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Nghién ciru dap rng xo' héa gan & bénh nhan viém gan vi-rat C
man kiéu gen 1,6 diéu tri v&i ledipasvir phoi ho'p véi sofosbuvir
Tréin Vién Huy, Trén Nguyén Ai Thanh
B6 mén Néi, Trvdng Pai hoc Y Durorc, Bai hoc Hué
Tém tat
D3t van dé: O nudc ta cac nghién ciru vé dap &ng xo hda gan sau didu tri khang vi-rut viém gan C (VGC)
con rat it. Nghién clru ndy nham khao sat ddp (rng xo hda gan & bénh nhan VGC man kiéu gen 1, 6 diéu trj véi
ledipasvir phdi hop vdi sofosbuvir (LDV/SOF). Muc tiéu: Khao sat dap &rng xo hda gan & cdc bénh nhan viém
gan vi-rit C man kiéu gen 1, 6 diéu trj v&i ledipasvir phéi hop vdi sofosbuvir (LDV/SOF). Phwong phap: nghién
clru mo6 ta tién clru thye hién trén 46 bénh nhan cé chin doan VGC man va/hodc xo gan con bu kiéu gen 1
hodc 6 dwoc diéu tri 12 tuan vé&i sofosbuvir 400mg phdi hop ledipasvir 90mg tai phong kham Noi Nhiém,
bénh vién Quan Thd Pirc. K&t qua: Sau 6 thang diéu tri, c6 25 ngwdi bénh cé cai thién xo hda (54,4%), trong
dd 22 ngudi (47,9%) giam 1 cap d6 va 3 ngudi giam 2 cap d6 xo hda trd 1én. Sau 12 thing, ty 1& c6 dap ing
tang 1én 71,7%, trong d6 27 ngudi gidm 1 cip d6 xo hda va 6 ngudi (13,0%) gidm 2 cap dé trd |én. Ty 1é dap
rng xo hda gan sau 12 thang diéu tri & ngudi bénh cé ALT trudce didu tri I&n hon 2 [an gid trj trén binh thudng
(GTTBT) cao hon nhém ngudi bénh cd ALT trudce diéu tri < 2 [an GTTBT (p<0,05). Két qua twong dong cac
bdo cdo gan day, déu cho thay hiéu qua cai thién mirc dé xo hda gan sau diéu tri véi phac d6 LDV/SOF, tuy
nhién doi hdi phai theo ddi diéu tri trong thoi gian dai. Két ludn: LDV/SOF 13 phwong phap diéu tri khéng cé
interferon hiéu qua, cai thién vé xo héa gan tét.
Tir khoa: Viém gan C, ddp tng xo hoa, ledipasvir, sofosbuvir.

Abstract
Liver fibrosis response in patients with chronic hepatitis C genotype 1,
6 treated with the combination of sofosbuvir and ledipasvir (LDV/SOF)

Tran Van Huy, Tran Nguyen Ai Thanh
Department of Internal Medicine, Hue University of Medicine and Pharmacy, Hue University
Background: In our country, there are very few studies on liver fibrosis response after treatment for
hepatitis C (VGC). This study investigated the response to liver fibrosis in patients with genotype 1 and 6
patients treated with the combination of sofosbuvir and ledipasvir (LDV/SOF). Objectives: We investigate the
liver fibrosis response in patients with chronic hepatitis C genotype 1, 6 treated with the combination of
sofosbuvir and ledipasvir (LDV/SOF). Methods: A prospective descriptive study was performed on 48 diagnosed
patients who had chronic hepatitis C and/or compensated cirrhosis genotypes 1 or 6 and they were treated
for 12 weeks with the combination of sofosbuvir and ledipasvir (LDV/SOF) at N&i Nhiém clinic, Thu Duc District
Hospital. Results: After 6 months of treatment, 25 patients improved fibrosis (54.4%), of which 22 people
(47.9%) reduced 1 level and 3 people decreased 2 levels of fibrosis or more. After 12 months, the response
rate increased to 71.7%, of which 27 people decreased by 1 level of fibrosis and 6 (13.0%) decreased by 2 levels
or more. The rate of liver fibrosis response after 12 months of treatment in patients with pre-treatment ALT
is greater than 2 times the normal value than the group of patients with pre-treatment ALT less than 2 times
normal value (p < 0.05). Similar results of recent reports have shown that the effect of improving liver fibrosis
after treatment with LDV/SOF regimen, however, requires long-term monitoring of treatment. Conclusion:
LDV/SOF is an effective, interferon-free treatment that improves liver fibrosis.
Keywords: liver fibrosis, chronic hepatitis C, ledipasvir, sofosbuvir.

