Best of EASLAddis Ababa, Ethiopia 29 Sep to 01 Oct, 2016

EASL Inaugural meeting of the Sub SahararHepatology Working Group
frerene e Incorporating Best of AGA and Best of EASL

THE NEED OF A NEW PATHOPHYS QLOGICALL
CLASSIFICATTONNAOR-CIRRHOSESS

MASSIMO PINZANI, MD, PhD, FRCP

Sheila Sherlock Chair of Hepatology EAS BES_T OF EASL
UCL Institute for Liver and Digestive Health Tomc o e Addis Ababa

Royal Free Hospital, London, UK

m.pirzeam@aethaaluk

wwwwckt aeuk/medicine/livéive r-andl-digestivee-healthh



http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169
http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169
http://www.ucl.ac.uk/medicine/liver-and-digestive-health
http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169
http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169

The Current' Perception: of
Chronic: Liver Disease

Beyond
CIRRHOSI |

\4

Vv

CIRRIBOSIS

~_

_ ‘»\_‘

Towards
OIRRHQSé
!/
<

EASL BEST OF EASL


http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169
http://www.google.co.uk/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiZrujlv7LPAhXEPxQKHbjiAiwQjRwIBw&url=http://www.easl.eu/&psig=AFQjCNGcq5GubEBF8A8DmVLkOgN_OW24iQ&ust=1475167068217169

Now There Are Many (Stages) Where Before There
Was One: In Search of a Pathophysiological
Classification of Cirrhosis

HEPATOLOGY, Vol. 51, No. 4, 2010

F3 Crrross

Guadalupe Garcia-Tsao,' and Scott Friedman,? John Iredale,’ and Massimo Pinzani*

Histological
Clinical Non-cirrhotic Compensated Compensatec

Symptoms None None (no  None (varices

varices) present)

Substage - Stagel Stage2
Hemodynamic E m
(HVPGr,ang)
Biological Fibrogenesis Scar and Thick Insoluble sca

and X-linking (acellular) scar
Angiogenesis and nodules

*G. DAmico, AASLRO011PGC



The Progression: of Chranic: Hepatitis: C
and thec METAVIR Score
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F1 F2 F3 F4
PORTAL FIBROSIS PERIPORTAL FIBROSIS SEPTAL FIBROSIS CIRRHOSIS
Mild fibrous Rare portal -portal septa Portal -portal linkage

and nodular
regeneration

expansion of
portal tracts

H is WRONGL&onsideredan ENDSTAGE



Collagen: Proportionate ~ Area: (CPA))

Courtesy, of Andrew Hall,'. Liven Pathology Royal Free Hospital !

MODERATHshak3/4 CRPAS5.7% VERY-SEVER$haké CPRA:33100



The Diversity ' of Chranic: Liver Diseases

QoY .  Etiologyhasa relevantimpact ondisease

\ |/ /s progressior(fibrogenesi} andregression

Different etiologiesresult in different
patternsof fibrosisdevelopment

Etiologyinfluencesthe prevailing
pro-fibrogenic mechanisn(s)
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PREVALENT MECHANISMS OF FIBROGENESIS IN
DIFFERENT CLDS

Chronic dlrectllndlrect - Chronic activation of the

Chronic Toxic Damage and/or
metabolic overload (ETOH —  Oxidative stress

OxidativeStress oPro-
Ductular reaction / — inflammatorye Cholangiocytes
chronic cholestasis _ Disturbanceof the normal

Role of bile acids/bile acid EpithelialMesenchymal

receptors in the regulation of —
inflammation? Equilibrium(???)




Post-Necrotic: Fibrosis: (e.g. Chranic: HCV/HBY)

Pattern of Developmeniporio-central
KeyEvents earlyinvolvementof centrilobular

vein, angiogenesiand porte-central shunting
PrevalentMechanismschronicwound healing

Fibrogenixells portal MF >>:stellateells
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Pericellular: - Fibrosis: and Capillarization 1 of

Sinusoids: (e.g. ASH/NASH)
Pattern of Developmenicentro-portal

KeyEvents extensivecapillarizationof sinusoids
precedesseptalbridging
PrevalentMechanismsoxidativestress lipotoxicity
Fibrogenicells stellatecells>>>portal MF
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The Diversity of Chronic: Liver Diseases
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Fibrosis: Quantity  and Distribution in 1 Explanted
Cirrhotic Livern Depending : on Etiology

Hall A. et:al, Histopathology2012: 60:276277
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Measurementof Collagen
ProportionateArea (CRA)



The Progression: of Chranic: Hepatitis: C
and thec METAVIR Score

Stage 4

F1 F4
PORTAL FIBROSIS CIRRHOSIS
Mild fibrous Bridging fibrosis
expansion of and nodular
portal tracts regeneration



Morphology and Collagen Proportionate Area
Correlate with Portal Hypertension

NagulaSet al., JHepatol 2006 44:111117 Calvaruso/ et al., Hepatology 2009; 49:123@44



