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Narti oulntaue akoun yia toug anti-TNF-a mapayovteg;

 have revolutionized the therapy of immune mediated
inflammatory diseases (IMIDs)

« anti-TNFs remain the cornerstone of their treatment.

 a large body of additional knowledge has accumulated
whereas new indications have been added.

Gerasimos Evangelatos et al. Rheumatology
International 2022



Narti oulntaue akoun yia tou anti-TNF-a mapayovteg;

« Real-world data on millions of patients

It is now clear that anti-TNFs alter the physical course of

inflammatory arthritis and inflammatory bowel disease %m (/

« decline in the number of surgeries for disease-related
complications

« while anti-TNFs improve morbidity and mortality, acting
beneficially also on cardiovascular comorbidities.

Gerasimos Evangelatos et al. Rheumatology
International 2022




Narti oulntaue akoun yia toug anti-TNF-a rtapayovteg;

* no new safety signals emerged

« anti-TNF-a safety in pregnancy was confirmed @

 the use of biosimilars was associated with cost
reductions making anti-TNFs more widely available.

* moreover, the current implementation of the “treat-to-
target” approach and treatment de-escalation strategies
of IMIDs were based on anti-TNFs

Gerasimos Evangelatos et al. Rheumatology
International 2022
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Fig.2 Long-term beneficial effects of anti-TNFs. Beneficial effects of anti-TNFs in bones, joints, intestine and cardiovascular system. IBD:
Inflammatory bowel disease

Gerasimos Evangelatos et al. Rheumatology
International 2022



Neotepeg OepATEVTIKEG EMLAOYEC

e JAK inhibitors

e IL 23 inhibitors

e IL 17 A/F inhibitor




TNFis are recommended for patients with active axSpA with insufficient response or
intolerance to NSAIDs!2

Proportions of patients receiving initial TNFi treatment achieving
ASAS20 or ASAS40 response3®

10079 | ASAS20 * Up to ~40% of patients fail
20 | WASAS40 to respond to initial
64 TNFi therapy’

58,2 61,2 60

* Only up to half of patients
achieve the more stringent
ASAS40 response3®

% Responders

Adalimumab (12 weeks)3 Infliximab (24 weeks) N Golimumab (14 weeks) ° Etanercept (24 weeks)®
1. van der Heijde D et al. Ann Rheum Dis 2017;76:978-991;
*Head-to-head comparisons should not be made across different trials. Adalimumab (ATLAS):3 Phase 3, 24-week, randomized, double-blind, placebo- 2. Ward MM et al. Arthritis Care Res 2019;71:1285-1299;
controlled study (N=315), with a 5-year open-label extension (N=311) in patients with AS who had NSAID-IR; Infliximab (ASSERT):* Multicenter, 3. van der Heijde D et al. Arthritis Rheum 2006;54:2136-2146;
randomized, placebo-controlled study in patients with AS (N=201); Golimumab (GO-RAISE): Phase 3, randomized, double-blind, placebo-controlled 4. van der Heijde D et al. Arthritis Rheum 2005;52:582-591;
trial in patients with active AS and were NSAID-IR or DMARD-IR (N=356); Etanercept (16.0040)¢ A randomized, placebo-controlled, double-blind trial 5. Inman RD et al. Arthritis Rheum 2008;58:3402—-3412;
of adults with moderate to severe active AS (N=277). ASAS, Assessment of SpondyloArthritis international Society; axSpA, axial spondyloarthritis; 6. Davis JC et al. Ann Rheum Dis 2005;64:1557-1562;

NSAID, non-steroidal anti-inflammatory drug; TNFi, tumor necrosis factor inhibitor. 7. Strand V et al. J Clin Rheumatol 2017;23:383-391.



IL-17 inhibitors: secukinumab and ixekizumab in axial SpA
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ADA, adalimumab; ASAS, Assessment of SpondyloArthritis International Society; axSpA, axial spondyloarthritis; IL, interleukin;
IL-17i, IL-17 inhibitor; IXE, ixekizumab; PBO, placebo; SEC, secukinumab; TNFi, tumor necrosis factor inhibitor
*p<0.001, $p<0.01, §p<0.05, for the comparison with placebo. 2Approximately 26% of the patients in the MEASURE 1, 39% in the MEASURE 2, 23% in the MEASURE 3 and 28% in the MEASURE 4 study had a history of TNFi therapy

Up to ~40% of
patients fail to
respond to initial
IL-17i therapy
Only ~40% of
patients achieve
the more stringent
ASAS40 response

Ixekizumab
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Torgutalp M & Poddubnyy D. Expert Opin Biol Ther 2019;19:631-641.



Janus Kinase Inhibitors

» Tofacitinib (AS, RA, PsA) S——

* Upadacitinib (Axial SpA, RA, PsA)

e Baricitinib (RA)

* Filgotinib (RA) |




ACR Reponses across H2H JAKInibs studies
JAKi+MTX vs ADA+MTX in MTX-IR

ACR Response Rates
ORAL STRATEGY' RA-BEAM? SELECT-COMPARE?# FINCH 156
100 » ADA 40 mg Q2W (n=3886) = ADA 40 mg Q2W (n=330) = ADA 40 mg Q2W (n=327) = ADA 40 mg Q2W (n=325)
o © = FIL 200 mg QD (n=475)
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*P<0.05 vs ADA; "P<0.01; P<0.05 vs ADA; “P<0.001 vs ADA. ADA, adalimumab; JAKI, JAK inhibitor.

