HIEU QUA CUA PHAC DO SOFOSBUVIR/DACLATASVIR
6 BENH NHAN VIEM GAN VI RUT C €O X0 GAN
TAI BENH VIEN BENH NHIET D61 TRUNG UGNG

Nguyén Quang Huy', Ta Thi Diéu Ngan!, Pham Ngoc Thach'.

Muc tiéu: nghién ctru duoc tién hanh nham danh gia két qua diéu tri ctia phac dd Sofosbuvir/Da-
clatasvir trén bénh nhan viém gan vi rit C man tinh c¢6 xo gan. Péi tuwong va phwong phdp: trong
thoi gian tir thang 7/2017 dén thang 1/2019, 30 bénh nhan viém gan vi rat C man tinh c¢6 xo gan
duoc dua vao nghién ciru. Tét ca bénh nhan duoc hoan tat diéu tri trong 24 tuan véi liéu SOF
(400mg/ngay) két hop vai DCV (60mg/ngay) va duoc theo doi tai tuan thi 4, 12 va 24 (két thac
diéu tri). Két qua: tudi trung binh trong nghién ctru 1a 51,9 + 14 tudi. Trong d6, 21 bénh nhan
(70%) 1a nam gigi. Mtrc d6 xo hod gan 1a 30% F3 va 70% F4; 93,33% thudc Child - Pugh A va
6,67% Child - Pugh B. Sau diéu tri 4 tuan va 24 tuan, ty 1& binh thuong hoa enzyme ALT va AST
lan luot 1a 66,67%; 73,33%. Co 90% bénh nhan c6 tai lugng vi rit dudi ngudng phat hién (<
15U/ml) tai tudn 4 sau diéu tri. Khi két thuc diéu tri 100% bénh nhan déu khong phat hién duoc
vi riit trong mau. Mirc d6 xo héa gan giam dang ké ¢ tuan thi 24 so voi khi bat dau diéu tri
(12,6kPa so véi 16,95kPa, p < 0,05). C6 33,33% bénh nhan dugc cai thién 1o rét d xo hoa gan
sau diéu tri. Trong do6, 6 bénh nhan tir F4 giam xuéng FO - 1, F2, F3. Két ludn: phac dd diéu tri
phéi hop Sofosbuvir/Daclatasvir cho thdy ¢6 hiéu qua cao & cac bénh nhan viém gan vi rat C man

tinh c6 xo gan.

Twr khoéa: Viém gan vi rat C man tinh, xo gan, Sofosbuvir, Daclatasvir.

PAT VAN BE

Vi rt viém gan C (HCV) la mét trong nhitng nguyén
nhan hang dau gay bénh ly gan man tinh trén toan thé
gidi. USc tinh c6 khodng 1,75 triéu ngudi méc mdi moi
ndm, 71 triéu ngudi nhiém man tinh va cé nquy cd tién
trién xd gan va ung thu biéu md t€ bao gan. Trai qua
han 3 thap ky, diéu tri viém gan vi rat C (VGVRC) da co
nhifng ti€n bd vugt bac. Thai ky dau vdi nén tang la In-
terferon, ty |€ dat dap Ung Vi rat bén vitng chi dat dudc
tir 40 - 70%. Sy ra ddi clia cac thudc DAAs thé hé maéi da
rdt ngan thdi gian diéu tri VGVRC xudng con 3 - 6 thang
vdi ty 1€ dap Ung Vi rit bén vitng cao > 90%, dung bang
dudng ubng va it tac dung phu honf?. Trén bénh nhan
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VGVRC c6 xd gan, do chifc néng gan suy giam, chuyén
hda thudc kéo dai nén thdi gian diéu tri cling dai hon. Hién
nay, mot s6 phac do da dugc chirg minh Ia hiéu qua va
an toan trén bénh nhan VGVRC c¢d xd gan. Trong do, co
phac d6 ph6i hgp Sofosbuvir (SOF) va Daclatasvir
(DCV)vGi thdi gian diéu tri la 24 tuan®. Tai Viét Nam, cho
tdi thai diém nay cd rét it nghién cdru vé phac dé SOF +
DCV trén bénh nhan VGVRC cé xd gan. Vi vay, chlng toi
thuc hién nghién cltu nay nham muc tiéu: Danh gia hiéu
qua clia phac do phdi hgp Sofosbuvir va Daclatasvir &
bénh nhan VGVRC c6 xd gan.

