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O aodevnc pag...
3B 35 xpovwv

Alayvwon Aykulorowntikng ZrmovOuAitidac to 2012

s HLA-B27(+)

% ZUppETOXN MEYAAWV apBpwoswv (yovarta, Loxio dudw OTLC
eEapoeLq)

% OPXLKOL OVTLUETWTILOTNKE LE avTLPAeypovwon r~
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Amto 2015 AapBavetl Golimumab 50mg/mo




O aodevnc uog..

Aourto Atoutko Avopuvnotiko: AcadEcg Lotoptko DVT KAatw AKpou

XELPOUPYLKO loTOopLKO: EAEVOEpPO

Ow lotoplko: puntepa Bupeoetbomnabela

KowwViKO 10TopLKO:
Kamnviotic (10pack/years)
Kowwvikn xpnon aAKOOA TEPLOTAOLOKA

Qappuoka:
Golimumab 50mg/mo
Neplotaoctakd MZAQ

AM\epyiec: bev avadepovtal




O aoBevnc pac Ntav kaha pexpt to 2017 omoTe Kal MOPOUCLOOE:

N/

s emneLoodLo LpLOoKuKAiTLdaC

% 7-8 SLOPPOIKEC KEVWOELC NUEPNOLWCE, HE TPOCULEN ALUOTOC
OTLC TIEPLOCOTEPEC ATIO TLC LLOEC




KoAovookomnnon:
Owdnua, epuBpotnta, e€idpwpa, e€dAelPn ayyeLlokov TPOTUTIOU, OE KATLOV,

OlYHOELOEC Kat 0pBO.

lotoAoylkn: cupPath pe eAkwdn KoAitda oe €€apon.




AplotepomAevpn EAkwdNn KoAitdéa, Mayo Il

WP

Normal (Score 0)

Erythema, obscured vascular
pattern without mucosal
breaks (Score 1)

Marked erythema, friability
and erosions (Score 2)
Ulcerations with spontaneous
bleeding (Score 3)

N Engl ] Med. 1987



Sacroiliitis and spondylitis occur in up to 20% of patients with IBD

Up to 70% of patients with AS or SpA have microscopic evidence of gut inflammation

(Magro et al., 2017)
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(Karmiris et al., 2016)
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ECCO Statement 2E

Patients with axial SpA should bmanaged with rheumatologists.
Intensive physiotherapy and short-term non-steroidal anti-inflammatory

drugs [NSAIDs] are effective [EL 3], but long-term treatment with NSAIDs is
not recommended [EL2). Sulfasalazine [EL2] and methotrexate [EL2] are of

limited efficacy; therefore early anti-tumour necrosis factor [TNF] is the

preferred treatment for those intolerant or refractory to NSAIDs [EL2]

A. axSpA is a potentially severe disease with diverse manifestations, usually requiring multidisciplinary management
coordinated by the rheumnatologist

This OAP underlines two important aspects. First, that musculoskeletal and extra-musculoskeletal manifestations of axSpA often
have an important impact on the patient’s life.2? Second, that the rheumatologist, as the expert across the spectrum of the
ECCO Statement 2F disease, should coordinate the multidisciplinary management. Other medical specialists as well as health professionals may have

relevant contributions to the management of patients with axSpA.

Treatment of underlying gut inflammation is often sufficient to treat
peripheral arthritis [EL2], although short-term NSAIDs or local steroid
injection provide symptomatic relief [EL4]. Short-term oral corticosteroids are
effective [EL 3], but should be discontinued as soon as practicable. In persistent
arthritis, sulfasalazine [EL2] and methotrexate [EL4] may have a role. Anti-
TNF therapy is appropriate and effective in resistant cases [EL2]



Meta-Analysis of NSAIDs Use and Risk of IBD Exacerbation Among
Studies with Low Risk of Bias

