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HIEU QUA CUA TENOFOVIR DISOPROXIL FUMARATE
TREN XO' HOA GAN O'BENH NHAN VIEM GAN B MAN

Trén Thi Khdnh Twéng®, Huynh Tén Tai?
(1) Pai hoc Y khoa Pham Ngoc Thach, thanh phé HS Chi Minh
(2) Phdng khdm Ba khoa Pai Phudc, thanh phé H6 Chi Minh
Tém tat
Téng quan va muc tiéu: Muc tiéu cla diéu tri viém gan B man nham ngdn ngtra bién chirng va giam nguy
co tl&r vong cho bénh nhan. Tenofovir disoproxil fumarate (TDF) la mot trong 2 thudc khéng virus dugc chon
Iwa dau tién dung trong diéu trj viém gan B man. FibroScan va APRI |a cac phuong phap danh gia xo héa gan
khéng xdm nhap duoc khuyén cdo thyc hién trén bénh nhan viém gan B man dé chi dinh diéu tri va theo dsi
diéu tri. Nghién clru nay thuc hién trén bénh nhan viém gan B man nham muc tiéu danh gia hiéu qua diéu tri
cla TDF trén xo hda gan & thoi diém sau 24 tuan diéu tri. D3i twong va phwong phap nghién ciru: Nghién
clru nay thyc hién trén 40 bénh nhan viém gan B man cd chi dinh diéu trj khang virus. Tat ca bénh nhan duoc
diéu tri bang TDF, duoc danh gia xo hda gan bang APRI va Fibroscan trudc diéu tri va sau 24 tuan. Két qua:
O tudn 24, ty & binh thuong héa ALT 67,51%; dap (rng virus 13 89,96% va HBV DNA dudi ngudng phat hién
la 65,0%. Xo hda gan danh gia bang APRI trwdc so véi sau 24 tuan diéu trj [ 0,87 + 0,36 so véi 0,31 + 0,12;
déanh gia bang Fibroscan 13 6,35 + 1,65 kPa so v&i 3,67 + 1,21 (p <0,001). Dap ng xo hda gan sau 24 tuan diéu
tri danh gia bang APRI phéi hop FibroScan la 20%. K&t luan: TDF cai thién xo héa gan, danh gia bang két hop
APRI v&i FibroScan, 20% bénh nhan viém gan B man sau 24 tuan diéu tri
Tir khéa: APRI, Fibroscan, viém gan B man, Tenofovir disoproxil fumarate (TDF), xo héa gan

Abstract

EFFICACY OF TENOFOVIR DISOPROXIL FUMARATE ON LIVER
FIBROSIS IN PATIENTS WITH CHRONIC HEPATITIS B
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Background/Objectives: The goal of chronic hepatitis B treatment is to prevent complications and reduce
the risk of death. Tenofovir disoproxil fumarate (TDF) is one of the first optimal choices to be used in the
treatment of chronic hepatitis B. FibroScan and APRI are non-invasive methods to assess liver FibroScan,
recommended in patients with chronic hepatitis B for treatment and follow-up. This study was performed
on chronic hepatitis B patients in order to evaluate the therapeutic effect of TDF on fibrosis via combining
APRI with FibroScan at 24 weeks after treatment. Patients and Methods: This study was conducted in 40
chronic hepatitis B patients who had the indication of antiviral therapy. All patients treated with TDF were
evaluated for fibrosis with APRI and FibroScan before treatment and after 24 weeks of treatment. Results:
At 24 weeks, normalization of ALT 67.51%, viral response of 89.96%, HBV DNA below the detection level was
65.0%. Liver fibrosis evaluated by APRI and FibroScan before and after 24 weeks treatment were 0.87 + 0.36,
and 0.31 + 0.12 eveluated by APRI; 6.35 + 1.65 kPa, and 3.67 + 1.21 kPa eveluated by FibroScan. Improved
liver fibrosis after 24 weeks post-treatment was 20% via combining APRI with FibroScan. Conclusions: TDF
was effective for 20% of patients after 24 weeks of treatment on liver fibrosis assessed by combination of
APRI and FibroScan in chronic hepatitis B patients.

Key words: APRI, FibroScan, chronic hepatitis B, Tenofovir disoproxil fumarate (TDF), liver fibrosis.

