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l. Hiém hoa do viém gan C

Total Viremic Infections (Millions)

Nam 2017: Khoang 71,1 triéu ngudi nhiém HCV, chiém 1%.
30 Countries Account for 80% of HCV Infections
50% of Total

-
N
N

» 80% of Total

-
o
1

Polaris Observatory HCV Collaborators. Lancet Gastroenterol Hepatol. 2017;2:161-176. Blach S, et al. AASLD 2016. Abstract 753.

HCYV is responsible for high rates of morbidity and

mortality in the Asia-Pacific region

Contribution of HBV, HCV, alcohol and other
causes to absolute liver cancer deaths (2015)

Global

‘ Of global liver cancer deaths are
21%  queto Hov

Australasia

Central Asia

\ Up to 25% of liver cancer deaths are due
25% * R

East Asia to HCV in East, South and Southeast Asia

High-income Asia Pacific

Over half of liver cancer deaths
550, B are due to HCV in high-income*

South Asia Asia-Pacific countries

Southeast Asia

0;:6 26% 40'% sd% ad% 10;)%
Proportion of total burden by category (%)

= iver cancer due to HCV = Liver cancer due to HBV
= Liver cancer due to alcohol use ® Liver cancer due to other causes

*Defined by The World Bank as those with a GNI
per capita of $12,056 or more Global Burden of Disease Liver Cancer Collaboration. JAMA Oncol 2017;3:1683-91
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Il, Cap nhat vé dieu tri viém gan virus C.

BO Y TE CONG HOA XA HQOI CHU NGHIA VIET NAM
Doc lap- Tu do- Hanh phuac

S6: 2065 /QP-BYT Ha NGi, ngay 29 thdrng O4 ndm 2021

QUYET DINH
viéc ban hanh Huéng din chin doin, diéu tri bénh viém gan vi rit C

EASL recommendations on treatment of hepatitis C:
Final update of the series

Journal of Hepatology 2020 vol. 73 | 1170-1218

The Home of Hepatology

EAASLD

AMERICAN ASSOCIATION FOR
THE S1UDY OF LIVER DISEASES

Infectious Diseases Society of America

Last Updated: January 21, 2021

Recommendation for When and in Whom to Initiate Treatment

RECOMMENDED RATING

consultation with an expert.

Treatment is recommended for all patients with acute or chronic HCV infection, except those with a I, A
short life expectancy that cannot be remediated by HCV therapy, liver transplantation, or another
directed therapy. Patients with a short life expectancy owing to liver disease should be managed in

KHI NAO CAN DIEU TR] HCV.

BO Y TE

CONG HOA XA HQI CHU NGHIA VIET NAM
Djc 1ap- Ty do- Hanh phic

Sé: 2065 /QD-BYT Ha Ngi, ngay 29 thang 04 nam 2021

QUYET DINH
V& viéc ban hanh Huéng din chiin doan, didu tri bénh viém gan vi rat C
Bang 1. Phac do diéu tri viém gan vi rit C man & ngudi > 18 tudi khong cé
X0 gan, X0 gan con bu va diéu tri lan dau

Thudéc DAA Kiéu gen 1,4 ] Kiéu gen 2 | Kiéu gen 3 | Kiéu gen 5, 6
SOF/VEL Diéu tri tat ca cac kiéu gen trong 12 tuan
SOF/DAC! Dicu tr1 tat ca cac ki€u gen trong 12 tuan
SOF/LDV 12tin | Khong | Khong | 12 tuin
GLE/PIB? Piéu tri tat ca cdc kiéu gen trong 8 tuin
GRZ/EBV? 12 tuan ‘ Khong | Khong | Khong

Bang 2. Phac d‘é didu tri viém gan vi rit C man cho ngudi bénh = 18 tudi c6
x0 gan mét bu va diéu tri lAn diu

(Child Pugh B hodc C)

—Thuoc DAA
SOF/VEL Pricu tri tat ca cac kiéu gen trong 24 tuan
SOIF/VEL/RBV Diéu tri tat ca cac kiéu gen trongl?2 tuan
SOF/LDV 24 tuan Khong Khong 24 tuan
SOF/LDV/RBV 12 tuan Khong Khong 12 tuan
SOF/DAC! 24 tudn 24 tuan 24 tuan 24 tuan
SOF/DAC/RBV'! 12 tuan 12 tuan 12 tuan 12 tuan

- Danh gia xo gan con bu, mét b dya vao phan loai Child-Pugh: Child-Pugh

A 12 x0 gan con bu, Child-Pugh B, C 1a xo gan mét bu.
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BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
Poc 1ap- Tu do- Hanh phiic

Sé6: 2065 /QP-BYT Ha Néi, ngay 29 thang 04 nam 2021

R QUYET PINH,
V& vigc ban hanh Huéng din chén doin, didu tri b¢nh viém gan vi rit C

