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Danh gia hiéu qua cda corticoid va thudc khang virus trong
dicu tri tién suy gan cAp do viém gan virus B cap va dgt cap
viém gan virus B man

Efficacy assessment of the combination therapy of corticoid and nucleoside in treatment
of pre-liver failure due to acute hepatitis B and chronic hepatitis B exacerbation
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Abstract

Hepatitis B is the leading cause resulting in cirhhosis and HCC in Asia and Vietnam. Severe acute
hepatitis B and exacerbation of chronic hepatitis B (CHB) could result in acute-on-chronic liver failure
(ACLF). The combination of corticoid and nucleoside has been confirmed to be effective to improve the liver
function and viral response as well as reduce the short-term mortality in ACLF. However, some cases have
not fulfilled the criteria of ACLF characterized by continuously elevated bilirubin. They are defined as pre-
liver failure which could progress to ACLF. We report 6 cases pre-liver failure resulted from acute hepatitis
B (2 cases) and acute-on chronic hepatitis B (4 cases) that were indicated with the combination therapy of
corticoid and nucleoside after intolerated with supportive treatment and nucleoside alone. This combination
therapy did result in improvement of liver function, prevent the progression to ACLF and induce the viral
response and reversed serology of hepatitis B. These cases show that the combined therapy can be effective
in treating pre-liver failure due to acute hepatitis B and chronic hepatitis B exacerbation.

Key words: the combination therapy, corticoid, nucleoside, pre-liver failure, acute hepatitis B, acute-on-chronic
hepatitis B, exacerbation.

Tém tit

Viém gan virus B 12 nguyén nhan hang diu gay xd gan va ung thu gan & chau A va Viét Nam. Nhiing
dgt ti€n trién clia viém gan virus B man va viém gan virus B cip c6 thé din dén suy gan cip. Liéu phap
k&t hop corticoid ngdn ngay va thudc khéng virus viém gan B (nucleoside) dudc chitng minh c6 hiéu qua
cai thién chifc ning gan va gidm tf 1& t vong ngdn ngay va cii thién dép ng virus trong suy gan cap.
Tuy nhién, c6 nhiéu trudng hgp khong dap tng @i tiéu chuéin clia suy gan cip nhung bilirubin méu ting
kéo dai lai c6 tinh de doa ti&n trién suy gan cAp va tif vong dugc dinh nghia 1a tién suy gan cap. Chiing tdi
bdo cdo 6 trudng hdp tién suy gan cap do viém gan virus B cAp va dgt cAp viém gan virus B man khong
ddp ng véi diéu tri thong thudng sau 3 - 7 ngay dugc diéu tri v6i liéu phap phdi hop corticoid ngén ngay
va nucleoside. Chudi trudng hdp nay cho thay liéu phap phdi hop c6 hiéu qua trong ngin ngira tién suy
gan cAp tién trién dé€n suy gan cip, cai thién chitc ning gan va cé dap ting chuyén ddi huy&t thanh va dap
(ng virus t6t sau 3 thang trong viém gan virus B cap ning va dgt cAp viém gan virus B man.

T khéa: liéu phip két hgp, corticoid, nucleoside, tién suy gan cip, viém gan virus B cip, dgt cip
viém gan virus B man.
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I. Dit van dé

Virus viém gan B 12 mot trong nhitng nguyén
nhan hang dau gy xo gan va ung thu gan tai Viét
Nam. Suy gan cip, suy gan ban cap va dgt suy gan
cip trén nén man thudng lién quan d&én nhiém
virus viém gan B, ddc bi€t nhitng dgt bung phat
manh. Suy gan cidp dugc ASSLD dinh nghia c6
cic dac di€m sau: INR > 1,5 hodc Ty prothrombin
< 40%, bénh 1y ndo gan & bat ki mic do nao &
bénh nhan khong c6 xo gan trudc d6 va dién ti€n
bénh kéo dai < 26 tuan [1]. Ngoai ra, mot thé
ning cda dot cAp dudc goi la dgt cAp ning cla
viém gan virus B man, dugc dinh nghia 1a tién suy
gan cip dudc xem 1a ddu hiéu cdnh bao cia dgt
cAp suy gan man. Nghién cttu clia Zhang va Xia
quan sit thdy tién suy gan c6 cic bi€u hién: mat
bl cAp trén nén man tinh, mét mai va triéu chitng
clia tiéu héa trén, vang da cip, tdng bilirubin toan
phan > 34,2 mmol/l hoic > 171,1 umol/l, alaninie
aminotransferase (ALT ) > 10 ULN, 40% < PTA <
60% hoac 1,28 < INR < 1,50. Mot dinh nghia khdc
vé& tién suy gan cAp vdi tiéu chuin: dot mit bu cAp
trén nén bénh gan man tinh, bilirubin toan phan
> 51mmol/L; va 40% < PTA < 70%. Tién suy gan
c6 nguy cd ti€n tri€n thanh suy gan cip trén nén
man tinh véi ti 1€ t& vong cao [2] [3] [4]. Vi vay,
tim ra gidi phap diéu tri phit hgp rat quan trong dé
du phong ti€n trién thanh ddt cAp ning gay suy
gan trén bénh nhin viém gan virus B man tinh.
Thudc diéu tri khdng virus vdi analog nucleoside
(NA) dugc xdc dinh c6 vai trdo dy phong tién trién
clia viém gan virus B ning dé€n suy gan cip, dong
thdi lam gidm tai lugng virus trong diéu tri dgt
cAp viém gan virus B man va trong viém gan virus
B cip [1] [5] [6]. 7

