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TU SINH HOC PHAN T PEN Y HOC CHUNG CU
Tran Héu Hién'

TOM TAT

Nhtrng hiéu biét méi v& nén tang sinh Iy bénh clia xo' gan giai doan tién trién, biéu hién bang
dap tng viém hé théng lién quan dén réi loan chirc ndng tudn hoan da cung cdp mot mé hinh
hiéu qua cho viéc quan ly nhirng bénh nhan nay, véi muc tiéu gidm thiéu dot bung phat cla
bénh bang cach ngdn chdn kh&i phat bién chirng thuwdng gap bao gdbm ca suy da co quan.
Nhirng can thiép nay gidp cai thién chéat lwong cudc séng va kéo dai séng con cta bénh nhan,
dodng thoi gidm chi phi cham séc y té. Bén canh diéu tri nguyén nhan, nhivng muc tiéu trén c6
thé dat dwoc béng cac bién phap dbi khang lién tuc véi yéu té sinh ly bénh cha chét, nhw tang
ap lwc ctra, chuyén vi vi khun bat thwong tlr rudt, dap (rng viém toan than, réi loan chirc ndng
tinh mach tudn hoan va thay déi dap &ng mién dich. Ngoai nhitng phwong phap trj liéu méi, cac
muc tiéu nay c6 thé dat dwoc bang cach st dung nhiéu loai thubc & bénh nhan xo gan véi chi
dinh khac hodc trong bénh canh lam sang khac, bao gém thubc khang sinh dwérng udng khéng
hép thu, thubc (rc ché beta khéng chon loc, albumin nguwdi va statin.

* Tlr khoa: Xo gan méat bu; Sinh hoc phan tu.

Novel Advances in the Management of Decompensive Cirrhosis:
From Molecular Biology to Evidence Medicine

Summary

Innovative understanding of the pathophysiological basis of advanced cirrhosis, with
systemic inflammatory response associated with circulatory dysfunction, has provided an
effective model for the management of these patients, the goal is to minimize the occasional
flare up of the disease by preventing the onset of typical complications including multiple organ
failure. These therapies will eventually improve the quality of life of the patient, prolong survival
and reduce the cost of medical care. In addition to etiological treatment, these aims can be
achieved by continually against cornerstone pathophysiological factors, such as portal
hypertension, abnormal bacterial transfer from the intestine, inflammatory response whole body,
circulatory dysfunction and altered immune responses. In addition to the new therapies, these
goals can be gained by using drugs that have been used in patients with cirrhosis for other
indications or in different clinical conditions, including non-absorbable oral antibiotics, non-
selective B-blockers, human albumin and statins.

* Keywords: Decompressive cirrhosis; Molecular biology.
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TONG QUAN & bénh nhan (BN) xo gan con bl da

81



TAP CHI Y - DUQC HQC QUAN SU SO 2-2019

c6 nhirng tién trién Am thAm cla tang ap
lwc tinh mach cla va xao trén céu trac
gan, mac du xo gan con bu thuwdng
khéng co triéu chirng. Bén bién chirng
dwoc xem la ddu méc bién dbi tv xo gan
con bu thanh mat bu phat trién véity 1& 5
- 7% hang nam, bao gdm: trwéng bung,
xuét huyét tiéu hoéa do v& gidn tinh mach
thwc quan da day, bénh ndo gan va vang
da nang. Xo gan méat bu (XGMB) con la
dau méc quan trong trong tién lwong BN
xo' gan: ty 1& sdng s6t trung binh clia xo
gan con bu vwot qua 12 ndm giam con 2
nam sau khi mét bu [1]. Tuy nhién, nhirng
bién phap tri liéu cé thé gitp cai thién
séng con cho BN XGMB van chwa duoc
dap wng dung murc.

NEN TANG SINH LY BENH

Gian mach mau ngoai vi la gia thuyét
dwoc dwa ra lan dau vao ndm 1988 va
dwoc xem 14 sinh ly bénh nén tang cda
nhiéu bién chirng xo gan, mac du khéng
phai 1a tAt ca [2]. Khi ddng mach néi tang
gian, dan dén thé tich mau hiéu qua giam,
diéu nay lam kich hoat hé théng bu tri
nhw truc renin-angiotesin-aldosteron, hé
thAn kinh giao cadm va arginine-
vasopressin, két qua 1a co mach hé théng
va lwu gitr mudi nwéc [2]. Hon niva, giad
thuyét gian mach méau c6 thé giai thich do
cac dac diém chinh cia XGMB phat trién,
bao gébm git¥ lai natri va nwéc, hinh thanh
cb trwdng, gidm twdi mau than va tang
cung lwgng tim. Gan day, trong giai doan
tién trién cla xo gan, suy gidm twong dbi
cung lwgng tim duoc de cap do bénh co
tim xo gan lam nang thém tinh trang giam
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thé tich mau hiéu qua, cudi cung dan dén
ha natri mau va héi chirng gan than.

