PBC va PSC c0 gi khac nhau?

PGS.TS.BS BUI HO'U HOANG

Pho Chu tich — Hoi Gan mat TpHCM
Trwrong Khoa Tieu hoa

BV DH YD TpHCM




OVERLAP. SYNDROME

PBC: Primary Biliary Cirrhosis
PSC: Primary Sclerosing Cholangitis




Bénh gan tw mién
PBC: Primary Biliary Cirrhosis -

Primary Biliary Cholangitis (09/2015)
PBC PSC

PSC: Primary Sclerosmg Cholangltls

Inflammation and scar

%, Inflammation

Galibladder

Ong mat
Tiéu quan trongva
e, Mat trong . ngoathan bi
— e Gan bi ton ton thwong
thu:o’ng Beuers et al. Jour Hepatol -11/2015

Cystic duct




Tan suat cua PBC va PSC

Tan suit mé&i mac

PBC

PSC

trén 100,000 dén

1.9 -40.2

16.2

* Do tan suat phat hién dwoc clia mdi bénh

Tudi trung binh khi chan doan

PBC

PSC

15 - 50 tuoi

40 tuoi

Ty Ié Nir : Nam
PBC PSC
Nt (F) Nam (M)
F:M (9:1) F:M (1:2)

Tan suat md&i mac cta bénh tuy
thudc vao cac xét nghiém chéan
dodn san cd va kién thirc cda BS
vé bénh gan tu mien.

PBC thuong duoc biét nhiéu
hon PSC vi cé chi dau chuyén
biét dé chan doan (AMA)



Pic diém PBC PSC
A - Khdng triéu chirng,

T h . -
fieU enting - Néu c6: mét mai, ngtra, sicca - 50% khong triéu chieng,

thwdrng gap &

oy . syndrome - Néu c6: mét méi, nglra
glardoan Som | t3ng ALP don doc
- Dau ha swron pha - Dau ha swdn phai
- Tang ap TMC + suy gan (lach '

Triéu chirng
thwdrng gap &
giai doan mudn

to, ¢ trwdng phu chan)

- Xanthoma, xanthelasma, tang
cholesterol mau

- Vang da, vang mat xuat hién
mudn hon PSC

- Dau co, xwong khop

- Lodng xwong (osteoporosis)

- Tiéu chay, tiéu phan m&

- Sut can

- Bénh tw mién khac di kém

- Viém dwérng mat (sét, lanh
run, d& md héi ban dém...)
- VVang da, vang mat xuat hién
so'm hon PBC
- Gan to, lach to
- Sut can
- Thwong di kem vi IBD, dac
biét Viém loét dai trang (80%) =
can ndi soi dai trang, sinh thiét




www.medscape.com




Chan doan

Pac diém

PBC

PSC

Lam sang

Khéng triéu chirng

Mét, ngira

50% két hop bénh ty mién
khac

Ngra

Viém duong mat

Két hop IBD (80% viém loét
dai trang)

Xét nghiém

Tang ALP
>90% AMA (+) 2 1:40
(AMA-M2 dac hiéu hon)

Tang ALP (hau hét)
P-ANCA (+) vai tr.hop
lgG4 tang (10%)

Hinh anh hoc

Khéng gitp chdn dodn

MRCP hoac ERCP: Hep
dwong mat

Sinh thiét gan

Viém duo'ng mat pha huy
khong mwng mu va giam
ong mat

Khéng can, ngoai trir Overlap
syndrome hoac Small duct PSC

Yéu t6 di truyén

Khéng lién quan ro rang

Lién quan NST 6, dac biét
HLA-B8 va HLA-DR3




MO bénh hoc trong PBC “CEASL

- Sinh thiét gan thwérng khéng bat budce
« Can thiét khi:
« C4c khang thé chuyén biét am tinh
« Nghi c6 két hop véi AIH hodc NASH

L

Lymphocytic cholangitis Bile duct loss and Interface hepatitis Cirrhosis
ductular reaction

EASL CPG PBC. J Hepatol 2017;67:145-72



MO bénh hoc trong PBC
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Cac bénh tw mién thwérng di kém véi PBC

TR N Journal of Autoimmunity
Volume 64, November 2015, Pages 42-52

ELSEVIER

Review article

The immunogenetics of primary biliary cirrhosis: A
comprehensive review

G.J. Webb = .2, KA. Siminovitch &, G.M. Hirschfield ==

Table 1
Coincidence of other autoimmune disease with PBC.

