IAIOTNTAOHZ PAEIMONQAHZ
NO2Oz TOY ENTEPOY

AHMHTPIOZ NMOAYMEPOX
[AZTPENTEPOAOI'OX

¥




IAIOTTAOEIZ PAEIMONQAEIZ
ENTEPOINAOEIEX

Xpovia uttoTpoTrialouca avoooAoyIKN OIEyEPON
KOl PAEYUOVN OTOV EVTEPIKO OWANVA

NO20O2 CROHN
EAKQAH2 KOAITIAA

MIKPOZKOTIIKH KOAITIAA
(KOAAayoVIK KOAITIOO, AEPUPOKUTTAPIKI KOAITIOO)



IBD — ETmionuioAoyia

* [TIBavoTtnTa IBD kata tn didpkeia tn¢ (wng: 0,5-1%
« ETTiTITOLOON
— CD: <1-10/100.000/¢70C

Kpntn: 3,3 /100000 (Manousos, 1996)
Iwavviva: 0,9/100000 (Shivananda, 1996)

— UC: 5-18/100.000/£10C

Kpntn: 9,4/100000 (Manousos, 1996)

Iwavviva: 9,0/100000 (Shivananda, 1996)

TpikaAa: 11,2/100000 (Ladas, 2005)
1990-1994



Noooc¢ Crohn — ETmionuioAoyia
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* AoBeveic pe IBD 5-22% ouyyevn 1°V BaBuou
* NOD2/CARD15 20-30%
— Defensins

— AuoAgIToupyia OUDETEPOPIAWY / HAKPOPAYWV
— Alaiwvion PIKPOBIAKNG TTapouaiag
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Theories of the pathogenesis of IBD

1. Microbial pathogens induce intestinal inflammation
Traditional pathogen: Mycobacterium avium subspecies paratuberculosis
Functional alterations of commensal bacteria: enteroadherent/invasive Escherichia
coli, toxigenic Bacteroides fragilis or Staphylococcus aureus

| 2. Dyshiosis of commensal microbiota
Decreased ratio of protective/aggressive commensal bacterial species
Decreased species that produce short-chain fatty acids
Overgrowth of aggressive commensal microbial species: hydrogen sulfide reducing

bacteria, Candida albicans
>
3. Host genetic defects in containing commensal microbiota

Defective bacterial killing: intracellular killing, secreted antimicrobial peptides
Defective mucosal barrier function

4. Defective host immunoregulation Ineffective epithelial homeostatic mechanisms
Abnormal antigen processing/presentation
Defective regulatory function: innate, acquired (loss of tolerance)
Overly aggressive T-cell responses to enteric microbiota
Autoimmune responses: molecular mimicry between microbial/host antigens




IBD - AITIONMAGOIENEIA
* Qewpia AUTOAVOCIaC

— Augnuévn avoooAoyIK aTTavTnan o€ avTiyova TNG QUAOIOAOYIKAG
xAwpidag (Thl, Th2)

— [eveTikn TTpodidBeon

« AlaTapayxn Tn¢ EYYEVOUC avoaiacg
— AucA&gitoupyia oudETEPOPIAWY / HAKPOPAYWV
— Alaiwvion PIKPORIOKAG TTapouUaCiag
— NOD2-CARD15 (20%) - defensins

* Aolywonc Bewpia
— Mycobacterium avium paratuberculosis
— |Aapa
— NIoTépPIa
— XAauudia
— Yersinia
— Saccharomyces cereviciae
— E. coli




O1 nNePlOCOTEPOL MOAUPOPPLOROL A@OPOUV yovidia nmou
oxetidovtal pe tnv aAAnAenidSpaocn avooomoinTIKOU
CUOCTIATog RE PIKpOfia

FiINA G

ATG16L1; IRGM; ATG5 | |LEL
I IL23R; IL12B

JAK2; STAT3
¢ Autophagosome m TNFSF15; CCR6

I IL27; REL

Phagophore

= oo

Autophagolysosome

- IL22, IL26, m
|

IL10RB — IL10
|

|

Gut 2011;60:1739—1753




Multiple inflammatory cytokines are produced
during each of the evolutionary phases of the disease

very-earlyphase oo ase Established (late) phase

Tass" Myofibroblasts

Collagen

Mainly IL-12-dependent Mixed Thl/Th17
Th1l cell response with cell response and high levels
excessive production of TNF of IL-6 and IL-23

