ENAIA®EPOYXZEX KAINIKEX ITEPIIITQXEILX

HHEPIIITOXH AZ2OENOY2 ME IONE

Eudppoouvn Aooudn
[oTPEVTEPOAOYOC
Emiotnovikog ocuvepyatng Maotpeviepoloyikne Movadag,
[ Navenotnuakng MaboAoyiknc KAwviknc Noookopeiov «H Zwtnplay.




Mvaika 37 eTtwv

ATOMLKO OVALVI|GTIKO:

« 'Epmmta {wotpa (2018)

e Mn kanvioTplx

EAcV0£po 0LKOYEVELAKO LGTOPLKO
ETiOupel va TEKVOTIOMGEL

4062019 EAkwong koAitida (EK)
> 7 0l0ppPOIKEG KEVWOELG/MNUEPQA, XWPLS alpa, EVTOVT ETELET, VUXTEPLVY) APUTIVIOT
e 8°/2019 Extetauévn E3 EK pe backwash siAcitida(eMayo 2)

80¢ 2019 IlpwTomadnec okAnpuvtiki xoAaysutida (IXX)

* Av&nomn yoAootatikwv evluuwv (ALP 219 U/L,y-GT 142 U/L, Bil normal)

« MRCP: Awdtaon XII kol evoonmaATIKWY XOAXYYEIWV, UE KOUBOAOYLOELOT)
QTTELKOVLOT] - ULKPT) OTEVWOT) KOLVOU NTIATIKOV




= Y€ aoBevelg %s UC gp@avion PSC 8-10%- Avtiotpoépws UC oto 60-80%
aocBevwv pe PSC.

: %Ijtem Ow¢ NG 1] pETPLAC BaputnTtag vooog 91-97% oto @atvotumo PSC-

= Towc amoteAel Eexwprloto @awvotvmo amd v UC.
= MeyaAUTepn Sla@opa HeTaE) EVE0OKOTILKTIC KL KALVIKTIC ELKOVOC.
= AvEnuévn TOaVOTNTA EVTATIKNG OEpATIEING KOl KOAEKTOUTC.

= AVENUEVOC KIVOUVOC 0pBOKOALKNC SUOTTAQCLAC 1] KXPKIVOU
(10mAaoioc kivéuvog cvykprtika pe UC).

Journal of Hepatology, January 2024




o Mesalazine 4,8 g/day (Avy 2019)
Salofalk supp 1 g/day

Mn apeon avtamokplon o€ 5-ASA
o Methylprednisolone 32mg /day (Xem 2019)

KAwwn BeAtiwon oxetika kaBuotepnueva (10 n uepa)

o Ursofalk 750 mg /day (9/2019) = dueon BeAtiwon yoAdotaong.

o Azathioprine 50 mg/day (10°/2019)




Avtamokplomn o€ Bepameia pe AZA & CS

YToTpoT) CUUTTWUATWY pE peiwon peBvATpedviloAdvng < 16mg — § ota 20mg.

10°5 2019: Atoyevpativi) SEKATIKY TTUPETLKN KIVN 61 -PopUAKEVTIKOG TTUPETOG ;
AlakoTt) peocaAalivng

12°52019: ApOpadyiec = AZA oe 100 mg/day (11°/2019)
1o¢ 2020: NavkvtTapomevia — Atakoti) AlaBsiompivng




= 192020 Infliximab Smg/kg

= 2052020 10 mg /kg(2"86on) - ev avapovr) TDM (proactive)

= KAwvikn emideivawon (9 Stdppoleg +TelveaUOG)

= OpBoorypocidookonmnon: Mayo 2 UCEIS 4 (V2U1B1) CMV (-)
= MikpoLoAoyikog éAeyyog : To¢ Cl.Dificille (+)




TDM (post 15t IFX dose)

