AOPY®DOPIKH AIAAE=H
«MNapovaciaon neplotatikwy o€ Bepareia pe BLo-
opoeldEC TNG ETavepoemtng»

Ap. NMnveAonn KwvotavtomouAou
PeupatoAoyocg

NA «I. Tevvnuotac»



2UYKpPOuGon CUMPEPOVTWY

e TLunTKN apoPn yia tnv mapovoa optAlar amo tn GoPOKEUTIKN
etalpeia DEMO



Mepypadn 1S mepimtwonc

e [uvaika 67 etwv : apBpittdba MKO dupw, EOD apdw, MTO dudw, tevovtitida
WHWV Apdpw, mtpwivny dSuokappia 3 wpeg, KOMwon amo 4unvou
» RF=112 anti-CCP=2, CRP=20 (®T<5), TKE=40, DAS28 (TKE)= 5.82
» Aktwvoypadilec AKpwv XeEpwv Kol Todwv: oldnua  poAakwv  popiwv,
nopaapbplkn ooteonopwaon
»Aldyvwon: peupatoeldng apOpitida
* ATOULKO OVOUVNOTLKO: uTtoBupeoeldlopog, SuoAutdatlpia, aptnplakn UMEPTOON,

>N umo AeBoBupotivn 100mcg/nu, atopPfaoctativn 20 mg/nu, BioompoAoAn 10
mg/nu, aKeETUAOCGAALKUALKO o€V 100 mg/nu

* Evapén npedvilohovne 10 mg/nu, MTX 15 mg/eB6, dulAikov o&€oc 5 mg/epBo



Recommendations EULAR 2019

Recommendations

1. Therapy with ould be started as soon as the diagnosis of RA is made. 1a A 98

2. ent should be aimed at reaching a target of sustained remission or low disease activity in every patient.™ 9.7

3. Monitoring should be frequent in active disease (every 1-3 months); if there is no improvement by at most 2b 9.3
3 months after the start of treatment or the target has not been reached by 6 months, therapy should be
adjusted.
MTX should be part of the first treatment strategy. 1a 9.4
In patients with a contraindication to MTX (or early intolerance), leflunomide or sulfasalazine should be ia 9.0
considered as part of the (first) treatment strategy.

6. glucocorticoids should be considered when initiating or changing csDMARDSs, in different dose A 89
regimens an: dministration, but should be tapered as rapidly as dinically feasible.

7. If the treatment target is not achieved with he TITST CSONMARDSITaTEqy, I the absence of poor prognostic 5 D 84
factors™, other csDMARDs should be considered.

8. If the treatment target is not achieved with the first sDMARD strategy, when and poor prognostic factors™ are 1a A 9.3
present, a bDMARDT or a tsDMARD# should be added.

9. bDMARDs and tsDMARDs should be combined with a sDMARD); in patients who cannot use csDMARDs ia A 8.9
as comedication, IL-6 pathway inhibitors and tsDMARDs may have some advantages compared with other
bDMARD:s.

10. If a bDMARD* or tsDMARD™ has failed, treatment with another bDMARD* or a tsDMARD+* should be *1b A 89
considered; if one TNF inhibitor therapy has failed, patients may receive an agent with another mode of action **5 D
or a second TNF inhibitor.

11. If a patient is in persistent remission after having tapered glucocorticoids, one can consider tapering bDMARDs 1b A 9.2
or tsDMARDs, especially if this treatment is combined with a csDMARD.

i {5 If a patient is in persistent remission, tapering the csDMARD could be considered. 2b B 9.0

Smolen JS, et al. Ann Rheum Dis 2020;79:685—699. doi:10.1136/annrheumdis-2019-216655
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Mepypadn 1S mepimtwonc

* 3 uNVeC peta: eppéevovoa apbpitida kat pwivr) dSuokappio, DAS28 (TKE)= 4.5
* [Tovoc Ko koTwon avadepovtal otabepd amo tnv acBevn

Poor prognostic factors » Persistently moderate or high disease activity
despite conventional synthetic DMARD (csDMARD)
therapy according to composite measures including
joint counts

High acute phase reactant levels

High swollen joint count

Presence of RF and/or ACPA, especially at high
levels

» Presence of early erosions

®  Failure of two or more csDMARDs

YyvYyy



Recommendations EULAR 2019

Recommendations

1. Therapy with DMARDs should be started as soon as the diagnosis of RA is made. 1a A 98

2. Treatment should be aimed at reaching a target of sustained remission or low disease activity in every patient.™ 1a A 9.7

3. Monitoring should be frequent in active disease (every 1-3 months); if there is no improvement by at most 2b B 9.3
3 months after the start of treatment or the target has not been reached by 6 months, therapy should be
adjusted.

4. MTX should be part of the first treatment strategy. 1a A 9.4

5. In patients with a contraindication to MTX (or early intolerance), leflunomide or sulfasalazine should be ia A 9.0
considered as part of the (first) treatment strategy.

6. Short-term glucocorticoids should be considered when initiating or changing csDMARDs, in different dose 1a A 89
regimens and routes of administration, but should be tapered as rapidly 3s dinically feasible.

7. If the is not achieved with the first sDMARD strategy, in the absence of poor 84

ctors™, other csDMARDSs should be considered.

8. If the treatment target is not achieved with the first sDMARD strategy, when and poor prognostic factors™ are 9.3
present, a bDMARDT or a tsDMARD# should be added.

9. bDMARDs and tsDMARDs should be combined with a sDMARD); in patients who cannot use csDMARDs 8.9

as comedication, IL-6 pathway inhibitors and tsDMARDs may have some advantages compared with other
bD

10. If a bDMARD* or tsDMARD™ has Talled, reatmen Wit anoher DONARDT O 8 SUMARD: should be *1b A 89
D

considered; if one TNF inhibitor therapy has failed, patients may receive an agent with another mode of action **5
or a second TNF inhibitor.

