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lotopko

AekéuBprog 2014

<0 aoBevnc mapatnpel 7-8 SLaPPOLKEG KEVWOELG TNV
NUEPA XWPLS atpo 1) TUPETO
<+ IIpooépyxetal ota TEIl oto Attiko Nocokopeio

omov Aapufdvel odnyiec yia mBavn yaotpevtepiTION

< AToTteAeoua- Y(PEOT CUUTITWUATWV




lotopko

Iavovaplog 2015

<+ NEo emelcod1o 7-8 SLappolKwV KEVWOEWV TNV
NUEPA XWPIG alpa 1 TTUPETO SIAPKELAG ULAG

eBdopadoc.

<+ Y@EOT TWV CUUTITWUATWYV XWPIS Bepameia




lotopko

Maptiog 2015

< I[lapovolalel veo emelc061o 7-8 SLappolkwyv
KEVWOEWV TNV NUEPA XWPIS alpa 1) TTUPETO SLAPKELOG
3 nuUeEPWV.

<+ Emokentetal to IKA Ileploteplov 6Tov vmoBaAAeTal
0€ KALVIKOEPYUOTNPLAKO EAEYXO.

< Tov TpoTEIVETAL TEPALTEPW EAEYYOG LLE
KOAOVOOKOTINON 0AAX 0 acBevnc 8ev akoAOLOEL TIG
odNnyleg TwVv ylatpwv

< ETOKENTETAL EEWTEPLKO YIATPO OTTOTE Aapufdvel
aywy™) Ue Ibutin, Rifacol Kot Flagyl.




lotopLKo

Maioc 2015

<+ NEo emMeELOOSI0 SLPPOLKWV KEVWTEWV TO OTIOLO
v@leTal HOVO TOV.




lotopko

Iovvioc 2015

< 'Emelta amo vEo eMELCOSL0 SLAPPOLWV ELCAYETAL OTO
['N.A “Tevvnuatag” 0TTov yiveEToL KOAOVOOKOTIN O

(6ev mpookouilel TEPLOCOTEPX OTOLYELX)
< E&i8pwpata kat ToOAVTOELSEIS VTIEYEPTELG TOV

BAEVVOYOVOU OTTO TO OLYUOELOEG EWG TO TLVPAO
(tpo@opkn) EMIKOWVWVIQ)




lotopko

Iovvioc 2015

< AapBadavel yial0 nuepeg kopti{Ovn evOo@AERLX KAl
aVTIBLOTIKA.
< E&€pyetal amo to I'N.A “Tevvnuatag” vmo aywyn e

Medrol 16mg x 3, PPIs, Ideos, Filicine, Salofalk 1000mg x 3




Avyovotog 2015

lotopLKo

< [lapovolalel KOIALOKO AAYOG LE VOO TOAT] AEPLWV KAl

KOTIPAVWYV KAL TTUPETO £wg 38c.

<+ Ewoayetat oto I'NA “O EvayyeAiiopog”.




Epyaotnplakoc EAEyXOG

e WBC: 24130 (Tt0AU=86.5%)
e Hb: 12.5 g/dL

o AMII: 313000

* CRP =15.2 mg/dL




SPECIAL ARTICLE Annals of Gastroenterology (2015) 28, 417-425

Clinical profiles of moderate and severe Crohn’s disease patients
and use of anti-tumor necrosis factor agents: Greek expert

consensus guidelines

Gerassimos J. Mantzaris®, Nikos Viazis®, Dimitris Polymeros®, Konstantinos Papamichael’,

George Bamias®, loannis E. Koutroubakis®, Hellenic IBD Working Team
Evangelismos Hospital, Athens; Attikon University Hospital, Athens; Laikon Hospital, Athens; University Hospital

Heraklion, Crete; Hellenic IBD Working Team, Greece

Crohn's disease (CD) is a chronic idiopathic inflammatory bowel disease (1BD) which aff
any site of the gastrointestinal tract and occasionally extraintestinal organs. The natural histq
of CD varies remarkably but a considerable proportion of patients develop complici
leading to hospitalizations and surgeries, impaired quality of life, and disability. In
patients, effective medical therapy should aim beyond control of clinical symptoms to inc
induction and maintenance of steroid-free clinical and serological remission and n
healing, as this has shown to reduce complications, hospitalizations and surgeries,
decrease the risk of colorectal cancer, at least in the short term. This therapeutic goal

achieved in a considerable proportion of patients with anti-tumor necrosis factor (