IFX levels: 6.7pug/mlL
[FX Abs <5 AU/mL

Voncon 500 mg bid yia 14 nuépeg = Meilwon aplBpov kevwoewv oto 50%

AN
3" §0om IFX 10mg/kg (3°2020)

Xwplc mepattepw KAWIKN BeAtiwon (efdoudda 14)

7-9KeEVWOELS Ywplc aiua ,1-3 VUYTEPIVES, EMELEN KEVWOTNC
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Detectable ADAs

IBD patients at treatment failure

= Confirm inflammation: Clinical assessment, biomarkers
= Exclude infection and non compliance to treatment

= Send for serum drug TLs and ADA levels

Undetectable ADAs

Sub-
therapeutic
drug levels

Therapeutic
drug levels

Immune mediated pharmacokinetic failure

Non-immune mediated pharmacokinetic

Insufficient bioavailability of drug as a
result of indued immunogenicity with
functional ADA resulting in increased drug

failure
Insufficient availability of the drug as a
result of non-immune mediated

clearance pharmacokinetic issues
Change to alternate drug, within the Dose escalate
same class
Fal it Mechanistic failure
Pharmacodynamic issues inhibition of
Or inflammatory pathway not effective or

Mechanistic fallure

Repeat TDM levels
If repeat results consistent, switch to
out of class biologic agent

inflammation driven by an alternate
pathway

Switch to out of class biologic agent

Albader F et al. World J Gastroenterol 2021@




4°5 2020 aAiayr) Bepatmeiag

‘Evapén Vedolizumab
Meta ™ 2"d6on ==  'Evtova emelocodla ke@oadaAyiag == MRI (-)
Meta v 318001 =  AUENOM SLAPPOLWV KAL VUXTEPLVWV XPUTIVIOEWV

U

ZKePM Yo @apuoko HEAETNG 1) evtatikomnoinon VEDO 1 UST
OUWS = apyT KALWVIKN BEATiwoN.

1-3 kevawoelg ywplc aiua, ywpic ETeLén

905 2020 Epmmtikr) Aoipwén oto mpoowTo peta ano 10nuepn Ayn Medrol yu
0pBOTESIKO TIPOLANUA — AVTIUETWTIIOTNKE LE BaracikAofipn.




10052020, 6 pveg HeETA TNV
evapin Vedolizumab

KoAovookommon (emitrpnong):
EK pe nmia evepyotnta
[eMayo 1, UCEIS: 2
[V(2)B(0),U(0)]

KAwwn kat Bioxnuikr V@eon:
CRP 0,05 mg/dl
yGT 36, ALP 117, ALT 34, ALT 32




1 £10¢ oe vedo

Eykvpoovvn

VDZ g 4wks, Yvvexilon Ursofalk

18" B8 (kevwoewv, TEVECUOG, (xvn aipatog) == 5-ASA vmokAvouol == BeAtiwon

281 g0 =>  Televtaia §6on VDZ

321 g0 =) Emdelvwon ouyxvotntag, EMELENG KEVWOEWV KAL VUXT. KEVWOEWV.

‘Evapén CS yua 3 €38. mpo TokeToU

o  YTaOEPEG TIUEG XOAOOTATIKWY




Vedolizumab

Statement 21

For women in remission treated with non-TNF biologic
agents [ustekinumab, wvedolizumab], an individualised

- =
P ] - ] [ [

Ursofalk

Statement 33

For patients who continue biologics during the entire preg-
nancy, the treatment should be continued uninterrupted in
the postpartum phase unless there is a contraindication to
their use [EL5].

For patients who interrupted treatment durina preanancy.

Statement 27

Thiopurines are not associated with significant neonatal
adverse outcomes in pregnant patients with IBD [EL3].
Methotrexate [EL3], thalidomide [EL3], JAK inhibitors, and
ozanimod are contraindicated during pregnancy [EL5S]. Data

for ciclosporin and tacrolimus in patients with IBD during
pregnancy are limited

Recommendations

e Women with pre-existing cholestatic diseases should be
advised that approximately 50% will have worsening or de
novo pruritus during pregnancy, but most women will have
stable hepatic function. However, up to 70% have postnatal
deterioration of serum liver tests. They should also be
informed that preterm birth occurs more commonly, and
live birth rates are reduced in primary biliary cholangitis and
primary sclerosing cholangitis (LoE 3; strong recommen-

dation, strong consensus).