1. Fleischmann R, et al. Lancet. 2017;390(10093):457-468; 2. Taylor PC, et al. N Engl J Med. 2017;376(7):652-662; 3. Fleischmann R, et al. Arthritis Rheumatol. 2018;70{suppl 10).
Ahetract 890; 4. Fleischmann R, et al. Ann Rheum Dis. 2020;79(supp! 1). Abstract THU0201; 5. Combe B, et al. Arthritis Rheumatol. 2019;71(suppl 10). Abstract 506; 6. Combe B, et al.
“ist Rhaum Dis. 2020-79(suool 1). Abstract THU0198.



* Risankizumab (PsA)

e Guselkumab (PsA)
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A. HAQ-DI over time - Primary analysis
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BE optimal trial

| 1163 patients screened for eligibility |

311 excluded on screening
245 ineligible
30 withdrew consent
25 other
7 adverse events
4 lost to follow-up

852 randomly assigned |

v

431 assigned to 160 mg bimekizumab

—>

| 281 assigned to placebo I

16 discontinued treatment
8 adverse events
6 withdrew consent
2 other

v

v

10 discontinued treatment
4 withdrew consent
2 adverse events
2 lack of efficacy
2 lost to follow-up

v

140 assigned to 40 mg adalimumab

.

3 discontinued treatment
2 adverse events
1 withdrew consent

v

v

414 completed double-blind

1 completed double-blind period

271 completed double-blind

136 completed double-blind

1 completed double-blind period

period to week 16 not on randomly assigned period to week 16 period to week 16 not on randomly assigned
treatment® treatment*
10 discontinued treatment 2 discontinued treatment 3 discontinued treatment
4 withdrew consent 1 withdrew consent 3 adverse events
> 3 lost to follow-up —p  lother b
2 adverse events
1 lack of efficacy
404 completed to week 24 1 completed week 24 not on 269 completed to week 24 133 completed to week 24 1 completed week 24 not on
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randomly assigned treatmentt
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ZxnHa 1. Napadeiypata TUNWV NPWOTEIVOV Ot eyKeKpIpEva oTnv EE BloAoyika @appaka

IvoouAivn AUEnTIKN OpHOVN MOVOKA®WVIKO avTiocwua
5,808 dalton 22,000 dalton 150,000 dalton



ZXNHAa 2. Napddsiypa peTaBANTOTNTAC HETAEU SIAPOPETIKMV NAPTIOWV EVOC BIOAOYIKOU NPoidvToq

O1 diadoxikeC napTideg Tou idiou BloAoOYIKOU papUAKOU UMNOPEI va ePpavioouv Pikpo Baduo
METABANTOTNTAC (KITPIVN OKIA) EVTOC TWV AnodEKTWV TIHWYV, Yia napadsiyua orn YAukoluAiwon (popia
OaKYXApou NMpoodePEvVa OTNV NPWTEIVN Nou aneikovifovTal JE MIKPA WNAE Tpiywva). H aAAnAouyia
apivo&ewyv (nou aneikovileral e KUKAOUG) Kkal n BioAoyikn dpacTikOTNTA TNG NPWTEIVNG NAPAPEVOUV
i01EC 0 OAEG TIC NAPTIOEC, AKONN KAl OTAV UNApPXOoUV EAACOOVEC dIAPOPEC OTIC AAUCIdEC oakXapou.

b,

2

700 700

MNapTida 1 MNapTida 2 NapTida 3



Variability is in the nature
of glycoproteins

Batch-to-batch variations

Non-identicality is a normal principle in
glycosylated proteins

No batch of any biologic is
“identical” to the other batches

Variability is natural even in the human
body and usually not problematic

Manufacturing changes

Manufacturing changes are made
frequently

Differences in attributes often larger
than batch-to-batch variability

Such changes are stringently
controlled by regulators and

approved only if they do NOT lead to

clinically meaningful differences

1. Weise et al. Blood 2012;120:5111-5117
2. Schiestl et al. Nat Biotech 2011; 29:310-312
3. Schneider Ann Rheum Dis 2013;72(3) 315-318

Vezér B, Zrubka 7 et al; CMRO, 2016, 32:829-834

Changes in the manufacturing process after
originator approval

50 =
3

m Mo of changes with high risk
m No of changes with moderate risk
mNo of changes with low risk

40

31
30 2 34




ZxnNHa 3. Napadeiypa PeTaBANTOTNTAC avaueoa o€ £va BIOOHOEIBEG KAl TO PAPHAKO avaPopag

H peTaBAntoTnTa (KiTPIVN OKIA) avapesa o€ €va BIOOHOEIDEC KAl TO PAPHAKO avapopdac Tou ivai
OUYKPIOIUN ME AQUTN NMOU KNopEi va NpoKUWEel HETAEU d1a@OpPETIKWV napTidwyv Tou idiou BioAoyikou
(pappakou (oxnua 2). EAacoova peraBAntoTnTa, n.X. otnv YAukoluAimon (nou aneikovileTal Je HIKpa
MNAE Tpiywva), ynopei va gival anodekTn, €pocgov n aAAnAouxia apivoEEwv TnG NpwTeivnG (KUKAOI)
Kai n BloAoyikn dpaon €ivai idIeg.
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7/0®

dapyako avapopag BIOOHOEIOEG PAPHAKO
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Recommendation

Consensus-based recommendations for the use of
biosimilars to treat rheumatological diseases

Jonathan Kay,' Monika M Schoels,” Thomas Dorner,” Paul Emery,” Tore K Kvien,”
Josef S Smolen,*° Ferdinand C Breedveld,” on behalf of the Task Force on the Use of

Biosimilars to Treat Rheumatological Diseases



Table 1 Overarching principles (A—E) and consensus recommendations (1-8) for biosimilars

Level of Grade of
Agreement* (%) evidencet recommendation#

Overarching principles

A.  Treatment of rheumatic diseases is based on a shared decision-making process between patients and their 100 5 D
rheumatologists.

