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Alaxeipion acOevwyv HeTA Ty amotuxia Twv
avti-TNF: JAK avactoA&ic N avacTtoAEiG

IVTIEPAEUKIVNC;

AoOevn¢ pe eAkmOTN KOAITION KAl EEM-EVTEPIKEC
ekONAwaoelc ao Ti¢ apfpwoerg

Pal\atov Mapia, eidikevouevn 'aotpevieporoyiag, INA

EvayyeAiopoc-IToAvkAvik
Xpnotidov Ayyeiikn, StevBvvtpra 'aotpevieporoyiag, INA

EvayysAopog-TIToAvkAvik)




EAKwONC KoAitida (UC)

E1: Proctitis E2: Left-sided Colitis E3: Extensive (Pan) Colitis

30-60% of Patients 16-45% of Patients 15-35% of Patients
Symptoms Symptoms Symptoms

Rectal bleeding, Tenesmus, E1 plus Diarrhea, Abdominal E2 plus Constitutional
Urgency cramping Symptoms (Fatigue, Fever)
General Treatment Strategy General Treatment Strategy General Treatment Strategy
Topical +/- Oral 5-ASA or Crral +/- Topical 5-ASA or QOral +/- Topical 5-ASA or
Steroid Steroid, IMs, Biologics Steroid, IMs, Biologics

} Gregory @2016 Mount Sinul Health Systen
FIG. 362.2 Ulcerative colitis phenotypes by Montreal Classification.
Symptoms and treatment strategy can differ based on extent of disease.
(llustration by Jill Gregory. Printed with permission of ©Mount Sinai Health
System.)



Mayo UC Endoscopic
Score=0

(normal or inactive disease)

Mayo UC Endoscopic
Score=3

(severe disease)
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Normal vascular pattern

Spontanous bleeding,
ulcerations




Uc and EIMs

Ocular
Episcleritis
- § Scleritis
( Cutaneous Uveitis ( Hepatobiliary
| Erythema nodosum Primary sclerosing cholangitis
| Pyoderma Gangrenosum ' : Hepatic steatosis
Sweet's syndrome
Oral Aphthous lesions
e o
Musculoskeletal | ( Other 3
Ankylosing spondylitis Extraintestinal Pancreatitis
Manifestations of
Sacroiliitis Infl tory \ Thromboembolism
Peripheral arthropathies Bowel m Pulmonary disease
Metabolic bone disease ' Realartics Renal disease




Gut-joint hypothesis

Gut-synovial axis Inflammatory bowel disease
|
: N
N
EE‘!"*‘-”%;} \\'\
Ve N
1. Gut bacteria - Dysbiosis V& M
2. Migration of activated gut T-cells and macrophages \‘\_\
- -
\, IL23/IL12, STAT3, TNF-a, CD163
// protein, E-cadherin, «Ef7 integrin
/'//
Genetic predisposition /// Spondyloarthropathies
/// _
DRB1 0103 allele »
4 e
HLA-B27 o
HLA-B35
HLA-B44

CARD15/NOD2 gene




>mmovouAoapBpitidec (spA)-UC EIMs

- ExOnAwon wc:

-ASovikn

A. ue aktivoloyika evpnuata(AS)

B. yoplg aktivoAoyika evprjuata(nr-axspA)
-ITepupepikn

-Mewmn

« EvOeottidoa
o AakTtuAltida



- EvOeoitida: cuvnong
evtomon ota I®NE:
£TTIYOVATION

o AakTuAlTIOA:
TAVTOYPOVI PAEYLOVI
TEVOVTWYV, EVOEoEWV,

apBpwoewv
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E Kataypadr e€wevtepkwv ekdnAwoewv o€ EAANVIKO MANBuopo pe IONE