1. DAT VAN BE man trong giai doan nay gdp rat nhiéu bat lgi nhuv
Diéu tri VGC man da cé nhiéu ti€n bd nang ty  ty lé chita khdi thap, thoi gian diéu tri kéo dai, chi
& ddp ¢ng vi-rat bén virng [4]. Tai Viét Nam, kiéu phi cao va quan trong la nhiéu tdc dung phu nghiém
gen 1 va 6 chiém da s6 [10], day 1a 2 kiu gen khd  trong [3]. Su ra d&i nhém thudc DAAs thé hé mai
diéu trj v&i phac d6 trudce day [2],[11]. Diéu tri VGC  nay la mot cudc cdch mang trong diéu tri VGC, mé ra
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trién vong loai bd HCV trong tuong lai. Tai Viét Nam,
6 rat it nghién clru danh gid hiéu qua diéu trj, kha
nang dung nap cling nhu ddp &rng xo héa sau diéu tri
khang vi rat. Vi vay, ching t6i tién hanh nghién ctru
véi muc tiéu khao sat ddp rng xo hda & cac bénh
nhan VGC man kiéu gen 1, 6 diéu trj véi LDV/SOF.

2.pOI TUQONG VA PHUONG PHAP NGHIEN cU'U

2.1. Dai twong nghién ciru

Nghién ctru thuc hién trén 46 nguoi bénh
ngoai trd cé chan dodn VGC man va/hodc xo gan
con bu kiéu gen 1 hodc 6 dwoc didu tri 12 tuan véi
sofosbuvir 400mg phéi hop ledipasvir 90mg tai
phong kham Noi Nhiém, bénh vién Quan Tha Brc.

Tiéu chudn chon bénh: Trén 18 tudi, b&nh nhan
VGC man hodc xo gan con bl kiéu gen 1 hoic 6,
hoan thanh toan bd liéu trinh diéu trj, khéng dj (rng
V@i cac thanh phan thuéc.

Tiéu chudn logi trir: Tai diéu tri vdi ché d6 co
NS5B, men gan trén 5 [an gid tri binh thudng, suy
than giai doan 5 (Clcr < 30 ml/phut), dang st dung
amiodarone, khdng hoan thanh liéu trinh diéu tri.

2.2. Thiét k& nghién ctru: Nghién ciru mo ta tién
clru

2.3. Cac bién sd nghién ctru

Lap ho so ngoai trd theo ddi bénh nhan viém gan
vi-rit C man théa tiéu chi chon mau tai bénh vién
ghinhan: tén, tudi, gidi, bénh str, tién s, xét nghiém
chilrc nang gan, siéu am bung, Fibroscan gan, xét
nghiém HCV-RNA, HCV genotype, chi dinh phac d6
diéu trj 12 tuan sofosbuvir 400mg + ledipasvir 90mg.

Thuc hién dinh lwgng HCV RNA bang phuong
phap dinh lwgng HCV RNA real-time PCR sl dung
Tagman probe tai thoi diém 4 tuan tir luc bat dau

3. KET QUA

M6t s dac diém chung cia bénh nhan nghién ciru

diéu tri. Néu HCV RNA dudi nguwdng phat hién, dinh
lwgng HCV RNA lai vao 12 tuan sau khi két thuc diéu
tri. Néu HCV RNA c6 gidm nhung trén ngudng phat
hién, dinh lugng lai HCV RNA vao tuan th¢ 8 sau
khoi dau diéu tri.

Bénh nhan duoc do va danh giad d6 dan hoi tai
bénh vién Quan Thia Birc bang mdy Fibroscan 502.
K&t qua thu dwoc 1a diém trung vi clia céc [an do. Két
qua do dugc tinh theo don vj kilopascal (kPa). Phan
murc d6 xo hda dya vao thang diém: FO: 1-5kPa, F1:
5-7kPa, F2:7,1-8,6kPa, F3: 8,7-14,5kPa, F4: >14,6kPa
[1].

