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HCV la mot trong nhirng nguyén nhan chinh gay
bé&nh gan man trén toan thé gi¢i. Khoang 200 triéu
ngwdi trén thé gi¢i nhiém HCV (Lavanchy D, 2009).

Nhiém HCV man cé thé dan dén xo hda, xo gan va
ung thw té bao gan.

Vé&i sw hiéu biét hon vé cac gen va protein ctia HCV
da phat trién nhiéu loai thudc khang virus truc tiép
(DAASs) giup cai thién hiéu qua va kha nang dung
nap thudc trong diéu tri viém gan C man.
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. Nhac lai

Chu trinh sdng ctia HCV
C4u tric genome va chirc ndng protein cia HCV

. Co ché hoat ddng clia DAAS

Chong chi dinh va tac dung phu ctia DAAs
Piéu tri viém gan C
Genotype 1
Cac Genotype khac
Uu nhwoc diém cla Elbasvir-Grazoprevir (Zepatier)



NHAC LAl




CHU TRINH SONG CUA HCV
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Figure 1. HCV genome structure and functions of viral proteins. Individual proteins within the polyprotein and their functions in the viral replication cycle are given.
Proteases involved in polyprotein processing and cleavage sites are indicated in the top. The 5’ and 3' NTRs are shown according to secondary structure predictions. For
clarity, core protein derivatives generated by internal translation initiation or ribosomal frame shift are not shown ([88] and references cited therein). Abbreviations: SPP,
signal peptide peptidase; SP, signal peptidase; cys., cysteine; membr., membranous.
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NS3 Protease Inhibitors
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Envelope glycoproteins Serine Helicase Serine i T
protease protinie HCV reglicase RNA polymerase
Viral protein NS3/4A NSSA NS5B
Function Serine protease Component of HCV RNA-dependent RNA
replication complex polymerase
Drugs Covalent (ketoamide) Ledipasvir !
Boceprevir Daclatasvir Sofosbuvir
Telaprevir Ombitasvir
Elbasvir Nonnucleoside
Noncovalent (tripeptide or . | Samatasvir GS-9669
macrocyelic) PPI-668 Beclabuvir
Faldaprevir Dasabuvir
Simeprevir
Paritaprevir
Asunaprevir P
- Grazoprevir




DAAs DU'QC FDA CHAP NHAN

FDA-Approved
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Tén thude

Dang bao ché

Liéu ding

Bom dung dich 0.5ml chira 180, 135, 90

TROpg/Tan/tuan, tiem duoi da

PeglFN a 2a bung, 12- 24 tuin (giam liéu
ng £ ot £y
neu co tac dung bat loi)
T.5pw/kglan/tuan, tiem duor da
Lo bt hodc bom tiém chira 100, 80, s o
PeglFN a 2b 50 bung, 12-24 tuan (giam licu
he néu ¢6 tic dung bit lgi)
T000 mg cho nguot dwol 13kg;
1200 mg cho ngudi trén 75 kg:
Ribavirin (RBV) Vién nang 200, 400, 500mg ubng hang ngay trong 12, 24
tuan ty phac do (giam liéu néu
¢ tac dyng bat Igi)
1 vién/ngay, uong, budr sang,
ong sir dyng cho ngudi bénh
Sofosbuvir (SOF) Vién nén 400mg o vag oLty
¢d mire loc ciu thin
<30ml/phit/1,73m°).
Daclatasvir (DCV) | Vién nén 30, 60mg 1 vién/ngdy, udng, budi sing
Sofosbuvir/ - 1 vién/ngay, uong, budi sang,
Vién nén chira 400mg SOF /90mg LDV :
Ledipasvir (LDV) tréinh cdc thuoe khiang a xit
Sofosbuvir/ . :
Vién nén chira 400mg SOF /100mg VEL | 1 vién/ngay, uong, budi sing
Velpatasvir (VEL)
Paritaprevir (P'FV)/

Ombitasvir (OBV)/
Ritonavir

Vién nén chira: 75mg PTV/12,5mgOBV/
50mg ritonavir

2 vién/ngay, ubng, budi sang,

uéng trong bira in

Dasabuvir (DSV)

Vién nén 250mg

2 vién/ngay, uong, | vién bud
sang, 1 vién budi chiéu, udng

trong bika an

Simeprevir (SMV)

Vién nhong 150 mg

1 vién/ngay, uong trong bira in

Grazoprevir
(GZR)/elbasvir
(EBR)

Grazoprevir 100mg ‘elbasvir 50mg

1 vién/ngay




SVR, sustained viral efficacy and side effects
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diarrhoea,
anaemia, bleeding,
impaired
immunity, itchy
rash, impaired
vision,
depression...

anaemia, flu-like
syndrome, mental,
mood and
emotional changes,
hair loss, weakness,

anaemia, flu-
like syndrome,
mental, mood
and emotional
changes, hair

fatigue,
headache,

other drugs
interactions




TY LE NGWNG THUOC DO TAC DUNG PHU

Proportion (95% CI)

PR 592 3.25(0.75, 5.76)
TVR + PR 650 8.26 (0.00, 22.70)
BOC + PR 457 12.09 (7.03,17.15)
SMV + PR 8l1 0.58 (0.00, 1.58)
SOF + R 69 4.21 (0.00, 8.95)
SOF + LDV 495 0.00 (0.00, 0.56)
DCV + SOF 93 0.00 (0.00, 2.25)
SMV + SOF 1o7 1.45 (0.00, 3.94)

DCV + ASV 233 4.06 (1.89, 7.43)
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World Health 2016

TABLE 8.1 Therapy with direct-acting antivirals: contraindications/warnings

_ Contraindication/warning

Ledipasvir/sofosbuvir * Amiodarone co-administration
e P-glycoprotein (gp) inducers
* Renal failure (eGFR <30 mL/min/1.73 m?)

