V suvislosti s tymto podujatim
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Biopsie peCene
* "Punktat peCene"

« 2000 —-48

» ograde a stage chronickej virusovej hepatitidy -
vacsSina
e 2017 -21

= orade a stage chronickej virusovej hepatitidy - 0



Klinicke udaje

* /1-rocny muz

* punktat pecCene

* hepatopatia nejasnej etiologie
* zvySene cholestaticke enzymy
« AMA-, ANA ++++

* MRCP normalny nalez



Ochorenia pecene

* cytolyticke (hepatocelularne)
 cholestaticke

Category Aminotransferases

Hepatocellular N
Cholestatic +

ALT-to-AP ratio 1s expressed as multiples of the upper limit of normal:
R < 2 = cholestatic; >5 hepatocellular; 2-5 = mixed cholestatic-
hepatocellular injury.

ALT indicates alanine aminotransferase.




overlap / outlier?
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Dif. dg.
* AIH (Imunosupresia)
* PBC (UDCA —1t¢inna lieCba)
 overlap PBC / AIH
(UDCA + Imunosupresia)
* PSC (UDCA ale nezastavitelI'n¢)
* DILI
* |IGG4 (kortikoidy)
* 1na / ,,sekundarna* sklerotizujuca
cholangitida?



AlH?

* Th: Imunosupresia
* pez lieCby vedie rychlo k zlyhaniu peCene

* histoldgia: Interface hepatitida s
nlazmocytmi




Autoimunna hepatitida (ANA)?

klinicka, biochemicka, sérologolicka prezentacia,
negativne virusove hepatitidy, histologia

Johnson PJ, McFarlane IG. Meeting report: International

Autoimmune Hepatitis Group. Hepatology 1993;18:
998—-1005.
revizia (12 parametrov, komplikované pre rutinu)
Alvarez F, Berg PA, Bianchi FB, et al. International
Autoimmune Hepatitis Group Report: review of criteria
for diagnosis of autoimmune hepatitis. ] Hepatol
1999;31:929-938.

simplifikované kritéria (5 parametrov)

Hennes EM, Zeniya M, Czaja AJ, et al. Simplified

criteria for the diagnosis of autoimmune hepatitis.
Hepatology 2008;48:169—176.




Simplifikované kritéria, International
Autoimmune Hepatitis Group for diagnosis of
autoimmune hepatitis (2008)

Variable Cutoff Points
Equal to or gre:
nooth muscle antibody Equal to or g
C antibody Equal to or gre
Or soluble liver antigen Positive

1
2 a

More than upper normal limit

Serum immunoglobulin G
More than 1.10 times the upper normal limit

Liver histology (evidence of hepatitis is a necessary condition) Cor ible with autoimmune h
Typical for autoimmune he

Absence of viral hepatitis

Equal to or more than 6 points: probable autoimmune hepatitis. Equal to or more than 7 points: definite autoimmune hepatitis.
dAddition of points achieved for all autoantibodies (maximum, 2 points).

e 6 bodov mozna AIH

e 7 aviac definitivna AIH
(musi byt histologia)



Histologia pre AIH

* typicka: lymfoplazomocytarna interface
hepatitida, emperipoléza, tvorba roziet
(musia byt vSetky 3) = 2 body

» kompatibilne s AIH: chronicka hepatitida s

lymfocyt. mnfiltraciou bez vSetkych troch
znakov pre typicka AIH = 1 bod

» nekompatibilna: napr. cholestatické znaky
= 0 bodov (nas pacient)



Histologia AIH




Emperipoleza?

 za patologiu vieme dat’ len jeden bod
(kompatibilne s AIH)?



2 =10¥

* T cell mediovana destrukcia
malych ZICovodov
(nonsupurativna cholangitida)

* histologicky moze byt
* AMA? (hlavny diagnosticky znak)



PBC
* primarna biliarna cirh6za — primarna
biliarna cholangitida (tautologia?)

