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Tém tat

Dat van dé: Sy ra doi nhdm thudc DAAs thé hé mdi la mét cudc cdch mang trong diéu trj viém gan vi-rat C
(VGC), m& ra trién vong loai bd HCV trong tuong lai. Tai Viét Nam, cdc nhom thuéc két hop NS5A/NS5B dugc
Iwu hanh chinh thirc, cé rat it nghién ciru danh gid hiéu qua diéu tri va kha nang dung nap cla céc thudc nay
& d6i twong viém gan vi-rat C. Mt khdc, trén thé gidi cling cé rat it dit liéu vé& nhdm bénh nhan mang kiéu
gen 1, 6. Muc tiéu: Khdo sat dap &ng sinh hoa va vi-rit & cac bénh nhan viém gan vi-rit C man kiéu gen 1, 6
diéu tri vdi ledipasvir ph6i hop véi sofosbuvir (LDV/SOF). Phwong phap: nghién clru mé ta ti€én ctru thuc hién
trén 48 bénh nhan cé chan doan VGC man va/hodc xo gan con bu kiéu gen 1 hodc 6 dwoc diéu tri 12 tuan vdi
sofosbuvir 400mg phéi hop ledipasvir 90mg tai phong khdm Khoa Néi téng hop, bénh vién Quan Thi Dirc.
K&t qua: ALT gidm tlr 72,3 + 31,9U/L xuéng 29,4 + 9,3 U/L, AST giam tir 72,9 + 40,3U/L gidm xudng 35,2 + 23,5
U/L sau 48 tuan diéu tri. Aloumin va Bilirubin duy tri 3,64 + 0,61 g/dL va 0,69 + 0,26 g/dL. Tiéu cau tang tlr
145,0 + 36,3 1én 173,9 + 36,7 sau 48 tuan diéu tri. Ty 186 HCV RNA dudi ngudng tai thoi diém 4 tuan sau diéu
tri dat 93,3 % va dat 95,5 % dat SVR12. Ty |& xay ra tac dung phu do thuéc 13 18,7 %, da s6 la cac triéu chirng
nhe, thodng qua nhu mét mai, budn ndn, tiéu chdy hodc chdn an... K&t ludn: LDV/SOF |a phuong phéap diéu
tri khdng cé interferon hiéu qua, cai thién vé méat sinh hda va vi sinh tét. Liéu phdp LDV/SOF cé tinh an toan,
it tdc dung phu nghiém trong do thudc.

Tir khéa: Viem gan C man, ledipasvir, sofosbuvir, dap trng vi rut.
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Background: The introduction of a new generation of direct acting antiviral agents (DAAs) is a revolution
in the treatment of hepatitis C, opening the prospect of eliminating HCV in the future. In Vietnam, the
combination of NS5A/NS5B drugs is officially circulated, which has very few studies assessing the therapeutic
efficacy and drug tolerance of these drugs in hepatitis C. On the other hand, there are also fewer data on
treatment efficiency of patients with genotype 1.6 in the world. Objective: We survey clinical, biochemical
and viral response in patients with 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 Internal Medicine Department, Thu
Duc District Hospital. Results: ALT decreased from 72.3 + 31.9U/L to 29.4 + 9.3 U/L, AST decreased from
72.9 + 40.3U/L down to 35.2 + 23.5 U/L after 12 months of treatment. Albumin and bilirubin maintained
3.64 £ 0.61 g/dL and 0.69 + 0.26 g/dL. Platelets increase from 145.0 + 36.3 to 173.9 * 36.7 after treatment.
Percentage of HCV RNA below threshold at the 4-week period later treatment achieved 93.3% and reached
95.5% achieved by SVR12. The incidence of drug side effects is 18.7%. Most are mild, transient symptoms such
as fatigue, nausea, diarrhea or loss of appetite ... Conclusion: LDV/SOF is an effective, improved interferon-
free treatment, good biochemical and microbiological aspects. LDV/SOF therapy is safe and has little effect
serious side effects due to medication.
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1. DAT VAN DE

Diéu tri viem gan siéu vi C man d3 cé nhiéu
tién bd nang ty 1& dap (ng vi-rat bén virng (SVR -
Sustained Virologic Response) tir 10% & kiéu gen
1 véi interferon (IFN) don thuan dén 56% véi Peg—
Interferon (Peg-IFN) + ribavirin (RBV) [2].

