PIEU TRI BANG THUOC DAA O BENH NHAN
VIEM GAN C MAN TAI BENH VIEN NHAT TAN

Chdu Hitu Hau

Bénh vién Nhat Tan

TOM TAT. Piéu tri bing DAA & bénh nhan VGC man tai bénh vién Nhat Tan.
Tir thang 1/2016 dén thang 9/2016, bénh vién Nhat Tan da diéu tri cho 20 bénh nhan
VGC man bao gom 11 bénh nhan kiéu gen 2 (SOF+RBV), 8 bénh nhan kiéu gen 1 va
1 bénh nhan kiéu gen 6 (LED+SOF). Trong s d6 c6 2 bénh nhéan diéu trj bang liéu
phéap chuan (IFN+RBV) tht bai va 4 BN xo gan con bu. Tat ca déu c6 két qua tot véi
100% HCV RNA am va it c6 tac dung phu khi vira cham dat diéu tri. C6 7 BN sau 3
thang ngung diéu tri van con HCV RNA am va cac bénh nhan khac chwa dén ngay tai

kham.

SUMMARY. Direct-acting antivirals (DAA) therapy in chronic hepatitis C patients in
the Nhat Tan hospital. From January to September 2016, Nhat Tan hospital had
treated 20 patients with chronic hepatitis C included 11 patients with genotype 2
(SOF+RBYV), 8 patients with genotype 1 and 1 patients with genotype 6 (LED + SOF,
LEDVIR). Among of them there were 2 patients treated with standard therapy (IFN +
RBYV) failures and 4 patients with compensated cirrhosis. All patients had very good
results with 100% HCV RNA negative and less side effects when treatment had
ended. Seven patients discontinued treatment after 3 months were still negative HCV

RNA and other patients was not to re-examination dates

PAT VAN PE

Ké tir nam 1991, interferon duoc FDA chép thuan trong diéu tri viém gan C man
(VGCM) mé ra mot ky nguyén diéu tri VGCM méi mic du ty 1é diéu tri hét bénh con
thip 6-26% v&i nhidu tac dung phu. Pén nim 1998, Interferon (IFN)+ribavirin (RBV)
dugc phdi hop diéu tri 1am ting hiéu qua 1én 34-42%. Nim 2001, Pegylated
IFN+RBV dugc dung, hiéu qua ting 1én 40-50%. Nam 2011, thudc khang virus tac
dung truc tiép (DAA) diéu tri VGCM bit dau v6i boceprevir va telaprevir lam ting
hiéu qua diéu tri VGCM 1én 50-75%. Nam 2013, DAA diéu tri VGC bung nd véi cac

thudc simeprevir, sofosbuvir, ding phdi hop dwa hiéu qua 1én 85-93% va niam 2015,
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cac thude khac lai ra doi daclatasvir, ledipasvir, paritaprevir, dasabuvir v6i hiéu qua
90-100% va nam 2016 véi cac thudc velpatasvir, grazoprevir voi hiéu qua 94-100%.
Cudc chién chéng VGCM van con tiép tuc va ngdy cang hiéu qua hon nham quét sach

VGCM trén toan thé gi6i.

Sofosbuvir (SOF) la chit trc ché twong tu nucleos(t)ide cia NS5B polymerase dic
hiéu HCV, duoc ding diéu tri VGCM. HCV kiéu gen 1 duoc diéu trj bang SOF+IFN-
o+ RBV trong 12 tudn, hoic SOF+RBV trong 24 tuan & BN khong thé diéu tri bing
IFN.

Ledispasvir (LED) I chat trc ché HCV NS5A duoc chirng minh trong diéu tri VGCM
kiéu gen 1a va 1b. Trong thir nghiém LONESTAR giai doan 2, cac BN nhiém VGCM
kiéu gen 1 khong xo gan duoc diéu tri bang LED+SOF+RBV c6 ty 1é dap ung kéo dai
95-100%. Céc thir nghiém ION-1® va ION-2®? giai doan 3 trong 12 tuan diéu trj bang
LED+SOF két hop ¢ ty 1¢ dap ung twong ty v6i cac BN duoc diéu tri trong 24 tuan.