DPanh gia chi sd FIB-4 (Fibrosis -4) [1]:

Tubi (ndm) x ALT (U/L)
Tiéu cau (G/L)x

FIB-4 =

Panh gid cac thong s6 1am sang va can 1am sang
gdm ALT, AST, tiéu cau, albumin, bilirubin...

Theo doi danh gid dap ng l1am sang, can lam
sang trwdc didu tri, sau diéu tri 4 tuan, 12 tuan va
24 tuan.

Phwong phép xtr ly s6 liéu

X ly va phan tich s& lieu bang phan mém Stata
phién ban 13.0, s& dung théng k& d6 I&ch chuan
(SD), trung binh cdng (X), tan s& va ty 1& %. S dung
cac phép kiém dinh t-test, chi binh phwong hoéc
Fisher dé xac dinh sy khac biét v&i ngudng y nghia
théng ké a=0,05

Pao dirc trong nghién ctru

Phac d6 LDV/SOF nam trong huéng dan chan
dodn va diéu tri VGC man tinh ciia BO Y té&, tdc dung
phu rat it va nhe, khéng gay nguy hai cho bénh nhan.
T4t cd bénh nhan duoc gidi thich rd rang y nghta cla
diéu trj, ddng y tham gia nghién ctru.

Bang 1. M6t s6 dic diém cla bénh nhan nghién ctu

Pic diém S6 lwgng Tylé %
<40 16 35,6
Tudi 40-59 17 37,8
> 60 12 26,6
o Nam 35 76,1
Gidi tinh
\[vg 11 23,9
>2 GHTBT 15 32,6
ALT (U/L)
<2 GHTBT 31 67,4
>2 GHTBT 13 28,4
AST (U/L)
<2 GHTBT 33 71,7
e . <150 000/mm? 27 58,7
Tiéu cau
> 150 000/mm3 19 41,3
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<10°1U/mL 30 65,2
> 108 IU/mL 16 34,8

Nh@n xét: tudi trung binh clia 46 bénh nhan 13 48,8 + 15,4 tudi. Gidi tinh nam 76,1%. Ty |& ALT tang hon 2
[an gidi han trén binh thudng 13 32,6%; AST tdng hon 2 [an gidi han trén binh thudng |3 28,4%. Ty 1é tiéu cau
gidm 13 58,7%. Vé tai lwong vi-rut, ty 18 HCV-RNA trudc diéu tri cao hon 108 IU/mL |a 34,8%.
Bang 2. Chi s6 xo hda gan Fibroscan va FIB-4 truéc diéu tri

HCV-RNA

Chisé S6 lwgng Tylé% X+SD
FO 3 6,5
F1 2 4,4

FibroScan F2 10 21,7 11,9+4,0
F3 13 28,3
Fa 18 39,1
<1,45 (FO-1) 3 6,5

FIB-4 1,45-3,25 25 54,4 3,10+1,61
> 3,25 (F2-4) 18 39,1

Chi s xo hda FibroScan cla bénh nhan truwdc diéu tri cao 11,9 * 4,0, chd yéu & muirc F2-4, ty 1é mirc F2
14 20,0%, F3 |a 28,9% va F4 |13 40,0%. Chi s6 xo hda FIB-4 ctia bénh nhan trung binh |a 3,10 + 1,61, tap trung
& murc xo gan khéng xac dinh (1,45-3,25) vdi ty & 13 54,4% va mirc F2-4 (nhiéu kha nang xo gan) 13 39,1%.
Bang 3. Dap (rng diéu trj vé hoa sinh va vi-rut sau diéu tri

. . 0 thang (1) 6 thang (2) 12 thang (3)
Thong s6 p
SL % SL % SL %
ALT vé binh thudng 10 21,7 36 78,3 43 93,5 Pagy)<0,05
P (351 <0,05
AST vé binh thudng 8 17.4 35 76,1 40 87,0 Plag)<0,05
P35, <0,05
HCV-RNA dudi ngudng 0 0,0 44 95,6 44 95,6 -

ALT va AST giam nhanh, ALT binh thudng tang tir 21,7% 1én 78,3% sau 6 thang va 93,5% sau 12 thang
(p<0,05). Tuwong ty, AST binh thuong tir 17,4% |én 76,1% sau 6 thang va 87,0% sau 12 thang (p<0,05). Ty I&
HCV-RNA tr& vé dudi ngudng phat hién (SVR12) 13 95,6%.

