IONE ka1 Q1Tap

NMpwTtotrad®ng okAnpuvTiKA XoAayyeliTida Kai IONE.
Mola n evdedelypyévn Oeparreia - TTapakoAoubnon;

X. TpLavtoc
[N NATPQN



ANAWON CUYKPOUCNG CUMPEPOVTWYV

OMIANTAC, XpnuatodoTnon £peuvac/ouvedpiwv atmo MSD, Roche,
Abbvie, Bristol-Myers Squibb, Bayer and Gilead Sciences.



[lepiypappa TTapouaiaocng

AocBeveic pe IONE kot MZX
* EmdnuioAoyia

* Aldyvwon

* Qepamneia

* MapakoAouvOnon



M2X ka1 IONE

* The association of primary sclerosing cholangitis (PSC) and ulcerative
colitis (UC) was first reported by Smith and Loe in 1965 (Smith&Loe,
1965).

* The association of PSC and Crohn’s disease was first described by
Atkinson and Carroll in 1964 (Atkinson & Carroll, 1964)



PSC-IBD: a unique form of inflammatory bowel disease
associated with primary sclerosing cholangitis

E V Loftus Jr, G C Harewood, C G Loftus, W J Tremaine, W S Harmsen, A R Zinsmeister, D A Jewell,
W J Sandborn

Gut 2005;54:91-96. doi: 10.1136/gut.2004.046615

Table 2 Clinical features and outcomes of PSC-IBD (cases) and controls with CUC
PSC-IBD Comparison CUC
(n=71) (n=142)
Demographics and clinical features
Males (n (%)) 46 (65%) 92 (65%)
Age at IBD diagnosis (y) (median (range)) 32 (9-73) 28 (6-80)
Age at PSC diagnosis (y) (median (range)) 42 (10-71) NA
Pancolitis (n (%)) 62 (87%) 76 (54%)
Rectal sparing (n (%)) 37 (52%) 8 (6%)
lleitis (n (%)) 23/45 (51%) 10 (7%)
Outcomes
CRN total (n (%)) 18 (25%) 15(11%)
Low grade dysplasia (n (%)) 8 (11%) 7 (5%)
High grade dysplasia (n (%)) 3 (4%) 4 (3%)
- Colorectal cancer (n (%)) 7 (10%) 4 (3%)
IBD diagnosis to CRN (y) (median (range) interval) 12.7 (0.3-41) 12.1 (1 day-5.8)
PSC diagnosis to CRN (y) (median (range) interval) 4.9 (0.03-20) NA
Surgery (n (%)) 31 (28%) 66 (46%)
IPAA (n (%)) 14 (13%) 43 (30%)
Brooke ileostomy (n (%)) 5(7%) 21 (15%)
lleorectal anastomosis (n (%)) 7 (6%) 0 (0%)
‘ Pouchitis (n (%)) 10/14 (71%) 13/30 (30%)
Stomal varices (n (%)) 2/5 (40%) 0 (0%)
PSC-IBD, inflammatory bowel disease associated with primary sclerosing cholangitis; CUC, chronic ulcerative
colitis; CRN, colorectal neoplasia; IPAA, ileal pouch-anal anastomosis; NA, not applicable.



MNZX ka1 IONE - EmidnuioAoyia

» 2¢ ocIpég oTn B.ApepikA kal B.EupwTrn o emttoAacuds IGNE o€ MZX, 60%-80%.
Broome U, Gut 1996, Chapman RW, Gut 1980, Wiesner RH, HEPATOLOGY 1989
Fausa O, Semin Liver Dis 1991, Karlsen TH, Dig Liver Dis 2010

* O o ouxvog Tutrog IONE o€ MNM2X eival n EK
v 13% Crohn disease (CD) 1rou ouvhOwg TrePIAQuBAVEI TO TT.EVTEPO.

