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To OepaTtreuTiko MepifaAAov oTic IPNE 2019



Mepiypapua

OepatTeuTikO MNepiBdArov IPNE 2019...
MpwTtn IGNE diayvwon...

Oceia 2oBapr EAKwdNG KoAiTida...
2. 0Bapn/EmitrAeyuevn Crohn...



Id101TT00Eic DAeypovwoeic Noool Tou Evrépou
(I®ONE)

© Blackwell Science Ltd 2001



IONE: Opiopuoi, ovopara, uNXavICHOI...

IBD 1 IBD 2 IBD 3




IONE: TTOAUTTAOKN 0C0OEVEIQ

Geography and social status

Environmental factors
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Inflammatory.
bowel disease




Mikpofiwua;
AAAnAetTIdpaoceic-interactome

“IBD Integrome”

Immunome




PAeypovr) IONE d10@QOpPETIKA TTOIOTIKA KAl TTOCOTIKA...




ETionuioAoyikéc AAAayéc kail IODNE

1st case of UC
reported by
Sir Walter Wilks

Y
<€

America

Australia I I
111

1st case of UC
reported in China

Developing
Countries

Western i
Europe - E!i _
I

1859

Industrial
Revolution-
1880’s

1939

Great Globalization
Acceleration- -20th Century
1950’s

Kaplan, Gastroenterology 2015



IONE EmidnuioAoyia otov AuTtiké Kéouo
EmimroAaocuog 0.5%, Emitrrwon 10-30/100,000

Incidence and Preva

[ ] Unknown
B Low
] Moderate

Il High

Kaplan, Gastroenterology 2015




IONE: peTtafoAéEg oTnVv emIONMIOAOYIA

Wilks introduces Paper on Ulcerative colitis Incidence of IBD is a global
ulcerative colitis regional ileitis IS more common ulcerative colitis disease with
into the medical published in than Crohn's stabilizes, Crohn’s increasing
vernacular JAMA by Crohn disease disease still rising prevalence

1950 1960 1970 1980 1990

Over 300 patients IBD recognized IBD is a disease of The incidence of
with ulcerative colitis throughout North Westernized nations IBD rises in newly
hospitalized in London | | America and Europe with rising incidence industrialized countries

*ACTIKOTTOINON

*AUTIKOTTOINON

*BeAtiwon 1atpikwv uttodopwy, TTpdoacn o€ evOOOKOTINON
Compounding prevalence.:

-TAIGdyvwaon VEwV TTEPITITWOEWV,early onset IBD

-1 PpovTida nAIKIwPEVWY pe IPNE

*QUECA KAl EUPECA KOOTN!

Kaplan, Gastroenterology 2015



IONE OepatreuTik6 otTAooTdCI10 2018

Steroids
Hydrocortisone
Prednisolone
Methylprednisone
Beclomethasone
Budesonide
Other

5-ASA-derivatives
Supportive therapy Mesalazine
Loperamide Sulfasalazine
Cholestyramine Olsalazine
Spasmolytics Balsalazide
Pain medication
Vitamins

tion th Conventional Antibiotics/Probiotics
Nutrition therapy therapy of IBD EloroAoxacin

Parenteral Metronidazole
Enteral ECN/ VSL
Other

Immunmodulator & Biologics
Azathioprine/6-MP/ MTX
Infliximab/Adalimumab/Certolizumab pegol
Vedolizumab
Ustekinumab
Cyclosporine/Tacrolimus

urgery
Strictures, neoplasia, refractory disease, therapy-associated side effects

Gomollon F, Dignass A et al. J Crohns Colitis 2016; Harbord M, Eliakim A et al. J Crohns Colitis. 2017

O1 BIOAOYIKEC BEPATTEIEC £XOUV TOV TTPWTAYWVIOTIKO AOYO



N6cog Tou Crohn-BioAoyIkéG OepaTreieg

Infliximab-1998
Adalimumab-2007
Vedolizumab-2014
Ustekinumab-2016



EAKwONG KoAiTida-BloAoyikég OepaTtreieg

Infliximab-2005
Adalimumab-2012
Golimumab-2013
Vedolizumab-2014
Tofacitinib-2019*



ATTOTEAECHATIKOTNTO O€ VOGO TOU Crohn:

TEPIOWPIA YIa BeEATIWON...