B. The contextual aspects of the healthcare system should be taken into consideration when treatment decisions 100 5 D
are made.

C. F 88 5 D

D. Patients and healthcare providers should be informed about the nature of biosimilars, their approval process, 96 5 D
and their safety and efficacy.

E. Harmonised methods should be established to obtain reliable pharmacovigilance data, including traceability, ~ 100 5 D
about both biosimilars and bio-originators.

Consensus recommendations

2. Approved biosimilars can be used to treat appropriate patients in the same way as their bio-originators. 100 b A

3. As no clinically significant differences in immunogenicity between biosimilars and their bio-originators have 100 2b B
been detected, antidrug antibodies to biosimilars need not be measured in clinical practice.

4, Relevant preclinical and phase | data on a biosimilar should be available when phase Ill data are published. 100 5 D

5. Since the biosimilar is equivalent to the bio-originator in its physicochemical, functional and pharmacokinetic 100 5 D
properties, confirmation of efficacy and safety in a single indication is sufficient for extrapolation to other
diseases for which the bio-originator has been approved.

% Multiple switching between biosimilars and their bio-originators or other biosimilars should be assessed in 100 5 D
registries.

8. 91 5 D







ETN — SB4

A
DANBIO: a Danish nationwide registry compare8
switchers to non-switchers and an historic cohort!-2

Included:
Patients in DANBIO with switchers, n=1,621
RA, axSpA or PsA treated Included patients

with ETN n=2.061
April 1, 2016; N=2,183 Included:
non-switchers, n=440

Adapted from: Glintborg B, et al. Ann Rheum Dis 2019;78:192—-200

axSpA, axial spondyloarthritis; ETN, reference etanercept; PsA, psoriatic arthritis; RA, rheumatoid arthritis

Glintborg B, et al. Ann Rheum Dis 2019;78:192-200.



c ETN — SB4

DANBIO: both switchers and non-switchers had
shorter treatment retention than the historic cohort

Treatment retention in ETN and
SB4 treated patients

1.0
« l-year adjusted retention rates were \

(data presented as % (95% ClI): 0.8
— Switchers: 83% (79-87)

0]
— Non-switchers: 77% (72-82) g 0.6
— Historic cohort : 90% (88-92) 2
« Patients not in remission had poorer retention rates than § 0.4 p<0.0001
those in remission in both switchers (crude HR=1.7 [95% CI — ETN-SB4 switchers (n=1,621); 82% (79-83)
1.3-2.2]) and non-switchers (crude HR=2.4 [95% CI 1.7-3.6]) 0.2 ETN non-switchers (n=440); 70% (66—74)
« Reasons for withdrawal (n=299; 18%): Historic ETN cohort (n=2,363); 88% (87-90)
— LOE 46%, AEs 26%, other 5%, several reasons 3%, 0.0
cancer 2%, remission 3%, pregnancy 1%, death 3%, 0 50 100 150 200 250 300 350

infection 1%, surgery 1%, not stated 10% _
Treatment duration (days)

Data presented as % (95% Cl).
fidence interval; ETN, reference etanercept; HR, hazard ratio;
ercep

AE, adverse event; Cl, confide
LOE, lack of efficacy; SB4, biosimilar etan: t

Adapted from: Glintborg B, et al. Ann Rheum Dis 2019;78:192-200.



DANBIO: retention rate was lower in patients with RA, in
patients who started ETN more recently, and in patients not in
remission at the time of switching

Retention rate

1.0

0.8

0.6

0.4

0.2

0.0

£ R

W ETN — SB4

Kaplan—Meier curves of crude treatment retention rates by stratification criteria

A. SB4 retention by indication

~

p=0.02
— RA (n=933), 78% (76-80)

PsA (n=351), 85% (81-89)

axSpA (n=337), 84% (80-88)

Retention rate

0 50 100 150 200 250 300 350 400 450

Treatment duration (days)

Percentages are 1-year treatment retention (95% Cl).
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0.8
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0.4

0.2

0.0

B. SB4 retention in switchers
stratified by ETN start year

—

p=0.03

ETN start year
— 1998-2010

2011-2016

0 50 100 150 200 250 300 350 400 450

Treatment duration (days)

axSpA, axial spondyloarthritis; Cl, confidence interval; ETN, reference etanercept; PsA, psoriatic arthritis; RA, rheumatoid arthritis; SB4, biosimilar etanercept

Adapted from: Glintborg B, et al. Ann Rheum Dis 2019;78:192-200.

Retention rate

C. SB4 retention by
baseline remission

1.0

0.6
04 p<0.0001

— Not remission (n=471), 74% (70-78)
0.2 In remission (N=683), 84% (80—-88)
0.0

0 50 100 150 200 250 300 350 400 450

Treatment duration (days)



Patients (%)

No significant differences in 12-month efficacy post-switch from
reference ADL to biosimilars™: OBSIDIAN registry study

100 -~

91,3 91,3

80

(o))
o

40

20
8,7 10
. o MM
0 T
Inactive disease Inactive disease (M) Discontinuation

B Switch (n=28) B 3 months (n=26) B 6 months (n=23) B 12 months (n=20)

*These data do not allow any SB5-specific conclusions but only for ADA biosimilars in general.
ADL, adalimumab; ETN, etanercept; JIA, juvenile idiopathic arthritis; M, maintenance

Adapted from: Maccora |, et al. Rheumatology (Oxford). 2021. doi: 10.1093/rheumatology/keab572.

