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Sofosbuvir 1a chét trc ché dang nucleotide ctia enzyme RNA polymerase NS5B ctia vi rit viém gan
C voi hiéu luc trén toan b cac genotype. Pay la nghién ctru da trung tam, nhan mo pha 3b danh
gia hiéu qua va tinh an toan cta sofosbuvir + ribavirin = pegylated - interferon (peginterferon) &
bénh nhan Viét nam nhiém vi rt viém gan C genotype 1 hodc 6. Cac bénh nhan chua diéu tri (co
hoiic khong c6 xo gan) nhiém vi rit viém gan C genotype 1 hoic 6 duoc chia thanh 2 nhom theo
ty 1& 1:1 diéu tri sofosbuvir + peginterferon/ribavirintrong 12 tuan hodc sofosbuvir + ribavirin
trong 24 tudn. Muc tiéu: dap Gmg vi rat bén viing sau khi két thic diéu tri 12 tudn (SVR12). Két
qud va két ludn: trong 50 bénh nhan nghién ctru, 60% la genotype 6, 58% la nam va 80% c6 alen
IL28B CC. 3 bénh nhén (6%) c6 xo gan. Ty 1¢ dat SVR12 & cac bénh nhén diéu tri bang sofosbu-
vir + peginterferon/ribavirin trong 12 tuan 13 100% cho ca genotype 1 (95% CI, 69 - 100%) va
genotype 6 (95% CI, 78 - 100%). Ty 1& dat SVR12 trong nhém diéu tri bang sofosbuvir + rib-
avirin trong 24 tuan lan luot 1a 80% (95% CI,44 - 97%) va 100% (95% CI 78 - 100%) dbi voi geno-
type 1 va genotype 6. Cac bénh nhan khong dat SVR12 thudc genotype 1 va c6 tai phat vi rat. Cac
tac dung khong mong mudn ghi nhan dugc déu & mirc nhe hoic trung binh. Khéng c¢6 bénh nhan
nao phai ngung diéu trj do tic dung khong mong mudn. Phac do sofosbuvir c6 hidu qua cao va an
toan & cac bénh nhan Viét Nam nhiém vi rat viém gan C genotypes 1 hoic 6.

Tiur khéa: Genotype 1; genotype 6; hepatitis C virus; sofosbuvir; Vietnam.

DAT VAN DE

Ty 1& nhiém vi rdt viém gan C (HCV) trén toan thé gidi
udc tinh la 1%, tlc la 71 triéu ngudi véi 85% s6 ca la & cac
nudc thu nhap thap va trung binh2, Tai Viét Nam, mac du
céc s6 liéu con han ché, ty 1& nhiém HCV trong quan thé
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ngui Viét Nam ndi chung udc tinh vao khoang 1 - 4%, trong
d6 nhdm bénh nhan loc mau cd ty I& cao nhat 26%@. Kiéu
gen cht yéu cta HCV a genotype 6 va genotype 1, [an lugt
chiém ty 18 xap xi [ 54% va 30% trong t6ng s ca nhiém®.
Mdc du cac thudc tac dong truc ti€p (DAAs) da dugc dua
vao hudng dan diéu tri HCV mdi nhat tai Viét Nam nhung
diéu tri nhiém HCV tai Viét Nam dugc bao hiém thanh toan
van 13 peginterferon phdi hdp véi ribavirin trong 24 hodc 48
tuan®#, Tuy nhién, phac d6 nay cé hiéu qua va tinh an toan
khong cao. Diéu tri phdi hgp peg - interferon va ribavirin
trong 24 hodc 48 tuan cé ty |é dat SVR [an lugt la 53% va
60 - 71% d0i vdi genotypes 1 hodc 649, Ngoai ra, cac chdng
chi dinh va tac dung phu cla diéu tri ch(a interferon cling
lam han ché viéc str dung ching. Dac biét,  ngudi gia hodc
bénh nhan cd bénh tién trién.Vi vay, can cd cac phac do hiéu



qua han cd hodc han ché st dung interferon.