/
30% YUvolo acOsvwv : 1860
XVvoio aocOsvwv pe EEE :
25% 615
wo'ooré: 33.1%
20% -
m total (n=1860)
15% -
B CD (n=1001)
10% - = UC (n=859)
5% -
D% T I 1

one EIM  two EIMs three EIMs four EIMs five EIMs

Karmiris K, Journal of Crohn's and Colitis, 2016



OL ouxVOTEPEC EEWEVTEPLKEG EKONAWOELG AhOPOUV TO LUOOKEAETIKO

Zvotnpo/ EKTIpWMEVEG CUYVOTNTE SRS
-UoTnH E&w-evtepikn ekdridwon HWHEVES GUXVOTITTES OUYVOTNTEG OTNV
opyoavo o€ aoBeveig pe IODNE EAAGSaL
Nepipepikni apOpayia / apOpitida UC: 5-10% / CD: 10—20%
a[;?/gwoslq A&ovikr] ZrovéuAapBpitida 3-5% 23,3%
lepoAayovitida ‘Ewg 25%
OQwdeg epbNnpa UC:'Ewg 10% [ CD:'Ewg 15%
Aéppo Mayypavwdeg muddeppa 0.4—2.0% -
(25%) >Uvdpopo Sweet Zmavia (case reports)
ZtopatikeG BAABEG ‘Ewg10%
; EmiokAnpitida ZUVOALKO EVPOG:
gc-lﬁ/?)}\ Hot Payoeiditida UC:1.6-4.6% / 3%

Ipitida CD:3.5-6.3%

1. Vavricka SR, et al. Inflamm Bowel Dis 2015;Schleiermacher D, et al. J Crohns Colitis 2007;Karmiris K, et al. Journal of Crohn's and Colitis 2016



KAWVIKO TTEploTATIKO 1:
» T'uvaika 42etv

« a/a: AAA, mpwnv kamvioTpla
« Ow. Iotopko: ehevBepo

0 Normal mucosa
nactive disease

2018: 5 O10PPOTKES KEVWOEIG
+atpa(iunva)

« UC E2: Mayo II

- 'Evap&n 5-ASA (per os+
TOTIIKQ)



KAWVIKO TTEploTATIKO 1:

* 2020: EVIEPIKI] VOOOG O€

LVPEeOT Table 2. Characteristics of Inflammatory Back Pain.*
’ OO'([)U(I}\YICI ' . Characteristic
- Pev HGTO}\OY“{T] eKTiunon Age at onset, <45 yr
« MRI: AS Duration, >3 mo

Insidious onset

Morning stiffness >30 min

Eekivnoe anti-TNF

Improvement with exercise
(lnﬂIXImab 0-2-6wW KAl MS’[d No improvement with rest
5mg/ kg/ 8W) Awaking from pain, especially during second half of night, with improvement
on arising
Alternating buttock pain




H Soc0Aoyia TwVv BloAoyik®V @APUAK®V STA@PEPEL HETAEY PEVUATOAOYIK®V

mafnoeswv kat IODNE
Peupoatoloyia/Agppatoloyia Nuotpeviepoloyia
infliximab RA: 3 (—7,5) mg/kg* 0-2-6 wks 5 mg/kg* 0-2-6 wks
AS, PsA: 5 mg/kg* 0-2-6 wks & 5 mg/kg* every 8 wks
adalimumab 40 mg every 2 wks 160 mg—8omg—>40 mg 0-2-4-wks

& 40 mg every 2 wks

golimumab 50 mg every 4 wks, 200 mg—>100mg—>50 mg 0-2-6-wks
(or 200 mg every 4 wks if > 100kg) & 50 mg every 4 wks (< 8okg) or 100
mg every 4 wks (> 8okg)
ustekinumab 45mgs.c.: 0-4 wks, thenevery12 6mg/kg* i.v. >9omgs.c wk8
wks (or gomg doses if > 100 kg ) & 90 mg every 8-12 wks s.c
tofacitinib 5 mg bid 10 mg bid for 8 wks

& 5 mg bid

1. Remicade SmPC, Merck, May 2018, 2. Humira SmPC, AbbVie, July 2018, 3. Simponi SmPC, Merck Sharp & Dohme, Apr
2018; 4. Stelara SmPC, Janssen-Cilag, Mar 2018, 5. Xeljanz SmPC, Pfizer, July 2018;



KAWVIKO TTEpLloTATIKO 1:

* 2025: KEVWOELC 5-7+ alua
» AtwAela fapovg
» Ymotposr AS+ mepipepikov Tumov apOpaAyieg