Co ché gay gian mach da dwoc xac
dinh 1a do tdng hop cac chét gidn mach
mot cach bat thuwong & Idp ndi mac, bao
gém: oxit nitric, carbon monoxid,
prostacyclin va endocannabinoids [3]. Co
ché bén dwai clia nhirng xao trén nay 1a
khai niém dich chuyén vi khuén (bacterial
translocation), d6 1a sw di chuyén vi
khuan va nhirng san phdm cudia noé tir rudt
dén cac hach mac treo va cac tang bén
ngoai rudt [4]. Ba yéu t6 lam xuét hién
dich chuyén vi khuan 1a: tdng ap Iwc tinh
mach ctra, thay ddi vé thanh phan va sb
lwong hé vi sinh dwdng ruét cling nhw
suy gidm co’ ché bao vé cta hé mién dich
& thanh ruét va cac hach lympho lan can.
Sw lan tran vi khuan va cac san pham vi
khudn vao hé thdng dwoc biét dén voi
thuat nglr mau phan tl lién quan bénh
(pathogen-associated molecular patterns
- PAMPs) sé kich hoat té bao mién dich
tiét ra cac cyctokine va chemokine nhu:
TNF, IL-6, IL-8 va CX3C-chemokine
ligand 1 (CX3CL1), kém theo la cac hop
chat hoat déng oxy va nito (reactive
oxygen and nitrogen species) [5]. Nhirng
chét nay gay ra hién twong viém va oxy
hoa dan dén phong thich chat gian mach
I&p ndi mac. Cung v&i co ché twong tw,
gan la noi xay ra tinh trang viém cung vo&i
hoai t& té bao, chét té bao c6 chuong
trinh, sau d6 phong thich vao hé théng
mau phan t& lien quan nguy hiém
ndi sinh (endogenous danger-associated
molecular patterns - DAMPS). Viém hé
thdng c6 thé lam tén thwong truc tiép mo
va té bao, né xay ra doc lap va dong thoi
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v&i co ché gidn mach, lam phét trién suy
da tang & XGMB. Trong d6, viém hé
thdng doéng vai trd chd dao dan dén phat
trién suy gan cap trén nén man tinh [6].

PIEU TRI NGUYEN NHAN

DPiéu tri bénh nguyén ciing cé thé
thanh céng trong XGMB, nhwng hiéu qua
mang lai khac nhau tuy vao giai doan diéu
tri. Viéc rc ché virut viem gan B (HBV)
nhan 1&n c6 thé cai thién diém Child-Pugh
cho 49 - 76% BN, nhwng khong dat dwoc
gidm ty 1& t&r vong trong tat ca cac nghién
ctru, khodng 1/3 s BN tir vong trong thoi
gian theo d&i trung binh khoadng 2 nam
[6]. Hiéu quéa va do an toan cao cla thudc
khang virut tryc tiép (DAAs) gitp diéu tri
t6t BN XGMB do virut viém gan C (HCV)
[8]. Trong vai thang, mdé hinh cho bénh
gan giai doan cudi (MELD) va diém Child-
Pugh da cai thién ré rét & 30 - 50% BN.
V&i BN XGMB do rwou, mac du khoé dat
dwoc, kiéng rvou van 1a nén tang diéu tri,
diéu nay lam cham tién trién bénh va tang
kha ndng diéu tri hiéu qua, bao gbm ca
ghép gan. Tuy nhién, giéng BN xo gan do
virut, chi khoang 60% nguwoi kiéng ruou
cai thién bénh. Du diéu tri bénh nguyén
thanh cong, xo' gan van tiép tuc tién trién
khi dat dén diém khong thé héi phuc. Khi
diém MELD = 18 & BN XGMB do HCV
diéu tri DAA c6 gié tri tién doan doc 1ap vé
kha ndng séng con xau hon [8]. Ty lé
sbéng s6t sau 2 nam cia BN XGMB lién
quan dén HBV v&i (rc ché nhan Ién cla
virut 1a 83%, nhwng giam xudng con 64%
¢ BN thuéc nhom Child-Pugh C [9].