Bang 4. Cic mUrc do chi s6 xo hda gan Fibroscan va FIB-4

v . 0 thang (0) 6 thang (2) 12 thang (3)
Chi s6 p
SL % SL % SL %
FO 3 6,5 6 13,0 6 13,0
F1 2 4,4 4 8,7 9 19,6
Fibroscan F2 10 21,7 15 32,6 12 26,1 *
F3 13 28,3 13 28,3 15 32,6
F4 18 39,1 8 17,4 4 8,7
<1,45 (FO-1) 3 6,5 18 39,1 25 54,2
FIB-4 1,45-3,25 25 54,4 20 41,3 19 41,3 *
> 3,25 (F2-4) 18 39,1 8 17,4 2 4,5

Chd thich: * p,, , ;,,<0,05. Nhan xét: C6 thay d&i dang ké vé phan b6 giai doan xo hda Fibroscan va FIB-4.
Fibroscan giai doan F4 trwdc diéu tri 1a 18 ngudi (39,1%) giam xudng con 4 ngudi (8,7%) sau diéu tri 12 thang,
nguoc lai s6 ngudi giai doan FO ting tlr 3 ngudi (6,5%) 1én 6 ngudi (13,0%) (p<0,05). Cling vay, sau 12 théng,
FIB-4 giai doan FO-1 trudc diéu trj chi 3 ngudi (6,5%) ting 1én 25 ngudi (54,2%), nguoc lai giai doan F2-4 gidm
tlr 18 ngudi (39,1%) xubng con 2 ngudi (4,5%).
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Bang 5. Dap (rng diéu tri vé chi s6 xo hda gan FibroScan

L. . Sau 6 thang Sau 12 thang
Pap wng Fibroscan p
SL % SL %
Khong 21 45,6 13 28,2
. <0,05
Co 25 54,4 33 71,7
. | Giam 1 cap 22 47,9 27 58,7
Trong do: - "
Giam 2 2 cap 3 6,5 6 13,0

Sau 6 thang diéu tri, c6 25 nguwdi bénh co dap ing Fibroscan (54,4%), trong d6 22 nguwdi (47,9%) giam 1
cap dd va 3 ngudi gidam 2 cap dé xo hda trd 1én. Sau 12 thang, ty 1é cé dap (rng tang l1én 71,7%, trong d6 27
nguwdi gidm 1 cdp d6 xo hda va 6 ngudi (13,0%) giam 2 cap do trd lén.

Bang 6. Mot s8 yéu t6 lién quan dén dap (rng xo hda gan (Fibroscan) sau 12 thang diéu tri

. Dap rng xo hoda Khoéng dap rng .
Yéu to p
SL % sL %
Nhém tudi Bl tui)? 13 2L 3 15,3 0.493
2 40 tuoi 20 66,7 10 33,3
Gigi tinh e 8 72,7 3 27,3 0,999
Nam 25 71,4 10 28,3 '
ALT truc <2 GHTBT 19 61,3 12 38,7 0.035
diéu tri > 2 GHTBT 14 93,3 1 6,7 ’
ALT sau Binh thuong 30 69,7 13 28,3
12 thang Cao 3 100 0 0,0 0,548
AST truec <2 GHTBT 20 60,6 13 39,4 0,009
diéu tri >2 GHTBT 13 100 0 0,0 ’
AST sau Binh thuong 28 83,3 12 16,7
12 thang Cao 5 70,0 1 30,0 0,659

Chd thich: * Kiém dinh Fisher, GTTBT: gid tri trén binh thuwdng. Nhan xét: ty 1é dap &ng xo hda gan sau 12
thang diéu trj & ngudi bénh cé ALT trwdc diéu tri Idn hon 2 [an GTTBT cao hon nhdm nguwdi bénh cd ALT trudce
diéu tri < 2 [an GTTBT (p<0,05). Diéu nay tuong tu véi chi s6 AST trudce diéu tri (p<0,05). Khéng tim thady méi
tuong quan cé y nghia théng ké gitra cdc dac diém gidi tinh, tudi, cac chi s6 AST, ALT sau diéu trj v&i viéc dap

ng xo hda gan (p>0,05).

