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Life After SVR for 
Cirrhotic HCV

Objectives

 To review the benefits of HCV clearance in cirrhotic 
patients

 To review some of the emerging data regarding 
treatment outcomes

 To understand the health risks that remain for these 
patients despite cure
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Hepatitis C Infection Rates

Asian Journal of Transfusion Science, Vol. 8, No. 1, January-June, 2014, pp. 19-25



16/06/2016

3

Cirrhosis

 Is the result of progressive destruction and  regeneration 
of liver parenchyma (regenerative liver nodules) over 
time leading to Fibrosis and Cirrhosis

 This process is a result of viral, metabolic, toxic (drugs 
and alcohol), genetic, and autoimmune insults

 If the destruction can be halted or delayed, there can be 
some improvement in liver function due to it’s 
regenerative properties
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Natural History of HCV 

 Low rates of cirrhosis in women and young children: 
1-3%

 Higher rates of cirrhosis in patients referred to 
tertiary care: 20-25%

 Persons with no or minimal fibrosis are at low risk of 
liver related complications or liver related death

 Progression of cirrhosis is accelerated by:
 Older age
 Alcohol consumption
 Obesity
 Immunosupression

Portal Hypertension

 Is the result of scarring of the liver over time which causes 
increased intrahepatic resistance and increased portal venous 
flow

 Splanchnic and systemic vasodilation, and hyperdynamic
circulation are typical results of cirrhosis and portal 
hypertension

 Results in a spectrum of complications including:
 Ascites
 variceal hemorrhage
 hypersplenism, platelet sequestration and destruction
 Encephalopathy
 portal venous thrombosis
 hepatocellular carcinoma.
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Clinical stages of Cirrhosis

Compensated
 Stage 1: no varices, no ascites
1% risk of death in one year

 Stage 2: Varices, no ascites
3.4% risk of death in one year

Decompensated
 Stage 3: ascites +/- varices
20% risk of death in one year

 Stage 4: Bleeding +/- ascites
57% risk of death in one year

The 10 Most Common Causes of Cancer Death: 2012 Estimates  

Total Number and Percentage of Deaths from Cancer per Year, Worldwide

Bowel including anus, ICD 10 C18-C21
Please include the citation provided in our Frequently Asked Questions when reproducing this chart: http://info.cancerresearchuk.org/cancerstats/faqs/#How 
Prepared by Cancer Research UK

Original data sources:

Ferlay J, Soerjomataram I, Ervik M, Dikshit R, Eser S, Mathers C, Rebelo M, Parkin DM, Forman D, Bray, F.GLOBOCAN 2012 v1.0, Cancer Incidence and 
Mortality Worldwide: IARC CancerBase No. 11 [Internet]. Lyon, France: International Agency for Research on Cancer; 2013. Available from: http://globocan.iarc.fr, 

accessed on 
16/01/2014.



16/06/2016

6

Treatment Guidelines
EASL 04/22/2015 

EASL 04/22/2015

Examples of Treatment Regimens
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Survival rates: Similar to general population

Van der Meer AJ, Wedemeyer, JAMA 2014

Mortality: All Cause and Liver Related 

Van der Meer AJ, Wedemeyer et al, JAMA 2012
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Safety of Direct Acting Antivirals in HCV

 Unexpected Serious Adverse Events have included:
 Arrhythmias 
 Pulmonary Hypertension
 Lactic Acidosis
 Viral reactivation (HBV)
 Recurrence of HCC

 More DDI’s, increased risk of decompensation in Cirrhotic 
population due to concurrent drug regimens, comorbidities, 
advanced stage of disease

Renet et al. Gastroenterology 2015, Renas et al Chest 2016, Walker et al, Hepatology 2016, Collins et 
al, Clin Infect Disease 2015, Takayama et al, Hepatol Res 2015, Reig and Marino, J Hepatology 2016

What are the goals of treatment in Cirrhosis?

 Improve liver function

Decrease the incidence of decompensation

 Improve quality of life

Decrease the incidence of HCC

Decrease need for Liver Transplantation

 Increase overall survival
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What about Transplant specifically?

 Improve liver function, possibly even decrease the 
need for transplant in cirrhotic HCV

 Cure HCV infection prior to liver transplantation 
to avoid re infection post

 Facilitate clinical management post transplant as 
well as improve graft survival

 Is treatment possible with advanced liver disease?

 What are the risks?

 What if they have HCC?

