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NGHIEN CU'U DAP U'NG VE SINH HOA, VIRUS VA XO' HOA GAN O
BENH NHAN XO' GAN CON BU DO VIRUS VIEM GAN B DIEU TRI
BANG TENOFOVIR DISOPROXIL FUMARATE

Trén Vidn Huy', Nguyén Phud'c Bdo Quén?
(1) Trwong Pai hoc Y Duoc Hué
(2) Bénh vién Trung vong Hué
Tém tat
Pit van deé: Trong khi quan niém cd dién cho rang xo hda gan va xo gan la khéng thé phuc hoi, cac nghién
clru gan day cho thay didu tri khang HBV c6 thé dem lai dap ¢ng ca vé mat mo bénh hoc. & nudc ta xo gan do
viém gan B con ph6 bién nhung chua cé nhiéu nghién ctru hiéu qua diéu trj trén bénh nhan xo gan do virus
viém gan B, nhat 1a & giai doan xo gan con bu. Nghién cru ndy nham muc tiéu khao sat dap rng clia xo hda gan
théng qua bién d6i van téc séng bién dang (SWV) sau diéu trj Tenofovir va cac yéu t6 lién quan dén dap tng
nay. Dai twong va phwong phap nghién ctru: 48 bénh nhan xo gan con bu, chdn dodn bang do dd xo hda gan
bang k{ thuat ARFI, dwoc diéu tri Tenofovir DF 300 mg/ngay trong 24 thang. K&t qua: Ty 1é ddp ‘ng men gan
ALT va HBV DNA sau 24 thang lan luot 13 91,7% va 87,5%; ty 1& dap (rng van tdc séng bién dang sau 24 thang
14 1,80 + 0,22 so vdi trudce diéu tri la 2,16 + 0,28 m/s. Dic biét c6 15/48 (31,2%) bénh nhan cé sy giam murc
xo hda gan tir F4 xung <F3. Cé mai lién quan cd y nghia thdng ké gitra hoat dd AST va van téc séng bién dang
truwdc didu trj vdi dap ing vé xo hda gan sau diéu tri. K&t ludn: Diéu trj Tenofovir DF kéo dai cé thé dem lai dap
rng khéng chi vé hda sinh, virus ma con vé phuong dién xo hda gan.
Tir khéa: virus viém gan B, Tenofovir disoproxil fumarate, van téc séng bién dang, xo gan con bui.
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BIOCHEMICAL, VIROLOGICAL AND THE FIBROSIS RESPONSES TO
TENOFOVIR DISOPROXIL FUMARATE IN PATIENTS WITH HBV-
RELATED COMPENSATED CIRRHOSIS

Tran Van Huy*, Nguyen Phuoc Bao Quan?
(1) Hue University of Medicine and Pharmacy
(2) Hue Central Hospital
Background: Preliminary studies showed anti HBV nucleoside analogues treatment might improve the
histopathology and improve the survival of the cirrhotic patients. Data about efficacy of anti-HBV treatment
in Vietnamese cirrhotic patients was still very limited. This study was aimed at assessing the biochemical,
virological and the fibrosis responses to Tenofovir disoproxil fumarate (Tenofovir DF) in patients with HBV-
related compensated cirrhosis. Patients and methods: 48 patients of HBV-related compensated cirrhosis,
diagnosed by Acoustic radiation Forced Imaging (ARFI), were enrolled. Tenofovir DF was given at dose of
300 mg per day, followed in 24 months. Results: ALT normalization and HBV DNA responses were found in
91.7% and 87.5%, respectively, of all patients. The mean of SWV was significantly improved after 24 months,
from 2.16 + 0.28 m/s down to 1.80+ 0.22 m/s after 24 months of tenofovir treatment. Especially, 15 patients
(31.2%) have obtained a remarkable improvement of fibrosis from F4 down to F3 or even F2. Conclusion:
Tenofovir treatment in patients with HBV- related compensated cirrhosis may provide not only biochemical
and virological responses but also improves in liver fibrosis, especially after long-term treatment.
Key words: HBV, Tenofovir disoproxil fumarate, compensated cirrhosis, ARFI