Fausa O, Semin Liver Dis 1991, Loftus EV Jr, Gut 2005, Boonstra K, J Hepatol 2012

« X, 2.4% - 7.5% acBevwv pe EK kai 3.4% oe NC aoBeveig

Rasmussen HH, Scand J Gastroenterol 1997

* O TpayuaTikog emtrohacuds 1ng MNEX oe IPNE aoBeveic eival BUOKOAO va ekTIuNBEi (xoAayyeloypagia)



NZX ka1l IONE - Aiayvwon




MNZX ka1 IONE - Aiayvwon

ECCO Statement 7A

* MRC og aveényntn poviun n vrotpomnialovoo xohootaon
aveéaptnta amo TN cuuntwpatoloyia. AtokAelopoc AZX

ECCO Statement 7B

* Eav n MRC sival pucloloyikn oe aoBeveic pe IONE kat utapyeL n
vrtoyia MZX, BoPia yia tn dtayvwon small-duct PSC



MZX ka1 IONE - Aiayvwon

* ECCO Statement 7C

* Bloia nmatog oe aoBeveic pe MZX kat xapaktnplotika AlH
[auénuevec Tpavoapvaoec kot IgG Kot auToavIlowHoTo)

* Auénuevec Tipec 1gG4 n/kat avénpevoc Aoyoc 1gG4/1gG1, 1gG4-
associated sclerosing cholangitis



Xpovog sppaviong NxX oe acBeveic e IONE

2TIC TTEPICCOTEPEC TTEPITTTWOEIC N d1dyvwon IPNE trponyeital Tng MN2X apkeTd €Tn
Aadland Scand J Gastroenterol 1987, Loftus EV Jr. Gut 2005

MEPIKEC POPEC TAUTOXPOVA
Schrumpf E, Scand J Gastroenterol 1980

IONE pepPIKEG POPES APKETA éT%J(er [12X kal de novo IONE ptropei yeta n
METAPOOYXEUON NTTATOG AGyw 1
Verdonk RC, Am J Transplant 2006

[2X p1Topei va d1ayvwoOei g OTTOI0ONTIOTE XPOVIKH GTIYUN KATA Tn OIAPKEIA TNG
TTopEiag Tr}\g IONE ka1 ytropei va TTapouciacTei ApKETA €T PHETA TNV
TTPWKTOKOAEKTOMN

Chapman RW, Gut 1980



KoAiTida oe acOeveig pe IONE ko MZX

H koAimida o€ aoBeveic pe MZX ouyvd TTapoucidletal o€ MIKPOTEPN NAIKIa o€ oxéon ue acBeveic pe IOPNE xwpic MEX
Joo M, Am J Surg Pathol 2009

H KoAiTida cuxva €xel ATTIA TTOpPEia
de Vries AB, World J Gastroenterol 2015

MeTG KOAEKTOUN O ACBEVEIC UTTOPEI va €XOUV algoppayia aTrd KIPooUG 0TV avaoTOPwon Adyw TTUAQiag UTTETAONG

Autnuévog Kivouvog pouchitis
Lundqvist K, Dis Colon Rectum 1997, Penna C, Gut 1996

H tmopeia Tng KOAITIOaG HETA peTapdoxeuon yia [NZX TTOIKIAEL. Z€ KATTOI0UG ATTIO 0€ AAAOUG coBapd CUNTITWPATO
Dvorchik I, Hepatology 2002, Jergensen KK, Clin Gastroenterol Hepatol 2013, Silverberg MS, Can J Gastroenterol 2005; 19 Suppl A:5A.



AcOeveig pe IONE kai MZX - EpyacTtnpiaka eupfuara

Augnuéveg TiuéC ALP, uttowia MNEX (PT oe 10% aoBevevwv e MEX)

Balasubramaniam K,. Gastroenterology 1988

2uvnBwg ALT/ AST < 300 IU/L.
Ymrepyapao@aipivaigia o€ 30% MxX kai 8€touv 1nv AlH (10% oe MZX)
(Eav utrowia AlH - ANA, SMA, LKM)
p-ANCA oe 30-80% MxX aAAa etriong kai oe AlH kai og IOPNE xwpig MEX
Hov JR, World J Gastroenterol 2008

lgG4-associated sclerosing cholangitis (au¢nuéva emitreda IgG4). Aidyvwon, HISORt [histology, imaging, serology, other organ
involvement, and response to therapy]

