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Major bile acids

Cholesterol 7a-Hydroxylase
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Mecanismes dacciodeliacidursodeoxicolic

HEPaTtOCIT
Estimula la secrecio

Regulacio transcripcional de les proteines transportadores
Regulacié post-transcripcional transportadors de membrana
Activacio | inactivacio proteines de transport

Efectes immunomoduladors

Anti-apoptosi

(©012angIGGIt
Protecci6 efecte acids biliar hidrofobics

Estimulacioé secrecid bicarbonat

|EOCIT

Inhibici6 competitiva dels transportadors d’acids biliars
VIGNGGIT

(9STEOD]ast

Beuers etial Nat'CliniPrac Gastre Hepato 2006
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Malalties colestasigues croniques

Cholestasis ‘Hepatocellular
e T injury
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Small bile
duct injury

Large bile
duct injury

Inflammation
Infection
Obstruction
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alaltiesicolestasigues autoimmnunes
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Cirrosibiliar primaria
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ractament delacirrosibiliar primana

Farmacs immunomoduladors

Azatioprina

Cochicina

Penicilamina

Clorambucil

Corticosteroides: prednisona, budesonida
Ciclosporina

Metotrexato

Micofenolato

Altres: Rifampicina, sulindac, antibiéticos,
silimarina, fibratos, talidomida, tamoxifeno,

obeticolico

Acido ursodeoxicolic

NN

‘ COOH

4
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Acidiursodeoxicoliciala cinrosibiliarprimana
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CLINICHY

Hospital Universitari




Canvisthistologicsiala cirrosibiliar primana tractadaamb

aciadursodeoxicolic
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Ganvisthistologicsidespres dedos anys de tractament

ambaciadursodeoxicolic

Improvement No change Worsening P

Histologic stages [-1V
UDCA (n = 200) 24 (12%) 111 (56%) 65 (32%) <<0.08

Placebo (n = 167) 16 (10%) 82 (49%) 69 (41%)
Histologic stages I-111

UDCA (n = 159) 12 (8%) 82 (52%) 65 (40%) <0.15

Placebo (n =137) 12 (9%) 41%) 69 (50%)

Histologic stages [-11
UDCA (n = 96) 7 (7T%) 40 (42%) 49 (51%)

Placebo (n = 81) 4 (5%) 26 32%) 51 (63%)

Pouponietall JiHepatol 2003 .
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Acidiursodeoxicolic ala cinrosibiliarprimaria
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Acidiursodeoxicoliciala cinrosibiliarprimana

UDCA Control Peto OR Weight Peto OR
n/N n/N (95%CI Fixed) % (95%CI Fixed)
Poupon, 1994 9/73 20/73 - 11.7 0.39 (0.17 - 0.88)
Vuoristo, 1995 0/30 5/31 -— 2.3 0.12 (0.02 - 0.75)
Kilmurry, 1996 35111 39/111 — 24.7 0.85 (0.49 - 1.48)
Parés, 2000 17199 11/93 —_t—— 120 1.53 (0.69 - 3.41)
Jorgensen, 2002 28/89 42/91 —_— 21.5 0.54 (0.30 - 0.98)
Papatheodoridis, 2002 23/43 17143 T 108 1.74 (0.75 - 4.04)
Combes, 2004 48/77 52/74 i 17.0 0.70 (0.36 - 1.38)
Subtotal (95%Cl) 160/522 186/516 <P 100.0 0.76 (0.57 - 1-00) I
1 1
-1 -2 1 5 10
UDCA Control

CLINIC[D
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Iractament prolongat ambacidiursodeoxicolic enlla Cirros)

piliarprimaria

Poblacion espafiola
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Pares et'al; Gastroenterology 2006 .
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Criteris bioguimicside respostaterapeuticaalacid
ursodeoxicolicalacirrosiibiliarprmaria

Eritern Jempss  Respostabioguimica optimaal acid

avaliacierursedesxicolicial aciresipiliagprmarna

Barcelona 1 any FA <1 x LSN i/o descens de FA > 40%

Paris | 1 any FA <3 X LSN 0AST <2 x LSN o bilirubina < 1mg/dL
Rotterdam 1 any Nivell normal de bilirubina i/o albumina

Toronto 2 anys A FA<1.67 xLSN

Paris I 1 any FA<1.5xLSN o AST <1.5 x LSN o bhilirubina < 1mg/dL
Beljing 6 mesos FA < 3 LSN, bilirubina augmentada, albumina disminuida

CLINICHY
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Iractament prolongat ambacidiursodeoxicolic enlla Cirros)

piliarprimaria

Paris
Barcelona - Rotterdam
bilirrubina < 1.2 mg/dl,

FA<3XNALT<2xN

FA < 40% basal o normal Bilirrubina Normal

Albdmina normal
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Acid ursodeoxicoliclilincidencia d'hepatocarcinomaenia

cirrosi biliarprimaria

1,0
No UDCA
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dractamentdela cinrosibiliarprmania ambbezafibrat

i = L Bl & < afibrate 400 mg/d
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Normalitzacio de latostatasaalcalina ambbezaftibrat

(yo Bezafibrate 400 mg/d

140 1
i
50 -
29 1
0 Y
0 = 6 9 12 15 18
month

Alkaline Phosphatase ®> 1.5 UNL M<1.5 UNL ™ Normal
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Colangitis

escierosant primaria

Aetiology

HLA and non-HLA
genes

A Risk factors Smioking (protects)
Infectious trigger?
Other factors

Post-transplant (modifiers)
HLA-C?

