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Overview

 Current standard of care
 Newer agents just 

approved by Health 
Canada

 Implications



Funded HCV Therapies
 PEG-Interferon α / Ribavirin
 +/- Protease Inhibitor 

(Boceprevir,  Telaprevir, 
Simeprevir)

 Duration of Tx

 Definition of Success 
 HCV RNA negative 3 months 

post therapy (Sustained 
Virologic Response=Cure)



New Advances



clinicaloptions.com/hepatitis
The Future Has Arrived

QUEST-1, QUEST-2, PROMISE: Simeprevir 
+ P/R in GT1 Tx-Naive Patients/Relapsers
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PROMISE[3]

Treatment-Naive Patients Prior Relapsers

1. Jacobson I, et al. EASL 2013. Abstract 1425. 2. Manns M, et al. EASL 2013. Abstract 1413. 
3. Lawitz E, et al. DDW 2013. Abstract 869b.

P/R
SMV + P/R
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 HCV-specific nucleotide polymerase 
inhibitor (chain terminator)

 Potent pan-genotypic antiviral 
activity against HCV GT1–6

 High barrier to resistance
 Once-daily, oral, 400-mg tablet
 Favorable clinical pharmacology profile

 No food effect
 No significant drug interactions

 Generally safe and well-tolerated in clinical 
studies to date (> 2,000 patients)
 No safety signal in preclinical/clinical 

studies
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•Sofosbuvir (SOF, GS-7977)
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• Open label, single arm study of PegIFN-Ribavirin-SOF x 12/52

• Error bars represent 95% confidence intervals

• Lawitz E, et al. EASL 2013. Amsterdam, The Netherlands.  Oral #1411

•Phase 3:  NEUTRINO GT 1, 4, 5, 6 Treatment-Naïve 
SVR12 by HCV Genotype
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•Overall •GT 1 •GT 4 •GT 5,6

•295/327 •261/292 •27/28 •7/7



COSMOS: SOF-SMV



COSMOS (Cohort 2): SVR12

ITT, intent-to-treat;  Non-VF, Non-virologic failure; 
RBV, ribavirin; SMV, simeprevir; SOF, sofosbuvir; 

SVR12, sustained virologic response 12 weeks after planned treatment end

SMV/SOF±RBV
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SMV/SOF + RBV SMV/SOF + RBVSMV/SOF SMV/SOF

24 weeks 12 weeks Overall

SVR12 Non-VF Relapse

93% 100% 93%93% 94%

2/30 1/142/27 3/87
2/87

28/30 16/16 13/1425/27 82/87

3%
2%

Non-VF, patients who did not achieve SVR12 for reasons 
other than virologic failure



New Therapies



Direct Acting Antiviral Drug
(DAA) Combinations



•LDV/SOF + RBV

•LDV/SOF

•LDV/SOF + RBV

•LDV/SOF

•Wk 0 •Wk 12 •Wk 24

• LDV/SOF

• LDV/SOF + RBV

•Wk 8

 ION-1 tx naïve: N = 865
 ION-2 tx experienced: N = 440
 ION-3 tx naïve: N = 647

•N=1952 total patients

•ION-1

•ION-2

•ION-3

•LDV/SOF Phase 3 Program (ION-1, ION-2, ION-3)

LDV/SOF Phase 3 Program •‡



Ledipasvir (LDV, GS‐5885)

• NS5A is essential for RNA replication 
and post‐replication assembly and 
secretion

• LDV has picomolar potency against 
genotype 1a and 1b HCV

• Effective against signature NS5B‐resistant mutant S282T

• Once‐daily oral dosing

• Dosed in >3000 patients

• No clinically significant drug‐drug interactions with sofosbuvir
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•Lawitz EJ et al, J Hepatol 2012; 57: 24–31; Gane EJ, et al. CROI 2013; Atlanta, GA. Oral 
#41LB
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Implications



Who Benefits Now? 
Who Benefits Later?

Funding

 Privately Insured
 Province of Residence



Who Benefits Now? 
Who Benefits Later?

Fibrosis Stage
 Cirrhosis

 CP-A
 CP-B
 CP-C

 F3
 F2
 F0-1
 Post Transplant



Who Benefits Later?
The Marginalized

 Rural
 HIV
 Substance Users
 Mental Health
 Aboriginals
 Incarcerated



Discussion