Corticoide da dudc chiing minh c6 thé e ché
nhanh chéng dap ¢'ng mién dich va phdn tng viém
qua mtc trong di€u tri viém gan c6 suy gan khong
do virus va dgt bung phdt cta viém gan virus B
man mang tinh de doa [7] [8] [9]. Vi vay, diéu tri
viém gan virus B c6 tién suy gan cAp vdi corticoide
c6 thé 12 mot sy lya chon mdi. Tuy nhién, hiéu
qué va chi dinh diéu tri liéu phép corticoide ddi
vdi bénh nhan tién suy gan cip trong dgt man cia
viém gan virus B va viém gan virus B cip, ciing
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nhu thdi di€m va liéu trinh diéu tri chua dudc xdc
dinh 16. Trong bai bdo nay, chidng tdi bdo cdo 6
trudng hop tién suy gan cAp gdm 4 trudng hdp
ddt cAp viém gan virus B va 2 viém gan virus B
cip dudc diéu tri v6i methylprednisolon 2 tudn va
prednisolon 2 thing k&t hgp véi Entecavir ¢6 hiéu
qué tot trong phong ngira ti€n trién d&n suy gan
cap sau khi khong dap tng vé6i thudc khdng virus
thong thudng.

I1. Truong hgp l1am sang

1. Bénh nhan Nguyen Cao X.P, 26 tudi. Nhap
vién ngay 23/2/2018. Khd3i bénh cach ngay nhip
vién 2 tudn véi vang da, vang mit, mét mdi. Pugc
diéu tri & bénh vién tuyén truSc nhung khong
cai thién. Xét nghiém khi vao vién: HBsAg (+),
HBeAg (+), Anti HBc IgM: (+), Anti HAV IgM
(-), AST: 181 UI/L, ALT: 448 UI/L, bilirubin
TP: 417 mcmol/L, HBV DNA: 4m tinh. Bénh
nhan dugc chin dodn viém gan virus B t&i cap
va dugc ti€p tuc diéu tri v6i entecavir 0,5mg da
dudc diéu tri truSc d6. Bénh nhan ti€p tuc vang da
ting dan véi ndng dd bilirubin TP: 538 mcmol/L,
HBeAg am tinh, HBsAg: dudng tinh, INR trong
gi6i han binh thudng trong qué trinh nim vién.
Bénh nhin dugc diéu tri phdi hop prednisolone
1,5mg/ kg/ ngay TM, bilirubin va men gan nhanh
chéng ha xudng trong vong 3 ngay sau khi diéu
tri prenisolone. B&énh nhan ti€p tuc diéu tri bing
prednisolon udng liéu 1mg/kg, giAm dan liéu 10
mg/tudn va chidm dift prednisolone sau 1 thdng.
Sau 3 thang bénh nhan c6 chuyén ddi huyé&t thanh
HBsAg (-), Anti HBs (+) cdc chi s6 sinh héa hoan
toan binh thudng va lanh bénh hoan toan. Bénh
nhan ngung diéu tri entecavir

2. Bénh nhan Nguyén Vin C, 23 tudi. Vao vién
ngay 7/3/2018. Khdi bénh cach ngay nhdp vién
hai tudn véi mét mdi, vang da. Tién st phat hién
viém gan virus B, phdt hi€n cich 5 nam khong
diéu tri. K&t qua xét nghiém: HBsAg (+), HBeAg
(-), Anti HCV (-), Anti HAV IgM (-), HBV DNA
1,65 x 10° copies/mL, AST 22600 Ul/mL, ALT
8019 Ul/mL, bilirubin TP: 511 mcmol/L, INR:
1,07. Bénh nhan dudc chin doin dgt cdp viém
gan virus B man va dugc diéu tri tenofovir 300
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mg/ngay. Sau 3 ngay bilirubin ti€p tuc ting
véi bilirubin TP 789 mcmol/L, AST: 512 UI/L,
ALT 2893 UI/L, bilirubin ti€p tuc ting cao 997
mcmol/L, bénh nhin cé bi€u hién bénh ly ndo
gan v6i dau dau, kich thich, budén ndn, ndn mira,
I6 md. Bénh nhian dugc st dung prednisolone
liéu 1,5 mg/kg TM trong 5 ngay sau d6 ngung do
bénh nhan xuat hién sot cao nghi do boi nhiém.
Tuy nhién, sau d6 tinh trang bénh nhan cai thién
nhanh chéng véi bilirubin gidm nhanh, hét vang
da, hé&t sot, hét triéu chitng bénh 1y nio gan sau
mdt tuan diéu tri. Bénh nhan dugc cho ra vién ti€p
tuc theo ddi va diéu tri khang virus tenofovir. Sau
2 thang men gan va bilirubin trd vé binh thudng,
HBV DNA (-), HBsAg (+). Bénh nhan dugc ti€p
tuc diéu tri duy tri Tenofovir.

