETN > 12 pnvec.

F. Behrens et al. J.Rheum. 2018; 45:6;

W. Sterry BMJ 2010;340:c147
Bonafede M. et al. ) Derm Treat 2013:24:369-73



EMBARK — AopaAela (0—104 weeks)

No. of patients evaluable for adverse events

ETN/ETN PBO/ETN
N=111 N=113
Patients with adverse events 88 88 176

Patients with serious adverse events 9 8 17
Patients discontinued due to adverse events 7 6 13

Patients with investigator-identified infections 41 39 80

Consistent with a previous long-term study of etanercept in AS, most adverse events in this study were mild to moderate in
severity, with serious events reported in 8% of patients.

One case of multiple sclerosis and 1 case of non serious herpes zoster were observed over the 104-week study period.
No cases of tuberculosis, malignancies, or deaths were reported.

- No new safety signals for ETN were reported at week 104

ETN, etanercept ; mITT, modified intent-to-treat; PBO, placebo. Dougados et al., Arthritis Care & Research, 69(10:) 1590-1598, Oct. 2017



2UUTTEPOLOMOLTOL-
ETANERCEPT

ATOTEAECHATLKN OT Bspaneta ™S AZ kot TG NrAXSpA TG00 ota KAWVIKA OnUEL] TG VOOOU 000 Kot
OTNV OKTLVOAOYLKN EEEALEN.

To KAWLKO arotéAeopa £XEL BTk enibpaon otn kaBNUeEpVOTNTA TOU ACOEV SLatnpwvtog TNV
LKOVOTNTA TOU OTNV Epyacia.

2tn WA eival anoteAeopatiki o€ OAa ta onpeia tng vooou o€ ocuvduacpuo pe DMARD 1 w¢
povoOeparmeia.

H anoteAeopatikotnta dtatnpeital o BaOog xpovou (Ewg ko 6 xpovia Oepamneiog).

Aev POV OLATEL AVOO xovmornta KOLL N AIoUoia E§0USETEPWTIKWV OVTLIOWHATWV Paivetal va
gxeu(stat ME TNV OTMOTEAECUATIKOTNTA WG HovoBepaneia Kal Tn Hakpoxpovia dtatipnon tng
Eparneiog.

2oBapéq AE eival onavieg, kot o tpoodatn HeAETN Sietiag Sev avadEpOnke Kapia nepintwon
TBC, veomAaoioc i Oavartov.



’Phcm& - S«‘é’
o 5

|

Euxapiot® noAu *
yia Tnv npoooxn oac !, z-

»-



https://www.google.gr/imgres?imgurl=https://image.slidesharecdn.com/web2-150218084745-conversion-gate01/95/web-20-16-638.jpg?cb=1424249304&imgrefurl=https://pt.slideshare.net/tsigidou/web-20-44832857&docid=0LZEucUqPZFttM&tbnid=E4GAhqRcdGVCPM:&vet=10ahUKEwjg5J7K2fvaAhXH66QKHbmIDxwQMwg3KAYwBg..i&w=638&h=479&client=safari&bih=765&biw=1264&q=%CE%B5%CF%85%CF%87%CE%B1%CF%81%CE%B9%CF%83%CF%84%CF%8E %CE%B3%CE%B9%CE%B1 %CF%84%CE%B7%CE%BD %CF%80%CF%81%CE%BF%CF%83%CE%BF%CF%87%CE%AE %CF%83%CE%B1%CF%82&ved=0ahUKEwjg5J7K2fvaAhXH66QKHbmIDxwQMwg3KAYwBg&iact=mrc&uact=8

