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Alcoholic liver disease 
 

Cholestatic Liver Disease 
 

•  Primary biliary Cholangitis 
 

•  Primary Sclerosing cholangitis 
 

Cirrhosis 
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 HEPATITIS C 



Hepatitis C : ERA of DAAs 
•  CURE is now possible for : SVR >90% 

o   Treatment naïve, experienced and cirrhotic patients 
o   HIV/HCV co-infection  
o   Liver transplant patients 

 

•  SVR improves prognosis of non-cirrhotic and cirrhotic HCV pts 
o  Concerns re HCC and Hepatitis B reactivation on DAA therapy 
o   Re-infection risks must be addressed: harm reduction programmes 
 

•  SVR improves both all-cause and liver-related mortality 
 

•  All patients with chronic hepatitis C are candidates for Rx      

•  Prioritise patients with : 
o      Advanced fibrosis or cirrhosis 

o     HIV/HBV  co-infection  

o     Extrahepatic manifestations  

o     Transplant patients 











HCV Treatment : The Future ? 

•  Pan-genotypic DAA 

•  Shorter duration with minimal monitoring: 8, 12 & 16 wks 

•  Aim for Test and treat: Are we ready ? 

•  Better DAA Options in 2016 for: 

o         Genotype 3 

o         Stage 4 kidney disease/dialysis 

o         Decompensated cirrhosis 

          In 2016: What our new therapeutic options? 



GILEAD’S PROGRAMME 
 
•  EPCLUSA 
 

     Sofosbuvir (NS5B)/Velpastasvir (NS5A) 
 

o    Pangenotypic FDC 
 

o    ASTRAL1-4 Studies: >90% SVR 
      - GT 1-6; Rx naïve and experienced; cirrhosis & decompensated dis 
 

o    FDA approved in June 2016 
 

•   Sofosbuvir/Velpatasvir/Voxilaprevir (NS3/4A) 
o   Pangenotypic FDC 
 

o    POLARIS 1-4 Studies                                                                              



•  Sofosbuvir (NS5B) / Velpatasvir (NS5A ) / Voxilaprevir (NS3/4A) 













MERCK 2016 PROGRAMME 
 

•   Grazoprevir (NS3A/4A) + Elbasvir (NS5A) + SOF 

•   MK-3682/Grazoprevir (NS3A/4A)/Ruzasvir (NS5A)   



Grazoprevir (NS3A/4A) + Elbasvir (NS5A) + SOF ± RIBA 



Genotype 3 Cirrhotics: Grazoprevir (NS3A/4A) + Elbasvir (NS5A) + SOF ± RIBA 





       MK-3682/Grazoprevir/Ruzasvir  





Abbvie’s DAA 2016 Programme 
 

•  Glecaprevir (NS3A/4A) / Pibrentasvir (NS5A)   





Glecapravir/Pribrentasvir 



Glecapravir/Pribrentasvir 















Chronic HCV, DAA’s and HCC 
Italian Study: 3075 pts with chronic hepatitis C infection: Follow-up 
for mean of 300.8 days after the start of DAA therapy 
 

•  Cumulative incidence rates of HCC not significantly different: 
o    F3 advanced fibrosis (0.23% per person per year) 
o    Child-Pugh A cirrhotics (1.64% per person per year) 
o    Child-Pugh B cirrhotics (2.92% per person per year) 

 

•  Incidence rates no different from historic control cohorts with 
similar patients from the same geographic region (Northern Italy) who 
did not receive antiviral therapy 

 

•  Fibrosis and cirrhosis stage is the driving factor, not oral direct-
acting antiviral agents 

•  Severity of HCC did appear to correlate with antiviral therapy over a 
540-day follow-up period 

 

o  5 (12.2%) pts had portal vein thromboses & 4 (9.7%) had extra-hepatic 
metastases 



 Disease Severity in the 41 Patients Who Developed HCC 

Romano et al; Abstract 19; November 13, 2016 

•  At 12 weeks, HCC more aggressive in pts who did not achieve SVR12 
vs pts with SVR vs undetermined response (53.8% vs 33.3% vs 28.6%) 

 

•  HCC diagnosed at wk 4 in 3 patients, at wk 8 in 3 patients, at wk 12 in 6 
patients, from wk 12 - 23 in 13 patients, and after EOT in 16 pts 

 
Multivariate Analysis: SVR12 significant predictor of HCC: HR 0.20; P = .001 
 

•  Changes in immunologic and molecular microenvironment in liver and in tumor 
suppression mechanisms, which could allow or even promote the growth of 
previously undiagnosed microscopic hepatocellular carcinoma foci 

 