3. Bénh nhan Nguyén Thi T, 54 tudi, vao vién
ngay 23/4/2018. Khgi bénh cach ngay nhip vién
10 ngay véi cAm gidc mét méi, vang da ting dan.
Tién si phat hién viém gan virus B c6 thdi gian
diéu tri thudc khong 16 loai sau dé tu ngung. Két
qua xét nghiém: HBsAg (+), HBeAg (+), Anti
HCV (-), Anti HAV IgM (-), AST: 817 UI/L, ALT:
66 UI/L, bilirubin TP: 327 mcmol/L, HBV DNA:
9,89 x 108 copies/L, INR: 1,49. Bénh nhan dugc
diéu tri entecavir 1 mg ngay. Bénh nhan khong c6
d4u hiéu dap wng diéu tri, bilirubin ti€p tuc ting
cao sau 10 ngay nh@p vién vdi bilirubin TP: 409
mcmol/L, AST: 110 U/L, ALT: 117 U/L. Bénh
nhan dudc chi dinh prednisolone liéu 1,5 mg/kg/
ngay TM trong 1 tuan. Bilirubin gidm din xudng
259 mcmol/L sau 5 ngay diéu tri. Bénh nhan sau
d6 chuyén sang dudng udng prednisolone 1 mg/
kg va rdi gidm din liéu 10 mg/tudn va ngung hén
sau 1,5 thdng. Bénh nhin c6 bilirubin va men
gan trd vé binh thudng sau 2 thing diéu tri. Sau 3
thang, HBV DNA am tinh, HBsAg (+). Bénh nhan
dudc ti€p tuc diéu tri v6i Entecavir 1mg/ngay.

4. Bénh nhan Nguyén Dinh Q, 46 tudi, nam.
Vao vién 25/3/2020 vi vang da ting din trong 14
ngdy va in kém, kham va diéu tri § Bénh vién
da khoa Ha Tinh, men gan ting cao nén chuyén
Bénh vién Trung uong Hué diéu tri. Tién si: udng
bia rugu it. Xét nghiém: HBsAg (+), HBeAg (+),
SGOT: 1430 U/L, SGPT: 1430 U/l, HBV — DNA:
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10* copies/ml, Bilirubin —TP: 527,8 umol/l, Bil-
TT: 269,4 umol/l. Ty Prothrombin: 63%. B dan
hdi gan: F4. Bénh nhan dudc chin doin: Dot cap
viém gan virus B man va dugc diéu tri v6i Entecavir
Img/ ngay. Sau 5 ngay diéu tri, bénh nhan khong
c6 dau hiéu dap Gng, men gan va bilirubin médu
tang hon (SGOT: 1545 U/1, SGPT: 1855 U/, Bil-
TP: 613, 4 umol/l, Bil TT: 371 pmol/l) nén dugc
diéu tri phdi hgp: Methylprednisolon 1mg/kg/
ngay (80 mg/ngay) va Entecavir 1mg/ngay. Sau
7 ngay diéu tri, transaminase va bilirubin gidm:
SGOT: 269 U/l, SGPTL 576 U/, Bil - TP: 239,8
umol/l, Bil - TT: 122,4 umol/l nén dugc gidm li¢u
Methylprednisolon 40mg/ ngay trong 4 ngay. Sau
d6 chuyén prednisolon 5Smg gidm liéu dan con 10
mg va ngung sau 1,5 thdng. Sau 3 thing, bénh nhan
c6 xét nghiém transaminase va bilirubin toan phan
binh thudng, HBV-DNA: 10 copies/ml. Bénh
nhan ti€p tuc duy tri Entecavir 1mg/ngay.

5. Bénh nhan Nguyé&n Thi B, 64 tudi, nif, vio
vién ngay 17/11/2020 vi vang da ting dan, diéu
tri § Bénh vién Cu Ba Quang Binh khong gidm
nén chuyén vao Bénh vién Trung wong Hué&. Bénh
nhin c6 tién st ddi thio dudng typ 2 dang dicu
tri Metformin 100 mg/ngay, ting huyét ap diéu tri
Amlodipin 5 mg/ngay va viém gan virus B man
chua diéu tri. Xét nghiém: SGOT: 716. 57 U/L.
SGPT: 703, 1 U/, Bil-TP: 592, 8 umol/l, Bil-tt: 284
umol/l, Anti HCV (-), Ty prothrombin: 35 %, INR:
2,28, HBV-DNA: 108 copies/ml va siéu 4m bung:
Gan nhiém md do II. Bénh nhan dugc chin doan
ddt cip viém gan virus B man/P4i thdo dudng/
Ting huyét 4p va diéu tri v6i Entecavir 1mg/
ngay. Sau 3 ngay, bénh nhan khdéng c6 dap tng
diéu tri ban diu véi bilirubin ting (Bilirubin TP:
554,4 pmol/l, Bil — TT: 282,7 pmol/l) nén dugc
chi dinh diéu tri phdi hdp Methylprednisolon 1mg/
kg (80 mg/ngay) trong 1 tudn gidm dan liéu va
Entecavir 1mg/ngay. Sau 2 tuin, bilirubin gidm
con 495 umol/l, SGOT: 86 U/L, SGT: 110 U/L,
bénh nhan dugc chuyén sing prednisolon udng 40
mg/ ngay gidm dan liéu con 20 mg/ngay va ra vién
sau 1,5 thing, ngung hén Prednisolon sau 1 thing.
Sau 3 thang, Bilirubin - TP: 174 ymol/l, SGOT:
78,08 /1, ti€p tuc duy tri Entecavir 0,5mg/ngay.
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6. Bénh nhan Lé Thi T, 67 tudi, vao vién ngay
6/6/2021 vi mét mdi va vang da ting din trong
10 ngay, c6 tién sif viém gan virus B man. Xét
nghi€ém ban dau: SGOT: 1483, 41 U/l, SGPT:
1194 U/1, Bilirubin —TP: 285 umol/l, Bilirubin —
TT: 178, 1lumol/l, HBeAg (-), INR:1,89 va Ty
prothromin: 42%, HBV-DNA: 9, 89 x 10® copies/
ml, Siéu Am dan hdi gan: F3. Bénh nhan dugc
chin dodn: Pt cip viém gan virus B man va dugc
diéu tri ban dau véi Tenofovir 300 mg / ngay. Sau
6 ngay, Bilirubin —TP va TT ting cao gip doi
va transaminase khong gidm nén dugc chi dinh
diéu tri phdi hgp Methylprednisolon 60 mg / ngay
tiém tinh mach trong 1 tuin, Entecavir 0,5 mg va
Tenofovir 300 mg/ngay. Sau 3 ngay, Bilirubin
— TP gidm xu6ng 340,1 pmol/l, SGPT: 393 U/,
bénh nhan dugc gidm din liéu methylprednisolon,
chuyén sang prednisolon udng 40 mg/ ngay giam
dan liéu con 10 mg/ ngay va ngung hin sau 2
thang. Sau 3 thang, Bilirubin TP va transaminase
trd lai binh thudng va HBV-DNA: 10? copies/ml.
Bénh nhan ti€p tuc diéu tri v6i Entecavir 0,5 mg/
ngay va Tenofovir 300 mg/ngay.

