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® KOLALOKO AAYOG

Awtia ELo0d0V s Simiipero 39¢

’ ’ e po 1,5 punvog dtappoikod cuvdpopo, EUETOL,TIPOOSEUTLIKN
I'Iapouca VOGOG kataBoAn duvapewyv, ortopadikn dtamiotwaon MUpPETOU

e AAKOOA
* SLATAPAXEC KEVWOEWV amo 15etiag

ATOMULKO OLVOLULVIOTLKO

e eikova SIRS ,evaioBbnoia As umtoxovépiou ,nAadnto nmap,

KAlVlKﬁ Efétaon nepLdepikd odrpaTa

Epyaotnplakog
ENEYXOC

Avatuia (opBo-/vopuokuttaptkn), TWBC, CRP,TMAST,ALT
(<x10), MALP,yGT

’ ® NMOTOOTANVOLEYAALQ, EKOECNHUOOUEVN SLATOON EVOONTIOTIKWY
Us ko lhlag XoAndopwv, SLACTIOPTEC UTIONXOLKEG EOTLEG

e TTOAAQTAQ HiIKpoamooTnuatia, OpopBwaon nulaiag,

Ct ko [Aiaq eKKOATIWHOTITIS O
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XoAootaon

E¢wnmatiki Evéonmartikn
Choledocholithiasis (most common) Drug and toxins associated with cholestasis®
» Uncomplicated Primary biliary cholangitis®

» Complicated (biliary pancreatitis, acute cholangitis) Primary sclerosing cholangitis®

Malignant obstruction Intrahepatic cholestasis of pregnancy
* Pancreas Benign postoperative cholestasis
+ Gallbladder L
Total parenteral nutrition
« Ampulla of Vater
. Bile duct Infiltrative diseases?®
» Metastasis to perihilar lymph nodes " Amyloidosis
» Lymphorma
Biliary strictures = Sarcoidosis
» Primary sclerosing cholangitis with extrahepatic bile duct stricture » Tuberculosis
» Complications after invasive procedures = Hepatic abscess

» Chronic pancreatitis with stricturing of distal bile duct Metastatic carcinoma to the livers

« Biliary anastomotic stricture following liver transplantation
Liver allograft rejection
Infections Ischemic cholangiopathy
» AIDS cholangiopathy
_ L Alcoholic hepatitis
v Ascaris lumbricoides

e Liver flukes Sickle cell disease (hepatic crisis)



AAyoplBuoc dlepevvnonc xohootaonc (EASL Clinical Practice Guidelines)

STEP 1

FRight upper gquadrant
ullftrasomnocgraphy

| Check AMA |

-

AFS positbive. ARS rregakiee
ultrasorncgraphy armd

norrmal or Apds ultrasomographoy
mnegative, hepatic rvrrreasl

parernchy ma
abrnormal l
| Liwer bicpswy | Asmecs Hhe degres
of elawvatiocon of the

alkaline phosphatacse

- -

=50 percent = 50 p-e=rcemnit
elewabtad elevatad
MRCP, ERCP, | Obsarvation |

or liver biopsy




|OTOPLKO-AVTIKELMEVLIKN E€ETAON

JMNupeToC ,KOALOLKO AAYOC

(JAAKOOA

ddappoka, cupnAnpwpata Statpodnic (doapuaka????)
dMpoodato x/o oe Amap, xoAndopa

dMapayovtec kKivduvou yla oyevn nriatitda ( IVDU, petayyloslc alpartoc,
npoodato TalidL o€ EVONULKEC XWPEC

JEnayyeApa (€kBeon o€ nratotoéiveg m,x cuAAoyN povitaplwy, YAwpLloUxo
BwUALO)

(JOwKoyeVELOKO LOTOPLKO XOAOOTATLKWY N NIATIKWYV tadnoswv (Kalondng
urntotporiialovoa xohootaon )




KAWLIKN €€€Toon

Abdominal Examination

1. Hepatomegaly
Alcoholic liver disease, primary or secondary hepatic neoplasm,

infiltrative disease, and primary biliary cirrhosis.

m 2. Enlarged tender liver-

P Viral ,alcoholic hepatitis, infiltrative process, or chronic passive _
vl Hewopaty congestion of liver.
[ ip—— 3. Murphy's Sign -

[ a——" Cholecystitis, Ascending cholangitis
F . Imamine,
mw.un 4. Enlarged gallbladder -

s og Non- calculous biliary obstruction

5. Hard & nodular hepatomegaly -
? metastatic malignancy.

6. Other abdominal masses -
Primary ca stomach or colon.




AAyoplBuoc dlepevvnonc xohootaonc (EASL Clinical Practice Guidelines)