HCV : Late Relapse or Reinfection 
Systematic review & meta-analysis: 59	studies	(>9000	pts) 

•  Mono-HCV infected "low-risk" patients; 

•  Mono-HCV infected "high-risk" patients : PWUD or prisoners 

•  HIV/HCV co-infected patient 
 

Overall 5 year recurrence rates 

•   Low-risk patients  : 0.95%  

•   High-risk patients  : 10.67% 

•   HCV/HIV co-infected patients : 15.02% 
 

Increase in reinfection rather than late relapse 
•  Prevention campaigns for individuals at high-risk of HCV re-exposure 
 
 

Simmons et al; Clin Infect Dis 2016, Jan 19 



Grazoprevir/Elbasvir  





Hepatitis B Reactivation : DAA therapy	
US FDA received 24 unique reports of HBV-R associated with DAA Rx 
•   Boxed warning 
 

•  2 fatal outcomes and 1 liver transplantation  
 

•  HBV-R: Pts were heterogeneous: HCV genotype, DAA received, and 
baseline HBV viral parameters 

 

•  At baseline: 7 patients had detectable HBV VL, 4 patients had a positive 
HBsAg and undetectable HBV VL, & 3 patients had negative HBsAg and 
undetectable HBV VL 

 

•  The remaining cases either did not report these data points, or data were 
interpretable 

 

•  Despite provider knowledge of baseline HBV status, delay in diagnosis and 
treatment of HBV-R was noted in 5 cases, with possible delay in 3 others 

 

•  Limitations: Spontaneous reporting system subject to variable data quality 
and underreporting 

•  Unable to estimate incidence of DAA associated HBV-R, and ability to make 
causal inference is limited 

 

•  Patients with history of HBV require clinical monitoring while on DAA’s 
o        Need full HBV serology 

	 Bersoff-Matcha et al, LB Abstract 17, AASLD 2016 



Hepatitis B Reactivation : DAA therapy 
Meta-analysis 35 studies involving 1121 CHC patients 
 

•  30 studies were using interferon 
 

•  All studies reported SVR rates, 26 studies reported HBV reactivation, 22 
studies reported occurrence of hepatitis due to HBV reactivation  

 

Overall SVR rate was 47% in HBV/HCV co-infected patients 
 
 

•  SVR rate: Interferon (43%) and DAAs (100%); p<0.001  
 

Overall HBV reactivation rate 12.3%: IFN (12.4%) & DAAs (12.2%,  
p=0.90) 
 

Overall incidence of hepatitis due to HBV reactivation 
 
 

•  0.3% (0-1.1% in IFN treated) vs. 0.2 -33.2% with DAAs, p=0.02 

•  Most cases HBV reactivation occurred during follow-up of IFN treatment (3 
wks to 72 months post-treatment) 

 

•  All cases were observed during DAAs treatment (4 to 11 wks during Rx) 
  

            Wang et al; Abstract 918, AASLD 2016 
 



 
 

Liver Tx: DAA Therapy and Purgatory MELD: 
 Fact or Fiction? 

	
	

UNOS database: 20,411 HCV waitlist LT candidates:  
 

•  10,606 candidates 18 months pre-DAA: May 2012 to October 2013 
 

•   9,805 candidates in post-DAA period: January 2014 to June 2015  
 

Compared to pre-DAA period 
 

•  HCV waitlist LT candidates during post-DAA : significantly lower rate 
 

o  Removal due to death (7.4 % to 11.5%, p < 0.01) 
 

o  Too sick to transplant (7.9% to 11.3%, p < 0.01)  
 

•  Post-DAA HCV waitlist LT candidates had a significantly lower rate of liver 
transplantation (29.9% to 38.7%, p < 0.01) 

 
This should be taken into account in setting of poor donor access 
	

Cholankeril et al, Abstract 859, AASLD 2016   
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STOPAH Trial : Prednisolone or Pentoxifylline for AH 

NEJM 2015;372 (17):1619 

Multicenter, double-blind, randomized trial: 
1103 pts 
•  Prednisolone reduction : 28-day mortality    

14% (Pred) vs 19% (PTX) vs 17% (placebo)               

•  No outcome improvement : 90 days or 1 yr 

•  Prednisone: serious infections 13% vs 7%   
•  37% completely abstinent at 1yr 







Highly selected patients : 8.3% patients with AH, 1st episode 
•  2.9% of LTx performed 
 

Criteria for acceptance for LTx: Needed to be approved by 
•  Patient and patient’s family 

•  4 groups of physicians caring for patient 
o    Residents/fellows 
o    Addiction specialist 
o    Hepatologist 
o    Liver Tx anaesthetist and surgeon  