Recommendations

e Ursodeoxycholic acid should be continued during preg-
nancy in primary biliary cholangitis (and primary sclerosing
cholangitis when treated) as it is safe in pregnancy and
breastfeeding (LoE 4; strong recommendation, strong
consensus).

]J. Torres et al. Journal of Crohn's and Colitis, 2022

Journal of Hepatology, September 2023
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371 gf6. 10° 2021
Kaloapikn toun == Yyleg BpE@og
Alpdtwpa KaloopLknG Toung

H acBevn¢ 6 OnAaoce.

Statement 22

Pregnant women with IBD seem to have a higher risk of
gestational diabetes, stillbirth, preterm pre-labour rupture
of membranes, preterm delivery, small for gestational age,
and low birthweight newborns [EL2].

Disease activity during pregnancy is a risk factor, as it is
associated with preterm pre-labour rupture of membranes,
preterm birth, and low birthweight in IBD pregnant women.
Disease activity during pregnancy also increases the risk of
stillbirth and low Apgar score in CD [EL3]

Statement 35

Drugs that are considered low-risk during pregnancy are
also considered low-risk during breastfeeding and thus can
be continued [EL3]




Emavayoprnynon Vedolizumab KdO¢ 4 €§36.

!

KAwwn embelvwon - evapén Prezolon 20mg — avtamokplon - tapering — StakoT).

Paydaia emideivwon == Prezolon 30mg

!

Meta amo 4 xopnynoelg == amogaon yla dtakotr) VDZ




Yo mpedviloAovn 30 mg
KAwikn Vpeon

CRP 0,29 mg/dl

C.Diff (-)

- —

1L 0.23 cm| e
zL 0.32cm

[3-12 Abdomen MI1.1 TIs0.8 O

Yrepnxoypa@nuo EVIEPOU:

'Hmia méryvvon o€ OAa To TUUATA TL.E.
Yreptpopla Tov VTTOPAEVVOYOVIOU.
ATtwAgla KOALKWV KUPEAWY

‘Hmio vtepoaipio

XpovieG AAAOLWOELG

e



KoAovookommon:

[TavkoAitida, pe @uololoyiko T.E
Ewova poAvdoocwAnva

eMayo 2, UCEIS 5 [V(2)B(1)U(2)]
CMV: (1)

MRCP:

Ztabepn ewkova s PSC
ZtaBepo BLoymUIKOG EAEYXOG
yGT 64 U/L, ALP 177 U/L,
Bil 0,37 mg/dl




Yo mpedviCoAovn 10 mg (7-9 kevwoelg/Muepa, EMELEN)

‘Evapén Ustekinumab : Meta kot ™ 1" sc kauio BeAtiowon

transv




Evnuepwon
aocBevouc yla tnv
avaykaia amopuyn
2"S eykvuoovvnc!




Tofacitinib 10mg x2
!

KAWVLIKY) BeATiwon

2 UNVEC apyoTEPA...

Za@wWG BEATIWUEVT 1] ETELEN, TILO OYNUATIOUEVES KEVWOELS 4 /MUEpT

Tofacitinib 5mg x 2
1 unva apyotepa...

ApBpaldyies (aykwva, Loyio, yovato)

KAwikn elkova evtepov = otabepr)




5062023 petd amo 5 unveg Tofa

Hmia kAwvikn BeAtioon.