STEP 2

FRight upper gquadrant
ullftrasomnocgraphy

| Check AMA |

-

AFS positbive. ARS rregakiee
ultrasorncgraphy armd

norrmal or Apds ultrasomographoy
mnegative, hepatic rvrrreasl

parernchy ma
abrnormal l
| Liwer bicpswy | Asmecs Hhe degres
of elawvatiocon of the

alkaline phosphatacse

- -

=50 percent = 50 p-e=rcemnit
elewabtad elevatad
MRCP, ERCP, | Obsarvation |

or liver biopsy




/ MRCP :KUOTLKOHOPdN SLATAON KUPLWE TWV KEVIPLKWVY KoL ALlYOTEPO TWV N
nieplpeplkwv evdonmatikwy XoAndopwv , e AUEOUELWOELS TOU EUPOUC.Me
dUGCLOAOYLKO EUPOG EAEYXETAL O KOLVOG NTTATIKOG Kal 0 XoAndoxog mopog.OL
StakAadwoelg Twv evbonmatikwyv XoAndopwv KAASwV EMIKOWVWVOUV UE
SLAOTIAPTOUC OTO NIATIKO TIOPEYXU O CUPPEOVTEC ULIKPOKUOTIKOUC

an HOTLOMOUC ,UE EVIAUECO OO ETIXWPLWE EVOELKTLKO OLONLOTOG /
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The SIRS response is defined by the presence of two or more of the
following:

* temperature > 38°C or < 36°C

@ heart rate > 90 beats/min

@ respiratory rate >20 breaths/min or PaCO2 <4.3kPa Oteia yohayyetitida
: \
(.') white cell count >12,000 cells/mm“, <4000 cells/mm’ A diagnosis of acute cholangitis is made if a patient has evidence of

systemic inflammation with one of the following

\

eFever and/or shaking chills

|\

fever, abdominal pain,
and jaundice (Charcot's
triad) + hypotension,
and mental status
changes (Reynolds
pentad)

elLaboratory evidence of an inflammatory response (abnormal
WBC, TCRP)

and both of the following

/i

eEvidence of cholestasis: Bilirubin 22 mg/dL or abnormal liver
chemistries (TMALP, TNGT, AST or ALT > X1.5 times )
7

eImaging with biliary dilation or evidence of the underlying etiology
(eg, a stricture, stone, or stent).



HMoTkO amootTnua

s*Muoyova—> moAupuikpoBLakad , 80%

s ApolBadika - Entamoeba histolytica, povripn, 10%
s Mukntiaowkd—> candida species, 10%

e Muoyova

o 1.ue0w VAo PAEBAC (okwin/sric andpuon ,naykpeag kéAov)

e 2.0lLLLATOYEVWC, LECW NTATLKAC APTNPLOC (ukpoBiawuia)

e 3.KOTA CUVEXELA LOTOV, aTto XoAngopo devdpo O
e 4 TpavuQ = MBavr Aoipwén
d60% eivat povrj € kUpta evtortion oto Agéi nrmatiko AoBo XoAnopwy

2 povnpn, U p d d * MBOavn ekkoArtwpatitidba
Biliary Source multiple and of small size and involve both lobes of the liver <

Septic emboli from the PV  solitary and tend to be more common In the right lobe of the liver
Contiguous source solitary and localized to one lobe only



ever/chills

Anorexiaweight loss
Malalse/weakness

Nauseavomiting

Cough
IChest pain

455-100%
28%-100% HUQ tendeme
R i
%1%

- Chest incing
dedgly  enomegl
mah S
WU

el

i1y Jevogtoss

fhay Loema

i how prothrombin time
Albumin <3.0 g/dl

I Bt et

b Hypergammaglobulinemia

vy Transamingse elevation

66%-100%
65%-99%
45%-91%
44%-87%
20%-87%
2%-14%
33%-66%
15%-60%



Mpooéyylon

Yroyia

Us/CT

Awok/a,
avappodnon->k/a
UALKOU

OpOoAOYLKOG EAEYXOG

+e€€TAON KOTIPAVWV yLa
Entamoeba histolytica

aupeoca

Evapén abx aywyng

MNopoxEtevon?

-

\

Our case :
AMK (-),Abs
entamoeba

H.(-)

Movnpeg >5¢ek

TlapoxXETEVDN,X/K

Movnpeg <5k ,uévo abx aywyn napéppacn?

MoAAamAd—> aplOudg, mpooBactpod
™mra, péyebog ?