III. Ban luan

Hon 30% bénh nhan viém gan virus B man
trai qua nhitng dgt tai hoat dong lién tuc cia virus
viém gan B va c6 biéu hién 1am sang v&i vang da,
bénh Iy ndo gan va xd gan mat bu dudc goi la dgt
cAp viém gan man ti€n tri€n thanh suy gan cip
ning trén nén man tinh. Sy tdi hoat dong nay c6
thé do nhitng thay d6i trong ki€m soat mién dich
cda virus nhan 1é€n va kha nidng tai tao cia phong
ngu cla vat chd. Tién lugng cia nhitng bénh nhan
c6 dgt cip viém gan virus B man va viém gan cip
ti€n tri€n thanh suy gan cAp trén nén man thudng
kém [10], [11]. Tuy nhién, céic ti€u chudn chin
doan cta dgt bung phét cap ning thudng khong
ddy dd nén cin dua ra dinh nghia va tiéu chuin
chidn dodn tién suy gan cap thay vi dgt cAp ning
clia viém gan virus B dé dua ra liéu phap diéu tri
ngin ngira ti€n trié€n bénh thanh suy gan cap.

Bénh nhan bi tién suy gan ciAp thudng c6 nguy
cd tién trién thanh suy gan cip véi ti 1& tf vong
cao. Piéu tri v6i truyén plasma va loc mau khong
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phdi ldc nao ciing c¢6 hiéu qua rd rét. Mic du
ghép gan c6 thé gitip bénh nhin sdng sét va cai
thién tién lugng nhung thudng ton kém chi phi va
c6 nhitng bi€n chitng de doa tinh mang cho ngudi
hi€n [11]. Vi vy cin c6 liéu phap diéu tri khic
ghép gan c6 hiéu qui d6i vdi tién suy gan cip
trong dgt bung phit viém gan virus B.

Thudc khang virus viém gan virus B da dugc
khuyén cdo bdi AASLD va cdc nghién cttu khdc
chitng minh trong diéu tri dgt cAp viém gan virus
B va suy gan cap do virus viém gan virus B vi ¢6
hiéu quéa lam gidm qué trinh hoat dong cuia virus
[11[6][12]. Zhang va cOng su khi so sinh hiéu qua
clia Entecavir va Lamivudine nhan thiy Entecavir
c6 hiéu qud dc ch€ sy nhan ddi cda virus viém
gan B nhanh hon, t6c do ddp Gng virus va sinh ha
nhanh hon va gidm thang di€ém CTP va MELD
nhanh hon Lavimudine § ngay thit 60 va kha niang
séng sét cao hon c¢é y nghia § tuin th 52. Piéu
nay c6 y nghia Entecavir c¢6 hiéu qua lam gidm
hoat dong ctia virus ciing nhu cdi thién ti 1& song
lau dai d6i v6i bénh nhan viém gan virus B man
ti€n tri€n so v6i Lamivudine [13]. Mit khac, Li va
cOng su nghién cttu trén 3 nhém viém gan virus B
man tién trién suy gan cap véi 3 nhém TAF, TDF
va ENT cho thdy sau 4 tuin cd 3 nhém déu gidm
HBYV DNA va déip tng sinh hoc nhu nhau va sau
48 tuin, tit c bénh nhan ctia 3 nhém déu song
s6t khong can ghép gan va dat dudc ddp ('ng mién
dich huy&t thanh, khong con phat hién HBV-DNA
trong huy&t thanh. Hon nita, c& 3 nhém thudc NA
déu c6 it tic dung phu trong thdi gian theo doi,
ddc biét suy than va lodng xuong la tic dung phu
ddng lo ngai cia TDF. Nhu vay céc thudc NA c6
tdc dung c ch& virus nhu nhau va cai thién chic
nidng gan, cling nhu ti 1& séng lau dai cho bénh
nhan. Riéng th€ hé NA diu tién 1a Lamivudine
hién tai khong dudc khuyé&n cdo 1am sang do ti 1&
dé khéng thudc cao. Va Entecavir cling dd dugc
chitng minh c6 hiéu qué c ch€ sy nhan 1én cla
HBYV nhanh hon va c6 ti 1& dé khang thap hon cé
¥ nghia, chinh vi th€ Entecavir dugc diing rong rai
trén 1am sang [14]. Viéc chi dinh NA giip HBV-
DNA gidm xudng nhanh chéng nhung su céi thién
chifc ning gan s& cham phuc hdi, mit tif vai tuan
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dén vai thang. Trong thdi gian d6, phan ¥ng déap
rng mién dich qui mifc vin ti€p tuc va tén thuong
t€ bao gan vin ti€n trié€n. N&u c6 bat ki liéu phap
can thi€p nao § giai doan nay sé ¢6 1gi cho nhitng
bénh nhan c6 biéu hién tién suy gan.