Sofosbuvir la chat dang nucleotide duGng udng co6 hoat
tinh (rc ché polymerase NS5B ctia HCV va cd tac dung trén
toan bd cac genotype. Sofosbuvir phdi hgp ribavirin cé hoac
khong cd peg - interferon dugc chimg minh ¢ hiéu qua
cao dai véi bénh nhan HCV genotype 1 hodc 6 (SOVALDI
US, PI April 2017). Nghién ciru pha 3b nay dugc thiét ké
nham danh gid hiéu qua va tinh an toan cta phéi hgp so-
fosbuvir + peg - interferon/ribavirin trong 12 tuan hodc so-
fosbuvir + ribavirin trong 24 tuan & bénh nhan Viét Nam
nhiém HCV man tinh genotype 1 hoéc 6 chua diéu tri. Muc
tiéu chinh 1a ty |é bénh nhan dat SVR12 va tinh an toan.
DPOI TUONG VA PHUONG PHAP
Pai tuong: cic bénh nhan du tiéu chudn, tir 18 tudi trd
Ién, nhiém HCV man tinh genotype 1 ho3c 6, va tai lugng
vi rut huyét thanh HCV - RNA > 10*IU/mL, chua tirng diéu
tri HCV truc d6 va du tiéu chudn diéu tri interferon. Cac
bénh nhan xa gan con bu dugc xac dinh khi sinh thiét gan
cho thay diém xo hda Metavir la 4 hodc diém Ishak > 5,
hodc Fibroscan (FibroScan; Echosens, Paris, France) >
12,5kPa, du tiéu chuan tham gia. Cac bénh nhan chi diéu
tri sofosbuvir va ribavirin cé s lugng tiéu cau t6i thiéu la
50,000/uL. Cac bénh nhan dugc diéu tri thém peg - inter-
feron cd s6 lugng tiéu cau > 90,000/uL, s6 lugng bach cau
> 2500/pL va s6 lugng bach cau da nhan trung tinh tuyét
doi > 1500/pL. Cac bénh nhan cé chdng chi dinh vdéi rib-
avirin, xd gan méat bl hodc déng nhiém vi rit viém gan B
hodc HIV dugc loai khoi nghién clru.

Thiét ké nghién ciru va diéu tri

Day la nghién cltu da trung tdm, nhan md, pha 3b
(ClinicalTrials.gov NCT02021643). Cac bénh nhan dugc chia
ngau nhién theo ty & 1:1 1am 2 nhdm diéu trj sofosbuvir +
peg - interferon/ribavirin trong 12 tuan hodc sofosbuvir +
ribavirin trong 24 tuan. Viéc diéu tri dugc phan tang dua
vao tinh trang xo gan tai thdi diém sang loc (c6 hodc
khong) va genotype HCV (1 hodc 6). Hé thdng dap ung
béng giong ndi tuong tac trén web dugc si dung dé kiém
soat viéc phan nhém diéu tri cling nhu’ phan nhdm bénh
nhan (Bracket, San Francisco, CA). Liéu u6ng Sofosbuvir
400mg/lan/ngay, sang, Ribavirin udng 2 [an mdi ngay (sang
va tdi), vdi liéu dua trén trong lugng co thé theo cac hudng
dan diéu tri. Peg - interferon dugc chi dinh tiém dusi da
vGi liéu 180ug hang tuan.

Nghién ctru dugc thong qua cac hoi dong dao dirc doc
lap & tiing dia diém nghién clru.Tat cd bénh nhan déu cd
ban chap thuan tham gia nghién c(u.