Otela xohayyeitidba

1

’ ’ Y o P ~ -~
YT[OKEL[J.EVT] VOGO Diagnosis of PSC. A diagnosis of PSC is made in patients

with a cholestatic biochemical profile, when cholangiography
(e.g., magnetic resonance cholangiography [MRCP], endoscopic
retrograde cholangiography [ERCP] shows characteristic bile duct
changes with multifocal strictures and segmental dilatations, and
secondary
causes of sclerosing cholangitis have been exclude

guidelines by American Association for the Study of
LiverDiseases

/ N\

Mpwtonabng okANPUVTLKA Agvtepomadng
XxoAhayyeitidba oKAnpuUVTLKN XoAayyelitida




Secondary sclerosing cholangitis

* Infectious or ischemic cholangiopathy
e Cholangiocarcinoma

* Choledocholithiasis

» Diffuse intrahepatic metastases
* Eosinophilic cholangitis

* AIDS cholangiopathy

* Mast cell cholangiopathy

e 1gG4 sclerosing cholangitis

* Recurrent pancreatitis

e Recurrent pyogenic cholangitis
e Surgical biliary trauma

* parasitosis



XoAnbdoyoAlBlaon

e OLXOAOALBOL puTtopEl elte va
TEPACOUV Ao TN X0Ando)0 KUOTN
otov XoAndoyo mopo elte var
oXNUATLOTOUV de novo OToV TTOPOo

* 95% TOUG £XOUV ETLONG TIETPEG KalL
otn XoAndoxo KuoTn

* XoAnotepoAng (Lovo otn xoAndoxo
KOOTN) N Ao XOAOXPWOTIKEG
ouoliec (xoAepuBpvikol)

e U/SnCT: ddtaon XM oto 75%

Stone jp OU I case . cyslic
cyslig , holecystitis (10%)
bt DuoloAoyko
, , e cyslfr.: duc_l
€UPOG X, XwpLG o e
Asymptomatic sid € lKéVOL }\le ('ao.n q s syndrome (<0.1%)

Long-standing cholelithiasis, .'}

resulting in gallbladder
carcinoma (<0.1%)

Stone eroding through galibladder ‘
into duodenum, resulting in

cholecystoenteric fistula

(prerequisite for gallstone ileus)

and leading in some cases o

Bouveret's syndrome (gastric .e

outlel obsiruction)

(<0.1%) Stone impacted in distal bile duct, causing

jaundice, biliary-type pain, and risk ol ascending
cholangitis or acute biliary pancreatitis (5%)



loxaLuLkn xohayyetonadeLa

Aptnplakn mapoxn Twv xoAndopwv = defld nratikn aptnpia. Eva e€alpetikd mAovolo MAEyua
(atpodpopwv) tpryostdbwv nepPariel ta xoAndopa KaBwE auTd epVoUV HECW aro Ta TtuAaia
SdlaotAiuata.

At :

e Metapdoxevon AMATOG

XnueloBeparneia (5-20%)

XnueloepBoAlopoc-aktivoBepareia

Olwéng moAvaptipitida ( mpooBoAn xoAndpopwv 10-25%)

ABnpookAnpwon - cholesterol-crystal Eppola (vékpwon KX 4d ustd and kapdiakd kadetnptacud)



AIDS cholangiopathy o

e Y& aoBeveic pe CD4 count <100/mm3

e Cryptosporidium parvum; cytomegalovirus (CMV), and Cyclospora
cayetanensis

e MeyaAa evbonmatikad xoAndpopa
e Ermlyaotpadyia,dlappola, TTUPETOC ,IKTEPOC

e ELOkO evpnua :(ERCP) otévwon oto dpupa vater Kol ota EVOONTOTLKA
XoAndopa + rmayuvvon toxwpotog (50%)



AuTtoavoon yoAayyeltidoa

e [SlomaBnNC xpovia ATk VOoOC

KAWLKN Kol LOTOAOYLKN Elkova TtapopoLa pe PBC aAlla

e YhnAotepeg Tipeg AST, TBIL, IgM xaunAotepec amno PBC
e OxL SlayvwoTika KpLthpLa



Mast cell cholangiopathy

* JUOTNUOTIKA HOOTOKUTTApWOn—=o6tnBnon evog n
TLEPLOCOTEPWY OPYAVWY ATO HooToKUTTOPA ( SEPHA
,00TO,AEUPAOEVEC, TIAPEYXUMATIKA Opyaval)

e 40% 6nOnon Nnmatog > nnatopeyaAia, £ TALP
e Madikn nAkior 1-4eTwv, oTIAVLIOL GE EVAALKN

»MRCP napopola ikova pe PSC e g L St

»US,CT : 6udyutn raxuvon toywpotog XK, KXM,6wdtaon evbo- (2 & & 2
/s&wnnattkwv XoAndopwv A AN it s

»>Bloy r)natoq N 6Lavaoru<r) NEED €LOLKEG XPWOELG f"ﬁq';lu f
(Glemsa to u:d/ne blue, or naphthol AS-D chloracetate esterase—aviyvevon R e B G
uaoro:wrrapwv ;“_,"‘“ 2 N : > ..:

ERCP brush cytology—6£teL tn Sidyvwon I S



HwolwodlAkn Yohayyeutida our case : 61

nepLdpepLkn

nwo/Ala, IgE ?