Trong ddt cAp ning viém gan virus B man tinh,
t6n thuong t€ bao gan chd yé&u 1a do cac t&€ bao
gan bi nhiém virus bi ly gidi qua trung gian t& bao
lympho T doc [11]. Sjogen cho ring corticoide c6
thé diéu hoa hoat dong ciia viém gan virus B man
biing céch tc ch€ ddp ng mién dich cta vat chd
vdikhang nguyén viém gan virus B. Theo d6, diéu
tri bénh nhan bi tién suy gan cip vdi corticoids
dé tc ch& dip ng mién dich qud mic va ngin
ngtra ly gidi t&€ bao clia t& bao gan Ia lya chon
chinh xéc [15]. Fujiwara va cdng sy nghién cttu
cho thiy chi dinh liéu cao corticoide k&t hgp véi
NA c6 thé lam d4o ngugc qua trinh hity hoai ti€ém
4n & bénh nhan c6 dot bung phait cAp ning cla
viém gan virus B man va NA ¢6 thé 1am rit ngén
liéu trinh dung corticoide [16]. Nghién cdu cta
Zhang cho thay, ti 1& tif vong va ti 1& cda suy gan
cap trong dgt cAp viém gan virus B man thap c6
¥ nghia & nhém diéu tri véi dexamethasone hon
nhém ddi chitng. Va diéu tri v6i dexamethasone
dudc khing dinh 12 y&u t6 du dodn tf vong doc
1ap va chi ra ring liéu phap dexamethasone ngin
ngay c6 hiéu qua ngin ngira ti€n trién clia bénh
nhan tién suy gan cAp va cdi thién tién lugng cla
bénh nhan [3]. Trong nghién citu clia ching toi,
viéc chi dinh liéu cao Entecavir Img / ngay va
Methylprednisolone liéu cao trong 1 - 2 tudn lam
gidm bilirubin nhanh hon va qué trinh hiy hoai
t€ bao gan cham lai va chic ning gan dudc cai
thién, han ché& dudc cac bi€n chitng clia viém
gan virus B cap va dgt cip viém gan virus B man
12 hodi ching ndo gan, r6i loan dong méau va hoi
chitng gan than, ti d6 rit ngdn thdi gian nim vién
va ti 1é tf vong do suy gan cap va bi€n chitng clia
suy gan cap.

Nghién citu cia Zhang va cs (2011) trén bénh
nhan tién suy gan cap trong d¢t cap clia viém gan
virus B man cho thdy sy cai thién chifc ning gan
td6t hon § nhém diéu tri véi dexamethasone so v4i
nhém ddi ching. Trong 4 tuin diéu tri, ndbng do
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bilirubin huy€&t thanh thap hon so v6i nhém doi
chitng [3]. Nghién citu clia chiing tdi ciing thiy
rang ndng do bilirubin mau va transaminase gidm
xudng tr ngdy tht 3 - 5 ctia liéu phap phdi hgp
va sau 2 tudn cdc bénh nhan c6 gia tri thap c6
y nghia, sau 3 thang 5/6 bénh nhan c6 két qua
bilirubin m4u binh thudng va gidm ndng do HBV-
DNA. K&t qua nay cho thiy liéu phép corticoide
ngin ngay c6 hiéu qud cai thién chic ning gan
& bénh nhan tién suy gan cap trong dgt cAp viém
gan virus B man, dic biét hd trg lam gidm nhanh
chéng bilirubin mau va 1am ngin liéu trinh diéu
tri. Co ché cia corticoide trong diéu tri tién suy
gan ciAp chua dugc ré chic chin, ¢ thé do cic co
ch& sau: (i) Dy phong ton thuong gan nguyén phat
bing céch ttc ch& ddp ng mién dich qua mic, (ii)
ngin ngira ton thuong gan thit phat do ndi doc t&
bing cich trc ch€ sdn xuit cac gbc tu do oxy hda
va cytokine, (iii) Ngin ngira ly gid t&€ bao cda cdc
t€ bao gan qua dn dinh mang ty lap thé va céc
chat doc luu hanh, (iv) cdi thién hoat dong chic
ning clia cdc t&€ bao con lai [3] [8].