Biing 7. Phéic dd diéu tri cho ngudi cé thit bai didu tri

Phic db diéu trj Phéc d6 diéu tri lai va thai gian diéu trj
thilt bai Phic db thay thé Khéng xo gan Xo gan mit bi
va X0 gan con bii
SOF/VEL 12 tudn 24 wén (+RBV)
SOF + RBY e r - —
SOF/VEL/VOX 12 tudn Khong
GLE/PIB* 12 tuan Khéng
SOF/VEL +RBV 24 twan 24 tuin
SOF/DAC : - -
SOF/LDV SOFNEL:’VOX 12 tudn Khong
GLE/PIB® 12 tuan Khéng
SOF/VEL +RBV 24 tuan 24 tuan
SOF/VEL SOF/VEL/VOX' 12 tuén Khéng
GLE/PIB* 12 tudn Khong

1.2 Thude chua duge ding ky tai Viét Nam va khong dugc ké don. Chi dugc
ké don khi cdc thudc nay dugc Bo Y té cap phép.

Luu y: Céc truecng hop tht bai diéu tri voi cdc phac c’fa: DAA khéng dé cdp
trong Bang 7, viéc lya chon phac do diéu tri lai phai cd y kien hgi chdan véi chuyén
gia trong ting trieong hop cu the.

High SVR rates observed in real-world experience
with SOF/VEL for 12 weeks

* Real-world analysis of 5552 CHC patients on SOF/VEL for 12 weeks in 12 centres in
Europe and the USA

* Virological failures: 1% (55/5552)*
* Non-virological reasons: 6% (332/5552) — of which 67% LTFU, 27% early discontinuation®
* <1% of patients discontinued treatment with SOF/VEL due to AEs in clinical trials?

AE: adverse event; BL: baseline; CHC: chronic hepatitis C; D/C: discontinuation; GT: genotype; IDU:
injection drug use; LTFU: lost-to-follow-up; PPI: proton-pump inhibitor; SOF: sofosbuvir; SVR: sustained
virologic response; TE: treatment-experienced; VEL: velpatasvir
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1. Mangia A, et al. Liver Int 2020;40:1841-52;
2. Gilead Sciences. Epclusa (sofosbuvir/velpatasvir). SmPC.
September 2020
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Best of ILC 2019

EASL

The Home of Hepatology

Global real-world evidence of sofosbuvir/velpatasvir as a simple,
effective regimen for the treatment of chronic hepatitis C patients

RESULTS JelV = PP SVR12/24 according to patient status
+ SVR data available for 5,541 patients , o
Pangenotypic PP SVR 12/24 Panfibrotic PP SVR 12/24
— Median age 54 years; 59.5% male
— Genotype distribution:
58% 0.8%
‘ 30.0%
" mGT1
83.2% mGT2

0
GT1 GT2 GT3 GT4 GT 56 Mix/ FO-F2 F3 F4 Nonet Unk

mGT3
B GT4-6 unk
30.2% GT mixed/unknown

(ofe)\ [T MUE] (0] ] SOF/VEL for 12 weeks is a simple,

-_ 0 i
fg:é" (;’1007) pgtlents had B highly effective regimen that cures HCV patients,
=~ 124380 )patllents were irrespective of genotype, cirrhosis status or treatment
treatment-experienced y " ; s y
. . ; history, with a manageable drug interaction profile and
* 5,134 patients achieved SVR broad clinical utility, which will help simplify the care
- PP:98.5%;ITT: 92.7% pathway and will contribute to the WHO 2030

targets for HCV elimination

*LTFU (4%) was the most common reason for not reaching SVR;
TConfirmed no cirrhosis, but fibrosis score not recorded.
Mangia A, et al. ILC 2019; GS-03

BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
Poc lap- Ty do- Hanh phiic

Sé6: 2065 /QD-BYT Ha Noi, ngay 29 thang 04 nam 2021

i QUYET PINH
V& viéc ban hanh Hudéng din chin doan, did¢u tri bénh viém gan vi rat C

c. Ngwoi bénh déng nhiém HCV/HBV.
- Diéu tri HCV nhw ngwdi nhiém HCV don thuan.

- Néu du tiéu chuén diéu tri HBV: Piéu tri déng thdi HBV va HCV.

- Nguy co tai hoat HBV & ngu&i bi HCV cé HBsAg va Anti-HBs am
tinh, Anti-HBc dwong tinh rét thap: Khéng can dw phong NA.

10
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BOQ Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
Poc lap- Ty do- Hanh phuc

Sé: 2065 /QDP-BYT Ha Ngi, ngay 29 thang 04 nam 2021
QUYET PINH

V& viée ban hanh Huwéng din chin dodin, diéu tri bénh viém gan vi riat C

d. Ngwéi bénh c6 bénh than man.

- Suy than mec dd nhe dén trung binh ( eGFR > 30 ml/phat/1,73m2) hodc
murc dd nang ( eGFR < 30ml/phut/1,73m2) bao gébm ngwdi bénh loc mau,
chay than nhan tao khong can diéu chinh liéu thuéc DAA nhw GLE/PIB,

SOF/VEL, SOF/DAC cho tat ca kiéu gen va ELB/GRZ cho kiéu gen 1 va 4.