O'Toole A,. Clin Gastroenterol Hepatol 2012

IgG4 [up to 5 g/l] utropei o€ MNZX 1Tou dev TTANPEi Ta KpitThpla yia 1gG4-associated sclerosing cholangitis. AuToi ol aoBgveic
MTTOpPEI TTI0 coPBapr TTABnon

Burak KW, Am J Gastroenterol 2003



MNXX ka1 IODNE — EvOoOKOTTIKA supAuaTa

ExTeTapEVN KOAITIOO, 55-95%
Backwash ileitis, 20—-51%,
Rectal sparing,18—65%,

Kapkivog Tr.evrépou 10-15%.

Loftus EV, Jr., Gut 2005
Joo M, Am J Surg Pathol 2009
Jorgensen KK, Inflamm Bowel Dis 2012

Xwpic¢ TV TUTTKn ‘distal-to-proximal’ katavourn kabwc @Aeypuovr) AE kai €IA€0.

Kapkivog TT.evTEpou Kupiwg AE
Broome U, Semin Liver Dis 2006
Claessen MM, Inflamm Bowel Dis 2009



* H avtipyetwtmion Twv acBevwy pe IPNE kai M2 X idia 0TTwe o€ aoBeveic e
IONE

AASLD, Chapman R Hepatology 2010

« AoOeveic TTou B6a UTTOBANBOUV O& KOAEKTOMN TTPETTEI VO EVUEPWBOUV yia
uwnAOTEPO KivOouvo pouchitis kal KIpowv 0TV avaoTOUWON

o ATTQITEITAI OTEVN TTAPAKOAOUBNON TNG NTTATIKNG AEITOUPYIAGC META TO
XEIPOUPYEIO




Meta-analysis: ursodeoxycholic acid ka1 NzX

AUTHOR YEAR UDCA PLACEBO 1/64 1/16 1/4 1 4 16 64
/NT ' ; ' - - ;
LINDOR 1997 13/51 11/51 {
MITCHELL 2001 0/13 113 4
OLSSON 2005  7/97 11/101 +
LINDOR 2009 16/76 8/73 +
Pooled (Fixed effect) 36/237 31/238 0.841 (0.498/1.418)
Better PLACEBO/NT _I.I- Better UDCA

Figure 2 | Mortality or Liver Transplantation: Meta-analysis plot of trials of UDCA vs. placebo or no treatment data
were expressed as OR (95% CI) in a log scale. NT, no treatment; UDCA, ursodeoxycholic acid.

Triantos C, APT 2011



Meta-analysis: ursodeoxycholic

acid ko NxX

N. AUTHOR YEAR UDCA PLACEBO 1/64 116 1/4 1 4 16 64
HIGH DOSE INT ' ' ' '
3 MITCHELL 2001 013 113 4

4 OLSSON 20085 Tav 11/101 _—

8 LINDOR 2009 16/76 B/73 —_—,

(REM) —— 0.938 (0.346/2.545)
SUbGroup ey 23hee  20ner JRSS—— 0.858 (0.453/1.625)
STANDARD DOSE
2 LINDOR 1997 1351 11/51 e e E—

(REM) ————— 0.810 (0.329/1.995)
FU <=2 YEARS
2 LINDOR 1997 1351 11/51 —_—t
3 MITCHELL 2001 013 113 }

(REM) ———— 0.892 (0.374/2.129)
SubGroup (FEM) 13/64 12/64 ———— 0.903 (0.372/2.191)
FU =2 YEARS
4 OLSSON 2005 797 11/101 _—

8 LINDOR 2009 16/76 873 —_—t

(REM 0.842 (0.268/2.651)
SubGroup F 23173 19/174 e—j—— 0.809 (0.424/1.546)
ADEQUATE METHODOLOGICAL QUALITY
2 LINDOR 1997 1381 11/51 ————

3 MITCHELL 2001 013 113 '
4 OLSSON 2005 77 11101 —_—t
8 LINDOR 2009 16/76 873 —_—

(REM]) —— 0.859 (0.470/1.568)
SUmeUp(FEM] 36/237 31/238 ol 0.841 (0.498/1.418)
INADEQUATE METHODOLOGICAL QUALITY

(REM) ——— 0.859 (0.470/1.568)
Pooled  (FEy) 361237 31/238 - 0.841 (0.498/1 418)

Better PLACEBO/NT

Better UDCA

Figure 3 | Mortality or Liver Transplantation. Subgroup meta-analysis of trials of UDCA vs. placebo or no treatment. Data were expressed as OR (95% Cl) in a

log scale. NT, no treatment; UDCA, ursedeoxycholic acid.