11. If a patient is in persistent remission after having tapered glucocorticoids, one can consider tapering bDMARDs 1b A 9.2
or tsDMARDs, especially if this treatment is combined with a csDMARD.
i {5 If a patient is in persistent remission, tapering the csDMARD could be considered. 2b B 9.0

Smolen JS, et al. Ann Rheum Dis 2020;79:685—699. doi:10.1136/annrheumdis-2019-216655
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Romdo VC, et al. Arthritis Res Ther 2017;19(1):239;
Roodenrijs NMT, et al. Ann Rheum Dis 2018;77(12):1705-9.



Mepypadn 1S mepimtwonc

* Quantiferon, nmatitidec, HIV, Ro Bwpakoc: kd, EF=55%
* Evapén Erelzi (Blopoidec etanercept) 50mg/wk sc

* Evapén avtlooteomopwTlkNC aywync e SLdwadoVLIKO Kol cuVOUAOLLO
Ca ka vitD



MeAetn EMPIRE, taxela evapén dpaonc kat emitevén vdeonC

* Exploratory analyses showed a higher proportions of patients with DAS28-
CRP<2.6 in the MTX+ETN group at week 2 (38.5% vs 9.2%, adjusted OR 8.87
(2.53 to 31.17), p=0.001) and week 12 (65.1% vs 43.8%, adjusted OR 2.49 (1.12

to 5.54), p=0.026)

e Clinical responses, including DAS28-CRP<2.6, were achieved earlier with
MTX+ETN combination therapy.

Nam JL, et al. Ann Rheum Dis 2014;73:1027-1036. do0i:10.1136/annrheumdis-2013-204882



Effectiveness of Etanercept in Rheumatoid Arthritis: Real-World Data from the
German Non-interventional Study ADEQUATE with Focus on Treat-to-Target

and Patient-Reported Outcomes

Eugen Feist . Xenofon Baraliakos et al. 2022 Rheumatol Ther https://doi.org/10.1007/s40744-021-00418-5

Results:

v' The proportion of patients achieving remission was 24%
at week 12 and 31% at week 24. The proportion of
patients achieving LDA was 39% at week 12 and 45% at
week 24.

v The proportion of patients achieving remission or
LDA further increased beyond week 24 up to week 52.

v' Improvement in pain and reduction in concomitant
glucocorticoid treatment were observed. Improvements
in patient-reported outcomes were also seen in patients
who did not reach remission or LDA.

v" No new safety signals were detected.

CONCLUSIONS

» In summary, our results show that decision making

regarding continuation or switching of therapy is
complex. Optimal treatment decisions should
always take into account patient preferences.
While the treat-to-target approach has proven
clinical benefits, some patients may benefit from
prolonged treatment with ETN beyond 12 weeks
before considering switching treatment.

Our findings confirm the effectiveness and safety
of ETN in a real-world setting and highlight the
potential benefits of continuing treatment with
ETN in patients who have not reached their
treatment goal after 12 weeks of treatment.


https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5
https://doi.org/10.1007/s40744-021-00418-5

Drug survival on TNF inhibitors in patients with
rheumatoid arthritis comparison of adalimumab,
etanercept and infliximab

ARTIS Study group/SWE

2003-2011
% 9139 RA pts
100% - - *%* 5-years follow up

75% A

50%

0 1 2 3 4 5
Observation Years

Number at Risk (Discontinuations)

Etanercept 3892 (823) 2677 (266) 1924 (151) 1446 (94) 1027 (57) 712
— — — Adalimumab 2349 (632) 1462 (169) 1034 (88) 766 (41) 577 (33) 418
Infliximab 2898 (824) 1730 (320) 1110 (157) 791 (74) 587 (53) 415

3782 discontinued
51% inefficacy, 36% adverse events
» At the end of the B-year follow-up

» 38% of infliximab, 50% of adalimumab and 55% of etanercept
initiators remained on their first drug.

Neovius M et al. Ann Rheum Dis 2015



Long-term drug survival of tumor necrosis factor inhibitors in patients with
rheumatoid arthritis: After >12 months of follow-up, more patients with rheumatoid
arthritis receiving etanercept remain on treatment compared with other TNFi
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Emery P, et al. ] Rheumatol.2020;47(4):493-501



Out of all five TNFa blockers, data from the DANBIO registry (a

nationwide registry of biological therapies in Denmark) revealed Murray et al. Arthritis Research & Therapy (2021)
that etanercept was the best tolerated drug 23:25
Table 2 A comparison of rheumatoid arthritis and psoriatic arthritis outcomes at biologic initiation, one year and 12 year reviews
Baseline 1 Year Review 12 Year Review
RA(n=274) PsA(n=129) p RA(n=203) PsAn=96) p RA(n=179) PsA(n=87) p
Biologic
Adalimumab 144 (52.6%) 47 (36.4%) 0.002 76 (44.7%) 27 (31.0%) 0.034 43 (25.6%) 28 (33.3%) NS
Etanercept 100 (36.5%) 68 (52.7%) 0.002 62 (36.5%) 45 (51.7%) 0.019 48 (28.6%) 30 (35.7%) NS
Infliximab 18 (6.6%) 14 (10.9%) NS 13 (7.6%) 11 (12.6%) NS 3 (1.8%) 8 (9.5%) 0.004

» In the current study, both of the subcutaneous bDMARDs (etanercept and

Long-term remission and adalimumab) commenced at baseline showed excellent clinical outcomes.
: : » There were no differences in remission or continuation rate by initial L DMARD
bIOIOgIC agent in either disease.
perSIStence rates: > !ndeed, there were no significant differences in any clinical outcome measure
12-year real-world data N RA.

» In PsA, patients on etanercept at baseline also had a lower CRP at 12 years (p =
0.041). However, given the normal values in both groups, this is of dubious
significance.