e + riepLPepPLK NWolvodLAia
e MgE, interleukin 5

e MRCP : TUNHOTLKA A KOTA TOTIOUC TTAXUVON TOLXWHATOC XOANdOpwv
N €wOLko svpnua A/S armno kakonbeLla

e Alayvwon : mepldepikn nwowodlAia, Stnbnon emibnAiou
XOANPOopwV amo nwowodtla , UTtoxwpPnon 0TEVWONC XoANdOopwv UE
Oepareia KOPTLKOOTEPOELS WV

e XELPOUPYLKN QVTLLETWTILON



2O PKOELOWON

e MpooBaAleL Hrap 50-65%
e JUVNOWC ACUUMTWHATIKA ,Hovo 1t/0 epy.eupnuota (TALP,GT)

e JTtAvVLa 0ONVEL o€ Kippwaon kal xoAootaon AOyw OTEVWONC
gvoonmatikwyv XoAndbopwv

e Ct : nmatopeyaAia, vrtonxoikec olwdelc aAlowwaoelc Imm-3cm
o P nratikwyv evlupwy (x3) = Blowia AmAToC : N VEKPWTLKA
KOKKLWLOLTQL (6/6 th,uuknticon, HL, BpoukéMa, pdpuaxa) T €EWNTIOTIKA VOOOC



Reccurent pyogenic cholangitis

(Hong Kong disease, biliary obstruction syndrome of th(e Chinese, Oriental cholangitis)
s Iuxva emelcodia xolayyetitidog
**A\iBol og evbonmatikad xoAndopa (de novo)
**2teEVWOELG XoAnpopwv
e Eudaviletal anokAelotikd in Southeast Asia

s NoaboyEveon : XoAK OTACN KAl OXNUATIONOC ABwvV—> emavalappfavopeva
ETELOOOLA HAEYUOVAG > OTEVWOELG

sAlta
e Napaottikeg AopwéeLg (Lo ouyvn ascariasis)

e Baktnplakeg AoluwéeLG : yYA\ukoupovidbaceg - amoocuvdeon xoAepuBpivng amo
YAukoupovidia - adlalutn - ouleuén pe acfeotio—> AiBoL amod YOAOXPWOTLKEG

*K.E : 3ada Charcot's (dAyoc &g untoxovdplou, mMupetog, iktepog ), ZNPn
,aIooTNUATLL

s Atayvwon : US,CT (Stataon xoAndpopwv,blwg Kevipikwy, AlBol,anootnuatia

CT image of a patient with recurrent pyocgenic cholangitis showing a
massively dilated left hepatic system and numerous stones (arrow).



HMATIKEC LETOLOTAOELC?

pancreas): 44—78%, (stomach, gall ble

56—-58%,
. : 42—43%,
. : 52-53%

e esophagus: 30—-32%,
e genitourinary organs: 24—-38% [8]
affect the

liver in up to 20% when first diagnosed and 55% of
autopsied cases

e QOvarian, endometrial, prostate and urothelial
carcinoma are uncommon sources of liver
metastases, each representing 4% or less.

* renal cell carcinoma rarely produces liver
metastasis, representing only 3%

Our case :

» AmelkovioTIkog €Aeyxoc (CT
Bwp, KOWiag ), yaoTtpooKoTnon
aneKAELoOV EEWNTATIKA VOO

» Us : UTtONXOLKEC €0TLEC

—> MRCP : elkova amootnuatiwyv

Fig. 1. Liver metastases vs. primary tumours



Overlap syndroms

Two diseases in one liver

e Some patients within the spectrum of autoimmune liver diseases present with
characteristics of both a cholestatic liver disease (i.e. primary biliary cirrhosis
(PBC) or primary sclerosing cholangitis (PSC) and autoimmune hepatitis (AlH)

Table 1. Features of AIH, PBC, and PSC.

Feature AlH PEC PSG
Gander Females: 60-75% Femalas: =80% Females: 30-35%
Aga All aga groups. Typically age group 30-65 years. Typically 30-50 years, but all age
o . . . . . Median age approx. Mot diagnased in children rou
Hepatitic Liver Disease Cholestatic Liver Disease 45 years ’ o
Aminotransfarases Markedly elavated, often 3—10-fold, Wormal or slightly alevated Wormmal or slightly elevated
but may be normal or anly minimally
elavated
Alkalima phosphatasa Blavated lavals may be seen Moderataly - markedly alevated Moderately - markedly alevaled

(typically at least 3 x ULN; but varable
lenvels, may even be nomal)

Bilinubin ‘“arable increase Variable increase, but normal in Variable increasa, but normal in
majority at disgnosis majority at diagnosis
Immunoglobuling Hypergammaglobulinemia, especially lgM increased in most patients lgG increased in up o 61%
elavated IgG Ighd increasad in up o 45%
{generally elevated 1.2-3.0 x ULN)
Autoaniibodias
AR Significant titres (=1:40) of AMNA AMAIn =>30% (ant-gp210 and AMA N BT
andfor SMA in 70-80% anti-Sp 100 highly spacific)
ShiA ‘SMA may be presant SMAIn 0-B3%
Anti-LKM Anti-LEM in 3-4%
Anti-SLALP Ant-SLALP in 10-30% Anti-SLANLP may be detectad Anti-SLALP may be datectad
Cl‘}’lltﬂg BANCA AANCA in 50-96% PANCA in 25-94%
PBC:primary biliary cirrhosis chronic {often atypical, pANMA)
Conventional autoantibodies
PSC: primary sclerosing cholangitis HEpﬂﬁﬁS not detected in up to 10%
AIC: autoimmune cholangitis AMA AMA in low titre occasionally sean AMA in 90-85% (AMA anti-PDC-E2 AMA occasionally positive