Triantos C, APT 2011



O¢patreia aocBevwyv pe MZX kai IODNE

ECCO Statement 7D

o Kapuia @apuaKeUTIKI aywyrn OV JEIWVEI TO XPOVO PEXPI TN METANOOXEUON, TO
xoAayyelokapkivwpa r; o 6avato o aocBeveic pe MNMN2X r} small-duct PSC

* [lapoAo 1Tou 1o ursodeoxycholic acid [15—-20 mg/kg/d] BeATiwvEl TRV NTTATIKA BloxnuEia
UWPNAOTEPEG DOOEIC TTPETTEI AV ATTOPEUYOVTAI

» KopTIKOOTEPOEIDN /KOl AVOOOKATAOTAATIKA O€ a00evEiC YE XapakTnploTika AlH



O¢partreia aocOsvwy pe NMNEX kai IONE

Brand M, Cochrane Database Syst Rev 2010:CD007345.




O¢patreia aoBevwy pe MZX kai IODNE

ECCO Statement 7E

e Y& a0Beveic pe KAWVLKNA 1N akTvoAoyLkn urtodia oteEvwonc xoAnpopwv
N xoAayyeslokapkwvwpatoc, ERC kat evbookorikn dtaotoAn (e n
Xxwplc evbompoobeon) Kal KUTTOPOAOYLKN

e Juotnvetal mpopuAakTikn Beparmeia pe avtiBLoTika



O¢epatreia aocBevwy pe MZX kai IONE

* MeTapooxeuon via MNZX. 5eTng emipBiwon 85%.

Bjoro K, Semin Liver Dis 2006
Sinakos E, Expert Rev Gastroenterol Hepatol 2010



Rectal NSAIDs and post-ERCP pancreatitis

NSAIDs Control Risk Ratio Risk Ratio
Alabd 2013 4 120 712 3.7% 0.57 [0.17, 1.90] I
Andrade-Davila 2015 4 82 17 B4 46% 0.24 [0.08, 0.69] -
Dobronte 2012 11 130 11 98 6.7% 0.75[0.34, 1.67] B
Dobronte 2014 20 347 22 318  9.3% 0.83 [0.46, 1.50] B B
Elmunzer 2012 27 295 52 307 11.7% 0.54 [0.35, 0.84] g
Hosseini 2016 11 100 17 105 7.7% 0.68 [0.33, 1.38]
Khoshbaten 2008 2 50 13 50 2.8% 0.15[0.04, 0.65]
Levenick 2016 16 223 11 226 7.2% 1.47 [0.70, 3.11] T
Lua 2015 7 69 4 B2  38% 2.08 [0.64, 6.81] T
Luo 2016 29 992 65 1022 11.8% 0.46 [0.30, 0.71] -
Montano Loza 2007 4 75 12 75 44% 0.33[0.11, 0.99] ]
Murray 2003 7 110 17 110 6.2% 0.41[0.18, 0.95] T
Otsuka 2012 2 51 10 53 2T% 0.21[0.05, 0.90] = = |
Patai 2015 18 287 37 287 10.0% 0.49[0.28, 0.83] =
Sotoudehmanesh 2007 7 245 15 245  5.9% 047 [0.19,1.12] |
Ucar 2016 1 50 7 50 1.5% 0.14 [0.02, 1.12]
Total (95% CI) 3226 3232 100.0% 0.55 [0.42, 0.71] L
Total events 170 37 . . ) .
Heterogeneity: Tau® = 0.10; Chi* = 25.58, df = 15 (P = 0.04); " =41% ' ' y '
Test for overall effect: Z = 4.50 (P < 0.00001) e L,

Figure 2. Forest plot showing a significant reduction in the risk of any post-ERCP pancreatitis with rectal
NSAIDs therapy. CI, confidence interval; M-H, Mantel-Haenszel; NSAIDs, nonsteroidal anti-inflammatory
drugs; ERCP, endoscopic retrograde cholangiopancreatography.