Pbi véi HCV kiéu gen 2, theo khuyén cao nam 2016 ciia AASLD va IDSA thi DAA
trong diéu tri VGCM kiéu gen 2 1a: sofosbuvir (400 mg)/velpatasvir (100 mg),
daclatasvir (60 mg)/sofosbuvir (400 mg) & BN khong xo gan, sofosbuvir (400
mg)/velpatasvir (100 mg) di véi BN xo gan con bu. BN dugc diéu tri trong 12 tuan.
Nhung d6i véi BN VGCM kiéu gen 2 xo gan mat bu thi diéu tri trong 16-24 tuan®).,
Zeuzem va cs da nghién ctiru dung Sofosbuvir 400 mg/Ribavirin 500 mg diéu tri cho
BN VGCM kiéu gen 2 thi thdy 93% BN c6 dap tGmg bén viing khi diéu tri trong 12

tuan®.

LED+SOF c6 hoat tinh in vitro chéng lai HCV kiéu gen 6. Theo Kohler, 2014, 25 BN
kiéu gen 6 duoc diéu tri bang LED+SOF. Pap tng bén viing sau khi ngung diéu tri 12
tuan 12 96% (24/25). Khong c6 BN nao ngung diéu trj vi tac dung phu cua thudc®.

Tai nudc ta, hién chi luu hanh 2 phdi hop thudc 13 Ledvir (LED 90mg+SOF 400 mg)
va SOF 400 mg + RBV 500 mg. CAc kiéu gen thudng gip ¢ Viét Nam la 2, 1 va 6. Va
kiéu gen 2 c6 thé diéu tri bing SOF+RBV, cac kiéu gen 1 va 6 co thé diéu tri bang
LED+ SOF. Sau day l1a nghién ciru cta chung tdi trong diéu tri VGCM bang thudc
DAA.
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POI TUQNG VA KET QUA NGJIEN CUU

Poi twong nghién ctru: Tat ca cac BN viém gan C c6 yéu cau chira tri. Poi twong

loai trir: Cac BN chua co diéu kién diéu tri, BN bi xo gan mat bu.

Thoi gian va dia diém nghién ciru: T thang 1/2016 dén 9/2016, tai bénh vién Nhat

Tan, Chau Pdc, An Giang. Khi dugc chon diéu tri, BN s& duoc diéu tri trong 12 tuén.
Mot s6 dinh nghia®

Luwong virus ban dau: Luong virus trong mau trudc khi khéi dau diéu tri. Luong

virus cang cao c0 nghia la virus sao chép nhanh va kha nang lanh bénh kém.

Ddp irng virus hoc nhanh (RVR): HCV RNA(-) tuan diéu tri 4, kha nang lanh bénh

Cao

Ddp iting virus hoc sém (EVR): HCV RNA huyét thanh khong phat hién duoc vao
tuan diéu tri 12 (EVR hoan toan). Hoic HCV RNA giam >2 log (100 lan) nong d6 ban
dau (EVR mot phan). Néu khong dat duoc EVR thi kha ning 1anh bénh thap.

Ddp teng cudi diéu tri (ETR): HCV RNA(-) trong mau vao cubi diéu tri.

Ddp iing virus hoc bén vieng (SVR, PUVHBY): HCV RNA(-) 6 thang sau khi ngung
diéu tri. SVR12 hodc SVR24: HCV RNA(-) sau 12 hoic 24 tuan ngung diéu tri.

Cach tién hanh nghién ctru: Cac BN khi da dong ¥ diéu tri s& duoc xét nghiém anti-
HCV. Néu anti-HCV/(+) s& duoc gdi di xét nghiém PCR gom dinh kiéu gen va dinh
luong virus tai Cong ty Viét A co o nhay <300 copies/ml. Khi BN da dugc xac dinh
kiéu gen va sd luong virus xong, BN s& duoc xét nghiém tiép theo phac db cua Bo Y
té bao gdm: cong thirc mau, uré, creatinin, dién giai d6 huyét thanh, chirc niang gan
(AST, ALT, GGT, bilirubin, albumin, AFP, prothrombin, INR), X-quang tim phdi,
noi tiét: FT4, TSH, ECG, siéu am 6 bung, danh gia tinh trang xo hoa gan bang APRI
ctia may Siemens S2000, HBsAg, anti-HIV. Test dinh tinh thtr thai néu bénh nhén ni.

Theo doi trong va sau diéu tri: BN s€ dugc xét nghiém dinh lugng HCV RNA vao
cubi tuan thir 4 (RVR), tuan thir 12 13 tudn cham duat diéu tri (ETR, hodc EVR). Trong
tudn nay ciing sé& 1ap lai cac xét nghiém ban dau. Sau d6 BN s& duoc xét nghiém theo

ddi dinh lugng HCV RNA sau 12 tuan ngung diéu tri dé tim SVR12.
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Xir Iy théng ké

Dung SPSS 16.0 dé xt 1y. Sb trung binh + d6 1éch chuin. Dung crosstabs dé tim 2
nham tim khac biét ctia bién nhi phan. Dung Paired Samples T Test dé phan tich cac
chudi sb bét cap.