1. DAT VAN DE xo hda gan va nhat 13 xo gan thi khong thé hoi phuc,
M6t s6 kha I&n bénh nhan viém gan virus B (HBV)  diéu tri xo gan chi cé thé | diéu tri triéu chirng. Tuy
phat hién bénh kha mudn, xo hda gan nang thdm chi xo nhién, mot sé nghién clru gan day cho thay diéu trj cc
gan. Trudc kia cac tai lidu trong y vin thudng cho rang thudc khang HBV van cé thé dem lai sy cai thién dang
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k& v& m6 bénh hoc & cac bénh nhan xo hda gan va xo
gan, nhat [a xo gan con bu [3,5]. Diéu tri khdng HBV &
giai doan nay con ¢d y nghia rat quan trong nham han
ché tién trién sang giai doan mat bu, tham chi ung thuw
t& bao gan. Trong khi d6, & nudc ta cac nghién clru vé
hiéu qua clia cic thudc khang HBV & bénh nhan xo gan,
nhat |a xo gan con bu, con rat it. Nghién clru nay nham
khao sat dap (rng diéu tri tenofovir disoproxil fumarate
(Tenofovir DF) & cac bénh nhan xo gan mat bl vé hda
sinh, virus va nhat 1a chi s6 xo héa gan.

Muc tiéu nghién ctru:

- Khdo sdt ddp wrng hda sinh, virus & cdc bénh
nhén xo gan con bu khi diéu trj Tenofovir DF trong
24 thdng.

- Tim hiéu méi lién quan gitta ddp trng hda sinh,
virus vdi dép trng vé chi sé xo héa gan & nhém bénh
nhén nay.

2. DOl TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. B6i twong nghién ciru: Cac bénh nhan dén
khdm va diéu tri & Bénh vién Trudng Dai hoc Y Dwoc
Hué tlir 6/2012- 5/2014.

Tiéu chuan chon bénh:

- Xo gan con bu chan doan bang kj thuat ghi
hinh xung luc truyén 4m (ARFI) cé van téc séng bién
dang tlr >1.86 m/s.

e HBsAg duong tinh.

e HBV DNA > 10* copies/ml.

e Khdng nghién ruou.

e Cac xét nghiém Anti HCV, anti HIV, khdng thé
khéng nhan déu am tinh.

Tiéu chuan loai trir:

e Map phi.

e Gan nhiém m& kém theo.

- S6 bénh nhan trong nhém nghién ctru: n=48.

2.2. Phurong phap nghién ctru:

2.2.1. Thiét ké nghién ciru: tién cliru

2.2.2. Phwro'ng phdp thu thép s6 liéu

Cac théng s6 nghién cru chinh:

e Lam sang.

e HBV DNA trudc diéu tri.

e Dic diém Siéu 4m gan.

e Van tdc séng bién dang (SWV) do bang k¥
thuat ARFI.

e Bién d&ilam sang, HBV DNA, SWV sau diéu trj.

e Cac yéu t6 lién quan dap &rng SWV: tudi, gidi,
HBV DNA va ALT, AST trudc diéu tri, dap &rng HBV
DNA va AST, ALT sau diéu tri...

Ky thuat tién hanh:

Danh gia xo hda gan bang k§ thuat ARFI: trén may
Siemen Acuson S 2000.

Do tir 5-10 [an, k&t qua van tdc sdng bién dang la
trung binh cdng cla tat ca cac [an do.
Gid trj diém cdt la:

- <1,23 m/s: binh thuong (FO)
- 1,23-<1,34 m/s: xo hoa gan nhe (F1)
- 1,34-<1,55 m/s: xo hda gan dang ké  (F2)
- 1,55-1,86 m/s: xo hoa nang (F3)
- 21,86 m/s: xo' gan (F4)

+ Tiéu chi gidm mirc dd xo’ héa gan sau diéu tri:
gidm xudng bang hoic duédi muirc F3.