IBD experts are herein provided, regarding the clinical profiles and the use of anti-
therapy in patients with moderate and severe CD, based on literature review and pes
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METPIA NO20O2

<+ AmtwAela Bapoug >10%, epetol
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BAPIA NO202

< ZNUAVTLIKY) antwAglo Bapoug 1 kKoyesla

< [MupeTog

< Xnuela amo@patne 1 mapovaoia
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< CRP auénueévn
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ECCO Statement 5D

v" Active colonic CD may be treated
with sulfasalazine in only mildly
active or with systemic
corticosteroids.

v For those who have relapsed, anti-
TNF therapy with or without an
immunomodulator is an appropriate
option for patients with objective
evidence of moderately or severly
active disease




MAPATONTEZ KINAYNOY
ENIOETIKHZ NO20OY

< Neapn nAwkia
< ZUOTNUATIKE KOPTIKOELSN ATTO TNV TIPWTN EUPAVLIOT)

e [lpwipn cUVOUOOTIKN [T

Oepamelia

< XOUTIA

<+ BaBeld €Akn

< EXTETAUEVT) VOGOC AETITOU EVTEPOU

Beaugerie, Gastro, 2006

Loly, Scand ] Gastro, 2008
Allez, Am ] Gastroenter, 2003




% aagBevwyv ag KAIVIKI UPean

Xwpic atepoeidn, fO. 26

MEAETH SONIC

P<0.001
P<0.001 P=0.169
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Colombel JF, et al, J Croh’s Colitis 2009;3(1):845—84!5./
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AZA/6-MP

™~
KAl KINAYNOZ AEMOQMATO2

Reference Setting N Observed Expected SIR (95% Cl)
Kinlen UK 321 2 0.16 12.5 (1.2-46)
Connell, et al. London 755 0 0.52 0

. New York
Korelitz, et al. City, USA 486 3 0.61 4.9 (0.9-14.5)
Farrell, et al. Dublin, Ireland 238 2 0.05 37.5(3.5-138)
Lewis, et al. GPRD, UK 1465 1 0.64 1.6 (0.001-9)
Fraser, et al. Oxford, UK 626 3 0.65 4.6 0.9-13.7)

t

. Pooled

Kandiel, et al. . 3891 11 2.63 4.2 (2.1-7.5) >
analysis
Glazier, et al N7 JETEEER, 285 1 NA NA
’ ’ USA




4 N
2YNAYA2MO2 AZA KAI ANTI-TNF

. Reported Standardized incidence
Reference Patient-years IS Expected cases e 95% CI p value
Thiopurine therapy
Continuing 16659 15 2.19 6.86 3.84-11.31 <0.0001
Discontinued 9981 2 1.39 1.44 0.17-5.20 0.8095
Never received 23073 6 4.19 1.43 0.53-3.12 0.4900
Anti-TNFa therapy
Continuing 4128 2 0.44 4.53 0.55-16.4 0.1462
Discontinued 3667 3 0.43 6.92 1.43-20.2 0.0197
Ne ived 41918 18 6.89 1.55-4.13 <0.0001
Continuing thiopurine
therapy and continuing 1929 2 0.20 10.2 1.24-36.9 0.0337
anti-TNFa therapy
s /
Continuing thiopurine
therapy and
discontinued or never 14729 13 1.99 6.53 3.48-11.2 <0.0001
received anti-TNFa
therapy
Never received
thiopurine therapy or 22706 6 413 1.45 0.53-3.16 0.4711
& anti-TNFa therapy
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HMATOZNAHNIKO AEMOQMA
EKT - KYTTAPQN
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OEPAMEVTIKN aywyn

<1V xkopTLlOvn
< Avtiflotikd

< TomtoOetetltal LEVIN




lotopko

CT KOlALaC

< EAe00epn ovAdoyn vypov otnv TUeAo Kol SEELA
TP AKOALKA TTAPA TO TUPAO EVTEPO.

< @oAepOTNTA TOV ALTTOUG TTEPLE TOV GLYHOELOOVG TTOV
TOAVWGS OYETI(ETAL UE TO LOTOPLKO TOL agBeVOUC.

< EVTEPIKEG EALKEG UE TIYVOUEVO TOLYWUA, CUAAOYEG
TEPLE AV TWV KAl BOAEPOTNTA TOV HEGEVTEPLOV ALTTOVCG.

