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» 04/2023 EmTeic 0610 16pwTadevITIOAC — KAIVOAUILKIVN

» 11 voonAcia (€Tepo iSpvua) 5/2023 Aoyw SIAPPEOIKWY KEVATEWY KAl apBwdoug
OTOMATITIOAC

EINeOKOAOVOOKOTTNON: TTAVKOAITIOO

[QOTOOOKOTTNON: OICOPAYITISA, YOAOTOO1260KTLAITI6O

Biowiec cvupaTtéic pe CD

MRE(5/2024): X®PIG CAPN £KOVA OTEVONG TOL AETTTOL EVTEQOU.

XwPIC TTAXLVON TOIXWHATOC A.E.
YOYKEVTPIKN ETTITACN OTNV ATTEIKOVION TOL TOIXWUATOC TOU TT.E.

E€itnpl10 pe obnyieg: mpedviCohovn 40 mg-tapering, oimmpopAoaacivn/ueTpovisdaloAn kail 5-
ASA p.o.




[lopeia vooov...

» 271 NoonAeia 07/2023 (ETepo iSpupa) AOYw eUTTLEETOL, SIOPEOIKWY KEVWOTEWY KAl KOKovxia/aduvvapia 5
NUEPES WETA TN SIAKOTIN TNC KOETICOVNG.

» AIaKOMISN VIO OLVEXION VOO NAEIAC OTNV KAIVIKA WAG

CT AKK+ive: MNMaxuvon TOIXWHUATOS KATIOVTOG KAl 0pB0C1yHoeI600C. MNapouaia SIOYKWUEVWY AEUPASEVY
ETTIXWEIWG KAI KATA PNKOC TNC KATW PMETEVTEQIOL APTNEIAC.

EvSookormnon: Npowbnon £ws TNV NTTATIKN KAWTIN, 0idNUa BAEVVOYOVOU, £IKOVA AIBOCTOWTOUL, £EISPpWUA.
HmoTepn eikova oe AP KOAOV e skip lesions.

Labs: wbc 11750, hb 9.9, plts 600, TKE 105, crp 15, ALB 2,9
EIM: apBpalyiec kata yovu apBpwon kai MAK aupw
Bioyia: CMV (-)

DRE: pOop@pua 71 YOVAIKOAOYIKN EA PE EKOON TTOOL (CLPIYYIO? ATTOCTNUAZ)- CITTPOPAOEATiVN/UETEOVISAlOAN £V
avapovn MR
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CLINICAL PRACTICE GUIDELINES

ECCO Guidelines onThi Medical Management ®

e, e Evapgn iv kopmiovng e

* Harminder Singh,” Yngve Falck-Ytter,”

 [FX 5mg/kg ot outpatents i

are naive to biologic
drugs, the AGA recommends the use of infthximab,

3.4.1. Infliximab in the 1

3.4.1.1. Infliximab monotherapy for the induction of adalimumab, or ustekinumab, “over —certolizumab
remission in CD pegor Tor . tnhe maucton - of remission (Strong

recommenaaifon, moEeraie ceFiamh'/ ewEence) and

suggests the use of vedolizumab over certolizumab

Statement 5.1. We recommend infliximab as induction pegol for the induction of remission. (Conditional
. ﬁ[_ recommendation, low certainty evidence)

therapy with moderate-to-severe active CD [strong recom- Recommendation 2B. In adult outpatients with

mendation, moderate-quality evidence). lconsensus: 100%)] moderate to severe CD who never responded to

anti-TNFa (primary nonresponse), the AGA

recommends the use of ustekinumab (Strong
recommendation, moderate certainty evidence) and
3.4.1.2. Infliximab monotherapy for the maintenance of suggests the use of vedolizumab over no treatment
remission in CD for the induction of remission. (Conditional
recommendation, low certainty evidence)
Recommendation 2C. In adult outpatients with