1. DAT VAN DE dansé [1], [10], [11]. Muc dich cta diéu trj viém gan
Virus viém gan B (HBV) la nguyén nhan cla B man tinh nhdm ngin ngira bién chirng va gidm
khoang 45% trudrng hop ung thu té€ bao gan va 30% nguy co t&r vong cho bénh nhan. Tenofovir disoproxil
xo' gan, Tai Viét Nam, ty 1& nhiém HBV tir 16 - 20% fumarate (TDF) 18 mét trong 2 thudc khang virus
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duoc chon lya dau tién dung trong diéu trj viém
gan B man. D& chi dinh cling nhu theo d&i diéu trj,
nguoi ta thuwong dua vao tai lwgng HBV DNA trong
mau, ALT, hoat d0 viém va xo hda gan [3]. Pa c6 kha
nhiéu nghién ciru trong nudc va qudc té danh gia
diéu tri cia céc thudc nucleot(s)ide analogue dac
biét Ia TDF trén bénh nhan (BN) bi viém gan B man,
chl y&u dya vao céc théng s6 nhuv tai lvgng HBV
DNA, ALT nhuwng lai rat it theo d&i dap (ng xo hda
gan [6], [7]. Hién nay APRI va do dan hoi gan thodng
qua vdi may FibroScan la cac phwong phap danh gia
xo hda gan khéng xam nhap dugc khuyén cdo s
dung trén BN viém gan B man. Vi vy chiing toi tién
hanh nghién ctu “Hiéu qua diéu tri cha Tenofovir
trén xo hdéa gan & bénh nhan viém gan B man” véi
cac muc tiéu sau:

- Xdc dinh ty 1é ddp tng sinh héa va virus sau 24
tudn diéu tri bang TDF sau 24 tuén diéu trj & bénh
nhdn viém gan B man

- Xdc dinh ty Ié ddp trng xo héa gan ddnh gid
béng két hop APRI vdi FibroScan sau 24 tuén diéu trj
béng TDF & bénh nhédn viém gan B man.

2.DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i twong nghién cliru: B&nh nhan viém
gan B man diéu tri tai Phong kham da khoa Dai
Phudc Thanh phd H& Chi Minh (TP. H6 Chi Minh).

Tiéu chuan chon bénh

- TuBi tir 18 tr& [én

- Thoi gian phat hién nhiém HBV tir 6 thang trd
|én: HBsAg duong trén 6 thang

- C6 chi dinh di8u tri viém gan B man:

+ X0 gan con bl hay mat bu (APRI > 2, FibroScan
> 11kPa), bat ké ALT, HBeAg hay ngu&ng HBV DNA.

+ Khéng xo gan: Néu > 30 tudi va cé ALT bat
thuong kéo dai, HBV DNA >20.000 1U/mL (bat ké
HBeAg) hay ALT binh thuong kéo dai, HBV DNA cao
va HBeAg (+). Néu < 30 tudi cé day dd cac tiéu chuan
vé HBeAg, HBV DNA va ALT hay xo hda gan.

+ Tién can gia dinh ung thw gan hay xo gan cé
biéu hién ngoai gan.

Tiéu chuan loai trir

- Xo' gan méat bu khi cd6 mot trong céc triéu chirng
vang da, bang bung, xuat huyét tiéu hdéa do v& dan

tinh mach thwc quan va bénh n3o gan.

- Pot cdp cla viém gan B man: khi ALT tang d6t
ngdt trén 5 [an gidi han trén binh thudng (ULN)

- Bénh nhan cé nhirng van dé sirc khde khac:
dong nhiém HCV, HIV; bénh gan do ruou; bénh Iy
gay suy giam mién dich hay dung thudc trc ché mién
dich; cé bénh ly gay gidm tiéu cau khac, sung huyét
gan do bénh tim hay phéi.

- K&t qua FibroScan khéng déng tin cay: IQR/med
> 30% hoac Success Rate < 60%.

Tat ca cac BN thda tiéu chuan duoc dua vao
nghién clru. Tat cd BN duogc danh gid xo hda
gan trudc diéu trj va sau 6 thang diéu tri véi TDF
(Tenofovir stada 300mg/ngay) bang chi s& APRI va
Fibroscan tai phong kham da khoa Dai Phudc

Cach tinh chi s& APRI:

AST
ULN

APRlIz ——————
Tiéu cau (10°%/L)

x 100

ULN tai phong xét nghiém ctia phong kham 13 32
IU/ml.

Déap wng sinh hoa khi ALT < ULN, dap &ng virus
khi tai lwong HBV DNA giam > 2log & tuan 24 sau
diéu tri. Ddp &ng xo hda khi APRI giam (két qua APRI
lam tron 2 chit s6 thap phan) va két qua do dé cirng
gan bang FibroScan gidm (lam tron 1 chit s6 thap
phan) hon so vdi truée diéu tri

2.2. Phurong phdap nghién ctru

- Thiét ké nghién clru: nghién clru trwdc sau

- C& mau cho nghién ctru trwdce sau:

s:9.3 Kpa (9,3 -10,2) (13), d: 4 (xo hoa gan cai thién
4 kPa déi v&i BN khéng xo gan, 6 kPa d6i v&i xo gan
sau 6 thang [13]; 6.3 Kpa sau 1 nam (4),-->ES: 0,43
r: hé s6 twong quan (0,6 - 0,8) --> 0,6. C: hang s6
7,85-->N =34

- S6 lieu dwoc quan ly va xtr ly bdng phan mém
Stata 12.