Hou YC, Sci Rep 2017



O¢patreia aoBevwy pe MNZX kal IPNE

« ECCO Statement 7F

* AcoBeveic pe nmraTotrdBeia TeAIKoU oTadiou ) coBapd CUNTITWHATA XOAOOTAONG Ba TTPETTE
va BewpouvTal UTTOWPIoI YIa NTTATIKA HETAPOOXEUON

* Metapdoxeuon NTTATog MOAVWCS O€ ETTIAEYUEVOUG a0BeveEiC e duoTTAaCia o€
KUTTAPOAOYIKI XOANPOPWYV




MZX ka1 IONE - MapakoAouOnon

4 popec avénuevoc kivbuvoc veomAooiog m.eviEpou
(buomAacio/kapkivoc) oe aoBeveic pe IONE, tpLv KoL HETA TN
LETAMOOXEVON

Jorgensen KK, Scand J Gastroenterol 2012

* ErtumAokec xoAnpopwv



MZX ka1 IONE

100 - L e .
. — Cases
&3 —— Controls
> 80 Contro 5ol
B _ _
8 eof p=0.0571 £ 40+ p<0.0001
e ———e o
o 2
2 40k S 40|
5 v —— Cases
2 . | —— Controls
E 20+t 20
@)
| | | | | | | | | | 0 | ] | | | | | | ] |
DD 1 9 3 4 5 6 7 8 9 10 0 1 2 + 3 4 ' 5 b 7 8 9 10
, . No of Time from index date (years)
No of Time from index date (years) observed
observed Cases 71 42 34 32 23 18 14 10 4 3 1

Cases 71 42 37 33 28 24 20 15 8§ 4 1 Controls 142 104 98 89 86 83 75 71 58 49 44
Controls 142 55 46 38 36 31 29 27 23 16 15

Figure 2 Overall survival from observational start date in cases (those

Figure 1 Cumulative probability (1 —survival free) of colorectal cancer with inflammatory bowel disease associated with primary sclerosin

or dysplasia from the observational start date in cases (those with cholangitis) versus controls (those with chronic ulcerative colitis). (Follow
inflammatory bowel disease associated with primary sclerosing up was censored for those who underwent orthotopic liver

cholangitis) versus controls (those with chronic ulcerative colitis). transplantation. )

Loftus E, Gut 2005



H NZX gival TrapdyovTtag KivOUvou avatrTuéng veotrAaciag Tr.evrépou o€ acOeveic pe IODNE

Table 2 Summary of studies evaluating primary sderosing cholangitis as a risk factor for colorectal neoplasia in chronic ulcerative colitis

Ref. UC case group (No) Centre End point (No) Matched controls Colectomy rate Is PSC a risk factor?
Broomé et al™™ Dys (17) Hudding, Sweden PSC (5) Yes 0% Yes
D’'Haens et al™ s (29) Chicago, United States ~ Cholestasis/PSC (10) Yes 0% Yes

Dy g
Broomé et al'™” PSC (40) Hudding, Sweden CRC/Dys (15) Yes 30% Yes
Brentnall et al™ PSC (20) Seattle, United States Dys (9) No 0% Yes
Leidenius ef al™” PSC (45) Helsinki, Finland CRC/Dys (13) Yes 29% Yes
Marchesa et al™ PSC (27) Clevelan, United States CRC (4)/Dys (14) Yes All postop Yes
Shetty et al™ PSC (132) Clevelan, United States CRC (17)/Dys (16) No 0% Yes
Loftus et al™ PSC (143) Mayo Clinic, United States CRC (8) No 37% No
Nuako et al™ CRC (171) Mavyo Clinic, United States PSC (30) Yes 14% No