Cac xét nghiém trong nghién ciru

HCV - RNA (dugc do bang may COBAS TagMan HCV
Testv 2.0 v6i d0 tinh khiét cao; Roche Molecular Diagnos-
tics, Pleasanton, CA, Hoa Ky; nguGng phat hién la 251U/mL)
dugc lam tai cac thdi diém sang loc, bét dau nghién cdu va
sau 1, 2,4, 6,8, 10, 12 tuan diéu tri va tai tuan 4, 12 va
24 sau khi két thic diéu tri. Cac bénh nhan dugc diéu tri 24
tuan, xét nghiém cling dugc tién hanh tai thdi diém 16, 20
va 24 tuan diéu tri.

Dinh genotype va dudi typ HCV sir dung may Siemens
Versant HCV Genotype 2.0 (Siemens Healthcare GmbH, Er-
langen, BUrc). Cac bénh nhan khdng thé dinh dugc dudi
typ bang may nay sé dugc dinh dudi typ bang TrueGT test
(Janssen Diagnostics, LLC, Raritan, NJ, Hoa Ky). Binh geno-
type IL28B béng khuyéch dai chudi polymerase va giai trinh
tu st dung nucleotide dan da hinh rs12979860.

MOt mau mau dé danh gid dugc dong hoc dugc thu
thap & t4t ca cc bénh nhan tai moi [an tai kham trong quéa
trinh diéu tri d€ xac dinh ndng dd sofosbuvir va GS -
331007 st dung k¥ thudt phan tich sinh hoc bang sac ky
long khdi phd.

Phan tich thong ké

T4t ca cac phan tich va téng hap bang thdng ké dudc
thuc hién bang phan mém SAS phién ban 9.4 (SAS Institute
Inc., Cary, North Carolina, USA). C& mau nghién c(u tai Viét
Nam 13 50 13 cic bénh nhan nhiém genotype 1, 2, 3 va 6.
Phan tich hiéu qua chl yéu (SVR12) dugc danh gia bang
phuang phap Clopper - Pearson, nham xac dinh udc lugng
diém va khoang tin cdy chinh xac 95% 2 phia. T4t ca bénh
nhan dugc thu tuyén va dugc diéu tri it nhat 1 liéu thudc
dugc dua vao quan thé danh gia tinh an toan. Cac tac dung
khdng mong muén dugc ma hda theo TU dién Y hoc vé cac
hoat dong chiic nang, phién ban 19.1. S6 liéu vé tinh an
toan st dung phan tich mo ta.

KET QUA
Péc diém cia nhém bénh nhan nghién clru

TUr 25/8/2015 t6i 24/10/2016, c6 62 bénh nhan nhiém
HCV genotype 1 va 6 dugc sang loc nghién ctru tai 6 trung
tam & Viét Nam. Trong dd cé 10 bénh nhan khong dap (ing
tiéu chuén Iua chon va 1 bénh nhan khdng dong y tham
gia. 51 bénh nhan con lai dugc phan ngau nghién thanh 2
nhdm diéu tri sofosbuvir (SOF) varibavirin/peg - interferon
(RBV/PEG) trong 12 tuan (n = 26) hodc SOF va RBV trong
24 tuan (n = 25).Tuy nhién, 1 bénh nhan dugc phan vao
nhdm diéu tri SOF va RBV/PEG trong 12 tuan khong thoa
man tiéu chuan lua chon d3 khong dugc diéu tri va dugc
loai ra khi phan tich. Tat ca 50 bénh nhan déu hoan thanh
phac do diéu tri trong nghién ciu.

TRUYEN NHIEM VIET NAM # SO 3(31) - 2020 - 3



Bang 1. Dic diém doi tuwong nghién ciru

Pic diém

Genotype 1

Genotype 6

SOF + RBV/PEG
12 tuan (n = 10)

SOF + RBV/PEG
24 tuan (n = 10)

SOF + RBV/PEG
12 tuan (n = 15)

SOF + RBV/PEG
24 tuan (n =15)

Tudi trung binh, nam (khoang)

48 (36-63)

44 (26-65)

44 (31-55)

48 (25-67)

Gigi nam, n (%)

5 (50)

2 (20)

13 (86)

9 (60)