- Nguwoi bénh xo gan mét bu ¢6 suy than nhe dén trung binh (eGFR > 30
ml/phut/1,73m2) néu diéu tri phac dd SOF/VEL 12 tudn c6 RBV liéu RBV
bét dau 14 600 mg, va diéu chinh lidu RBV tuy theo d6 dung nap va Hb.

- Nguwoi bénh xo gan méat bu cé suy than ndng ( eGFR < 30 ml/phut/1,73m2)
nén diéu tri phac d SOF/VEL 24 tuin khong cé RBV.

EASL recommendations on treatment of hepatitis C:
Final update of the series - E A S L
ELSEVIER Journal of Hepatology 2020 vol. 73 | 1170-1218 The Home of Hepatology
Table 6B. Recommendations for genotype/subtype-based treatment of HCV-monoinfected or HCV-HIV
coinfected adult (>-18 years) and adolescent (12-17 years) patients with chronic hepatitis C without cirrhosis
or with compensated (Child-Pugh A) cirrhosis, including treatment-naive patients (defined as patients who
have never been treated for their HCV infection) and treatment-experienced patients (defined as patients who
were previously treated with pegylated IFN-a and ribavirin; pegylated IFN-a, ribavirin and sofosbuvir; or
sofosbuvir and ribavirin).
" : Sofosbuvir]
i i Prior treatment Sofosbuvir/ Glecaprevir/ P Grazoprevir/
Typeoftreatment Genotype CGirehosisstatis experience velpatasvir pibrentasvir 323?1&’: elbasvir
Treatment-naive
No cirrhosis Treatment -
Genotype 1a, 1b, experienced
2,4,5and 6 Compensated Treatment-naive
(Child-Pugh A) Treatment-
cirrhosis) experienced
Treatment-naive
& Jsubi No cirrhosis Treatment-
enotypefsubtype experienced
determination-based | Genotype3 Compensated Treatment-naive
treatment (Child-Pugh A) Treatment-
cirrhosis) experienced
Subtype 11, 4r, Treatment-naive
3b, 3g, 6u, 6vor No cirrhosis Treatment-
ang other i experienced
subtype naturally Treatment-naive
harbouring one or Cnmpensated !
several NSSA (Child-Pugh A) Treatment-
RASS cirrhosis) experienced
IFN, interferon; RASs, resistance-associated substitutions. 2 |f resistance testing
is performed, only patients with the NS5A Y93H RAS at baseline should be treated with sofosbuvir/velpatasvir plus ribavirin or with
sofosbuvir/vel patasvir/voxilaprevir, whereas patients without the Y93H RAS should be treated with sofosbuvir/velpatasvir alone.
b |n treatment-naive patients infected with genotype 3 with compensated (Child-Pugh A) cirrhosis, treatment with glecaprevir/pibrentasvir can be
shortened to 8 weeks, but more data are needed to consolidate this recommendation. ¢ As determined by
sequence analysis of the NS5A region by means of population sequencing or deep sequencing (cutoff 15%).
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EAASLD

AMERICAN ASSOCIATION FOR
€ STUDY OF LIVER DISEASES

LS1IDSA

Tnfections Diseases Society of America  LASt Updated: January 21, 2021

PHAC DO BIEU TRI VIEM GAN C CHO NGU'OILON
KHONG XO GAN- XO' GAN CON BU VA DBIEU TRI LAN DAU

GRZ/EBV 12 tuan
GLE/PIB 8 tudn 8 tudn 8 tudn 8 tudn
SOF/LDV 12 tuan Khéng Khéng 12 tuan
SOF/VEL 12 tuan 12 tuan 12 tuan 12 tuan
Bn xo gan, cé doét
bién Y93H phai két
hop RBV hay VOX
13
EZAASLD
A AR Ion e ufex IIDSA america  LAst Updated: January 21, 2021
PHAC PO PIEU TRI LAl CHO NGU'®'l DA THAT BAI DIEU TRI

SOF SOF/VEL/VOX 12 TUAN
GLE/PIB 16 TUAN (khong dung
cho BN that bai NS3/4 protease
inhibitor)

GLE/PIB GLE/PIB+ SOF+RIB 16 TUAN
SOF/VEL/VOX 12 TUAN (+RBV
neu co xo gan)

SOF/VEL/VOX GLE/PIB+SOF+RBV 16 TUAN
SOF/VEL/VOX+RBV 24 TUAN

14



12/18/2021

Medical Management and Monitoring of Acute HCV Infection

Recommendations for Medical Management and Monitoring of Acute HCV

Infection

RECOMMENDED

RATING €3

After the initial diagnosis of acute HCV with viremia (defined as quantifiable RNA), HCV treatment
should be initiated without awaiting spontaneous resolution.