KET QUA NGHIEN CUU

Tong cong ¢ 20 BN dugc diéu tri DAA. Nam 11 ngudi, chiém 55%. Tudi tir 23-80,
tudi trung binh 13 57,5+12.6. Kiéu gen phan bd nhu sau: Kiéu gen 2 c6 11 trudng hop
(55%), kiéu gen 1 c6 8 trudong hop (40%), va kiéu gen 6 ¢6 1 truong hop (5%).

Bang 1. Kiéu gen phén bé theo gii

Kiéu gen Cong
1 2 6

N 6 5 0 11

Nam 2 6 1 9

Cong 8 (40%) 11(55%) 1 (5%) 20

Bang 2. Piéu tri theo kiéu gen

Thubc diéu tri Kgenl Kgen2 Kgen6 Céong
Ledvir (Ledipasvir 90 mg + sofosbuvir 400 mg) 7 0 1 8
Sofosbuvir 400 mg + Ribavirn 500 mg 0 11 0 11
IFN-0+RBYV sau thay bang SOF+IFN-a+RBV 1 0 0 1
Cong 8 11 0 20
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Bang 3. Két qua diéu tri

Kiéu S6 Luwong Pap tng nhanh (RVR) Pap éng cudi Pap iwng virus
gen BN virus trung sau 4 tuin diéu tri diéu tri sau sau 12  tuén
binh ban (RVRI/sb ca), con lai duéi 12 tuAn ngung diéu tri

diu ngudng (ETR) (SVR12)
1 8 21,077,712 18 8/8 (100%)  Chi c6 7 ca xét
2 11 18,326,718 1/11, trong d6 c6 1 ca 500 11/11 (100%) nghiém sau 3
copies/ml thang ngung dic¢u
) tri. Két qua ca 7

6 1 3,320,000  0/1 dudi ngudng 1/1 (100%)

ca déu am tinh

Bang 4. Tdc dung phu lén cdc chi sé qua so sainh mau bt cdp truwdc va sau diéu tri

Khac biét cap
Cip . . t P
Truoc diéu tri Khi duet diéu tri
Bach cau 6.140+2.420 6.110 + 1.590 0,036 0,972
Hong cau (triéu) 4,440 + 0,630 4,070 + 0,840 2,69 0,014
Tiéu cau 206.000 + 64.000 221.000+61.000  -1,390 0,181
SWV m/s AcusonS2000 1,55 + 0,65 1,49 + 0,55 0,913 0,373
Nong d6 AFP TU/ml 6,7 +11,2 4,00 + 4,67 0,708 0,104

Bang 5. BN bi xo' gan con bii vén ddp iing tot (cé 4 BN trong nghién ciru nay)

. . S6 lwong SWV (tdc dd séng
STT Tuéi BN Kiéu gen . ,
virus ban dau bién dang)
1 70 2 13.600.000 2.07
2 76 2 73.900 2.42
3 80 2 25.900.000 3.77
4 68 6 3.230.000 2.12

Trong s6 ndy c6 mot BN nam, 56 tudi nhiém HCV kiéu gen 1 da that bai voi Pegasys
180 mcg. Sau d6, BN dugc diéu trj lai baing LED+SOF. Va mét BN duogc diéu tri IFN-

o+RBV duogc 3 thang, sau d6 thém SOF vao cong thuc diéu tri va diéu tri thém 12
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tuan. Céc so liéu khac nhu: ferritin, AST, ALT, GGT, bilirubin, albumin, TSH... s6
liéu khong day du va ciing khong c6 ¥ nghia thong ké nén khong dua ra.

BAN LUAN

Trong 20 BN dugc diéu tri bang DAA, ¢6 11 nam, chiém 55%, tudi tir 23 dén 80 tudi,
tudi trung binh 1a 57,5+12,6; tudi trung vi 1a 57,5. Kiéu gen 1 chiém 40%, kiéu gen 2
chiém 55% va kiéu gen 6 chi c6 1 trudng hop chiém 5%. Nghién ctru ciia Tran Ngoc
Dung va cs thi ty 18 nay 13 37.1%, 21,6% va 25,9%. Ho Tan Dat va cs® khi phan
tich 327 BN VGCM ¢ Viét Nam cho thay kiéu gen 1 nhiéu nhit 58,4%, tiép theo 13
kiéu gen 6 véi 23,9%, kiéu gen 2 v6i 13,1% va 4,3% khong xac dinh. Nhu vay kiéu
gen HCV pho bién ¢ Viét Nam lan luot 13 1, 6 va 2.

