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Tém tat

Bénh gan nhidm mé& lién quan chuy&n hoa (Metabolic Associated Fatty Liver
Disease - MAFLD) la dinh nghia m&i dwoc dé& xuét béi hoi ddng chuyén gia québc
t& nam 2021 dé thay thé cho thuat ngtr bénh gan nhiém mé& khéng do ruwou (Non-
alcoholic fatty liver disease - NAFLD) va da dwoc Hiép hoi nghién clru v& gan Chau
A - Thai Binh Duwong dwa vao huéng dan chdn doan va diéu tri [1]. Day la mot sy thay
ddi trong mé hinh, nhan manh vai trd nhan qua chinh cla réi loan chuyén héa, thay ddi
vé dich té hoc, sinh ly bénh va quan trong la MAFLD c6 thé dwoc chan doan xac dinh
con NAFLD chi la chan doan loai trir. Do vay, trong twong lai, MAFLD c6 thé sé& ngay
cang dwoc sir dung rong rai hon va dwgc xem nhuw la moét tieu chuan dé xac dinh cac
dbi twong c6 nguy co méc bénh gan va ngoai gan tién trién [1]. MAFLD duwoc xem la
nguyén nhan chinh gay bénh gan trén toan thé gi¢i va anh hwéng gan mét phan tw
(24%) dan sé toan cau [2]. Pay la nguyén nhan dan dén xo gan, ung thu biéu mé té
bao gan (HCC) ngay cang gia ting va t& vong do gan. L&i séng it van déng va ché do
dinh dw&ng nhiéu nang lwong sé lam cho MAFLD tiép tuc tang trong twong lai. Hiéu
biét thém vé& MAFLD sé& gitip cac bac sTlam sang phat hién sém tinh trang xo héa gan
va c6 hanh déng gitp gidm thiéu tién trién bénh va cai thién ty I& t& vong.

T khéa: Bé&nh gan nhi&m mé& lién quan chuyé&n héa, MAFLD, xo héa gan.

Abstract
Metabolic - associated fatty liver disease (MAFLD): a systemic
disease beyond the liver

Metabolic Associated Fatty Liver Disease (MAFLD) is a new definition proposed by
an international panel of experts in 2021 to replace the term Non - Alcoholic Fatty Liver
Disease (NAFLD) and has been included in the diagnosis and treatment guidelines
by the Asia - Pacific Association for the Study of the Liver [1]. This is a paradigm shift,
emphasizing the major causal role of metabolic disorders, changes in epidemiology
and pathophysiology, and importantly, that MAFLD can be definitively diagnosed while
NAFLD is exclusive diagnosis. Therefore, in the future, MAFLD may be used more
and more widely and as a criterion for identifying subjects at risk for advanced liver
and extrahepatic disease [1]. MAFLD is considered a major cause of liver disease
worldwide and affects nearly a quarter (24%) of the global population [2]. This is the
cause of anincreasing in cirrhosis, hepatocellular carcinoma (HCC) and death from
liver. A sedentary lifestyle and a high - calorie diet will make MAFLD continue to
increase in the future. Understanding more about MAFLD will help clinicians detect
liver fibrosis early and take action to reduce disease progression and improve mortality.

Keywords: Metabolic - Associated Fatty Liver Disease, MAFLD, liver fibrosis.
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1. PINH NGHIA

Bénh gan nhiém mé& khong do rugu ngay
cang dugc quan tdm nhiéu hon, mot phan do
su gia ting toan cau vé ty 1¢ mac bénh [3].
Tuy nhién, bénh nay c6 tinh khong dong nhat
va trudc day duoc goi 1a bénh gan nhiém méd
khong do ruou (NAFLD). Khai ni¢m nay anh
hudng nhiéu dén viée ra quyét dinh 1am sang
do NAFLD la chan doan loai trir. Dé giai
quyét van dé& nay, Hiép hoi Nghién ciru vé
Gan Chau A Thai Binh Duong (Asian Pacific
Association For The Study of Liver - APASL)
d3 d& xuat mot danh phap thich hop hon la
“Bénh gan nhiém m& lién quan chuyén hoa”
hoac MAFLD [3].

Loi ich chinh cua danh phap mdi nay la su
thay d6i vé chan doan dua trén sy hién dién cua
roi loan chuyén héa 1a nguyén nhén chinh cua
bénh. Chan doan MAFLD duogc phat trién tir

“tiéu chi duwong tinh” bat ké co uéng ruou hodc
¢6 cac bénh gan dong thoi khac (So do 1.1) [1].
Ngoai ra, danh phdp mai nay gitup xac dinh mot
nhom bénh nhan dong nhat va s& huéng dan
phan tang bénh nhan MAFLD. Nhu vay, chan
doan MAFLD duya trén phat hién gan nhiém md&
(md hoc gan, d4u 4n sinh hoc hodc hinh anh
khong xam lén) cung vdi su hién dién cua it
nhit mot trong ba tiéu chi bao gém thira can
hodc béo phi, d4i thao duong typ 2 hodc bang
chtng 1am sang vé réi loan chuyén hoa, ching
han nhu vong eo tdng va m& mau hoac duong
huyét bat thuong.

Mot nghién ctru doan hé gan day trén 13.083
bénh nhan tir co sé dir liéu NHANES I1I (Khao
sat danh gia vé stic khoe va dinh dudng qudc
gia) cho thay cac tiéu chi MAFLD thyc té hon
va ¢6 kha nang xac dinh bénh nhan nguy co cao
hon céc tiéu chi NAFLD trudc day [4].

(Béo phi, Pai thao dwdrng typ 2, R&i loan chuy&n héa)
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So d6 1. Luu d6 chan doan, danh gia va theo doi bénh nhan MAFLD 2
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APRI = AST/sé lugng tiéu cau. FIB - 4:
chi s6 xo hoa - 4. NFS: diém xo héa MAFLD.
ELF: xo hoa gan tién trién. ADAPTA: Luu dd
x0 hoa dya trén PRO-C3 bao gém tudi, c6 dai
thao duong, PRO-C3 va sb luong tiéu cau, SSI:
siéu Am do do dan hoi gan; AFRI: tao hinh béng
xung lyc birc xa am; VCTE: song bién dang tao
ra tir dau do; MRE cong hudng tir dan hoi.) [2]