3. KET QUA

Trong thoi gian nghién cru tlr 7/2017- 6/2018.
Chung t6i thu thap duoc 40 BN thoa tiéu chuin,
nam chiém da s& (62,5%)

Bang 1: D3c diém dan s& nghién ciru

Pic diém Gia tri
Tudi 42,1+11,6
Gidi nam 25 (62,5%)
ALT (U/)) 62,28 + 38,07
AST (U/)) 45,52 + 30,91
Bilirubin (mg/dl) 0,86 + 0,53
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INR 0,92 + 0,06

HBV DNA (log 101U/ml) 48+1,6
HBeAg (+) 17 (42,5%)

Xo gan 4 (10%)

Dap tng sinh héa va virus

Bang 2. D4p (rng sinh hoa sau 6 thang

HBeAg n Tylé% p
Am (23) 17 73,91
Duong (17) 10 58,82 <0001
Téng 27 67,5

Ty |é ddp &ng sinh héa 67,5%, nhém HBeAg (-) cd ty |& ddp (ng sinh hda cao hon nhém HBeAg (+).
Bang 3. Dap Urng virus sau 24 tuan

HBeAg Giam > 2 log (n,%) Du¢éi ngudng (n,%)

Am (23) 16 (94,11) 20 (86,96)

Duwong (17) 20 (86,96) 6 (35,29)

Téng 36 (90) 26 (65)
Ty |é dap (rng virus 90%, ty I& HBV DNA dudi ngu@ng phét hién 65%
Pap rng xo hda gan

Bang 4. Xo hda gan trudce va sau diéu tri 24 tuan
Trwdc diéu tri Sau 6 thang p
APRI 0,87 £ 0,36 0,31+0,12 <0,001
Fibroscan (kPa) 6,4+1,7 3,7+1,2 <0,001
Trung binh APRI va két qua do FibroScan giam cé y nghia sau diéu tri 24 tuan
Bang 5. Pap (rng xo hda gan sau 24 tuan
o , Co Khéng Téng

Dap tmg xohoa N, (%) n, (%) n, (%)
APRI giam 20 (50) 20 (50) 40 (100)
FibroScan giam 14 (35) 26 (65) 40 (100)
APRI gidm hay
FibroScan gidm 26 (65) 13 (35) 40 (100)
APRI giam va 32 (80)
FibroScan giam 08 (20) 40 (100)

Pap rng xo hda gan (ca APRI va FibroScan déu
giam) chiém ty 1&é 20%. Trong khi néu chi dua vao
APRI hay FibroScan dé danh gid ddp &ng xo hda
chiém dén 65%.

4. BAN LUAN

Dién tién tw nhién cla nhidm HBV qua 4 giai
doan. O giai doan dung nap mién dich khéng c6 chi
dinh diéu trj thwong < 30 tudi, vi vdy da s6 BN c6
chi dinh khang virus > 30 tudi. Tudi TB bénh nhan
trong nghién clru cta ching téi twong ty véi nghién
clru cla tac gid Tran Van Huy va cdng su (2012) [12]
thuwc hién trén 75 bénh nhan tai Bénh vién Dai hoc
Y Dwgc Hué, ghi nhan tudi trung binh 42 + 17 (ndm)
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ddi véi nam va 44 + 13 (nam) ddi véi nir. Tuy nhién
tac gia Nguyén Thi Hoa va cdng su (2014) [8] nghién
ctru trén 60 bénh nhan viém gan vi-rdt B man tinh
tai khoa kham bénh Bénh vién Bach Mai cé tudi
trung binh 13 36 + 12,5 (ndm). Nam gidi chiém da
s6 (25/40 truwong hop, tuong dwong 62,5%). Trong
hau hét cac nghién clru cla cdc téc gid khac nam gidi
ludn chiém ty 1& cao hon nit gidi, nhv nghién ctru
cla téac gia Lé Thanh Phuéng (2012) la 55,56% [6],
Tran Van Huy (2012) 1a 61,3% [12], Nguyén Thj Hoa
va cdng su (2014) la 60,0% [8].

Pap rng sinh hda va virus

Chung t6i ghi nhan ty |& binh thudng hdéa men
ALT tuan 24 13 67,50% (27 trén 40 tredong hop) cho
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toan bd mau nghién clru. K&t qua nghién clru twong
ty vdi nghién ciru nudc ngoai va trong nudc danh
giad sau thang diéu trj TDF cla tac gia Tran Van Huy
va cong sy (2012) 1a 77,3% [12], tac gid Lé Thanh
Phuéng va coéng su (2012) la 63,4% [6], tac gia
Manns M va cong su (2008) la 74-78%. Nhu vay, TDF
1a thudc khang virus cé hiéu qua cao trong dap trng
sinh hoéa sau tuan 24 diéu tri.