H ouvoALKn Xprion TOU CUOTHMATOC LYELOC LELWONKE HETA TNV EVapén TNC
etavepaoemntnc. OL aoBevelc mov cuppopPwONKav TTEPLOCOTEPO UE TNV
ETAVEPOETTTN ELYAV ONUOVTLKA XOUNAOTEPN XPION ATO TOUC ALYOTEPO
ouppOpPOUEVOUC AOBEVELC

Changes in Healthcare Utilization After Etanercept Initiation in Patients with Rheumatoid Arthritis:
A Retrospective Claims Analysis Adv Ther (2017) 34:2093-2103 DOI 10.1007/s12325-017-0596-6 Neil A. Accortt

Results:

» Data from 6737 patients were analyzed; mean age was 49.8 years and 77.3% were female.

» Overall outpatient services, office visits, outpatient hospital services, laboratory visits, and emergency
department visits were significantly lower in the post-index period compared to pre-index.

» RA-related pharmacotherapy use (oral corticosteroids, opioid analgesics, nonsteroidal anti-inflammatory drugs,
and nonbiologic disease-modifying antirheumatic drugs) was significantly lower in the post-index period
compared to pre-index.

» Rates of RA-related total joint arthroplasty, joint reconstructions, and soft tissue procedures were similar in pre-
index and post-index periods.

» High etanercept compliance (PDC C80%) was associated with significantly lower rates of RA-related outpatient
services, office visits, diagnostic imaging studies, and joint reconstructions compared with noncompliance.



 H Odeon oe acOeveic pe

PA, LELWVEL TOV
KopdLoyyeLloko Kivbuvo

* Disease Activity in
Rheumatoid Arthritis and the
Risk of Cardiovascular Events

e Arthritis Rheumatol. 2015
Jun; 67(6): 1449-1455.

doi: 10.1002/art.39098 DH
Solomon et al.

Results. A total of 24,989 patients who had been
followed up for a median of 2.7 years were included
in these analyses. During followup, we observed 534 con-
firmed CV end points, for an incidence rate of 7.8 per
L0000 person-years (95% confidence interval [95% CI]
6.7-8.9). In models adjusted for variables noted above, a
10-point reduction in the time-averaged CDAI was associ-
ated with a 21% reduction in CV risk (95% CI 13-29).
These results were robust in subgroup analyses stratified
by the presence of CV disease, use of corticosteroids, use
of NSAIDs or selective cyclooxygenase 2 inhibitors, and
change in RA treatment, as well as when restricted to
events adjudicated as definite or probable.

Conclusion. Our findings showed that reduced
time-averaged disease activity in RA is associated with
fewer CV events.


https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=25776112
https://dx.doi.org/10.1002/art.39098
https://www.ncbi.nlm.nih.gov/pubmed/?term=Solomon D[Author]&cauthor=true&cauthor_uid=25776112
https://www.ncbi.nlm.nih.gov/pubmed/?term=Solomon D[Author]&cauthor=true&cauthor_uid=25776112

Ot anti-TNFa petwvouv Tov KapOLayyeLako KivOuvo

After adjustment for a number of risk factors, the risk of CV events was significantly reduced following
the use of anti-TNFa agents in patients with RA, psoriatic arthritis or ankylosing spondylitis

The benefits of TNF inhibitors on CVD risk correlate with their impact on RA disease control, with data
from the Swedish biologics register demonstrating that the 1-year risk of ACS for patients with a good
EULAR response was approximately half that of patients with no EULAR response

Improvements in the apolipoprotein profile, a biomarker of CVD risk, were observed in patients with
RA who exhibited a good or moderate EULAR response to etanercept but not in EULAR non-responders

Anti-TNFa may exert their effects through reducing systemic inflammation rather than by modifying
traditional CV risk factors. Etanercept did not affect levels of traditional metabolic risk factors (including
glucose, insulin, lipid and apolipoprotein parameters) despite reducing RA severity, as indicated by
decreases in CRP
1. Lee et al. Arthritis Research & Therapy (2018) 20:171
2. Ljung L, et al. Ann Rheum Dis 2016;75:2087—-2094

3.Jamnitski A, et al. Ann. Rheum. Dis. 2010, 69, 1929-1933
4. Deodhar A, et al. Clin. Rheumatol. 2016, 35, 3045-3052



Consistent with responses in younger subjects, elderly subjects with RA treated with
etanercept experienced significant improvement in disease activity and function without
incurring additional safety concerns

Response to Etanercept (Enbrel®) in Elderly Patients
with Rheumatoid Arthritis: A Retrospective Analysis of
Clinical Trial Results

ROY M. FLEISCHMANN, SCOTT W. BAUMGARTNER, ELIZABETH A. TINDALL, ARTHUR L. WEAVER,
LARRY W. MORELAND, MICHAEL H. SCHIFF, RICHARD W. MARTIN, and GEORGE T. SPENCER-GREEN

Safety and Efficacy of Etanercept Treatment in Elderly
Subjects with Rheumatoid Arthritis

JOAN M. BATHON, ROY M. FLEISCHMANN, DESIREE M. van der HEIJDE, JOHN R. TESSER, PAUL M. PELOSO,
YUN CHON, and BARBARA WHITE

1. J Rheumatol 2003;30:691-6
2. ) Rheumatol 2006;33:234-43



Ta avadepopeva moooota dupatiwonc (TB) elval emionc
£UVOLKQ yLO TNV ETAVEPOETTTN

2 UYKPITIKOG Kivouvog yia TB - Aedopéva €Bvikou untpuwou

ZUYKPLTIKOG Kivouvog yia avantuén TB petal twv avtl-TNF napayoviwv (95%Cl)