2. DICH TE

Gan day c6 nhiéu nghién ciru chimg minh
su gia tang theo cp s6 nhan cia MAFLD ¢ khu
vuc Chau A - Thai Binh Duong trong ba thap
nién qua [5]. M6t phén tich tong quan vé ty 1&
mic MAFLD trén 13.044.518 bénh nhan Chau
A cho thiy ty 1¢ hién mic MAFLD trong khu
vue nay 1a 29,62% (KTC 95% 28,13 - 31,15)
[6]. Ty 1é mdc MAFLP thay ddi va c6 xu huéng
tang gitra cac qudc gia tly thude vao dic diém
khu vuc va ching tdc. Chﬁng han nhu, ty 1¢
MAFLD ¢ Thuong Hai (Pong Trung Qudc)
dugc udce tinh da tang tr 15% trudc nam 2005
1én 38,17% vao nam 2012 [7]. Trong khi do, ty
1¢ bénh ¢ Tan Huong, tinh Ha Nam (mién Trung
Trung Qudc) 1a 29,85% vao nim 2017 [8]. O
bai Loan, ty 18 MAFLD dugc udc tinh 1a 11,4%
trong dan s6 chung [9]. Ty 1& nay ting cao &
nhom ngudi 16n tudi (50,1%) va & nhitng nguoi
c6 161 sdng it van dong nhu tai xé taxi (66,4%)
[10]. Ty 1¢ gan nhiém m& & ngudi khée manh
kham stc khoe dinh ky dugc siéu am bung la
27,3% d6i v6i Han Qudc [11]. Mot nghién ctru
dua trén siéu am ¢ Bangladesh trén 2782 nguoi
tham gia cho thay ring ty 1 chung MAFLD la
33,86%, khong c6 su khac biét gitra cac nhom
dan cu thanh thi va nong thon, ghi nhan nay cho
thiy rang Bangladesh c6 ty 1é MAFLD cao nhat
& Nam A [12]. Mot su thay dbi dang ké tuong

ty trong ty 1¢ hién mac MAFLD (5 - 30%) trong
cac bao cao tir Singapore, Malaysia, SrilLanka,
va Indonesia [2]. Trong khi ty 18 MAFLD rat
khac nhau gilta cac nudc, c6 mot diém chung
la xu hudng ngay cang tang theo thoi gian. Voi
muc do cao viém gan vi rut trong khu vuc va
nhu chén doan trude day tiéu chi dya trén viéc
loai trir cac bénh gan khac, no co thé dan dén
viéc bao cdo khong day du vé ganh ning thuc
su cia MAFLD. Piéu nay cang 1am n6i bat nhu
cau cap thiét vé “tiéu chi dwong tinh” dé chan
doan bénh. Mot phan tich tong hop gan day (18
nghién ciru) cho thdy rang ty 1¢ mic MAFLD
hang nim ¢ cac nudc Chau A 1a 50,9 truong
hop trén 1000 nguoi - nam (KTC 95% 44,8 -
57,4) [13].

3. YEU TONGUY CO CUA MAFLD

MAFLD 1a mét thach thirc vé strc khoe cong
ddng ¢ nhidu noi cua khu vuc Chau A - Thai
Binh Duong do nhiing thay d6i vé kinh té xa
hoi va su chuyén doi nhanh chéng tir suy dinh
dudng sang dinh dudng qua muc. Tinh trang
du thira nang luong do ché d6 an uéng mat can
bang dinh dudng va khong lanh manh gop phan
tich tu chét béo trung tinh trong mé m& va gan.
Céc yéu to nguy co ddi voi MAFLD ¢ ngudi
chau A twong ty nhu & ngudi phuong Tay
(Bang 1.1). Tuy nhién, ngudi chau A c6 nhiéu
kha ning ling dong chat béo trung tim mac du
¢6 chi s6 khdi co thé thap hon (BMI). Trong céc
nghién ciru chi tiét vé trao d6i chat, ngudi Nam
A & Hoa Ky c6 tinh trang dé khang insulin (IR)
cao hon so véi nguoi da tring mic du c6 chi s6
BMI bang hoic thdp hon 14. Tuong tu nhu vy,
dan 6ng An Do gdc A c6 ham lugng md gan
va tinh trang dé khang insulin cao hon so véi
ngudi chau Au cung tubi va BMI [15].

Bang 1. Cac yéu t6 nguy co ciia MAFLD [1]

Yéu té nguy co chinh

Yéu té nguy co khic

- Thtra can / béo phi

- Béo phi trung tdm

- bai thao duong tip 2

- Réi loan lipid mau

- Tang huyét ap

- Hoi ching chuyén hoa
- Pé khang insulin

- H¢ vi sinh vat duong rudt

- Téng acid uric mau

- Suy giap

- Hoi chiing ngung tho khi ngu

- Hoi ching budng trimg da nang
- Pa hong cau

- Suy tuyén yén
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Yéu té nguy co chinh

Yéu té nguy co khic

- Ché d6 an udng: ché do an nhiéu calo, giau
chét béo bio hoa va cholesterol, nudc ngot
c6 nhiéu dudng fructose, thuc pham da ché
bién sin

- L6i sdng thy dong hodc nghé nghiép it van
dong, mirc d6 hoat dong thé luc thap

- Tinh trang thiéu co (sarcopenia)

- Céc bién thé di truyén: PNPLA3, TM6SF2,
GCKR, MBOAT7 va HSD17B13

- Yéu t gen: microRNAs (miR), DNA
methylation, histone modification, ubiquitination
alterations

- Tién can ban than hoic gia dinh mic bénh
dai thao dudng tip 2, bénh tim mach sém, rbi
loan lipid mau va ting huyét ap (hoi chung
chuyén hoa), gan nhiém m&

Vong bung va mdé md ndi tang (VAT) c6 mdi twong quan véi tinh trang dé khang insulin va
MAFLD hon chi s6 BMI cao [16]. Twong tu, m& bung va ndi tang nhiéu hon & nguoi chiu A so
v6i ngudi da tring va thdp hon & ngudi chau Phi cung chi sé BMI [1]. Cac diém cét da sira d6i cho
BMI va chu vi vong eo di dugc khuyén céo cho dan so Chau A [1] (Bang 1.2).

Biang 2. Dinh nghia thira cin/béo phi va béo phi trung tdm cho ngudi truéng thanh Chau A [1]

Chi s6 khéi co thé BMI (kg / m?)
Binh thuong 18,5-22,9

Thira can 23,0 - 24,9

Béo phi >25,0

Béo phi trung tdm

Vong eo (do ¢ dinh mao chdu > 90 cm do6i véi nam va > 80 cm doi voi ni

Mac du thtra can/béo phi c6 lién quan voi sy
xuét hién va tién trién cia MAFLD, viéc tang
can it ma khong dan dén thira can ciing 1 mot
yéu td quyét dinh quan trong ctia bénh chuyén
héa va MAFLD. Trong dan s6 MAFLD, 19,2%
ngudi gay va 40,8% khong béo phi, khong co
su khac biét vé mirc d6 mo hoc giita bénh nhan
gy va béo phi. Khoang 1/3 s bénh nhén co
MAFLD va BMI binh thuong dap ung cac ti€u
chuan cho hoi chimg chuyén hoa [17].

Hoi ching chuyén hoéa va cac thanh phan
ctia hoi chimng chuyén hoa ciing ting nguy co
MAFLD. Ty I¢ mic bénh toan cu cia MAFLD
trong s6 cac bénh nhan dai thao duong tip 2 1a
55,5% va c6 t6i 10 - 20% c6 xo hoa tién trién
[18]. Mdi quan hé nhan qua hai chidu cua cac
thanh phan trong hoi ching chuyén héa véi
MAFLD da dugc xac dinh ro rang [19]. Do
do, bénh nhan MAFLD dugc hudng loi tir can
thiép thay ddi 161 song va giam can ciing nhu
diéu chinh cac thanh phan khac cta hoi chimg
chuyén hoa.