POI TUONG VA PHUONG PHAP

Pai tugng nghién cilru: tat ca cac bénh nhan dudc chan
doan viém gan C man tinh c6 xd gan dugc diéu tri tai
Bénh vién Bénh nhiét ddi Trung uong tir thang 7/2017
dén thang 1/2019.

Tiéu chuén Iua chon bénh nhén: tudi tir 18 trd 18n,
dugc chan doan xac dinh la mdc VGVRC man tinh theo
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hudng dan chan doan, diéu tri viém gan vi rit C clia B
Y t&€ ndm 2016 va dugc chan doan xd gan dua vao mét
trong céc tiéu chuén sau:

Hodc c6 chan doan md hoc xa gan trudc dd dua trén
két qua sinh thiét gan véi diém METAVIR > 3.

Hodc Fibroscan > 12,5kPa dugc lam trudc khi diéu
tri.

Hoac chi s6 APRI > 2.

AST (bénh nhan) x 100 /AST
(giGi han trén mic binh thuGng cla phong XN)
Tiéu cau (G/L)

(AST gidi han trén muc binh thudng theo phong xét nghiém Iy gia
tri bang 37U1/L)

APRI =

Bénh nhan dong y tham gia nghién clfu va tuan tha
cac yéu cau cla lich trinh khdm trong nghién c(u.

Tiéu chuan loai trir: bénh nhan dong nhiém vi rat viém
gan B, HIV; bénh nhan suy than cé mdrc loc cau than <
30ml/phut; bénh nhan mac cac bénh ly ndi khoa hodc
phau thuét gay r6i loan tiéu héa anh hudng dén kha néng
hap thu ctia thudc.

Phuong phap nghién ciru

Nghién clru mo ta, c6 theo ddi bénh nhan theo thdi
gian. Cac bénh nhéan du tiéu chuén diéu tri, ddng y tham
gia nghién ctru sé dugc diéu tri theo phac d6 2 thudc
trong 24 tuan:

- Sofgen (hoat chat 1a Sofosbuvir, san xuat tai An
D4): 400mg/ngay, udng 01 lan/ngay.

- Daklinza (hoat chat la Daclatasvir, san xuat tai Hoa
Ky): 60mg/ngay, uéng 01 [an/ngay.

Céc xét nghiém trong qua trinh diéu tri:

- Trude khi bt dau diéu tri (TO): cng thirc mau, ure
va creatinin mau, bilirubin mau, albumin mau, enzyme
AST, ALT, AFP, glucose mau, ty |é prothrombin (PT%), tai
lugng Vi rdt HCV RNA, ki€u gen HCV (genotype), danh gia
do xa hda clia gan, si€u am gan mat.

- Danh gia sau diéu tri 4 tuan (T4), 24 tuan (T24):
cong thlrc mau, AST, ALT, dong mau cd ban, chirc nang
than va do tai lugng Vi rat. Trudng hdp nong do Vi rut
trén ngudng phat hién tai thdi diém T4 s& dugc lam lai
ndng d6 vi rdt tai tuan thr 8. Tai tuan th( 24, bénh nhan
dugc kiém tra danh gia lai d6 xd hod & gan.
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Thu thap va xir ly sd liéu: st dung phan mém SPSS
20.0. So sénh trung binh bang kiém dinh Mann - Whitney
U, so sénh 2 ty 1& bang kiém dinh 42 va McNemar. So sénh
6 y nghia thong ké véi p < 0,05.
KET QUA

Trong thai gian ti thang 7/2017 dén thang 1/2019 cd
30 bénh nhan du tiéu chuén chon vao nghién cltu véi ddc
diém trudc diéu tri dugc mo ta trong bang 1.