, , Agiktng HETPNONG . .
Mnyn 6edopévwv KWV OVOU m ASaALpouvpapnn IvpAL§papunn

MpoocappocHEVOG AOYOC
TIOOOOTOU ETUMTWONG OE
oUYKPLON UE TNV
ETAVEPOETITN

BSRBR (HB)! 1 4,2 (1,4-12,1) 3,1(1-9,5)

ARTIS (Zounbia)? IXETIKOC Kivouvoc (RR) 2,5(1,0-6,1) 3,1(1,1- 8,0) 5,2 (2,7-11)

Turkog Adyoq

P
RATIO (FoAAia) enirtwonc (SIR)

1,8 (0,7-4,3) 29,3 (20,3-42,4) 18,6 (13,4-35,8)

1. Dixon WG, et al. Ann Rheum Dis 2010;69:522-528- 2. Askling J, et al. Ann Rheum Dis 2009;68(Suppl3):422
3. Tubach F, et al.. Arthritis Rheum. 2009;60: 1884—94.



EQUIRA: Zxed1aopoC MEAETNG

‘OAol o1 aoBeveig TToU atToKpPiOnKav
) ) oTn Bgpartreia ocuvéxioav
Tuxaiotroinon (oe avaAoyia 1:1) oTnv Tepiodo Bepateiag 2

SDZ ETN (n=186) SDZ ETN (n=175)
EmiAoyn

aocfsvwyv

Ref ETN (n=190) SDZ ETN (n=166)

® >@ >

ERSopuada 0 ERSopada 24 ERSopada 48
Mepiodog Beparreiag 1 Mepiodog Beparreiag 2
AOO'OAOVI.K(') 59 mg SDZIETN n rlef ETN EVKEprL[J.éVﬂC yla xprion otnv EE, xopnyoUUEVNG UTIOS0PLWG LLE TIPOYEULOHEVN
) ouplyya, pia popd tnv efdopada
oXAHaL:
zuvxopnvoﬁusvn M(?Gorpsﬁdtn (ot'aespr'] 860n-10-25 mg/eBdopada) kat ¢poAiko ofl (=5 mg/eBdopada) kad’ 6An tn
, SlapkeLla TG HEAETNG
Oepaneia:
Kpttr'|pla OL amokplvopevol opiotnkav cUUPwWVa PE TO KpLTthpLla amokplong katd EULAR wc g€ng:
) * DAS28 >3,2 kat <5,1 tnv EBSopada 24 kat DAS28 BeAtiwon amod tnv €vapén tng peA€tng >0,6 n
anokpwong: + DAS28 >5,1 kot DAS28 BeAtiwon >1,2

DAS28, Babuohioyia evepydTnTag TnG vooou o 28 apBpwoceig- ref ETN, etavepoémtn avagopds SDZ ETN, etavepaémtn Tng Sandoz
Matucci-Cerinic M, et al. RMD Open 2018;4:e000757. doi:10.1136




Sl EQUIRA NO1: ERdopddeg 0-24

[MpwTeV OV KATAANKTIKO onuelo: loodUvapn amoTeEAECUATIKOTNTA
otn DAS28-CRP petoéy tnc SDZ ETN kattnc ref ETN
MpwTteloVv KATAANKTIKO ONnuEio

Week 4 Week 12 Week 24

O -
_1 -“ “
227 217

-1162 '1,67
3 . -2.80 -2,73
I SDZ ETN (n=168) B RefETN (n=155) L

Méon diagpopd LS: -0,07
(95% ClI: -0,26- 0,12)
To 95% CI evémiTiTe EVTOG TOU
TTpoKaBopIouévou TTEPIBWpIOU -
0.6 £wc 0.6

oTtn BaBuoioyia DAS28-CRP
I\

Méon petaBoAn LS atd tnv évapén NG MEAETNC™

*Méon DAS28-CRP katd tnv évapén tng peAETNG: 5,43 kai 5,55 yia Tnv opdda 1ng SDZ ETN kai Tnv opdda g Ref ETN, avTioToixa

Cl, didotnua gumoTtoouvng: DAS28-CRP, BaBuoAoyia evepydTntag Tng vooou o€ 28 apBpwaelg ye Baon Tn C-avnidpwaoa mpwrTeivn: LS, eAdyioTa TeTpdywva: PPS, ouvoAo katd 1o
TTPWTOKOAAO*

ref ETN, etavepaémtn avagopds: SDZ ETN, etavepoémtn Tng Sandoz: MNO1, mepiodog BepaTreiag 1

Matucci-Cerinic M, et al. RMD Open 2018;4:e000757. doi:10.1136
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H kAwikn woduvapio tou GP2015 ermuPePfaiwbdBnke otn peAetn EGALITY,
Lot ETUBEBALWTLK HEAETN QAMOTEAECUATIKOTNTAC KoL OoPAAELAC OTNV

Jwpiaon

* Mepiodog perétng: lovviog 2013 - Maptiog 2015
E ALI I l i+ TomoBecia pehétng: 11 xdpes g EE + Notia Adpu

*  Kévrpa peletng: 74 kévtpa peAETG emEAegay TOUG
i acBeveig 71 kévtpa HeAETNG TUXOLOTIOLNCAV TOUG
: aoBeveig
. Angoo@euon Sebopévwv: Wwpiaon 2016 (6edopeva
EBoopadag 12 EADV 2016 (6dopéva

Tuxaiotroinuévn, JITTAG TUPAR], TTOAUKEVTPIKI MEAETN Eg50ud5a€ 30)*

yla TNV KATAdEIEN TNG
I000UVAUNG (€) ATTOTEAECHATIKOTNTAC KAl TN
ouUyKpIon TNG A0@AAEIOG KAl AVOOOYOVIKOTNTAG EVOG
Bloopogidoug TnG eTavepaéTrTng (GP2015) kai (@) Tou
Enbre()® ot (i) aobeveic pe pétpia éwg coPapn :
Xpovia ywpiaon TUTTOU (ty) Katd TTAGKAC #

Griffiths CEM, et al. ‘EktakTn avakoivwon ato Zuvédpio yia Tnv Ywpiaon tou 2016-[repiAnyn ap.1325].

