
 

 

 

CTAF  

California Technology Assessment Forum 

To CTAF HCV Staff  

I would like to ask the CTAF to reconsider the statistics which are currently used in the 

recent document release from the meeting in San Francisco in March 2014 concerning HCV 

treatment with the newly FDA approved agents.  I think it is clear that each epidemiological 

study that has been published with prevalence estimates has strengths and weaknesses. As 

the CDC has acknowledged,i the NHANES data used as a large part of the basis for the CDC 

estimate of CHC prevalence in the U.S. underrepresents populations that may be at 

increased risk for HCV infection such as incarcerated and homeless persons and people on 

active military duty.ii,iii In addition, the CDC has noted that multiple smaller racial/ethnic 

groups (including Native Americans, Alaskan Natives, and Asians), shown by a number of 

studies to potentially have higher rates of infection, are not adequately represented. iv I 

hope the CTAF is making efforts to consider these populations in your calculations of HCV 

treatment costs with the new therapies. 

 

Based on NHANES data, the CDC has long estimated that there are 4.1 million (CI, 3.4 

million to 4.9 million) anti-HCV-positive persons nationwide and 3.2 million persons (CI, 

2.7 to 3.9 million) living with CHC in the U.S.v The most recent publication by CDC 

researchers has reported even lower numbers, with a reported estimated CHC prevalence 

of 1.0% (95% CI, 0.8% to 1.2%), corresponding to 2.7 million chronically infected persons 

(CI, 2.2 to 3.2 million persons).vi However, we believe that several studies bring this 

estimate into question. The 2011 review by Chak et al looked at all studies providing HCV 

prevalence data for populations not sampled by the NHANES survey, including the 

homeless, the incarcerated, nursing home residents, and those on active military duty.vii In 

addition, because of their low frequency and lack of availability in the NHANES data set, 

this review included studies of CHC prevalence in healthcare workers, long-term dialysis 

patients, and people living with hemophilia who received transfusions prior to 1992. In 

order to confirm NHANES findings, the review also included studies on drug users (for 

whom they report that based on identified studies the NHANES prevalence estimate is 

reasonable) and veterans.  
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The very wide range of prevalence estimates (5.4 to 41.7%) reported in large studies in 

recent years makes it difficult to accurately estimate prevalence in veterans. To address 

this, the Chak study assessed and then excluded 8 of 15 major studies of veterans published 

over the ten years prior to their assessment‒including studies of those who were homeless, 

those with substance abuse and/or mental health disorders, and those who were HIV-

coinfected‒as likely not being representative of the general veteran population, leading to 

Chak et al’s estimated prevalence in veterans of 5.4–10.7%. The same was done with the 

other populations assessed, with the exclusion of studies that focused on subgroups that 

were considered at higher risk than the group as a whole. It was also noted that more data 

is clearly needed on active duty military since only one study was carried out in this 

population. 

 

Combining the NHANES estimates with the estimated number of anti-HCV-positive persons 

in all the increased risk groups which were either left out of the NHANES (the incarcerated, 

the homeless, residents of nursing homes, those on active military duty) or for which there 

was only a low frequency or a lack of availability in the NHANES data set (healthcare 

workers, persons on long-term hemodialysis, and hemophiliacs with transfusions prior to 

1992) or for which their review concluded that the NHANES estimate was not accurate 

(veterans, for which they subtracted the number of HCV cases attributed to veterans in the 

NHANES survey before adding their estimate to prevent double counting), the reviewers 

concluded that the total number in the US population is 5,191,748 to 7,091,668 anti-HCV-

positive persons. They are careful to note that they are unable to draw any conclusions 

regarding CHC prevalence because many of the studies included in their review did not 

include information on HCV RNA levels. However, using the standard CDC estimate that 

75%-85% of newly infected persons develop CHCviii would lead to a conservative estimate 

of 3,893,811 to 4,412,986, and an upper limit estimate of 5,318,751 to 6,027,918 persons 

living with CHC in the U.S. This is obviously substantially higher than the most recent 

NHANES-based estimates, and with the exclusion of all of the groups considered high risk, 

this might actually be an underestimate.  In a 2011 essay in Nature, it is hypothesized that if 

the NHANES survey has underestimated HCV infection similarly to the extent it has been 

shown to have underestimated HIV,ix i.e., by a factor of 1.4 to 2.0, then the true prevalence 

of HCV infection could be 6 to 8 million.x  
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We are very concerned that any decreased prevalence data may be explained by a high 

death rate in HCV-infected people. The Chronic Hepatitis Cohort Study (CHeCS) has clearly 

shown steadily increasing mortality rates in CHC patients, rising from 1.4 per 100 person-

years in 2006 to 4.4 in 2010.xi Fourteen percent of the cohort patients had died (any cause) 

by the end of 2010, with most deaths occurring among persons in the 1945-1964 birth 

cohort, with an overall death rate of 33.0 per 1000 person-years. Disturbingly, despite the 

fact that 70% of patients assessed by CHeCS had pre-mortem ICD9 codes, liver biopsies, 

and FIB4 scores indicative of substantial liver damage, only 19% of the 1600 confirmed 

chronic HCV patients in CHeCS had HCV infection noted on their death certificate. This 

could mean a five-fold under-reporting of HCV-associated deaths. In addition, whatever the 

listed cause of disease, HCV-infected persons died 15 years younger than everyone else, a 

serious cost to society.  

 

At least a partial explanation of the high rates of death at too-early ages may come from 

Holmberg et al who recently reported that only about half of HCV-infected people have 

been tested and know their status; only about a third have been referred for HCV care; and 

only 7-11% have been treated, with only 5 to 6% successfully treated.xii The need to expand 

our reach to locate, test, and successfully treat CHC patients is clear. It is also clear that the 

combination of under-estimation of HCV prevalence and under-reporting of HCV-

associated deaths will automatically lead to an under-estimation of HCV-associated 

healthcare costs and societal costs.  

 

If we consider these recent studies, it seems very possible that there are at least 5 million 

people chronically infected with hepatitis C in the United States, 94-95% of whom have not 

yet been successfully treated, a population of 4,700,000 to 4,750,000 people in need of 

treatment. This would mean that some current estimates of future HCV-associated costs 

are a drastic underestimate of what the true costs will ultimately be. We believe that it is 

important to consider that the NHANES data used by the CDC and the CTAF substantially 

underestimates the true prevalence of CHC, and that showing broader ranges of prevalence 

data could expand opportunities for advocacy and awareness, as well as provide a solid 

basis for support that the treatment with the new HCV medications are even more cost 

effective and less expensive with the cost to treat per “cure”  in the  $100,000 range, which 

is ½ the cost of the previous approved protease inhibitors (references on file) with the cost 

per cure that are greater than $200,000. 
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Another major concern I have is the potential medico-legal consequences of mandating a 

liver biopsy prior to treatment or mandating that patients fail second-line treatment with 

the potentially serious complications of long-term interferon use (more than 12 weeks) 

and the known high rate of systemic complications of INF + Ribavirin + first generation 

protease inhibitors if used in patients with cirrhosis.  

I hope the open forum that you recently provided and the fact that your group will embrace 

all relevant data will assist your team in a fair response to the great clinical need in the 

patient community; where access to medications with an enhanced cure rate for this life 

threatening disease needs to be available to all of our patients. 

Sincerely,  

 

 

Robert G Gish MD 

Please see my website for full credentials and titles: robertgish.com 
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