Vai trd cua céc vi sinh vét trong co ché bénh
sinh MAFLD ngay cang dugc quan tam hon

[8]. Piéu nay duoc minh hoa rd nhat boi anh
huong cua vi khuan duong rudt & ngudi béo
phi va gdy vé nguy co tich tu chat béo & chudt.
CAy vi khuén trong phén tir ngudi trudng thanh
béo phi dan dén ty 18 phan traim chét béo co thé
& nhiing con chudt cao hon so véi lay tir nguoi
16n gay [20]. Tuy nhién, dit liéu cua trén con
nguoi vé vai tro cta hé vi sinh vat duong rudt
trong MAFLD con trong giai doan dau nghién
clru. Ngoai ra, vai trd cua cac yéu to nhu di
truyén, yéu t6 noi sinh va tinh trang thiéu co
cling dd dugc cong nhan va 1a chu dé cua céac
nghién ctru gan day [21].

4. CO CHE CUA MAFLD

MAFLD bao gém mét loat cac bét thuong
vé mo hoc, tir nhiém m& nhe dén viém gan
nhiém m&, xo héa gan va xo gan. Trong khoang
25% bénh nhan, MAFLD tién trién thanh viém
gan nhiém m& (MASH), lam ting nguy co méc
bénh gan giai doan cudi [22].

4.1. Gene nhay cam véi MAFLD

Yéu t6 di truyén cé vai trd quan trong
trong su phat trién va tién trién cia MAFLD.
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Hau hét cac bién thé di truyén anh huong dén
MAFLD la do cac gen lién quan dén sinh hoc
giot lipid (lipid droplet), PNPLA3 (patatin
- like phospholipase domain - containing
3), TM6SF2 (transmembrane 6 superfamily
member), HSD17B13 (17b - Hydroxysteroid
dehydrogennase type 13), MBOAT7 (membrane
bound O - acyltransferase domain - containing
7) va GCKR (glucokinase regulator). Bién thé
di truyén lién quan chit ch& nhat véi MASH la
diém da hinh don (SNP, bién thé 1148M) trong
gen PNPLA3. Gen nay ma hoa cho protein giot
lipid c6 lién quan & budc phan gii md. Bién thé
1148M PNPLA3 c6 kha niang chong lai thoai
giang va tich tu trén cac giot lipid va lam suy
giam su huy dong triglycerid tur cac giot lipid.
Bién thé 1148M PNPLA3 lam ting nguy co cho
tat ca cac giai doan cia MAFLD, tir gan nhiém
m& don gian dén xo gan va ung thu biéu mo té
bao gan [22].

4.2. Qua tai co' chit va sw tao thanh cac
loai lipid doc hai

Dic diém néi bat ciia MAFLD la sy tich tu
axit béo tu do (FFAs) trong gan. Gan nhan dugc
axit béo tur do chu yéu tir ba ngudn: (A) Su hip
thu axit béo tu do tor mau. Huy ddng qua muc
axit béo tu do c6 ngudn gdc tir sy phan giai lipid
clia cic mé md, dugc thic day boi dé khang
insulin, 12 ngudn chinh cua triglycerid tir gan
(khoang 60%). (B) de novo lipogenesis (DNL)
chiém khoang 26% triglycerid dy trir & gan.
Carbohydrate du thira dugc chuyén dbi thanh
axit béo tu do trong gan bdi qua trinh DNL.
Qua trinh nay dugc didu chinh chit ché bai
mot s6 yéu t6 phién mi nhan (TF), quan trong
nhit 1a protein lién két yéu t6 didu hoa sterol-
lc (SREBP-1c). TF nay thac day DNL bang
cach tang phién ma cia gen enzyme lipogenic,
chang han nhu acetyl Co-A carboxylase (ACC),
fatty acyl synthase (FAS) va steroyl carboxy
desaturase (SCDs). Tang insulin mau gay ra
diéu hoa SREBP-1c¢, do d6, gay ra DNL khong
kiém ché dugc. (C) Chét béo trong ché d6 an
ubng chiém khoang 15% triglycerid trong
gan. Hon nita, bang ching cho thiy rang axit
béo bao hoa ddc voi gan hon axit béo khong
bao hoa. Palmitate (16-C) va stearat (18-C) la
nhitng chat béo bio hoa chinh tich tu va co lién
quan dén su tién trién cta bénh [22].

4.3. Hoat hoa cac co ché giy stress gan

Stress oxy hoa, stress hé¢ théng ndi bao va sy
hinh thanh cac thé viém 13 cac qua trinh chinh
gop phan vao su phat trién va tién trién bénh.
Céc qua trinh nay dugc bét dau boi qua tai axit
béo tu do va sau d6 duy tri bang cac vong phan
hoi tir mot s6 té bao tién viém [22].

4.4. Stress oxy hoa va rdi loan chirc niing
ty thé

Céc thé oxy phan tmg (ROS) twong tac véi
cac hop chét sinh hoc (protein, lipid, DNA) lam
thay d6i cu trac va chirc ning. Cac ngudn noi
bao chinh ciia thé oxy phan tng 1a ty thé, ludi
ndi chat (ER), peroxisomes, xanthine oxidase
(XO) va chuyén hoa cytochrome P450. Trong
diéu kién sinh 1y, nhiing thé oxy phan tmg nay
dugc trung hoa béi cac co ché chdng oxy hoa,
chang han nhu superoxide dismutases (Cu/Zn
SOD va Mn SOD) va glutathione peroxidase
(GPx). Stress oxy héa xdy ra do hodc san xuat
qua nhiéu thé oxy phan tng hodc giam chat
chbng oxy hoa. Trong MASH, stress oxy hoa la
két qua cua ca viée gia tang sy dan xudt cia cac
thé oxy hoa ciing nhu su phan hiy chét chdng
oxy hoéa [22].