British Journal of Dermatology (2017) 176 DOI 10.1111/bjd.15152
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oXeOI00 MO TTOU TTEPIAQMBAvVEl TPEIC OINDOXIKES TTEPIODOOUCS
Bepatreiag

[eVIKOC OXEDIOOUOC HEAETNC

I I I I I I

| | | | | |
I I i i i 11— O
I 1 GP2015 I I I I b5
I I I I I I 81

| | | | | |
1 1 b' 'g g
1 1 1 1 1 1 1 81 =
EmihoyRn acBel wv 1 1 1 1 1 Q b=
Lovn I I I I 1£9 £
| | | | | 180 2
I I I I I 1 5.3 g
I I I I I I (I~
I I I A—. i 15 >2
| | 1 | | | | o~
| | | | | | -8"
I I I I I I m
1 1 1 —| —_— ;

| | | | | | |

| | | | | | |

| | | | | | ]

1 1 1 1 1 1 1

ERS. 0 ER5.12 EP5.18 ER5.24 EPRS. 30 ERS. 52
Tuxaiotroinon
\u J\\ J\\ J
Y Y Y
MNMepiodog Bepatreiag1  lMepiodog BepaTtreiag 2 Mepiodog eTéKTAONG
KaBe nepiodog Bepanciog emeSiwKe TNV ENiTELEN EEXWPLOTOU OTOXOU TNG MEAETNG
EBS., eBdopada- Mnyég: MpwtdkoAo peAétng GP15-302 (Evotnta 2)- Tehikry avagopd peAétng (CSR) GP15-302 tnv ERSouada 12 (EvoTtnteg 8.1 kan 8.2); Griffiths CEM, et al. EV6 LOLCI)épOV Aévw TWV

Stadoxlkwv aAlaywv
British Journal of Dermatology (2017) 176 DOI 10.1111/bjd.15152 eepaneiac




Mepypadn 1nc meplimtwonc

3 uAvec uetd: DAS28 (TKE)=2.9

AnPn rtAéov 5mg pedviloAovng

6 UAVEC LETA: TTANPNC ATIOYAAAKTLOMOC ATtO T KOPTIKOeLdNn pe DAS28 (TKE)=2.1
Xwplc mpwivny duokapuia Kol KOTtwaon

6 unvec peta: AnPn mAéov MITX 10mg/wk, Erelzi 50mg/wk pe DAS28 (TKE)=1.8



Mepypadn 2n¢ meplimtwonc

e Tuvaika 38 etwv : xapunAn oodpuoaAyia pe pAsypovwdELS XOPAKTNPEC KOl TIPWLVA
Suokapia >2 wpec mpoodeutika emidevolpuevn amno betiag, apBpitida AP MAK
aro 3 eféopadwyv

* \OLTTO OTOMLKO OVOUVNOTIKO: EAeVBEpPO
e OLKOYEVELAKO LOTOPLKO: adeAPOC MaTEPO UE A2
* Schober: 11 cm

Aktwvoypadia tepolayoviwv: tepoAayovitida appw AP>AE pe okAnpuvon Kot
OTEVWON TWV LEpOAOYOVIiWV

MRI tepoAayoviwv: ckAnpuvon LEpoAayoviwyv PE 00TLKO oidnua AP>AE
CRP=21 (DT<5), TKE=70, HLAB27 (+)

BASDAI=7.5 ASDAS=5.1

Alayvwon: aykuAomotntikrn ormovoéulapBpitidba
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ASAS-EULAR RECOMMENDATIONS FOR THE
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)
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Mepypadn 2n¢ meplimtwonc

* Evapén vampoéevne 500 mg x2

* Emavektipnon o€ 15 nuépec: BASDAI =7, ASDAS =4.3
* AA\ayn og Sikhodoawvakn 75 mg x2

* Enavektipnon o€ 15 nuepec: BASDAI =6, ASDAS=3.4
e Emwyaotpalyia



ASAS-EULAR Recommendations for the
treatment of patients with axSpA with b/tsDMARDs

Rheumatologist's diagnosis of axial SpA
and

Elevated CRP or positive MRI-SIJ or
Radiographic sacroiliitis*

and
Failure of standard treatment

( Y Patients with predominant R
All patients peripheral manifestations
Atleast 2 NSAIDs over || One local steroid injection if appropriate

4 weeks (In total) Normally a therapeutic trial of
K A sulfasalazine P,
and
High disease activity: ASDAS 2 2.1
and
Positive rheumatologist’s opinion

* Radiographic sacroiliitis is currently mandatory for infliximab and JAKI e U | a r
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Mepypadn 2n¢ meplimtwonc

e Artodaon yla evapén Bloloyikou mapayovta adalimumab 40 mg/2wks sc
* Mantoux (-), 6eiktec nnatitdoc (-), HIV(-), Ro Bwpakoc =kd

e 3 uAjvec petd : BASDAI = 2.2, ASDAS = 1.4

e 3 ufjvec petd : BASDAI = 0.6, ASDAS =1

* 6 pnveg pETA KL evw _egfakolouBel va Pploketal oe Udeon, gpdavion
gvtovnc KL enwduvnc pAvktovwdouc Ppwplaonc moAapwy Kot TTEALATWY

* Mapadoén Ywpiaon;



Ta&wvounon napadoénc Pwplaonc

Figure 1 Classification of paradoxical psoriasiform reactions.

