Hepatitis C Clinical Update

18th Australian an New Zealand Conference
on Bleeding Disorders

Assoc. Prof. Joe Sasadeusz
Royal Melbourne and Alfred Hospitals



Disclosures



“Perfectovir’”



o Sustained Virological Respons (SVR) =
» usually considered as ‘cure’ of FICV
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Common

Flu-like Symptoms
Mood disturbance
Cytopaenias
Thinning hair
Weight loss
Insomnia

Cough
Rash
Gout

Mild haemolyisis

Serious

Depression/psychosis
Thyroid dysfunction

Exacerbation of
psoriasis

Seizures
Diabetes mellitus
Retinopathy

Severe haemolysis
Teratogenic
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Replication
Complex
Inhibitors

Daclatasvir (DCV)
Elbasvir (EBR)
Ledipasvir (LDV)
Ombitasvir (OBV)
Velpatasvir (VEL)
Pibrentasvir (PIB)*

NS5B NS5B
NUC Non-NUC
Inhibitors Inhibitors

Sofosbuvir Dasabuvir
(SOF) (DSV)
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SVR in 97% (1884/1951)1-4
Relapse in 1.8% (36/1951)14
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HARVON] -+ BBV Iz not a recormrmendad trezitrment regirnean in Australia;
TExcluding one subject with GT 4 infaction
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o Only 15871 out of 325 oty wrio
clualified for g-wi treairnent
(trezitrnent raive, no cirrnosis, ard

ozselineg FICY RNA <9 millior)

Tx Outcome in LDV/SOF LDV/SOF

Pts Qualifying for 8 Wks 12 Wks
8-Wk Regimen (n=131) (n=192)
SVR12, % 97 97

Failure, % 3 3

SVR12 according to ~ _
Wk 4 HCV RNA, % (n/N) (n=99)  (n=133)

Below limit of 97 97

quantification (89/92) (114/117)

. 100 94
Quantifiable (717) (15/16)
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FICY: hepalitis C virus; FHIV: hurman imrmunodeficiency virus; LDV
lzdipzizvir; SOF: sofosouyvir; SVYR: sustained virological resgponse,



SVR12 in GT 1 HIWHCVY Coinfected Patients Treated with LDVISOF for 12-24 weeks: Clinical Trials Compared to
Real-World Cohorts
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ofosbuvir + Daclatasvir:

3 Patients with and without Cirrhosis
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AN
SOF VEL
Nucleotide | NS5A
polymerase | inhibitor
inhibitor

2 relapse
2 LTFU
1 D/IC

11 relapse
2DIC




Fatigue
Headache
Nausea
Diarrhoea

Insomnia

SOF + RBV

30-38%
24-30%
13-22%
9-12%
15-16%

LDV/SOF
13-18%
1-17%

6—9%
3—7%
3—6%

SOF + DCV
+ RBV

27-30%

23-25%

15-16%
8—-9%
6—8%

OMV/PTVIRTV
+ DSV + RBV

27-39%
<5%
8—22%
<5%
9—-17%



December 2015:

$AUD1 billion for HCV treatment
over 5 years (2016-2020)

‘“a watershed moment”



Sovaldi (Sofosbuvir)

Harvoni (Sofosbuvir + Ledipasvir)
Daclinza (Daclatasvir)

Ibavyr (Ribavirin)

Abbvie 3D (Veikira Pak)

Zepatier (elbasvir +grazoprevir)

Epclusa (Sofosbuvir + Velpatasvir)
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Royal Melbourne Hospital Hepatitis
Clinic March 15t 2016






Figure 1: Estimated annual number of individuals with chronic HCV infection initiating HCV treatment from 1997 to 2016 in Australia.
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No Free Lunch



Depression .
misuse
Cognitive
* 92% HCV
Cardiovascular patients Respiratory
disease had co- disease
morbidities
: : Portal
Cirrhosis rEEET
* 40% had 5
or more
Dysglycaemia Dyslipidaemia

HIV

] [co-infection
-




No restrictions

Immunosuppressants:
cyclosporin, tacrolimus

» Antiretrovirals: abacauvir,
atazanavir/ritonauvir,
darunavir/ritonavir,
emtricitabine, efavirenz,
lamivudine, raltegravir,
rilpivirine

» Calcium channel blockers:

verapamil

 Oral contraceptives

» Opioids: methadone

» Antacids

* H2-receptor antagonists
* Proton pump inhibitors
* HMG-CoA reductase
inhibitors: pravastatin

HMG-CoA reductase
inhibitors: pravastatin
Antiarrhythmics: digoxin
Antiretrovirals: tenofovir
disoproxil fumarate

Direct thrombin inhibitor:

dabigatran

Contraindicated or Not

Recommended

Antiarrhythmics:

amiodarone

x Anticonvulsants:

carbamazepine, phenytoin,

phenobarbital, oxcarbazepine

x Antimycobacterials:

rifampicin, rifapentine,

rifabutin

x Antiretrovirals:

tipranavir/ritonavir

x Herbal supplements:

St John'’s wort

x HCV Products: simeprevir

x HMG-CoA reductase

inhibitors: rosuvastatin
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DAAs and Recreational Drugs



Cirrhosis and HCV with and without SVR
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Conclusions



Thank You



SVR Cure



NS3/4
protease
inhibitors

Telaprevir
Boceprevir
Simeprevir
Paritaprevir
Grazoprevir

Daclatasvir
Ledipasvir
Ombitasvir
Elbasvir
Velpatasvir

Membranous[;;-
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NS5A* inhibitors



Direct Acting Antivirals (DAAs) Target HCV
Life Cycle

Inhibitors

NI - sofosbuvir ledipasvir
daclatasvir

paritaprevir
grazoprevir

NNI - dasabuvir
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Direct- All-Oral

Acting Therapy
Antivirals
(DAAS)
Peginterferon
(peglFN)
Ribavirin
Standard (RBV)
Interferon
(IFN)




These drugs should not be co-administered

Potential interaction — May require monitoring or dosage

SR S :
No clinically significant interaction expected