» ATTOKAE10UOC AOTUWENC
(xkarepyela/mapaottor/c. Difficile kompavwv)

- Evoookomnon:E3, Mayo II,CMV -

» Etopevo Pnua;



Aeutepoyevnc amwAeLa avtanokplong otoug avil-TNFs og aoBeveig pe IONE:
therapeutic drug monitoring - TDM

AITQAEIA ANTAITOKPIXHY XE ANTI-TNF

OEPAIIEYTIKA EIIIIIEAA XAMHAA/MHAENIKA EITITIEAA
DPAPMAKOY DPAPMAKOY

! 3

AAAATH XE MH ANTI-TNF
ITAPATONTA (OUT-OF-
CLASS)

ENTATIKOIIOIHXH
ANTI-TNF

20¢ ANTI-TNF +
AZA/ME®

!_ /- I};%i)QHm AAAATH XE MH ANTI-TNF
ITAPAT'ONTA

Papamichael K, Curr Opin Gastroenterol 2020

Roblin X, Gut 2020



KAWVIKO TTEPLOTATIKO 1

» Metpnon enmumedwv/avTiooUATwy:
emimeda infliximab Oepamevtika/ ATIs (-)

- AAAATH OUT-OF CLASS

. Vedolizumab, JAKi fj ANTI-IL23?



[TpoTtelvopevn aywyn

Agent Axial Non-axial
spondyloarthropathy  spondyloarthropathy

Sulfasalazine

Methotrexate
THNF-
antagonise’
JAK inhibitor
Anti-integrin Vedolizumab

Anti-IL-12/23  Ustekinumab

51P-E modu- Ozanimod
lator

‘Does not apply for etanercept.
Green: can be used.
Yellow: may be used.

Red: should not be used.



AlwaBeoipec Beparmeieg 2 ypappung otnv EK kat Agovikn 2ZrnovdéuAapBponabela

Pevpatoloyia lotpevtepoloyia

Anti-TNF Adalimumab < Adalimumab
Golimumab /Golimumab
Certolizumab pegol A

— —

Anti-p4o (IL-12/IL-23) Ustekinumab ¢

Anti-p19 (IL23) Mirikizumab, Rial

Jak inhibitor Tofacitinib Tofacitinib
Upadacitinib Upadacitinib

Anti-integrins Vedolizumab (Ei ‘EF(O'E KAEKTIKO)

Anti-IL1y Sea)ﬁli’ ab B
Ixekiz/' \/afl:

S1P modulators _'




Review > Rheumatology (Oxford). 2021 Oct 19;60(Suppl 4):iv28-iv33.
doi: 10.1093/rheumatology/keab617.

IL-23 and axial disease: do they come together?

Philip Mease ' 2, Filip van den Bosch 3

Affiliations + expand
PMID: 34668015 PMCID: PMC8527241 DOI: 10.1093/rheumatology/keab617 (4

Review 2 Front Immunol. 2021 Feb 18:11:623874. doi: 10.3389/fimmu.2020.623874.
eCollection 2020.

IL-23 Inhibition in Ankylosing Spondylitis: Where
Did It Go Wrong?

Dominique Baeten ! 2, lannis E Adamopoulos 3

Affiliations + expand
PMID: 33679714 PMCID: PMC7935519 DOI: 10.3389/fimmu.2020.623874 (4



Phase |
consider in all patients [ Clinical diagnosis of ] all patients
[ axSpA J
if symptomatic
N
' Start NSAID and titrate up to o 4
Physiotherapy { Regular exercise
the maximum tolerated dose :
Stop smoking
Sufficient
il L response at 2-4 Yes
SAIDs ) ANE %
weeks?
Continue

No

Phase Il Mainly peripheral symptoms 1 Purely axial disease
e R OOV 0N O IR 0F GG 5| Start TNFi, ILA7i or JAK#?
glucocorticoid injection Current practice TNFi or IL-17#
Consider sulfasalazine
History of recurrent uveitis or
active IBD*:monoclonal Ab TNF*
preferred; significant psoriasis:
IL-171" preferred
AASDAS21.1 el
after at least 12 Yes
weeks?
Continue t—>| consider bDMARD