4. BAN LUAN

Xo héa gan |a mét tién trinh giai phiu bénh trong
tén trién cda viém gan man do bat c&* nguyén nhan
gi. Day 1a mot théng s6 rat co y nghia 1dm sang, gidp
danh gid mirc d6 va giai doan bénh, dac biét la giup
chi dinh, theo d&i dap (rng diéu tri, dw phong tén
trién dén xo gan [5]. Sinh thiét gan, tuy van duoc
xem |3 tiéu chuin vang, nhung bdc 16 nhiéu nhuoc
diém, nhat 13 c6 bién chirtng nén khéng duoc ap
dung rong rdi trong danh gia xo hda gan. Trong cac
phuwong phdp danh gid xo hda gan khéng xam 1am
hién nay, do dan hoi gan dugc xem 13 mét k§ thuat
¢6 d6 chinh xac kha cao, kha thi, d& thuc hién.

Trong nghién clru cla chdng t6i, sau thoi gian
diéu tri 6 va 12 thang, cac thong s6 vé hda sinh va
virus d3 cé ty 1& dap &ng dang ké, tham chi rat t6t.
ALT va AST giam nhan, ALT binh thuwong tang tir
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21,7% 1én 78,3% sau 6 thang va 93,5% sau 12 thang
(p<0,05). Twong ty, AST binh thuong tir 17,4% lén
76,1% sau 6 thang va 87,0% sau 12 thang (p<0,05).
Ty 18 HCV-RNA tr& vé dudi ngudng phat hién (SVR12)
la 95,6%.

Vé chi s6 xo hda gan c6 chuyén bién nhung
cham hon. Trwdc diéu tri, chi s6 xo hda FibroScan
cta bénh nhan trudc diéu tri twong déi cao, trung
binh 13 11,9 + 4,0, ch( yéu & mirc F2-4, ty 1& mirc F2
la 20,0%, F3 13 28,9% va F4 |a 40,0%. Chi sé xo hda
FIB-4 cla bénh nhan trung binh la 3,10 + 1,61, tap
trung & mdrc xo gan khéng xac dinh (1,45-3,25) vdi
ty 1€ 1a 54,4% va mirc F2-4 (nhiéu kha ndng xo gan) 1a
39,1%. Chi s6 xo hda gan Fibroscan d3 giam sau 6 va
12 thang diéu tri. C thay d6i dang ké vé phan bé giai
doan xo hda Fibroscan va FIB-4. Fibroscan giai doan
F4 trwdc diéu tri 1a 18 nguoi (39,1%) gidm xubng
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con 4 ngudi (8,7%) sau diéu tri 12 thang, nguoc lai
s6 ngudi giai doan FO tang tir 3 ngudi (6,5%) 1én 6
nguoi (13,0%) (p<0,05). Cling vay, sau 12 thang, FIB-
4 giai doan FO-1 trwéce diéu tri chi 3 nguodi (6,5%)
tang l1én 25 nguoi (54,2%), nguoc lai giai doan F2-4
giam tir 18 ngudi (39,1%) xudng con 2 ngudi (4,5%).

K&t qua nghién ctru cda chung tdi cho thay ty &
dap ng xo hda gan tuong déi cao sau 6 thang diéu
tri, c6 25 nguoi bénh cé dap &ng Fibroscan (54,4%),
trong d6 22 ngudi (47,9%) giam 1 cap dé va 3 ngudi
gidm 2 cip dé xo hda trd |én. Sau 12 thang, ty 1 co
dap tng tang 1én 71,7%, trong d6 27 ngudi giam 1
cdp d6 xo hda va 6 ngudi (13,0%) gidm 2 cap dé tré
Ién.