Tai Viét Nam, kiéu gen 1 va 6 chiém da s6 [10].
Day 13 2 kiéu gen kho diéu tri vdi phac d6 Peg-IFN/
RBV vdi ty 1& SVR khoang 58,7% - 71% [1],[12]. Diéu
tri VGC man trong giai doan nay gip rat nhiéu bat
lgi nhu ty 1& chita khdi thap, thoi gian diéu trj kéo
dai, chi phi cao va quan trong la nhiéu tac dung phu
nghiém trong [3]. Sw ra d&i nhdm thudc DAAs thé
hé mdi nay la mét cudc cach mang trong diéu trj
viém gan vi-rit C, m& ra trién vong loai bd HCV trong
tuong lai. Tai Viét Nam, cd rat it nghién clru dénh
gid hiéu qud diéu tri va khd nang dung nap cla cac
thudc nay cling nhu cé it dit liéu vé hiéu qua diéu trj
ctia nhém bénh nhan mang kiéu gan 6. Vi vay, ching
toi ti€n hanh nghién ciru v&i muc tiéu khao sat dap
irng héa sinh va vi-rut & cac bénh nhan viém gan vi-
rat C man (VGC) kiéu gen 1, 6 diéu trj v&i ledipasvir
phdi hgp vdi sofosbuvir.

2. DOI TUQONG VA PHUONG PHAP NGHIEN cU'U

2.1. Bai twong nghién ciru

Nghién ctru thuc hién trén 48 nguoi bénh ngoai
trd cé chan doan VGC man va/hodc xo gan con bu
kiéu gen 1 hodc 6 dwoc diéu tri 12 tuan véisofosbuvir
400mg ph6i hop ledipasvir 90mg tai phong kham
Noi téng hop, bénh vién Quan Thi Birc.

- Tiéu chuan chon bénh: Trén 18 tudi, VGC man
hodc xo gan con bu kiéu gen 1 hodc 6, hoan thanh
toan bo liéu trinh diéu tri, khdng di &ng véi cac
thanh phan thuéc.

- Tiéu chuan loai trir: Tai diéu tri v&i ché do cé
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NS5B, men gan trén 5 [an gia trj binh thudng, suy
than giai doan 5 (Clcr < 30 ml/phdt), dang st dung
amiodarone, khdng hoan thanh liéu trinh diéu trj.

2.2. Thiét k& nghién ctru:

Nghién ctru tién ctru

2.3. Phurong phap nghién ctru

- Theo d&i bénh nhan viém gan vi-rit C man thda
tiéu chi chon mau tai bénh vién ghi nhan: tén, tudi,
gidi, bénh str, xét nghiém chirc ndng gan, xét nghiém
HCV RNA, HCV genotype, chi dinh phac d6 diéu tri
12 tuan SOF 400mg + LDV 90mg.

- Dinh lvong HCV RNA bang phuong phap dinh
lwgng HCV RNA real-time PCR si* dung Tagman
probe tai thoi diém 4 tuan tir luc bat dau diéu tri.
NEu HCV RNA dudi ngudng phat hién, dinh lugng
HCV RNA lai vao 12 tuan sau khi két thuc diéu tri.
NEu HCV RNA cé gidm nhung trén ngudng phat
hién, dinh lvgng lai HCV RNA vao tuan th& 8 sau
khéi dau diéu tri.

- Dap ng sinh hda dugc danh gia vao cac thoi
diém sau diéu trj 12 tuan, 24 tuan va 48 tuan.