Bang 1. Pac diém lam sang cin 1am sang

trudc diéu tri
Céc dic diém 51,9 + 14
Gidi, nam (%) 70
F3 6,07 (4,64 - 7,04
HCV - RNA, trung vi (log,,UI/ml) ( )
F4 6,62 (6,39 - 6,76)
1 16 (53,33)
Genotype HCV, n (%) 6 10 (33,33)
Khac 4(13,34)
APRI > 2 11 (36,7)
F3 9
Fibroscan, n (%) (39
F4 21 (70)
Child - Pugh A 28 (%3,33)
2 (6,67)

ALT, trung vi U/l
AST, trung vi U/l

105 (31-274)
96,5 (33-279)

Albumin < 35g/I, n (%) 3(10)

Bilirubin toan phan > 17umol/l, n (%) 13 (44,34)
Prothrombin < 70%, n (%) 5 (16,67)
Tidu cau < 150G/, n (%) 16 (53,33)

Bang 2. Ty lé cai thién enzyme gan trong va sau
khi két thuc diéu tri

T0 T4 T24
n (%) n (%) n (%)
AT Tang 28(93,33) 10 (33,33) 8 (26,67)
Binh thuGng 2 (6,67) 20 (66,67) 22 (73,33)
AST Tang 29 (96,67) 10 (33,33) 8 (26,67)
Binh thuGng 1(3,33) 20 (66,67) 22 (73,33)

Nhén xét: khi bat dau diéu tri c6 93,33% bénh nhan
c6 tang ALT va 96,67% tang AST. Tai tuan 4 sau diéu tri,
chi con 33,33% cd tang ca ALT va AST. Tuy nhién, khi két
thc diéu tri 26,67% bénh nhan van con téng ALT va AST.



Bang 3. Pap (rng Vi rat tai tuan tha 4
va tuan 24 sau diéu tri

Thoi diém diéu tri

Nong d6 vi rat Tuan4 | Tuan 24

n%) | n(%)

Dugi nguGng dinh lugng (< 15UI/ml) 27 (90) 0(0)

Trén ngudng dinh lugng 3(10) 0(0)

Nhén xét: sau 4 tuan diéu tri c6 27 bénh nhan (90%)
€6 ndng do vi rut dudi ngudng dinh lugng (trong d6 cd 20
bénh nhan khong phat hién dugc vi rdt trong mau). Cé 3
bénh nhan cd ndng do vi rdt trén ngudng dinh lugng tai
tuan thir 4, dugc lam lai tai lugng vi rat & tuan thar 8 va
déu dudi nguBng phat hién.Tai thdi diém khi két thic diéu
tri, 100% bénh nhan khong phat hién dugc vi rdt trong
mau.
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Biéu do 1. Thay ddi mirc do xa hoa gan tuan 24
sau diéu tri (theo két qua Fibroscan)

Nhén xét: gia tri trung binh cua chi s6 Fibroscan &
thoi diém 24 tuan sau khi diéu tri 1a 12,6kPa giam cd y
nghia thng ké so véi trude diéu tri la 16,95kPa (kiém dinh
Wilcoxon). C6 10 bénh nhan cai thién mirc d6 xa hda gan,
trong do: 4 bénh nhan chuyén tir F3 sang F2; s bénh
nhan tir F4 chuyén sang FO - 1; F2 va F3 [an lugt 13 2, 2
va 2 bénh nhan. Khong cé bénh nhan nao tang muc do xg
hda gan sau khi két thuc diéu tri.