Theo khuyén céo nim 2016 ciia AASLD va IDSA va theo thubc diéu tri VGCM ma
chung ta hién co thi: kiéu gen 1 va kiéu gen 6 co thé dung Ledvir trong 12 tuan.
Nhung AASLD va IDSA khong khuyén cao diéu tri kiéu gen 2 bang SOF+RBV ma

bang cac phdi hop thude dac tién hon va khong co & Viét Nam.

Kowdley va cs ching minh rang LED + SOF diéu tri trong 8 tuan c6 ty 1é dap tng
virus hoc bén viing cao (94%) & cac BN trudc day chua timg dugc diéu tri HCV kiéu
gen 1 khong bi xo gan. Khong c6 lgi ich ting thém khi thém vao RBV trong ché do
diéu tri trén (93%) hoac ché d6 LED+SOF mé rong thoi gian diéu tri 1én 12 tuan
(95%)®). Trong diéu tri HCV kiéu gen 1 theo Afdhal va cs trong nghién ciru ION-1 thi
c6 phdi hop thém RBV hay khong, diéu tri 12 hay 24 tuan thi két qua ciing tuwong tu
nhu nhau. Nhu vay. diéu trj kiéu gen 1 chi can LEDVIR trong 12 tuan 1a du va c6 thé
rit ngin con 8 tuan, nhung AASLD va IDSA khong khuyén cdo thoi biéu rat ngan

nay®.

Chung t6i c6 1 BN dang dung IFN-a+RBV duoc 3 thang, lGc nay HCV RNA <300
copies/ml, chung toi chuyén sang ché do phéi hop SOF vao cong thire cii IFN-a+RBV
thi két qua t6t voi SVR12 am. Mot BN nam, 56 tudi, nhiém kiéu gen 1, diéu tri day du
phac db Pegasys +RBV. Trong sudt qua trinh diéu tri, BN di xét nghiém HCV RNA 3
lan déu 4m. Khoang 1 nim sau ngung diéu tri, HCV RNA lai xuat hién v&i 1.380.000
copies/ml, tai tri bang cong thirc LED + SOF thi két qua HCV RNA(-) sau 3 thang
diéu tri (ETR).

Ky yéu Hoi nghi Khoa hoc Bénh vién An Giang — S6 thang 10/2016 Trang 91



Két qua sau 4 tuan diéu tri c6 18 truong hop HCV RNA dudi ngudng (<300
copies/ml) chi c6 2 truong hop HCV RNA(-) duoc goi la dap tng virus hoc nhanh
(RVR). Sau khi diéu tri du 12 tuan thi tat ca 20 BN déu c6 HCV RNA(-), ty 1¢ lanh
bénh 100% (ETR).

Trong sb6 ndy c6 7 BN tré lai tai kham sau 3 thang ngung diéu tri, tt ca déu 4m
(SVR12 la 100%). So véi cong trinh trude day cua ching t6i vé liéu phap chuan véi
IFN hoic PEG-IFN v&i RBV & cac BN c¢6 cac kiéu gen 1, 2 va 6 cho thiy 25,5% bo
tri, 51,1% dat SVR24 va 23,4% tai phat. Liéu phap DAA wu viét vé ty 1¢ thanh cong

diéu tri®0),

Panh gia tac dung phu Ién céc chi sé bang so sanh cac miu bat cip trude va sau didu
tri thi chi c6 hong cau 1a c6 khac biét c¢6 ¥ nghia thong ké, véi trude diéu tri hong cau
4.440.000+£630.000/mm® va sau diéu tri hong cdu giam  xudng
4.070.000+840.000/mm3, khac biét co y nghia thong ké véi p<0,05. Ly giai vé hong
cau giam 1a do dung RBV ¢ BN kiéu gen 2 dé gay thiéu mau tan huyét.

BN x0 gan con bu van dap ung tot v6i didu tri. O day chung t6i c6 4 BN duogc xéac
dinh xo gan béng siéu am Acuson S2000 voi SWV >2.00 m/s 1a F4, dugc xem la xo
gan con bu khi khdng c6 cac dau hiéu phat trién vang da niém, bang bung, chdy mau
phinh tinh mach hoac bénh nao do gan.

KET LUAN

Tat ca 20 BN duoc diéu tri bing DAA déu co két qua kha t6t v6i 100% dap tmg virus
hoc bén vitng sau khi chdm dirt diéu tri va it c6 tac dung phu ké ca cac BN bi xo gan

con bu va BN thit bai v6i liéu phap IFN+RBV chuén.
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