Navarro R and Daudén E. Actas Dermosifiliogr. 2014;105(8):752-761



Napadoén Ywplaon

— .- —

Transient acute Chronic immune
innate inflammation response

Ongoing acute
immune inflammation

Ja 9. = ’
S ———— .-. - -
- d. 418

Mylonas A and Conrad C. Front. Immunol., 28 November 2018. https://doi.org/10.3389/fimmu.2018.02746
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Avtipetwrion napadoénc Ywpiaonc

According to published studies, almost 50% of patients will present an improvement or resolution
of paradoxical skin lesions, following withdrawal of the BA.

Another 45% of patients with anti-TNF-a induced psoriasis may present persistent or recurring
cutaneous lesions, despite BA discontinuation.

The more severe PR, such as generalized pustular psoriasis or psoriatic alopecia, can run a
persistent course, only with partial improvement, after discontinuing the BA (Brown et al., 2017).

Re-treatment with the same BA, after cessation of the cutaneous PR, should be evaluated on the
basis of concomitant rheumatologic condition and availability of alternative treatment options.
There is a substantial risk of recurrence of the cutaneous PR after re- treatment with the same
BA, but there is no strong evidence in published studies (Wollina et al., 2008).

Therapeutic switch of the PR—triggering BA with another BA of the same class (i.e., alternative
TNFi) or of different class can be considered in moderate-to severe cutaneous PR, to control the
underlying rheumatologic condition. Therapeutic switch to another BA is also indicated in the
severe, paradoxical psoriasis subtypes, as in the case of generalized pustular psoriasis.

Navarro R and Daudén E. Actas Dermosifiliogr. 2014;105(8):752-761



Mepypadn 2n¢ meplimtwonc

* AA\ayn og secukinumab 300 mg/mo petd to cuvnbec oxua poptLonc avad
efOopada KoL Xprion TOTILKWV OKEVAOUATWVY e odnyla depuatoAoyou

e 3 unvec peta: mANpn¢ e€adavion Tou eEavOnuUATOC

* 6 unvec peta: epdavion pAeypovwdouc oodpuadyiag, apbpitidag AP kat AE MAK,
AP 216 kat 3" MTO, mpwvn) Suokapia

* CRP=15, TKE=40
* BASDAI=6.7 ASDAS= 4.4



Mepypadn 2n¢ meputtwonc

e Atakorn secukinumab
* Evapén erelzi 50mg/wk sc

* 3 unvec peta: BASDAI= 4.4 ASDAS= 2.8
e 3 unvec peta: BASDAI= 1.7 ASDAS= 1.5
* 3 unvec peta: BASDAI= 0.9 ASDAS=1.1

* H aoBevnc mapapevel o VPeon XwPLC UTTOTPOTIN TOU £EaVONATOC



Table | Main randomized clinical trials analyzing the efficacy of etanercept in ankylosing spondyloarthritis

Reference Year Type n Duration (weeks) Endpoints P

Gorman et al'® 2002 RCT 20/20 16 ASAS 20 0.004

Davis et al'' OLE 17 40

Brandt et al'*"? 2003 RCT 14/16 6 BASDAI 50, ASAS 20, BASDA, 0.004
OLE 23 54 BASFI, BASMI

Davis et al'*'® 2003 RCT 138/139 24 ASAS 20 0.0001
OLE 128* 192

Calin et al'® 2004 RCT 45/39 12 ASAS 20, 40, 5/6, BASDAI 0.001

Dijkmans et al"’ OLE 43 96

van der Heijde et al'® 2006 RCT 305/51 12 ASAS 20, 40, 5/6 0.001

Braun et al"” 2007 RCT 305/51 12 BASF, EureQOL-5D, SF-36 0.001

Braun et al*® 2011 RCT 379/187 16 ASAS 20, 40, 5/6, BASDAI, 0.0001

BASFI, BASMI
Li et al* 2013 MET 1,570 - ASAS 20, 40, 5/6, partial remission, 0.00001

BASFI, BASDAI, BASMI

Table 2 Main adverse events occurring during treatment with etanercept in patients with ankylosing spondyloarthritis in randomized

clinical trials and open-label extensions

Adverse event AS-RCT" AS-RCT" AS-OLE" AS-OLE" AS-OLE'"
ETN PL ETN PL ETNTW ETNOW ETN ETN
(n=138) (=139 (n=151) (h=51) (n=>54) (n=>54) (n=257) (n=81)
Injection site reactions 30% 9% 23% | 2% 7% 8% 22% 37%
Upper respiratory tract infection  20% 12% 8% | 4% 5% 8% 45% S53%
Headache 1 4% 123 4% 0% =3% =3% 20% 20%
Diarrhea 8% 9% 4% 0% =3% =3% 18% I15%
Rhinitis 6% 6% =3% =3% =3% =3% NA 14%
Rash 8% 6% =3% =3% <3% <3% NA NA

Mote: Adapted with permission frem D'Angele 5, Palazzi C, Candni F, Lubrans E, Marchesoni A, Mathieu A. Etanercept in spondyloarthepathies. Pare Il: safety and
pharmacoeconomic issues. Clin Exp Rheunatol. 201 1;29:865-870."
Abbreviations: A5, ankylosing spondylitis; RCT, randomized clinical trials; OLE, open-label extension; ETM, etanercept; PL, placebo; TW, twice a week; OW, once a week.

Senabre-Gallego et al. Patient Preference and Adherence 2013:7 961-972
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Switching tumor necrosis factor inhibitors in the treatment of axial @Cmmm
spondyloarthritis

Atul Deodhar, MD**, David Yu, MD"

A Oregon Health & Science University, 3181 SW Sam Jackson Park Rd, Portland, OR 97299
b Ronald Reagan UCLA Medical Center, Los Angeles, CA

ARTICLE INFO ABSTRACT

Objective: To assess the impact of switching tumor necrosis factor (TNF)-alpha inhibitors on patients
with axial spondyloarthritis {axSpA).

gfvm::jg Methods: PubMed literature searches were conducted using combinations of search terms including
TNEF inhibitor ankylosing spondylitis, spondyloarthropathy, spondyloarthritis, switch/switching, drug survival, and
Axial spondyloarthritis TNFftumor necrosis factor to identify published articles with data on outcomes related to switching
Review biologic therapies in patients with axSpA.