Adapted from Caprioli F et al. Br J Pharmacol 2012



IONE TTapayovTec KivoUuvou
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KAINIKH EIKONA

KoIAlaKO aAyog

Aidppola

AlpaTtoxeaia

Telveouog

[TupeTOC

ATTwAEIO Bapoug

2. Upiyyla

KabuoTtEpnon TNS avatrtueng



EAKwWONG KOAITIG Vs v. Crohn

Ulcerative colitis Crohn's disease

Clinical features

Haematochezia Common Rare
Passage of mucus or pus Common Rare
Small-bowel disease Mo (except backwash ileitis) Yes
Can affect upper-gastrointestinal tract Mo Yes

Abdominal mass Rare Sometimes in right lower
quadrant

Extraintestinal manifestations Common Common
Small-bowel obstruction Rarely Common
Colonic obstruction Rarely Commeon
Fistulas and perianal disease Mo Common
Biochemical features

Anti-neutrophil cytoplasmic antibodies Common Rarely
Anti-saccharomyces cerevisiae antibodies  Rarely Common
Pathological features

Transmural mucosal inflammation No Yes
Distorted crypt architecture Yes Uncommon
Cryptitis and crypt abscesses Yes es
Granulomas Mo Yes, but rarely in mucosal biopsies

Fissures and skip lesions Rarely Common

Table 1: Differential diagnosis of ulcerative colitis and Crohn's disease




EpyoaoTnplaka supnuaTta

Avaiuia
/AEUKOKUTTAPWON
O@pouBokuTTadpwon
TKE

CRP
YTTOAEUKWUATIVAIUIQ
YTToKOAIQuia



Basic evaluation of anemia:

IDA vs anemia of chronic disease
T

Hb <12 g/dL (women), <13 g/dL (men)

Transferrin saturation <20%

Ferritin <30 mcg/L Ferritin Ferritin
+ MCH <27 pg 30-100 pg/L >100 pg/L

[|=]m]
WG

Reinisch etal, J Crohns Colitis 2013; 7: 429



Nooog Crohn
OVOTOUIKN EVTOTTION

(33%)
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EIAEOKOAIKR
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2UXVOTNTA CUUHETOXNG
[

MNMeplooorepo Aiyotepo

(20%)

KoAiTida
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NO2>O2 CROHN - 2YMITEPI®OPA

Crohn's disease

Fistulizing




AIAOOPIKH AIATNQ2H

« AOIMQAEIZ ENTEPOIMAGEIEZ « MH AOIMQAEIZ ENTEPOIAOGEIEZ

Campylobacter spp,
Salmonella spp, Shigella spp,
Clostridium difficile,
Escherichia coli
(enterotoxigenic E coli),
Yersinia spp,gonococci,
Chlamydia trachomatis,
Mycobacterium tuberculosis,
atypical mycobacteria
Entamoeba histolytica,
Cryptospora spp, Isospora spp,
Trichuris trichura strongyloides
cytomegalovirus herpes
simplex, HIV

EKKOATTWUATITION
MIKPOOKOTTIKI KOAITIOQ.
Hwaoivo@IAIK YaoTpeVTEPITIOA,
GVHD,

IOXQIMIKI) KOAITIOQ,

v. Behcet,

METAKTIVIKI EVTEPITIOA,
M2ZAQ,

Kapkivog TT.€.

KoAiTida €K TTAPAKAMWEWGS
AEuPWQ






EMMAOKEZ

CD
* 2TEVWOEIC
* ATTOOCTAMATO
« 2UpPIYYIO









@ Current Medicine







Extrasphincteric
fistula

Transsphincteric
fistula

[
- -

Superficial : .
fistula Intersphincteric

fistula




EMMAOKEZ

CD UC
¢ 2TEVWOEIC * TogIKO PueyakoAo
* ATTOOCTAMATO
« 2UpPIYYIO






IONE — EZQENTEPIKEZ EKAHAQZEI2

ApBpiTIda
— AyYKUAOTTOINTIKA OTTOVOUAITIOQ
— lepoAayovitida (30%)
— [epipepikn apBpotradeia (22%)
* [ToAuapBpIkn
* oAIyoapOpIKn
OaoTteomropwon (Ewg 30%)
AEPUATIKEC EKONAWOEIC
— Olwdec epubnua
— ['ayypaIvwdEeg TTUOOEPUA
O@POAAUIKEC EKONAWOEIC
— [1pdoBia payociditida (6,2% CD)
— ETTIOKANPITION