BMI trung binh, kg/m? (range)

22,2(19,8-25,5)

22,9 (20,4-25,6)

22,9 (18,5-29,1)

25,5 (18,8-33,7)

Xd gan, n (%)

1(10)

1(10)

0

1(7)

IL28B, n (%)

cC 9 (90) 8 (80) 12 (80) 11 (73)
CcT 1(10) 6 (24) 3(20) 4(27)
T 0 0 0 0
HCV RNA
Trung binh, log10 IU/ml 6,5 (4,1-7,6) 6,4 (5,8-7) 6,6 (4,5-7,4) 6,4 (4,8-7,6)
> 800,000 IU/ml, n (%) 9 (90) 8 (80) 12 (80) 10 (66,7)
DuGi typ HCV, n (%)
1a 4 (40) 3(30) - -
1b 6 (60) 7 (70) - -
6a - - 0 1(7)
6a/6b - - 10 (67) 9 (60)
6c-1 - - 4(27) 5(33)
6e - - 1(7) 0

(ALT, alanine aminotransferase; BMI, chi s6 khéi cd thé: HCV, hepatitis C virus; IL28B, interleukin 28B; SD, d6 Ich chuén; ULN, gidi
han trén).

bénh nhan nhiém HCV genotype 6; da s6 1a dudi typ 6a
hodc 6b (63%). Trong tdng s6 40% bénh nhan genotype
1 thi 13 bénh nhan 1b, va 7 bénh nhan la 1a.

Tudi trung binh ctia nhém nghién cu 1a 46 tudi, 58%
la nam gidi. Phan 16n bénh nhan cd alen 1L28B CC (80%),
3 bénh nhan (6%)cd xd gan tai thdi diém ban dau. 60%

Hiéu qua diéu tri
Bang 2. Dap (rng vé vi rat khi diéu tri

Genotype 1 Genotype 6
Dap irng* SOF + RBV/PEG | SOF + RBV/PEG | SOF + RBV/PEG | SOF + RBV/PEG
12tuan (n =10) | 24 tuan(n=10) | 12tuan (n =15) | 24 tuan (n = 15)
HCV RNA dugi ngudng
SVR4 10 (100) 8 (80) 15 (100) 15 (100)
SVR12 10 (100) 8 (80) 15 (100) 15 (100)
95% CI d6i vGi SVR12 69 - 100 44 - 97 78 — 100 78 — 100
That bai vé vi rat
BUng phat trong khi diéu tri 0 0
Tai phat 0 2 (20)

*T&t ¢ cdc gid tri biéu dién dudi dang n (%).
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CI, khoang tin cay; HCV, vi rut viém gan C; LLOQ,
ngudng phat hién; SVRn, dap Ung vi rit bén viing n tuan
sau khi két thuc diéu tri. Ty 1é dat SVR12 khi diéu tri 24
tuan sofosbuvir va ribavirin lan Iugt la 80% va 100% &
nhém HCV genotypes 1 va 6. Trong nhom HCV genotype
1, ty 1é dat SVR12 lan luct la 100% va 71% vdi genotype

Bang 3. Phan tich duéi nhém SVR12
theo dic diém déi tugng nghién ciru ban dau

1ava 1b. Ty Ié dat SVR12 & nhdm diéu tri sofosbuvir + rib-
avirin/peg-interferon trong 12 tuan la 100% & ca genotype
1 va 6 (Bang 2). C6 2 bénh nhan genotype 1b chua diéu
tri 8 nhdm diéu tri sofosbuvir va ribavirin trong 24 tuan, 1
€6 xd gan va 1 khong xd gan, xuat hién tai phat vi rt trong
vong 12 tuan sau khi két thlc diéu tri (Bang 3).