Enrolment: December 2019 to August 2020

Inclusion criteria:

JIA diagnosis according to ILAR criteria
<18 years during treatment

Treatment with ETN or ADL biosimilars
Negativity of infectious screening
Follow-up 23 months after starting biosimilar treatment

Exclusion criteria:

Systemic JIA with persistent systemic features

59 paediatric patients with JIA were treated with
biosimilars of ETN (two biosimilars, n=21) or ADL
(three biosimilars, n=38)

45 switched from the originator to the respective biosimilars;
ETN n=17, ADL n=28



Comparative assessment of GP2017 and SB5 post-switching from
originator ADL in Denmark: an analysis of the DANBIO registry

O

Design:

» Observational study based on
the DANBIO reqistry

« Emulation of an RCT by using

a surrogate randomisation tool
(geographical region) following

a mandatory non-medical switch from
reference ADL to one of two biosimilar
ADL according to

a national guideline

* Provided data on GP2017 and SB5

retention rates post switch from
reference ADL

Western Denmark
Switched from originator
ADL to SB5
n=695

Eastern Denmark
Switched from originator
ADL to GP2017
n=623



Comparative assessment of GP2017 and SB5 post-switching from
originator ADL in Denmark: an analysis of the DANBIO registry

Combined 1-year retention rate for the two
biosimilars was 89.5%

Lower risks of withdrawal for GP2017 vs SB5
(HR 0.60; 95% CI 0.42—0.86) and higher 6-month
remission rates (OR 1.72; 95% Cl 1.25-2.37)

During 1 year, 8.5% and 12.9% withdrew
GP2017 and SB5, respectively; 48 of these
patients (3.6%) switched back

1-year retention rates were high for both biosimilars.
The authors concluded that there may be a difference
in retention rate between the two biosimilars.

This may have been due to differences between
clusters, prescribing practices, in excipients, or
residual confounding.
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(T Intraclass (T

cross-switch

Biosimilar Biosimilar
Al B1
Intraclass
switch
Switch Multiple switches
: within v d
Cross-switch Reference Reference
Biologic same Biologic
A drug B
class

A M
,/ Intraclass

reverse-switch

-\&O
N Biosimilar

Biosimilar / &
A2 / B2

switch: «Al—A2, «A2—Al: switch within the same drug class:
e A—B: eB—A: intraclass cross-switch: eA1—B1, «B1—A1: intra-
class switch: e A—B 1; intraclass reverse-switch: «B2—A

Fig. 1 Potential switching scenarios. The dot (e) end of the arrow
indicates the initial biologic. Switch: sA—Al; reverse-switch:
eAl—A; multiple switches: sA—A2—A, «B2—-B—BIl; cross-

Eduardo Mysler et al. Drugs
2021
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SCIENCE MEDICINES HEALTH
Heads of Medicines Agencies
21 April 2023
EMA/627319/2022

Statement on the scientific rationale supporting
interchangeability of biosimilar medicines in the EU

The EU experts on biosimilar medicines (Biosimilar Medicines Working Party or BEMWP) and the
Heads of Medicines’ Agencies (HMA) Biosimilar Working Group have drafted a joint statement
explaining the rationale for considering biosimilars approved in the EU as interchangeable from a
scientific perspective. This statement has been endorsed by the Committee for Medicinal Products
for Human Use (CHMP) and the Biologics Working Party (BWP).

Joint EMA-HMA statement on interchangeability:

Biosimilars approved in the EU are interchangeable

Interchangeability refers to the possibility of exchanging one medicine for another medicine that is
expected to have the same clinical effect.

HMA and EMA consider that once a biosimilar is approved in the EU it is interchangeable, which
means the biosimilar can be used instead of its reference product (or vice versa) or one
biosimilar can be replaced with another biosimilar of the same reference product. Interchange
should only take place after careful consideration of the approved conditions of use (i.e.,
consulting the most recent product information).

https://www.ema.europa.eu/en/documents/public-statement/statement-scientific-
rationale-supporting-interchangeability-biosimilar-medicines-eu_en.pdf



AB0341 EFFICACY AND DRUG SURVIVAL AFTER MULTIPLE SWITCHING FROM ADALIMUMAB ORIGINATOR TO THE BIOSIMILARS
ABP501 AND SB5: A REAL-LIFE STUDY

Total cohort

N=127
9
8
5 DAPSA <4
6 —
5
¢ . BASDAI <4
3 a—
2
DAS28 € 2,6
1
0
Preswitch Switch 1 Switch 2

et DAS28 wetemDAPSA —aBASDAI

Conclusion: No difference was found between oADA and bsADA in terms of efficacy.
This real-life study confirms the similar efficacy profile of multiple switch bsADA
with long-term retention and a good safety profile in inflammatory arthritis patients.