I,B

Counseling is recommended for patients with acute HCV infection to avoid hepatotoxic insults,
including hepatotoxic drugs (eg, acetaminophen) and alcohol consumption, and to reduce the risk of
HCV transmission to others.

I,C

Referral to an addiction medicine specialist is recommended for patients with acute HCV infection
related to substance use.

Antiviral Therapy

Recommended Regimens for Patients With Acute HCV Infection

RECOMMENDED RATING ©
Owing to high efficacy and safety, the same regimens that are recommended for chronic HCV lla, C
infection are recommended for acute infection.
HCV Guidance: ions for Testing, ing, and Treating Hepatitis C: AASLD and IDSA. Last Updated: January 21, 2021
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1, Lam sao dé ngufb’i dan quan tam déen
viéem gan C va di tam soat bénh.

bénh

I, Nhivng van dé chwa giai quyét.
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Hepatitis C virus (HCV) cascade of care in US

1
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Persons With HCV in the US (%)

00% _

Chronic HCV
Infection

50%
27%
17% 16%
Il N =
Diagnosed HCV RNA Underwent Prescribed
and Aware Confirmed Disease HCV Treatment Acg::r:.d
Staging

Access to Confirmatory  Linkage to Access to Complete
Antibody Testing  HCV Provider DAAs Treatment

Testing Retained in

Care

Of the 3.5 million Americans estimated to be infected with HCV, 50% have
undergone anti-HCV testing, the first step in the cascade of care.

F1000Research 2019, 8(F1000 Faculty Rev):54 Last updated: 14 JAN 2019

17
There are major gaps in the HCV care
cascade in the Asia-Pacific region
Care cascade for HCV infection in South-East Asia and
the Western Pacific (2016)
= 307 But improved screening and linkage to care
a initiatives are the first step
S 251
= u Westemn Pacific
E 20
;’ 7 m South-East Asia
5
0 15 A
a Effective,
% 10 - well-tolerated
e 2030 TARGET treatment is key
@ 90’%? of infected
'g 5 - diagnosed ‘ 2030 TARGET
= 80% of diagnosed
z treated
0 - .
Infected Diagnosed Started on treatment Cured in 2016
in 2016
WHO. Global Hepatitis Report 2017.
http://www.who.int/hepatitis/publications/global-hepatitis-report2017/en/
18
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LR MEETING' SU LUU HANH CAO CUA NHIEM HCV O VUNG NONG

THON DONG BANG SONG CU'U LONG VIET NAM

PAC DIEM NHIEM HCV

DAC DIEM N= 3763 . p

Cac nhém tudi

Ti LE HCV RNA (+) TREN BENH NHAN Anti HCV (+): 242/334 (72,45%).

Thu Thuy et al., Abstracts 1634. HEPATOLOGY, Volume 68, October 2018, Supplement 1.

19
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2, Gia thanh thuoc dée BN dé dang tiep can diéu tri
The price of antiviral medicines is decreasing rapidly
Annual treatment with tenofovir for HBV The price of a course of sofosbuvir for an HCV
decreased from US$ 208 to US$ 28 between cure decreased from US$ 84 000 to USS <200
2004 and 2017 between 2014 and 2017
250 100 000
. US$ 84 000
oy USS 208 £ 0000
g &
¥ =)
2 50 ® , 1000
5 £w
§% 100
% 100 -g- US$ <200
E 50 $ 28 _§ 10
o
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 1 2014 2015 2016 2017 '
(7% World Health
“#.¥ Organization
20
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Cumulative number of people receiving hepatitis C
treatment in 12 selected countries — 2014-2018*

® Egypt Number of patients treated
—_—— 10000 000
® Pakistan
® China 1000 000
@ India
@ Brazil -
9100000
Georgia 2
H un
® Mongolia £ 1000
®Russian Federation &
S
Rwanda 2 1600
4
@ Morocco
@ Ukraine 100
® Malaysia
@ TOTAL 10

* Data were not collected for 2017.

Report of the WHO survey on access to DAAs, 2019

21
Missed opportunities to optimize procurement
of generic direct-acting antivirals (DAAs) to cure
HCV infection
62% of people with HCV live in countries that have . L
access to generic DAAs for as low as USS 90 (in Ingr::g:;/é E)T/\Er\lfca?isz Z;;T;;T:éi::;nm
green)
;%?Mlﬂﬂﬂd
actions taken
4& World Health
> *.¢ Organization
22
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3, Diéu tri viém gan C & tré em

BO Y TE CONG HOA XA HOI CHU NGHIA VIET NAM
Péc lap- Ty do- Hanh phuc

Sé6: 2065 /QD-BYT Ha Ngi, ngay 29 thdng 04 ndam 2021

QUYET PINH
V& viéc ban hanh Huéng din chin doan, didu tri bénh viém gan vi riat C