DPIEU TRI DA TREN CO' CHE
THUONG LUU

1. Co’ ché tang ap lwc tinh mach cira.

* Théng ctra chd trong gan qua tinh
mach canh trong (TIPS):

Phwong phap diéu tri hiéu qua nhéat dé
giam &p lwc tinh mach clra la dat TIPS.
Bén canh nhirtng hé qua vé huyét dong,
nhidu bang chirng cho thdy phan @ng
viém giam sau khi dat TIPS [10]. Cac chi
dinh 1am sang chinh hién nay dbi véi dat
TIPS la xuét huyét do gian tinh mach thyc
quan da day va dot tai phat (tai phat it
nhat ba lan trong 12 thang qua) hodc
trwédng bung khang tri.

* Thudc ¢c ché thu thé beta (beta-
blocker) khéng chon loc (NSBB):

Nhirng loai thubc nay lam gidm ap lwc
tinh mach cta va la co s& chinh cho diéu
tri dw phong tién phat va th( phéat cua
xuét huyét do gian tinh mach [11]. Hiéu
quad nay chd yéu dat dwoc bang céch
chan thu thé Pl-adrenergic, lam gidm
dong chady déng mach tang bang céach
giam cung lwgng tim. Ngoai anh hwéng
cta chang dbi véi huyét dong hoc, NSBB
con c6 mét sb tac dung tiém ndng quan
trong khac dbi véi tt ca co ché sinh ly
bénh lién quan dén chuyén dich vi khuan,
bao gébm tang tinh thAm rudt, 1am cham
nhu déng rudt, phat trién qua muwc vi
khuén va réi loan mién dich cGa hang rao
rudt. Mot phan tich tbng hop cho thay
NSBB |a phwong phéap diéu tri dw phong
tién phat hoac ther phat déi voi xudt huyét
gian tinh mach cé lién quan dén viéc giam
ty 1&6 mac viém phac mac nhiém khuan tw
phét, mét tac dong doéc lap véi dap wng
huyét dong [12]. Tac dung ctia NSBB &
BN suy gan cap trén nén man tinh gan
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day dwoc danh gia bang moét thtr nghiém
ngau nhién c6 dbi chirng (2017) cho thay
BN suy gan cép trén nén man tinh khéng
c6 hoac gian tinh mach thyc quan it dwoc
phan phdi ngau nhién véi carvedilol hodc
gid dwoc: carvedilol lam gidm ty 1& tén
thwong than va nhiém trung than cép
tinh, cai thién kha nang sbéng sét vao
ngay 28 nhwng khéng phai vao ngay 90.

2. Co’ ché chuyén vi vi khuan.

* Can thiép dwa vao khang sinh:

Nhirng khéang sinh khéng hép thu hoac
hap thu kém lam thay déi moéi trwdng vi
sinh dwdng ruét va it anh hwédng dén hé
théng da dwoc dung trong nhiéu thap ky
dé dw phong tién phat va th¢ phéat cho
BN XGMB c6 nhiém khuén. Norfloxacin la
khang sinh dwoc dung nhiéu nhat, c6 phd
khang khuan trén vi khudn Gram am gay
ra nhidm trung trong xo gan tién trién.
Norfloxacin ciing lam giam dich chuyén vi
khudn & BN xo gan va trwdng bung dan
dén gidm néng doé protein két hop
lipopolysaccharid (LBP) va CD14, lam
gidm cac chéat cytokine tién viém nhu:
TNF, IL-12, interferon-y va oxit nitric. BN
xuét huyét tiéu hoa la déi twong nguy co
cao phat trién nhiém khuan, ding
norfloxacin lam gidm ty 1& nhiém khuén
trén nhirng BN nay. Viéc dw phong the
phat & BN viém phic mac nhiém khuan
tw phat trén BN xo gan c6 néng do
protein dich trwéng thap (< 1,5 g/dl) hodc
xo' gan nang Child-Pugh = 9 cho thdy
norfloxacin lam tang ty 1& séng con 1 nam
S0 voi gia duwgc (60% so véi 48%) va
gidm nguy co viém phdc mac nhiém
khudn tw phat (7% so véi 61%). Tuy
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nhién, diéu tri lau dai norfloxacin cé thé
dan dén chon loc vi khuadn Gram dwong
trén hé vi sinh dwdng rudt trong ca thyc
nghiém va Iam sang. Hon nira, nguy co
nhiém cac ching vi khuidn dé khang
quinolon sé lién quan dén tang ty 1& bién
chi'ng va t& vong. Khéc phuc nhirng
nhwoc diém tiém &n nay, rifamixin - mot
khang sinh thuéc ho ansamycin dwoc dé
xuat 1a moét thay thé dang quan tam.
Rifamixin h&p thu téi thidu véi phd khang
khudn Gram am, Gram dwong hiéu khi va
ky khi v&i nguy co d& khang thap. Twong
tw, norfloxacin, rifamixin diéu tri & BN xo
gan co trwédng bung lau dai lam gidm
ndng dd ndi doc tb va cac chét tién viém
cytokine, ddng thdi cai thién huyét dong
hé théng va dod loc cau than. Rifaximin
con dung dé diéu tri va dw phong bénh
nao gan va dwgc chirng minh an toan sau
khi diéu tri lau dai dén 24 thang. Mot phan
tich gop (2017) cho thdy rifamixin sk
dung trén BN xo gan cé thé bao vé hiéu
qua dy phong viém phic mac nhiém
khuan tw phat va hdi chirng gan than, du
bang chirng con chwa rd rang va hiéu
qué cua rifaximin déi véi sy sbng con van
chwa dwoc danh gia.