Pac did Genotype 1 Genotype 6
bg: g;."l SOF + RBV/PEG SOF + RBV/PEG SOF + RBV/PEG SOF + RBV/PEG
12 tuan (n = 10) 24 tuan (n = 10) 12 tuan (n = 15) 24 tuan (n = 15)

Tudi

<65 10/10 (100) 8/9 (90) 15/15 (100) 14/14 (100)

> 65 0/0 0/1 0/0 1/1 (100)
Gigi

Nam 5/5 (100) 2/2 (100) 13/13 (100) 9/9 (100)

\[vg 5/5 (100) 6/8 (75) 2/2 (100) 6/6 (100)
BMI

< 25 kg/m? 9/9 (100) 8/9 (90) 12/12 (100) 8/8 (100)

> 25 kg/m? 1/1 (100) 0/1 3/3 (100) 7/7 (100)
Xd gan

Co 9/9 (100) 8/9 (90) 15/15 (100) 14/14(100)

Khong 1/1 (100) 0/1 0/0 1/1 (100)
Dudi typ

la 4/4 (100) 3/3 (100) - -

1b 6/6 (100) 5/7 (71) - -

6a - - 0/0 1/1 (100)

6a/6b - - 10/10 (100) 9/9 (100)

6c-1 - - 4/4 (100) 5/5 (100)

6e - - 1/1 (100) 0/0
IL28B

cc 9/9 (100) 6/8 (75) 12/12 (100) 11/11 (100)

Non - CC 1/1 (100) 2/2 (100) 3/3 (100) 4/4 (100)
HCV RNA

< Slog,, IU/ml 1/1 (100) 0/0 2/2 (100) 1/1 (100)

2 Slog,, IU/ml 9/9 (100) 8/10 (80) 13/13 (100) 14/14 (100)

*S6 lugng/Téng s6 (%). CI, khodng tin cdy; BMI, chi s6 khdi co thé: HCV, vi rit viém gan C ; IL28B, interleukin 28B; SVR12 dép
Ung vi rat bén viing sau 12 tuan két thic diéu tri.
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Pé khang cua vi rut

Gidi trinh tu NS5B ban dau dugc thu nhan trong
48bénh nhan. Trong cac bénh nhan dugc diéu tri, tai thoi
diém ban dau, cd 6 bénh nhan genotype 6 cd giai trinh tu
NS5B HCV la dot bién dé khang Uc ché nucleoside NS5B
M289L st dung nguBng diém cdt la 15%. Ca 6 bénh nhén
nay déu dat SVR12. Hai bénh nhan genotype 1b xuat hién
tai phat nhung khong phat hién cac dot bién dé khang
NS5B tai thdi diém ban dau hay khi that bai diéu tri.
Khéng phét hién thdy dot bién S282T tai thdi di€ém ban
dau hay khi that bai diéu tri & tat ca cac bénh nhan.

Tinh an toan

Dugc dong hoc

Gia tri C,,,trung binh (%CV) cua sofosbuvir va GS -
331007 [an Iugt 1 488 (32,8) va 472 (41,6)ng/mL.Gié tri
AUC,,,trung binh (%CV) Ian lugt 1a 829 (20,5) va 6300
(32,4)ngsh/mL. Su phai nhiém sofosbuvir va GS - 331007
la tuong tu theo cac s6 liéu dudc bdo cdo & quan thé
nghién cru pha 2 va 3 vdi SOF US: khoang tin cay 90%
ctia GMRs vai Cmax sofosbuvir, AUCtau va Cmax cla GS -
331007 vdi tugng duong vé dugc dong hoc la 70% -
143%.