•  Recidivism: 3 pts (720, 740 and 1140 days post LTx)      

 Liver Transplantation in Acute Alcoholic Hepatitis  
Multicentre Franco-Belgian Study: 26 pts failed to respond to prednisone (Lille 
score >0.45. Received LTx, mean of 13 days after stopping steroids 

                                NEJM 2011;365(19): 1790 





Propensity score matched cohort: 2275 pts compensated cirrhosis and 1435 
pts with decompensated cirrhosis 
 

•  25% patients on statins in each group 
 

•  Primary end point: Incidence of death at 15 years 
 

•  Mortality Rates Halved 

 
 
 
 
 
 
 
 
 
 
 
 

•  Improved survival in patients with Child-Pugh class A or B cirrhosis, but not in 
patients with class C 

 
  

                             Gastroenterology. 2016;150:1160-1170.e3) 

Alcoholic Cirrhosis and Statins 



Alcoholic Cirrhosis and Statins	
Mortality rates lower in statin users 
 

•   Compensated cirrhosis (86 vs 199 per 1000 person-years) 
o   Adjusted HR 0.45; P < .0001 

•  Decompensated cirrhosis (132 vs 290 per 1000 person-years);  
o  Adjusted HR, 0.55; P <.0001 

 

Risk for decompensation: Secondary end point 
 

•  Lower in statin users (10% vs 25%; adjusted HR 0.31; P < .0001) 
 

•  Statins are thought to have an anti-inflammatory effect on the liver 
 

•  Reduces portal hypertension, a prognostic marker for death 

 Propensity score matching was used to rule out as many confounders 
                                                                                 Gastroenterology. 2016;150:1160-1170.e3 



CHOLESTATIC LIVER DISEASE 



PBC 
•  Chronic immune-mediated lymphocytic cholangitis  

•  Early diagnosis and initiation of UDCA (13-15 mg/kg/day) 
o    66% patients have expected survival equivalent to general population 

o    Only a minority will develop cirrhosis 
 

Proposed Name change: Primary Biliary Cholangitis 

•   Proposed by Dame Sheila Sherlock in 1959 ! 

•   Accepted in 2015 by AASLD, EASL and AGA 
 

Can we stratify risk of progression to cirrhosis ? 
 

On treatment (UDCA) biochemical response at 1 year– most robust endpoint 
to stratify risk of progression and potential need for 2nd line Rx 
 

•  GLOBE score: http://globalpbc.com/globe 
 

•  UK-PBC risk score: http://www.uk-pbc.com/resources/tools/riskcalculator/ 

 



GLOBE score : (0.044378 * age at start of UDCA therapy + 0.93982 
* NL(Bili x ULN) at 1 year)) + (0.335648 * NL(ALP x ULN at 1year)) – 
2.266708 * Alb x LLN at 1 year – 0.002581 * PLT at 1 year) + 1.216865 













PSC 
•  MRCP preferred diagnostic imaging 
•  Liver biopsy: Small duct PSC or AIH overlap 
•  Test IgG4 at least once 
•  UDCA doses ≥28 mg/kg/day should not be used 
•  Better Px: Normalisation of liver biochemistry spontaneously or UDCA 

o   20 mg/kg/day frequently used in clinical practice 
•  Routine stenting after dilatation of dominant stricture not recommended 
•  Dominant strictures should be evaluated: Biopsies, brushings & FISH 
•  Refer for Liver Transplant when MELD>14 

o   Increased risk of ischaemic cholangiopathy with DCD organs 

•  Annual colonoscopy, preferably chromoendoscopy: PSC + colitis 
•  PSC without IBD: colonoscopy every 3-5 years 
•  Screening for CCA with cross-sectional imaging and serial CA19-9 

every 6-12 months 
Am J Gastro 2015;110:646 



 

 Significant dose-dependent reduction of s-ALP values during 12 weeks of  
norUDCA compared to placebo with the highest effect at 1500mg/day 

 

 Biochemical response to norUDCA was independent of UDCA pre-Rx & response 
 



CIRRHOSIS 











Health Disparities: sub-Saharan Africa 

Burden of liver disease in sub-Saharan Africa is substantial 

Challenges  

•  Lack of data to accurately establish disease prevalence 

•  Lack of access to health facilities 

        -  diagnostic and interventional  

•  Access and cost of medications 

Apply similar programmes to HIV/AIDS to combat liver Disease in sSA 
         - PEPFAR 
         - Global Fund to Fight  AIDS, TB and Malaria 

                           → brought medication at affordable prices to sSA 
 

   
 
  

 
   

 
 

  
 