* Can thiép khbng dwa vao khang sinh:

Do nguy co hinh thanh cac ching vi
khuadn dé& khang khang sinh nén can cé
nghién ctu chién lwgc nhdm (e ché hién
twong dich chuyén vi khuédn va hau qua
lam sang cha n6. M6t thir nghiém ngau
nhién c6 déi chirng cho thay hiéu qua cla
heparin trong lwong phan t& thap trong
dw phong huyét khéi tinh mach ctra & BN
xo gan Chlid-Pugh B va C. Tac dung c6
loi nay co6 thé lién quan dén ngan ngra
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hinh thanh vi huyét khéi trong vi tuan
hoan ruét, do dé bao ton lwu lwong mau
va cai thién hiéu qua cda hang rao rudt,
ndng do protein lién két v&i axit béo trong
ruét (I-FABP, con dwoc goi la FABP2),
mot loai protein dwoc tao ra béi enterocytes
va gidi phéng vao tuan hoan khi hoai to,
da giam & BN dung enoxaparin.

PIEU TRI DA TREN CO CHE HA LUU

Céac chién lwoc tac dong dén mang
lwéi co ché sinh Iy bénh XGMB ciing c6
th& nham vao con dwong ha lwu cla
chuyén dich vi khuan, nhw kich hoat té
bao mién dich, gidi phéng cytokine tién
viem va tdn thwong oxy hoa, trong dé
statin va albumin la nhirng tac nhén quan
trong dau tién cho co ché ha lwu cwc ky
phtrc tap dan xen nhau.

1. Thuéc statin.

Ngoai tdc dung chuyén héa lipid, statin
s& hiru nhiéu tinh chat nhw: chéng oxy
héa, chéng xo hoa, chéng viém va cai
thién réi loan chirc nang ndi md. Nhirng
nghién ctu trén ca thwc nghiém 1an 1am
sang déu théng nhét cho thay statin lam
gidm ap Iwc tinh mach clra thdng qua cai
thién tinh gi&n mach tuan hoan trong gan
liéen quan néi mé mach mau. Mét the
nghiém ngau nhién cé déi chirng trén BN
xo gan cé xut huyét do v& gidn tinh
mach thwc quan cho két qua giam ty 1& to
vong, phan tich dw&i nhém ghi nhan lgi
ich séng con trén BN xo' gan bao gém &
nhém phan dé Child-Pugh A va B, khéng
c6 & nhom thudéc vé& Child-Pugh C.
Nghién ctru hdi clru khac xac nhan statin
c6 hiéu qua tét cho bénh gan man tinh do
nhirng nguyén nhan khac nhau, chdng

lam giam xo gan va ung thv gan & BN
bénh gan man va tinh trang mét bu trén
BN da xo gan. Hiéu qua cua statin phu
thudc vao lidu, atorvastain va fluvastain
lién quan dén két qua tét nhét.

Mot van dé khac dang chd y 1a nguy
co tiéu co van, dac biét & BN bi xo gan
tién trién, trong dé chuyén héa statin c6
thé bji suy gidm nghiém trong. Mot béo
céo cho thay ty 18 I&n hon du kién cua
bién chirng nay trén BN dung simvastatin
40 mg/ngay. Nhirng tac dung khdng thuan
loi nay c6 thé khc phuc bdng mot nhom
thuéc méi la nitrostatin, két hop statin véi
moét loai thudc bd sung oxit nitric, doc tinh
trén gan va co gay ra do atorvastatin déi
véi chudt bj that dng mat hodc xo gan do
CCl4 da bi suy gidm khi s dung liéu
twong dwong NCX 6560, mot dan xuét
clia atorvastatin giai phéng oxit nitric.