Probable or definite co-incident condition Number (%); n — 160
Sjogren syndrome 40 (25)

Autoimmune thyroid disease 37 (23)

Rheumatoid arthritis 27 (17)

Scleroderma 12 (8)

Raynaud’'s phenomenon 38 (24)

Systemic lupus erythematosus 2(1)

Autoimmune thrombocytopenic purpura 2(1)

Pernicious anemia G (4)

All conditions 84 (53)

Adapted from Watt et al. [3].

EUROIMMUN ‘e




Cac bénh ac tinh thwong di kem véi PSC

Malignancy in Primary Sclerosing Cholangitis: Bile
Duct, Liver, and Colon

Roger W. Chapman, M.D., F.R.C.P.

Cancer Observed | Expected | Standard incidence | 95% CI

Colorectal 12 12 103 53-18.1
Hepatobiliary 53 0.3 160.6 120- 210
Pancreatic 5 03 97 47-334
Other 16 11.8 14 08-22

Figure 1 Standard incidence ratio for first cancer after diagnosis in 604 patients with PSC. Reprinted with permission from Joural of Hepatology.* Copyright 2002,
Elsevier.



Chan doan ban dau cta PBC

« PBC should be suspected in patients with persistent cholestatic serum
liver tests or symptoms

— Including pruritus and fatigue

Recommendations* B Grade of evidence B Grade of recommendation

In adults with cholestasis and no likelihood of systemic disease, an elevated
ALP plus AMA at a titre >1:40 is diagnostic il 1

In the correct context, a diagnosis of AMA-negative PBC can be made in
patients with cholestasis and specific ANA immunofluorescence (nuclear

dots or perinuclear rims) or ELISA results (sp100, gp210) AL 1

Liver biopsy not required for diagnosis of PBC, unless PBC-specific antibodies
absent, coexistent AIH or NASH suspected, or other (usually systemic) m 1
comorbidities are present

AMA reactivity alone is not sufficient to diagnose PBC. Follow up patients
with normal serum liver tests who are AMA positive with annual biochemical

. : "l 1
reassessment for the presence of liver disease

*Statements 7-10
EASL CPG PBC. J Hepatol 2017:67:145-72



PBC: Diéu tri
= Istline: UDCA 13 -15mg/kg/ngay
= Cai thién xét nghiém chirc nang gan
= Lam cham tién trinh xo hda gan
= Gidm nhu cau ghép gan
= Diéu tri triéu chirng (ngtra)

= Cholestyramine, sertraline, naltrexone,
rifampin

= B sung vitamin
= Calcium 1500mg/ngay
= Vitamin D 800 IU/ngay



UDCA is associated with prolonged transplant-free survival of
PBC patients: even in the absence of biochemical improvements

* Global PBC study, n=3902 patients, 90% UDCA-treated
* |IPTW-inverse probability of treatment weighted adjusted Cox regression analyses
* Overall IPTW-adjusted HR of UDCA: 0.46 (IQR 0.40-0.52, p<0.001)

——— Reduction in dose after 1-year UDCA - No reduction after 1-year UDCA No treatment
i Bilirubin
00— Alkaline phosphatase 100
90 \ 90 \
80 807
704 | Adj. HR 0.61 I 70| Adj. HR0.55 I
(IQR 0.46-0.81) (IQR 0.45-0.67)
60— P<0.001 for all 607" p<0.001 for all
comparisons 1_comparisons
O 1 1 1 1 1 1 1 1 1 O_I 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10
Time (years) Time (years)

e Conclusion: UDCA independently associated with prolonged

transplant-free survival
Harms MH, et al. ILC 2018, #PS-008



PBC: Diéu tri

= 40% khong dap wng thich hop véi UDCA
= Khong dung nap UDCA
= Pap wng khong hoan toan vé&i UDCA trong 1 nam

= Obeticholic Acid (OCA) dwoc FDA chap thuan
(05/2016)



‘<O Placebo & Obeticholic acid, 5-10mg - Obeticholic acid, 10 mg

A Alkaline Phosphatase

No. of Patients
Placebo

Alkaline Phosphatase (U)liter)