S Parisi et al. annrheumdis-2022-eular




Case presentation

Fuvaika e L.oTopko opoBeTIknC Peupatosbolc ApBpitidac Aapfavel
aywyn He per-os methotrexate 15 mg/week kat originator-ADA

Awdpkela aywync pe ADA, 5 €tn

YTnv teAevtaia ektipnon xapunAn evepyotnta SJC=1, TIC=1, VAS=10 pe
DAS-28 (ESR): 2,88

YTo MAaiola KAWVIKOU TIPWTOKOAAOU Kal Ttopd TG ol PoAiec Tou apyLka
eEedpaoe TeEAKA cuvalvel og aAlayr Tou bio-originator oe biosimilar-
ADA




Case presentation

ITNV EMAVEKTLUNGON OTO Tpipnvo avadEpel eMbeivwon TG KATAOTAONG |LE EVIOVEC
apBpadyieg, mpwivr) Suokapia Kal KOTIWOoN

KAvika umtapxet povo pa SLoykwEVn apBpwaon OMwE Kol oTnV ITPonNyoUEVN EKTLUNON
eVw €Youv auénBel aplBpoc emwduvwyv apbwoewv TIC=5 kat VAS patient =40

MSUS : maxuvon apBplkol upéva otnv povn dtoykwpevn apbpwaon tnv 3" MKO (AE), (-)
PD

Nocebo effect;

O aoBevng emLpével va emLoTpEPeL oTo bio-originator ADA mapotL tou €€nyrnOnkKe to
mBavo aitio Twv evoxAnuatwyv

AUTO ylveTaL KaL OTNV EMOUEVN EKTLUNON 0 acBevn ¢ avadEpeL OTL eival TTAAL KAAA OTIwC
KoL TtpLV TNV €vapén tou biosimilar. Evw KAWLIKA TIAAL LELWVETAL O APLOUOC TWV
enwduvwyv apBpwoewv kat to VAS




Inert Positive
Inert Negative

Fig. 1 Placebo versus nocebo [2. 3]

dwi@=:{oM NOCEBO

Non-adherence

Wasted medication

Increased financial burden of correcting suboptimal responses/disease relapse

Increased symptom burden and associated psychological distress

The addition of other medications to manage side effects, leading to polypharmacy, higher treatment costs and more complex daily regimens
Loss of patient trust/breakdown in the physician-patient relationship

Increased re-switching rates
Discontinuation rates in clinical trials or registries affecting interpretation of results, and evaluation and development of novel therapies

Lars Erik Kristensen et al. Bio Drugs
(2018)



Outcomes Following Adalimumab Bio-originator to Biosimilar Switch—A Comparison Using
Real-world Patient-and Physician-Reported Data in European Countries

Rheumatol Ther (2023) 10:433—445

439

B Worsen
M Stable

B Improve

MNon-switchers
(n=160)

Fig. 2 Physician-reported results of % discase severity
change in patients with RA who were receiving adali-
mumab: Non-switcher versus switcher patients. RA
theumatoid arthritis. Nom-switcher patients  prescribed
adalimumab bio-originator who were not switched to an
adalimumab biosimilar. NMS patients previously pre-
scribed adalimumab bio-originator who had been switched

NMS
{n=225)

to an adalimumab biosimilar. % disease severity change
from initiation of current therapy to time of data
collection. Physician-reported results from the patient-
record form. Non-switcher and NMS patents were
compared using propensity score matching, ‘Signiﬁcance
at p < 0.05

Rheumatologists should be aware of the impact of non-medical switching

for economic reasons on patient outcomes




absence of clinical trials and clear clinical guidelines

concerns regarding immunogenicity

lack of appropriate registries

confusing terminology

nocebo effect

non-medical switches

Problems in real world settings




Anti-TNF in Rheumatic Diseases:
Inventory and Outlook

Provide clear Information for the patlent

Letter to patient informing of switch, Put your patients In
who they should contact if they have contact with local patient
Pick the right questions, and reassurances regarding groups or patients who
patlents to switch switching back if necessary have successfully switched

Shared declslon- Define the pathway
making Is key

All HCP in your practice
Particularly for more must align so that the
anxious patients patients are receiving the
same clear message

A pathway to successful switching. HCP: healthcare
professional.
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* Tl veotepa pappaka propouv va KaAUPpouv oAokAnpwpeEva
TLC AVAYKEC TWV a.oBevwv;



fuvaiko 38 stwv

Wwplaon ano 12 etiag kot Pwplaoctkn apbpitida anod 3etiog

Aotoyila-duoaveéia og moAamAd DMARDs

KaAn avtamnokpion otnv Pwpioaon pe ustekinumab aAld oxL oto
LUOOKEAETLKO

AM\ayn o€ anti-TNFa

Metd and 1,5 pAva eniokePn ota EMelyovia TOU VOCOKOLELOU
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* ANoayn o€ IL-23 avaoTtoAEa HeTA amo BeAtiwon e KuKAoomopivn ou SLAKOTINKE
ypnyopo Aoyw avemBupuntng evepyelac (epdavion eviovng tpxoduiag)

e 5 LAVEC apyoTtepa o€ XAUNAN evepyoTnta toco amo 1o depua (BSA<2 %) 600 kal
amo tic apBpwoelc (DAPSA 6,5)




Ta VEOTEPO POPUOKO UTTOPOUV VA KHAUWOUV OAOKANPWUEVA TIC AVOYKEC TWV

aoUevwV:;

Case presentation

e Tuvaika 28 stwv pe dltayvwon opoopvntikn¢ Peupatosidouc ApBpitidacg
amo 3 stio¢ Pploketol o aywyn UE per-os methotrexate 15 mg/week kat
biosimilar- ADA . H voooc¢ ival o€ xapnAr evepyotnta vOoou To TeAeuTtaio
£10G

 Ta mponyoUpeva 2 £tn mopouciole cuxva UTIOTPOTIEC , EKOVE XpAoNn
HUIKPWV-UETPLWY SOO0EWV OTEPOELOWV EVW €lXE a0TOXNOEL O etanercept
kot tofacitinib

e Exkdpalel tnv embupia va mpoypappatiost KUNon TO OUECWE EMOUEVO
dtdotnpa

* Ailvovtal ol 06nylec ya tnv dlakor tng HeBotpefAdtne, EVW TIOPAEVEL O
aywyrn Hovo pe to biosimilar-ADA . H acBevn¢ 2 uveg petd cuAapBavel