Tsaitas C, WJH 2014



References OR (854 Cl) Weight (%)
T
uc I
|
Broome et al. [31] | 40,60 (4.82-532.20) 2.31
Broome et al. [30] — 487 (1B7-11686)  6.49
Brentnall ef al. [29] — 430 (1.07-17147) 481
Leidenius et al. [28] — 416 (1.24-14.00) 5.24
Nuako ef al. [27] —_—t— | 1.23 (0.70-2.18) 8.08
Shetty et al. [26] ——— 561 (2.72-1157) 737
Velayos et al. [25] —_— I 1.0 (0.80—1.99) 7.95
Terg et al. [22] : - 831 (184-4221) 388
Braden et al. [15] = | 0.75 (0.31-1.85) 856
Subtotal (2=76.9%, P=0.000) -——__::::'__":::_—- 2.08 (1.54-5.78) 52.45
|
cD |
Lindstrom et al. [18] : - 6.70 (185-27.92) 451
- | —
Braden st al. [15] - . 165 (014-18.73) 2922
Navaneethan ef al. [14] - I 1.21 (0.48-3.08) .45
Subtotal (=505%, P=0.133) —-:ﬂ'_-—-""“—:- 2.32 (0.70-7.70) 13.18
|
|
Mixed IBD I
Loftus et al. [9] —_— 2.88 (1.35-6.13) 7.22
Jess et al. [24] : = 841 (157-4197) 381
| - -
Sokol et al. [23] . - 11.38 (2.43-53.42) 409
Ananthakrishnan st al [21] — 463 (263-8.14) B8.09
Lutgens ef af. [20] + 3.00 (1.00-9.04) 5.68
Lutgens et af. [20] — 413(1.30-13.08)  5.48
Subtotal (7=0.0%, P=0.601) e 4.21 (2.90-6.10) 34,37
|
Overall (= 66.9%, P=0.000) e 3.24 (2.14-4.90) 100.00
|
Nate: Weights are from random effects analysis :
T T
03 1 3

Fig. 2. Effect of PSC on the risk of development of colorectal neoplasia in patients with IBD. CD, Crohn's disease; Cl, confidence interval; 1BD, inflammatory

bowel disease; ‘OR, odds ratio; PSC, primary sclerosing cholangitis; UC, ulcerative colitis.

MZX ka1 NeotmrAaoia Tou Tr.evrépou o€ aoBeveic pe IPNE

Sheng H, EJGH 2016



KapKivog Tr.evTéPOuU HETA NETAPOOXEUON ATTaTOG O0€ aoBeveic pe NZX kai IDNE

Study (Year) Rote it Rate and 95% c1

Albright et al."? (2010) 6.37 0 24.02 &

Bleday et al.?® (1993) 3367 © 71.77

Dvorchik et al.2' (2002) 7.28 1.89  12.67 B

Fabia et al.2? (1998) 1595 1.97 29.93 -

Goss et al.22 (1997) 4348 18.88 €8.08 5

Hanouneh et al.?4 (2012) 2.52 0 9.51 -

Ho et al.?s (2005) 8.98 0 26.57 =

Jorgensen et al.® (2012) 5.74 149 9.99 —

Joshi et al.zs (2013) 11.66 1.44  21.87 N |

Knechtle et al.27 (1995) 31.70 20.66 42.74

Loftus et al.? (1998) 11.20 o0 23.87 i

Moncrief et al.32 (2010)  7.45 (i) 17.78 -

Narumi et al.?® (1995) 1754 0 51.93 S

Van di Vrie et al.?¢ (2003) 30.17 Li] 71.97

Vera et al.'® (2003) 2540 1552 3528 —_

Watt et al.** (2009) 13.30 6.15  20.45 B

Overall Incidence Rate 13.46 B8.69 18.24 g
0.0 10.0 20.0

Per 1000 person-years
Figure 3. Incidence of de novo CRC after LT for PSC-IBD with an intact colon.