+ Dinh lvong HBV DNA : k{ thuat Real time PCR,
lam trén mady Stratagene (USA), st dung bd kit clia
Cong ty Viét A, thuc hién tai B& mon Vi sinh, Truwong
Pai hoc Y Duoc Hué.

- Ngudng phat hién: 300 copies/ml.

+ Cac thdm do hda sinh va huyét hoc khac duoc
thye hién & labo trung tdm, bd mén Huyét hoc, Bénh
vién Pai hoc Y Duoc Hué.

2.3. Xtr ly s6 liéu: Thong ké y hoc, phan mém
SPSS 18.0

3. KET QUA NGHIEN cU'U
3.1. M6t sd dic diém chung ctia nhém nghién ciru
3.1.1. Bdc diém chung cua nhém nghién ciu
Bang 3.1. Mot s6 dic diém chung
cGa nhédm nghién ctru

TuGi 45 126
ALT (UI/1) 67 £34
AST (UI/1) 58 +23
HBV DNA 18,526 3,456
copies/ml
Tiéu cau 135,560 +35,550
Van téc séng bién dang (SWV) | 2,16 £0,28 m/s

Nhén xét: Gia tri trung binh tiéu cau thap hon
so V@i tri binh thudng néi chung, van tc séng bién
dang trung binh la 2,16 +0,28 m/s.

3.1.2. Bdc diém chi s6 xo’ hda gan trurdc diéu tri

Bang 3.2. M6t s6 dic diém siéu am va noi soi

Pic diém n Ty 1& (%)
B& gan khéng déu 42 87,5
TM clra > 13 mm 16 33,3
Tai tham tinh mach rén 12 25,0
Lach Ién 40 83,3
Bang nhe 4 8,3
Gian tinh mach thuc quan 16,7
>d62
Bénh ly da day tang ap clra 12 25
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Nhén xét: B& gan khong déu va lach 1dn dugc ghi nhan nhiéu nhat trén siéu 4m cda nhdm bénh nhan xo
gan mat bu.
3.2. Pap (rng diéu tri vé mat virus va héa sinh
Bang 3.3. Pap (rng hoa sinh va virus sau diéu tri

) Sau 3 thang Sau 6 thang Sau 12 théng Sau 24 thang
Thong so
n % n % N % n %
ALT vé binh 14 292 42 87,5 44 91,7 44 91,7
thuong
AST vé binh 12 25 38 79,2 42 87,5 45 938
thuong
HBV DNA dudi 6 12,5 24 50,0 39 81,3 ) 87,5
ngudng

Nhén xét: Trén 90% bénh nhan c6 dép (rng hda sinh, ty 18 bénh nhan cé HBV DNA giam xudng dudi ngudng
|a 87,5% sau 24 thang diéu tri.
3.3. Dap rng chi sd xo’ héa gan (ARFI)
Bang 3.4. Bap rng xo hda gan sau diéu trj

Sau 3 thang Sau 6 thang Sau 12 thang Sau 24 thang
Théng s6
n % n % n % n %
Giam cdp xo héa<F3 0 0 1 2,1 5 10,4 15 31,2
SWV (X = SD) (m/s) 2,15 +0,24 2,16 £20,23 1,84 +£0,42 1,80+0,22
P (so vdi trudce diéu tri
13 X £ SD: 2,16 £0,28) >0,05 >0,05 >0,05 <0,05

Nhén xét: Van t8c sdng bién dang giam cd y nghia théng ké sau 24 thang diéu tri Tenofovir DF. C6 dén 15
bénh nhan (31,2%) cd van téc séng bién dang xuéng dudi ngudng F4, tirc 1a thap hon gidi han cla xo gan con
bu, sau 24 thang diéu tri.