Obeticholic acid, 5-10 mg

Obeticholic acid, 10 mg

Double-Blind Phase Open-Label Phase
Dose adjustment

] =

' Smg .
-

300 A

200+ -4-----

e === 91¥ 1.67x ULN
--------------------------------- Femmmmebeeeoo B ULN
100 - ‘ ‘

° T L L] 1 : ; L] L] T
Baseline 3 6 9 12 3 6 9 12
l ]| |

Month in Double-Blind Phase Month in Open-Label Phase

73 69 71 69 70 64 60 59 59
70 69 69 66 64 63 62 62 60
73 66 64 64 62 64 59 61 59

Nevens, et al. NEJM. 2016 Aug 18;375(7):631




PBC: Diéu tri

= OCA bat dau vai liéu 5mg/ngay
= Tac dung phu chinh: ngtra
= Ty thudc liéu
= 19% & liéu 5 mg
= 7% & liéu placebo
= Giam HDL
= Than trong @ BN xo gan Child-Pugh B va C



UDCA/ Bezafibrate

PS-001 .
Estimated risk reduction of mortality and transplantation with QHCImlO"' Compared o plfmbo %"d UDCA“ BZF and UDCA
bezafibrate in patients with PBC and inadequate response to combined treatment was associated with a Slgﬂlﬁcan[ reduction in
UDCA: application of the UK-PBC and Global PBC risk scorestothe  estimated risk of [T and (liver-related vs. all-cause) mortality with
BEZURSO trial both UK-PBC and Global PBC risk scores.
C. Corpechot™, A. Rousseau?, 0. Chazouilléres"? LG. Antonia®,

A) UK-PBC predicted outcomes: B) Global PBC predicted outcomes:
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Figure 1: Estimated percent risk of events with UK-PBC and Global PBC prognostic models.

Corpechot PS001 2018



.Y

PSC: Dieu tri

= Statins hién nay dwoc dwa vao chi dinh diéu tri
= Vai tro cua UDCA

Lieu UDCA 17-23mg/kg/ngay 25-30 mg/kg/ngay

13-15 mg/kg/ngay

Xét nghiém chirc ndng gan cadi  Xét nghiém chirc ndng gan Thét bai diéu tri nhiéu hon
thién cai thién
T& vong, ghép gan, XHTH
Khong thay dbi ty 18 sbng con  Xu huwéng cai thién ty 1& do v& dan TMTQ, ty 1é K dai
sbng con trwc trang cao hon

Adapted from Levy C 2015; Lindor NEJM 1997; Mitchell Gastro 2001; HarnoisAJG 2001;
Olsson R Gastro 2005; Lindor Hepatol 2009



PSC: Dieu tri UDCA
= Khdng khuyén cao ding UDCA liéu cao
= Néu ALP > 1.5 ULN, xemxét UDCA liéu 20mg/kg/day
= Méc du khdng c6 dir liéu tir cac nghién ctru doi
chirng tot

= Panh giéa lai trong 6 thang

= Twng trwong hop



PSC: Theo d6i dieu tri

= Hinh anh hoc moi 6-12 thang cho ca CCA va HCC
= CA 19-9 huyét thanh mdi 6-12 thang

= Cholecystectomy néu cé polyps ti mat > 8 mm
= Tang nguy co K tui mat

= Noi soi dai trang hang ndm néu c6 IBD



Statins are associated with reduced mortality
and morbidity in primary sclerosing cholangitis

Knut Stokkeland

Department of Medicine, Visby Hospital, Department of Medicine
Huddinge, Unit of Gastroenterology and Rheumatology*

Jonas Hoijer, Matteo Bottai

Unit of Biostatistics, IMM*

Karin Soderberg-Lofdal

Division of Clinical Pharmacology, Department of Laboratory
Medicine*

Annika Bergquist

Department of Medicine Huddinge, Unit of Gastroenterology and
Rheumatology*

*Karolinska Institutet, Stockholm, Sweden ﬁ' gngI[cl)rw g
otian



Tac dung cua statins trong bénh gan

Study name g'zg Llci)r:‘vi?r L:g:::‘)ﬁr P-value Risk ratio and 95% CI
Abraldes 2016 - mixed 0.39 0.15 0.99 .05 =
Mohanty 2015 - HCV ~ 0.55 0.45 0.68 .00 t
Kumar 2014 - mixed 0.53 0.33 0.86 .01
Hsiang 2015 - HBV 0.92 0.76 1.11 .39 [
Bang 2016 -EtOH 051 044  0.59 .00 I
Chang 2017 - HBV 0.39 0.21 0.72 .00 —
Chang 2017 - HCV 0.96 0.51 1.80 .90 ——
Chang 2017 - EtOH 0.76 0.43 1.35 SO L
0.61 0.48 0.78 .00 |‘