Bang 4. Cac tac dung khong mong muon khi diéu tri

Tan sudt, n (%) 2 tudn (n = 25) 24 tuhn (n = 25)
Bat ky 23 (92) 17 (68)
Tac dung lién quan téi diéu tri 18 (72) 10 (40)
Tac dung nghiém trong 0 0
Ngirng diéu tri do tac dung khong mong mudn 0 0
Tir vong 0 0
Tac dung hay gap* 23(92) 17 (68)
Sét 8 (32) 1(4)
M&t mi 6 (24) 5 (20)
Pau 6 (24) 2(8)
Dau dau 5 (20) 2(8)
Thi€u mau 4 (16) 4 (16)
Ho 4 (16) 2(8)
Giam hemoglobin 4 (16) 1(4)
Giam bach cau trung tinh 4 (16) 0
Mat ngu 3(12) 1(4)
Pau hong 3(12) 1(4)
Giam tiéu cau 3(12) 0
Viém da day 2(8) 2(8)
Biéu hién gidng ciim 2 (8) 0
Phat ban 2(8) 0
Pau bung 0 4 (16)
Viém amydan 0 3(12)
Bat thudng trén xét nghiém doé 3 - 4 12 (48) 1(4)
P63 11 (44) 1(4)
Bach cau lympho (350 to < 500/mm?) 3(12) 0
Bach cau trung tinh (500 to < 750/mm?3) 3(12) 0
Lipase (> 3,0 to 5,0 gidi han trén) 0 1(4)
Grade 4 1(4) 0
Tang kali mau (> 7,0mmol/L) 1(4) 0
Nong d6 Hemoglobin
< 10g/dL 6 (24) 2(8)
< 8,5g/dL 0 0

*S6 liéu cho thay khi tac dung khéng mong mudn xuét hién & it nhat 5% s6 bénh nhan & béat ky cac nhom.AE, tac dung khéng

mong mudn; ULN, gidi han trén.
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Céc tac dung khdng mong mudn thudng gdp nhat &
ca 2 nhom diéu tri la mét mdi (11/50, 22%), s6t (9/50,
18%), dau (8/50, 16%), thi€u mau (8/50, 16%) va dudc
bdo cdo nhiéu hon & nhdm bénh nhan diéu tri bang SOF
+ PEG/RBV (92%) han nhém diéu tri béng SOF + RBV
(68%) (Bang 4).Tat ca tac dung khong mong mudn & murc
nhe dén trung binh. Khong cé bénh nhan nao phai ngling
diéu tri do tac dung khong mong mudn hodc tac dung
nghiém trong. Cac bat thudng vé xét nghiém huyét hoc
murc d6 3 hodc 4 chi dudc ghi nhan & nhdm diéu tri co
PEG. MOt bénh nhan diéu tri SOF + RBV ¢ tinh trang tang
lipase khong triéu chiing mic do 3, nhung khong kém
theo biéu hién 1dm sang cta viém tuy cap.

BAN LUAN

Céc s6 liéu vé ty I& nhiém HCV tai Viét nam hién con
han ché& nhung ty 1€ nay dugc cho rang cao hon ty 1€ udc
tinh la 1 - 4%®. Mac du cac DAAs da dugc dua vao hudng
dan diéu tri HCV clia Viét nam nhung gia thanh va kha
nang chi tra van con 13 van d@ 16n do khdng dugc bao
hiém y té chi tra®4, Thém vao do, hiéu qua ctia DAAs ddi
vdi cac genotype it gap nhu genotype 6, day la genotype
phé bién nhét tai Viét nam, chua dugc dé cap trong tat ca
cac phac do DAAs®@,

Nghién cttu nay la thir nghiém I6n nhat xac dinh hiéu
qua va tinh an toan cla diéu tri cd sofosbuvir & cac bénh
nhan Viét Nam nhiém HCV genotypel hoéc 6. Nhin chung,
ty Ié dat SVR12 khi diéu tri bang SOF + RBV trong 24 tuan
[an lugt 1a 80% va 100% doi vdi genotype 1 vagenotype
6. Tat ca cac bénh nhan HCV genotype 1 hodc genotype
6 diéu tri bang SOF + PEG/RBV trong 12 tuan déu dat
SVR12. Chi ¢ 2 bénh nhan genotype 1b (8%) tai phat
sau khi két thic diéu tri bang SOF kém RBV.Tuy nhién,
cac bénh nhan nay déu khong c6 dot bién dé khang NS5B
tai thdi diém ban dau hay khi thét bai diéu tri.