3.4. Mot s6 yéu td lién quan dén dap trng xo’ héa gan sau 24 thang diéu tri

Bang 3.5. Cac yéu t6 lién quan dén dap (rng xo hda gan

Yéu t8 Gia tri Co dap tng Khong dap ng p
x0 hda gan x0 hoa gan
>40 12 23
Tuoi <10 3 10 p>0,05
o > 2 GHTBT 9 22
ALT trudc diéu tri <2 GHTBT 6 1 p>0,05
PR . >2 GHTBT 13 8
AST trudc diéu tri <2 GHTBT 5 25 P<0,05
HBV DNA trudc diéu tri >10° 11 10 50.05
(copies/ml) <108 4 23 P=5,
>2 1 28
SWV < 14 5 P<0,05

Nhén xét: Hoat d6 AST cao trwdc didu trj va van t6c séng bién dang <2 m/s 1a 2 yéu t& cd lién quan dén
dap rng xo hda sau diéu tri.
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3.5. Tac dung phu ctia diéu tri

Bang 3.6. M6t s6 tac dung phu cla diéu tri

Tac dung phu n Ty & (%)
Tang creatinine huyét thanh 0 0
Pau xwong 2 4,2
Tiéu chay 3 6,3
Chéng mat 4 8,4
Nhirc dau 5 10,4
Mat ngu 5 10,4

Nhdn xét: Cac tac dung phu cla Tenofovir &
nhém bénh nhan xo gan con bu khéng nhiéu va nhe,
khoéng cé bénh nhan n3o bj ting néng do Creatinine
huyét thanh sau diéu tri.

4. BAN LUAN

Xo gan la mot bénh ly phé bién & nudc ta, trong
d6 nguyén nhan diéng hang d4u van |a virus viém gan
B [1]. Trong moét thoi gian dai, quan niém xo gan la
khoéng thé ddo ngwoc va do dé diéu tri cdc bénh nhan
xo gan d3 rat han ché trong khuén khé diéu trj triéu
chirng. Gan day, vai cac tién bd vé vi sinh, sinh hoc
phan tlr va duoc ly hoc, nhiéu nghién cliru da chirng
minh cdc chi diém cla sw nhan [én cda virus viém
gan B van con hién dién phd bién & cac bénh nhan
X0 gan [4,10], va diéu quan trong hon la diéu tri trc
ché virus viém gan B s& gilp thodi trién xo gan,ngdn
ngtra bién chirng, tri hodn nhu ciu ghép gan va kéo
dai thoi gian séng [7, 9].

Nhiéu nghién ciru khac nhau cho thay c6 dén 30-
70% bénh nhan xo gan do virus viém gan B van con
céc chi diém cla sy nhan 1én cla virus viém gan B nhw
HBeAg hay tai lwong HNB DNA cao trong mau [8].

Trong nghién ctru nay, 87,5% sau 6 thang, 91,7%
sau 12 thang va 24 thing. Ty Ié giam kha som va
twong duwong véi nhédm bénh nhan viém gan B man
chua bj xo gan [6,8].

Ciing trong nghién ctru nay, sau thoi gian diéu tri
24 thang, chung téi thu dugc ty 1é dap &ng vé HBV
DNA gidm xuéng dudi ngudng phat hién 1a 50% sau
6 thang, 81,3% sau 12 thang va 87,5% sau 24 thang.
Két qua cho thay ngay trong nhdm bénh nhan xo gan
con b van con su nhan 1&én dang ké cla virus viém
gan B va sy nhan 1én nay giam rat rd sau diéu tri 12
thang va 24 thang.

