
8/09/2017

1

HCV/HIV among People who 

Inject Drugs

What Issues Remain?

INSHU 2017

Marina B. Klein, MD, FRCP(C)

Chronic Viral Illness Service

McGill University Health Centre

Montreal Canada

Disclosures

 Salary support: les FRQ-S “Chercheur National” Career award

 Grant support: CIHR, CIHR-CTN, NIH, FRQ-S

 Research grants for investigator initiated trials: ViiV, Merck

 Consulting fees: ViiV, BMS, Merck, Gilead



8/09/2017

2

What issues DON’T Remain
Efficacy of treatment

Dieterich D et al. CROI 2014; P#24; Rodriguez-Torres M et al. IDWeek 2013; P#714; Sulkowski M et al. Lancet Infect Dis 2013;13:597–605; Sulkowski M et al. Ann Intern 

Med 2013;159:86–96; Sulkowski M et al Lancet 2014;314:653–61; Sulkowski M et al. AIDS 2014; P#104 LB; Torriani FJ, et al. N Engl J Med 2004;351:438–50; 

AASLD/IDSA/IAS–USA. Recommendations for testing, managing, and treating hepatitis C. http://www.hcvguidelines.org. Accessed January 15, 2015

7

14

29

63

74 74
76

89
91-94

96-98

0

20

40

60

80

100

S
V

R
 R

a
te

 (
%

)

IFN+RBV
6 mo

PEG
12 mo

PEG+RBV
12 mo

BOC+
PEG+RBV

6-12 mo

TVR+
PEG+RBV
6-12 mo

SMV+
PEG+RBV
6-12 mo

SOF+
PEG+RBV

3 mo
Study 1910

SOF+RBV
6 mo

PHOTON-1

LDV/SOF
3 mo

ION-4, 
ERADICATE

OMV/PTV/RTV+
DSV+RBV

3-6 mo
TURQUOISE-1

2015 AASLD/IDSA Guidance: “HIV/HCV co-infection should receive the same treatment as recommended for HCV mono-infection”
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The Hepatitis C Treatment Revolution

http://www.hcvguidelines.org/
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Next Generation Direct-Acting Antivirals 

In vitro:1,2

• High barrier to resistance

• Potent against common NS3 polymorphisms (e.g., positions 80, 155, and 168)
and NS5A polymorphisms (e.g., positions 28, 30, 31 and 93)

• Synergistic antiviral activity

Clinical PK & 
metabolism:

• Once-daily oral dosing with food

• Minimal metabolism and primary biliary excretion

• Negligible renal excretion (<1%)
G/P is co-formulated and dosed once daily as three 100 mg/40 mg pills for a total dose of 300 mg/120 mg
Glecaprevir was identified by AbbVie and Enanta.                           1. Ng TI, et al. Antimicrobial  Agents and Chemotherapy; 2017 . 2. Ng TI, et al. Abstract 636. CROI, 2014

Glecaprevir
(formerly ABT-493)

pangenotypic NS3/4A
protease inhibitor

Pibrentasvir
(formerly ABT-530) 

pangenotypic NS5A
inhibitor

Coformulated: G/P

GLE PIB

100% SVR4 and Favorable Safety of ABT-493 + ABT-530 Administered for 12 Weeks in Non-Cirrhotic Patients with GT4-6 Infection (SURVEYOR-I) | DDW | 23 May 2016 6EXPEDITION-2: Safety and Efficacy of Glecaprevir/Pibrentasvir in HCV Genotype 1-6-infected Patients Coinfected with HIV-1 | IAS | 24 July 2017

EXPEDITION-2 Study Design

G/P is co-formulated and dosed once daily as three 100 mg/40 mg pills for a total dose of 300 mg/120 mg.

A phase 3, multicenter global study evaluating 8- or 12-week treatment with G/P in HCV/HIV-1 co-infected 
adults without or with compensated cirrhosis, respectively

Patients were enrolled in Australia, Belarus, France, Germany, Poland, Puerto Rico, Russian Federation, United 
Kingdom and United States
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100% SVR4 and Favorable Safety of ABT-493 + ABT-530 Administered for 12 Weeks in Non-Cirrhotic Patients with GT4-6 Infection (SURVEYOR-I) | DDW | 23 May 2016 7EXPEDITION-2: Safety and Efficacy of Glecaprevir/Pibrentasvir in HCV Genotype 1-6-infected Patients Coinfected with HIV-1 | IAS | 24 July 2017

Efficacy

• One patient with GT3 infection 
and cirrhosis had on-treatment 
virologic failure at week 8; the 
patient was 85% compliant with 
treatment

• Tx combined with integrase 
inhibitors, ripilvirine, boosted 
darunavir and lopinavir (in non-
cirrhotics)
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Clinical Trials in Co-infection

Phase 3 Trials evaluating 2nd 
generation DAAs in co-infected 

individuals

Simeprevir, 

Sofosbuvir, 

Ledipasvir, 

Ombitasvir, 
paritaprevir/ritonavir and 

dasabuvir (3D) 

Daclatasvir

Using PubMed & clinicaltrials.gov

As of September 2015
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SIMEPREVIR TRIAL PHOTON-1 TRIAL

TURQUOISE-1 TRIAL ION-4 TRIAL

ALLY-2 TRIAL

Eligible

Not Eligible:

At least 1 exclusion criteria other than ARV restriction

Not Eligible:

Only exclusion is ARV restriction 

Saeed et al, Clin Inf Dis, 2016

Rapid scale up of HCV treatment since DAAs
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Real world SVR rates excellent across risk groups
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What issues do remain?
Co-management and DRUG-DRUG interactions
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Challenges of dual infection

1. Complicating comorbid medical and mental health 

conditions

2. Lower access to HIV and HCV care

3. Lower adherence to therapy

4. Medication side effects and toxicities 

5. Concomitant substance use treatment

6. Drug interactions

Therapeutic failure generally correlates with the degree that 

drug use disrupts daily activities rather than with drug use per se

Drug-Drug 

Interactions: DAAs

http://www.hcvdruginfo.ca/downloads/DAA-ARV%20int%20table_summary.pdf

See also

http://www.hep-druginteractions.org/
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DRUG-DRUG interactions: Street drugs & OST

 MDMA, GHB, ketamine, and methamphetamine all have the potential to 

interact with ARV agents because all are metabolized by the CYP450 system

 Overdoses secondary to interactions between MDMA or GHB and PI-based 

ART have been reported

 Because of its opioid-induced effects on gastric emptying and the 

metabolism of CYP450 isoenzymes 2B6, 3A4, and 2D6, pharmacologic 

effects and interactions between methadone with ARV agents may 

commonly occur 

 may diminish the effectiveness of either or both therapies by causing 

opioid withdrawal or overdose, increased methadone toxicity, and/or 

decreased ARV efficacy but no major issues with DAAs

 Limited information is currently available about interactions between 

buprenorphine and ARV agents and appears safe with DAAs

 Naltrexone not expected to have major interactions

What issues do remain?
It’s a matter of risks and vulnerabilities
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40-50%

30-39%

20-29%

10-19%

5-9%

<5%

No data

Global prevalence of HCV in HIV+ persons

Peters & Klein, Curr Opin ID 2015

Gottfried

Hirnschall
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HCV Care Cascade Canada

> 90% diagnosed among HIV+

Main barrier to HCV elimination in HIV-

HCV coinfection: Treatment uptake
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www.iasociety.org

John Brooks CDC

www.iasociety.org

Injection of prescription opioids:

a significant threat to HIV and HCV 

prevention among PWID

E. Roy1,2, P. Leclerc3, C. Morissette3, C. Blanchette4, K. Blouin5, 
N. Arruda1, M. Alary4, IAS 2017
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An emerging epidemic

www.iasociety.org

John Brooks CDC
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Broken 
Structures

The Source
Indigenous 
Knowledges

Wellness 

Healing

Community 
Based research

Frontline 
response

Interventions

International 
Engagement

River Journey

Barriers to HCV Treatment

Patient Barriers
• Poor awareness/ education

• Lack of symptoms

• Competing health priorities (HIV, psychiatric)

• Competing social priorities (housing, substance 

use, financial, food insecurity)

• Fear of side effects

Provider Barriers
• Poor awareness/education

• Reticence to treat IDUs

• Lack of providers, especially in remote 

communities

• Focus on HIV

Structural Barriers
• Lack of infrastructure/multidisciplinary 

support

• Segregated services

• Provincial regulations

• Cost
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www.iasociety.org

Andri Rauch, SHCS

www.iasociety.org

Andri Rauch, SHCS
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Dean Street MSMChemSex Presentations (>500) Key learnings:

• Good understanding about HIV transmission risks, prevention 

strategies and comfort with disclosure of serostatus, viral load

• Serosorting common

• HCV however much more stigmatizing, less likely to be disclosed 

and common reason for rejection online 

• Reluctance to disclose high risk practices and drug use

• “Naïve” injection practices

PrEP

Condomless sex
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What issues do remain?
Implications for elimination
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www.iasociety.org

Andri Rauch, SHCS

www.iasociety.org
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www.iasociety.org

The Dutch experience

B.JA Rijnders, IAS Coinfection meeting 2017

www.iasociety.org
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Are co-infected at increased risk of 

reinfection?

Simmons et al Clin Infect Dis. 2016 Mar 15; 62(6): 683–694.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4772843/
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Risk behaviours after SVR
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Mortality causes by birth cohort and 

HCV status
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www.iasociety.org

Do DAAs reduce mortality?

• Beware of 

Competing risks: 

How HCV and 

HCV treatment 

tie overall into 

drug user 

health?

Kronfli, IAS 2017

www.iasociety.org

Early impact of DAAs in co-infection

APRI> 1.5
Poor HIV 
control

APRI < 1.5
Good HIV 
control

APRI > 1.5
Good HIV 
control

Kronfli IAS 2017 and submitted
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www.iasociety.org

And finally ….what remains
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Peer and social 
support

Mental Health 
and Addictions

HIV/HCV 
treatment team

MDs/Nurse/pharmacist 

Multidisciplinary Approach

• Harm reduction

• ChemSex counselling

• Alcohol

• Smoking cessation

• Adherence HIV & HCV Rx

• Manage DDIs

• Manage comorbidities

• Ongoing surveillance for 

HCC

• Food security

• Housing

• Culturally 

competent care 

and supports

THANKS!