Ty lé dat SVR12 trong nghién c(tu hién nay trén bénh
nhan genotype 1 va 1b diéu tri bang 12 tuan SOF két hgp
RBV/PEG déu la 100%, tuong tu nhu' bdo cdo gan day tai
Trung qudc (ty 1€ nay déu la 94%) va cao han trong thar
nghiém NEUTRINO pha 3 (ty I& dat SVR [an lugt 1a 89%
va82%%)). Ty |é dap Uing cao han véi phac do chira in-
terferon trong quan thé chau A so véi cac bénh nhan da
trdng khong dudc cho 1a cd lién quan dén ty 1& cao ngudi
chau A ¢ allen IL28B CC®. Cling vdi d6, 80% bénh nhan
trong nghién ctu cé genotype IL28B CC so véi 29% bénh
nhan trong NEUTRINO®, Biéu nay ggi y rang & cling cac
quan thé bénh nhan, thdi gian diéu tri ngén béng SOF +

PEG/RBV trong 12 tuan ¢ thé Ia Iva chon phl hap.

Ty |é dat SVR12 la 100% trong nghién cltu & cac bénh
nhan HCV genotype 6 diéu tri bang SOF va RBV trong 24
tuan ciling tugng tu nhu s6 liéu dugc bao cao tai Trung
Qudc (100%) va Hong Kong (100%), ggi y rang day la
phac d6 cé hiéu qua cho quan thé bénh nhan nay?9.
Ngoai ra, ty Ié diéu tri khdi cao dugc ghi nhan & cac bénh
nhan HCV genotype 6 chiém trén mét nira téng sb ca
nhiém tai Viét Nam 13 diém dang ghi nhan vé 1am sang khi
6 mdi lién hé gitta nhiém HCV genotype 6 va su gia ting
nguy cd mac ung thu t€ bao gan nguyén phat & cac bénh
nhan chau A cd xd gan©,

SOF phdi hdp RBV ¢ hodc khong cé PEG dugc dung
nap t6t trong quan thé ngudi chau A. T4t ca cc tac dung
khong mong mudn dugc ghi nhan déu & mdc nhe hodc
trung binh, khdng c6 bénh nhan nao phai ngirng diéu tri
va khong cd tac dung khdéng mong muén nghiém trong.
Do céc ddc tinh lién quan dén PEG ma ty 1€ cac tac dung
khong mong mudn va bat thuGng vé xét nghiém do 3 - 4
@ nhom diéu tri SOF kem PEG va RBV (lan lugt la 92% va
48%) cao han nhdm diéu tri SOF va RBV (lan lugt la 68%
va 4%). Ty |é cac tac dung khong mong muén & nhdm
diéu tri c6 PEG (92%) tudng tu nhu trong bao cao cua
thir nghiém NEUTRINO (95%).

Cac két qua dugc dong hoc cta nghién clfu mdc du
trén ¢ mau nhé (n = 7 ddi vdi SOF; n = 50 ddi véi GS -
331007) nhung déu tugng dong vai két qua ghi nhan trén
cac bénh nhén da trdng trong quan thé nghién cdtu pha 2
va 3 ctua NDA.2'AUC,,,, clia SOF (16%) dugc ghi nhan thap
hon mét chat nhung khong c6 su’ khac biét dang ké khi
xem xét méi quan hé gilra hiéu qua diéu tri va ndng do
thudc str dung.

Cac dot bién dé khang NS5B dudc phat hién & 6bénh
nhan, tat ca cac bénh nhan nay déu dat SVR12. Hai bénh
nhan nhiém genotype 1b tai phat nhung khong ghi nhan
dot bién (rc ché& NS5B tai thdi diém ban dau va that bai
diéu tri. Mot diém quan trong Ia dot bién S282T lién quan
dén dé khang SOF in vitro khong phat hién dugc & bat ky
bénh nhan that bai diéu tri va cd giai trinh tu sau diéu tri.