Bang 4. Thay ddi diém APRI khi két thic diéu tri

B3t dau diéu tri | K&t thic diéu tri p
n (%) n (%) (trudc - sau)
<2 19 (63,33 28 (93,33
APRI (63,33) (93,33) 0,004
>2 11 (26,67) 2 (6,67)

Nhén xét: trudc diéu tri, cd 11/30 bénh nhan c6 APRI
> 2, nhung sau diéu tri chi con 2/30 bénh nhan cé APRI
> 2, ty Ié bénh nhan cd APRI > 2 sau diéu tri thap han c6
y nghia thdng ké véi p < 0,05 (ki€ém dinh McNemar vdi 2
ty 1€ ghép cap).
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Biéu dd 2. Thay ddi s6 luong ti€u ciu trong
va sau khi diéu tri

Nhén xét: s6 lugng ti€u cu tdng cd y nghia thdng ké
vdi p < 0,05 tai thdi diém T12 va T24 so véi TO véi p <
0,05 theo kiém dinh Wilcoxon. Khi so sanh s& lugng tiéu
cau trung binh gilta 2 nhém Fibroscan F3 va F4, két qua
phén tich cho thdy s6 lugng ti€u cau tai cac thdi diém T0,
T12, T24 khac biét khong cd y nghia thong ké véi p >
0,05 (kiém dinh Mann - Whitney U).
BAN LUAN

Nghién clru trén 30 bénh nhan VGVRC man tinh c6
xd gan. Ching tdi nhan thay: tudi trung binh 13 51,9 + 14
tuGi, bénh nhan tré nhét Ia 21 tudi, cao tudi nhat 1a 81.
Nam gidi chi€ém ty I1é 70%. V& chirc nang gan trudc diéu
tri da s0 cac bénh nhan déu & giai doan xd gan con bu -
Child A (93,33%), chi ¢ 2 bénh nhan Child B. Hai bénh
nhan nay déu trén 60 tudi, cd chi s6 Fibroscan cao tai thdi
diém trudc diéu tri 1a 32,4kPa va 27kPa. Déc biét, mot
bénh nhan d& phat hién ung thu bi€éu mé t€ bao gan
(HCC) trudc khi diéu tri. BEnh nhan xd gan F4 chiém ty 1&
70%, ndng do vi rut cao > 6 log10UI/ml gap & 19 bénh
nhan chiém 63,33%.
Pap rng sinh héa: nghién clru cho thdy cé su cai thién
vé hoat do enzyme ALT, AST trudc, trong va sau diéu tri.
Dac biét, enzyme gan giam nhanh ngay sau diéu tri 4
tuan. Ty |é binh thudng hoa ALT va AST tai tuan 4 va khi
két thic diéu tri [an lugt la 63,33% va 73,33%. Nghién
clru clia chung toi cling ¢ két qua tuong dong véi cac
nghién clfu cta Vi Phuong Nga va Nguyén Thé Hungt*s),
Sau khi két thlc diéu tri cd 26,67% bénh nhan con téng
enzyme gan. Ton thuang gan dai dang, biéu hién bang
tang transaminase kéo dai sau khi dat SVR da dugc mot
s0 tac gia bao cao. C.Welsch va cong su khi nghién clru
trén 834 bénh nhan VGC diéu tri bang phac d6 Inteferon
hodc DAAs nhan thay co téi 10% bénh nhan cé tang ALT
kéo dai sau khi dat SVRI®.. Khi nhiém HCV, phan (thg mién
dich dugc khai dong bdi cac t€ bao nhu mo gan, t€ bao
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Kupffer, t& bao hinh sao va cac t& bao mién dich khac dan
tdi san xudt cac cytokine hinh thanh vong xodn bénh ly
lam ton thuong md va tién trién bénh gan. Tuy nhién, HCV
chi 1a tac nhan khéi dau cho qua trinh sinh Iy bénh tén
thuong tai gan trong khi “con bdo” cytokine van tiép tuc
gdy t6n thucng méi trudng vi md ganl., Bén canh do, cac
yéu t6 nguy cc va bénh ly két hgp: thudc, udng rugu, béo
phi, dai thao dudng, r6i loan m& mau... cling gdp phan
vao vong xodn lam tén thuong gan kéo dai. Cac thudc
DAAs hién nay chli yéu kiém soét su nhan 1én cta vi rut.
Tuy nhién. chi riéng diéu do ciing chua du dé phuc hoi
cc ton thuong tai gan. D6 c6 thé 13 Ii do dan t6i trong
nghién ctu cta ching t6i cd mot ty I€ bénh nhan du dat
dap Ung vi rat khi két thuc diéu tri nhung transaminase
van téng kéo dai.