Case presentation

H eykupoouvn e€elicostal opdAa utto Beparneia pe to biosimilar-ADA ko n
yuvaika yevael pe puoloAoyLko TOKETO oTLG 37 eBOoAdEeC Eva UYLEC LWPO

H aoBevrc BnAalel To veoyvo TOUC ETTIOUEVOUC 8 UNVEC

OMo 10 6Ld0tnua ™g gykupooulvng Kat tov OnAacpou n acBevinc AapBavel
KOVOVIKOQ. TNV aywyn tn¢ o€ ouvvsvonon He Tov YUVALKOAOYO KOl TOV
Ttou&arpo MpotunOnke n ouvsxton ™Ng aywyng¢ Aoyw tou nponvouusvou
LOTOpLKOU UE TLC UTIOTPOTIEC ™Nng vOoOU OAAQ KOl TIC QOTOXLEC OTOUG
T(PONYOUEVOUC BLoAOYLKOUC TIOLPAYOVTEC

Ao6OBnke obnyio va pnv epPoAloctel to veoyvo pe epPOAlo  {wvta-
€000V LEVOU ULKPOOPYOVIOUOU TO TIPWTO EEAUNVO UETA TOV TOKETO




Table 1. Summary of drug compatibility in pregnancy and breastmilk exposure

Peri-conception First trimester Second/third trimester Breastfeeding Patemnal
exposure

Corticosteroids
Prednisolone Yes Yes Yes Yes Yes
Antimalarials
Hydroxychloroquine (<400 mg/day) Yes Yes Yes Yes Yes
Conventional synthetic DMARDs
Methotrexate (<25 mg/week) Stop =1 month pre-conception No No No Yes
Sulfasalazine (with folic acid 5 mg/day in firsttrimester)  Yes Yes Yes Yes® Yes”
Leflunomide No: Cholestyramine washout No No No Yes
Azathioprine Yes Yes Yes Yes Yes
Ciclosporin Yes Yes® Yes® Yes Yes
Tacrolimus Yes Yes® Yes® Yes Yes
Cyclophosphamide Exceptional circumstances Exceptional circumstances? Exceptional circumstances’ No No
Mycophenolate moferil Stop =6 weeks pre-conception No No No Yes
Intravenous immunoglobulin Yes Yes Yes Yes Yes

For further information and caveats, see relevant recommendations and main text in the executive summary and full guideline.
* In the healthy, full-term infant only.
b If conception is delayed by >12months, consider stopping sulfasalazine al

in cases of severe (life or organ-threatening) maternal disease.
¢ If low risk of discase flare and stopped by 20 weeks, full-term infant can have a normal vaccination schedule,
fIf low risk of disease flare and stopped by 32 weeks, full-term infant can have a normal vaccination schedule.
& If low risk of disease flare and stopped by 28 weeks, full-term infant can have a normal vaccination schedule.
" May be considered to manage severe maternal disease if no other pregnancy-compatible drugs are suitable.

! Tfused in third trimester, avoid live vaccinations in infant vaccination schedule until 6 months of age.

! Limited evidence.

ongside investigation of other causes of infertility.
; Olﬁestcd monitoring of maternal blood pressure, renal function, blood glucose and drug levels.
¥

~_ British Society for
'X’ Rheumatology

Rheumatology, 2023,






fuvaika 48 etwv

Peupatoeldbnc apOpitda amno 4 stiag, anti-CCP (+),
KaTABALW N, uTTOOUPEOELOLUOC

Aevteponadnc aotoyia oe infliximab, mpwtomabng
aotoyia o€ certolizumab

DAS 28 4.64 , VAS pain 60/100, wopuaAyia os €€apon
Tapa tnv aywyn Ue pregabalin kot duloxetine




e AN\ayn o€ Jaki oe ouvbuoouo pe pebotpeatn

* 3 pnvec apyotepa oe LDA (DAS 28 2,61) VAS pain 20/100 kat BeAtiwon oto
XPOVLO TTOVO-LVOUaAyia

e Xwplc avemBupunta cupfapata kot dtatApnon tng KOANC QVIOTTOKPLONG
otou¢ 12 puRveg ouvexopevng Beparmeiog




UPA demonstrated significant and consistent improvements in over comparators

across all patient populations, with or without MTX

O O O
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W UPA15mg M UPA30mg [] MTX [EADA M PBO

aleast squares mean change from baseline (full analysis set); [comparisons adjusted for multiplicity]; *p<0.05; ***p<0.001, UPA vs PBO/MTX; ###p<0.001, UPA vs ADA.

Mean improvement in pain at Week 12 was tested for superiority of UPA vs ADA in the SELECT-COMPARE trial.
1. Strand V et al. Ann Rheum Dis 2019;78(suppl 2):A372; 2. Fleischmann R et al. Arthritis Rheumatol 2019;71:1788-1800; 3. Smolen J et al. Lancet 2019;393:2303-2311 (supplementary information);
4. Burmester GR et al. Lancet 2018;391:2503-2512 (supplementary information); 5. Strand V et al. Arthritis Res Ther 2019;21:263.



