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& NOI DUNG

1. Nhac lai

Dinh nghta va NN gan nhiém mé&
-Dich t& hoc NAFLD

-Dién tién NAFLD

YTNC

2. Tiép can gan nhiém m&
‘Nguyén nhan va mdc dé nhiém mé
«C0 viem gan khong?

Giai doan xo hoa gan ?

3. Diéu tri NAFLD



& DINH NGHIA VA NGUYEN NHAN

Iy
Fatty liver

Nhiém m& > 5% té bao gan

NGUYEN NHAN
1.RUOU

2. THUOC
3.VIRUS: HCV
4.NAFLD...



NAFLD

The Spectrum of NAFLD

NAFL NASH Cirrhosis

Fat Fat plus Scar tissue
accumulates inflammation replaces liver
in the liver and scarring cells

Table 3. Nonalcoholic Fatty Liver Disease and related definitions

Monalooholic Fatty Liver Disease (MAFLD) Encompasses the entire spectrum of fatty liver disease in individuals without significant alcohol consumption,
ranging from fatty liver to steatohepatitis and cirosis,

Maonaleoholic Fatty Liver {MAFL) Fresence of hepatic steatosis with no evidence of hepatocellular injury in the form of ballooning of the
hepatocytes or no evidence of fibrosis. The risk of progression to cirthosis and liver failure is minimal.

Maonaleoholic steatohepatitis (MASH) Fresence of hepatic steatosis and inflammation with hepatocyte injury (balleoning) with or without fibrosis.
This can progress to cirhosis, liver failure and rarely liver cancer.

MASH Cirmosis Presence of cirhosis with curent or previous histological evidence of steatosis or steatohepatitis

AASLD 2012



DICH TE

NAFLD prevalence: worldwide population
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@ DIEN TIEN

¢ 15-20% NASH-> XG (1)

¢ NASH: tdng nguy co chét vi bénh gan 1&n 10 lan,
bénh TM |&n 2 |an (2)

» 3,5%-4% tlr vong/ndm & BN XG do NASH vi bién
c6 TM, mat bu v&i nhiém trung, suy da co quan va
HCC (3)

(1) Ekstedt M, et al. Hepatology 2006;44:856-873
(2) Sanyal AJ et al, hepatology 2006, 43: 682-689
(3) Ascha MS et ak, Hepatology 2010, 51:1972-1978
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MICROBIOME

- NFKB (IKK. NEMO, TAK1)'
- Toliike receptor (TIR4)
~ JAKISTAT (IL&)

NASH-NAFLD

DIEN TIEN (tt)

Ty 1€ HCC do NASH ngay cang tang
« Chiém 35% s6 BN ghép gan tai Anh:
gap > 10 lan so 2000 *

« Gheép gan do HCC lién quan NASH
tang 4 lan tlr 2010-2012 & US **

NASH > HCC cé thé c6 hay khéng XG
«  63% HCC do NASH c6 XG ***

* Mittal S, et al, Clin Gastroenterol Hepatol 2014
*Wong RJ et al, Hepatology 2014, 59: 2188-2195
***Tateishi R, et al, J Gastroenterol 2014



& YEU TO NGUY CO

Table 4. Risk Factors Associated with NAFLD

Conditions with established association

Conditions with emerging association®

Obesity

Type 2 diabetes mellitus
Dyslipidemia

Metabolic syndrome=*

Polycystic ovary syndrome
Hypothyroidism

Obstructive Sleep apnea
Hypopituitarism
Hypogonadism
Pancreatoc-duodenal resection

AASLD practice guideline 2012
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NGUYEN NHAN ?

- NHIEM MO THU PHAT

= Rwou: khéng dat tiéu chuan udng ruwou gay tén
thwong gan (>140g/ tuan & nir va >210g/tuan & nam
trén 2 nam hay > 20g/ngay & ni¥, 30g/ tuan & nam)
= Loai trir viém gan C, thuéc nhw amiodarone,
methotrexate, tamoxifen, corticosteroids.

- NHIEM MO KHONG DO RUQU (NAF)

EASLD 2016, AASLD 2012



& WMUC DO NHIEM MO

» Siéu am ) CT
- Se 60-94%, Sp 66— - Twong tw SA
97% [1] - Hon SA trong phat hién
- Khéng phat hién nhiém nhiém m& khu tru
m& <10%, chi phathién  # MRI
55% BN nhiem m& 10— - Phat hién nhiém m& tir 3% [3]

19% va 72% BN nhiém

m& 20-29% [2] - MRS: tieu chuan vang me&i

PINH LUONG KHO

1. Mariana V, et al. Journal of Hepatology 2013 vol. 58j1007-1019
2.Ryan CK, et al. Liver Transpl 2002;8:1114-1122

3.Fishbein M, et al. J Clin Gastroenterol 2005;39:619-625

4. de Ledinghen V, et al. Liver Int 2012;32:911-918.