Pap irng vi rit hoc: sau 4 tuan diéu tri c6 20 bénh nhan
(66,67%) khong phat hién vi rit trong mau, nhung khi
két thlc diéu tri ty Ié nay la 100%. Vi Phuong Nga nhan
thay ty 1€ vi rit dudi nguGng phat hién tai tuan 4 1a 98,3%
khi diéu tri bang phac d6 Sofosbuvir/Daclatasvir. Tuy
nhién, tac gia chua danh gia dugc nong do vi rdt tai tuan
12 va sau két thic diéu tri 12 tuan. Nghién clru 113 bénh
nhan VGC cd xd gan hodc sau ghép gan diéu tri phac do
Sofosbuvir/Daclatasvir cé hodc khdng cé Ribavirin trong
thdi gian 12 - 24 tuan, Fred Poordad va cong su’ nhan
thay, ty Ié dat dugc dap Ung vi rdt bén viig (SVR 12) la
83% & nhém xd gan tién trién va 94% & nhdm sau ghép
gan. Tai tuan th{ 4 sau diéu tri, HCV - RNA dudi nguGng
dinh lugng (< 25UI/ml) thdy & 57/60 (95%) & cac bénh
nhan xa gan va 50/53(94%) & nhdm bénh nhan sau ghép
gan. Téc gia cling nhan thdy trong nhdm xa gan tién trién,
ty 1é dat SVR & nhdm bénh nhan Child A va Child B [an
lugt 13 92% va 94% cao hon so vdi nhdm Child C - 56%!81,
Nghién clru cta Christophe Hézode trén 333 bénh nhan
VGVRC genotype 3 (77% bénh nhan xd gan) diéu tri trong
12 -24 tuan bang phac d6 Sofosbuvir/Daclatasvir c6 hodc
khdng cé Ribavirin cho thay, ty I€ SVR 12 la 86% vdi nhém
€06 G gan va 98% vai nhom khong xd gan khi dung phac
d6 2 thudc trong 24 tuan. Trong nhém bénh nhan xd gan
that bai vdi tri liéu trudc day, ty 1€ dat SVR 1a 87% & nhdm
khong c6 Ribavirin va nhém c6 Ribavirin la 80%!1. Nhu
vay, phac d6 phdi hgp Sofosbuvir/Daclatasvir da cho thay,
ty 1é dat SVR12 cao vdi cd nhdm bénh nhan xc gan va
khong xd gan.
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Cai thién tinh trang xo hoa gan: gia tri trung vi cta Fi-
broscan truGc diéu tri la 16,95kPa, giam con 12,6kPa sau
khi két thuc diéu tri. Ty Ié bénh nhan xa gan F4 cling cai
thién sau diéu tri: trudc diéu tri, cd 70% bénh nhan xg
gan F4 giam xu6ng con 50% khi két thuc diéu tri. C6 10
bénh nhan (33,33%), giam mirc do xa hda gan sau diéu
tri. Trong dd, 6 bénh nhan F4 giam vé FO - 1; F2 va F3; 4
bénh nhan F3 giam vé muc F2. Yek C. va cong su nghién
clru su cai thién mic do xo hda gan trén 84 bénh nhan
diéu tri bang DAAs nhan thdy: 52 bénh nhan (64%) dugc
cai thién mirc do xd hda gan. Tac gia cho thay, trong 56
bénh nhan F4 c6 6 bénh nhan (10,7%) con xd hda F3 va
27 bénh nhan (48%) cai thién it nhat 2 mic dé xo hoa.
Trong s 28 bénh nhan cd mlc xd hda gan F3, 9 bénh
nhan gilr nguyén mic do xa hda sau diéu tri, 8 bénh nhan
gidm muc xd hda xudng F2 va 11 bénh nhan giam mic xo
hda xudng FO - 1019,

