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tumor necrosis factor/anti-TNF, conventional immune 
modulator agents or no immune suppression).  

A random-effect meta-analysis was performed to 
calculate the pooled incidence rates as well as risk 
differences between the various treatments. 

Analysis included 11,702 persons contributing 
31,258 person-years (p-y) of follow-up evaluation after 
a prior diagnosis of cancer. Rates of cancer recurrence 
were similar among individuals receiving anti-TNF 
therapy (33.8 per 1000 p-y), immune modulator therapy 
(36.2 per 1000 p-y), or no immune suppression (37.5 per 
1000 p-y) that were numerically higher among patients 
receiving combination immune suppression (54.5 per 
1000 p-y). Subgroup analysis of new and recurrent 
cancers separately, type of immune modulator therapy 
or immune-mediated disease showed similar results 
with no increase in risk. 

Similar pooled incidence values for new or 
primary cancers when immunosuppressive therapy was 
initiated within 6 years (33.6 per 1000 p-y for immune 
modulatory agents and 43.7 per 1000 p-y for anti-TNF 
agents) versus more than 6 years after the indexed 
cancer (32.9 per 1000 p-y for immune modulatory 
agents and 21 per 1000 for anti-TNF agents). 

It was concluded in a meta-analysis of 16 studies 
that similar rates of cancer recurrence among individuals 
with prior cancer who received no immunosuppression, 
anti-TNF therapy, immune-modulatory therapy, or 
combination treatment, prospective studies are needed 
to ascertain optimal intervals for reinitiation of immune-
suppressive therapies for individuals with specific 
cancers.

Shelton, E., Laharie, D., Scott, F., et al.  “Cancer 
Recurrence Following Immune-Suppressive 
Therapy in Patients with Immune-Mediated 
Diseases:  A Systematic Review and Meta-Analysis.”  
Gastroenterology 2016; Vol. 151, pp. 97-109.

Statins in the Treatment of HCV Cirrhosis
Statins are associated with delayed fibrosis progression 
and a reduced risk of hepatocellular carcinoma (HCC) 
in chronic HCV.  Limited data exists regarding the most 
effective type and dose of statin in this population.  
To determine the impact of statin type and dose upon 
fibrosis progression and HCC in patients with HCV, 
using the electronically retrieved cohort of HCV-
infected veterans (ERCHIVES) database, all subjects 

Risk of HCC After SVR in Veterans With HCV
The long-term prognosis in terms of risk or predictors 
of developing HCC among patients with SVR remains 
unclear. A retrospective cohort study using data from 
the Veterans Affairs VA HCV Clinical Case Registry in 
patients with positive HCV RNA between October 1999 
and August 2009 and follow-up through December 
2010 was carried out. HCV treatment and SVR (RNA 
test negative at 12 weeks after the end of treatment), 
were determined. Cox proportional hazard models 
were used to calculate HRs for potential predictors 
(demographic, virological, and clinical), associated 
with HCV development post-SVR.

A total of 33,005 HCV-infected individuals were 
identified who received treatment, of whom 10,817 
achieved SVR. Among these patients, 100 developed 
new HCC during a total follow-up of 30,562 person/
years for overall incidence rate of 0.33% per year.  
Annual risk of HCC remained considerably high among 
patients with cirrhosis (1.39%), than those cured after 
age 64 (0.95%). Patients with diabetes (HR = 1.88) or 
genotype 3 infection (HR = 1.62) were significantly 
more likely to develop HCC.  

It was concluded that the risk of HCC after HCV 
cure, though considerably reduced, remains relatively 
high at 0.33% per year. Older age and/or presence of 
cirrhosis at the time of SVR are associated with a high 
enough risk to warrant surveillance.  Diabetes is also 
a risk factor for post-SVR HCC.  

El-Serag, H., Kanwal, S., Richardson, P., Kramer, J.  
“Risk of Hepatocellular Carcinoma After Sustained 
Virological Response in Veterans with Hepatitis C 
Virus Infection.”  Hepatology, 2016; Vol. 64, pp. 130-
137.