MUC DO NHIEM MO (1)

Fibroscan CAP
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& VIEM GAN ?

# ALT/ AST TANG
» AST >ALT: Thubc
» Rwou: GGT > AST> ALT, AST thwong < 500 U/L

» NN khac nhw virus, tw mién, hemochromatosis,
Wilson: ALT > AST

= NASH: ALT> AST, ALT/AST thwong tang 2-5 1an



& NASH?

Loai trtr NN khac gay tang ALT/AST

« BS: loai trir uépg rwou dang ké, nhin déi, thudc, va nhiém mé
gan lién quan dén co thai
 Tat ca cac BN phai dwoc lam cac XN
Anti-HCV
HBsAg, anti HBs, anti HBc
Fe, ferritin, va TIBC-> Tranferrin saturation
Gammaglobulin huyét thanh, ANA, SMA, va anti LKM1
 Tuy bénh canh LS xem xét NN khac: Wilson, RL tuyét giap,
bénh celiac, thiéu alpha-1 antitrypsin, HELLP, va HC Budd-
Chiari.



& XN GIUP XAC DINH NASH

 ALT/AST tang

- AUROC thap 0,6-0,7 [1]

- ALT/AST tang-> nguy co cao NASH

ALT/AST binh thwdng - khong loai trie NASH

« Chi diém sinh hoc

-CK18, Ferritin
- CDHA

- The US-FLI score: 94% NPV loai trv NASH [2]

- MRE: AUROC 0,93 giup phan biét NASH v&i NAFL, se 94% sp
/3% tai ngwong 2,74 kPa [3]

1. Mariana V, et al. Journal of Hepatology 2013 vol. 58j1007-1019
2. Ballestri S, et al. Liver Int 2012;32:1242-1252..
3. Jun Chen, et al. Radiology. 2011 Jun; 259(3): 749-756



Test Variables NAFLD 5[:1]_4:& assessed Cut-oiff AUROC
NAFLD 077
CK-18 Cytokeratin 18 fragments NASH NA 0.65-0.83
Fibrosis (any degree) 0.68
Ferritin Serum ferritin NASH/2F2 L5 ULN g3y
) >F3 25 ULN NA
:ASH oy CK-18 fragments, adiponectin, and resistin NASH 0.43 0.70-0.85
agnostic
NASH Gender, BMI, diabetes, triglycerides, and !
diagnostic panel  CK-18 (total levels and fragments) NARH o bal
S mscroglobulin spolpoprotem AL, NoNaSi A
NashTest ) : Fag Borderline NASH NA NA
aptoglobin, AST, serum glucose,
E ks NASH 0.69-0.83
triglycerides, and cholesterol
we . Ferritin 2200 or 2300 ng/mL (ForM) =1
NAPICSCOrig  Serum fasting insulin 2104U/mL = 1 NASH 2 078-0.85
& Serum type IV collagen 7s 25.0 ng/mL = 2
“erritin =2 > : =
Modifed el 210 < 15 fm -1
NAFIC ¢ s ¢ = NASH 2 0.80
S s Serum fasting insulin 215 =2
sy Serum type IV collagen 7s 25.0ng/mL = 2
— e . NASH 6.6 ng/mL (low cut-off) (.82
) 2 ~ . » » . " > swoele
PIIINE lerminal peptide of procollagen 111 levels SE3 11 ng/mL (high cut-off 0.84

Elena Buzzetti, International Journal of Endocrinology
Volume 2015 (2015), Article ID 343828



‘ CHAN DOAN NASH
(Trwong hop khéng sinh thiét gan)

¢ Nhiém mé& trén SA/ Fibroscan CAP/ CT/ MRI
¢ Loai trir NN khac gay nhiém m&
 Viem:
» ALT/AST tang nhe 2> TB, ALT > AST
Loai trir cac NN khac gay tang ALT/AST
ALT/AST binh thw&ng—> Ferritin va danh gia XHG
» CK 18 (VN chuwa c0)
Trén BN co nguy co cao: DTD, RL lipid mau, béo phi, HCCH






‘;w DOAN VA MUC DO XO HOA GAN

METAVIR

XO HOA > UNG THU, XO GAN

Phan loai Brunt

X0 hoa dang ké: = F2
X0 hdéa nang: = F3
X0 gan: F4



&

PHUONG PHAP DANH GIA XHG/ NAFLD

Chi diem sinh hoc : APRI, FIB4, NAFLD
fibrosis score, Fibroscore, FibroMeter...