Disease course (modifiers)

PXR, MDR3 (progression)
NKG2D (risk of cholangiocarcinoma)

Toxic bile acids (lithocholic acid)
Ursodeoxycholic acid?
Bacterial/fungal colonization of bile Colitis?
Other factors Other factors

Immunosuppressive agents

/\—//1

. e S toms/
B Clinic Brc:?:zeot:i.stry
VN
C Events Diagnosis Liver transplantation
Cirrhosis
D Course

Cholestasis

Karlsenjetal, Best Prac Clin'Res Gastroentierol; 2010
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dractamentdella colangitisiesclerosant primarniaambiacid

ursodeoxicolic

Autor, ano) Dosisdiania pacientes’ " lipoestudior Mejoria Mejoria Mejoria
sintomas bieguimica " histologia

O’Brien 1991 10 mg/kg 12 Abierto Sl
Beuers 1992 | 13-15 mg/kg 6 DC, plac

Stiehl 1994 750 mg 20 DC, plac

De Maria 1996 600 mg 59 DC, plac

Lindor 1997 | 13-15 mg/kg 105 DC, plac

Van Hoostraten | 1998 10 mg/kg 48 DC

Mitchell 2001 | 20-25 mg/kg 26 DC, plac

Harnois 2001 | 25-30 mg/kg 30 Abierto
Okolicsanyi 2002 8-13 mg/kg 86 DC, plac

Olsson 2005 | 17-23 mg/kg 110 DC, plac

Lindor 2009 | 28-30 mg/kg 76 DC, plac

I |
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Alta dosiide AUDGCH(20:mg/ kg /dia) durantdosianys alacolangitis

esclerosant primania

Inflammatory grade Histological progression ERCP
n cases N cases n cases
7- 7- 9.
6 6 8
p=0.06 ?]
5 5/
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4 4 5.
3 3. 4
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2- 2
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1 1 b 1 |
0 0 T T 07
worsening no change [improvemer worsening no change fimprovement no change improvement
UDCA [ Placebo [ ]

Mitchellletial; Gastroenterology; 2001
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Jractamentdela colangitisiesclerosant primania ambidosis altes

g acid ursodeoxicolic
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@lssonetal; Gastroenterelogy; 2005
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Jractamentdela colangitisiesclerosant primania amdosis
moltaltesidiacid ursodeoxicolic

% T
2
2
o
% B PR UDCA
— PLACEBO
p =0.038
L e o e
L) 2 2 s < 7
’ Time to Event (yrs)
Number at Risk
UDCA 76 74 66 60 41 25 11 0
PLACEBO 74 66 62 60 42 27 10 0

Liinder.et'al; Hepatology 2009
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Jractamentdela colangitisiesclerosant primania amdosis

moltaltes d:acidiursodeoxicolic

Primary Endpoints UDCA Placebo
Death 5 3
Liver transplantation 11 5
Minimal listing criteria for liver transplantation 13 10
Development of cirrhosis 6 4
Esophageal and/or gastric varices 15 5
Cholangjocarcinoma 2 2
Total endpoints 52 29

Number of patients reaching a primary endpoint

Number of patients reaching death, orthotopic
liver transplantation, minimal criteria listing

Llindoretial *Hepatology 2009
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EFactors nuclears i transportadorsibiliarns

Macrophage/

_..Stellate cell Kupffer cell

drauner M. Gastroenterology 2011 i
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Acidiobeticolicialacirrosibiliarprimana

Placebo 10mg 25mg 50mg
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Acidiobeticolic alacirrosiibiliarprimaria
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Acid norursodeoxicolic alratoliiMdr2=/=

Transaminases Fosfatasa alcalina Hidroxiprolina fetge
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e L’acid ursodeoxicolic millora el patréo bioquimic de la
majoria de malalties colestasiques croniques i retarda
la progressio histologica de la cirrosi biliar primaria.

e En aquests pacients, la bona resposta bioquimica a
I’acid ursodeoxicolic, s’associa a una probabilitat de
supervivencia comparable a la de la poblacio
estandard.

e La resposta bioquimica discrimina els pacients que
requereixen altres tractaments.
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e L’eficacia de Pacid ursodeoxicélic en la colangitis
esclerosant primaria és discutible en termes de
supervivencia, i dosis molt altes poden ser perjudicials.

 En la cirrosi biliar primaria, I’acid obeticolic s’associa a
un clar efecte beneficios sobre la coléstasi, associat o
no a l'acid ursodeoxicolic.

 L’acid norursodeoxicolic té clars efectes favorables en
el ratoli transgenic deficient de MDR2, i representa un
potencial nou tractament a les malalties colestasiques.
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