Studied benefits of Treatment in Cirrhosis

 There is evidence of fibrosis regression in patients 
with cirrhosis after SVR

 Portal Hypertension has been shown to be reduced 
with SVR thereby theoretically decreasing the 
development of  esophageal varices

 Overall survival is improved

 The risk of development of future complication such 
as portal hypertension and HCC remains despite 
cure for upward of 8 years

Aleman et al, Clinical Infectious Diseases 2013
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The Spanish Experience

 Spanish HEPA-C Registry:
 843 Patients with Cirrhosis

175 Child-Pugh B/C

MELD improvement- 36%

MELD worsening- 33%

MELD greater that 18 was associated with death

For over 90% of successfully treated patients, 
changes in MELD were too small to be clinically 
meaningful

Fernandez-Carrillo et al. EASL-ILC 2016

Association between Severe Portal Hypertension and 
Liver Decompensation despite cure

Clinical Gastroenterology and Hepatology 2015
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New data on increased HCC risk with treatment

Buonfiglioli et al. EASL 2016

HCC after DAA

Buonfiglioli et al. EASL 2016
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HCC post DAA

Buonfiglioli et al. EASL 2016

Unexpected early  tumor recurrence in patients 
treated with DAA’s

 Spanish registry in 4 hospitals

 58 Patients with previous treatment for HCC (RF, 
CE, resection) and Complete Response. BCLC 0: 16 
pts. BCLC A: 42 pts.

 Subsequently received treatment with DAA a median 
of 11 months after HCC treatment

 28% patients developed recurrence a median of 3.5 
months after the start of treatment

Reig et al. J Hepatol 2016
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Case Study #1

 52 year old male with Genotype 1a HCV, previously 
failed interferon 20 years ago and then lost to follow 
up

 Presented with decompensated disease: large volume 
ascites (weekly drains 10-12 litres), 50 pound weight 
loss, no encephalopathy, no GI bleed. Comorbidities
include DM type II which is stable.  Baseline 
gastroscopy reveals grade II varices, started on 
Carvedilol

 Labs: Tbili 14, Cr 72, INR 1.4, Platelets 88  for a 
MELD of 10, CTP B (8). No history of HCC

Case Study #1

 Treated for 12 weeks, achieved SVR

 Follow up labs post treatment: Tbili 11, Cr 91, INR 
1.3, Platelets 86: MELD 10, CTP A (5)

 Ascites completely resolved,  persistent 
splenomegaly, and liver continues to appear cirrhotic 
on imaging every 6 months with no evidence of HCC

 Definite improvement in quality of life
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Case Study #2

 61 year old male with Genotype 2 HCV, treatment 
naïve. No evidence of decompensation, but history of 
HCC (1.3 cm, 1.6 cm) treated with TACE with mixed 
response only. Lesions not resectable. AFP 28 MELD 
8, CTP A (5)

 Referred for transplant listing, decision made to 
treat his HCV in hopes of eradicating prior to 
surgery.

 Treated for 12 weeks and achieved SVR

Case Study #2

 Routine surveillance imaging at the end of 12 week 
treatment revealed increases in two previously noted 
nodules, additional development of 2 satellite 
nodules

 Sent for Therasphere, AFP continued to increase: 61-
106-342

 Follow up PET 4 weeks post Therasphere revealed 
extensive metastatic disease

 Delisted, and deceased within one month
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Case Study #3

 55 year old male with Genotype 1a HCV, treatment 
naïve, decompensated with ascites. Baseline 
gastroscopy shows multiple chains of varices with 
red signs requiring placement of 11 bands. Tbili 36, 
INR 1.4, Cr 77, and Platelets 110. MELD 13, CTP B 
(8)

 Routine HCC surveillance a 1.6 cm lesion in segment 
3, and a possible 1.1 cm lesion in segment 4A

 Segment 3 lesion successfully treated with RFA, 
second lesion not clear- followed, and eventually 
treated with RFA as well

Case Study #3

 Decision made to treat his HCV for 12 weeks and he 
achieved SVR

 Routine surveillance imaging 5 months post 
treatment revealed the presence of  a new 2 cm focus 
of HCC

 Referred for transplant evaluation, referred back for 
further HCC treatment, tumor not amenable to 
further treatment
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Case Study #4

 60 year old male with Genotype 1a HCV, treatment 
naïve. Decompensated with ascites, evidence of small 
esophageal varices. No evidence of HCC pre 
treatment

 Tbili 11, Cr 75, INR 1.3, Platelets 84. MELD 9, CTP B 
(7)

 Treated for 12 weeks, achieved SVR
 Follow up blood work one year later: Tbili 14, Cr 84, 

INR 1.3, Platelets 188. MELD 9, CTP B (7) 
 Continues to require low dose diuretic, no evidence 

of HCC on repeat imaging, no overall change

Case Studay #5

 53 year old male, Genotype 1b treatment naïve

 MELD 20, CTP C (11) with ascites, previous SBP, and 
medically controlled encephalopathy (Lactulose), 
admitted once prior to initiation of treatment

 Started on 24 weeks of treatment Feb 26, 2015

 Admitted March 9, 2015 with Encephalopathy 

 Had an additional 11 ER visits and 7 admissions for 
encephalopathy and progressive deterioration in 
liver function
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Case #5

Discontinued treatment June 12, and died of decompensated disease June 13, 
2015

So what does this mean for the patient?

 Keep in mind that outcome is variable

 Response to treatment does not necessarily equate to improvement 
in function status , and that you may not prevent patients from 
decompensating in the future with cure

 Patients can be too sick to treat, so be cautious

 Continue with guideline based screening given persistent portal 
hypertension that can continue for years

 Continue with HCC surveillance given persistent or even increased 
risk in cirrhosis during and after treatment
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Thank you!

Team CCC: Puneeta Tandon, Juan Abraldes, Michelle Carbonneau, 
Vanessa Mathiesen