Bing 3. Phic dd diéu tri viém gan vi rit C man cho tré 12 - 17 tudi khong

X0 gan va xo gan con bu
Phic db SOF/VEL GLE/PIB SOF/LED
Thoi gian 12 tudn 8 tuan 12 t}Jz"m
8 (chi dung cho kiéu gen 1. 4, 5, 6)

* Tré tir 3 - 11 tudi

- SOF/VEL: liéu dua vio cin ning
Tré < 17 kg: SOF 150mg va VEL 37,5mg/ngay x 12 tuan
Tré > 17 kg: SOF 200mg va VEL 50mg/ngay x 12 tun

- SOF/LED: dung cho kiéu genl,4,5,6
Tré < 17 kg: SOF 150mg/LED 33,75mg/ngay x 12 tuin
Tré 17 — 35 kg: SOF 200mg/LED 45mg/ngay x 12 tuin
Tré > 35 kg: SOF 400mg/LED 90mg/ngay x 12 tuin

- GLE/PIB:
Tré 12 - 19 kg: GLE 150mg va PIB 60mg/ngay x 12 tudn
Tré 20 - 29 kg: GLE 200mg va PIB 80mg/ngay x 12 tudn
Tré 30 - 44 kg: GLE 250mg va PIB 100mg/ngay x 12 tuin

Luwu y: GLE/PIB chwa co tai Viét Nam

* Tré dwéi 3 tudi: Tri hodn didu tri cho dén khi tré du 3 tdi

23
HCV Antiviral Therapy for Children and Adolescents,
Without Cirrhosis or With Compensated Cirrhosis (Child-Pugh A)
Recommended regimens listed by age:
Treatment-Naive or Interferon-Experienced Children and Adolescents
Without Cirrhosis or With Compensated Cirrhosis®
RECOMMENDED DURATION RATING €
Combination of ledipasvi ir (weight-based dosing; see Table 1) for 12 weeks 1B
children aged >3 years with genotype 1, 4, 5, or 6
Combination of ir/velp: ir (weight-based dosing; see Table 2) for 12 weeks I,B
children aged 26 years or weighing 217 kg with any genotype
C ion of ir (300 mg)/pil ir (120 mg) for adolescents aged 8 weeks I,B
>12 years or weighing 245 kg with any genotype
2 Child-Pugh A
Table 1. Weight-Based Dosing of Ledipasvir/Sofosbuvir for Children Aged =3 Years
<17 kg 33.75 mg/150 mg
17 to <85 kg 45 mg/200 mg
235 kg 90 mg/400 mg per day
Table 2. Weight-Based Dosing of Sofosbuvir/Velpatasvir for Children Aged 26 Years or Weighing 217 kg
17 kg to <30 kg 200 mg/50 mg
230 kg 400 mg/100 mg
HCV Guidance: ions for Testing, ing, and Treating Hepatitis C: AASLD and IDSA. Last Updated: January 21, 2021
24
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4, Diéu tri viem gan C & phu nir mang thai

Testing

Recommendation for Universal Hepatitis C Screening in Pregnancy

RECOMMENDED RATING )

As part of prenatal care, all pregnant women should be tested for HCV infection with each lib,C
pregnancy, ideally at the initial visit. (See Recommendations for Initial HCV Testing and Follow-Up.)

Whom to Treat

Recommendation Regarding HCV Treatment and Pregnancy

RECOMMENDED RATING &

For women of reproductive age with known HCV infection, antiviral therapy is 3B
recommended before considering pregnancy, whenever practical and feasible, to reduce the risk of
HCV transmission to future offspring.

There are no large-scale clinical trials evaluating the safety of direct-acting antivirals (DAAs) in pregnancy. A small study
evaluating the pharmacokinetics of sofosbuvir in pregnancy demonstrated 100% SVR12 and no safety concerns
(Chappell. 2019). Similarly, an international case series of 15 pregnant women treated with ledipasvir/sofosbuvir reported
100% SVR12 and no early safety concerns in the women or their infants (Yattoo. 2018). Currently, there are no available
data on the use of pangenotypic regimens during pregnancy.

Despite the lack of a recommendation, treatment can be considered during pregnancy on an individual basis after a
patient-physician discussion about the potential risks and benefits.