Lo ) moderate to severe CD who previously responded to
Statement 5.2. We recommend infliximab as maintenance infliximab (secondary nonresponse), the AGA
therapy in moderate-to-severe CD [strong recommenda- Fgcommends the gse of adagmumab or ustekir:;:mar}v
_I-_I'_'HT . o trong recommendation, moderate certainty evidence
tion, fow-quality evidence]. [Consensus: 100%] and suggests the use of vedolizumab over no

treatment for the induction of remission. (Conditional
recommendation, low certainty evidence)

Comment: If adalimumab was the first-line drug used,
there is indirect evidence to suggest the option of using
infliximab as a second-line agent.
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» O aoBevng )\opBova 2 6oca|g IFX (induction 0-2) kal e€EpxeTal capwa
[Sa)\ﬂcouevog aTTO TQ ouumcoucno TV opepcocacov 3-4 TTOATWEEIC KAl
OXNUATIOMEVES KEVWOEIC, XWPEIC TTOOOMIEN QiNATOG

» MRITTLEAODL: TMePIESPIKO CLPIYYIO OTNYV 7N WEA, TTEPIRAAAEI TTETAAOEISWC TOV EOW
OPIYKTNPEA, KAASOG ALTOL TTOPEVETAI EVTOC TOL LTTOSOPIO KLTTAPOAITTWEOLG
IOTOL OTNV KATOPEPEIQ TOL AE YAOLTOU £OC TN PHECOYAOLTIAIA GXICUN.
[NapaTNEEITAI ETTIKOIVAVIA ALTOUL UE ATTOCTNATIKA KOIAOTNTA TTEQIBAAAOLOA TOV
£€w opiykTNEa. Napovaoia pLoAANISAS atPa evTOC TNG ATTOCTNUATIKAG
KOINOTNTAC — XEIPOLPEYIKN EKTIUNON: EvapEn oImmpopAofacivnc/ueToovi6aloAng

» 31600n IFX 5mg/kg (mduc’non) aTto 15nuapou srr|6s|vooor] APOPAAYIRV Kal
avénon S1IapEOIKWYV Kevawoewy 8-10/d xwpig TOOCUIEN AiUATOG, ALENUEVO
SEIKTEC PAEYUOVNC



EvraTikotroinon anti-TNFae AAayn
EVTOC KAQONC? AAQYN KAOONG
(PAPUAKOL?

Primary non response or Loss of response?



LOSS OF RESPONSE

Definition.

Secondary LOR, also referred to as secondary non-response, describes patients who respond to
the therapy after an induction regimen, but subsequently lose response during maintenance
treatment. There is no consensus definition, but the majority of clinical trials and a recent European

Crohn's and Colitis Organization workshop use clinical symptom indices (i.e., Crohn's disease (CD)
activity index or the Mayo score for UC) to define response and remission.Patients who initially
experience substantial increases in these scores but later suffer from clinical relapse during
maintenance therapy are considered to experience a secondary LOR.Other definitions have been
proposed for LOR, such as those requiring dose intensification or those who discontinue the drug
after a period of use, but these definitions do not capture all patients who experience LOR.

Colombel JF, Clin Transl Gastroenterol. 2016



Loss of Response and Requirement of Infliximab
Dose Intensification in Crohn's Disease

A Review
Gisbert, Javier P. MD, PhD"?, Panés, Julian MD, PhD%?

Author Information©

American Journal of Gastroenteroloqy 104(3):p 760-767, March 2009.

16 peleteg yia IFX
Annual risk 13%

Loss of Response and Need for Adalimumab Dose

Intensification in Crohn's Disease: A Systematic
Review

Billioud, Vincent MD"; Sandborn, William ) MD?; Peyrin-Biroulet, Laurent MD, PhD'

Author Information®

American Journal of Gastroenterology 106(4):p 674-684, April 2011. | DOI: 10.1038/ajg.2011.60

o 39 peAéTeg yia ADA
* Annual risk 24%



A [ Before dose escalation B [0 Before dose reduction
El Afer dose escalation Bl Afer dose reduction

e sl P=3 P=1.0
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The TAXIT trial




3.4.4. Drug monitoring when using anti-TINF therapy

3.4.4.1. Proactive and reactive drug monitoring compared
with standard of care

Statement 8.1.There is insufficient evidence to recommend
the use of proactive therapeutic drug monitoring. compared

wi EritreSa IFX <1 ronitoring or standarc_l of
cal , . 5 [weak recommendation,
vel ' AVTIO_OO_UOTO° 9 ensus: 100%]