Source RR (95% CI) Weight(%)
Crohn's Discase

Evans (1997) —_—l— 1.12(0.48, 2.60) 1698
Hensley (2015) *>- 1.15(0.18, 7.40) 3.48
Long (2016) —— 1.65 (1.12, 2.44) 79.55
Subtotal (I-squared = 0.0%, p = 0.684) g 1.53 (1.08, 2.16) 100.00
Ulcerative Colitis

Evans (1997) * 1.72 (0.62, 4.78) 32.85
Hensley (2015) € * 0.16 (0.03,0.91) 19.05
Long (2016) . e 1.25 (0.82, 1.91) 48.10
Subtotal (I-squared = 64.7%, p = 0.059) —=<__| —= 0.94 (0.36, 2.42) 100.00
Inflammatory Bowel Discase

Evans (1997) —_——— 1.35 (0.72, 2.55) 11.12
Aalykke (2000) —_— 1.95(1.15,3.30) 14.12
Dominitz (2000) 0.93 (0.68, 1.27) 22.85
Bemnstein (2010) 0.99 (0.61, 1.60) 15.58
Feagin (2014) 1.02 (0.51, 2.05) 9.73
Hensley (2015) > 0.42(0.14, 1.25) 4.78
Long (2016) 1.39(0.99, 1.94) 21.82
Subtotal (I-squared = 44,9%, p = 0.092) 1.15 (0.89, 1.49) 100.00

NOTE: Weights are from random cffects analysis

T
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N
»

(Moninuola et al., 2018)



O aobBevnc ocuvexLoe to golimumab kot €AaPe pecalallvn peros Kol
ToTikn Beparmeia --> VPeon

Q0oTO00 KATIOLOUC MNVEC apyoTEPQ... XPNIEL ELOAYWYNC OTO VOOOKOUELO
-- avénon aplOpov KEVWOEWVY, KOWALOKO AAYOC KOl EUTTUPETO

-- avénon delktwv PAeypovNG

-- KOAovo: TtavkoAittda Mayo Il

-- LUOOKEAETLKO o€ UdEON

‘EAeyxoc Aouwéewv
--c diff apvntiko
--Bloiec: CMV koAitibac—> 14d IV ganciclovir=> xwpic BeAtiwon




Moo sival To EmMOpEvVO BApo???



US approval

Natalizumab*
Jan 2008

Certolizumab pegol*
Apr 2008

Infliximab Adalimumab
Aug 1998 (CD) Feb 2007 (CD)
Sep 2005 (UC) Sep 2012 (UC)

1998 2000 2002 2004 2006 2008 2010
Infliximab Adalimumab

Aug 1999 (CD)
Mar 2006 (UC)

EU approval

*biosimilar molecule (adalimumab biosimilars available in the US in 2023)
*UC only; *CD only

Anti-TNF

Jun 2007 (CD),
Apr 2012 (UC)

. Anti-IL12/23 Il Janus kinase inhibitor

Infliximab-gbtx*

Dec 2017

Infliximab-abda*
Apr 2017

Infliximab-dyyb*
Apr 2016

Adalimumab-atto*

Adalimumab-adbm*
Aug 2017

Adalimumab-adaz*
Oct 2018

Infliximab-axxq*

Sep 2016 Jul 2020
Golimumab* Vedolizumab g:;e;gf‘ue%) Tofacitinib* Ozanimod* Upadacitinib*
May 2013 May 2014 Oct 2019 (UC) May 2018 May 2021 Mar 2022
2012 2014 2016 2018 2020 2021 2022
Golimumab* Vedolizumab Ustekinumab Tofacitinib® Ozanimod* Filgotinib*
Sep 2013 May 2014 Nov 2016 (CD) Aug 2018 Oct 2021 Nov 2021
Sep 2019 (UC)
Inflectra/Remsima Flixabi Zessly Yuflyma
(infliximab*) (infliximab*) (infliximab*) (infliximab*)
Jun 2013 Apr 2016 Mar 2018 Dec 2020
Amgevita Idacio
(adalimumab*) (adalimumab*)
Apr 2017 Apr 2019
Imraldi Hyrimoz
(adalimumab®*) (adalimumab*)
Aug 2017 Jul 2018