Han ché chinh cta nghién clru 1a thi€u 1 nhém chirng
khong cho phép so sanh truc ti€p vdi phac d6 PEG/RBV,
day 14 phéac d6 chuan tai thai diém nghién cliu dudc thiét
k€. Ngoai ra, chi cé 3 bénh nhan xd gan dudc thu tuyén.

Tbm lai, nghién cltu nay da cho thay phac d6 cd so-
fosbuvir ¢ hiéu qua cao trong diéu tri cac bénh nhan
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nhiém HCV genotype 1 hodc 6 méi diéu tri tai Viét Nam.
Ca 2 phac d6 dudng udng, phac d6 SOF khong cd inter-
feron va diéu tri SOF + PEG/RBV trong 12 tuan la cac phac
do Iua chon trong diéu tri bénh nhan HCV tai Viét Nam.
KET LUAN

Trong 50 bénh nhan nghién cltu, 60% la genotype 6,
58% la nam va 80% cd alen IL28B CC. 3 bénh nhan (6%)
c6 xd gan.

Ty |€ dat SVR12 & cac bénh nhén diéu tri bang sofos-
buvir + peginterferon/ribavirin trong 12 tuan 1a100% cho
ca genotype 1 (95% CI, 69 - 100%) va genotype 6 (95%
CI, 78 - 100%).

Ty 1é dat SVR12 trong nhom diéu tri bang sofosbuvir
+ ribavirin trong 24 tuan lan lugt la 80% (95% CI 44 -
97%) va 100% (95% CI 78 - 100%) ddi véi genotype 1
va genotype 6.

Céc bénh nhan khéng dat SVR12 thudc genotype 1
va 0 tai phat vi rt.

Cac tac dung khong mong muén ghi nhan dugc déu
& mUc nhe hodc trung binh. Khong cé bénh nhan nao phai
ngung diéu tri do tac dung khdng mong muon.

Phac d6 co sofosbuvir cé hiéu qua cao va an toan trén
cac bénh nhan Viét Nam nhiém vi rit viém gan C geno-
types 1 hodc 6.
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Summary

Sofosbuvir is a nucleotide analog inhibitor of the HCV
NS5B RNA polymerase with pangenotypic potency. This
Phase 3b, multicenter, open - label study evaluated for
the first time the safety and efficacy of sofosbuvir + rib-
avirin = pegylated - interferon (peginterferon) in Viet-
namese patients infected with hepatitis C virus (HCV)
genotype 1 or 6. Treatment - naive patients (+ cirrhosis)
infected with HCV genotypes 1 or 6 were assigned in a 1:
1 ratio to receive sofosbuvir + peginterferon/ribavirin for
12 weeks or sofosbuvir + ribavirin for 24 weeks. The pri-
mary endpoint was sustained virologic response at 12
weeks post - treatment (SVR12). Of the 50 patients en-
rolled and treated, 60% were genotype 6, 58% were
male and 80% had the IL28B CC allele. Three patients

(6%) had cirrhosis. SVR12 rates for patients treated with
sofosbuvir + peginterferon/ribavirin for 12 weeks were
100% for both genotype 1 (95% CI, 69 - 100%) and
genotype 6 (95% CI, 78 - 100%) infected patients. Treat-
ment with sofosbuvir + ribavirin for 24 weeks resulted in
SVR12 rates of 80% (95% CI, 44 - 97%) and 100% (95%
CI 78 - 100%) in genotype 1 and genotype 6 patients,
respectively. Both patients who did not achieve SVR12
had genotype 1 and experienced virologic relapse. All re-
ported adverse events were mild or moderate in severity.
No patients discontinued treatment due to adverse
events. In conclusion, sofosbuvir - based regimens were
highly effective and safe in Vietnamese patients infected
with HCV genotypes 1 or 6.

Key words: Genotype 1; genotype 6; hepatitis C virus; sofosbuvir; Vietham
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