Beuers U, Gershwin ME, Gish RG, et al. Changing
nomenclature for PBC: from ‘cirrhosis’ to ‘cholangi-

tis’. Hepatology 2015;62:1620-2.

Pathology International 2003; 53: 412—414

Letter to the Editor

Primary cholangiohepatitis as an alternative name for primary PO 600 I‘OkOCh ”Zl"uéili“ Cirhézu

biliary cirrhosis

Beyond “Cirrhosis”

Yasuni Nakanuma and Kenichi Harada

A Proposal From the International Liver Pathology Study Group

Department of Human Pathology, Kanazawa University Graduate School of Medicine, Kanazawa, Japan P os [ MD,' D {0 { [ \ ( [ MD *

2012;

DOI: 10.1309/AJCP2T20HTAPBTMP



Overlap PBC / AIH?

* aspon dva znaky z kazdého
(Pariz krltérlé) Serum alkaline phosphatase

>2x upper limit of normal
or serum y-glutamyl trans-
peptidase >5x upper limit
of normal

e AMAS
Liver biopsy showing florid
duct lesions

o U DCA Alanine transaminase >5x

upper limit of normal
- - lgG >2x upper limit of
+ |munOSUpreS|a normal or ASMAs
Liver biopsy showing mod-
erate/severe interface
hepatitis

Data from Chazouilleres O, Wendum D, Serfaty L, et al.
Primary biliary cirrhosis-autoimmune hepatitis overlap

syndrome: clinical features and response to therapy.
Hepatology 1998;28:296-301.




PSC?

* typicky, 30 - 40 r. muz, IBD / UC,
cholestaticke enzymy, MRCP

(bez biopsie)

* small duct, normalny CP, treba biopsiu

* paucicelularny skleroticke proces

* AMA negat., ANA, ASMA obcas pozit.

* kauzalna lieCba neexistuje (ani
spomal’ovacia), UDCA, transplantacia



Small duct PSC

* paucicelularne, skleroticke

» Cast’ v dalSom priebehu do large
ducts

* nas pacient 5 rokov follow up




Co sa deje na small ducts
pri large ducts PSC?




DILI?

o dif. dg. akehokol'vek
histopatologickeho obrazu
* 30 % DILI je cholestatickych



IGG4 (sérove IGG4 nebolo zvysene)
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Nasa diagnoza

Autoimunna cholangitida /
autoimunna cholangiopatia
(AMA negat. PBC)



PBC

* dolezity znak je AMA

* 90 % AMA +

* Cast’ z 10 % negat. je pozit. pri
pouziti cithivejSich metod

* 5% skutoCne negativnych

* z nich viac¢sina je ANA pozit.

=AIC



Autoimunna cholangitida
(cholangiopatia)

BRUNNER G, KLINGE O. A cholangitis with antinuclear
antibodies (immunocholangitis) resembling chronic destruc-

tive non-suppurative cholangitis. Dtsch Med Wochenschr
1987; 112: 1454-8.

* klinicke a patologicke znaky PBC
(pohlavie, vek, priznaky, asociované

autoimunne ochorenia...)
* AMA negat.

* ANA pozit.



Je AIC len AMA negat. PBC?

 hl'adali sa rozdiely klinické, biochemické,
prognosticke, histopatologicke .... az po
IHC kvantifikaciu zastupenych zapalovych
o]o}

* sporne kontroverzne minoritne rozdiely
(HLA, niektore T receptory, vyssie AST,
karboanhydraza autoprotilatky...)

* AIC = AMA negat. PBC



* AlH s cholestatickymi znakmi?

* PBC s hepatitickymi znakmi?

* proces ,,In transition‘“?

* dg. AIC heterogénna skupina?
(atypicka PBC, AlH, small duct PSC)

* samostatn¢ ochorenie s variabilnymi
histologickymi znakmi (PBC, AIH, PSC), ktor¢
sa mOozu menit’ v ¢ase?

* AMA negat. PBC



Pod’akovanie — prof. Chlumska

dakujem za pozornost
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