Corticoide c6 nhitng tic dung phu d4ng ké khi
diéu tri vi th€ van dé thdi diém chi dinh va liéu
trinh diéu tri corticoide cAn dugc cAnnhic. Nghién
ctu ciia Zhang va cs (2011) trén 56 bénh nhan
dudc chin dodn dgt cAp viém gan virus B man c6
tién suy gan cap cho thiy c6 sy gidm nhanh chéng
ndng do bilirubin m4u tir ngay thi 5 clia liéu phép
phdi hdp va la ddu hiéu quan trong cla cdi thién
chitc nidng gan va tién lugng t8t cho bénh nhan.
Do d6, Zhang dé nghi d4dnh gid ndng dd bilirubin
G ngay thd 5 cda liéu trinh methylprednisolone
c6 thé dugc dung la chi diém dip @ng ban diu
clia liéu phdp corticoide. Pong thdi, tic gid cling
phan chia 56 bénh nhian thanh 2 nhém cé dap
ng vGi dexamethasone: ddp tng nhanh (50%) va
ddp &ng cham (50%), k&t qua cho thdy nong do
ctia bilirubin va ti 1& ti€n trién clia suy gan cip
G nhém dap ng cham cao hon ¢ y nghia so vdi
nhém ddp ¢ng nhanh trong sudt 4 tuan diéu tri
vGi dexamethasone. Nghién cifu nay ciing chi ra
rang 5 ngay di€u tri liéu phdp dexamethasone
la dd ddi v6i ngudi ddp ¢ng nhanh va gidm dan
liéu 1a cin thi€t d8i v6i ngudi ddp tng cham [3].
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Trong nghién cttu clia chiing tdi, 6 b&énh nhan déu
dudc chi dinh diéu tri methylprednisolone tiém
tinh mach phdi hgp sau 3 - 7 ngay diéu tri thudc
khang virus NA khong c6 ddp tng qua nong do
Bilirubin va transaminase van tiép tuc ting. Su
gidm nhanh chéng ndéng d6 bilirubin miu tir
ngay thit 4 dén ngay thit 12 cla liéu trinh & 5/6
bénh nhan va c¢6 1 bénh nhan vAn con bilirubin
> 171 umol/1 § thoi diém 1, 5 thang. Sau 3 thang,
5/6 bénh nhan c6 ndng dd bilirubin trd vé binh
thudng va 1 bénh nhan c6 gia tri bilirubin gap 4
lan gi4 tri trén binh thudng sau khi dd gidm dan
liéu prednisolone va ngung hin. Piéu nay c6 y
nghia d4nh gid ndng do bilirubin & ngay thtt 4 cia
liéu trinh methylprednisolone c6 thé 1a chi diém
ddp ng ban diu cda liéu phép corticoide d6i véi
ngudi dap ng nhanh nhu tic gid Zhang da dé cap,
va can theo doi ndng do bilirubin sau liéu phap
gidm liéu prednisolone ddi véi ngudi dip tng
chim. Van dé dit ra 1a tai sao c6 su khac biét vé
ddp Gng vdi diéu tri phdi hdp NA va Corticoide?
Va vai tro cia bilirubin trong ddnh gia tién suy
gan cip nhu thé nao?

C6 nhiéu hé thong diém dugc dung dé du
doan két qua clia bénh 1y gan giai doan cudi gdom
Thang di€m Child Pugh, chi s6 MELD, tiéu chuén
Kings College Hospital (KCH), danh gia suy cd
quan ti€p ndi 9 (SOFA) va APACHE. Tuy nhién,
tit c cdc thang di€m trén déu khé 4p dung cho
dgt cip suy gan man va tién suy gan cip. CTP chii
y&u ap dung cho bénh nhan xo gan véi muc tiéu
d4dnh gid chii quan vé bénh nio gan, cd truéng
va khd nang phan loai gi6i han. Ngoai ra, CTP
khong thé phan biét y nghia 1an sang giita mic
dd nhe -trung binh va nidng, va bénh nhan c6 do
ning bénh khic nhau ciing c6 di€ém CTP gidng
nhau. Vi vay, CTP c6 @9 chinh xac ti€n lugng dot
cip suy gan man kém. Tuong tw, KCH va Clichy
ciing it dugc st dung d€ du dodn tién luong cho
bénh nhan c6 dgt cAp suy gan man tinh. Thay vao
d6, cdc thang di€m nay phi hop dé danh gid do
ning ctia bénh nhin suy gan cip va d6 khin cip
dé ghép gan hon. Chi s6 MELD gdm creatinine
mdu, Natri mdu, Bilirubin va ty 1& prothrombin.
Thang diém MELD c6 uu di€m 1a phan 4nh chinh
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x4c nong do bilirubin mdu cao, rdi loan dd6ng mau
va suy chifc ning than. Nhiéu bdo cdo cho thay
chi s6 MELD Ia chi s6 du doén tf vong t8t trong
dot cdp suy gan man tinh dang chd ghép gan.
Bénh nhan dgt cAp suy gan man c6 chi s6 MELD
cao (>30) c6 k&t qua sau ghép gan tot hon nhitng
ngudi cé di€m < 30 sau ghép gan. Vi thé, chi s&
MELD khéng phai 12 thang di€m tién lugng cho
bénh nhan viém gan virus B ¢6 dgt cAp suy gan
man dang chd ghép gan [19] [20].