Po dd dan hoi gan : Fibroscan, ARFI,
MRE

Sinh thiét gan: tiéu chuan vang



&

Table 3 Fibroscan versus NAFLD fibrosis score (NFS), APRI and AST
to ALT ratio (AAR) in patients with NAFLD to predict stage 3 or 4

fibrosis
Sensitivity  Specificity PPV NPV
Fibroscan 0.9 0.8 0.72 093
NFS (cut off: 0.676) 0.82 1.0 1.0 0.92
NES (cut off: 1.455) 1.0 0.69 0.62 1.0
APRI (cut off: 1.0) 0.7 0.8 0.6 (.84
AST/ALT (cut off: 1.6) 0.8 1.0 1.0 0.92

NFS: NAFLD FIBROSIS SCORE

Parikh Pathik, Ann Gastroenterol 2015; 28 (2): 281-286



‘SEASL  pANH GIA XO HOA GAN

< MAFLD Fibrosis Score I >

l l

Low probability for Intermediate probability for High probability for
advanced fibrosis advanced fibrosis advanced fibrosis
(<-1.4588) (-1.455 to 0.676) =0.676)
T |
FibroScan® Liver biopsy
— I unless clinical evidence of
cirrhosis
| (=) for advanced fibrosis | | (+) for advanced fibrﬂsisl
| [ Liver biopsy |
| CK18 fragments |
1
| |
[ (-) for NASH | | (+) for NASH |
—_—
( Follow-up | Liver biopsy |
e —

Mariana V. Machado, Helena Cortez-Pinto. Journal of Hepatology 2013 vol. 58 j 1007-1019



Ky thudt ARFI déi véi NAFLD

DXH DANG KE (=F2) O BN Bl NAFLD

—— Braticevici 2013
& Cassinotto 2013
: Friedrich-Rust 2011

Guzman-Aroca 2012
Osaki 2010

Palmeri 2011
Yoneda 2010

Sensitivity (95% CI) .

0.77
0.71
0.98
0.88

0.90

(0.61-0.87

(064-07 °
(088-10 ,

(0.68-09

(0.80-10

(0.76-0.9

(069-10

oled Sensitivity = 080(0 76 t0 0.84
Chi-squ 00) 4
0 2 4 6 8 1 Inconsistency (I-square) 84, 1 %
Sensitivity
B . Specificity (95% Cl .+ -
o Braticevici 2013 0.71 (0.48-0.8%
@ Cassinotto 2013 0.84 (0.76-0.90)
— Friedrich-Rust 2011 0.69 (0.39-091)
*— Guzman-Aroca 2012 0.75 (0.35-0.97)
1 Osaki 2010 080 (0.28-0.99)
—@- | Palmeri 2011 091 (0.83-0.96)
; — | Yoneda 2010 091 (0.78-0.97)
* Goe
q
0 2 4 6 8 1 Inconsistency (l-square) 349%
Specificity

asitivity SROC Curve
T
= el + ( 00 = 01898
' ™ Q'=08295
, " SE(Q*) = 0.0332
- |Il //'
|'!
L4
1
|
|
I
|
|
Il ',r"
[/ AUROC: 0,8963
!’I
3 1

8
1-specificity

Haixia Liu, PLoS One. 2015; 10(7): e0127782.



V4 MRE déi véi NAFLD

1.0

Sensitivity

_L;f,lnd Dw doan = F3:
e AUROC 0,957;
—— Bonacini CDS LR
o sensitivity 0,922,
—— NAFLD Fibrosis Score SpeCIfICIty 0’904’
—— BARD
APRI PPV 0,686,
] —— NASH CRN Model
0.0 " " : v va NPV 0,981
0.0 0.2 0.4 0.6 0.8 1.0
1 - Specificity

J. Cui, Aliment Pharmacol Ther. 2015;41(12):1271-1280



"BEASL 2016

. Biomarkers and scores of fibrosis, as well as transient
elastography, are acceptable non-invasive procedures
for the identification of cases at low risk of advanced
fibrosis/cirrhosis (A2). The combination of biomarkers/
scores and transient elastography might confer
additional diagnostic accuracy and might save a
number of diagnostic liver biopsies (B2)

. In children, predictors of fibrosis, including elastometry,
acoustic radiation force impulse (ARFI) imaging and
serum biomarkers might help reduce the number of
biopsies (B2)

Journal of Hepatology 2016 vol. XXX j XXX—XXX



@ TOM TAT 1

TIEP CAN BN Bl GAN NHIEM MO’
#Xac dinh nhiém mé& nguyén phat (NAF), mirc dd
nhiém m&
#C6 viem gan hay khong ttec NASH ?
» ALT/ AST tang (loai cac NN khac)
= Ferritin
» CK18: chinh nhwng chwa c6 VN
¢Danh gia xo hoa
» NFS