No

Phase Ill \

| e s ASAS-EULAR
recommendations for the

AASDAS21.1

Switch to another bDMARD

(TNFiorIL-17i" or JAKR | 2 a"e:”ite':::"z _YGS?’ management Of aXial
’[ s | Spondyloarthritis: 2022 update
No Continue consider bDMARD
tapering




KAWVIKO TTEPLOTATIKO 1

- Upadacitinib

» BeAtiwon aocBevouc



Clinical Remission per Adapted Mayo Score [NRI]

Clinical Response per Adapted Mayo Score [NRI]

100% - 100% =
0,
n 75%- w 75%- 65% 1%
g fg 57%
? hod 48%
B 50%- 8 0%-
? - g
= |
3 - 24% . g 23%
L .| o J
25% 1 2o/° ° 25%
0% = 0% =
Plaoebo 15 mg 45 'mg P‘Iaéebo 7.5'mg 15 mg 45 .mg
Treatment Treatment
Endoscopic Improvement [NRI] Endoscopic Remission [NRI]
100% = 100% =
n 75% = w 75%=
4 =
D 50%- S 50%-
g 34% g
R 26% 8
5 9 5
L 25%- 20% @ 25% = 13% 16%
.. — S ﬁ
Placebo 7.5mg 15mg Placebo 7.5mg 15mg 45mg
Treatment Treatment




To upadacitinib elval anoteAeopatikd otnv emaywyr Kot dStatripnon tnhe Udeonc o aobeveic pe EK

KAwwki Udeon ESopada 8 KAwiki Udeon EBSouada
52
100 T 100 T
~74% Twv acBevwv o
| UPA 45 mg QD 80 A
8o 1**p<0.001 eixav kKAwuki *1*p<0.001
OVTATIOKPLON OTO TEAOG
X 60 y x 60 -
g % w2
= = O -
£ 40 g 4
20 T 12
20
O -

o
U-ACHIEVE?! U-ACCOMPLISH!

U-ACHIEVE Zuvtiipnon?

B Placebo

M UPA 45 mg QD
UPA 15 mg QD

B uPA 30 mg QD

Danese S, Lancet 2022.



H aroteAeopatikotnta tou upadacitinib eival aveédptntn amno tnv mponyoUpevn €kBson o€
BloAoyLkoU ¢ mapAyovTeS

KAwwkn Udeon

100 - Adjusted response rate difference vs PBO, % (95% Cl)
!
[ |
80 4
g 60 A m UPA 45mg Qt
@ A: 28,9 (22.4,35.4) = PBO
@ ' '
® 404 364 LRZOT2ND y 209(157,2620
22.7
20 -
0 4
N= 319 161 341 67 315 149

Non-bio-IR Bio-IR Anti-TNF-IR

Patients (%)

KAwiwkn vdeon
EBA 52

Adjusted response rate difference vs PBO, % (95% Cl)
100 + I

& 473 (37.0, 5750

20 4 38.5(27.6, 49.5¢ A0 454 (34.7, 56.1)°

A 281 (17.2, 304 Az 320 (229, 41.9)

50 -
53.0 54.2 52.9

A: 30.7 (204, 40,90

N

= UPA 30 mg QD
= UPA 15 mg QD
upPBO

122 116 107 111 109 116 103 101 102

Neon-big-IR Bio-IR Anti-TNF-IR

Vermeire S, 2023



CLINICAL SCIENCE
Tofacitinib for the treatment of ankylosing spondylitis:  Efficacy and safety of upadacitinib in patients with active

a phase Ill, randomised, double-blind, placebo- ankylosing spondylitis (SELECT-AXIS 1): a multicentre,
controlled study randomised, double-blind, placebo-controlled, phase 2/3 trial
B

=&— Tofacitinib 5 mg BID (N=133) —&— Placebo (N=136) - & - Placebo *tofacitinib 5 mg BID (N=136)