Clinical Remission with Induction therapy (%)
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AVTIIVTEYKPIVIKEG OEPATTEIEG:
AVAOTOAN TNG TTPOOKOAANONG TWV AENPOKUTTAPWYV
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Vedolizumab-EAkwdng KoAiTida

GEMINI 1

WFiacEhD (N=143) OVedmizumab (N=225)
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Clinical Remission Mucosal Healing
al response  Clinical remission Mucosal healing

. Randomized responders
p<0.001 Week 52

Feagan, NEJM 2013



IL-23 w¢ BepaTtreuTiKOG 0TOXO0G OTIC IDNE

luminalmicrobes lumen
toll like receptor
“ IL-5, IL-13, TGF-f3
=4
mucosa
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Ustekinumab og vooo Tou Crohn

Clinical Response at Week 6
(2100 point CDAI reduction)

P=0.003
P=0.002
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Ustekinumab

Feagan, NEJM 2016



JAK AvaoTtoAn kai IODNE
tofacitinib, filgotinib, upadacitinib, peficitinib

ve family: IL2, IL4, IL7, IL9, IL15, IL21 IL12 family: IL12, IL23
gp130 family: IL6, IL11, OSM, LIF gp130 family: IL6, IL11, OSM,LIF
IFN family: IFNov/B, IFNy IFN family: IFNy
IL10 family: IL10, IL19, IL20, IL22, IL24, IL26 IL10 family: IL19, IL22, IL26
Bc family: IL3, IL5, GM-CSF

(V4

% W» <\|Hormones/CSFs: EPO, TPO,G-CSF, GH

6—</| IL12 family: IL12, IL23

t‘: gp130 family: IL6, IL11, OSM, LIF

yc family: IL2, IL4, IL7, IL9, IL15, IL21 IFN family: IFNo/j3

IL10 family: IL10, IL22, IL26




Tofacitinib kar EAkwdng KoAiTida

a) Patients in remission at Week 8 in OCTAVE Induction 1 and 2
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14 158 13 106 1 53 1 39 0 14 1 19 31
234 905 110 440 124 465 85 312 39 153 74 253 43 187
All patients Prior TNFi failure  Prior TNFi failure Failed 1 TNFi Failed =2 TNFi Prior TNFi fallure  Prior TNFi falure
No Yes primary NR secondary NR

B Placebo (© B Tofacitinib 10 mg BID (N=5805)

Sandborn, NEJM 2017



Biooposgidn-Biosimilars

...Biosimilar infliximab and biosimilar adalimumab are effective
treatments for patients with moderate-to-severe Crohn’s disease and

can be used for de novo induction and maintenance therapy.
ACG Guidelines 2018



AtroteAsopatikoTnTa IONE BioAoyikwyv Bepatreiwyv 2018:
KAIVIKR) U@gon oT1o 1 €10G6: 30-40%
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Adapted from Danese S, et al. Gut 2012;61:918-832




Biologics

Tildrakizumab [MK-3222)

MerckSharp & Dohme Cor

. Guselkumab Janssen

Pre clinic

Néec IDNE BioAoyikég BepaTreieg

. Ch5012/ Tanox

‘E-a: liximak

@ c326/ aviaa @ rero7e/ Avbvie

'. AIN 457/ Novartis
.. Lagquinimed/ Theva

. MDX-1100/ Brystol-Myers

R ———————— e

@ w2/ i
' MV52/Novogen : 282-B (Vercirnon]/

I . ] ocentryx
i . Smad7 (GED-0301)/ Celgeng Lhemocentryx
| [

selimod [MT-1303)/ M #subishi Tanabe
’ Pharma 4

1
Hematopoietic and allib,
mesenchymal stromal o

. CP-530,550/ Pfizer

. Risankisumab/ AbbVie

. Etrolizumab/ Gentech

Phase 3

. Tofacitinib/ Pfizer

I
i
1
1
'.' Filgotini iile :
1
. Upadacitinib [ABT-#94)/ AbbVie

. Ozanimod/ Celgene

. Mongersen [GED 0301)/

Cytokine blocker
Anti-Adhesion

Anti-TNF

Lymphocytes T

Other mechanisms

. Inflix
. Adalimuma
. Cetulizur




H step up TrTupapida To 2018;;;

TNF inhibitors

Immunosuppressives
(AZA/6MP, MTX)