Trong nghién citu clia ching toi, tit cA bénh
nhan khdng d4p tng véi diéu tri khang virus biéu
hién qua bilirubin toan phan, truc ti€p va tu do
tang dan va cdc thong so chi gidm sau khi k&t hgp
NA va corticoide. Piéu nay cho thiy c6 vai trd
gidm viém dudng mat cda corticoide tir d6 lam
gidm bilirubin m4u va gidm nguy co tién trién d&n
suy gan cAp. Van dé ditra 1a vai trd cda bilirubin
trong tién suy gan cAp va né c6 thé 1a chi diém don
doc dé tién lugng tir vong ngin ngay cho nhitng
bénh nhén tién suy gan cip va dot cip suy gan
man khong? Veldzquez va cong sy lan dau tién
nghién cttu vai tro ctia bilirubin trong tién lugng ti
1é song s6t trong vong 1 tuin trén bénh nhan suy
gan cap. Nghién cifu cho thay bilirubin toan phan,
bilirubin tryc ti€p va tu do tai thdi di€m nim vién
c6 lién quan y nghia véi ti 1é tif vong trong 1 tuan
va 1a y&u t& doc 1ap véi ti 1é t vong trong 1 tuln.
Trén dudng cong ROC, bilirubin truc ti€p, toan
phan va ty do la chat du dodn tif vong ngin ngay
t6t nhat c6 ¥ nghia. Piu nay chi ra ring, bilirubin
toan phin va truc ti€p ting cao trong thdi gian dai
c6 khd ning gy ti vong do nhitng bi€n ching cia
hdi chitng ting bilirubin mau. Tién lugng t& vong
ngin ngay rit quan trong vi lién quan dén nguy
co suy chiric ning gan d6t ngdt va hdu qua cia céac
co quan khdc sau vai tudn [21]. Do d6 can quyét
dinh thdi gian can thiép ghép gan sém d€ gidm
thi€u cac liéu phép tranh bi€n chiing nang din t6i
tl vong. Bilirubin 12 sdn pham cudi ciing tan trong
diu clia qué trinh thodi héa hemoglobin, ndng do
trong mau ctia n6é tr 0,01 - 10 umol/l va la chat
chong oxy héa béo vé t&€ bao khdi cdc géc phéng
xa tu do. Bilirubin ddng thdi thic ddy diéu hoa
mién dich va gy hiéu tng chdng viém bing cich
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gidm diéu hoa sy banh truéng clia cdc cytokine
viém va cdc phan tit k&t dinh va gidm thAm nhiém
t€ bao mién dich. Tuy nhién, trong suy gan cic
chitc ning c6 Igi d6 hoan toan bi€n mat, chic
ning lién hop clia bilirubin bi suy y&u, vi thé sy
bai ti€t qua than kém hiéu qué nén bilirubin ty do
bi tich lily trong mdu. Ngoai ra, trong cic trudng
hdp suy gan cip, dao thai bilirubin truc ti€p gidm
ding ké, gay tich liiy cdc hgp chat dich mat gy
doc tiém 4n & gan va hé thong nhu acid mat va
billlirubin tryc ti€p din dén tén pha hiy gan va
vang da ning. Vang da ning 1én qua sy dicu
hoa thay ddi clia receptor X farnesoid (FXR) va
cdc receptor xenobiotic, constitutive androstane
receptor va receptor X pregnane la nhitng receptor
tham gia diéu hoa gen lién quan khit doc va van
chuyén acid mat va bilirubin. Do d6 nhitng bién
ddi vé bilirubin & bénh nhan xd gan mat bu 1a do
sy phd hiy ti€n trién va cip tinh t& bao gan do
ddt cdp suy gan man. Valaquez nhan thidy ndng
d6 bilirubin ty do c6 ti 16 Odds cao nhat d€ du
doan t 1& tf vong & bénh nhan c6 dgt cip suy
gan man. Tt d6 chi ra bilirubin lién quan d€n mat
bl clia gan bao gdm bénh 1y nio gan, c§ truéng,
chdy m4u gidn tinh mach, nhiém triing va ngay ca
vang da. Trong viém gan ti€n tri€n c6 sy ting cao
ndng dd cac chat tién viém nhu interleukin (IL)2,
yé&u t6 hoai tif u a (TNF-a), TNF-a receptor 1,
TNF-a receptor 2, IL-6 va IL-8, tit d6 gay ra con
bdo cytokin 1am ning viém tic dudng mat trong
gan gy t dong bilirubin [11]. Bi€u hién khéc cda
suy gan cip 1a bénh Iy ndo gan. Mat khic, ndng
dd bilirubin ty do ting cao giy ddc va c6 thé kich
hoat apoptosis va hoai tif t& bao than kinh. Pgt
cap suy gan man thdng thudng c6 gidm albumin
mau 1a chit k&t hgp véi bilirubin tu do tao phifc
hgp albumin-bilirubin huyé&t tuong, do d6 1am ting
tinh thAm ctia hang rao mdu nio do ting amoniac.
Do d6, bilirubin ¢6 thé€ thAm vao nio mot cich tur
do gy hiéu tng ddc cho t& bao ndo lam ting nguy
co bénh 1y ndo gan va dan t6i t& vong [23]. Nhu
vay tang bilirubin kéo dai trong nhitng trudng hgp
tién suy gan cip rat nguy hi€m, 12 buéc dém tién
tri€n dé&n suy gan cAp va cang lam ting nguy co
bénh 1y ndo gan va ti 1& t vong.
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Corticoide khong dudgc chi dinh § bénh nhan
viém gan virus B man vi corticoide c¢6 thé€ lam
virus viém gan B dé bung phdt. Tuy nhién,
Fujiwara vad Zhang cho thdy bénh nhan diéu tri
corticoide khong ¢6 nguy co nhian 1én cda virus
viém gan B trong thdi gian ngdn diéu tri, ching t4
ring liéu trinh corticoide 5 ngay khong 4nh hudng
hiéu qua khdng virus ciia NA. Pdng thdi, trong
4 tuan diéu tri phdi hdp NA va corticoide c6 ti
1¢ bi€n chitng c8 trudng va bénh 1y nio gan thap
hon & nhém dudc diéu tri corticoide so v6i nhém
ddi chiing, chi ra ring ¢d truéng cap tinh va bénh
1y ndo gan 1a ti€n tri€n bénh ty nhién khong lién
quan dén liéu phap corticoide. Nghién ctfu clia
ching ti cling cho thdy két qud tuong tw, khong
c6 bénh nhan c6 ¢d trung va bénh 1y ndo gan
ciing nhu dgt bung phét sau liéu phap phdi hop
corticoide va NA vdi két qua sau 3 thdng tit ca
bénh nhan déu c6 gidm HBV-DNA va xét nghiém
transaminase va bilirubin binh thudng. Zhao va
cong su nghién ctu hiéu qua cda corticoid trén
bénh nhan suy gan cip va suy gan ban cip do
virus va khong do virus nhan thdy thdi gian tdt
nhit d€ chi dinh corticoid trong diéu tri 1a 2 tudn
ké tir khi khdi phit triéu chitng [24]. T4c gi4 nhan
thiy, nhitng bénh nhan c6 ting transaminase > 30
lan ULN, chi s6 MELD < 35, hon mé gan < d6 4
c6 ti 1& song sét lién quan chi dinh Corticoid cao
hon so v6i nhém khong diu tri corticoid (65.0 vs.
17.4%; P = 0.002). Hon nita ti 1& song s6t cdn cao
hon ¢6 y nghia § nhém c6 thdi gian khdi phat <
2 tuan dugc chi dinh corticoid so v6i nhém khdi
bénh > 2 tudn (51.4 vs. 15.0%; P = 0.010). Diéu
nay ching té corticoid cé hiéu qua cai thién ti 1€
song s6t ddi véi bénh nhan suy gan cip va ban cip
c6 thdi gian khdi bénh ngin, dic biét 1a 2 tudn sau
khi khdi phat triéu chiing. Mat khac, nghién ctu
clia Jia d& cap mot khia canh khéc cla corticoid
trong diéu tri suy gan cAp hodc tién suy gan cap
c6 thé gip phai. Mot s6 tac dung phu c6 thé gip
12 nhv ting nguy co nhiém ndm va nhiém tring
cd hoi & dudng rudt hay phdi, rdi loan dién gidi,
bénh 1y nio gan, ha albumin, xuit huyét dudng
tiéu héa, suy tuy€n thugng than cip, hay loét da
day nhung khong c6 y nghia thong ké ngoai trix