2. Albumin ngwoi.

Albumin nguw®i hién dang dugc sk
dung trong cac bién chirng ctiia XGMB,
nhw phong ngtra rdi loan chirc ndng tuan
hoan do choc hat dich mang bung va rbi
loan chirc nang than do viém phidc mac
nhiém khuan tw phat. Trong hai bién
chirng nay, ty 1& bién chirng giam va loi
ich sdng con ngén han da dwoc chirng
minh. Ngoai ra, albumin nguw&i la mét
thanh phan thiét yéu, cung véi thube co
mach, trong diéu tri hdi chirng gan than
loai mét.

Cac dac tinh khéng-ung thw cua
albumin ngwdi bao gébm chéng oxy héa
va “nhat rac’, vi albumin 1a mét nguén
chinh cda cac nhém sulfhydryl ngoai bao;
lién két va van chuyén nhiéu chét ndi sinh
va ngoai sinh, bao gédm PAMPs, DAMPs
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va prostaglandin E2 (PGE2); diéu hoa
chtrc nang ndi mé, do dé gép phan duy tri
tinh thAm mao mach binh thuwéng va diéu
hoa cac phan &ng viéem va mién dich.
Trong xo gan tién trién, cac chirc nang
nay bi can tré khéng chi do gidm ndng dd
huyét thanh ma con do cac bat thuwong
phan t& sau phién ma nhw cysteinyl héa
hoac sulfinyl hoéa duv Iwong Cys34.
Albumin ngudi lien két voi PGE2, mét
dac diém co lién quan dén xo gan tién
trién, trong d6 mirc PGE2 lwu hanh tang
cao gay ra rc ché mién dich bang céach
cho phép PGE?2 lién két v&i dai thwc bao.
Bb sung albumin nguwi, lam gidm PGE2
tw do c6 thé gop phan khdi phuc kha
nang mién dich va gidm nguy co nhiém
trung.

O BN bj xo gan va trwéng bung, ding
albumin ngu®i liéu 25 g/tudn trong 1 nam
va 25 g sau 2 tuan trong 2 ndm lam giadm
kha nang phat trién bung trwéng va tai
nhap vién, nhung khéng anh hudng dén
séng con. Nghién ciru ANSWER (2018)
so sanh hiéu qua cta albumin nguoi (40
g hai lan/tuan trong 2 tuan dau va 40 g
méi tudn mét lan trong 18 thang) kém véi
diéu tri chuan so véi diéu trj chuan don
thuan trén 431 BN xo gan va khong bién
chirng trwéng bung. Ty Ié tich Ily cua
choc hut dich trwdng va ty 1é trwdng bung
khang tri gidm gan mét nira & BN nhanh
diéu tri chuan kém albumin nguoi. Hon
nia, ty I& cac bién chirng nhw viém phic
mac nhiém khuan tw phat, nhiém khuan,
bénh nao gan dé llI-1V, suy than, ha natri
méu va héi chirng gan than typ 1 déu giam.

MIEN DICH HOC VA Y HOC TAI TAO
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Mot cach tiép can méi dé diéu tri
XGMB la kich hoat té bao gbc tdy xwong
ho&c ghép té bao gbc trung md cé ngudn
gbc tir ty xwong, vi nhirng té bao nay co
tac dung diéu hoa mién dich va/hoac tai
tao gan. Mot nghién ctu tién cteu chi dinh
ngdu nhién 55 BN XGMB cho thdy BN
duwoc diéu tri két hop yéu té tang trwdng
c6 cai thién Ién vé thang diém danh gia
ddé nang cua gan (Child-Turcotte-Pugh:
48,6% so v&i 39,1%; MELD: 40,4% so v&i
33,0%), nhirng BN nay ciing gidm ty |é
nhiém trang huyét va séng con sau 12
thang (68,6% so v&i 26,9%). M6t cach
tiép can khac bao gom tiém mét 14n hoac
hai 14n vao déng mach gan té bao gbc
trung md cé ngudn gbc tr tly xwong
ho&c diéu tri y khoa chuan cho 72 BN xo
gan do rwou c6 phan dé Child-Pugh B
hoac C. Vao thang thir sau, BN trong
nhom té bao gbc trung mé cé ngudn gbc
tlr tdy xwong da giam xo hoéa gan, theo
danh gia vé md hoc va cai thién thang
diém Child-Pugh bat ké sé lwong mii
tiém. C& hai cach tiép can nay déu co
nhiéu hva hen, nhung s lwong BN tham
gia nghién ctu twong déi it, chua da dé
duwa ra khuyén céo cac bién phap can
thiép nay co thé dw phong bién chirng va
tlr vong trong XGMB.
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