Péap rng virus la mot muc tiéu quan trong trong
diéu tri viém gan B man nhim gidm tan suit xo gan,
ung thu biéu md t&€ bao gan [5]. Ty 1é d4p tng virus
(tai lwvgng HBV DNA) & tuan 24 clia toan bo mau ng-
hién cru la 90%. Trong do, ty & dap &ng virus dudi
ngudng 1a 65%. Ty 1é nay kha tuong déng véi téc gid
Nguyén Viét Thinh va cong s (2014) [9] khao sat
trén 75 bénh nhan & Vién Pasteur TP.HCM vdi ty |é
dap &ng dudi ngudng & thang thr 6 1a 54,7%. Trong
d6, nhém cé HBeAg (-) c6 dép (rng virus nhiéu hon
mot cach cd y nghia so v&i nhdm c6 HBeAg am.

Pap rng xo’ hoa gan

Mdrc d6 ndng chta bénh gan man ndi chung va
viém gan B man nai riéng tly thudc chi yéu vao mirc
d6 xo hda gan. Xo hda gan nang (F3) hay xo gan (F4)
¢b nguy co cao ung thu té€ bao gan va suy gan mat
bu. Do vay, diéu tri gidm xo hda gan 1a mét chién
Iwoc cuwe ky quan trong trong diéu tri bénh gan man.
Hién nay, chuwa cé phuwong phép nao cé thé tac dong
truc ti€p trén qud trinh xo hda (anti-fibrosis) dwoc
ap dung trén lam sang, ngoai trir can thiép nguyén
nhan gay viém gan man va xo héa gan. Vi vay, ddi
V@i viem gan B man, diéu tri khang virus |a phwong
phap duy nhat hién nay dé ngdn ngira xo hda gan
tién trién va cai thién tinh trang xo hoa.

Pdanh gia xo hda gan khong xam nhap nhu APRI,
FibroScan gitp ngudi thay thubc cé thé theo ddi
dap tng xo hdéa trong qua trinh didu tri mdi 6-12
thang ma khéng can phai sinh thiét gan nhu trwdc

day mbi 5 ndm. Vira rdt ngin thoi gian theo doi
tinh trang xo héa, vira don gian, khéng xdm nhap
va chi phi khéng cao 13 wu diém ndi bat clia nhitng
phuong phap nay.

Trong nghién ctru nay, chang t6i ghi nhan APRI
trung binh & tuan 24 sau diéu trj 13 0,31 + 0,12 gidm
c6 y nghia so véi trudc diéu tri 13 0,87 + 0,36 (p <
0,001). Twong tw, d6 dan hodi gan danh gia bang
FibroScan trung binh & tudn 24 sau diéu tri (3,67
+ 1,21 kPa) giam cd y nghia so vdi do dan hdi gan
trudc diéu trj (6,35 + 1,65 kPa) (p < 0,001).

Ty 1& bé&nh nhan cé dap &ng xo hda néu chi ddnh
gia bang FibroScan & tuan th 24 13 35% thap hon
so vdi két qua nghién clru clia Nguyén Viét Thinh va
cong sy (2014) 13 53,3% [9]. Tuy nhién néu danh giad
dap &ng xo héa gan bang 1 trong 2 phuong phap
(APRI hay FibroScan), ty |& dap ng xo hoa trong
nghién clru cla ching tdi Ién dén 65%. Tuy nhién khi
phdi hop ca 2 phuong phap khéng xdm 1an APRI va
FibroScan dé danh gid xo hda gan, ty |1& dap &ng xo
héa chi 20% sau diéu tri TDF 24 tuan. M&i phuong
phédp danh gid xo héa gan d&u cé nhitng wu nhuoc
diém riéng. Do vay phéi hop 2 phwong phap cé thé
han ché nhuoc diém va ting d6 dic hiéu trong ddnh
gid xo hda gan. Khi phdi hop ca 2 phuong phap APRI
va FibroScan sé& cho d6 dac hiéu trong danh gia xo
héa dat 100%, nén cé thé xem 1a tiéu chuin vang
thay thé sinh thiét gan [2]. Vi vdy, ching téi két hop
ca 2 phuong phdp nay dé danh gid sy cai thién xo
hda gan sau diéu trj dé cd két qua chinh xac hon khi
dénh gid bang 1 phuong phap khéng xam lan.

5. KET LUAN

Tenofovir disoproxil fumarate c6 cai thién xo hoa
gan 20% sau 24 tuan diéu tri khi danh gid xo hda gan
bang phdi hop APRI véi Fibroscan & bénh nhan viém
gan B man.
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