Su gia ting dang ké qué trinh oxy hoa B
(thir phat khi axit béo tu do qué tai) 1a ngudn
chinh cua thé oxy phan tng trong MAFLD.
Biéu hién qua murc cia CYP2E! ciing gop phan
tich tu thé oxy phan tng trong MAFLD. Khi
sy hinh thanh thé oxy phan mg ctia ty thé ting
lén trong MASH, n6 kich hoat vong luin quén,
thé oxy phan tng 1am ton thuong truc tiép cac
polypeptit ciia chudi ho hap va do d6 ngin chin
dong dién tir trong chudi ho hap. Thé oxy phan
ung oxy hoa lipid khong bao hoa va gidi phong
cac san pham peroxy hoa lipid, 1am bat hoat
cytochrome oxidase. Ca hai san pham cua qua
trinh peroxy héa déu lam t6n thuong DNA ty
thé (mtDNA) va hon thé nita lam suy giam qua
trinh tong hop polypeptit chudi ho hap. Thé oxy
phan tng cling tuwong tac vdi cac axit béo khong
bdo hoa da (PUFA) dan dén peroxy hoéa lipid,
hinh thanh 4-hydroxy-2-nonenal (4-HNE) va
malondialdehyde (MDA). Céc hop chit nay c6
thé tu do khuéch tan vao ngoai bao dé tac dong
dén cac té bao ¢ xa, do d6 khuéch dai céc tac
dong cua stress oxy hoa. Hau hét tit ca ngudn
thé oxy phan tng ndi sinh ndi bao gép phan
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vao sy tién trién cua bénh trong MAFLD [22]
(Hinh 1.1).

4.5. Stress lwdi ndi bao

Trong diéu kién stress, dé thiét 1ap lai can
bang ndi moi, mot con duong tin hiéu cu thé
dugc goi 1a phan tng mé gip protein (UPR)
dugc kich hoat. Trong bdi canh stress ludi
n6i bao, ba cam bién sinh hoc xuyén mang 1a
proteinkinase RNA-like ER kinase (PERK),
yéu té phién ma 6 (ATF6) inositol - requiring
signalling protein 1 (IRE1) dugc hoat hoa. Hoat
héa PERK tao ra su biéu hién cia protein tién
chét theo chwong trinh CCAAT / protein tuong
ddng lién két chit tang cuong (CHOP), do do,
lam trung gian cho qua trinh chét theo chuong
trinh thong qua mot s co ché bao gom ca thé
chudi thé oxy phan tmg. IRE-1a hoat héa C-Jun
N-terminalkinase-1 (JNK), thuc day qua trinh
chét theo chuong trinh. IRE-1a ciing tao ra mot
dang ndi cua XBP (s-XBP) thiic ddy su thoai
hoa cua céac protein gip nép sai. ATF6 gop phan
vao viéc cam ung CHOP va di phan hoa véi
XBP, tang cuong su phan huy protein. Cac phan
(g tich lily ctia ba con dudng tin hiéu nay 1a dé
ngan chan sy bét dau dich ma, dé giam tai cho
ludi ndi bao, stra cac protein bi gép sai va khi
thiét hai vuot qua stra chira, gay ra chét té bao
theo chuong trinh. Viéc trc ché INK1 ¢6 thé lam
giam sy phat trién ctia bénh viém gan nhidm m&
& mo hinh chudét MASH, giai thich tim quan
trong cua tin hi¢u JNK trong co ché bénh sinh
cua bénh nay [22].

4.6. Hoat héa cac thé viém

bay la cac thy thé (PRR) chiu trach nhiém
san xut cytokine tién viém, nhu IL-1p va IL-
18. Sy bai tiét IL-1p qua trung gian yéu t viém
duogc bit ddu bang cach kich hoat TLR nhu mot
tin hiéu mdi va duoc kich thich boi tin hiéu
thir hai khac bao gdm ca mam bénh lién quan
cac md hinh phéan tir (PAMP), ton thuong lién
quan md t& bao (DAMP) va lipid doc hai (axit
palmitic, cholesterol tur do) [23]. Su biéu hién
clia cac thanh phan viém NLRP3 rat thap trong
cac té bao gan khée manh. Tuy nhién, su biéu
hién cac thanh phan viém NLRP3 dugc quan
sat thay tang ro rét ca & chudt va ¢ ngudi méc
MASH. Hon nita, sy trc ché v& mat dugc ly dbi
v6i nhitng gen nay dan dén hau qua 1a nhiém
md, viém va xo héa [22]. Nhiing két qua nay
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goi y rang thé viém NLRP3 déng mét vai tro
quan trong trong sy phat trién cia MASH.

4.7. Hoa vng dong cac té bao tién viem

R6i loan diéu hoa mién dich dong mot
vai trd quan trong trong co ché bénh sinh cua
MASH. Cac té bao mién dich chinh gép phan
tao nén MASH la té bao Kupffer, bach cu don
nhan Ly6C", bach cau da nhan trung tinh, té
bao T giup d& (Th), va té bao T CD8 gy doc.
Té bao T giup d& (Th) 1a nhan té chinh cua dap
tmg mién dich. Sau khi kich hoat mién dich,
té bao Th biét héa thanh Th1, té bao hiéu tng
Th2 va Th17, tuy thudc vao cac cytokine. Trong
MASH, ¢6 quéa nhiéu interferon y dén xuét tir
Thl va IL-17 ¢6 ngudn gdc tir Th17 va thiéu
hut IL-4, IL-5, va IL 13 ¢6 ngudn gbc tir Th2.
Té bao Th17 san xuat IL-17 tich tu trong gan
cua nguoi bi MASH va da dugc chiing minh la
1am ning thém tinh trang viém nhiém va xo hoa
thong qua cac tic dong 1én dai thuc bao va té
bao sao trong gan tuong ung [22].

Té bao T CD8 gy doc tich tu tai gan trong
MAFLD va sy tc ché ctia ching dan dén giam
nhiém m&, dé khang insulin, viém va hoat hoa té
bao sao [24]. Kich hoat cac té bao T CD8 gy doc
duoc hd tro boi cac interferon loai I va dan dén
viée san xudt cac cytokine tién viém, interferon y
va TNF-a. Té bao T CD8 gay doc ciing da duoc
chimg minh 1a thuc day sy phat trién MASH va
chuyén tiép sang ung thu gan trong su twong tac
v6i cac té bao T giét ty nhién [22].

4.8. Truc md& - gan

R&i loan chirc ning md mé c6 lién quan chit
ché voi MAFLD. Réi loan chiic ning mo m&
lién quan dén viéc khong can bang niang luong
sir dung va du trit nang lugng du thira. Piéu nay
dan dén ting cuong phan giai lipid va bai tiét
axit béo ty do. Sy phan giai lipid cia m6 mo
12 ngudn chinh cua axit béo tu do d6i véi bénh
gan nhiém m&. M6 m& nhu co quan ndi tiét tiét
ra mot sé adipokine, ching han nhu leptin va
adiponectin. Leptin va adiponectin anh hudng
dén MAFLD thong qua viéc diéu hoa luong
thtrc an, nhay cam insulin va viém. Trong
nhitng nguodi bi MASH, ¢6 muc adiponectin
giam va tang muc leptin. Ngoai ra, viéc san
xuit qua mirc cac cytokine tién viém boi cac
dai thuc bao md md 1a rat quan trong trong phat
trién cua viém cip do thip lién quan dén béo
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phi. Céc dai thuc bao mé m& dugce kich hoat tiét
ra céc cytokine, bao gdbm TNF-q, IL-1p, IL-6 va
CCL2, gay ra dé khang insulin dan dén rdi loan
diéu hoa chuyén hoa lipid va ciing c6 thé dan
dén d& khang insulin hé thong [22].