Corticosteroids




Mn avaoTpEwipn evrepIKN BAARN o€ vooo Tou Crohn

Stricture
Surgery

‘ Fistula/abscess

Stricture
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Disease Diagnosis Early
onset disease

Pariente, IBD 2011



Mn avaoTpéWiun evrepIKn BAGRN (kail) otnv EAKWON
KoAiTioa

Surgery
Decreased compliance
Dysplasia/Cancer

' l:j Altered
"R el o motility

Disease

. extension
Change in

permeability
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Disease Diagnosis Early
onset disease diseqase

Torres, IBD 2012



‘Eykaipn mrapépfaon yia aAAayn TnG UOIKNG ICTOPIAG

(Lemann index)

Stricture
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[ Prevention ?
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Stricture

Fistula/abscess

(d49 ‘s13a? ‘iva?)
Alanoe Alojewwepug

Disease Sub-clinical Early
Initiation; inflammation disease
Expansion of . .
auto-Inflammatory Dlagn05|s
process

Late
disease

Colombel, Gastro 2017




IONE: TTpOoKAIVIKR, TTPWIMN, OWYIUN, ETTITTAEYHEVN

Life before IBD Life after IBD

Abnormal Clinical
permeability disease Therapy

Conception: Response / Remission Unknown
Genetic no response Recurrences ultimate
susceptibility to therapy Medications outcome
Hospitalisations
Operations

Cancer, etc.
Diagnosis

Early disease Life with IBD Late disease ”




Treat To Target...
OepatreuTiKoi ZTé)0I1 OTIG IONE:
[Moloi kai TroTe

-KAIVIK/PRO U@eon : xwpic TTOvVo, XWpIic didppola o€ 3 JAVEC

-EVOOOKOTTIKA U@EON: XWpPIG EAKN O€ 6-9 pRveg

-KAivikr)/PRO U@eon: xwpic aipa atrd 1o opB0, Xwpic didppola o€ 3 UNVEG
-EVOOOKOTTIKY UPEDN: XWpPIc euBpUTITOTNTAO KAl EAKN O€ 3-6 YAVES

* H evrepoypagia otnv pn TTPocBAciun evOOOKOTTIKA VOGO OTO AETTTO EVTEPO...
* KaAtrpoTtekTivn KOTTpAvwy Kal CRP e1TIKoupiKoi (;) O€IKTES

* loToAoyikn Upeon otnv EAkwdN KoAiTida;

|IOIBD STRIDE Consensus



Proportionof

Proportion of patients (%)

MNpwiun evratikoTtroinon Oepatreiag

p=0-0314 HR=0-69 (0-50-0-97

Serious complication

CM (30-9%)

1

897 811
o

‘ 970

C Hospital admission

40 —

p=0-1625 HR=0-84 (0-65-1-08)

741

910 726 620

Hospital admission, surgery, or serious disease-related complication

-

p=0-0003 HR=0-73 (0-62-0-86)

ECI(27-4%)

Khanna, Lancet 2015




Tight Control ka1 vooog Tou Crohn
O avaduopevog pOAOG TNG KOATTPOTEKTIVNG

- Symptoms
CRP/calprotectin
Endoscopy

Histology/MRI




IONE ka1 Tight Control: MeAétn CALM
Endoscopic Healing:Tight 46% vs Clinical 30%

Study design Clinical management group escalation driven by CDAI and prednisone use

Treatment escalation:

gt Adalimumab
: 160 mg (week 0), Adalimumab o o
No adalimumab 80 mg (week 2), 40mg, g |‘ y wee
treatment then 40 mg every week + azathioprine
every other week 2-5 mg/kg per day

Adalimumab 40 mg every other week

Prednisone burst and taper

Early randomisation

Randomisation 1:1

De-escalation
Adalimumab 40 mg every other week + azathioprine 4

g g ; Y Laboratory visit
Tight control group escalation driven by CDAI, faecal calprotectin, CRP, and prednisone use 5%
9 GEOURC SRy Al P QO Treatment visit

o o
o T e T 4
-9 . 11 12 23 24 35 : 48
Baseline Time (weeks)

Rescue group (patients who need escalation before next visit, decided during unscheduled visits)

B Treatment and failure criteria

Laboratory visits Clinical management Tight control group

Week -1 1. CDAI decrease of <70 points compared with baseline or 1. CDAI =150
(before randomisation) CDAI =200 2. CRP =5 mg/L