Treatment with Immune Suppressive 
Therapy in Patients with Cancer
To determine the safety of immunosuppressive therapy 
for patients with immune-mediated diseases and a 
history of a malignancy, MEDLINE, EMBASE and 
conference proceedings for terms related to immune-
mediated disease, immune suppressive therapy, and 
cancer recurrence from inception to April 2015 were 
searched.  A total of 16 studies were included (9 of 
patients with RA, 8 of patients with IBD and 1 of 
patients with psoriasis) and stratified studies by type of 
immune-suppressive therapy (monoclonal antibodies to 
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stage 1 disease (30.7%) and 41 patients with stage 
2 disease (18.1%), achieved an SVR.  Patients with 
stage 1 disease and an SVR were less likely to develop 
EVs than stage 1 patients without an SVR (HR 0.23). 
However, SVR did not affect whether patients with 
stage 2 disease developed further EVs (HR 1.58). 

An SVR was associated with lower risk for HCC 
(HR 0.25). Patients with stage 2 disease, regardless of 
SVR, were at greater risk than patients with stage 1 
disease for liver decompensation (2.82) or death (HR 
1.77).  

A lower proportion of patients with stage 1 disease 
and an SVR died from HCC (2.9%), compared with 
those without an SVR (11.9%), or developed liver 
decompensation (none vs. 71% without an SVR). A 
lower proportion of patients with stage 2 disease and 
an SVR died from causes secondary to HCC (2.0%) 
compared with those without an SVR (18.4%). 

Death from causes secondary to liver 
decompensation did not differ significantly between 
patients with stage 2 disease, with or without an SVR 
(12.1%).

It was concluded that in a prospective study of 444 
patients with HCV and compensated cirrhosis, HCV 
eradication reduced risk for liver decompensation, HCC 
and death, regardless of whether the patient had EVs. 

Di Marco, V., Calvaruso, V., Ferraro, D., et al.  “Effects of 
Eradicating Hepatitis C Virus Infection in Patients With 
Cirrhosis Differ with Stage of Portal Hypertension.” 
Gastroenterology, 2016; Vol. 150, pp. 130-139.
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initiated on HCV antibody were identified (anti-HCV 
therapy from 2001 to 2014, and all incident cases of 
cirrhosis and HCC).  

Statin use was measured using cumulative defined 
daily dose (cDDD). Multivariable Cox proportional 
hazard regression models were used to examine the 
relationship between statin use and development of 
cirrhosis and HCC.  

Among 9135 eligible patients, 1649 developed 
cirrhosis and 239 developed incident HCC. Statin use 
was associated with a 44% reduction in development 
of cirrhosis (HR 0.6). The adjusted HRs of fibrosis 
progression with statin (ddd) 28 to 89, 89 to 180, and 
greater than 180 were 0.74, 0.71, and 0.6, respectively. 
Mean change in FIB-4 score with atorvastatin and 
fluvastatin was 0.17 and 0.13, respectively, after 
adjustment for baseline FIB-4 score and established 
predictors of cirrhosis. 

Statin use was also associated with a 49% reduction 
in incident HCC (HR = 0.51). A similar dose response 
relationship was observed.

It was concluded that in patients with chronic HCV, 
statin use was associated with the most dependent 
reduction in incident cirrhosis and HCC. Atorvastatin 
and fluvastatin were associated with the most significant 
anti-fibrotic effect, compared with other statins.

Simon, T., Bonilla, H., Yan, T., et al.  “Atorvastatin and 
Fluvastatin are Associated with Dose-Dependent 
Reduction in Cirrhosis and Hepatocellular Carcinoma, 
Among Patients with Hepatitis C Virus:  Results from 
ERCHIVES.”  Hepatology, 2016; Vol. 64, pp. 47-57.

Treatment of HCV with Portal 
Hypertension and Cirrhosis
To evaluate the benefit of SVR in patients with HCV and 
cirrhosis without (stage 1) and with (stage 2) esophageal 
varices (EV), a prospective cohort study was performed 
of 444 patients with HCV and compensated cirrhosis 
(218 with stage 1 and 226 with stage 2 disease), treated 
with PEG-Interferon and Ribavirin from June 2001 
through December 2009 at the University of Palermo, 
Italy and followed for a median of 7.6 years.  

Cox regression analysis was utilized to identify 
variables associated with appearance or progression of 
EVs, development of hepatocellular carcinoma (HCC), 
liver decompensation and overall survival. 

In an intention to treat analysis, 67 patients with 
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