- Dap ng vi-rut dwoc danh gia vao cac thoi diém
sau diéu tri 4 tuan, 12 tuan.

2.4. Phwong phap xtr ly sé liéu

X ly va phan tich s& liéu bing phan mém Stata
phién ban 13.0, si dung théng ké d6 Iéch chuan
(SD), trung binh céng (X), tan sé va ty 1& %. St dung
céc phép kiém dinh t-test, chi binh phuwong hoic
Fisher dé xac dinh sy khac biét v&i ngudng y nghia
théng ké a=0,05.

2.5. Pao drc trong nghién ctru

Phac d6 LDV/SOF nam trong huéng dan chan
dodn va diéu tri VGC man tinh cia BO Y té, tac dung
phu rat it va nhe, khdng gy nguy hai cho bénh nhan.
T4t cd bénh nhan duoc gidi thich rd rang y nghia cla
diéu tri, déng y tham gia nghién ctru.

Tudi trung binh ctia 48 bénh nhan 12 48,9 + 15,1 tudi. Nhdm tudi 40-59 cao nhat vdi 20 ngudi (41,7%), tiép
dén 13 nhém dudi 40 tudi vdi 16 ngudi (33,3%) va cudi cung 12 ngudi > 60 tudi (25,0%). Ve gidi tinh, cé 36
bénh nhan nam (75,0%) va 12 bénh nhan nit (25,0%).

Bang 1. M6t s6 dac diém sinh hoa va vi rat trudce didu tri

Pic diém Trung binh Do léch chuan
ALT (U/L) 70,6 31,7
AST (U/L) 70,8 39,9
Tiéu cau (10%/1) 143,6 36,0
Albumin (g/dL) 3,74 0,66
Bilirubin (g/dL) 0,75 0,33
Fibroscan (kPa) 11,8 3,9
HCV RNA (IU/mL) 6,2 2,9
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Chi s8 ALT trwéc diéu trj 70,6 + 31,7 UI/L; AST 70,8 + 39,9 UI/L; tiéu cau 143,6 + 36,0 (10%/1); albumin 3,74 +
0,66 g/dL; bilirubin 0,75 + 0,33 g/dL. HCV RNA 6,2 + 2,9 IU/mL, da s& bénh nhan c6 murc xo héa nang (F3),

39,1% xo gan con bu.

Bang 2. M6t s8 chi sd sinh hda trung binh trwdc va sau diéu tri (n=48 ngudi)

Chi s§ Trwdc diéu | Sau 12 tuan Sau 24 tuan Sau 48 tuan p
tri (0) (1) (2) (3)

ALT (UI/L) 70,6 £ 31,7 41,1+£22,5 33,4+16,1 29,2+9,1 *

AST (UI/L) 70,8 £ 39,9 44,3 £ 35,2 40,1 +29,8 34,4+22,9 *
Albumin (g/dL) 3,74 £ 0,66 3,56 +0,61 3,64 +£0,63 3,62+0,61 *k
Téng bilirubin (g/dL) 0,75+0,33 0,70+0,28 0,70+0,25 0,69 £ 0,25 *k
Ti€u cau (1000 t&€ bao/ uL) | 143,6 + 36,0 151,0+39,4 159,9 +37,7 183,6 + 34,8 HkE
Chi thich: * P,4<0,05, Pyge<0,05, Py <0,05. ** Prgira>0,05. *** Py 50,05, P <0,05, Py <0,05.

Nhan xét: ALT gidm nhanh tir 70,6 + 31,7 U/L xuéng 33,4 + 16,1 U/L sau 24 tuan diéu tri va sau 48 tuan la
29,2 +9,1 U/L. Twong tu, AST cling gidm nhanh sau 12 tuan diéu tri, tir 70,8 + 39,9 xuéng 44,3 + 35,2 va giam
cham dan trong cac tuan tiép theo, dat 34,4 + 22,9 sau 48 tuan. Tiéu ciu tang dan tir 143,6 + 36,0 |&n 183,6
+ 34,8 sau 48 tuan. Cac chi sé bilirubin va albumin dudng nhu khéng thay déi sau diéu tri.