01 02 05 1 2

Decreased Increased
risk risk

(Kim RG et al, Statin Use and Risk of Cirrhosis and Related Complications in
Patients With Chronic Liver Diseases: A Systematic Review and Meta-analysis,
Clinical Gastroenterology and Hepatology 2017)



Tac dung cua statins trong bénh gan
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0 12 24 36 48 60 72 84 96 108 120 132 144
Time (Months)
No. at risk
Statin <28 cODD 675 axs 273 155 87 a2 17
Statin 28-365 cODD 509 326 191 106 60 31 5
Statin »365 cDDO 166 160 121 83 a7 24 9

(Chang FM et al, Statins decrease the risk of

decompensation in hepatitis B virus- and hepatitis C virus-

related cirrhosis: A population-based study, Hepatology 2017)
34



Statins co lién quan lam giam ty |é
tir vong va bénh tat trong PSC
« Swedish, register-based cohort study of PSC patients with IBD (n=2914)

diagnosed between 2005 and 2016

« Cox regression used to analyze associations between different drugs and:
death, LTx, CCA, and bleeding oesophageal varices

- Statin exposure: 13.9% (n=404) Hazard ratios (95% Cls)

Mortality and liver transplantation

All-cause mortality (n=2914)

Adverse liver events* (n=2740)

(n=2794)
UDCA 1.04 (0.87, 1.25) 1.34 (1.12, 1.62) 3.10 (2.36, 4.07)
Statins 0.68 (0.54, 0.88) 0.50 (0.28, 0.66) 0.53 (0.36, 0.80)
NSAIDs 0.86 (0.72, 1.02) 0.82 (0.68, 0.99) 0.87 (0.68, 1.62)
ASA 0.99 (0.80, 1.21) 2.16 (1.72, 2.70) 3.35 (2.46, 4.55)
Antibiotics 1.70 (1.27, 2.29) 2.27 (1.70, 3.05) 3.03(2.09, 4.41)
Antimycotics 2.78 (2.24, 3.44) 3.13(2.48, 3.94) 1.74 (1.20, 2.51)
Metronidazole 1.27 (1.06, 1.53) 1.20 (0.99, 1.47) 1.58 (1.23, 2.03)
AZA/mercaptopurines 0.66 (0.52, 0.84) 0.65 (0.50, 0.83) 0.80 (0.60, 1.08)
Steroids 1.94 (1.60, 2.34) 2.14 (1.75, 2.60) 1.28 (1.00, 1.65)

Conclusions: statin use associated with decreased risk of death and LTx in PSC _
*Liver-related death, LTx, CCA or variceal bleeding

Stokkeland K, et al. ILC 2018, #PS-128



Statins co lién quan lam giam ty |é
tir vong va bénh tat trong PSC

Adverse liver events

All-cause mortality

Mortality and liver

transplantation

N=2 914 N=2 794
UDCA 1.04 (0.87-1.25) 1.34 (1.12-1.62) 3.10 (2.36-4.07)
Statins 0.68 (0.54-0.88) 0.50 (0.28-0.66) 0.53 (0.36-0.80)
NSAIDs 0.86 (0.72-1.02) 0.82 (0.68-0.99) 0.87 (0.68-1.62)
ASA 0.99 (0.80-1.21) 2.16 (1.72-2.70) 3.35 (2.46-4.55)
Antibiotics 1.70 (1.27-2.29) 2.27 (1.70-3.05) 3.03 (2.09-4.41)
Antimycotics 2.78 (2.24-3.44) 3.13 (2.48-3.94) 1.74 (1.20-2.51)

Metronidazole

Azathioprine

Steroids

1.27 (1.06-1.53)

0.66 (0.52-0.84)
1.94 (1.60-2.34)

1.20 (0.99-1.47)