4326

gidm albumin mdu. Tuy nhién, ti 1€ bilirubin mau
gidm tir ngay thd 3 va th 7, ty prothrombin ting
lén tir ngay thit 3,7, 10 va INR thdp xudng tir ngay
th 7 va 10 so v6i nhdm khdng dung corticoid c6
¥ nghia thong ké [9]. Piéu nay cang khing dinh
corticoid hoan toan c6 1gi trong diéu tri tién suy
gan cip va suy gan cip vdi ting bilirubin kéo dai.

Trong diéu tri thudc nucleosite trong viém gan
cAp va dot cAp viém gan man, dap ng virus cla
bénh nhan khic nhau do kiéu hinh gen. O chau
A, dic biét & Viét Nam virus viém gan B ¢6
genotype B va C la chi yéu. Pic biét, genotype
C thudng c6 duy tri HBeAg ldu hon genotype
B mac du tdi lugng virus da gidm va kha ning
chuyén d6i huyét thanh HBeAg ciing thap hon so
véi genotype B [25] [26]. MOt nghién citu tai Bai
Loan quan sit thdy tudi trung binh ctia bénh nhan
c6 chuyén ddi huyé&t thanh HBeAg & genotype C
cham 10 nim so vdi genotype B [27]. Vi th€ virus
viém gan B genotype C s& c6 chuyén ddi huyét
thanh HBeAg chdm hon va thdi gian hoat dong
nhin 1én cua virus dai hon so véi genotype B.
DPong thdi genotype C c6 xu huéng dién ti€n d&n
x0 héa gan ti€n trién, X0 gan va ung thu gan cao
hon genotype B Wan va cdng sy khi so sianh kiéu
hinh gen B va C & nhitng bénh nhin cé ddt cap
viém gan virus B man dugc diéu tri v6i tenofovir
va entecavir nhan thiy, sau 2 tuan, tai lugng HBV
DNA thap hon, ti 1&é bénh nhan c6 HBV-DNA <
500IU/ml, diém CTP va MELD dugc cai thién
nhanh hon § nhém genotype B. Sau 3 thang ti 1&
song s6t & cd nhém genotype B va C tuong dudng
nhau khi HBV-DNA am tinh, nhung genotyp C lai
c6 ti 1& song sét toan bd thap hon. Tac gid cho
ring genotype B c6 dép tng khdng virus ngdn han
va dap tng 1am sang t6t hon so v6i genotype C
[27]. Nhitng bénh nhan cla ching tdi sau 3 thang
c6 dép tng virus kh4 t6t vai gidm HBV-DNA va 2
bénh nhan c6 chuyén d6i huyét thanh HBeAg (-)
ciing phit hop véi dic di€m genotype B ké trén.
Nhu vay, genotype clia virus viém gan B quyét
dinh mot phian dap tng thudc khang virus, gitp
han ch& khi niing ti€n trién bénh sang suy gan
cAp va c6 dap tng sinh hoc chuyén ddi huyét
thanh HBeAg va HBsAg sém hon.
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IV. K&t luan

Tién suy gan cap la giai doan de doa ti€n trién
suy gan cp trong dgt cAp viém gan virus B man
va viém gan virus B c@p. Liéu phdp phdi hgp
corticoid ngén ngay va thudc khdng virus viém
gan B c6 két qua trong ngin ngira tién trién d&n
suy gan cp, cdi thién chifc ning gan, t 1& t&r vong
do bié€n chiing clia suy gan cip va dip ng virus
trong tién suy gan cip. Tuy nhién, cAn c6 nhiéu
nghién citu phan tich, tdng hgp dé€ cé dinh nghia
chung va diéu tri thdng nhat cho céc trudng hdp
tién suy gan cap.
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