Dap Ung diéu tri vé HBV DNA thyc ra 13 dé dv
doén do co ché tac dung (rc ché sy nhan 1én cta HBV

DNA cla céc chat tuwong ty nucleoside va nucleotide,
bao gbm ca Tenofovir DF. Tuy nhién ciu hoi cdc nha
I&m sang quan tdm nhat 13 liéu cic ddp ng hda sinh
va virus cé twong dong vai sy cai thién vé mé bénh
hoc hay it nhat 1a chi s& xo hda gan hay khéng?

Trong nghién clru cda ching t6i, van t6c séng
bién dang sau 6 thang 1a 2,16 + 20,23, sau 12 thang
131,84 +0,42, vasau 24 thangla 1,80 £ 0,22 m/s. Sau
6 va 12 thang, van t6c sdng bién dang chua gidm cé
y nghta cd y ghia théng k&, sy bién d6i chi cé y nghia
sau 24 thang (1,80 = 0,22 m/s vs 2,16 = 0,28 m/s,
p<0,05). K&t qua nay cho thay diéu trj Tenofovir DF c
thé& mang lai dap &ng ca vé phuong dién xo hda gan,
tuy nhién can phai diéu tri 1au dai.

Trong nghién cru cta Marcellin va cdng sv, theo
ddi diéu tri Tenofovir DF trén nhdm bénh nhan xo
gan do HBV trong thoi gian kha dai, trung binh [a 5
nam, cac tac gid nhan thay ty 1& c6 dap ¢ng vé mic
d6 xo hda gan la 51%. Dac biét, trong nhém bénh
nhan xo gan c6 chi s6 Ishak luc d4u tir 5-6, sau diéu
tri Tenofovir cé dén 74% bénh nhan khéng con mé
bénh hoc cla xo gan trén sinh thiét. Day thyc su 1a
mot két qua rat khich 1&.

Mot nghién ciu khac cta Chang va cong su
(2010) theo ddi diéu tri Entecavir lau dai cling cho
thay trong nhém bénh nhan viém gan B man, ty 1é cai
thién chi sé xo héa gan Ishak sau diéu trj 1a 88%, bao
gdm ca 10/10 bénh nhan xo gan [2].

Hau hét cac nghién ciru déu cho thay Tenofovir
DF dwoc dung nap td6t & nhdm bénh nhan xo gan,
cdc tac dung phu thudng gdp la nhirc dau, mat ngd,
chéng mat, tiéu chdy...hdu hét déu nhe va thoang
qua. Khéng cé trwdng hop nao phai ngung diéu tri
do tac dung phu.

Nhu vy, nghién clru cda ching téi d3 gop thém
mot chirng cit vé tinh an toan va hiéu qua cua
Tenofovir & nhdm céc bénh nhan xo gan xon bu do
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virus viém gan B, gép phan cai thién tién luong va
lam giam ty 1é chuyén sang giai doan mat bu va ngan
nglra ung thu t& bao gan.

5. KET LUAN VA KIEN NGH]

Qua theo d&i diéu tri bang Tenofovir DF 24 thang
trén 48 bénh nhan xo gan con bu do virus viém gan
B, chiing tdi rut ra cac két luan sau:

- Ty |& dap (rng ALT va HBV DNA sau 24 thang diéu
tri [an lvot 13 91,7% va 87,5%.

- C6 15/48 bénh nhan co sy gidam murc do xo hoa
xudng F3 va thap hon (31,2%) trung binh van téc

séng bién dang sau diéu trj 24 thang 13 1,80 + 0,22
m/s, thdp hon cé y nghia thong ké so vdi truwdc didu
tri 2,16 £0,28 m/s.

- Hoat dé AST cao truwdc diéu tri va van téc séng
bién dang < 2 m/s |a 2 yéu t6 cd lién quan dén dap
rng xo héa sau diéu tri.

- Tac dung phu it va nhe, khong cé trudng hop
nao tang creatinine mau.

Kién nghi

Can nhiéu nghién ctu theo d&i thoi gian lau
hon dé danh gia hiéu qua cai thién xo héa gan cla
Tenofovir DF & cac bénh nhan xo gan.
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