0.65 (0.50-0.83)
2.14 (1.75-2.60)

*Liver-related death, LTx, CCA or variceal bleeding 36
Stokkeland K. et al. ILC 2018. #PS-128

1.58 (1.23-2.03)

0.80 (0.60-1.08)
1.28 (1.00-1.65)



Statin-users

Mean age at PSC diagnosis (IQR)

Male sex (%)

Diagnosis of ulcerative colitis (UC)
Diagnosis of Crohn’s disease (CD)
Mixed diagnoses (both UC and CD)
Mean age (SD) at IBD diagnosis

Liver transplantation, n (%)

Liver cancer, n (%)

Bleeding esophageal varices, n (%)

Statin - users Statin non-users
N=404 N=2 510
59.0 (49.1-67.2) 36.0 (24.0-51.9)
66.1 65.7
250 (61.9) 1 450 (57.8)
66 (16.3) 296 (11.8)

88 (21.8) 764 (30.4)
49.0 (34.6-61.3) 26.7 (17.3-41.6)
7 (2.0) 181 (7.1)
7 (1.9) 109 (4.3)
2 (0.5) 35 (1.4)

*Liver-related death, LTx, CCA or variceal bleeding
Stokkeland K, et al. ILC 2018, #PS-128



PSC: Bién chimng
= Hep dwong mat
= 25% chuyén sang &c tinh
= Loai trtr K dwong mat (brush cytology, FISH)
= NGi soi can thiép
= Nong
= P&t stent ngan han (< 2 tuan khi hep nang)
= VViem dwédrng mat nhiém khuan
= Khang sinh
= Giai ap
= Ung thw



_OVERLAP SYNDROME
HOI CHU'NG TRUNG LAP




PBC v&i bénh canh viém gan tuw mién
- ~8-10% BN PBC c6 dac diém lam sang ctia AlH
— ‘AIH-PBC overlap syndrome’, ‘hepatitic form of PBC’, or ‘PBC
with secondary AlIH’
» DO voi cac BN khong dap (rng véi UDCA sau 6-12 thang, di kém bénh cénh
AlH can duwoc khao sat thém
— Tiéu chuéan Paris thwdng dwoc st dung T

Recommendations* B Grade of evidence M Grade of recommendation

Liver biopsy is mandatory in confirming the features of AIH, and should be
considered in patients with disproportionate elevations in ALT and/or 1gG I 1

Patients with PBC and typical features of AIH may benefit from

immunosuppressive treatment in addition to UDCA

* Use immunosuppressive treatment in patients with severe interface " 5
hepatitis, and consider in patients with moderate interface hepatitis

* Counsel patients about immunosuppressive treatment side effects

*Statements 24, 25;
TAccording to these criteria, a diagnosis can be made in a patient with PBC with at least two of the following: 1. ALP >2x ULN or
GGT >5x ULN. 2. AMA >1:40. 3. Florid bile duct lesion on histology AND two of the following three features:1. ALT >5x ULN.

2. 1gG serum levels >2x ULN or smooth muscle autoantibody positive. 3. Moderate or severe interface hepatitis on histology
EASL CPG PBC. J Hepatol 2017;67:145-72



KeAj Liver Research

CHINESE ROOTS

SHeENE REOTS Volume 1, Issue 4, December 2017, Pages 221-230 AT
open access

Review Article

Primary sclerosing cholangitis: A review and update %

James H Tabibian = ®, Christopher L. Bowlus = 2 =

PSC-AIH overlap syndrome is seen in up to 35% of pediatric patients and 5% of adult
patients with PSC and may develop years after the initial PSC diagnosis 114,132,133

PSC-AlIH overlap syndrome cases typically fulfill criteria (serologic, histologic, and

g lol=TaTo [lele [ Tela T M {el e lej g Mo (=213 A clinical scenario suggesting this syndrome
would be: (i) a patient with AIH who does not respond entirely to immunosuppressive
therapy and subsequently develops a cholestatic serum liver profile or (ii) a patient
with features of PSC but also aminotransferase levels that are elevated =3-fold the
upper limit of normal. Patients with suspected PSC-AIH overlap syndrome, particularly

those in whom AlIH seems to be the "dominant” disease, should be treated with
immunosuppressive therapy.®




Cam on swchu y cda quy dong nghiép...