HCV Guidance: Recc ions for Testing, and Treating Hepatitis C: AASLD and IDSA. Last Updated: January 21, 2021
s . 2
Y 2
5, Dieu tri viém gan C & bénh nhan lao tién trien
< A . A . A ’ . A . . A . A "
- Can nhac diéu tri lao tién trién trude, khi 6n dinh thi diéu tri viém gan vi rit
A . a e ~ - s X
- Biéu trj nhu ngudi bénh viém gan vi rat C don nhiém.
. o . . .« A . (s . , A 5 A e
- Khi diéu tri lao va diéu tri viém gan vi rit C luu y khong str dung dong thoi
. ) Iz 2 A
rifampicine véi cac thuée DAA (Phu luc 5).
PHU LUC S
MOT SO TUONG TAC GIUA THUOC DIEU TRI VIEM GAN VI RUT C VA
CAC THUOC KHAC
(Ban hanh kém theo Quyét dinh s6 JOP-BYT ngay  thdng néam 2021
ciia BY trieong BS Y 1é)
Tham khiao theo link sau https://www.hep-drugi i 2/
Thubc Thube két hop Anh "":;":ﬁ khiket Khuyén cdo xir tri
RBV AZT :-_5;‘.3 nguy co thicu Thay thé AZT bing ARV khic
Chi sir_dung amiodarone khi
Amiodaron Lam cham nhip tim khéng sin c6 thudc thay thé va
theo dbi chat ch&
Sofosbuvir Cac  thuoc Kich thich
cytochrome P450 3A Khéng sir dung SOF ciing vaoi
(SOF) (CYP3A):  thubc chéng | Giam néng da SOF, anh | (hude chéng co giat, rifampicin
co giat (phenobacbital, | huong dén hiéu qua diéu
phenotoin, carbamazepin, | tri HCV Khong sur dung SOF cung voi
oxcarbazepin), tipranavir
rifampicin, tipranavir
Theo doi mirc loc cau than,
khong sir dung LDV ciing TDF
TDF Tang ddc tinh ddi vai néu mire loc cdu  than
s LOmphar. B dung 1TV
I edipasvi cing TDF+PUr phai theo dai
e qpidei doc tinh caa TDF 1én thian
(LDV) Udng SOF/LDV céch thudc
| Giam hép thu LDV do | khang acid 4 gi&r, cich gidr hoac
Céc thude giam a xit 46 giam ndng dé cua | cing gio thude ddi khang thu
LDV thé H2. ciing gio voi thudc irc
ché proton
C1c thudée  kich  thich Khong sur dung UAK cung cac
Pia nhuihus héng thude chéng co gidt,

13
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6, Van dé twong tac thuéc DAA diéu tri viéem gan C.

Concomitant LDV/SOF EBR/GZR VEL/SOF GLE/PIB SOF/NVEL/VOX
Acid-reducing Antacids Antacids H2RA Antacids
agents H2RA H2RA PPI H2RA

PPI PPI PPI
Alpha-1 blockers Silodosin Prazosin Prazosin Prazosin Prazosin
Silodosin Silodosin Silodosin
Antiarrhythmics Amiodarcne Amiodarone

Digoxin
Quinidine

Dronedarone Dronedarone

Anticonvulsants
and barbiturates

Quinidine Digoxin Quinidine Digoxin
di Quinidine

[Anticoagulant and Apixaban Apixaban
antiplatelet agents Dabi Dabi
1 1 Apixaban
Rivaroxaban Rivaroxaban Ri d 1
Ticagrelor Ticagrelor Ticagrelor Rivaroxaban

Warfarin

Zonisamide

Warlarin Warfarin Tiareior

Warfarin

Rufinamide

Antihypertensives

Antipsychotics -

EAASLD

AMERICAN ASSOCIATION FOR
THE STUDY OF LIVER DISEASES

Aliskiren

Isradipine

Eplerenone Aliskiren

Amlodipine Felodipine Enalapril Enalapeil
Diltiazern Isradipine Eplerencne Irbesartan
Eplerenone Irbesartan Isradipine
Felodipine Isradipine Non-DHP CCB
Irbesartan Non-DHP CCB Olmesartan

Olmesartan Telmisartan
Telmisartan Valsartan

LD
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Recommendations

e Testing for HCV resistance prior to first-line treatment is
not recommended (A1).

e In areas where only regimens that require optimisation
based on pre-treatment resistance testing are available,
and physicians have easy access to a reliable test that
evaluates HCV resistance to NS5A inhibitors (spanning
amino acids 24 to 93), these analyses can guide decisions,
as specified in the 2016 version of the EASL Recommen-
dations on Treatment of Hepatitis C (B2).

Retreatment of DAA failures

With currently available highly efficacious pangenotypic DAA
regimens, treatment failure, i.e. the failure to achieve SVR, is
rare.**® Retreatment of patients who failed can be optimised
based on RAS testing.**°*** Therefore, specialist advice can
improve outcomes after retreatment for DAA failures.

EASL recommendations on treatment of hepatitis C. Journal of Hepatology 2020 vol. 73 j 1170-1218.
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EASL recommendations on treatment of hepatitis C:
Final update of the series
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Table 7. RASs conferring reduced susceptibility to the corresponding drug classes in in vitro assays and/or
selected in patients who failed to achieve SVR on IFN-free, DAA-based regimens (excluding first-generation
protease inhibitors telaprevir and boceprevir).