PRV RSty 1 Pl — JET TR PR EETA LS ARt Y



Autoimmune hepatitis(AlH)-primary sclerosing

cholangitis overlap

Suspect when serological evidence of AIH PLUS

» cholangiographic findings of PSC
»Chronic ulcerative colitis

» Cholestatic jaundice

» Histology : mostly PSC(sometimes aih)
» No response to steroids only

ALT pkpn

avénon, 1gG,

ANA?

el el
dlor 1gG levels

Our case : AST,

l

Consider a liver biopsy for

assessment of histological

features of AlH (interface
hepatitis)

criteria

C according

Treatment should be
individualized and adjusted

according to the response,

with careful attention to side

effects

Predominance of cholestatic

findings

|

Therapy according to
general guidelines, with
endoscopic intervention

when indicated

\'

PSC with features of AlH

l

Consider treatment with
corticosteroids * other
ImmuNosUppressive

agents™, with or without

I_I Dcﬂﬂari




XoAayyeLOKapKivwLLOL

ATo ta embnAtoka KUTTOopo evOo-/eEwnmatikwy XoAndopwv

90% adevokapKlvwuaTa

3% OAWV TWV KAKONBELWV Tou TEMTLKOU, 2N TILo cUXVH KaKonBeLa ATaTtoq
United States ->1-2 cases/ 100,000 population
Méon nAtkia dtayvwoncg 60-70 £tn

'5%-10% of cholangiocarcinoma are
| located in the intra-hepatic bile ducts

60%:-70% of cholangiocarcinoma
are located at the bifurcation

of the biliary system (Klatskin
tumors)

20%-30% of cholangiocarcinoma
are located at the extra-hepatic
bile ducts

|




XOAQYVELOKAPKLIVW LA

e ~¥30% CCA diaytyvwokovtol og aoBeveic pe PSC + EAkwdn koAitida

e >50% CCA dLayvwaon tautoxpova N evtog ~ 1 £Touc amo apxLkn
Sdtayvwon PSC

e Eudavion oe mo veapn nAwia (30-50 €tn) oe aoBeveic pe PSC
OUYKPLTLKA LLE 000UCG HEV £XOUV QLUTOV TOV Ttapayovta Kivduvou

e AAKOOA : mtapayovtac kKivduvou og PSC yia epdavion CCA

e Avoyepnc dlayvwon (1/3 aocBevwv Ba €xouv kadonBn vwdn voco N
anodpaén amnod petactacn AAAnG kakonOesLog)



Mass forming Periductal infiltration Intraductal growing

-2 KE : onmavia iktepog, aiyog ¢
3 . NE o urtoxovépiouv, ALP T
Q 2 LN US :pala ,6latacn evéonmatikwy
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4': . ‘ . 1 T ” Y . N % XoAndopwv
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Without

history o PSC

r
Check CA 19-9, CEA, + AFPY

Y

Has abdominal imaging been
obtained (US/CT/MRI)?

Highly suggestive of CCA?A

!_‘_\

Yes No

Y {

Complete staging | | Imaging test
evaluation? findings

L)

Y

Perihilar mass or isolated intrahepatic Extrahapatic bile duct dilation with or
Normal Solid liver lesion bile duct dilation (suggests without intrahepatic bile duct dilation
proximalfhilar lesion) (suggests distal lesian)
Y Y Y Y
Evaluate for causes of “‘*ﬁﬂﬁ“‘ MRCP/MDCT EUSE with FNA
intrahepatic cholestasis of solid liver lesians if not already dane or ERCP¥

With PSC

o

N £

.
Ermbelvwon KAWVIKAG ELKOVAC UE
IKTEPO, ATIWAELA 2B, KOWALOKO AAY7C
ATTELOVIOTIKA EUPHLOTA :
ONUOVTIKN SidTann mo, amno

OTEVWOT), TIoAUTIOELdN G pala oe
nopo 21 cm

Repeat MRCP
in three months

Suggests CCA

Dioes not
suggest CCA

Y Y

Close clinical follow-up Complete staging

evaluation®




Tumor markers (Ca 19-9,CEA)