3. Faecal calprotectin =250 pg/g
4. Prednisone use

Week 11, 23, and 35 1. CDAI decrease of <100 points compared with baseline or 1. CDAI =150
(after randomisation) CDAI =200 2.CRP =5 mg/L

3. Faecal calprotectin =250 pg/g
4. Prednisone use

2. Prednisone use

Colombel, Lancet 2017




Monotherapy vs Combination Therapy
O pOAOC TWV AVOOOKATACTAATIKWYV

« 508 adults, moderate-severe CD, biologic- and immunomodulator-naive
* Disease duration, 2.3y; 27% on corticosteroids

A Corticosteroid-free Clinical Remission at Wk 26 B Mucosal Healing at Wk 26
100 P<0.001 100 P<0.001

80 80—

60

40

Patients (%)
Patients (%)

30.0

16.5

51/170 96/169
18/109 47/107

SONIC, Colombel New England Journal of Medicine 2010




SONIC: Infliximab combo vs mono:
TA ETITEOA PAPHMAKOU KAVOUV TN diagopd -TDM

HIFX W IFX+AZA

Proportion of
Patients (%

51 52 _51 52
IFX Concentration at Week 30.

02 pg/mL; O4: 25.02

HIFX EIFX+AZA

NS NS

in

Patients Achieving

IFX Concentration at Week 30.

Colombel, Clin Gastroenterol Hepatol 2018



H au¢non tng 66ong IFX o€ uTTOOEPATTEUTIKA ETTITTEOA
odnyei o€ KAAUTEPO EAEYXO TNG VOO OU

CD: Harvey-Bradshaw <4 / UC: Partial MAYO <2 C-reactive protein (CRP) level

EE Before optimisation Hl After optimisation [ Before optimisation W After optimisati
P=0.60 P=1.0 .5
1 1

94.4 88.9

(=]
=
N
=
c
Q
=
1+
o

Mean CRP Concentration
(mglliter)

CD (N=48) uc (N=19) CD (N=48) UC (N=19)

TAXIT, Van de Casteele 2015



Therapeutic Drug Monitoring (TDM): lNoTe;
Proactive vs Reactive

When should physicians determine drug levels?

Clinical response Mucosal Ulceration Elevated

Biomarkers
(CRP/FC)

Evidence for

week 6, 14, 30 and 54 (for IFX) No need for drug Determine drug levels
levels evaluation

All assays available for drug levels evaluation are accurate, however for each patient, drug levels should be always measured with
the same assay

Silva-Ferreira, Inflamm Bowel Dis 2016



[MOAAQTTAEG KUTTAPOKIVEG, TTOAAQTTAQ HOVOTTATIOA

Ao Danese, AIBD 2017




Personalized (onuepa) versus Precision (aupio)

Demographics Biomarkers
Comorbidities Genetic data
Treatment history Epigenetics
Environmental factors MicroRNAs

Patient preference Microbiome signatures

Side effects Patient profiles

Agusti, Eur Respir J 2016




H mpwTtn diayvwon IONE



H rpwtn diayvwon IPNE

ECCO statement 3E

A ‘gold standard’ for diagnosis of ulcerative colitis does
not exist. |t is established by clinical, laboratory, imaging,
and endoscopic parameters, including histopathology. An
infective cause should be excluded. Repeat endoscopy
with histopathological review after an interval may be
necessary if diagnostic doubt remains [ELB]

ECCO statement 2B

A single gold standard for the diagnosis of CD is not avail-
able. The diagnosis is confirmed by clinical evaluation
and a combination of endoscopic, histological, radiologi-
cal, and/or biochemical investigations. Genetic or sero-
logical testing is currently not recommended for routine
diagnosis of CD [EL5]

= |DNE:
= KAWLKN ETEPOYEVELA...

= MoAAamAd StayvwoTtika
KpLtApLo

= ALdyvwon OOKAELOHOU;
" NMayida 1:
Ynepdiayvwon!

" Mayida 2:

KaBuotepnuévn duayvwon!



IONE i 20vdpouo EuepedioTou EvTépou;

KaATTpOTEKTIVN

Calprotectin <50 ug/g

IBS likely

Fecal calprotectin

Calprotectin 50-150 ug/g

Exclude other possible
causes of Gl tract
inflammation eg,

infection, NSAIDs etc,

Repeat calprotectin

Calprotectin >150 ug/g

Organic disease including
IBD and colorectal cancer
likely — proceed to
colonoscopy

Calprotectin — normal
IBS likely

Calprotectin — >50 ng/g
suggest colonoscopy




O1 3 BaoikEG apxEC TNG OIAYVWOTIKAG KAl
BEPATTEUTIKNG TTPOCEYYIONG TNG KOAITIONG

1) Context!
2) Context!!
3) Context!!!