Bang 3. Dap (rng diéu trj vé sinh hoa

Chi sé Trucrc(g)leu ] sau 12 tuan (1) | Sau 24 tuan (2) Sau Z(lg)tuan
p
St % sL % sL % sL | %
ALT Binh thuong 10 20,8 31 64,6 38 79,2 45 93,7 .
Cao 38 79,2 17 35,4 10 20,8 3 6,3
AST Binh thudng 9 18,7 34 70,8 37 77,1 42 87,5 N
Cao 39 81,3 14 29,2 11 22,9 6 12,5
Binh thudng 33 68,7 29 60,4 33 68,7 31 64,6
Albumin - *k
Thap 15 31,3 19 39,6 15 31,3 17 34,4
Binh thudng 41 85,4 43 89,6 43 89,6 44 91,7
Bilirubin ok
Cao 7 14,6 5 10,4 5 10,4 4 8,3
. Binh thuong 27 56,2 31 64,6 34 70,8 47 97,9
Tiéu cau - *kk
Thap 21 43,8 17 35,4 14 29,2 1 2,1
Chi thich: * pi,,<0,05, Pyge<0,05, Py <0,05. ** Prgiaras>0,05. *** Piy>0,05, P >0,05, Py <0,05.

Nhan xét: Ty 1& ALT binh thudng trwdc didu tri 20,8% d3 tang 1én 64,6% sau 12 tuan diéu trj va 93,7% sau
48 tuan diéu tri (p<0,05). Twong tw, AST binh thudng trudce diéu tri chi 18,7% da tang 1én 70,8% sau 12 tudn
va 87,5% sau 48 tuan. Tiéu cau binh thudng trudc diéu tri 1a 56,2% tang dan 1&én 97,9% sau 48 tuan (p<0,05).
Albumin va bilirubin dudng nhu khéng thay déi (p>0,05).
Bang 4. Bap (rng diéu tri vé vi-rut

Théng sé Sau 4 tuan Sau 12 tuan
HCV RNA dudi ngudng (n,%) 46 (95,8%) 47 (97,9%)

Ty & HCV RNA dudi ngudng tai thoi diém 4 tuan sau diéu tri dat 95,8% va dat 97,9% dat SVR12. Khoéng c6
méi twong quan cé y nghiia théng ké giira gidi tinh, nhém tudi, tai lwong vi-rat ban dau véi SVR12 (p>0,05).

Bang 5. Mot sé tac dung phu cla thudc sofosbuvir/ledipasvir

Tac dung phu S6 lwong Ty 1& (%)
Mét moi 3 6,2
C4c triéu chirng gibng cim 1 2,1
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M4t ngu 2 4,2
Chéng mat 1 2,1
Bubn nén 2 4,2
Tiéu chay 1 2,1
Chan an 1 2,1
Téng cong 9 18,7

Nhan xét: xdy ra téc dung phu do thudc & 9 ngudi bénh (18,7%), cac triéu chirng gap la triéu chirng mét

moi, budn ndn, tiéu chay hodc chan an...