Patients with primary sclerosing cholangiti reening for CCA

may present only with an abnormally elg Our case : Ca 19-9, CEA,

AFP gvtoc

Reports, U
dUCLOAOYLKWV OpLWV

Carbohydrate antigen 19-9 (CA 19-9)
dWithout cholangitis/ cholestasis

e Cuttoff value 237 U/ml, sensitivity 78%, specificity 83 %
Ucholangitis/ cholestasis

e Cuttoff 2300 U/ml, sensitivity 40%, specificity 87% (re-evaluate after recovery)
PSC CA 19-9 : value 2129 U/mi

e Alpha-fetoprotein — All patients with a solid liver lesion should have serum AFP.
The rare combined hepatocellular-cholangiocarcinoma tumors may be
characterized by high levels of AFP and low levels of CA 19-9 and/or CEA

e 1gG4 levels can also be increased in cholangiocarcinoma




[TpwTtomadnc 2kAnpuvtikn XoAayyeltida

e “60% avdpec, ueon nAkia dtayvwong ~30-40 €1n
e Entimtwon 0-1,3 atopa /100000 ava £€Tog

e HNA—> 29,000 acBeveic

e OONYel TEAKA O€ KIppWON KoL NTTOTLKI OVETTAPKELDL

e MEoog xpovoc emtBiwong peta tn dltayvwon xwelg
netapooxevon~10-12 £tn




Subtypes of PSC

dClassic PSC

e Intrahepatic and extrahepatic bile ducts — 87 percent
 Intrahepatic bile ducts alone — 11 percent

e Extrahepatic bile ducts alone — 2 percent

dSmall duct PSC
e Similar biochemical and histologic features to classic PSC
But normal ERCP



[TaBoyeveon




KAwikn ektipnon

ALayvwon

»

EpyootnpLokog
€A\ey)xoG-

v

50% QOUTTUTWHATIKOL , KVvNOMOG (10%),iktepog (6%),aAyog
b€ untoxovdpiou (20%), TUPETOC ,KOTIWON

™ xohootatika évlupa, AST,ALT<X 2-3,
Yniepyoppaodapwvaipia , T 1gM 50% , TMgG4 10%

Autoantibodies found in PSC

Antibody Prevalence

Atypical p-ANCA

Antinuclear antibody

Anti smooth muscle antibody
Anti-endothelial cell antibody
Anti-cardiolipin antibody
Thyroperoxidase
Thyroglobulin

Rheumatoid factor




Alayvwon

) MRCP- &€éraon exhoync (sensitivity and specificity 86 and 94 %)
Amewovion MoAAQTTAEG, SLAXUTEG OTEVWOELG TV XOANPOpwv S1adopou UKoug
He TapeUBaANOpeva puoLloloyLlkol eUpouC f SLOTETOPEVA THAMATA

(kopBoAoyroeldng epdavion)

ERCP- w0obuvaun Stayvwotik akpiBeta, otav xpeldletol
Bepamevutikn mapEpBaon

Blioyia Qmarog

e Mn SLayvwoTtikn
e BAAPBEC EOTLOKEC, OXL SLAYUTEC
e Mn 6ka supr’w.ata




[TpwtomaBnc okAnpuVTLKN xoAayyeLTida Ko
DAeypovwodelc Noool tou Evtepou

EAkwONC kKoAttidba (EK) cuoxetiletal ~25-90% twv acBe
VS aoBeveic pe EK epdavitouv kot M2X ~5%, LIKPOTEP
Noco Crohn

» e EK pe mavkoAitda o cuyvn n NZX

»Anapaitntec ol Brodiec = duoloAoyikoc BAevvoyovog o€
evbookomnon aAAAd LOTOAOYLKA ELKOVOL KOALTLOOC

»Meyalutepoc kivouvocg yla kakonBetla evtépou og EK+M2X vs EK
- TIPETEL VAL KAVOUV EAEYXO LE KOAOVOOKOTINON KABE XpoOvo



IONE muBavn NAoluwonc mbovn
e Yrioéela elofoAn e Otela elofBoAn
® <4-6 KEVWOEL ¢ >10-12 KEVWOELC

* ©<37,8C e Evtovoc novoc
e OpaTO QLA OTLC e TaidL otO
KEVWOELC eEWTEPLKO




ALQyVWOTLKN TIPOCEYYLON o€ KOBe epdavion KoAttdac

e K/o kompavwy yla taBoyova(salmonella, shigella, campylobacter)
e [TapaoLTOAOYLKI KOTIPAVWV

e To&ivn cl.difficile

50% koAitdwv Aotuwdoucg attiohoyiag dev aveupioketal maboyovo
LEvéookomnnon

= XapaKtnpes pAEYUOVAC

= Katavopn (ouvexng /katd Tomouc)

= Ektaon

= Eldika evpnpata (PevdopepBpavec)

AEN untapyouv nmaOoyvwpoviKA Eupripoto

AqYPn BroYwwv n o onpavtiky e€€taon otn dwadopoylayvwon




IONE?