Nolpwéelc mou ppovvral IOEN

Small Intestine lleocolonic

Viruses

N Viruses

B Calicivirus (norovirus, Norwalk agent] B Cytomegalovirus

B Ade enteric) B He mplex virus type Il
B Astrovirus

Bacteria Bacteria
B Vibrio cholera Campylobacter species

Salmanella Salmonsila species
Towigenic £. coli (ETEC, EPEC, EAEC) i
Aeromonas hydrophila  coli 0757 :H7 (EHEC)

Listeria monocytogenes

185

Clastrdivm difficile
Noncholera Wibrio

e FrreFa e
18 Trichiura

lnspora cayetanensis

Aro Surawicz, Digestive Diseases Self-Education Program 2016, IBD 2016



KAwviki Avayvwpion tou acBevi pe KoAitidba

» Alappoleg AEMTOU N MAXEOC EVTIEPOU;

Small Intestinal Disease | Ileocolonic Disease

Diffuse periumbilical pain Lower abdominal pain
Large volume stools Small volume stools
Watery stools May be bloody

Malabsorption & dehydration | Tenesmus

> Alpa oTtic Kevwoelg-evdookomnnon (atpoppordonaddseia;)
» KotAtako aAyoc (oxt adpodevonc) xpnlel mpoooxn¢

» ZUOTNUOTIKA ToélkoTNTA

> Alpoduvopkn Kataotoon




KAwvikn Npooé€yyion-clues
EruénuioAoyia

Ta¢idia (oxL cuvnOLopEva)
Ailouta-tpodec (Ln cuvnOLopéva)
2UVVOONPOTNTEC

dDappaka

Meilovec LaTPLKEC TAPEUBACELC
NoonAeisg

16pupata

AQPn avtiBlotikwy

2£EO0VAALKO LOTOPLKO

IOEN ko dAAn KoAitda!



Mn Aotpwderg, pun IOEN koAitideg
MEYAAO EVPOC SLaLPOPLKAC SLayvwong

15tomaOng

-ULKPOOKOTILKA

-diversion

loxotpuki

2xeTW{OpeVN He aktwvoBolia, pappaka, Toéiveg
2xeTW{OMEVN HE eKKOATtwpota (SCAD)
2xeti{opevn pe ayyelitida (Behcet)
AvoooAoyiKnc apxn¢ (ewotvodiAkn)

NowiAa



H aA@afnTa TnG KOAITIOAG...

= Evdookotrnon... = ...Bioyia




Evoookotrnon...

Platzer Ingrid [F] : SC - synedra - Capgjrle 1kE 2‘3
2L104B35 ([AY 1M) | Name : oloskopie
0018¢359. S = . -

B PR ¢ LTRG 12007, 13:34:47

Physician
. E:omment =

RES: 576x768




"YBpIG:

Emrapon, aAadoveia, utrépBacn Tou UETPOU...
(Terpadio Epyaociwv Mapil{ac ZoupAépn, Oduoosia, 1" luuvaociou)

Standard Disclaimer: 1oxu0eI kai yia 1iIC AAAeS g101koTNTES!



IBD vs non IBD

Histological feature Reliability Comment |
Basal plasmacytosis High Focal in Crohn’s |
Crypt distortion |
Crypt atrophy High Focal in Crohn’s

Villiform mucosal surface

Granulomas Moderate

Basal lymphoid aggregates

Basal giant cells Often not assesseci

Feakins, BSG Guidelines 2013



N6éoog Tou Crohn: Facts and Figures

KaATTpoTeKTIVN Yia dlagoplkr) diayvwon pe 2EE

H evTommon ouvnOwc oTtabepn)

MakpoTrpoBeopa povo 20% Ntmia un €EAICCONEVN
80% 6a voonAeutouv

[TiIBavoTtnTa xeipoupyeiou ota 10 €1n: 40-55% (30%)
EiAeokoAoOvooKOTTNON ME BIOWieC