Sing S, Liver Transplantation 2013



ECCO Guideline/Consensus Paper

Third European Evidence-based Consensus on
Diagnosis and Management of Ulcerative Colitis.
Part 1: Definitions, Diagnosis, Extra-intestinal
Manifestations, Pregnancy, Cancer Surveillance,
Surgery, and lleo-anal Pouch Disorders

ECCO statement 8l

Surveillance colonoscopy should take into account local
expertise. Chromoendoscopy with targeted biopsies has
been shown to increase dysplasia detection rate [EL2].
Alternatively, random biopsies [quadrantic biopsies every
10 cm] and targeted biopsies of any visible lesion should
be performed if white light endoscopy is used [EL3]. High-
definition endoscopy should be used if available

Journal of Crohn's and Colitis, 2017, 649-670



AocBeveig pe MNEX kai IONE

OAIK ) KOAOVOOKOTTNOT ME TTOAAATTAEG BlOWiEg

Table 1  Endoscopic characteristics of inflammatory bowel disease among PSC-IBD cases

PSC-UC PSC-CD* PSC-ICt Total

(n=61) (n=5) (n=5) n=71)
Pancolitis 56 (92%) 2 (40%) 4 (80%) 62 (87 %)
Rectal sparing 32 (52%) 3 (60%) 2 (40%) 37 (52%)
lleitis 19/37 (51%) 3/4 (75%) 1/4 (25%) 23/45 (51%)

*These patients were found to have: (1) colonic stricture requiring right hemicolectomy, later with ulcers at
anastomosis; (2) perianal fistula, ileal siricture, and contracted caecum; (3) aphthous ulcers in the distal colon; (4)
pa:o?lliﬁs which was patchy on biopsy; and (5) linear ulcers on one colonoscopy but pancdlitis on four subsequent
procedures.

tThese patients were found to have: (1) aphthous ulcers throughout the colon; (2) linear ulcers on one colonoscopy
but pancolitis seen subsequently; (3) focal inflammation endoscopically in the descending colon and hepatic flexure
but diffuse inflammation on biopsy; (4) proximal colitis elsewhere but pancolitis here; and (5) patchy histological
inflammation with a single granuloma, diffuse pancolitis on subsequent examinations.

PSC-IBD, inflammatory bowel disease associated with primary sclerosing cholangitis; CD, Crohn's disease; IC,
indeterminate colitis; UC, ulcerative colitis.

Loftus E, Gut 2005




2 XETIKOG KivOUVOG KapKivou Tr.evTEpou ) duoTrAaciag o aocBeveig pe NZX kai IDNE

O p6Aog Tou UDCA - Forest plot (random effects model)

Tung

Pardi

Wolf

Eaton

Lindstrom

Braden

Navaneethan

Overall (I-sguared = 63.9%, p = 0.011)

NOTE: Weights are from random effects analysis

AR (95% CI)

0.44 (0.26, 0.75)

0.30 (0.08, 1.00)

0.97 (0.50, 1.89)

3.72 (1.13, 12.30)

0.78 (0.29, 2.08)

222 (0.29, 17.14)

1.06 (0.61, 1.83)

0.87 (0.51, 1.50)

11.12

18.20

1.26

13.73

545

100.00

Hansen J, Dig Dis Sci 2013



NZX ka1 NeotrAaopaTa XoAndOXou KUOTNG

NeotrAdopata XoA.kuotng o€ M2 X

>(I\I:2)86, TTOAUTTOOOC X.K ME NEOO pEYEBOC (+/-9) mm (S.D.) o€ 18
6%0).

»0€ 56% (10/18) Kapkivog xoAndOXou KUOTNG

Said K, J Hepatol 2008;48:598-605.

vETNOIWC U/s €xel TTPOTABEI
Chapman R, Hepatology 2010;51:660-78.
v' 1§ €xe1 oulnTnOei

EASL Clinical Practice Guidelines 2009

v'Not validated



NMapakoAoUuBnon — XoAayyeIoOKOAPKIVWHO

NMpoTeIvopeEVOG aAyopIOpog

Screening and surveillance with

Serum CA 19-9 and abdominal US annually
and when clinically indicated T Negative test result