Comparative effectiveness of TNFis, biologics with an alternative mode of action and
tofacitinib in an observational cohort of patients with rheumatoid arthritis in Switzerland

10 -

' TOFACITINIB
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Xpovog mapapovnc otn Bzpansia
MNpoocappoyr] and Finckh et al, 2020,

a Ta ammoteAéoparta yia 1o XELJANZ fAtav mapdpoia e ekeiva Tng opddag Twv bDMARD-OMAS.1

gOI npooqppogkjﬂéilsfsmpﬂﬂ)\ag TTapaPovAg oTn Bepateia avaTTapioTolV YUVAIKEG, OPOBETIKEG, PN KOTTVIOTPIEG aaBeveig pe pia Trponyoupevn Bepateia ye bDMARD/tsDMARD, nAikiag katd péoo 6po 57 1wy, pe péon didpkela vooou Ta 10,5 £€1n, péon apxikr Baduoloyia DAS28 3,7,
Kal JEoO .

O1 KapTTUAEG UTTOAOYICOVTAI XPNOIPOTTOIWVTAG TIG HETEG TTPOBAETTOPEVEG EKTIMATEIG, OI OTToIEG AaUBAvVOVTAl OTTO T 75 CUPTTANPWHEVA GUVOAX BEDOPEVWY HETA ATTO TTOAAOTTAG KOTOAOYIONO.1

y Z€ QuThv TNV avaAuaon, ol acBeveig éAaBav XELJANZ <5 mg BID (n=761) 4 XELJANZ >5 éwg <10 mg BID (n=27). To XELJANZ 5 mg BID eivai n pévn eykekpipévn doocohoyia yia Tn Bepartreia ng PA.1,2

501 TTapdyovteg bDMARD-OMA rtav abatacept kai avi-IL-6.1

bDMAé?(I:DSmo)onlKo: TPOTTOTTOINTIKG TNG VOGOU AVTIPPEUPATIKG @pAapupako, BID=800 @opég nuepnoiwg, AMZ=Aeiktng Madag Zwpartog, DAS28=Babuoioyia Evepydtnrag 1ng Nooou oe 28 apBpwoelg, IL=iviepAeukivn, OMA=aA\OG pnxaviopog dpdaong, PA=peupaTtoeidng apbpitida,

=Alaxeipion
KAIvikig MoiétnTag oTig peupaTikég voooug TG EABeTiag, TNFi=avaoToAéag Tou TTapdyovTa VEKPwang Tou oykou, tsSDMARD=aToxeupévo ouvBeTik6 DMARD.

Finckh A, et al. RMD Open 2020;6:e001174. doi:10.1136/rmdopen-2020-001174



[Mapovoioon mepLoTATIKOU

Avdpac 34 €TwWV, OLKOYEVELAKO LOTOPLKO (maTépac) HeE
eAkwoN KoAitda

AZ oo 6 etiag pe ouvodo nepldepikn tpoofoln (apBpitida
yovatwv Kal evBeconaBela axtA. TEVOVTWVY)

MNpwtomnabng actoxia oe adalimumab, cofapn aAAepyikn
aviibpaon oe infliximab kot mpwtomabn¢ oaotoxia o€
golimumab

Evapén Jaki

Eva €toc apyotepa oe LDA kal xwplc avermBuunteg
EVEPYELEC




Upadacitinib in Axial PsA

SELECT-PsA 1 Modified BASDAI (excl. Q3)

Week 12 Week 24
| I I 1
C Investigator Investigator Investigator Investigator
Alone + PRO-Based Alone + PRO-Based
0
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Baraliakos et al. Arthritis Research & Therapy (2023) 25:56
*¥*Xp < 0.0001, ***P < 0.001, **P < 0.01, upadacitinib 15 mg versus placebo; ##P < 0.01, upadacitinib 15 mg versus
*¥***p < 0.0001, ***P < 0.001, *P < 0.05 upadacitinib 15 mg versus placebo; #P < 0.05, adalimumab; nominal P values are shown and were not multiplicity controlled. ADA, adalimumab; ASDAS, Ankylosing Spondylitis Disease Activity
upadacitinib 15 mg versus adalimumab; nominal P values are shown and were not multiplicity Score; bDMARD, biologic disease-modifying antirheumatic drug; Cl, confidence interval; EOW, every other week; ID, inactive disease; IR, inadequate

controlled. BASDAI, Bath Ankylosing Spondylitis Disease Activity Index; response; LDA, low disease activity; PBO, placebo; PRO, patient-reported outcome; PsA, psoriatic arthritis; QD, once daily; UPA, upadacitinib



[TAEOVEKTOUV T VEOTEPA PAPLUAKO OTNV AVTIUETWITLON TwV SUTKOAX

Ueparrtevouevwy acdevwy;

Case presentation

* Avdpac 68 eTwv KAmvLoTnc 15 p/y HE OTOULKO AVOUVNOTLKO:

RHEUMATOID
ARTHRITIS

* 2N, ZA tonou Il umo diokia , Suchutdatpiog , ALY Kot
EKKOATIWHUATWONG TIAXEOG EVIEPOU ( EKKOATIWHLATA OF o
KOAOVOOKOTINGN KAL £VA ETIELCOSLO EKKOATIWHOTITIONG ) SlayvwoKeTal et iseas, et
npo e€apnvou pe Opoapvntikn Peupatoeldn ApBpitidoa

e Yto dlaotnua tou teAevutaiou e€apunvou dokipalet 5o cDMARDs

 MTX 15 mg/week (SC), D/C : vauTtia Ko TpLYOTTwong
* Leflunomide 20 mg, D/C : avénon A

e Ytnv teAevtaia ektipnon HDA pe DAS28(ESR): 5.4 ETN
ABT
TCZ
ADA
RITUX

JAKi

‘Evapén BloloykoU w¢ povoBepareia

S SR VR =



Case presentation

Fvetal emdoyn ya évapén ETN- biosimilar (monotherapy)