4. BAN LUAN

4.1. Dap &ng sinh héa sau diéu tri

Két qua nghién ctru cda ching t6i cho thdy dap
rng sinh héa rat tét vai liéu phap LDV/SOF, cac chi
s6 sinh hda chirc ndng gan cai thién nhanh sau diéu
tri 12 tuan, twong ty nhu cac bdo cdo trwdc do. ALT
gidm nhanh tir 70,6 + 31,7 U/L xuéng 33,4 + 16,1 U/L
sau 24 tuan diéu tri va sau 48 tuan 13 29,2 + 9,1 U/L.
Tuwong tyw, AST cling gidam nhanh sau 12 tuan diéu
tri, tr 70,8 + 39,9 xuéng 44,3 * 35,2 va gidm cham
dan trong cac tuan tiép theo, dat 34,4 + 22,9 sau 48
tuan. Tiéu cau ting dan tir 143,6 + 36,0 |én 183,6
+ 34,8 sau 48 tuan diéu tri. Qua phan tich ty & tr&
vé binh thudng cla cac chi s6 sinh hda, két qua cho
thay ty |& ALT binh thuwong trudce diéu tri 20,8% da
tang 1én 64,6% sau 12 tuan diéu trj va 93,7% sau 48
tuan diéu tri. Twong ty, AST binh thudng trude digu
tri chi 18,7% d3 tang |én 70,8% sau 12 tuan va 87,5%
sau 48 tuan. Tiéu cau binh thudng trudc didu trj 1a
56,2% tang dan 1én 97,9% sau 48 tuan. Albumin va
bilirubin dwdng nhu khéng thay d6i (p>0,05). Riéng
ddi véi cac chi s6 bilirubin va albumin dudng nhu
khoéng thay d6i sau diéu tri. Cac két qua nay phu hop
nhu cac bdo cdo gan day cla cac tac gia Grebely J.,
Wong R.J. va Younossi Z.M. [8],[13],[14].

4.2. Dap ng vi-rut sau diéu tri

Sy chap thudn déi vdi liéu phap LDV/SOF diéu
tri viém gan C man tinh bao hiéu mot tién bd khac
trong diéu tri nhiém HCV, v&i d6 an toan va don gian
nhung dat ty & SVR cao & nhitng ngudi bj nhiém
genotype 1, 6. K&t qud nghién ctru cda ching toéi
cho thay liéu phdp nay dép rng t6t, 95,8% dat dap
rng vi-rat nhanh, 97,9% dat SVR12. Két quad nay
phU hgp véi mot s6 nghién cliru trén thé gidi gan
day, ty |é dap (ng vi rat cha liéu phap LDV/SOF cao.
Thir nghiém ION-1 trén 865 bénh nhan diéu tri méi
v3i LDV/SOF c6 hodc khong kém ribavirin, cho thay
SVR12 la 97% - 99%, khong co khac biét gitra thoi
gian diéu tri 12 hay 24 tuan, cé két hop ribavirin,
subtype hay c6 kem xo gan hay khong [9]. Nghién
clru ION-3 ti€n hanh trén 647 bénh nhan mdai diéu

tri, khdng xo gan nham so sdnh SVR & nhém diéu
tri 8 tuan va 12 tuan. SVR12 dat duwoc 93%-95%,
khéng khac biét gitra 2 nhédm. Tuy nhién, ty & tai
phat & nhém diéu tri 8 tuan cao hon nhém diéu tri
12 tuan [8]. Twong tw, nghién ciru SIRIUS trén 172
bénh nhan kiéu gen 1, xo gan, tai diéu tri. Ty I& SVR
dat tlr 96% dén 98% [5]. Hién tai, tai My khuyén cao
diéu tri LDV/SOF 12 tuan cho cac d&i twong kiéu gen
1, xo' gan con bu. Tuy nhién vdi cac d6i tuong xo gan,
tai diéu tri can than trong. Tac gid Reddy KP ghinhan
trén 512 bénh nhan kiéu gen 1 trong d6 47% that bai
diéu tri véi thudc rc ché protease diéu trj LDV/SOF
c6 hay khéng kém RBV. Khéng cé khéc biét vé SVR
gitta cdc nhom dung 12 va 24 tuan, cé hay khong
kém RBV. Riéng nhém téi diéu tri nhan 12 tuan LDV/
SOF khéng kém RBV c6 ty 1é SVR thdp hon nhém
khac, 90% so vdi 96-98% [11]. Do sy phan bd kiéu
gen, kiéu gen 6 tap trung nhiéu & ving Bong A, hién
con it nghién ctru. Nam 2015, Gane nghién cltu trén
25 bénh nhan kiéu gen 6, dung phac d6 ledipasvir
90mg va sofosbuvir 400mg trong 12 tuan dat SVR
cao 96% [7]. Tai My, R.J Wong nghién ctru phac do
LDV/SOF & 65 bénh nhan gdc A kiéu gen 6, trong dé
c6 41,5% xo gan cho thay 95,3% dat SVR. HCV RNA
duwdi ngudng tai tuan 4 13 97,3%, tai thoi diém két
thuc diu tri 13 96,9% va SVR12 |a 95,3%. 100% bénh
nhan nir dat SVR so v&i 91,2% & nam, 92,3% & bénh
nhan xo gan so v&i 97,4% bénh nhan khong xo gan
(p>0,05) [13].