Drug class Amino Genotype/subtype
(genome acid
region) position 1a 1b 2 3 4 5 6
i (NS5B), e.g.
50 A150V
159 L159F L159F L159F L159F
206 K206E
282 S282G/R|T S282G/R|T S282G/R/T S$282G/R|T $282C/G/R] S282G[R/T  S282G/R/T
T
316 C316H/R C316F/H/N
320 L3201/F|V
321 V321A V321 V321A V321A
NS5A inhibitors (NS5A)
24 K24E[QR/T Q4K T24A[S S24F Q4H
26 K26E
28 M28A/G/S/T/V L28A/M/T L/F28C/S M28T/K 128M/S/T/V  L281 FIL28A/I/L/
M/TV
29 P29R P29s, del29 P29s
30 Q30C/DJE/G/H/K/L/N]  R30G/H/P/Q/S L30H/S A30D/E/K/[S L30F/G/H/R/ Q30H R30E/H/N/
R/ T/Y, del30 s s
31 L311/F/M/P|V L3TF/IMV/W 131M)V LBIFYMPIV  M/IB1)V  L31F/V L311/M|V
32 P32L/S, del32 P32F/L/S, del32 P32L P32A/L/QS
RIS
38 S38F
58 H58C/D/L/PR PSSA/D/L/S/R/T T58AP[S T58A/G/H/
NS
62 Q/E62D S62L
92 A92K|T ARE/K[TIV CO2R/S[TIW E92K E92T
93 Y93C/F/H/LIN/R/S/T/W  Y93C/H/N/R/SIT Y93F/N/H Y93H/N/S Y93C/H/N/ TI3A/H/N/
S/RW S
Protease inhibitors (NS3)
36 V36A/C/E/G/L/M V36A/C/G/LIM V36l
4 Q41R Q41R Q41K Q41R Q41K/R
43 FA3I/LS|V F431/S/V F43V
54 T54A/S T54A/C/G/S
55 V551 V55A V55A/1
29
DN . X . = ~
8, Dieu tri hét HCV: nguy co HCC van con.
. « X . X e
Nguy co HCC khi dieu tri hét HCV khac nhau
> ~ ~n r ~n
& bénh nhan cd/khdéng xo gan
= Retrospective study of US veterans with HCV infection treated with IFN, DAAs + IFN, or DAAs from
1999-2015 (N = 62,354)
IFN-Induced SVR (n = 35,871) DAA-Induced SVR (n = 21,948)
1.001 1.001
£
HE_ w 0957 0.951 — No cirrhosis with SVR
o 'g — No cirrhosis with no SVR
£ 5 0.901 0.901 — Cirrhosis with SVR
>0 Cirrhosis with no SVR
£ 10 0.851 0.851
39
0
8 T 0.801 0.801
g
& 0751 0.751
0 2 4 6 8 10 0 2 4 6 8 10
Years Years
= (learly a benefit in those who achieve SVR
= Curves look fairly similar
loannou. J Hepatol. 2018;68:25,
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REAL-C Cohort: HCC Risk in East Asian Patients
Following SVR to DAA Therapy for HCV Infection

REAL-C cohort includes patients with HCV attending 14 centers in Hong Kong, Japan,

South Korea, and Taiwan.

All Patients — Non-SVR Patients With Cirrhosis
g 0.30 — SVR g 030
g g
.g 0.20 '§ 0.20 Log-rank P <.001
.g Log-rank P <.001 E
5 010 % 010
i s
£ £
3 E
0% T r r T ) © o1 . . . . .
patienss 0 1 P . P B 2 3 4 5
atRisk, n Yrs of Follow-up at Risk.n Yrs of Follow-up
Non-SVR 168 (6) 134 (9) 106 (3) 77 (3) 50 (2) 18 NonSVR 105 (6) 80 (8) 59 (3) 42 (3) 29 () 11
SVR 5646 (60) 4541 (95) 3612 (54) 2620 (29) 1006 (6) 93 SVR 2911 (57) 2245 (35) 1700 (49) 1198 (24) 509 (6) 62
Population HCC Incidence/100 Population HCC Incidence/100 PY
(N =5814) PY (95% CI) (n=3016) (95% C1)
No SVR 4.95 (3.29-7.45) SR 810 (5.33-1.2X)
SVR 1.66 (1.47-1.88)
SVR 3.10 (2.71-3.5X)

REAL-C: 5-Yr Cumulative HCC Incidence by SVR

Tanaka. AASLD 2020. Abstr 46.
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Recommendations

* Patients with no to moderate fibrosis (METAVIR score FO-
F2) with SVR and no ongoing risk behaviour should be
discharged, provided that they have no other comorbid-

ities (A1).

Patients with advanced fibrosis (F3) or cirrhosis (F4) with

SVR should undergo surveillance for HCC every 6 months
by means of ultrasound, because the risk of de novo or
incident HCC is reduced but not abolished by SVR (A1).
e In patients with cirrhosis, surveillance for oesophageal
varices by endoscopy should be performed if varices were
present at pre-treatment endoscopy, or if the platelet
count falls below 150,000 and elastography increases to

more than 20 kPa (A1).

The risk of reinfection should be explained to positively

modify risk behaviour in at-risk populations (B1).