4.9. Hoat hoa té bao sao & gan

Té bao hinh sao ¢ gan (HSC) déong mot vai
trd quan trong trong qué trinh ¢ ché MASH.
Hoat hoa t& bao sao & gan lién quan dén qua
trinh chuyén ddi tir trang thai tinh té bao du trir
vitamin A sang kiéu hinh di cu ting sinh va tao
soi, ddc trung cho qua trinh tao xo gan. Hoat
dong cia té bao sao & gan lién quan dén viéc
diéu hoa cac gen khac nhau, bao gdm actin co
tron (a-SMA), collagen-1al, chat tc ché mo
ctia metalloproteinase (TIMP-1 va 2), va bién
dbi sinh truong tor-p (TGE-P). V6 sb cac con
dudng trao ddi chit va céc tin hiéu phan tir gop
phan kich hoat té bao sao & gan di duogc xéac
dinh. Thém vao do, cac tin hiéu ngoai bao/ndi
tiét tir cac té bao viém khac nhau bao goém té
bao gan bi stress, bach cu don nhan Ly6CH, té
bao Kupffer, té bao Th17 va té bao T CDS8 gy
doc tiép tuc thuc day hoat hoa té bao sao & gan

va kich hoat qua trinh hinh thanh soi [22].

4.10. Nhitng thay ddi trong qua trinh
chuyén héa té bao sao ¢ gan

Viéc lap trinh cic té bao sao ¢ gan trang
thai tinh thanh té bao sao hoat dong phu thudc
qué trinh dudng phan hiéu khi. Diéu nay duoc
hoan thanh thong qua vi¢c kich hoat con dudong
hedgehog (Hh), con du'ong nay lam tang tao ra
yéu tb phlen ma gay thiéu oxy-lo (HIF-1a),
chia khéa diéu bién hoat dong cua cac enzym
duong phan. Nguoc lai, tre ché tin hiéu Hh, biéu
hién HIF-1a, sy tich tu duong phan hoac lactate
dan dén su dao ngugc cua cac té bao sao dang
hoat dong tré thanh trang thai tinh 1ang. Nhitng
phat hién nay chi ra rang su trao doi chét cua té
bao dong mot vai tro quan trong trong phan ung
tao soi. Mot thay doi khac trong qua trinh trao
dbi chat té bao xay ra trong té bao sao hoat dong
12 qua trinh phan giai glutamino (chuyén dbi
glutamme thanh a-ketoglutarate), sau do cung
cép ning luong cho chu trinh Krebs dé dap ng
nang cao nhu ciu ciia cac con dudng sinh téng
hop va ning luong sinh hoc can thiét dé duy tri
kiéu hinh té bao sao hoat dong [22].

A0
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Hinh 1. Co ché bénh sinh va cac giai doan cia MAFLD [22]
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4.11. Cholesterol tw do lam trung gian cho
viéc hoat héa té bao sao & gan

Su tich Ity cholesterol tu do lam tang muc
TLR4 trong té bao sao & gan va do do kich hoat
TGF-p. Cung véi hoat hoa té bao sao, dicu
chinh tiép theo ctia ca SREBP2 va MiR-33a dan
dén tich tu cholesterol ty do nhiéu hon va lam
tang qua trinh xo hda gan trong mot vong lap
chuyén tiép tich cyc [22].

4.12. Té bao gan 1am trung gian hoat héa
té bao sao

Ton thuong té bao gan do MASH gay ra chét
té bao 1a cac co ché ndi bat ciia xo hoa trong
MASH [25]. Té bao gan gop phan kich hoat té
bao sao thong qua it nhéat bon co ché: (1) stress
va chét té bao gan thuc day qué trinh viém, dan
dén viéc thu hit cac dai thuc bao. Dén luot cac
dai thyc bao tiét ra cic chat trung gian tao soi
nhu TGFp, do d6 truc té bao gan - dai thuc bao
- t& bao sao ¢ trung tdm cua dap Ung tao xo
trong MASH; (2) té bao gan bi stress va chét
tuong tac truc tiép véi té bao sao va kich hoat
chung ma khong can trung gian dai thuc bao.
Diéu nay co thé thong qua viéc giai phong cac
mAu phan tir lién quan dén ton thuong tién xo
(DAMP) hoic cac chat trung gian nhu phdi tir
Hh va osteopontin; (3) cc thé chét theo chuwong
trinh cua té bao gan co thé truc tiép hoat dong
trén té bao sao va dan dén sy hoat hoa va tao
soi. Thir tu, té bio gan bi ton thuong nhung con
song (té bao gan bong bong) tiét ra hedgehog
thiic ddy hoat hoa té bao sao va tao xo [22].

5.CAC XET NGHIEM KHONG XAM LAN
GIUP CHAN POAN MAFLD

Muc dich cua cac xét nghiém khong xam
lan (NIT) la giup thiét 14p chan doan MAFLD,
danh gid muc d6 nang ctia bénh, theo doi su tién
trién cia bénh va dap ung diéu trji. Phat hién
gan nhiém m& bang md hoc hodc hinh anh 1a
chia khoéa dé chan doan MAFLD. Trong thuc
hanh Iam sang, hinh anh thuong quy nhu si€u
am bung 1a thudng duoc chi dinh dé phat hién
gan nhiém md. Po thong sé giam am c6 kiém
soat (CAP) bang cach do do dan hdi thoang qua
kiém soat rung (VCTE) thi nhay hon siéu 4m
[2]. Vi day 1a bién s6 lién tuc nén co thé duogc sir
dung dé theo ddi nhiing thay ddi nhiém m& gan
theo thoi gian, mic di diéu nay can duoc khing
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dinh bang cac nghién ctru st dung sinh thiét
gan hoidc cac phuong phap dinh lugng nhiém
md gan khac nhu MRS hodac MRI danh gia do
nhiém m& bang phuong phap proton (MRI-
PDFF) [2].

Cac ky thuat dya trén MRI nhu MRI-PDFF
va proton MRS duoc coi 14 tiéu chuan vang dé
dinh lugng md& gan. Trong mét vai thir nghiém
lam sang, giam ty 1é m& gan twong d6i > 30%
tuong quan voi cai thién mo hoc vé diém sb
hoat dong hodc do phan giai clia viém gan
nhiém md, c6 thé 1a do thudc. Hién nay, xac
dinh ty 1¢ m& gan bang MRI thuong dugc sir
dung trong cac thir nghiém lam sang giai doan
dau dé xac dinh loi ich tiém ning cta viéc diéu
tri bang thudc [2].

Chi s gan nhim m& (FLI) 1a mot thuét toan
don gian dua trén BMI, vong eo, triglycerid va
GGT dé phat hién gan nhiém md va c6 thé duoc
sit dung nhu mot phuong phap thay thé cho
chan doan gan nhiém m&, dic biét 1a trong cac
nghién ctru ¢& mau 16n. Chi sé gan nhiém md
bang siéu 4m (US - FLI) 1a mot hé thdng tinh
diém khéac duoc st dung dé loai trir viém gan
nhidm m&. Cac diém s6 dao dong tir 2 dén 8 dya
trén cac dic diém siéu 4m, bao gém ca cuong
dd can quang gan/than [2].