I Integrin receptor antagonist

B Sphingosine-1-phosphate receptor modulator

(Marsal et al., 2022)



Management of axial and non-axial
spondyloarthropathy in IBD

Agent

Axial Non-axial

spondyloarthropathy spondyloarthropathy

Sulphasalazine

Methotrexate

Anti-TNF*

B | can be used

|

may be used

JAKi

_ should not be used

Anti-adhesion

Vedolizumab

Anti-1L-12/23

Ustekinumab

S1P-R Modulator

Ozanimod

*does not apply for etanercept

© ECCO' 23 Copenhagen Congress - Speakers:

adapted from Greuter T et al. Gut 2021

Torsten Kucharzik and Hannah Gordon

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9014274/

|



Phase |

consider in all patients

Clinical diagnosis of | all patients

axSpA

if symptomatic

N

Physiotherapy

At least 2 courses_

Education
Regular exercise
Stop smoking

Start NSAID and titrate up to
the maximum tolerated dose

Sufficient
response at 2-4

NSAIDs

Yes 1

weeks?

Continue ]

v No =
= =8
Phase Il Mainly peripheral symptoms l Purely axial disease
Skl i 1 if contra-indicated or lack of efficacy Start TNFi, IL-17i' or JAKi2
glucocorticoid injection Current practice TNFi or IL-17i°
Consider sulfasalazine
History of recurrent uveitis or
active IBD*:monoclonal Ab TNF*4
preferred; significant psoriasis:
IL-171" preferred
AASDAS=11
after at least 12 ——Yes
weeks? |
Sustained remission:
[ Continue ]—) consider bDMARD

tapering

= No E
Phase 11l \L
if active axSpA confirmed Re-evaluation of the diagnosis,
r presence of comorbidities
N
Switch to another bDMARD BASDAS=11 Yes
(TNFi or IL-17i") or JAKi? sitaratieast 12
weeks?
Sustained remission:
L No [ Continue consider bDMARD

tapering

— =

(Ramiro et al., 2023)



‘Evapén Infliximab + MTX




Ouwc rtapa tnv apxikn BeAtiwon...

Ek véou avénon SLappoikwVv KEVWOEWV IE TIPOCULEN AlMaTOC + KOLALOKO
AAyoc

KoAovoaokornon: MavkoAitida Mayo I
Avooolotoxnueia apvntikn yta CMV

Entineda Infliximab -
Avtiowparta Infliximab <4~ M



Kaw twpa???



Anodaon ywa Evapén adalimumab

- Induction pe 160mg = 80mg (week 2)--> 40mg week 4 kat kabe 15
NUEPEC EKTOTE




Meta ano apxlkn avianokpLon...

-- €K VEOU €€apon tNC eEAKWSOUC KOALTLOOC pe TTOAANATIAEC SLAPPOLKEC KEVWOELC

-- €€0pON CUUMTWUATWY AyYKUAOTIOLNTLKAC omtovOUALtdac (oodualyia)

Evtatikonoinon Adalimumab 40mg/ kaBs eBdopdda



Mapad tnv evtatikomoinon tou Adalimumab kot peta amno
TIEPLOPLOLLEVN APXLKN PEATLWON

‘E€apon UC: 5-6 KEVWOELC NUEPNOLWC, UE TIPOOULEN ALMATOC KOl
gUNUPETO-> VvoonAeia

ErmtumA€ov napouotalel emdeiviwon CUUMTWHATWY apBpitdac pUe
-aAyoc oopUIKNC poipag
-TIEPLOPLOUOC KLVNTLKOTNTOC TNE 22




Entinedo ADA -

Avtiowpata ADA a*
2012 2018
Aladyvwon A Infliximab +MTX
2017
lptboKUuKALTLO

Kol Stayvwon UC

7/2019
Adalimumab

12/2019
gvtatLkomoinon
tou Adalimumab



Moo €ivall To EMOMEVO BApa???