Daclatasvir e  Drugs inducing or inhibiting CYP3A

Sofosbuvir * Amiodarone co-administration (caution also with beta-blockers)
e Renal failure (eGFR <30 mL/min/1.73 m?)

Ombitasvir/dasabuvir/ e Child-Pugh Class B and C cirrhosis
paritaprevir/ritonaviror  ®  Drugs inducing or inhibiting CYP3A or CYP2C8
ombitasvir/dasabuvir/ ®  Hypersensitivity to any component including ritonavir
ritonavir e Untreated HIV-1 infection because ritonavir can lead to
antiretroviral drug resistance
Simeprevir e Child-Pugh Class B and C cirrhosis
e CYP3A interaction

Source: Based on product label information and the 2015 AASLD and EASL guidelines (194, 195)
eGFR: estimated glomerular filtration rate; gp: glycoprotein
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TABLE 8.2 Contraindications to therapy with ribavirin

Absolute contraindications

Pregnancy or unwillingness to use contraception

Breastfeeding women

Severe concurrent medical disease, including severe infections
Poorly controlled cardiac failure

Chronic obstructive pulmonary disease

Previous ribavirin hypersensitivity

Co-administration of didanosine

Relative contraindications

* Abnormal haematological indices:
- Hb <10 g/dL
- Neutrophil count <1.5x10%L
- Platelet count <90x10°%/L
e Serum creatinine >1.5 mg/dL
e Haemoglobinopathies (sickle cell disease or thalassaemia)
e Significant coronary artery disease

o~

Source: Based on product label information and the 2015 AASLD and EASL guldelines (194, 195)




TABLE 8.3 Contraindications to the use of pegylated interferon

Absolute contraindications

Uncontrolled depression or psychosis

Uncontrolled epilepsy

Uncontrolled autoimmune disease

Decompensated cirrhosis

Pregnancy or unwillingness to use contraception
Breastfeeding women

Severe concurrent medical disease, including severe infections
Poorly controlled hypertension

Poorly controlled cardiac failure

Poorly controlled diabetes

Solid organ transplant (except liver transplant recipients)
Chronic obstructive pulmonary disease

Age less than 2 years

Previous interferon hypersensitivity

Co-administration of didanosine

Relative contraindications

* Abnormal haematological indices:
- Hb <10 g/dL
- Neutrophil count <1.5x10%L
- Platelet count <90x10%L
Serum creatinine >1.5 mg/dL
Haemoglobinopathies (sickle cell disease or thalassaemia)
Significant coronary artery disease
Untreated thyroid disease
Ophthalmological disease
Colitis
Pancreatitis

Source: Based on product label information ang the 2016 AASLD and EASL guidelines (194, 195).
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Phyluc3. Twong tic giira thude diu trj viem gan vi rit C va cdc thube khic

‘Ban hanh kém theq Quyét dinh sé ~ /QP-BYT ngdy  thdn, ndam 2016
2 g
cug Bo trucng B3 Y té)
Thudc Thube két hop Anh hwéng khi két hop Khuyén cdo xir tri
PegIFN/ RBV | AZT Tang nguy co thiéu méu | Thay thé AZT bing ARV khac
Chi str dmmodamkm
Amiodarone Lam cham nhip tim khéng sén c6 thubc thay thé va
theo doi chit ché
' Céc thube kich thigh.,
Sofosbuvir | cwpaA. thude chéng Khgog.six dung SOF cung véi
(SOF) co giat (phenobacbital, | Giam nong d6 SOF, anh thudc chéng co giat,
phenotoin, hudng dén hidu qua didu | rifampicin
carbamazepine, tri HCV Khéng sir dung SOF cung ydi.,
oxcarbazepin); {ipravaviv
rifampicin, tipranavir
Theo dai mirc loc ciu than
- khong str dung LDV cung JRE
. o e 4 2.0~ | oéumic loc cau thin
TDF + PUr Téng dgotioh doivoithin | _ o Unin. Stdumg LDV
Ledi ; cung TDF+PI/r phai theo doi
(LD“I;?"“ déc tinh clia TDF 1én thin
Ubng SOF/LDV céch thubc
khéng acid 4 gid, cach gw
Céc thudc gidm acid GI:;I::: m{‘)‘;’do hoac cung gi&r thube dbi khang
B g thu the H2; cling gi& véi thudc
trc ché proton
g%t;lzozhilﬁ;ﬁcu Khong sir dung DCV cung cac
chéng co giat th;xoc chong co giat,
; rifampicin.
(phenahachital, Giam nong do DCV do do6
phesotoin, gidm hié c;ugqua didu tri Tiang lidu DCV 1én 90 mg/ngay
carbamazepine HCV khi diu tri ngudi bénh nhlem
oxcarbazepin)" HIV dang diéu trj phc dbd co
B, AilV céc thude kich thich CYP3A
(EFV, NVP) Ay EEV.
Sir dung SOF/DCV véi
Daclatasvir céc thude rc ché
(DCV) CYP3A

(clarythomycin,
itraconazole,.,
ketocovazols, ATV/r)

Tang ndng d6 DCV.

Giam lidu DCV xubng 30
mg/ngay khi diéu trj ngubl
bénh nhiém HIV dang didu tri
phac dd ARV c6 ATV/r va céc

thuéc trc ché CYP3A khac
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