ATTEIKOVION AETTTOU EVTEPOU



Auopeveic NMpoyvwoTikoi MapayovTeg

[leal disease
Upper GI extent

Smoking

Complicated behavior
Young age at diagnosis
(Early corticosteroid use)




O aoBevnc pe Ogeia ZoBapr EAKwdN KoAiTida



ApaoctnpiotntTa Nooou Kal EAKwdng KoAitida

Table 1. Mayo Scoring System for Assessment of Ulcerative Colitis Activity.™

Stool frequencyy
0 = Normal no. of stools for this patient
1=1to 2 stools more than normal
= 3 to 4 stools more than normal
3 =5 or more stools more than normal
Subscore, 0to 3 pahe
Rectal bleeding u t ep
0= No blood seen thm orted
1 = Streaks of blood with stool less than half the time
2 = Obvious blood with stool most of the time
-rd 3 = Blood alone passes
Tn Subscore, 0to 3
Findings on endoscopy
I‘sll" 0 = Normal or inactive disease

d\lfl 1= Mild disease (erythema, decreased vascular pattern, mild friability)

2 = Moderate disease (marked erythema, lack of vascular pattern, friability,
erosions)
3 = Severe disease (spontaneous bleeding, ulceration)
Subscore, 010 3
Physician's global assessment§
0= Normal
1= Mild disease
2 = Moderate disease
3 = Severe disease
Subscore, 0to 3




Baputnta EAKwdoug KoAiTidag
KAIvik) EKTignon

FULMINANT
SEVERE

<4 >6 >10
Intermittent Frequent Continuous

Normal > 375 > 375
Nermal > 90 > 90

Normal <75% of normal Transfusion required
<30 >30 >30




MeydakoAo, X1 HOvo!

0349901 31/12/2016,11:30:42
Polidinico TorVergata
C:2047 L:4095

Zoom 17%




Ailatpnon;

European e.b. Consensus on Surgery for UC

ECCO Statement 1D: The response to intravenous
steroids is best assessed objectivey around the
third day.. (EL2) Oresland T, JCC2015,4-25

Perforation should be exceptionally
rare with a pro-active medical and
surgical approach. In Oxford,
which admits about 50 patients
per year with severe colitis, one
perforation has occurred in the
past 15 years. If it occurs, the
mortality is around 30%". S.
Travis Br Med Bull 06




Baputnta EAKwooug KoAiTidag
EvoookoTtriki EKTiunon

Mayo Score: Ulcerative Colitis

3 = SEVERE

.. ~
s -

No friability or Erythema Marked erythema Marked eI:ythema

granularity Decreased Absent vascular Absent vascular
Intact vascular vascular pattern pattern markings

pattern Mild friability Friability Granularity
Erosions Friability

Spontaneous bleeding

Ulcerations

BaBia Kai MeydaAa (TTnyadocidry) ‘EAkN, ATToyupuvwpEvog BAEVVOYOVOC-KOAEKTOUN



O¢cia Bapia EAKwONG KOAiTIOO
Acute Severe Ulcerative Colitis-ASUC

= 15-25% 1wV acBevwyv pe EAKWON KoAimida Ba eugavioel KaTtroia
oTiyu otnv (wr) Tou ASUC 110U B0 atraiTei voonAcia

= 270 1/3 TTpwTOELPPavICOUEVN KOAITIOO

= AtrelAnTIKA yIa TN {wnN

=  KOAEKTOMN

-20% oTnv 1" voonAeia

-40% pETA 2 voonAeieg

>0 KEVWOEIC JE aipa kal 1 kpitipio TW: 8,5%
>6 KEVWOEIC JE aipa kal 2 kpithpia TW: 31%

’ ’ 4 . 0]
>6 KEVWOEIC JE aipa kal 3 kpithpia TW: 48% Dinesen, JCC 2010



ACG Guidelines ASUC in proof (Rubin)

2 1lYMOEIDOOKOTINON O€ 24-72 wpeS pE Blowieg (CMV)
E¢étaon kotmrpavwy yia C Diff (vancomycin)

‘EAgYX0 ¢ yIa JEYAKOAO

60 mg methylprednizolone, hydrocortizone 100X3
Monitor: Kevwaoelg, aipa, KAIVIKN €iIkova, (wTika, CRP
Ox1 MZA®, otTio€1dr}, avTIXOAIVEPYIKA