Vé cac yéu t6 lién quan dén dat SVR12, két qua
nghién clru cta chuing tdi cho thay khéng ¢ mdi
tuong quan cé y nghia théng ké gitra gidi tinh, nhém
tudi, tai lwong vi-rat ban dau véi SVR12 (p>0,05).

4.3. Tac dung phu lién quan dén thudc

Két qua cho thay ty I& xay ra tac dung phu do
thudc la 18,7%, cac triéu chirng gap |a triéu chirng
mét mai, budn nén, tiéu chay hodc chan an. Tat ¢
cac bénh nhan déu diéu tri dd 12 tuan, khéng cé
bénh nhan nao dirng diéu trj thuéc do tac dung
khéng mong mudn cla thudc gay ra va cling khdng
c6 bénh nhan nao cé tac dung phu nghiém trong
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trong qud trinh diéu tri. Afdhal (2014) ghi nhan
10/865 bénh nhan kiéu gen 1 chiém 1% phai dirng
nghién ctru trude thdi han du tat cd bénh nhan déu
dat SVR12. Ty |1& bién c& bat lgi nghiém trong chiém
dudi 4% (33/385). Céc tac dung phu hay gdp cua tac
gia 1a mét mdi (28,5%), dau dau (23,7%), mat ngl
(14,4%) [4]. Charatcharoenwitthaya (2020) ghi nhan
cac bién cd diéu tri thwong gap nhat trén 1021 bénh
nhan 13 mét moi (11%), mat ngu (2,7%), nhirc dau
(2,5%), bién c6 dwong tiéu hoa (1,8%), phat ban
(1%) va dau khdp (0,7%). Cac bat thudng lién quan
dén xét nghiém gan 1a khéng phé bién vdi chi 3 bénh
nhan tang ALT (0,1%) va tang bilirubin toan phan &
41 bénh nhan (4%) [6]. Ty |& bién c6 va gap tac dung
khéng mong mudn cla ching téi thap va khac tac
gia c6 thé do s6 lwgng bénh nhan nghién clru cua
ching tdi nho, nén chua dénh gid duoc day dd tac
dung khéng mong muén cla thuéc. Nghién clru cla

ching téi khdong ghi nhan trudng hop nao tlr vong
trong thoi gian diéu tri va theo dai, ch( yéu la do
nhdm bénh nhan cta ching t6i 13 nhdm xo gan con
bu.

5. KET LUAN

Ty 1& HCV RNA dudi ngudng sau 4 tuan dat
95,8% va ty 1& SVR12 13 97,9%. Cac chi s6 sinh hda
cai thién cd y nghta sau diéu tri. Ty 1& xay ra tac dung
phu do thudc |a 18,7%, céc triéu chirng gap la triéu
chirng mét moi, budn nén, tiéu chay hodc chan
3n...0 nghién ctru nay ching tdi khéng ghi nhan tai
phat do thoi gian nghién cru ngan.

LDV/SOF 1a phuong phdp diéu tri khéng cé
interferon hiéu qua va dung nap t6t d&i vdi nhiém
HCV. Liéu phap LDV/SOF c6 tinh an toan, it tac dung
phu nghiém trong do thudc.
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