AA\ayn Bepaneiac os certolizumab
pegol 200mg sc/15 nuEpPEC




2018
2012 Infliximab
Alayvwon Az +MTX
2017 7/2019
|pLEOKUKATIS Adalimumab
kot dtayvwaon
UcC

- 1 Ké&vwon TNV NUEPQ, XWPLC TTPOOULEELS
- Xwpic Ko\Llako AAyog

12/2019
gvtatikomnoinon
ToU
Adalimumab

2020
certolizumab

pegol

- EmavaAnmrtiki koAovookornon- Mayo | oe 6Ao to eviepo, mAnv opBoU MoU HOKPOOKOTILKA TTANPNG

vdeon.

- 'Ydpeon CUUMTWUATWY LUOOCKEAETIKOU



Gastroenterology ¥agda

DEFINING OPTIMAL TREATMENT ALGORITHMS | VOLUME 154, ISSUE 1, SUPPLEMENT ,
S71, JANUARY 2018

P136 CERTOLIZUMAB PEGOL IS EFFECTIVE IN THE
MAINTENANCE OF RESPONSE IN MODERATE-SEVERE
ULCERATIVE COLITIS: AN OPEN-LABEL MAINTENANCE STUDY

Mark T. Osterman e Kindra D. Clark-Snustad ¢ Anand Singla e Anita Afzali ® Susan Parrott * Scott D. Lee

DOI: https://doi.org/10.1053/j.gastr0.2017.11.183 «
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BonBouv ta enineda kat ta avtiowpota anti TNF ot Bepameutikec amopaoelg??

IBD patients receiving Confirm IBD inflammation
anti-TNF maintenance » Endoscopy / Imaging / Biomarkers (CRP, FC)
# Exclude IBS, infections, malignancies, BOG, strictures, BSD, etc
thefap'l on relapse # Verify drug adherence
| ]
Supratherapeutic Undetectable or
or therapeutic TC? subtherapeutic TC
Stop drug ADA ADA Measure ADA at
» Swapping to a non-anti-TNF drug . ’ .
—— (_) (.|.) consecutive time points
Escalate
# Increase dose
» Shorten interval ADA ADA
ighb
»  Add IMM |0wh hlgh
Escalate Stop drug
» Increase dose » Switch to another anti-TNF
» Shorten interval » Swapping to a non anti-TNF drug
> Add IMM » Surgery

(Papamichael & Cheifetz, 2016)



BonBouv ta enineda kat ta avtiowpata anti TNF otic BeparmeuTtikeg

ano¢pAoeLg??

*{jay

- No detectable ADAs
- Therapeutic drug levels

Possible scenarios in patients
presenting secondary
inefficacy to TNFa inhibitor <
treatment

- Detectable ADAs
- Subtherapeutic drug
levels

™e

A YT
5.

ADAs: onti-drug antibodies*®

Big:1

Non-TNFa-driven disease
activity

Interpretation

TNFa-driven disease activity
TNFa- inhibitions hampered by
ADAs

d

Change therapeutic
mechanism of action

SUGGESTED THERAPEUTIC
INTERVENTION

Change TNFa
inhibitor

Possible scenarios for management of secondary treatment failure on TNFi. *¥ADAs determination is recommended, if

available

(Juanola et al., 2022)



2ELPA Xpnonc BloAoywkwv rapayoviwy 277

Infliximab Adalimumab Golimumab Certolizuma Vedolizumab Ustekinumab g
Dosage / 5-10mg/kg 40mg- 160mg  S50mg- 100mg 200 -400mg, 300mg, 4-8w, IV 6mg/Kg, IV
. administration 4-8w, IV, eow —ew, SC eow - ew SC 2-4 w, SC 108 mg, eow, SC  90mg, 8w - 12w, SC
120mg, eow, SC
Half-life (days) 8-10 (1.5w) 14 +/- 4 (2w) 9 +/-3 (1.5w) 14 (2w) 15-22 (2.5w) 15-32 (3w)
——— el |
Induction e +- ++ - ++ (UC) + (CD) ++
. (efficacy) [ — e ———
Maintenance + (immunity) ++ (UC) - - 4 +++
| Sy el
Efficacy in  +++V o+ ucC + + ++
- fistulizing e e e RS e
. disease
| Efficacy in  +++ +++ s .4 K e
- Extraintestinal
: Manifestation
. Safety profile ++ ++ ++ ++ +++ +++
: +>65yo0 +>65yo0 +>65yo +>65yo