IONE — EZQENTEPIKEZ EKAHAQZEI2

NePPIKEC EKONAWOEIC

— NeppoAiBiaon (o&aAikou Ca)

— YOpoveppwon, onioBonepiTovaikn ivwon

— Aiapeon vepponabesia

— apuAoEidwaon
AlaTapaxec nnatoc/ XoAnpopwv

— XoAoAiBiaon (25%, CD)

— NAFLD

— Xpovia evepyoc nnatiTida/nepixoAayyeiitida (2%, UC)
— Kokkiwpatwdng nnaTiTida

— MpwTonabnc okANPUVTIKN XoAayyelitida (2,5%)
[Mveupovonabesia

— [MaBoAoyIKEC AEITOUPYIKEC DOKIUATIEC avanvonc
— BpoyxioAiTida, BOOP, diaueon nveupoviTida

©poupopiAia












ENAO2KOINH2H




ENAO2KOINH2H




AIABA2H AETTTOY ENTEPOY ENTEPOKAY 2H




MRI AETTTOU EVTEPOU







Video Capsule Endoscopy

PillCam™ SB

PillCam™ SB
PillCam™ SB
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EAKQAH2 KOAITIAA & KAPKINOZ

AlqpKela vOoou
HAIKia diayvwaong
‘ExTOON vooou

[TpWTOTTABNC OKANPUVTIKI)
XOAQyYEINTIOO

* AOpPOIOTIKN ETTITITWON KAPKIVOU:
— 2,5% o1a 20 xpovia
— 7,6% o1a 30 xpovia
— 10,8% ot1a 40 xpovia



British Society of Gastroenterology
2004

« Screening koAookotrnon ota 8-10 €1n

« EVOOOKOTTIKN TTapakoAoubnon
— Ava 3 £€Tn Tn 0gUTEPN DOEKAETIA TNG VOO OU
— Ava 2 £€Tn TNV TPITN OEKAETIA TG VOOOU
— KaTtoTtrv, ava £€10¢
— PSC, ava £10¢

* Bioyiec armmo 1a 4 tetaptnuopia ava 10 cm (ava 5 cm
OTO KATWTEPO OIYUOEIDEC/0PBO).
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Percent of patients
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[Topeia — rpoyvwon (UC)

]""_ T T T T T T "] I_ T 'I_ T F"""""
L 8 10 12

Years after IZjIr'.IIZ_Z_I nosis of ulcerative colitis

Colactarmy
Active

Hemission




[Topeia — rpoyvwon (UC)

Relapsing course
,
",

»Single flare

-~ Confinuous activity

10 12 14 16 18

Years after diagnosis of ulcerative colitis




[1p00OEUTIKN IO0TIKN PAGBN AOYW
UTTOTPOTTIACOUCAC (PAEYPOVNC

Stricture

Surgery

)
=
= Fistula/abscess
©
o
_g Stricture
7
@
oy
)]

Disease Diagnosis Early

onset disease

Clinical -

Activity in a theoretical patient with Crohn’s disease

(d"D ‘s1Iaao ‘1vao)
ALIAILOY AHOLVININY TN



- 30-60% uTtroTtpoTtr Tov 1° XxpoOvo

Cumulative Probability of
Surgical Intervention in Crohn’s Disease

100

5

Probability (%)
B

40-
20 $ Medn £ 2 5D
0D 2 5 8 11 14 17 20
Years
NUMBer yowseqs 7 7 48 1 8 2 2 2 3 2 1
of evenis

Munkholm P, et al. Gastroenterodogy. 1000, 105 17161723

>50% kopTilovoecapTwuevn/ KopTi(ovoAvToxn vooo



‘ExBaon Twv aocBevwyv pe CD petd atro Bepartreia

UE OTEPOEION

Apeon
ékBaon*
(n=74)

*30 NUEPEG META TNV EVAPEN TWV COTEPOEIDWV
MapaTteTapévn KopTtilovo-
‘ExBaon oc 1 £1og MEGIVA (07 [e] {1 (o1} eapTWHEVOI