Trong s6 cac dic diém mé hoc khac nhau
ctia MAFLD, muc d6 xo hoa gan c6 mdi twong
quan manh nhét v6i ty 16 mac va tir vong lién
quan dén gan trong tuong lai. Xét nghiém khong
xam 14n c6 thé dugc phan loai thanh diém sé xo
don gian, chat chi diém sinh hoc xo hoa chuyén
biét va hinh anh hoc. Thang diém danh gia xo
hoa don gian nhu chi sé APRI 1a ty 18 AST/tiéu
cau, chi sb xo hoa - 4 (FIB-4) va chi s xo hoa
NAFLD (NFS) lién quan dén cac xét nghiém
thuong quy va it ton kém. Mic du d6 chinh xac
con khiém ton nhung nhiing thang diém nay co
gia tri ti€n doan am tdt dé loai trr tinh trang
xo hoa tién trién va 1a loi ich 1am sang chinh
ctia nhiing thang diém nay. Diéu nay dic biét
quan trong trong chim soc ban dau hoic noi
¢6 ngudn luc con thiéu nén ty 1& chan doan xo
hoa gan tién trién con thap. Co thé phan loai
nguy co xo hoa gan tién trién & muc théap, trung
binh, cao tiy thudc vao diém cét sau: APRI (0,5
va 1,5), FIB-4 (1,30 va 2,67), NFS (-1,455va
0,67611). Nhitng nguoi co6 diém xo hoa thip
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cling ¢6 nguy co tién trién cac bién chimg gan
thap. P6 1a Iy do sir dung thang diém xo hoa
don gian nhu mot danh gia dau tién trong cham
soc ban dau. Han ché cua nhiing thang diém
nay la chiing két hop men gan vao trong cic mo
hinh. Vi thé bénh nhan c6 men gan trong gidi
han binh thuong c6 thé gip trong tat ca cac giai
doan xo hoa gan, day 1a han ché cua chi sé nay.
Hon nita, men gan nhay cam voi tudi tac, c6 thé
dan dén két qua duong tinh gia [2].

Nhu vay, can nhiéu chit chi diém xo hoa
chuyén biét hon dé huéng dan chan doan. Trong
s6 d6, bo xét nghiém xo hoa gan ting cudng da
dugc thir nghiém trong nhiéu nghién ctru quan
sat va thu nghiém lam sang véi do chinh xac
kha tot. Mot dau 4n sinh hoc khac, duoc goi la
Pro C3, phan anh sy hinh thanh collagen loai III
trong té bao gan. So @6 ADAPT bao gdm tudi,
dai thao duong tip 2, Pro-C3 va s lugng ticu
cau va c6 dién tich dudi duong cong ROC la
0,87 trong chan doan xo hoa tién trién [2].

Do d6 cing gan (LSM) bang VCTE dugc
str dung rong rdi & khu vuc Chau A - Thai Binh
Duong, mdt phan vi bénh nhian khong dong
¥ sinh thiét gan. Mac du ty 1¢ thanh cong cua
VCTE thdp & nhitng ngudi béo phi, phin 16n
bénh nhan MAFLD c6 thé do do clg gan tot
v6i dau do XL, cac diém cit giéng nhau c6 thé
dugc sir dung cho ca dau do M va XL néu dau
do dugc str dung theo thé trang cua co thé hodc
dugc hudng dan boi cong cu lwa chon dau do tu
dong. Kha ning chin doan cta xo hba gan tién
trién ctia phuong phap dan hdi song bién dang
twong tu nhu cia VCTE. Mic du tiéu chi chat
luong cho danh gia xo héa con han ché, do do
dan hoi song bién dang 1a mot Iya chon dé do do
clirng cua gan [2].

MAFLD & nguoi khong béo phi thuong
duoc mo ta nhiéu hon & Chau A; cac xét nghiém
x0 hoéa thuong dugc st dung duong nhu khong
bi anh hudng trong nhom dac biét nay. Su két
hop giita do dd cling gan va thang diém xo hoa
don gian c¢6 wu diém trong cai thién gia tri tién
doan duong va giam ty 18 bénh nhan véi két qua
khong xac dinh dugc. Trong nhimng so sanh ddi
dau, do do dan hoi bang cong hudng tir co ty
1¢ thanh cong va d¢ chinh xac cao hon VCTE,
nhung tinh tmg dung bi gidi han bdi chi phi va
su san co [2].
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Mit khac, chwa c6 bat ky chét chi diém sinh
hoc niao dé danh gia viém gan nhiém mg. Su
phat trién cua chung mét phﬁn bi han ché boi su
khac biét dang ké giita cac bén quan sat va bén
déanh gi4 vé tinh trang viém tiéu thuy trén mé hoc
va bong bong té bao gan. Thuyc té 14 tinh trang
viém nhiém c6 thé giai quyét ngay ca trong thoi
gian twong dbi ngin. Poan Keratin - 18 huyét
thanh (con duogc goi 1a manh cytokeratin - 18)
phan anh sy chét té bao theo chuong trinh cua
té bao gan va duoc d& xuit nhu mot ddu 4n sinh
hoc ctia bénh viém gan nhiém ma. Tuy nhién,
cac nghién ctru sau d6 cho thiy riang d6 chinh
xac clia xét nghiém nay con khiém tén. Trong
mot nghién ctru da trung tim gan day, su két
hop ctia AST voi CAP va d6 cing gan do bing
VCTE (diém FAST) dat dugc chi sb thong ké ¢
12 0,74 - 0,95 dé phat hién viém gan nhiém m&
x0 hoa (Diém NAS > 4 va diém xo héa > 2) [2]

6. SINH THIET GAN

Vé6i sy phat trién cua cic phuong phép
khong xam lan trong chan doan nhiém md gan
va xo hoa, sinh thiét gan thuong quy dé danh
gia mic do nang cia MAFLD thudng khong
dugc thuc hién. Tuy nhién, sinh thiét gan van
la mot xét nghiém chan doéan quan trong dé loai
trr cac bénh gan khac [26], dac biét 1a nhing
truong hop 14m sang khong dién hinh nhu mirc
AST rét cao va nhiém m& gan niang ¢ nhiing
bénh nhan khong c6 hay it c6 tinh trang chuyén
hoa. Mic du cac xét nghiém khong xam 14n 1a
hop 1y dé hudng dan xir tri trén 1am sang, mot
s6 cac truong hop c6 thé roi vao ving xam khi
2 diém cét duoc st dung (nghia 1a muc gisi
han thap dé loai trir va mirc gii han cao dé dua
vao giai doan xo hda) va nhirng truong hop co6
thé két qua khong dang tin cay. O mét sb bénh
nhan, két qua co thé khong phu hop véi 1am
sang (vi du: tinh trang xo hoa binh thuong &
nhitng bénh nhan ¢6 lam sang cla xo gan va /
hodc giam tiéu céu), sinh thiét gan c6 thé duoc
thuc hién trong nhitng truong hop nhu vy dé
chan doan xéac dinh [2].