Practice Point 1: Therapeutic drug monitoring may be used

when optimising dose in patients with CD treated with
anti-TNF therapy. [Consensus: 94%]

Nguyen N et al. Gastroenterology 2022;163:937-949



Mn avTaTTOKOION/ATTWAEID

AVTATTOKPIONC

vV v v v Vv

ALvENuEVN KOBapoN papuAKOL AOYW:
« AVTIOQUATWV
- DAPPAKOKIVNTIKNG (XapNAN aABovuivn 0poL)
EAaTTopeva emmimeda IFX
Mn cLuPPOPPWON OTN BepaTTeia
AIQPOPETIKN 060G PAEYUOVNC
Non-IBD pAeyuovn (.X. Ioxaiyia)
MnN pAeypovadng punNxaviopog(r.x. IBS)

Ben-Horin S, Aliment Pharmacol Ther 2011.
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» Therap Adv Gastroenterol. 2022 Feb 2;15:17562848211070940. doi: 10.1177/17562848211070940

Systematic review and meta-analysis: evaluating response to empiric
anti-TNF dose intensification for secondary loss of response in Crohn’s

disease

Ashish Srinivasan 1"**%, Robert Gilmore 4, Daniel van Langenberg >®, Peter De Cruz ’®

o 17 UENETEG
« Short term clinical remission 19-58%
« Long term clinical remission 41-56%



ATTOTEAEOUATIKOTNTO

i PANTS STUdy, UK Outcom!: ) o - ) _ . —

o HO)\UKEVTpl Kr!], _I_I_poo_l_l__l_l Kr!] HE)\éTn A IIE:):?::ESIO” [ Non-remission while being treated;vlt:;ar;:?num-a:xlted due to treatment failure

« 9551FX, 655 ADM 100 -

« InG T4w emimeda inflixim mg/L kai _
S € eba ab 7 g/ < 40-5% |40-2% || 35-4%|[34-4% || 35-4% || 34-7% 38.3% || 35:9%|| 337%|| 32:9%|| 317% 28.9%

adalimumab 12mg/L oxeniotav ue
Lpeon OTIC 14 karl 52 eRSouadeg

« ADA 62.8% via infliximalb kai 28.5%
yia adalimumab

« Hmapovoia ADA oxeTi{oTav ue
LTTOOEPATTELTIKA ETTITTESA PAPPAKOL

« Combo Beparreia oxeni{otay e 7% [28.8% | 36:3%|42.0% | a4.9% 45. 205%| 37.9%| 43:256| 471 513%
XaUNAOTEQA eTTiTTESA ADAS

75 .

37-7% ||30-9% || 28-3%||23-7% || 19-7% || 19-4% 40-4% || 34-7%|| 28-4%|| 23-9%|| 21-2%||19-8%

Estimated proportion of patients (%)

6 12 18 24 30 36 6 12 18 24 30 36

Time since starting anti-TNF therapy Time since starting anti-TNF therapy
(months) (months)




Clinical Trial > Arthritis Rheum. 2002 Jun;46(6):1451-9. doi: 10.1002/art.10302.

The relationship of serum infliximab concentrations
to clinical improvement in rheumatoid arthritis:
results from ATTRACT, a multicenter, randomized,
double-blind, placebo-controlled trial

E William St Clair !, Carrie L Wagner, Adedigbo A Fasanmade, Benjamin Wang, Thomas Schaible,
Arthur Kavanaugh, Edward C Keystone

» post-hoc avaivon
» 428 aoBeveig ye PA

» MEeiWwon TOL PECOSIACTAUATOG
oényei o bwnAoTePa trough
levels papuakouv = avénon
500NG



IBD patients receiving Escalate R ——
- . # Increase dose
anti-TNF maintenance | G O f— —
therapy on SCR > Add IMM
I | |
: C id ti-TNF withd |
Supratherapeutic Therapeutic Undetectable or e
b . p—3 (if applicablec)
e 2 subtherapeutic TC and continue only on IMM