( xwplg alpo, MUIOYNUATIOUEVES KEVWOELS, VPEDT) APOpaAYLWV)
KoAovookomnon: Mayo 2 UCEIS 5 (EtaBepa evepyn evO0OKOTILKA VOGOG)

[
[1L0.20em[
2L 0.28 cm|

) —
L 0.43 cm)j




Av&non 60omn¢ Tofacitinib,
oe 600omn 10 mg x 2 (Adyw nmiag kAwikng feAtiwonc)

Meta amo 2 unveg,

7°5 2023 MeyaAn kAwikn BeAtiwon.
ZYXNUATIOUEVEG KEVWOELG, BEATIWUEVT ETTELE.

AAq,
ZUXVEG AOLUWEELS AVATIVEVOTIKOV!



|1 étoc Tofa |

Nea emdeivwon : Avénon Stappolwv 4-5 ywpis alpa, Tetveouog

H acBevic apveltal tn Stevepyela xelpovpyeiov!
Aev pumopel va evtayBel o€ peAETN @apUAKOL!
EXEL omoruxat oc IFX,VEDO,UST «xat T[}\EOV oto TOFA!




OL 2 unxaviopot
OTOUG OTIOLOVG
APY LKA

905 2024 avtamokpiOnke!

&

Amo@aon yia cvyyopnynon Tofacitinib — Vedolizumab
(Tofa 5mg x2 + Vedo 300mg / 8 €[30)




MEeTA TOV TIPWTO PNV 6VVSVAOTIKTC Oepatetac ( 11 0o vedo)
= Xwpic dlaitepn KAWIKN avtamokplon (3-4 dtdppoleg/nuepa)
= Yuxves Aopwéels (Covid, XTpEMTOKOKKOG )

= Emavépyovtal apBpadylec.

Alati)pron OepaTEVTIKOU CXNUATOC =5 GTASLAKY KALVIKY] BeATiwoN

[TAcov petd tn 5" §6on Vedolizumab = 0 didppoleg, xwpis TeEVESO,




Figure 2. Combined Advanced Targeted Therapy (CATT) in IBD.

Rationale:
contemporary action on different

High-quality evidence:

inflammatory pathways 2ReTs
y b
Drugs armamentarium: onseindy e SWOT ANALYSIS -
& mechanisms of action, 13 doli wl
advanced therapies verolzums
guselkumab/gal
—— % 7
Real-world data: Futura & STRENGTHS: WEAKNESSES: OPPORTUNITIES: THREATS:
anti-THE/antl-intregrins, and- oragmatic til « biological « low quality « better clinical « side effects
fntegr.lns!u stekinumab, JAKi/anti- g plausibility : evidence outcomes * overtreatment
INEEgring « encouraging I = mainly “add-on" « modification of « costs
results than true combined natural history
« better disease therapy « therapeutic
control | * not approved personalization

i, | strategy

Alice De Bernardietal. J. Clin. Med. 2025



LUUTIEPACUATIK....

= YTIdpYouv akouo ao0eVELS [LE ETTLIAEYLEVT) VOGO IOV SEV AVTATIOKPLVOVTAL
oTIG SlaBeoipeg Bepameieg kalL uoIKA emOLVOVY va {1)6OVV PUOLOAOYIKK
VO TEKVOTIOW|O0VYV, Vo TAELSEPOUV KATI.

= EKTOG aTt0 TNV €VTATIKOTIOMOT) KOl TNV aAAayn (papULaKov, VTTAPYXEL TA
TEAELTOLA XPOVLIX KOL 1] ETLAOYT] TOU GLUVOVAGUOU BLOAOYIKWV
ToPoyOVTwV, Tovilovtag mooo eEatoptkevpevn eival n Bepamneia ota IONE.

= AeV UTTAPYXOVV AKOUO APKETA SESOUEVA YL TO TIOLX E(VAL 1) KAHAVTEPN
Depamela cuVOVAGUOV KAL LE TIOLA KPLTY)PLA YIVETL ] ETTLAOYN TNG.
Ziyovupa OLwG N ao@AAELX ELVOL TO OUAVTIKOTEPO ATTO AV TA.
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