Khuyén céo cua hoi nghién ciru gan Chau
A - Thai Binh Duong vé chi dinh sinh thiét gan
0 bénh nhan nghi ngo MAFLD (A1):

a) Chan doan chua chic chin va can tim
thém nguyén nhan khac;
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b) Céc xét nghiém khong xam lan cho két
qua khong xac dinh hodc khong phu hop;

c¢) Trong phz:iu thuét cit tii mat va cit da day;

d) Nghién ctru da dugc phé duyét.

7. PIEU TRI

Ly twong nhat, viéc diéu tri hidu qua la
khong chi lam giam tinh trang nhiém md va
ton thuong gan, dong thoi ciing cai thién cac
bién chimng chuyén héa va nguy co tim mach
c6 lién quan mat thiét dén MAFLD. Vi thé,
thay doi 16i song bao gém thay d6i ché do an
ubng, giam can va can thiép tap thé duc co
huéng dan 1a lidu phap diu tién va nén tang
cho tinh trang nay.

7.1. Thay d6i ché d9 in va 18i song

Céc chuong trinh can thiép vao 15i séng va
giam can c6 thé gitip giam lugng chét béo trong
gan, giam viém gan nhiém m& va xo hoa gan,
cai thién chat lugng cudc séng cua bénh nhan.
Mot nghién ciru gan day (n = 293) cho thiy su
cdi thién trong mo hoc gan (viém gan nhiém
md) 6 58% nhitng nguoi giam can > 5% va 90%
trong s6 nhitng ngudi dat dugc mirc giam can
> 10% [27]. Tuong tu, cac nghién ctiru & dan sb
chau A, hiéu qua dap tng lidu (dose - response
effect) ciia gidm can véi 7 - 10% muc ti€u giam
can; khoang 40% ngudi MAFLD c6 mdt sb cai
thién ngay ca khi giam 3 - 5% trong lugng [2].

Muc dich chung cta can thiép 16i song
phai nhim giam can tir tir (1én dén 1 kg/tuan)
v6i ché do an giam calori (giam 500 - 1000
kcal). Khong c¢6 bang chimg chic chin tng ho
mot cach tiép can ché d6 an cu thé dé diéu tri
MAFLD. Mét phan tich tdng hop gin diy vé
viéc cho an dong niang lwong co kiém soat véi
protein trong khau phan an khong d6i va khac
nhau vé ty 18 carbohydrate/chat béo cho thiy
rang su khac biét qua nho [2].

Bénh nhan MAFLD cé xu hudéng an thuc
pham gidu nang lugng nhu d6 udng cé nhidu
dudng, chat béo bdo hoa va cholesterol, nhung
thiéu cac vi chat dinh dudng trong trai cay tuoi,
chét xo0, rau xanh va axit béo khong bio hoa
omega - 3 (n - 3 PUFA). Do d6, ké hoach an
ubng bao gdm cac ché do an it carbohydrate,
it chat béo va ché do an kiéu Pia Trung Hai.
bac biét, viéc ap dung ché d6 an kiéu Dia Trung
Hai da dugc chiing minh 1a [am giam bénh tim
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mach nhu 1a bién phap phong ngtra chinh va n6
hd trg trong viée huy dong chit béo tir cic noi
du trit chat béo nhu gan, tim va tuy. Ché d¢ an
déng nang lugng dam dong vat hodc thyc vat
cao gan day co cho thdy giam gan nhiém m& va
viém gan ¢ bénh nhan dai thao duong tip 2. Tuy
nhién, sy khac biét gilra cac ché do an nay vé
lau dai van con 1a cau hoi [2].

Mot bai tong quan va phan tich tong hop cho
thdy giam nguy co MAFLD va xo hoa gan c¢6 y
nghia & nhiing nguoi ung café thuong xuyén.
Giam can va quan trong hon la duy tri sy giam
cin nay 1a mot thach thire. Mot cach tiép can da
chuyén khoa dé quan 1y 1 chia khoa dé dam bao
dong luc va tiép tuc tham gia vao cac chuong
trinh can thiép. Tang tan suit kham bénh va sir
dung cach tiép can dua trén internet dé thay
d6i 161 sdng s& ti wu hiéu qua giam can ¢ bénh
nhan MAFLD. Do d6, viéc hop tac giira cac bén
lién quan khac nhau, bao gdm ca chinh phu/cac
nha hoach dinh chinh sach, bac si, hi€p hoi bénh
nhan va cac nha nghién ctru c6 thé thiic ddy mot
cach hiéu qua 16i séng lanh manh va mang lai
loi ich cho bénh nhan MAFLD [2].

7.2. Tap luyén thé lyc

Viéc tap thé duc t6i uu dé co loi cho gan,
bao gém kiéu tap, cuong do tap, khdi lugong
tap ma khong giam cén van la chi dé con tranh
luan. Pbi véi dan s truong thanh nédi chung,
khuyén cdo hoat dong thé lyc 30 phat/ngay
v6i cudng do ging strc trung binh trong > 5
ngay/tuan hodc tong sb > 150 phit/tudn hoic
hoat dong thé luc cuong do cao trong khoang
20 phut/ngay trén > 3 ngay/tuan(> 75 phut /
tuan). Tap véi khang luc vao 2 - 3 ngay/tun va
tap gap dudi > 2 ngay/tuan ciing dugc khuyén
khich [2]. Dir liéu cu thé & bénh nhan MAFLD
tuong dbi han ché, trong khi can thiép tap thé
Iuc dé cai thién md hoc theo thoi gian nhu 1a két
cuc chinh thi kho thuc hién dugc. Mot bai téng
quan gan ddy va phan tich tong hop cho thiy tap
luyén c6 thé giam md gan doc 1ap voi su thay
d6i ché d6 an. Luyén tap va can thiép thay doi
16i séng ciing cho thiy c6 thé 1am giam do clng
gan, ung thu té bao gan va ting ap tinh mach
ctra ¢ bénh nhan xo gan va béo phi. Mot thu
nghiém lam sang ngiu nhién bao gdm 220 bénh
nhan cho thay ca tap luyén véi cuong d6 manh
va trung binh déu c6 hiéu qua nhu nhau trong
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viée giam triglycerid trong gan va hi¢u qua chu
yéu 1a do giam cén. Trong mot nghién ctru khac
vé chuong trinh tim soét strc khoe nghé nghiép
bao gom 233.676 ngudi tir nam 2002 dén 2014,
tap luyén ¢ mac trung binh - cao da dugc ching
minh 13 c6 loi trong viéc giam nguy co tién trién
gan nhiém m& mdéi hoic cai thién su hoi phuc
gan nhiém m& da c6 trong thoi gian theo ddi 5
nam. Trong mot nghién ciru khac, mdi lién quan
dap tmg liéu gitra khoi lugng tap luyén va giam
nhiém m& gan da dugc ching minh 1a dap ung
cao hon duoc quan sat thay ¢ nhitng nguoi tap
luyén hon 250 phit/tuan so véi nhitng nguoi
tap thé duc it hon 150 phat/tudn. Mot bai tong
quan gan day da goi y rang ca tap aerobic va
tap c6 khing try 1am gidm nhiém m& gan nhu
nhau trong MAFLD, trong khi tdp c6 khang tré
it ti€u thu nang lugng hon. Vi vdy, luyén tap cod
khang tro ¢6 thé kha thi hon so véi tap aerobic
cho bénh nhdn MAFLD khoéng c6 thé luc tdt
hodc cho nhitng nguoi khong thé dung nap hoic
tham gia vao mon aerobic. Tom lai, viéc lya
chon loai va thoi lugng tap luyén phai dya trén
so thich ctia bénh nhan va kha nang tuan thu lau
dai. Pang chii ¥ 1a chién luoc két hop ché do
an va tap luyén thé luc hiéu qua hon trong viéc
binh thuong héa men gan, giam nhiém m& gan
va cai thién mé hoc hon mét trong hai phuong
thirc don doc [2].