Following SVR, monitoring for HCV reinfection through

bi-annual or, at least, annual HCV RNA assessments
should be undertaken in PWIDs or men who have sex
with men with ongoing risk behaviour (A1).
e Retreatment should be offered without stigma or delay to

those patients who are reinfected (A1).

EASL recommendations on treatment of hepatitis C. Journal of Hepatology 2020 vol. 73 j 1170-1218.
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Risk of Late Relapse or Reinfection With Hepatitis C Virus After Achieving a
Sustained Virological Response: A Systematic Review and Meta-analysis

Results 50
P
<
2 4
§ 35
" i Recurrence/ =
Studies (N) | Individuals (N) | "1 EUEH £
§
g 2
Low risk 43 7969 1.85 =
Y
(0.71-3.35) §
10
High risk 14 771 223 H
5
(13.1-33.5)
04
HIV/HCV a4 309 32.0 31/43 31/43 43/43 14/14 14/14 13/14 4/a aja  afa
(0-123.5) Low-risk High-risk HIV/HCV co-infected

@ Late relapse M Reinfection M Recurrence

In the 43 studies of HCV mono-infected “low-risk” patients (n = 7969) the pooled recurrence rate was
1.85/1000 PYFU (95% confidence interval [Cl], .71-3.35; 12 = 73%) leading to a summary 5-year
recurrence risk of 0.95% (95% Cl, .35%—1.69%). For the 14 studies of HCV monoinfected “high-risk”
patients (n = 771) the pooled recurrence rate was 22.32/1000 PYFU (95% ClI, 13.07-33.46; 12 = 27%)
leading to a summary 5-year risk of 10.67% (95% Cl, 6.38%—15.66%). For the 4 studies of HIV/HCV
coinfected patients the pooled recurrence rate was 32.02/1000 PYFU (95% Cl, .00-123.49; 12 = 96%)
leading to a summary 5-year risk of 15.02% (95% ClI, .00%—48.26%).

The higher pooled estimates of recurrence in the high-risk and coinfected cohorts were driven by an
increase in reinfection rather than late relapse.

Bryony Simmons et all. HCV Recurrence After Therapy-induced SVR « CID 2016:62 (15 March)

LIVERPOOL
Comespondenc o
: Ve s s Pramacoy
P Pt P
Andrew Hill', Bryony Simmons?, Jawaad Saleem?, and Graham Cooke? 'ﬁ‘ﬁmau‘
15t Stephens AIDS Trust, Chelsea and Westminster Hospital, London, United Kingdom, 2 Faculty of Medicine, Imperial College London, London, United Kingdom i
Figure 1. Five-year rate (95%Cl) of recurrence post-SVR, by risk group
Low risk High risk (IDUs/prisoners) HIV/HCV co-infected
43 studies 16 studies 7 studies
30 - N=9419 N=819 N =833
Avg. FU=4.1%2.1y Avg. FU =2.9+1.6y Avg. FU =3.1%1.2 years
21.7%
95%C] 18.3-25.5%)
® 2 ] (95% )
3
2
g
2 20
13.2% .
2 (95%CI 9.9-17.2%) Conclusions
§ 15 In this analysis the 5-year rate of HCV recurrence (late relapse /re-infection) post-SVR was:
o
g 1.14% (95%C 0.92-1.41) in HCV mono-infected “low risk” patients,
o
g i 13.22% (95%CI 9.89-17.21) in HCV mono-infected IDUs / prisoners
= 4
g 21.72% (95%CI 18.34-25.47) in HIV/IHCV co-infected patients.
]
.E The large differences in event rates by risk group suggest that re-infection is significantly
5 -~ more common than late relapse.
(95%Cl 0.9-1.4%)
of W .
Low risk High risk HIV/HCV co-
infected
https://2jg4quetidw2blbbgixwziw-wpengine.netdna-ssl.com/wp-content/uploads/sites/2/posters/2015/654.pdf
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HBsAg all ages pre vaccination 1990 HBsAg all ages 2015 estimates

HBsAg prevalence estimates. All ages: Vaccine is making a difference.
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- HCV 13 1 trong nhi*ng nguyén nhan hang dau gay t& vong do bénh gan.

- C6 thé ndi HCV 1a 1 trong nhitng vi rat cé thé diéu tri khdi hoan toan, tir 66
gitip chdn dirng cac nguy co bién chirng do HCV gay ra.

- Diu tri HCV rat hiéu qua vdi nhiéu loai thudc hién cd trén thé gidi va Viét
Nam: Diéu quan trong nhat 13 giup ngudi dan quan tdm dén bénh dé phat hién
bénh sém va diéu tri kip thoi, nhd d6 s& ngin dugc tién trién cla bénh.

- Van con vai van dé khé khan chua duoc gidi quyét déi véi bénh viém gan C,
d&c biét 13 thudc ching nglra. Hy vong trong tuong lai gan céc trd ngai nay sé
duoc gidi quyét 1 cch thiu ddo.
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