Results: Of the 134 studies screened, 21 were identified as reporting data on switching TNF inhibitors in
patients carrying a diagnosis of ax5pA or ankylosing spondylitis. The most common reasons for switching
from the first TNF inhibitor were lack of efficacy (14-68%), loss of efficacy (13-61%), and adverse events/
poor tolerability (13-57%). Switching TNF inhibitors was beneficial for a substantial proportion of
patients with axSpA who failed to respond to initial or even second TNF inhibitor therapy and adverse
effects were not enhanced. Drug survival rates were generally lower for the second (47-72% at 2 years) or
third TNF inhibitor (49% at 2 years) than for the first TNF inhibitor {58-75% at 2 years). Predictors of
responses in TNF-naive patients included HLA-B27 positivity, absence of enthesitis, age =40 years,
elevated C-reactive protein level, good functional status, and shorter disease duration. Predictors of drug
survival included male sex and peripheral arthritis. Common characteristics of patients who switched
TNF inhibitors included female sex, older age, more severe disease, greater symptom burden, higher

itis

Conclusion: When the first or even the second TNF inhibitor fails, switching to an alternate one is not an
unreasonable clinical therapeutic decision.

@ 2017 The Authors. Published by Elsevier HS Journals, Inc. This is an open access article under the CC BY-
MC-ND license (http://creativecommons.orgflicenses/by-nc-nd/4.0/).




Switching anti- TNFa in AS

Drug survival rates in switching studies in ankylosing spondylitis or axial spondyloarthritis

Study Drug 17 survival Drug 2 survival Drug 3 survival
Glintborg et al. [11]| DANBIO registry 58% at 2 years 47% at 2 years 49% at 2 years
Heinonen et al. [&] 75% at 2 years 725 at 2 years NR
Lie et al. [5] NOR-DMARD registry 65% at 2 years 60% at 2 years NR
Fabbroni et al. [22] 70% at 33.7 months 85% at 6 months NR
Dadoun et al. [23] 65% at 1 year B0% at 1 year NR

Mot shown is that drug survival rate depends upon the reason for switching. Patients with a lack of response to the first TNF inhibitor are unlikely to respond to a second TNF
inhibitor, while patients with a loss of response or intolerance to the first TNF inhibitor are more likely to respond to a second TNF inhibitor [G].
NOR-DMARD, Norwegian Disease-Modifying Antirheumatic Drug; NR, not reported; TNF, tumor necrosis factor.

? Drug 1 indicates patients were previously biologic-naive.

Deodhar A and Yu D. Seminars in Arthritis and Rheumatism 47 (2017) 343-350
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Long-term outcome of patients with active
ankylosing spondylitis with etanercept-sustained
efficacy and safety after seven years

Xenofon Baraliakos', Hildrun Haibel®, Claudia Fritz', Joachim Listing3, Frank Heldmann', Juergen Braun' and
Joachim Sieper’

Abstract

Introduction: Data from clinical studies on the long-term efficacy and safety of anti-tumor necrosis factor (TMNF)-@
therapy in patients with ankylosing spondylitis (AS) are scarce. This is the first report on continuous treatment with
the ThFa fusion protein etanercept over seven years y).

Methods: Overall, 26 patients with active AS were initially treated with etanercept 2 x 25 mg sc/week with no
concomitant disease modifying anti-rheumatic drugs (DMARDs) or steroids. The clinical response was assessed by
standardized parameters. The primary outcome was the proportion of patients in the Spondyloarthritis International
Soclety (ASAS) partial remission at seven years. AS disease activity scores (ASDAS) for status and improvement wera
compared to conventional outcome measures.

Results: Overall, 21/26 patients (81%) completed two years of treatment and 16/26 patients (62%) completad
seven years. In the completer analysis, 31% patients were in ASAS partial remission at seven years, while 44%
patients showed an ASDAS inactive disease status. Mean Bath AS activity index (BASDAI scores, which were
elevated at baseline (53 + 0.9), showed constant improvermnent and remained low: 3.1 £ 25 at two years and 25 +
2.2 at seven years, while ASDAS also improved (3.9 £ 07 at baseline, 18 + 09 at two years, 16 = 08 at seven
years), all P <0.001. From the 10 dropouts, only 5 patients discontinued treatment due to adverse events. Patients
who completed the study had lower baseline Bath AS function index (BASFI} scores vs. patients who discontinued.
Mo other clinical parameter at baseline could predict any long-term outcome.

Conclusions: This study canfirms the clinical efficacy and safety of etanercept In patients with active AL over
seven years of continuous treatment. After seven years, more than half of the initially treated patients remained on
anti-THF therapy, and ane-third were in partial remission.

Tria Regis Ao e Tas oy e T T 2EsT s
Keywords: ankylosing spondylitis, TNFa, etanercept, ASDIAS, BASDAI
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Switching tumour necrosis factor o antagonists in patients with
ankylosing spondylitis and Jasnriaﬂc arthritis: an observational

study over a 5-year perio

Fabrizio Conti, Fulvia Ceccarelli, Elisa Marocchi, Leonardo Magrini, Francesca Romana Spinelli,

Antonio Spadaro, Rossana Scrive, Guido Valesini

Obijective: To evaluate the clinical response after swikching
from one fumeur necrosis focter (TNF)x antagenist fo ancther in

pafients with ankylosing spondylitis (AS) and psoriafic arthritis

IPsé.

