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IFN ѩ SVR (CONCERTO study)
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SMV/Peg-IFN/RBV OLF

OsakaLiverForum
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Osaka Liver Forum OLF
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Simeprevir/ PegIFN/RBV3

NS3/4 protease φ 

CONCERTO study
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GT1b D168V

Mutations are defined as changes from Con1 (AJ238799) for genotype1b

The median time to loss of emerging 
D168V mutations detected in the 
GT1b prior non-responders cohort 
was 141 days (95%CI, 85.00; 148.00) 

Hiramatsu N, et al. JDDW 2013
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HCV
DAA: Direct- acting Antiviral



( Nature Reviews Microbiology 5, 453-463, 2007)

- HCV ὡ҃ -

NS3/4A NS5B

NS5A

Telaprevir

Simeprevir

Daclatasvir Sofosbuvir ( )

Vaniprevir

Asunaprevir

Ombitasvir
(ABT -267) 

Ledipasvir

Paritaprevir
(ABT -450r)



Future HCV treatment strategies  in Japan (G1)

Simeprevir+PR

(PI)

2016201520142013

Janssen
Vaniprevir+PR

(PI)

MSD

Asunaprevir+ Daclatasvir

(PI)            (NS5A)

BMS

Paritaprevir+ Ombitasvir

(PI/ritonavir)      (NS5A)

Abbvie

Sofosbuvir+ Ledipasvir

(NS5B/NI)        (NS5A)

GS (Gilead Sciences)



Asunaprevir/ Daclatasvir

Clinical trial Phase2/3
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(Suzuki F, et al. J Hepatol: 58(4):655-62:2013.) 

IFN Ineligible/Intolerant (n=22)

Daclatasvir+ Asunaprevirin Null response or IFN Ineligible/Intolerant 
(HCV Genotype 1b,  2 )

week



DCV/ASV 2

- -

NS5A NS3 NS5A NS3

1 L31M Y93H D168V/D

2 L31V/M Y93H D168V

3 Y93H/Y L31M Y93H D168A

4 Y93H L31V/M Y93H D168V/E

5 Breakthrough L31M/L Y93H/Y L31M Y93H D168A

6 Breakthrough Y93H/Y L31M Y93H D168V

7 Breakthrough Y93H L31M Y93H D168V

F Suzuki et al,Journal of Clinical Virology 54 (2012) 352ï354 

8 SVR Y93H/Y

9 SVR Y93H/Y

10 SVR Null response Y93H/Y

11 SVR Null response Y93H/Y

12 SVR Null response Y93H SVR 50% 5/10

Direct sequenc



0 12 24

Ineligible/Intolerant

Non responder

Weeks on Therapy (weeks)

(ChayamaK, et al. AASLD 2013.#221. ) 

Daclatasvir: 60mg QD + Asunaprevir: 200mg BID

Daclatasvir: 60mg QD + Asunaprevir: 200mg BID

(N=87)

(N=135)

80.5%
(70/87)

88.9%
(120/135)

ALL

85.6%
(190/222)

Å Daclatasvir(BMS-790052); NS5A replication complex inhibitor, 60mg QD

Å Asunaprevir(BMS-650032); NS3 protease inhibitor, 200mg BID

Non responder: Null n=48, Partial n=36, Undetermined n=3, Ineligible naïve n=100, Intolerant n=35

Daclatasvir+ Asunaprevirin Non-response or IFN Ineligible/Intolerant 
(HCV Genotype 1b,  3 )
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Daclatasvir+ Asunaprevirin Non-response or IFN Ineligible/Intolerant 



Daclatasvir+ Asunaprevirin Non response or 
IFN Ineligible/Intolerant HCV Genotype 1b; Phase 3

n (%)
IFN-Ineligible/

Intolerant (n=135)
Non-responder

(n=87)
Total 

(n=222)

Serious AEs 9 (6.7%) 4 (4.6) 13 (5.9)

CommonAEs (>10%)

Nasopharyngitis 40 (29.6%) 27 (31.0%) 67 (30.2%)

Increased ALT 24 (17.8%) 11 (12.6%) 35 (15.8%)

Increased AST 18 (13.3%) 10 (11.5%) 28 (12.6%)

Headache 18 (13.3%) 17 (19.5%) 35 (15.8%)

Diarrhea 12 (8.9%) 10 (11.5%) 22 (9.9%)

Pyrexia 12 (8.9%) 15 (17.2%) 27 (12.2%)

Grade 3-4 laboratory abnormalities(>3%)

ElevetedALT
Grade3:5-10 xULN
Grade4:> 10 xULN

12 (8.9%)
4 (3.0%)
8 (5.9%)

4 (4.6%)
3 (3.4%)
1 (1.1%)

16 (7.2%)
7 (3.2%)
9 (4.0%)

Elevated AST 10 (7.4%) 2 (2.3%) 12 (5.4%)

Decreased Hemoglobin 6 (4.4%) 1 (1.1%) 7 (3.2%)

Kumada H, et al. Hepatology, 2014, epub
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Sofosbuvir(GS-7977)

NS5B

ÅAdministered orally once daily

ÅBroad activity against genotypes 1-6

ÅHigh gengeticbarrier to resistance

ÅFavorable clinicallpharmacology, with no food effects or 

significant    drug interactions with immunosuppressive agents
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Genotype 2 - Sofosbuvir/RBV, phase 
(JAPAN, GS-US-334-0118)

GT2, n=153 (59%)  (41%),  (11%)

0 Study Weeks 12 

Apr. 2, 2014-- Gilead Sciences, Press Release )
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Gilead Sciences; Ledipasvir / Sofosbuvir RBV, Phase lll studies

ION-3>8http://www.nejm.org/doi/full/10.1056/NEJMoa1402355

ION-2 http://www.nejm.org/doi/full/10.1056/NEJMoa1316366
ION-1 http://www.nejm.org/doi/full/10.1056/NEJMoa1402454