7.3. Phiu thuit giam thé tich da day

Céac khuyén céo ciia hoi nghién ctru gan
Chau A - Thai Binh Duong vé phiu thuét giam
thé tich da day trong MAFLD [2]

- Phiu thuat giam thé tich da day (phau thuat
giam can) 1am giam md gan va cai thién cac ton
thuong md hoc cia MAFLD, bao gém ca tinh
trang xo hoa (B1).

- Do nguy co bién chimg sau phiu thuat
giam thé tich da day ¢ nhiing bénh nhén bi xo
gan, quyét dinh nén dugc ca nhan hoa (C1).

8. CAC BANG CHUNG HIEN TAI TRONG
PIEU TRI

Mot sb loai thudc didu tri dai thdo duong
duoc bao céo 1a c6 loi cho bénh nhan mic
MAFLD. Mot thtr nghiém lam sang c6 nhom
ching diéu tri 6 thang voi pioglitazone da cai
thién tinh trang viém gan, hoai tr bong nudc
va viém nhiém & nhitng bénh nhan gan nhiém
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md kém tién dai thao dwong hodc dai thao
dudng tip 2. Hon nita, diu tri 18 thang véi
pioglitazone duoc cai thién dang ké xo hoa gan
& bénh nhan viém gan nhiém mé& co tién dai
thao duong hoac bénh dai thao duong tip 2.
Tang can, phu, ung thu bang quang va gidm mat
d6 khoang ctia xuwong 1a van dé c6 thé xay ra khi
dung pioglitazone va liéu phap nay khong duogc
su dung rong rai [2].

GLP-1a da dugc bao cao la cai thién mo
hoc gan bao goém tinh trang xo hoa trong mot
thur nghiém [am sang c6 nhom ching va phan
tich tong hop. GLP-1a ciing lam giam trong
luong co thé. Tuy nhién, GLP-1a gy ra tac
dung phu duong ti€u héa nhu chan an. SGLT2i
da dugc bao cdo 1a lam giam ham lugng chat
béo trong gan. Mgt nghién ctru trén bénh nhan
viém gan nhiém m& da dugc chimg minh bang
sinh thiét cho thay cai thién dang ké trong tinh
trang nhiém md, bong nude va xo hoa, khic
biét c6 y nghia khi so sanh véi gia dugc [28].
Su phat trién ctia SGLT2i trén bénh xo hoa gan
doi hoi nghién ctru thém. Metformin khong cai
thién mé hoc gan trong bénh nhan MAFLD.
Tuy nhién, metformin cai thién tinh trang dé
khang insulin va giam nguy co ung thu gan &
nhirng bénh nhan bi MAFLD. Diéu quan trong
1a ca GLP-1a va SGLT2i déu dugc ching minh
1a ¢6 lgi vé két cuc tim mach ¢ bénh nhan DTD
tip 2 [22].

Vitamin E da duoc bao céo la c¢o hi¢u qua
trong mo hoc gan & bénh nhan viém gan nhiém
md. Tuy nhién, mot s nghién ctru di khong
cho thay loi ich ciia n6 va do d6 thiéu bang
chung cip 1. Gan day, mot phan tich ddi sanh
dd ching minh ring vitamin E lam giam nguy
co tir vong va xo gan mat bu & nhitng bénh nhan
bi viém gan nhidm m& chuyén héa ¢ cdu xo
hodc xo gan [29].

Statin khong cho thay bat ky loi ich nio trén
mo hoc gan. Tuy nhién, statin lam giam bién cb
tim mach & bénh nhan MAFLD. Vi vay, statin
nén duge xem xét ¢ tat ca bénh nhan MAFLD
¢6 tang lipid mau. Tuy nhién, viéc didu tri ting
lipid mau & bénh nhan MAFLD c¢6 vé chua tdi
uu. Trong mot nghién ctru da trung tam, 58,9%
bénh nhan dang dung statin khong dat duwoc muc
tiéu diéu trj trong khi 74,1% bénh nhan khong
dung statin ma 18 ra phai duoc diéu tri [2].
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Pentoxifylline, mot chit wc  ché
phosphodiesterase ¢6 tic dung chdng viém
da duoc chung minh cai thién tinh trang viém
gan nhiém m& ma khong anh huong dén cac
céu trac lipid. Tuy nhién, khong c6 sy cai thién
dang ké vé cac dic diém mo hoc gan nhiém md,
bong bong hodc bénh xo hdéa gan. Bénh nhan
méc MAFLD ¢6 nguy co cao mic bénh xo hoa
gan, ung thu biéu mo té bao gan, bién cb tim
mach va ung thu. Do d6, diéu chinh yéu t6 nguy
co chuyén hoa dé cai thién két qua lau dai la
mot phan thiét yéu ciia quan 1y toan dién [2].

9. KET LUAN

Bénh gan nhiém m& lién quan chuyén hoa
(MAFLD) phai dugc danh gia 1a mot bénh hé
thong anh huong dén nhiéu co quan. Ganh ning
bénh tat vugt ra ngoai cac bién ching lién quan
dén gan, do vay can co sy phdi hop chan doan
va diéu tri da nganh. Nén sang loc MAFLD
dinh ky & nhiing bénh nhan béo phi/thtra can,
dai thdo duong tip 2 hodc hoi ching chuyén
hoa. Hon ntra, bénh nhan méic MAFLD cling
nén dugc kiém tra cac bénh tim mach va nguy
co tim mach. Cac thude Pioglitazone, SGLT2i,
GLP-1a gitp cai thién tinh trang xo hoéa gan ¢
bénh nhan viém gan nhiém m& c6 tién dai thao
duong hodc dai thao duong tip [2].
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