< L€ ETAP) LE AVTEG TIG EALKEG, TTApATPOVVTAL SVO
pnop@wpato Stoapetpov 3.3 kot 1.6¢xk.




lotopko

<+ Metagepetal otnv A’ XeLpoUpPYLKN KALVIKY) TOV
NoGOKOUEIOV HaG KAL YIVETOL ETILTUXTG TIAPOYXETELON
TOV ATMOOTIHaTOG UTIO CT.

< Kata mn Stapkela TG voonAelag tov otn XepovupyLkn
KALVLIKT] TTAPOVOLALEL ALUWOIEC KATW AKPWV.

<+ E&EpyeTal pe aywyn Salofalk kat koptilovn (€xeL

LELwOel aAAd dev €xeL Stakomel akoOua).




e

METPONIAAZOAH KAI NEPIDEPIKH
NEYPOIAOEIA

e >1.5g/nuepa yia > 30 nuépeg
e YUVNOWC TTAPOSIKN YIOTL UTTOOTPEPEL LETA TN

SLLKOTN TOV aVTIPLOTIKOV

™~




METPONIAAZOAH 2E CROHN

MetpovidaloAn > Awakonn > 3 uivec No metronidazole
12 MAVEC

Stahlberg etal, Scand J Gastroenterol 199}




lotopko

YemtéuPBplog 2015

<+ E&etdletal oto e€wtepikd MaoTpevteporoyikod
latpeio Tov EvayyeAlopov pla efdopada Hetd tnv
£€000 TOL amo NV Xelpovpyikn KAwvik).

<+ [Ipoypappatifetal KOAOVOOKOTN O, YOO TPOOKOTINON

KAl EVTEPOKAVOT YIa oTadloTonon TG vOooU.




lotopko

remtéufproc 2015

<« M efSopada HETA TNV EEETAOT) TOVU OTA EEWTEPLKA
LaTpEla TTepoVOLA{EL TTUPETO £wG 38c.

<+ [ivetal eloaywyn otn Xelpovpyikn KAwvikn tov
EvayyeAiopov pe andéotnua oto (AE) Aayovio 66po
OTov TiBeTalL o€ avTIPLoTikn Bepamela aAAX ovvey (el

va £xeLVPMNAO TTVPETO.




lotopko

YemwtéuBproc 2015

< Katd ™ Stapkela tng voonAelag mapovoidlel SUOKOALX
Badiong

< LT OLVEXELX ALUWSIEC AVW-KATW AKPwV Kol SucapOpla

< ZNTElTAL VEUPOAOYLKT) EKTIUNOT KATA TNV OTIOLX
mapatnpeital kot advvauio opt{OVTLHG KV oM G TWV

WTOLTPNTTAYY,




lotopLKO

<+ Metagepetal ot NevpoAoyikn KAk omov yivetat
CT eYKe@AAOV, triplex KAPWTISWV KL OEV
TOP AT POVVTAL TTABOAOYIKA EVPTUATO

<+ lvetal oo@uovwTiala TapakevTnon Kot MRI
eYKe@aAov kKol AMXEX

<+ [Mapovoidlel BeATiwoN KLV TIKOTNTOC KATW AKPWV
KoL OJUALOG OAAG EPUEVOLV OL ALUWOLEG TWV AVW
AKPWV

< TiBeTaL M SLAYyVwoT AmOUVEALVOTIKIG VOGOV




4 ™
Contraindications to anti-TNF therapy

® Active infection (including abscess)

¢ Untreated latent tuberculosis

® Moderate-to-severe heart failure

® Known hypersensitivity to anti-TNF agents

® Multiple sclerosis or another neurological demyelinating
disorder

L Optic neuritis
® Previous lymphoma or current malignancy

® Congenital or acquired immunodeficiency

The London Position Statement of the World
Congress of Gastroenterology on Biological Therapy for IBD
Gastroenterology 2011;106:1594-1602




IBD + MS

* Olmsted County Minnesota (1950-1995) J

* 1% IBD + MS }

* 3.7 (POPEG > TOU AVAUEVOUEVOU J

K Kimura et al, Mayo Clinical Procedures 2000 /




IBD + MS
e 3879 UC
3072 IBD
* 4193 CD
e 1.37% UC
MS
e 1.62% CD
General
. * 0.87%
population

Berstein et al, Gastroenterology 2005/




MAGODYZIOAOTIIA

Alatapoyr) EVIEPLKNG YAwPISag

Evepyomoinon avocomomntikov

A 4

Kown €k@paot evtepIKwV Kal EEW-EVTEPLKWV AVTLYOVWV

Evepyomoinomn avocotmoimtikov

T kOTTapa pvniung

dAeypovn Kol KATAOTPO@T) TOV TEPLBANUATOG HUEAIVIG TWV VELPWVWYV

Singh et al, Inflamm Bowel Dis 2013 /




Anti-TNF + MS
- A ~
T cells against peripheral nerve myelin
> A <
Vasculitis induced nerve ischemia
.