Cling v&i diém Fibroscan, chiing toi cling ghi nhén su
cai thién chi s6 APRI trudc va sau khi diéu tri. Sau diéu tri
chi ¢4 2/30 bénh nhén ¢ diém APRI > 2 so Véi trude digu
tri la 11/30, gia tri trung binh clia APRI truGc va sau khi
diéu tri [an lugt la 2,29 va 0,65. Su’ khac biét cta 2 chi s6
trudc va sau diéu tri la cé y nghia thong ké. Yek C va cong
su’ danh gia dap (ng nhanh clia diém APRI trén 96 bénh
nhan dat SVR vdi diéu tri DAAs. Tac gia nhan thay, diém
APRI giam nhanh tai tuan th(r 4 va gir 6n dinh sau do,
dong thdi thay ddi diém APRI cao hon & nhiing bénh nhan
Xd gan so vdi bénh nhan khong xd ganl*®l, Bong thdi vdi
cai thién tinh trang xa hod gan, s8 lugng tiéu cau cla cac
bénh nhan trong nhdm nghién cltu cling tang dan trong
qua trinh diéu tri. Cu thé, s6 lugng tiéu cAu tai cac thdi
diém TO; T4; T24 [an lugt la 145,5; 164 va 165G/I. C6 su
khéc biét cd y nghia thdng ké khi so sanh s6 Iugng tiéu
CAu tai cac thdi diém TO véi T4, TO v6i T24 vdi p < 0,001.
Tuy nhién, khi so sanh gitta 2 nhém xd héa gan F3 va F4,
chiing t6i nhan thdy su’ khac biét vé ti€u cau khong cd y
nghia thong keé trong qua trinh diéu tri. Tuy nhién, khi xét
tuong quan gitra tiéu cau va mdrc do xa hda, ching toi
chua xac 1ap dugc mdi lién quan. Co thé, do nghién cliu
clia ching t6i thuc hién véi ¢ mau con han ché.

KET LUAN

Phac d6 phdi hgp Sofosbuvir va Daclatasvir diéu tri
24 tuan c6 hiéu qua cao trong viéc loai bd vi rit va cai
thién dugc mlfc d6 xd hda gan & cac bénh nhan VGVRC
man tinh c6 xa gan.
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EFECTIVENESS OF SOFOSBUVIR PLUS DACLATASVIR THERAPY IN CHRONIC HEPATITIS C PATIENTS
WITH CIRRHOSIS TREATWED IN NATIONAL HOSPITAL FOR TROPICAL DISEASES

Summary

Objectives: This study was carried out to evaluate the
results of Sofosbuvir plus Daclatasvir in chronic hepatitis
C (CHC) patients with cirrhosis. Subjects and methods:
Between July 2017 and January 2019, a total of 30 CHC
patients with cirrhosis were enrolled in the study. All of
them completed 24 weeks combination of SOF
(400mg/day) plus DCV (60 mg/day) and were followed up
at weeks 4, 12, 24 (end - of - treatment). Results: The
mean age was 59.0 £ 14 years, 21 (70%) of them were
males. Severity of liver diseases was as follows: 30% F3
and 70% F4, Child - Pugh A cirrhosis 93.33%; and Child
- Pugh B cirrhosis 6.67%. At weeks 4 and 24, the rate of

normalization of enzyme ALT and AST was 66.67% and
73.33%, respectively. There were 90% of patients with
undetectable HCV RNA (< 15IU/mL) at weeks 4. At the
end - of - treatment, HCV - RNA was undetectable in
100% of patients. The level of fibrosis and cirrhosis was
reduced significantly at weeks 24 when compaired to
week 0 (12.6 kpa versus 16.95 kPa, p < 0.05). The level
of fibrosis was improved in 33.33% of patients. Of them,
6 patients reduced from F4 to FO - 1, F2, F3. Conclusion:
Sofosbuvir and Daclatasvir was highly effective for treat-
ment of chronic hepatitis C patients with cirrhosis.

Key words: Chronic hepatitis C, cirrhosis, Sofosbuvir, Daclatasvir.
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