Extiunon o€ 3-5 nuépec yia salvage Infliximab (cyclo;)
@poupoTtTpopulacn

Oxi OT1A, ox1 avTIBIoTIKG



KAIVIKR €TTaVEKTIMNON TNV 3" nUEPa
ouUVvleTa cCUCTAMATO TTPOYVWONGS THG ATTOTUXIOG OTA OTEPOEION

= OCpbdpdn, Travis = JKwTia, Ho

PPV 85% av: Ho Index

Day 3-5 assessment

->8 ngwcalg Mean stool frequency
6<10
-3-8 , Colonic dilatation :?Esent
Kavw08|g+c R P>45mg/L Hypoalbuminaemia < 30 g/L

Total score 0-1: Low risk of steroid failure (11%)
Total score 2-3: Intermediate risk of steroid failure (45%)
Total score >4: High risk of steroid failure (85%)

OpIOKEG AVTATTOKPICEIG: TO YKPI Eival HIO ATTOXPWOT) ToOU paupou!



2uxva Aaén

KaBuoTepnuévn XEIPOUPYIKN EKTIUNON...
@¢epartrevovrtag Aabog vooo...

2.TEPOEION YIA TTOAU XPOVO XWPIC ATTOTEAEC . ..
KaBuotépnon Bepartreiag didowong...
[MpOANWN ETTITTAOKWV. ..

2wloupue CWEG, OXI EVTEPO...



O aoBevng pe 2oBapn/EmitrAeypevn Crohn



O aofevnc ue ZoBapn/EtmitrAeypevn Crohn

= 2oBapn £capon vooou

= Mepikny Evrepikny ATrogpacn

= TOTTIKA TTEPITOVITIOA

= AmooTnua

= [lepimrpwkTik) NOooGg

= Opoupwon

» [lapevépyela (avOOOKATAOTAATIKNC) @epaTtreiag

= Ecwevrepikr) EKOAAWON



KAIvikn E¢€Taon: EvrepokoAiTiOa




KAIvikn E¢€taon




Apaotnpiotnta Noocou kKal N6oog Tou Crohn
Harvey Bradshaw Index-Patient reported Outcomes

Symptom Severity

General well-being Well
Slightly poor
Poor
Very poor
Extremely poor

IAbdominaI pain I None
Mild
Moderate
Severe

WNFR,O DDWNF~ O

| Diarrhoea | Number of liquid stools per day 1 for each

Abdominal mass None
Dubious
Definite
Definite with tenderness

Complications Arthralgia, uveitis, erythema nodosum, 1 for each
pyoderma gangrenosum, aphthous ulcer, anal
fissure, new fistula or abscess




ATTEIKOVIOTIKOG 'EAgy)0¢ Kal YOpagpika ETTiTreda




Acovikn Topoypagia




MayvnTik Evrepoypagia




MayvnTiKR NMUEAOU O€ TTEPITTPWKTIKA VOO O




AouUppuarn EvoookoTrikl KawouAa:
EVOAAOKTIKA, HETA ATTO EVTEPOYPAPIA, OTN dIAyvVWwon

.
. o
J““
. S

“Radiation enteritis
PiNCam 56

Lymphoma-r

PillCam™SB




Boudeoovidon kai IONE

Controlled ileal-release (CIR): Entocort® EC

Enteric-coated granules that release at pH >5.53>

Majority absorbed in ileum and cecum (69%, 95% CI: 54-849%)3+°

Indications®:

+ Mild to moderate active Crohn’s Disease of the terminal ileum and/or ascending colon

+ Maintenance of clinical remission of mild to moderate Crohn’s disease of same location

pH-modified release: Budenofalk®
Gastro-resistant capsules that dissolve at pH >6.46.7.8
Maximal release in more distal portions of small intestine®.s

Not approved in US; approved in Europe for Crohn’s disease, collagenous colitis, autoimmune
hepatitis?