T

De-escalate Continue same dose
ADA
Extend dose interval » Continue same dose interval ADA | Measure ADA at
Decrease dose # Recheck every & months - [.|.) consecutive time points
If combo, stop IMM and continue on| |> If ADA detectable add IMM or

monotherapy (TC > 5 pg/mL)d optimise dosing if combo-therapy A

Escalate ADA ADA
¥ Shorten interval . e
» Increase dose Iow hlgh
. > Add IMM
« Evtatikommoinon IFX
5m9/ kg qéW Escalate Stop drug
+ > Increase dose > Switch anti-TNF
# Shorten interval > 5 . t
® AZA = Add IMM mOn-ANtLTNE drug

Reactive TDM algorithms

Papamichael et al, Frontline Gastroenterology 2017



JOURNAL ARTICLE
P0766 Rate and predictors of successful anti-TNF de-
escalation in dose escalated IBD patients. A real-
world Greek - Turkish collaborative study @

N Viazis , M Toruner, V Papastergiou , K Mousourakis , A Christidou , M Tzouvala,

« 1129 aoBeveic (CD:743, UC:386)

« 650 aobBeveic o¢ IFX

« MEOCOC XPOVOG SIQPKEIAC
OepaTTeiag: 13 unveg mpo

M Kalogirou, C Liatsos , N Kyriakos , E Tsironi , P Markopoulos , G Bamias, EVTCITIKO]TOiI’]O’I’]Q

K Chalakatevaki, G Tsiolakidou, G Tribonias, P Kasapidis , K Paraskeva, P Telli, F Akyuz, * AﬂOK)\IUdKOOO’ﬂ Gaponeiog o€ 25%

Kostas Karmiris Kostas Katsanos Maria Palatianou Evangelina Vlachou Charikleia TV AoBevwV OTOLG ] 6UHV£Q
Lamouri Konstantina Dimopoulou «  ATTOKAINOK®WON Bepamelag oe 57%

TV A0OevWV OTOLS 26UNVES

E Zacharopoulou , G Theocharis , G Geramoutsos , A Theodoropoulou , M Velegraki,
AF Celik , A Akpinar, E Zampeli, E Papathanasiou, N G Unal, A Kapsoritakis , K Argyriou ,
D Christodoulou, F Fousekis , T Karakan , | Koutroubakis , | Drygiannakis , O Giouleme,

Journal of Crohn's and Colitis, Volume 19, Issue Supplement_1, January 2025, Page i1481,
https://doi.org/10.1093/ecco-jcc/jjael90.0940
Published: 22 January 2025
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» Evratikotmroinon IFX yia ~10unvec oe 5mg/kg géw > €mTiteuén KAIVIKNG LPECNS
» Ev ouvexeia ammokNaKkwon Bepartreiac o€ 5mg/kg g8w

> 6 UNVEC PETA O ACBEVNC TTAPEUEVEI OE KAIVIKN LPEON



2N KAIVIKN TTEQITITCOON

Avépag, 21 eToov
ATOUIKO avapuvnoTIKO: KOIAIoKAKN

Aladyveon CD A2L1B1 + protein-losing enteropathy (ETepo iSpovual)

>
>
>
>

[MoonyoLuEVES BepaTTEiES:

J—
.

Ustekinumalb (amrwAeia avTamokpiong)

N

UPA (TTOWTOYEVNC uNn avTamokpion)
3. IFX 5mg/kg g8w

.+ Enmimesa IFX
 AvTiICUaTa ‘
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'Hma ReEATIOON CLUTTTWPATWY Pe IFX peTd evTaTikotroinong (10mg/kg g é6w)
[NOEATTEUTTETAlI OTO VOO OKOUEIO UAC YIA 2N YVWUN

Eicaywyn Tpog TTEpAITEQ SlEpebvNOoN

>
>
>
>

ATTOKAEIOHUOGC OAWYV AITIV evTEQOoTTABEIaC (ayyeiTideg, Whipple disease,
sarcoidosis, SIBO, TapacItTaoelg)

» DM

. Emimeba

+ Avrioouara b




Yes

:

Drug level

Suboptimal

v

Antibody level

Optimal

Recommendation 2.4. ECCO CD Treatment GL [2019]

We recommend methotrexate administered parenterally
for the maintenance of remission in patients with steroid-
dependent Crohn’s disease [weak

moderate-quality evidence].

recommendation,

Lowl

Intermediate

High

Intensify anti-TNF
therapy and
consider
adding/optimising
immunomodulator

Intensify anti-TN
therapy and
add/optimise

immunodulator

Switch in/out of
class. If another
anti-TNF,
add/optimise
immunomodulator

« Boubeoovibng 9mg

« MTX 50mg glw + filicine 5Smg/d

Switch out of
class

» Certolizumab pegol 200mg sc g 15d
« Coftrimoxazole (800+160)/d

* Unaetectanie Supopumal Uptimal
In remission for
>12 months?
Consider
withdrawal y
If not for
withdrawal Antibody level Continue
treatment. If level
high, consider
de-escalation
Lowl Intermediate lHigh
Consider
Consider adding/optimising
Monitor for loss of adding/optimising immunomodulator.

response.

mmunomodulator.

Consider withdrawal +

switch to alternative
biologic




A 100 —
[C]cbals150
[] cpAl-100
80 M coal-70
« 26w randomized, double-blind ;|
* 329 aoBeveig pe N.Crohn LOR 1} dvocaveéia o€ IFX e
* Week 26 62% response
7 M Certolizumab pegol g2w (n = 161)
|:| Certolizumab pegol g4w (n = 168)
CDAI-70 CDAI-100 (g 33—.' <1 53)

The WELCOME stud

Efficacy and Safety of Certolizumab Pegol in Patients with Active Crohn's
Disease Who Previously Lost Response or Were Intolerant to Infliximab:
Open-Label Induction Preliminary Results of the Welcome Study

Severine Vermeire, Maria T. Abreu, Geert D'Haens, Jean-Frédéric Colombel, Krassimir
Mitchev, Richard Fedorak, Andreas Raedler, William ]. Sandborn, Paul ]J. Rutgeerts




Effect of certolizumab pegol over 96 weeks in
patients with psoriatic arthritis with and without
prior antitumour necrosis factor exposure

P Mease 1, A Deodhar 2, R Fleischmann 2, J Wollenhaupt 4, D Gladman °, P Leszczynski ©,

P Vitek 7, A Turkiewicz &, M Khraishi 2, O FitzGerald 19, R Landewé ", M de Longueville 12,
B Hoepken 13, L Peterson 4, D van der Heijde

« RAPID-PsA study

« 409 aoBeveig, 54 anti-TNFa exposed

« ACR20response week 24 kai week 96 isia
atmroteAeopata ~60%
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>
>
>

Eicaywyn peta TNV 11 660N Aoyw oiénuatog ava capka (ALB 1,8)
AapRavel €TNPIO PE SIAITOANOYIKEG O8NYIES

[I\eov otn week16 certolizumab pegol

BEATICOUEVOC KAIVIKOEQYOOTNPIOKA

Avapovn SBCE kal TapakoAovBnon




YOUTTEQAOCUATIKA...

» Oi1 anti-TNFa TTapAyovTeG TapapevoLy mAOYN oTn 11N ypoauun Bepareiac oTa
|ONE

o EIMs
o 2Lplyyotrolo N.Crohn
o ASUC?
ExTiuNoN QpXIKNG avTATTOKPIONG
BeATIOTOTTOINON XOPNYNONS PAPUAKOL e TDM
Reactive TDM (standard of care) vs Proactive TDM (eAAeirr SeSopéval)
AlgpebvNoN AAGYV AITIV LTTOTPOTTNG
H aAAayn evTiOC KAQONG TTAPAUEVEL ETTIAOYN O€ ETTIAEYUEVES TTEQITITWOEIG

vV v vV v Vv Y

ATTOKAIUOKWON BepaTTeiad 1T evoeiEewv
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“GAMEQFCROHNS

AND YOU THOUGHT JOFFREY WAS A PAIN INTHE ASS ...
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