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

Xeipoupyeio
38%
(n=28)

Faubion W, Gastroenterology, 2001 *
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OEPATIIEIA IBD

* PAPUAKEUTIKNA « ETTiTEEN TNC UYEONC

« XEIPOUPYIKN e Alatipnon TnG
upeang

* AIATPOYIKN

e Oeparreia ETITTAOKWV



EAKQAHZ KOAITIAA
KAINIKH BAPYTHTA - ACG

e 'Hnia
— < 4 KEVWOEIC NUEPNTIWG ME N XWPIC aipa
— 'Ox1 onUEIa CUCTNHATIKNG TOEIKOTNTAC
— Quaioloyikn TKE
e MeTpia
— > 4 KEVWOEIG NHEPNTIWG
— EAayioTn TOEIKOTNTA
e Bapeia
— >6 AIHATNPEC KEVWOEIC NUEPNTIWC
— 2nNMEIa oUOTNUATIKNG TOEIKOTNTAC
e MupeTOC
e Tayukapdia

e Avalpia
o YwnAr) TKE



HOOC

Sulfasalazine I
{Azulfidine @) HD@ N_N©

5-Aminosalicylate Suifapyridine N

B 0

Mesalamins
(Pentasa ®)

Ethylcellulose
MNH2

:.liséiljlgnl:-le Eudragit-5

Balsalazide
(Colazal ®)




OepaTreia EVEPYOU TTEPIPEPIKNG
KOAITIOOC

l Liquid/gel enemas

 Foams

. Suppositories

KaTtavoun TOTTIKWY OKEUACMATWY



KOPTIKOOTEPOEION

Prednisolone
Methylprednisolone
Hydrocortisone

Boudeoovidn o




Budesonide absorption and metabolism 'g

Systemic circulation
10-20%

CYP3A4

80-90% first-pass metabolism

!

Metabolites
with negligible .
glucocorticosteroid 60-70 /o
affinity absorbed in the

ileal and ileocecal area



AVTIBIOTIKO

* MeTtpovidaloAn (CD)

« 2ITTPpOPAocaaivn (CD)



AVOOOKOATOOTAATIKO

AclaBiotrpivn (UC, CD)
6-uepkarrrotrroupivn (UC, CD)

MeBoTtpecarn (CD)

KukAoaTtropivn (UC)

acrolimus (CD)



\V/4

Chimeric
Infliximal

IgG, isotype

75% human

Anti-TNFa

Construct of Anti-TNF-ao Biologic Agents

VL H

C H1

PEG ' PEG

Pagylated
Humanized

CDPETO
Certolizumab

85% human

\V4

D2ET
Adalimumab

IgG, isolype

10:0% human




AvaoTOAN HOPIWV TTPOOKOAANONG
OVTI-IVTEYKPIVEG

Tethering Rolling Integrin activation Firm adhesion Diapedesis

chemokine-
i receptor
' / chemokines
Qéelec‘ﬁn .
MDX-1100
Selectin-ligand CCX282-B
MadCAM-1 Natalizumab, MLN-002,

PF-00547659, rhuMab-B;



Mnxaviopog d6paong vedolizumab

Brain
Bone marrow

Kidney, skin

a,B,

Integrins Natalizumab ,

Addressins

VCAM-1

Leukocyte

-}

Natalizumab

Vedolizumab, rhuMab-beta7

PF-00547659

MAdCAM-1

)



Noooc Crohn — xeipoupyikr) Bepartreia

[TapoxeTeuon ATTOCTNPATWY
Oceieg eMITTAOKEGC (EIAEOC)

EvToTTiIoOpEVN EIAEIKN VOOOC JE OTEVWTIKA
PaIvVOUEVQ

2. TEVWOEIC AETTTOU EVTEPOU
[1EPITTPWKTIKA VOO OC



External

opening \

r L

i

Open fistula tract

Fistula






EAKWONC KOAITIOO — XEIPOUPYIKN BepaTreia

Mn eAeyxouevn aigoppayia

TocCIKO peyakoAo — di1dTpnon

AVOEKTIKI vOOOC

Auocavegia oTn PAPUOAKEUTIKN BepaTreia
AuoTTAagia / KapKivog



Conventional ileostomy lleoanal anastomosis
(Brooke) with reservoir

Continent ileostomy
(Kock pouch)