Metheds: In this engeing, lengitdinal, ebservational shudy,
dota were prospectively colleced on efficacy and safety since
2000 for pafients starting biclegical reatments. The present
onalysis was resiricted to patients with o diognesis of
spondyloarthrapathy [SpA] who switched from one TNFx
ontogenist fo ancther becouse of inadequate efficacy or
odvarse events.

Results: In total, 589 anfi-TNFa-naive patients were registered,
of whom 145 had o disgnosis of SpA; 7 patients with AS and
15 with PsA received =1 TNFx anfagonist. Two patients with
Psh were freated with all the drugs. In o, 14 subjects switched
from inflcimab to etanercept, 7 from etonercept fo adalimy-
mab and 1 from etanercept to infiximab. Overall, @ dinical
response wos seen in 75% of pafients who changed from
infliximab fo etonercept, and in 57.1% whe switched from

Condusions: The findings of this siudy en a selected population
of patients with Spé indicate that the failure of an initial TNF2
antogenist does not preclude the response fo another one.
Further fricls are maj:d to confirm this preliminary ebserva-

fian.

Ann Rheumn Dis 2007,66:1393-1357. doi: 10.1134/ard 2007 073567

In this paper, we report the
itudinal, observational study, and
after switching from one TNF
patients with A% and PsA within

PATIENTS AND METHODS
In this ongeing, longitudinal, obs
tively collected data since 2000 on
starting biological treatments in o
The present analysis was restricl
of SpA who switched from one TH
a minimum of & months’ follow-u
(the first SpA patient started fo
Patients with AS were classified a
York Criteria,” and patients with |
Wright criteria modified by Helli
agent was based on clinical cor
patients represented a ‘real-life’ s
TWFux antagonists. Infliximab :
intravenously at weeks 0, 2 ar
ctanercept (25 mg twice weekl
alternate weekly) were given subx

Clinical assessment

Patients were evaluated by the sa
(before starting the TWFa antag
the last adminisiration of the
araphics, diagnosis, date of diag

Infliximab to Etanercept Switch in Patients with
Spondyloarthropathies and Psoriatic Arthritis:
Preliminary Data

CAROLINE DELAUNAY, VALERIE FARRENQ, ANDRE MARINI-PORTUGAL, JEAN-DAVID COHEN,
XAVIER CHEVALIER, and PASCAL CLAUDEPIERRE

ABSTRACT. (Mjective. To report early experience of switching anti-tumor necrosis factor-o (TWNF-cu) therapy from
infliximab to etanercept in patients with spondyloarthropathy (SpA) and psoriatic arthritis (PsA).
Methods. Thirteen patients with various SpA (7 with ankylosing spondylitis and & with undifferenti-
ated SpA) and 2 patients with PsA were receiving infliximab. Because they were experiencing inad-
equate response or adverse events, therapy was changed to etanercept. Fatients were evaluated for
response to the change in anti-TNF-o therapy at baseline, after 3 months, and then every & months.
Resulrs. During the mean 10-month followup after the change in therapy, 9 of 13 patients with SpA

Conclugion. These data suggest that switching between anti-TNF-ox drugs may be useful for
patients with SpA who are unresponsive or intolerant to a first anti-TNF-oe agent. (J Eheumatol
2005;32:2183-5)

Key Indexing Terms:
SFONDYLOARTHROPATHY
INFLIXIMARB

FSORIATIC ARTHRITIS
SWITCH TREATMENT

ETANERCEFT
ANTI-TUMOR NECROSIS FACTOR
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Head-to-Head Comparison of
Etanercept vs. Adalimumab in the
Treatment of Ankylosing Spondylitis:
An Open-Label Randomized
Controlled Crossover Clinical Trial

James Cheng-Chung Wei'??, Hsi-Kai Tsou**, Pui-Ying Leong "2, Chia-Yin Chen < and
Jin=Xian Huang®

! Departrnant of Rheumatoiogy & immonoiogy, Chung Shan Madica! Unsemsity Hospial, Tachung, Tawan, @ instilute of
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Background: Anti-tumor necrosis factor biclogical agents had been proved to have a
dramatic effect in ankylosing spondylitis (AS). We aimed to determine the efficacy and
safety of crossover effects of adalimumab vs. etanercept in AS patients.

Methods: A randomized, open-label crossover study was done in patients with active
AS. Patients were randomized into two sequence groups, etanercept first {reatment
arm) vs. adalimumak first (control anm) 8 weeks and then switched over for another 8
weeks, The primary endpoints were the difference of the Bath AS activity index and A3
dizeaze activity score (ASDAS|crp at week 16. Secondary endpoints were ASDASesr,
ASAS20, and ASASA0 response rates and the proportion of patients achieving ASDAS
inactive disease and low disease activity at weeks & and 16. Patient global assessment
and preference was grading on a numerical scale.
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Results: A total of 21 patients were screened, and 19 of them were randomly allocated
into the treatment arm {n = 9) and control am (n = 9). At baseline, age, sex, Bath A3
activity index, and ASDAS of both arms were comparable (o = 0.05). Both arms showed
dramatic improvement, whereas no significance was observed between the changes
of ASDAScrp (0.90 £+ 1.39 ws. 1.24 = 1.40 at week B, p = 0.612; 1.02 £ 1.22 vs.
1.26 £ 1.44 at week 16, p = 0.707, respectively). ASAS20 and ASAS40 response rates
were also comparable at week 8 (33 vs. 44%, p = 1.000; 22 vs. 22%, p = 1.000) and
week 16 (22 vs. 22%, p = 1.000; 22 vs. 22%, p = 1.000), respectively. Both arms were
well-tolerated without a serious adverse event. Adalimumals was redatively more favorable
by patients in both amns, with a total mean grading score of 0.4 [-5-5, p = 0.218).

Conclusion: Etanercept and adaimumab can both dramatically improve disease
activity in 16 weeks. Crossover administration of etanercept and adalimumab revealed
comparable efficacy and safety.







