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• In 2016 WHO adopted a global hepatitis strategy to eliminate viral 
hepatitis as a public threat by 2030. 

• 90% reduction in case incidents

• 65% reduction in mortality

• In order to achieve these ambitiuos targets 80% of people infected 
would have to reach access to care

• Some African Heroes in this endeavour have emerged chief amongst 
which is Egypt. 



Introduction

• 1970’s saw a spike in hepatitis 
associated with blood 
transfusion

• This entity was called NANBH 

• 1989 Virus was isolated

• 2020 Nobel Prize in Medicine



Epidemiology

• 58M infected worldwide, 
improvement from 71 M 
infected worldwide in 2015

• Accounts for majority of chronic 
hepatitis

• 1.5M new infections

• 290 000 people died from Hep C 
or related complications in 2019

• Lack of effective vaccine





Epidemiology Cont. 



Global Epidemiology 



In SA…

• Estimated infected 
population between 600 
000 to 800 000



Genotype





Key Populations in SA



Hepatitis C

• Enveloped RNA Virus

• Single Stranded

• Half life: 2.5 hrs

• Daily production 1019

• RNA Polymerase has no 
proofreading ability

• 8 Genotypes with more than 84 
subtypes



Transmission

• Blood or blood products 
transfusion

• Unsafe injection patterns

• Hemodialysis

• Vertical 

• Sexual transmission



Life Cycle



Natural Life Cycle

• Acute Hep C

• Chronic Hep C



Acute Hep C

• Usually Mild, 

• Usually is undiagnosed, so incidence 
of 1.5m most likely an underestimate

• 15 to 40% of patients will clear the 
acute episode

• Positive viral RNA at 12 weeks predicts 
chronicity

• Treatment should be instituted at 12 
weeks if still RNA positive

• Short duration of treatment during 
acute episode may reduce risk of 
spreading infection

• No lasting immunity





Chronic Hep C

• Chronic Hep C is the most 
common complication of acute 
hep C infection

• Factors that drive progression to 
cirrhosis include:
• Host Factors

• Viral factors

• Environmental Factors



Initial Consultation

• Identify risk factors for acquiring hep C

• Alcohol history and metabolic diseases

• Prior stage of liver fibrosis or cirrhosis if patient has been in the 
health care system as well as prior GT

• Prior treatment regimens for Hep C

• Extra-Hepatic Manifestations

• Initial testing should include:
• FBC, TFT, LFT, EUCr, Hep C viral Load, Hep C Genotype, HIV, Hep B, Fibro-Scan 

or FIB-4 or APRI score



Treatment

• Public Health Measures

• Aim of treatment is cure i.e. to 
obtain SVR (sustained virological 
response)

• SVR associated with:
• Decreased liver related mortality
• Improvement in Portal HPT
• Improvement in fibrosis
• Reduction in HCC

• All patients that are Hep C positive 
should be treated except limited 
lifespan. 

• Urgent treatment for some patient 
populations e.g. pregnancy planning, 
etc

• Patients should be counselled about 
reinfection. 

• Look out for:
• Drug- drug interactions online website 

http://www.hep-druginteractions.org/
• Decompensated liver disease



Public Health Measures

• Screening and Treatment
• Key populations

• MSM, PWID, Prisoners, HIV/HCV co-infected, SW

• Self testing
• Empowering Health professionals

• Platforms such as G-Echo

• Challenges:
• Impact of Covid
• Access to healthcare (specialists, testing, treatment)
• Lack of vaccine
• Cost of medication
• New sporadic genotypes





2005/6 Heralded the HCV Replicon 







Treatment

• Treatment of patients without Cirrhosis or Child Pugh A 
• GT 1,2,4,5,6 SOF/ VEL achieved SVR of 98%
• GT 3 SOF/VEL SVR 12 of 98% in those without RAS and 88% in those with RAS
• GT3 with Compensated Cirrhosis lower SVR for SOF/VEL and recommendation 

is to use SOF/VEL/Ribavirin (polaris trial) alternative regimen with similar 
outcomes is SOF/VEL/VOX

• HIV Co-infection SOF/VEL achieves SVR above 90%
• Alternative Regimen for this population is Glecaprivir/Pibrentasvir in countries 

where affordability of these regimens is an issue SOF/DACL can be used
• Despite Ribavirin efficacy in this population group in patients with Cirrhosis its 

use is not recommended due to the availability of regimens with fewer side 
effects that achieve the same SVR



Treatment



Treatment



Treatment

• Child Pugh B or C with or without decompensation
• Avoid Protease Inhibitors

• Benefit for treatment more for B than C esp when decompensated

• Treated at experienced centres with access to transplant

• Close monitoring

• Sof/Vel with weight based Ribavirin is treatment of choice if compensated

• Sof/Vel with 600mg Ribavirin if decompensated

• If Ribavirin contraindicated then Sof/Vel for 24 weeks

• If transplant needed then treatment should not delay transplant



Treatment
• Solid Organ Transplants

• Hep C more aggressive in liver transplants and may progress to cirrhosis in 5 yrs
in the graft. 