Ynuavtikni BeAtiwon otouc 3 pAveg pe DAS28 (ESR) : 4 (MDA)

2TOUC 6 pnveg matpetaipw BeAtiwon pe DAS28(ESR): 3.1 (LDA)

2tou¢ 12 pnveg dtatripnon Tou BEPATEUTIKOU OMOTEAECOTOC




Remission in rheumatoid arthritis patients treated with etanercept
monotherapy: clinical practice and clinical trial experience

100% Fig. 1. Cumulative percent of patients achieving Clinical
Disease Activity Index remission (CDAI =2 8) as a function
of time on etanercept monotherapy in TEMPQ and RADIUS IT.
S 0%
3
‘e 80%
o
£ 0%
3
8 60% Comparative effectiveness of  first-line biological
S 50 monotherapy use in rheumatoid arthritis: a retrospective
5 analysis of the RECord-linkage On Rheumatic Diseases
% - Among monotherapies, considering etanercept as reference, adalimumab (1.28,
§ 95% Cl 1.03 to 1.59) and infliximab (2.41, 95% Cl 1.85 to 3.15) had higher risk of
£ 0% failure
=
E : :
3 1% -_-Tni'gﬁ?sﬁf?;ﬁ'em Silvagni E, et al. BMJ Open 2018
0%

0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160
Duration of continuous etanercept therapy (weeks)

Table II. Remission and time to remission in patients treated with etanercept with or with-
out methotrexate.

Clinical and Experimental Rheumatology 2013;



Swap

(b)

Factors for making management decisio

B-cel Co-stm
blockade
Monotherapy*

Minimsaton of polypharmacy
Pregnancy (wish)Vactation®
Rheumatoid factor positive
ACPA postive

IMID*

Vascultis®

Uvettis®

MACE'

CV mortalty

VTE®

Heart faillure”

Anaemia

Type I diabetes

Recurrent herpes zoster
Latent tuberculosis’

Recurrent or chronic infection®
Haematological tumours

Sold tumours (excluding melanoma)’
Interstial ung disease

Pain

Gastric perforation risk/daverticults
Nodules
Demyeination events

[] No data I Neutral B Favoured I Strongly favoured B Caution I Contraindicated

Ther Adv Musculoskelet Ois
2022, Vol. 14:1-14



Case presentation

e AvOpoc pe otoplkd Afoviknc 2movouAoapBpomndBelac armo 2
etiac , HLA B27(+) kat deppatikny pwpiaon {BSA (évapénc) :
5%} Bploketal o xapunAn evepyotnta voocou ASDAS: 1.8 umo
aywyn e IL-17 inhibitor mou Atav kat o MPWToC PLOAOYLKOC
TIOU XPNOLUOTIOLONKE.

* Napouvowdalel to TEAEUTOlO €EAMNVO TIOAAQATIAEC UTIOTPOTIEG
npocOiag payostdittdbag otov (AE) odpBaApo mou dev
avtanokpidnkav tnv ToTkA Oepameio OoUTE KAl OTNV
npooOnkn (SC) Methotrexate 20 mg/week mou €Aafe yia 3

MNVEG

e [livetat switch tou IL-17 inhibitor oe biosimilar ADA + (SC)
Methotrexate 20 mg/week




Case presentation

e O aoBevric mapouoldlel pOvov €va emelcodlo mpoodlag
payoelditidac apeowc petd tnv €vapén to biosimilar-ADA movu —
QVTIMETWTI(ETOL ME TOTUK Bapameia kot peta dev epdavilel @\
mAeov aAAa emeloodla evw ocuve)ilel pe kaboapo dEppa amo tnv N
Jbwplaon kot xapnAn evepyotnta vooou pe ASDAS: 1.9

Inflammation of
the front part of the eye

e AUTN N XoNAR evePOTNTA VOOOU , TO KaBapo S€pua koL n Udeon
arno tov 0pBaAUO Slatnpouvial otnv ekTipnon 12 YAVEG HETA
NV €vapén tou biosimilar-ADA



Anti-TNF Etanercept Anti-IL-17 Anti-IL-23 JAKi

Arthritis
Axial

Skin
Enthesitis
Dactylitis
Nail disease
*Eye
**Bowel

Figure 1. Efficacy of the various treatment modalities in various aspects of PsA. Green: efficacy, dark green: category is
superior compared to the others, white: inefficacy or contraindication, orange: trials are underway, yellow: limited efficacy
or use with caution. *Marketed for uveitis: only adalimumab; *Marketed for Crohn’s disease: adalimumab, infliximab,
certolizumab, ustekinumab. Marketed for ulcerative colitis: adalimumab, infliximab, golimumab, ustekinumab, tofacitinib.
VTE: venous thromboembolism; PE: pulmonary emboli; JAKI: JAK inhibitors.

Chrysoula G. Gialouri et al. MJR 2022
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supplemental table $3. Flare definition 1: all registered visits with an AU-diagnosis separated by a gap of at least 90 days without any AU -diagnosis;
flare definition 2: all registered visits with an AU-diagnosis occurring at least 60 days after a previous registration (irrespective of any visits in-

between).
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» In patients with spondyloarthritis, monoclonal
TNF-inhibitors may offer better protection
against recurrent flares of anterior uveitis,
compared with secukinumab and etanercept.
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 Biologics have revolutionized the way we treat IMID

» All available therapeutic options are valuable

* TNF inhibitors were the first biologics used both in randomized controlled trials
and in clinical practice.

* TNF inhibitors are effective and safe and represent a valid option for many
IMID

« But new drugs are also very important giving us the opportunity for more
innovative and successful treatment approaches