Positive test results

h 4 Y A4

Only CA 19-9 = 20 U/ml Both CA 19-9 = 20 U/ml Liver mass
and
or Biliary dilatation/
bile duct wall thickening

Only biliary dilatation/
bile duct wall thickening

If MRCP is not available

A 4 h 4
Suspect .._Suspect __
MRCP [™ile duct lesion | ... ERCPorPTC i o o5 CT or MRI £ MRCP
with biliary sampling for
cytopathologic evaluation
+ dilatation/stenting Exclude primary

) : ) ) from other site
Questionable results Malignant cytopathologic evidence
A 4
Repeated evaluation every 3-6 months ) . ) Planning of management
<LFTs and serum tumor markers Malignant cytopathologic evidence | .gpecialist surgical opinion
«Cross-sectional imaging of the liver *Histological diagnosis if possible
«Cholangiography with tissue sampling +Staging investigations: CT, MRI, EUS

Charatcharoenwitthaya P, Hepatology 2008



MZX kai IONE - NMapakoAouOnon

Evdookdtrnon

2UVIOTATOI KOAOVOOKOTTNON UE Bloyieg o€ aoBeveig pe véa didyvwon MEX kal Xwpig TTponyouuevo 10TopIKS 1 cupTrTwpaTa IONE
AASLD, ESGE/EASL

KoAovookotrnon €TnNoiwg. AvTiueTwTTion duoTrAaciag OTTwg ouvhBwg oe aoBeveic ue IPNE
ESGE/EASL

2€ aoBeveig pe IONE kal MNZX ouoTriveTal EVOOKOTTIKI ETMTAPNON PE KOAOVOOKOTINGN HE PBlowieg kKGBe 1-2 £1n amo n didyvwaon tng MNxX
YIO TO ATTOKAEIOUO VEOTTAQTIAG TT.EVTEPOU

AASLD, ECCO Statement 7G

2UOTHVETAI XPWHOEVOOOKOTTNON UE OTOXEUPEVEG Blowieg
ECCO Statement 7G

MZX xwpig IPNE. KoAovookotnon KaBe 5 €1n
ASG, ACG, BSG, ECCO, ESGE/EASL
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EUpeon duomAaoiag, etheokoAovookomnon (XpwHoeVOOOKOTINON LE OTOXEVUUEVEC Bloyieg)
Evbookormikn adaipeon OAwv Twv opatwyv PAaBwv Kat EKTiHNCN Tou apakeipevou BAevvoyovou

XELPOUPYLKN QVTILETWITLON OE TEPITwaon SuomAaciog Tou mapakeipevou BAevvoyovou otav n
BAaBn 6ev pmopet va egatpedel mANpwe. AALwG ertavaAnyin tng EVOOCKOTNONG KOL OTEVI)
nopakoAoubnon

e mepintwon pn opatng kot upniov Babuov duomhaocia emiBeatwpévng oo dvo
g&eldlkevpevouc maboAoyoavatopous, XELPOUPYLKA QVTLLETWTILON

e meplmtwon pn opatrng BAABng kot xapnAou Babuov ducmAacia emBsBatwuév%q arno dvo
e€eldlkeupEVOUC TaBoAoyoavaTtopouc, KOAOVOOKOTINON UETA 3 PAVEC LE XPWHOEVOOTKOTINON).

ESGE/EASL, J Hepatology 2017
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« Agv ouornverai n xopnynon UDCA oav xnueiompo@uAaln yiad KapKivo IT.EVTEPOU
o€ aoOsveic pue eEAkwon koAirida kai NzX

ASG, ACG, BSG, AASLD

(AASLD ouoTtrvel katd, EASL dev cuoTrvel UTTEP 1] KATA)

ECCO Statement 7H

» Aev uttdpxel HEBODOOC TTPWIKNG aviXveuong veoTtAaaiac XoAneopwyv oe M2 X. ETnoiwg u/s
YIQ TNV avixveuon VEOTTAQOUATOC XOANDOXOU KUOTNG.

« MRI/MRC, CT, ERC gav utroyia XOAQyy€EIOKOPKIVWUATOG
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