• Recurs if patients are RNA positive at time of transplant

• Prior to treatment transplant rejection was 30% higher for HCV positive 
patients receiving liver transplants

• Sof/ Vel or GLE/PIB used 

• Recommendation for treatment remains the same for other organ transplants

• Organ donation from HCV positive donors feasible



Treatment

• Patient with HCC
• Those with Child Pugh A or less with potential for curative treatment should 

receive treatment for HCC first then Sof/ Vel. 

• Children born to Mothers that are Hep C pos should be tested at 18 
months

• Adolescents with Hep C and Child Pugh A or less should be treated as 
adults with Sof/Vel or Sof/LDV

• Pregnant Women: treatment not recommended during pregnancy 
due to safety concerns but patients that have received treatment 
whilst pregnant have had no negative effects. Recommendation is to 
decide on a case by case basis. 



Treatment

• PWID
• Education
• OST
• Use of Clean Needles
• Annual Screening

• Patients with Co-Morbid Diseases
• Extra-Hepatic effects of Hep C improve with DAAs
• Patients on HD if GFR >30 then no dose adjustment necessary and treat as 

above. If GFR <30 then Glec/Pibr are drugs of choice. 
• Renal Failure with GFR <30 and decompensated Cirrhosis Sof/VEL 12-24 

weeks



Treatment Failures

• Treatment failure on DAAs is uncommon

• Best referred or discussed 

• If failed: 

• Check for presence of RAS and design a re-Rx regimen

• If Child Pugh A or less then treat with Sof/Vel/Vox

• If features of poor response to DAAs, e.g. failed twice, then 
Sof/Glec/Pibr with addition of Ribavirin



Treatment

• Last SA HCV guideline was published in 2010

• Research has been ongoing in the field. Recent Study from Cape Town 
wherein 210 patients were treated with DAAs shows that we can expect the 
same outcomes of the rest of the World. 

• In this study SVR of 96% were achieved. Most of the population consisted of 
predominantly males (137 of 210), predominantly white (113 of 210) age 
range 40 – 60 yrs, 13% had previously received treatment.  

• GT 1 and GT 5 were predominant 45% and 20% respectively. 

• Of concern was the high fibrosis score of the patients 39% of patients being 
F3/F4. 

• 8 patients failed therapy, of those 5 had GT 4. Emergence of Y93H RAS 
Mutation which is resistant to SOF/Dacl



Follow up

• Assess for compliance and side effects at each visit

• Screen for high risk behaviours

• Viral RNA or Hep C Antigen should be done at 12 weeks or 24 weeks 
post treatment

• ALT at baseline then 12 or 24 weeks post treatment

• Patients with no fibrosis or Moderate fibrosis without ongoing risky 
behaviour can be discharged

• Those with f3/f4 fibrosis should have hcc surveillance

• Patients with ongoing risky behaviour should have screening annually. 



Complications

• Classified into Hepatic:
• Liver Failure

• Liver Cirrhosis

• HCC

• Extra-Hepatic



Complications

• Acute Liver Failure

• Rare

• Controversy/Diagnostic 
Challenge

• Occurs mostly as an acute on 
chronic presentation

• Risk factors include co infection 
with hepatitis B, Metabolic 
disease, HIV co-infection

• High Mortality



Complications

• Liver Cirrhosis

• Fibrosis in Hep C progresses slowly 
over years

• However there are factors that may 
lead to faster disease progression

• Initial presentation may be 
asymptomatic which means 
patients may present with 
advanced fibrosis

• Treatment with DAA’s halts and 
may reverse fibrosis

• Risk of decompensation is 2 to 5% 
but is relevant because of those 15 
to 20% die in the year after 
decompensation

• Risk of development of HCC
• 5 yr risk Varies between 1% in 

patients without cirrhosis to 13% in 
those with Cirrhosis

• Other drivers may be genetic, DM, 
Obesity, males, alcohol, hepB co 
infection, GT 3, older age, lower plts. 



Extra Hepatic Complications

• Include mixed cryoglobulinemia 
vasculitis, vasculitis, 
atherosclerotic CV disease, 
glomerulonephritis, intestitial
nephritis, DM II, lymphoma, 
porphyria cutanea tarda and 
lichen planus. 

• Thyroid disease, Moorens Ulcers 
and Sjogrens disease



Conclusion

• WHO has set out goals towards curbing morbidity and mortality 
relating to viral Hepatitis

• Key to achieving this goal:
• Identifying Key populations

• Strengthening health care systems

• Intensive Screening 

• Access to DAAs

• Vaccine Development 
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