» Fibroscan
» M¢é&i: ARFI, MRS
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& DIEVU TRI CHINH

¢ Diéu tri cac yéu to nguy co’
» Béo phi
» RL m& mau
» DTD

# Thay doi 16i song

» Giam can

» Ché do an

» Tap luyén thé thao
¢ Thuoc



16. Weight loss generally reduces hepatic steatosis,
achieved either by hypocaloric diet alone or in con-
Junction with increased physical activity. (Strength —
1, Evidence - A)

17. Loss of at least 3-5% of body weight appears

necessary to improve steatosis, but a greater weight
loss (up to 10%) may be needed to improve necroin-
flammation. (Strength — 1, Evidence - B)

18. Exercise alone in adults with NAFLD may
reduce hepatic steatosis but its ability to improve

other aspects of liver histology remains unknown.
(Strength - 1, Evidence - B)

Guideline AASLD 2012

19. Metformin has no significant effect on liver
histology and is not recommended as a specific treat-
ment for liver disease in adults with NASH.
(Strength — 1, Evidence - A)

20. Pioglitazone can be used to treat steatohepati-
tis in patients with biopsy-proven NASH. However,
it should be noted that majority of the patients who
participated in clinical trials that investigated pio-
glitazone for NASH were non-diabetic and that long
term safety and efficacy of pioglitazone in patients
with NASH is not established. (Strength — 1, Evi-
dence - B)



21. Vitamin E (x-tocopherol) administered at
daily dose of 800 IU/day improves liver histology in
non-diabetic adults with biopsy-proven NASH and
therefore it should be considered as a first-line phar-
macotherapy for this patient population. (Strength -
1, Quality - B)

22. Until further data supporting its effectiveness
become available, vitamin E is not recommended to
treat NASH in diabetic patients, NAFLD without
liver biopsy, NASH cirrhosis, or cryptogenic cirrbosis
(Strength - 1, Quality - C)

Guideline AASLD 2012

23. UDCA is not recommended for the treatment
of NAFLD or NASH. (Strength — 1, Quality - B)

24. It is premature to recommend omega-3 fatty
acids for the specific treatment of NAFLD or NASH
but they may be considered as the first line agents to
treat hypertriglyceridemia in patients with NAFLD.
(Strength — 1, Quality - B)



"BEASL Guideline EASL 2016

»  Structured programmes aimed at lifestyle changes
towards healthy diet and habitual physical activity are
advisable in NAFLD (C2)

«  Patients without NASH or fibrosis should only receive
counselling for healthy diet and physical activity and no
pharmacotherapy for their liver condition (B2)

* In overweight/obese NAFLD, a 7-10% weight loss is
the target of most lifestyle interventions, and resulits in
improvement of liver enzymes and histology (B1)

»  Dietary recommendations should consider energy
restriction and exclusion of NAFLD-promoting
components (processed food, and food and beverages
high in added fructose. The macronutrient composition
should be adjusted according to the Mediterranean diet
(B1)

»  Both aerobic exercise and resistance training
effectively reduce liver fat. The choice of training
should be tailored based on patients’ preferences to be
maintained in the long-term (B2)

Journal of Hepatology 2016 vol. XXX j XXX—XXX



“od8 EASL Guideline EASL 2016

. Pharmacotherapy should be reserved for patients with
NASH, particularly for those with significant fibrosis
(stage F2 and higher). Patients with less severe
disease, but at high risk of disease progression (i.e.
with diabetes, MetS, persistently increased ALT, high
necroinflammation) could also be candidates to prevent
disease progression (B1)

. While no firm recommendations can be made,
pioglitazone (most efficacy data, but off-label outside
T2DM) or vitamin E (better safety and tolerability in
the short-term) or their combination could be used for
NASH (B2)

. The optimal duration of therapy is unknown; in patients
with increased ALT at baseline, treatment should be
stopped if there is no reduction in aminotransferases
after 6 months of therapy; in patients with normal ALT
at baseline, no recommendations can be made (C2)

Journal of Hepatology 2016 vol. XXX j XXX—XXX



& KET LUAN

# Gan nhiém m& la mét tinh trang rat thwdng gap trong
THLS

» NAFLD c6 thé dién tién xo gan va HCC

» Cac buwdc tiép can BN gan nhiém m& giup xac dinh
nhiém m& nguyén phat, nhiém mé& don thuan (NAFL)
hay NASH va giai doan XHG

¢ Diéu tri chinh dbi véi NAFLD la diéu tri YTNC va thay di
16i sbng