v Alappota (+ mpooulén aiportoc ) — ywo >4<B8,
vuuk aduvapia, anwAeta 2B, kokn Opédn

vTupetoc (>37,5 oe o ooPBapéc), avorpia( EANewpn fe and anwlela
QLQOTOC, XpOViag VOOOU, LUTOAVOGCHN CLLOAUTLK avaluia ), umotoon,
taxukapdia, KolAlako aAyog

e MUOKEeAETLKO : tepLdpepikn apBpitida, (pLeyaleoc apBpwaoelg),
ayKUAoTonTLkn ommovOuAitida

e Aépua : olwdec epuBNUA, yayypalvwdec muodepua
v'Hrop: nratikn otedtwon, NEX ?
e OpOBaAuoC : payoslditida, emmenepukitida
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Our case :

EK cuoxétion 25-90% MxX
Evtomnion povo oty OxL MEPLTPWKTLKN VOCO onueio tou MEX
* lMpooPaAieL mav OxL auaTnpEC KEVWOELG 0pBo

e MpooBAAAeL po pAnca?

* BAAPn eivat ouva ATapa{tnToC 0 EVE0OKOTIKAC

HETAED TWV TTPOCPHs , , :
o AEN mpokalel mepumpn EAEYXOG EWG TEAKO ELAED

® JUXVA QILUOTNPEC std)cstq Blodieg %
e pANCA 85%

EAkwONC KoA

NG LE UYLELG TIEPLOXEG OTO

KTLK} VOOO

CHOHM DISEASE DLCERATIVE COLITIS

Contimnuowus
colonic involvement,
begimnnming im rectunm




PSC

e Xohootatika evivua
e Yniepyapupaodatpwatpia , TgM ~50%

e PMgG4a ~9% ( >140 mg /dl),oxetilovtar pe ro toxeia eEEALEN TNG
vooou N éexwplLotn vooo

Al patients with PSC should be fested a least once for elevaled serum IgGd level




18G4 oKANPUVTLKN YOAayyeuTda

KAWLKO paopa

e 1gG4 okAnpuvTIKn XoAayyettda
kKot Avutoavoon Maykpeatitida
(AM)>70%

* [gG4 okAnpuUVTLKH XOAayYELLTLOO
xwpic Al

(7.5% TwV aodevwy o€ oelpd 53 atouwv amo t™

Mayo clinic 5% o€ 65 atoua aro tnv /anwvia)

[gG4-related sclerosing disease

Autoimmune
pancreatitis

IgG4-related
sclerosing
sialadenitis

1gG4-related
sclerosing cholangitis

IgG4-related

pseudotumors I
[gG4-related
retroperitoneal fibrosis




eG4 oxetopeva voonpuata (lgG4-RD)
Systemic organ involvement in lgG4-related disease
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* Unique histopathological features, similar regardless of the affected
organ.

Table 2 Histopathologic hallmarks of IgG4-RD
Major
Lymphoplasmacytic infiltrate
High percentage of IgG4-positive plasma cells

Storiform fibrosis
Obliterative phlebitis
Mild to moderate tissue eosinophilia

Minor

Gierminal centers

Lymphoid follicles

Nonobliterative phlebitis

Obliterative arteritis (usually found in lung)




Tumol lgG4 okAnpuvTiknc yoAayyeLtidac

Type 1 Type 2 Type 3 Type 4
a b "4
My
F o
— - . .,
|

Differential diagnosis  Panereatic cancer Primary sclerosing cholangitis Bile duct cancer

Bile duct cancer Gallbladder cancer

Chronic pancreatitis
Useful modalities IDUS* (bile duct) Liver biopsy EUS (bile duct, pancreas)

EUS-FNA** (pancres s) Colonoscopy IDUS (bile duct)

Biopsy (bile duect) (R/O coexistence of IBD **+) Biopsy (bile duct)



Ertineda IgG4 otov 0po our

patient

e ArtoteAel HLAYVWOTIKO KPLTAPLO
e MBavov va oxetifovtal e Tt cofapotnta TG vOoou

e MBavov MpoyvwoTLkn onpacia (KAWLKN TTopeia, avtamokpLon ot
Bepamneia

(130% twv aoBsvwv £Xxouv GUOLOAOYLKEC TIMEC



ALayvVwOoTKO KpLTrpLa

f iR R P Rl

Diagnostic items
@Bilim’}' tract imaging reveals diffuse or segmental narrowing of the intrahepatic and/or extrahepatic
e duct associated with the thickening of bile duct wall

Hematological examination shows elevated serum lgG4 concentrations (=135 mg/dl)

Coexistence of autoimmune pancreatitis, 1gG4-related dacryoadenitis/sialadenitis, or leG4-related
operitoneal fibrosis

@ Histopathological examination shows:
a. Marked lymphoceytic and plasmacyte infiltration and fibrosis
b. Infiltration of IgG4-positive plasma cells: =10 lgG4-positive plasma cells/HPF
¢. Storiform fibrosis
d. Obliterative phlebitis
Option: effectiveness of steroid therapy
A specialized facility. in which detailed examinations such as endoscopic biliary biopsy and endoscopic
ultrasound-guided fine needle aspiration (EUS-FNA) can be administered, may include in its diagnosis
the effectiveness of steroid therapy, once pancreatic or biliary cancers have been ruled out.