Tac gid Elsharkawy A. va cic cs nam 2017 theo
ddi dap ¢ng chi s xo hda do bang TE, FIB-4 va APRI
& 337 bénh nhan viém gan vi-rit C duoc diéu tri vdi
ché& d6 diéu tri cé sofosbuvir. C6 sy cai thién dang ké
dd xo sau diéu trj tai thoi diém sau 3 thang 13 11,8 +
8,8 so vdi trude diéu tri 13 14,8 + 10,7. C6 77% bénh
nhan dat dap *ng xo hda va 81,1% bénh nhan xo
gan giam d6 xo sau 3 thang diéu tri. Cac chi s6 FIB-4
va APRI ciing cai thién & thoi diém sau 3 thang diéu
trj [8]. Dolmazashvili E ndm 2017 theo d&i TE & 304
bénh nhan viém gan C man diéu tri véi DAAs trong
dd ¢ 56,6% xo gan véi dd clrng trung binh ban dau
13 16,9 kPa (11,8-27.7 kPa). C6 65,1% bénh nhan cai
thién xo hda véi dd clrng trung binh tai thoi diém
sau 6 thang |a 11,9 kPa (p<0,0001). Tuong tu, & kiéu
gen 1, Crissien cling ghi nhan cé 69% bénh nhan xo
nang va 55% xo gan cai thién do xo trong khoang 2,5
nam theo déi [7].

Nhu vay, két qud nghién ctru cla ching tdi twong
déng nhirng nghién cliru trudce, déu cho thay hiéu
qua cai thién mc d6 xo hda gan sau diéu trj vdi
phac d6 LDV/SOF, tuy nhién doi héi phai theo ddi
diéu trj trong thoi gian dai.

Theo co ché& bénh sinh, theo nhiéu nghién ctru
co ban, sy thodi trién xo hda gan duwoc xem 1a cé

lién quan dén qua trinh tai hap thu va phan hay cac
matrix gian bao [13]. Nhiéu nghién ctru thuc nghiém
cho thay céc t& bao hinh sao d3 hoat hda c6 thé chét
theo chuong trinh trong qud trinh thodi trién cla xo
héa gan [12]. Mat khéc, trén m6 hinh nudi ciy thyc
nghiém, cac t& bao hinh sao hoat hda cé thé chuyén
sang trang thai nguwng hoat déng khi hé théng thu
thé PPAR y duoc biéu 16 qua mirc hodc khi diéu tri
v&i cac chat gén thu thé PPAR y [12]. Cac nghién ctru
doc 1ap gan day con cho thiy cé dén 40-50% cac
t€ bao hinh sao hoat hda cé thé duwgc chuyén sang
trang trai khong hoat dong [12].

Dap (ng cai thién xo hda gan thudng xuat hién
sau mot thoi gian diéu trj kha dai va chi dat duwoc &
mét s6 bé&nh nhan nhat dinh [6],[9]. Cau hoi datra la
c6 thé dua vao céc yéu té nao dé du bao dap irng xo
héa gan hay khong, d& bénh nhan yén tam diéu tri.
Trong nghién clru nay, sau 12 thang diéu tri, ching
toi thay chi s& ALT va AST trudc diéu tri cé lién quan
dén dap ing xo héa gan, ty |& d4p rng xo hda gan
& nhém nguwdi bénh cé ALT truwdc diéu tri lén hon 2
[an GTTBT cao hon nhdm nguwdi bénh cé ALT trudce
diéu tri < 2 [An GTTBT (p<0,05), diéu nay cling twong
tu véi chi s6 AST trwdc diéu tri (p<0,05).

5. KET LUAN

Sau 6 thang diéu tri, cé 25 ngudi bénh cé dép
Urng Fibroscan (54,4%), trong dé 22 nguoi (47,9%)
gidm 1 cap d6 va 3 ngudi gidm 2 cap do xo hoa tré
I&n. Sau 12 thang, ty & c6 dap (ng tang |én 71,7%,
trong d6 27 ngudi giam 1 cip d6 xo hda va 6 ngudi
(13,0%) giam 2 cip d6 trd [én. Ty |& ddp &ng xo hda
gan sau 12 thang diéu tri & ngudi bénh cé ALT trudc
diéu trj I&n hon 2 lan GTTBT cao hon nhédm ngudi
bénh cé ALT trudc diéu tri < 2 [an GTTBT (p<0,05).
Két qua tuwong déng céc bdo cdo gan day, déu cho
thay hiéu qua cai thién mic d6 xo hda gan sau diéu
tri v&i phac d6 LDV/SOF, tuy nhién doi hdi phai theo
ddi diéu trj trong thoi gian dai.
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