A Time (weeks) 0 A SDAS
0 2 4 8 12 16 24 32 40 48
_u_: i ‘D':”-u.za 024 028 | ’E"
-0.39 o~
_ -0.4 " E
g s AN = 05+
s 08 T =
3 4] o8 ! i8S v
2 | c
é 1.2 4 55 z ! N ‘iz 1.7 -1.40 =
il ? RS~ L e T ’ S 4
3 _:A: ] A0 Hmg : 136 ¢ - O 2y _ﬁ -1.04
15 ¢
181 bt ! 156 5 p = p<0-0001
Tofacitinib 5 BJD.Z’V‘_ 131 132 130 131 1;9 127 124 116 100 142 p<0.0001
Placebo "als:iiimbﬁzElD: IN\ 133 133 132 132 131 129 127 17 103 [F] 1 5 p<0'0001
o 154
c p<0:0001
= —8— Placebo p<0-0001*
o . .
—8- Upadacitinib 15 mg once daily
-2:0 ] ] 1 | |
0 2 4 8 12 14

Van der Heijde D, Lancet. 2019;394:2108-2117
Deodhar A, Ann Rheum Dis. 2021;80:1004-1013 Deodhar A, Lancet 2022;400: 369-79




KAWVIKO TTEPLOTATLKO 2

« Avtpag 64etwv

- a/a: KM, AAA, AY, AEE

« UC amo 20¢tiac (E2)

» Oepamevtika oy: 5-ASA,Vedolizumab
» Topwn aywyn: Infliximab smg/kg/8w

» TeAevtaia evoookoTIon 7tPo £T1o0ve Mayo o
« KAtvikdi:1 k€vwon nuepnoiwg



KALVIKO TTEPLOTATIKO 2:

» 'EAeyyoc 010 eEwTEPIKO 1ATPELO

-5 KEVWOELC VOAPELC

-TIEPLPEPTIKOV TLUITOV apBpaiyieg(stodokvn ke,
yovata)

T1 Oa kavarte;



Active IBD and Peripheral arthritis

Active IBD

Induction and
maintenance treatment
according to
IBD type (UC/CD),
location, extent, and
activity

Main goal: IBD control

IBD and arthritis
in remission

IBD in remission but
active arthritis

q Continue IBD
treatment

Treat

I NEE]
arthritis




KALVIKO TTEPLOTATIKO 2:

» MikporoAoykog eeyyoc (-)
» Nea evOookomnor: vitotporr vooov=Mayo II
» Avtioopata inflx(+), entmeda: yaunAa

- Oepasmeia: 1L23 1 JAKis

« Mirikizumab



KAWVIKO TTEPIOTATIKO 2:

» J Clin Med. 2025 Feb 5;14(3):1001. doi: 10.3390/jcm14031001 &

Role of Mirikizumab in the Treatment of Inflammatory Bowel Disease—

From Bench to Bedside
BMC

Michael Colwill *?, Samantha Baillie 2, Jennifer Clough *+*, Richard Pollok 2, Gastroenterology

Sailish Honap 3"
» BMC Gastroenterol. 2025 Apr 29;25:307. doi: 10.1186/512876-025-03627-2 2

JOURNAL ARTICLE
Eaﬂy and Sustained Symptom Control witk Efficacy and safety of Mirikizumab for ulcerative colitis: a systematic

. o1 s . . . . review and meta-analysis of randomized controlled trials
Mirikizumab in Patients with Ulcerative Cc y

Mohamed A Abu Elainein *, Sama S ElSherefy %, Norhan M Yousef !, Sama M ElKady !, Nada G Hamam 2,
the Phase 3 LUCENT Programme 3 3 . - -
o ) - ) Abdullrahman Elgarawany °, Darin W Aswa ~, Ahmed Nour Eldin Hassan ™, Salma Allam >
Silvio Danese &, Axel Dignass, Katsuyoshi Matsuoka, Marc Ferrante, Mill _ __

Redondo, Richard Moses, Sebastian Maier, Theresa Hunter Gibble, Nathan Morris ... Show
more

Journal of Crohn's and Colitis, Volume 18, Issue 11, November 2024, Pages 1845-1856,
https://doi.org/10.1093/ecco-jcc/jjac088
Published: 13 June 2024  Article history v
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