Prolonged release tablets: Budesonide — MMX: CORTIMENT®

Enteric coat dissolves at or above pH 7!
Utilizes MMX® technology to release budesonide throughout colon?
o Indication:
+ Mild to moderate active ulcerative colitis, where 5-ASA treatment is not sufficient




2TEPO0EIdN og Nooo Tou Crohn:
H 1o atroTeAeopaTIKn OgpaTtreia oTNV ogeia paon

Complete
30-Day 58%
Responses (n=43)

(n=74) ><
/ ¢

Prolonged Steroid

1-Year

Responses| Response Dependent S‘;"Sgo;'-‘l‘v

(n=74)* 28% 32% _208
(n=21) (n=24) (n=28)

*One patient lost to follow-up




Artiec Evtepiking amoppainc oe IONE

Table 1. Specific causes of obstruction and pseudo-obstruc-
tion in IBD

OXIC Ime;
Volvulus
Cancer (adenocarcinoma)

Gallstone ileus
Entreroliths

Cancer (adenocarcinoma, lymphoma, carcinc
Capsule retention

Loperamide or labdanum overdosing

Acute steroid withdrawal (post-surgery)

Post S

Temporary ‘diverting’ loop ileostomy construction
Ileostomy takedown

Continent ileostc




EiAedG

= Naurtia, €ueTol, KOAIKOEION AAYN, ETTIOXEON AEPIWV-KOTTPAVWV
" 2TEVWTIKI VOOOC (TTpOO@ATN EVTEPOYPAPIA, IOTOPIKO)
-@Aeypovr), oidnua

-TPOPN, EVTEPOAIBOC

-OUMQUOEIC (XEIPOUPYNUEVOC OODBEVEIQ)

= 2uvnBwc ouvtnpeNTIKA o€ 24-48 wpec

" 2 TEPOEION...

= XEIPOUPYOG O€ IoXaIdia/aTToTUXia ouvTnENTIKAG Aywyng



2NTrTIKN ETTiITTAokn:
(aréOoTNMA, CUPIYYIO, TTEPITOVITION)

['VWwOoTA ouplyyoTTOI0G VOO OG

[MupeTOC

Evrommopévo aAyog kal euaiocdnaoia

[ToAU augnuévol deikTeg PAeypovic (CRP)
AvTIBIOTIKG (OTEPOEION;)

AI0OEPUIKN TTAPOXETEUON OTTOU €ival dUVATOV

XEIPoupyoe...



Aladepuikn Mapoxéteuon ATTOCTNHATWY




ATTOCTAMOTA:
NMNapoxéTteuon Kal PapUAKEUTIKN BepaTreia

Large abscess

Two stage surgery Percutaneous drainage

One stage (‘better’) surgery Medical therapy

Failed (get ‘better’ surgery) || Remission (no surgery

Failed (‘worse’ surgery)




AtrooTnpaTta: AAyopiBuog

2upiyylo
2TEPOEION

stantial cli
improvement

d need

surgery Xel pOUpV£iO




Ox1 eTTEIYOV XEIPOUPYEIO OV YIVETAI...

2. TOMIEG

2. TEPOEION

Y1o0pewia, ATTwAgia Bdpoug, YTToAeukwuativaipia
[[EQpupa PE TTAPOXETEUON

AvTIBI0TIKA O¢gpartreia

EvraTikotroinon ZuvtnenTikAS @cpartreiag

XapTtoypdaenon vOOOoU: OTEVWOEIC, aupiyyIa



ESwevTepikéECc EKONAWOEIC




EcavOnua og acBevi Trou Aapfavel anti-TNF

Development of a psoriasiform lesion following anti-TNF therapy

Search for other potential triggers (lithium, beta-blockers, alcohol, smoking, emotional stress)
/ Exclude infection (HIV serology) / Refer for Dermatology evaluation and eventual biopsy

Evaluate severity of skin disease / Evaluate the need for maintaining anti-TNF therapy/alternative therapies
/ Discuss with patient the willingness to continue therapy

Moderate psoriasis Severe psoriasis

(tolerable, >5% BSA, PPP or scalp involvement) (intolerable lesions)

Treat psoriasis

Palm and sole occlusion, UVB therapy, and
Consider temporary discontinuation

and/or switching to alternative anti-TNF if

sub-optimal or non-response to treatment

Treat psoriasis
Palm and sole occlusion,
methotrexate, acitretin

Persistent psoriasis
Consider switching

Persistent / worsening psoriasis
to alternative anti-TNF

Consider anti-TNF discontinuation

Torres et al. inflamm Bowel Dis 2013;19:1086-1098




NEpeoig:

TINWPIA TTOU OONYEI OTNV KATACTPOQI. ..
(Terpadio Epyaociwv Mapil{ac ZoupAépn, Oduoosia, 1" luuvaociou)

Standard Disclaimer: 1oxu0eI kai yia 1iIC AAAeS g101koTNTES!



IONE: E€aTopikeuuévn NMpooéyyion