Inhibition of signaling support for axons }

Singh et al, Inflamm Bowel Dis 2013 /




Anti-TNF + MS

'E€apon cuuntwudtwy o€ aocBevelg

ue MS mov EAafov Lenercept

Neurology 1999 /




4 ™
FDA Adverse Event Reporting System

w19 000€VE(G UE PEVUATIKA VOOTIHOTA UTIO BLOAOYIKO TTOPAYOVTA + MS {

— Etanercept (17) — Infliximab (2)

Eugavion 1-15 punveg petd tn xopnynon

K Mohan et al, Arthritis Rheum 2001 /




BIOGEAS Registry

IBD = 12 RA = 59 Sp =17

[FX= 20 ADA =27 AAAo =53

Ramos-Casals et al, Autoimmun Rev 2010 /
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EMIAHMIOAOTIA MS

e O I'aAdog vevpoAdyog (1825-
1893) Tav 0 TPWTOG IOV AVAYVWPLOE TNV OKAN|PLVOT)

KATA TTAAKOG WG EexwploTn aoBevela to 1868
e [IpooBarrovtal 30 dtopa/100.000
* YUVOALKOG aplBuog maoxovrwy (2010): 2-2.5
EKATOUUVPLA TIOAYKOO UIWG

e TuvnBwg 21-3" Sekaetiot TG {wn|g



https://el.wikipedia.org/w/index.php?title=Jean-Martin_Charcot&action=edit&redlink=1

Méeom emiSlwon
30 xpovia

EmRiwon peta
dlIayvwaon TG vooou

10-20 xpovia
20-30 xpovia
30-40 xpovia
>40 ypovia




Incraasing Disabilily

KAINIKEZ MOPOEZ
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2YMNTQMATA

< LVTKT) advvapla, TAPEOT — TTUPATIAPESDT)

<+ SLATAPAXEG ALOONTIKOTNTAG, CTIACTIKOTNTA, TPOUO

< mpofAnuata otnv Looppotia (ataéia)

< mpofAnuata otnv oulAla (bvoapBpia)

< Svopayla

< mpoBANuata otnv 0paot (SUMAWTILA, OTITIKN
vevpltida, vuotayuog) 1 kat 00Awua

< OTUTLKEG SUOAELTOVPYIEG

< vonTikn BAGLN

< OLaTapaxeS NG 6labeons (kuplws katabAnpm)
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KAINIKH EKTIMHZH-EDSS

Expanded Disability Status Scale

Death

Normal Minimal Increased Need for  Restriction to Helpless
neurologic disability limitation in walking  wheelchair bed patient
exam walking assistance

ability

Expanded Disability Status Scale (EDSS) = Rating system used by neurologists and
clinical trial investigators to follow the progression of disability in MS!

Kurtzke. Newrology. 1983;33:1444,




MAINHTIKH ETKEDDANOY




OEPANEIA MS

> ALaKOTIT) anti-TNF
> KopTtikoelon

> lvteppepovn B

> Neotepeg Bepameleg
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Oepamnevtikotl otoxol IONE: 2015

“* KALVIKT) VEOT), EAEYXOG CUUTITWUATWYV
“* VEOTN XWPLG OTEPOELON
“* BeAtiwon otnv molotnTa {WNG
(PROs, patient reported outcomes)
“* Ao LY EMTAOKWV (XELpovpYEia, voonAeieg)
“* emoVAwON BAeEVVOYOVOU-TIATIPNG VPEDN

“* ATO@PLYT TOELKOTN TG Ao TN Bepameia

™~




Natalizumab




NATALIZUMAB

<+ MOVOKAWVIKO avTiowpa EVaVTL TNG 04-LVTEYKPIVNG
< Explon FDA ywax vooo Crohn 1o 2008
<+ KINAYNOZ PML- emavadpactnplomoinon JC virus

<+ ATTOOLPOT) KOl EMAVAKUVKAO@OPLX YIO VO EKTIKN

V000 Crohn UE aTTOTUYX (00 0TOUG AVTL-TNF

< Emtuyla oty avtipetwtion MS = 60%
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