+++ pregnancy

: e R R S |

(Juillerat et al., 2022)



2KEWPELC yia LeANOVTIKEC BepATTEVUTIKEC ETILAOYEC

 JAKi?
e JuvOuoopOC BloAoylkwv?
* Epeuvntiko pappoko ?
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EMA recommends measures to minimise risk of serious side
effects with Janus kinase inhibitors for chronic inflammatory
disorders

News 28/10/2022

EMA's safety committee (PRAC) has recommended measures to minimise the risk of serious side effects
associated with Janus kinase (JAK) inhibitors used to treat several chronic inflammatory disorders. These side
effects include cardiovascular conditions, blood clots, cancer and serious infections.

The Committee recommended that these medicines should be used in the following patients only if no suitable
treatment alternatives are available: those aged 65 years or above, those at increased risk of major
cardiovascular problems (such as heart attack or stroke), those who smoke or have done so for a long time in
the past and those at increased risk of cancer.

The Committee also recommended using JAK inhibitors with caution in patients with risk factors for blood clots
in the lungs and in deep veins (venous thromboembolism, VTE) other than those listed above. Further, the
doses should be reduced in some patient groups who may be at risk of VTE, cancer or major cardiovascular
problems.

The recommendations follow a review of available data, including the final results from a clinical trial! of the
JAK inhibitor Xeljanz (tofacitinib) and preliminary findings from an observational study involving Olumiant
(baricitinib), another JAK inhibitor. During the review, the PRAC sought advice from an expert group of
rheumatologists, dermatologists, gastroenterologists and patient representatives.

The review confirmed Xeljanz increases the risk of major cardiovascular problems, cancer, VTE, serious
infections and death due to any cause when compared with TNF-alpha inhibitors. The PRAC has now concluded
that these safety findings apply to all approved uses of JAK inhibitors in chronic inflammatory disorders
(rheumatoid arthritis, psoriatic arthritis, juvenile idiopathic arthritis, axial spondyloarthritis, ulcerative colitis,
atopic dermatitis and alopecia areata).

The product information for JAK inhibitors used to treat chronic inflammatory disorders will be updated with
the new recommendations and warnings. In addition, the educational material for patients and healthcare

professionals will be revised accordingly. Patients who have questions about their treatment or their risk of
serious side effects should contact their doctor.



Anodaocicape BLoAoyiko, aAAd os L doon??

BLOAOYLKOC TTAPAYOVTOLG EAKwSNG KoAitda AyKUAoToLnTkA
onovéuloapOpomnadeiLa

Infliximab

Adalimumab

Golimumab

Tofacitinib

5-10mg/kg (0-2-6 kat kaBe 8 w) 5mg/kg (0-2-6 kal kABes 8 w)

160mg(w0)—>80mg 40mg/2w
(w2)=>40mg (every 2w)

<80kg: 200mg (w0)—>100mg 50mg/mo (100mg/mo av
(w2)--> 50mg (w6)—=> 50mg edw >100kg kol pn ovtamokplon)
>80kg: 200mg (w0)—>100mg

(w2)->100mg (w6) = 100mg

edw

10mg BD ywa 8 w—> 5mg BD 5mg xBD
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» Emkowvwvia Kol ouvepyaoio LETOED TwV ELOLKOTATWY

» E€atopikevon Bepareiog

» H xprnon emumedwv/ovilowpatwy Gapuakwy Unopel va poc Bonbnoest ot BepameUTIKEC
ETUAOYEC

*** ALapOpeTIKEC BepameUTIKEC SOOELC Yo ayKUAoTonTiKA omtovSOUATIOa vs eAkwdN KoLt

s Ae Eexvape va cvuotivoupue puoloBeparneia
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