4] efpie diaonosis ot _-'-" . Probable diagnosis
L+ 3) 2 ~ (1) +(2) + option

(D+@2)+ @ab ; Possible diagnosis
(4)a b, c 2 1531 (1) + (2)
(4 a b.d 2 :

It is necessary to exclude PSC, malignant diseases such as pancreatic or biliary cancers, and secondary
sclerosing cholangitis caused by the diseases with obvious pathogenesis. When it is difficult to differentiate
from malignant conditions, a patient must not be treated with facile steroid therapy but should be referred to a
specialized medical facility

Histology
Imaging
Serology
Other organ
R

T reatment response



18G4 okAnpuvtikn xoAayyeltida vs PSC

HAIKIX eppGviong

KAIVIKA EPOGEVION
IXETILOPEVX VOO UOTO
2G4 opoU

XoAayyeloypagpIike
EUPNHOTX

|OTOAOYIK& EUPHNOT

KAIVIKI TTOopEia

MeonAikeg/ NAIKIWUEVOI
GVTPEQ

ATTOPPAKTIKOC IKTEPOC
IgG4-oxeTI{OEVN VOOOQ
ZuvnOwg T

>0TEVWOEIC XOANPOpWV
MeTaoTevwTIKA SI&TOON+
OuUxV OTEVWON TTAYKPATIKOU
nmopou

NAELPOTTAXCUATOKUTTEPIKI
oINénaon, okAnpuvon +
TIAXUVON TOU TOIXWUXTOC
Twv mopwv, 1gG4+
MAXOUOTOKUTTO PO

KoAn axmévTnon oTa
OTEPOEIDN

NewTepol GvTpEeg

IgG4 >560 mg/dl
: 100%
specificity for
IgG4 —SC vs PSC

ACUUTITWUOTIKOI
EAK@ONC KOAITION (70%)

2névix T

<OTEVWOEIC XOANPOPpwWV
KouBOAOEIONG OMEIKOVION

Onion-skin like mepimopikn
ivwon (50%),

MPOOdEUTIKA NITATIKNA
avenapkeian — OLT



2UVUTaPEN QLUTOAVOONC navaeaucSaq?
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IgG4-related sclerosing disease
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1gG4-related et
sclerosing cholangitis |
i i

1gG4-related
retroperitoneal fibrosis
granulocytic infiltration granulocytic infiltration fitis=tidn
(2) Obliterative phlebitis (2) Obliterative phlebitis e
(3) Storiform fibrosis (3) Storiform fibrosis e
141 Abundant (=10 cellsHPF) IgG4-positive cells (4) Abundant (=10 cells HPF) 1gGd-pasitive cells :'"""‘-j:.'-_tl“__

i Diagnostic steroid trial i |. '
Ikmnsc to sterond (Ri)* I Rapid (=2 wk) radiologically demonstrable resolution or marked improvement in pancreatic/extrapancreatic ,I*
mani festations Esbs
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ATteLKOVLOTIKA eupnpata Al

| Enhanced CT

Kpttriplo :8taxutn
QVWHUOAN OTEVWON
TIAYKpEATIKOU mopou ( >1/3
OUVOALKOU HAKOUG)

PoAoc MRCP?uelovektel
évavtL tng ERCP oto va
Slakplvel av n oTEvwon Tou
TLOKYPEATLKOU TTIOPOU
odeiletal og AM R Ca
TIOYKPEATOC




gG4 —IONE?

o Xapaktnplotko Twv IONE sival n avénuevn nAacuaTOKurtapLKn dnbnon
BAevvoyovou eviépou = B cell maBoyevetikdc punxoviopog

e Oyt emapkn dedopeva

* JTIOPAOLKEG LEAETEC auénueva 1gG4 og opO Kal BAevvoyovo acBevwy pe
IBD

(Rebours et al-2012) compared the infiltration of mucosal IgG4+ plasma cells in intestinal
tissues of patients with IBD and patients with autoimmune pancreatitis (AIP). This study
demonstrated that patients with IBD had higher intestinal mucosal IgG4 counts than
patients with AIP.

Raina et al.X2 focusing on mucosal 1gG4 in IBD found that infiltration of mucosal 1gG4+
plasma cells was associated with primary sclerosing cholangitis (PSC) and that mucosal
IgG4 counts in patients with active UC were higher than those in patients with inactive UC

e Autol ol aoBeveic mBavov o coPfapn Kol EKTETAUEVN VOOO
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shutterstock.com - IS1E6ZB8937T

'w. 4 \nca, ANA ,AMA

\ekTpOdDOPNON MPWTEIVWV KoL
)OOTLKOC Ttpoodloplopoc ,lgG4

o ia Amatog

yhovookomnon kat Anyn
oywv

tVOANTITLKOG €AeyxoC ne MRCP






