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Hepatocellular Carcinoma—Implications for the VA 

Every health care provider treat-
ing patients with liver disease 
can attest to a noticeable in-
crease in the number of pa-

tients with hepatocellular carcinoma 
(HCC) in recent years. Unfortunately, 
current data indicate that the num-
ber of these patients in our clinics 
will continue to increase in the near 
future. This is due primarily to the 
large number of patients with chronic 
hepatitis C virus (HCV) infection in 
the VA health care system. 

According to the VA National 
Hepatitis C Registry, 207,798 veterans 
were diagnosed with chronic HCV 
infection as of 2007.1 The average 
age of these patients was 56.4 years,1 
and the average duration of infection 
could be estimated to be between 28 
and 29 years.2,3 Given that the median 
duration of infection to the develop-
ment of cirrhosis is 30 years,4 and that 
veterans, in general, are at increased 
risk for fibrosis (due to a high likeli-
hood of being male, having a high 
body weight, and engaging in alcohol 
and tobacco use), we can continue to 
expect an increase in the total number 
of VA patients with cirrhosis as the 
HCV patient population ages. Already, 
results of recent biopsy studies of 
patients with HCV at VA medical cen-
ters have indicated rates of stage 3 
fibrosis (severe) of 13% to 18.5% and 
rates of stage 4 fibrosis (cirrhosis) of 
12% to 15.6%.2,3,5 

Of the patients in the VA National 
Hepatitis C Registry who were receiv-
ing care from the VHA in 2007, 18,990 
(9.1%) had received a diagnosis of 
cirrhosis, and 2,031 (1%) had been 
diagnosed with HCC and were still 
living.1 Conservatively, we can expect 
those patients with HCV and cirrhosis 
to develop HCC at a rate of 1% to 4% 

per year,6 which means that, nation-
wide, the number of patients with 
HCC in the VA system will increase 
by anywhere from 190 to 760 patients 
per year. And this estimate does not 
include the large numbers of patients 
with undiagnosed cirrhosis and those 
whom we can expect to develop HCC 
from liver disease or cirrhosis result-
ing from conditions other than HCV 
infection—such as chronic hepatitis B 
virus (HBV) infection, alcohol abuse, 
and nonalcoholic steatohepatitis. 

Recent data,7,8 along with prior 
research,6 strongly suggest that eradi-
cation of HCV may result in a marked 
reduction in the rate of HCC devel-
opment and overall mortality from 
liver disease, particularly in patients 
who have early cirrhosis and dem-
onstrate reversal of fibrosis on liver 
biopsy following a sustained viro-
logic response.9 Since the majority of 
patients with chronic HCV infection 
in the VA never have received antiviral 
therapy,10,11 emphasis should be placed 
on expanding the number of veterans 
who can achieve safe and effective 
antiviral therapy now. Waiting until 
patients develop severe fibrosis or 
cirrhosis before starting antiviral ther-
apy can be counterproductive, since 
patients with advanced fibrosis do not 
respond as well as those with earlier-
stage disease to antiviral treatments. 
Patient education programs and 
efforts to implement a collaborative or 
integrated clinic with mental health  
providers may help to increase the 
number of patients who receive ther-
apy.11 Hopefully, more data supporting 
these approaches will become avail-
able, which, in turn, will support 
large-scale implementation efforts. 

When treating patients with liver 
disease, it is important to provide opti-

mal medical care, including recom-
medations and support for lifestyle 
modifications that can improve risk 
factors for fibrosis progression. If a 
patient has HCV cirrhosis or chronic 
HBV infection, regular screening for 
HCC is imperative. If HCC is diag-
nosed, there are increasing options 
for effective treatment, including liver 
transplantation, local therapies, and 
systemic therapies. This means that 
HCC care is best provided by a collab-
orative team, involving the disciplines 
of gastroenterology and hepatology, 
radiology, surgery, and oncology. 

FuturE action
Due to the increase in HCC cases 
we can expect, the VA has an oppor-
tunity to continue to discover and 
support best practices related to cir-
rhosis care and HCC screening and 
treatment. Many questions should be 
addressed, such as the most appro-
priate and cost-effective method of 
HCC screening in VA patients, mark-
ers and risk factors for HCC, effective 
methods for chemoprevention, the 
most efficient methods for collab-
orative HCC care, “best practices” for 
improving quality of care for patients 
with chronic liver disease, and ongo-
ing clinical trials to improve actual 
HCC treatments. In this regard, the 
VA has many resources for both front-
line caregivers and clinical researchers 
interested in HCC and chronic liver 
disease. These include the Hepatitis 
C Resource Center program (http:// 
www.hepatitis.va.gov), which is a 
source for “best practice” informa-
tion and training regarding HCV, cir-
rhosis, and HCC; the Health Services 
Research and Development pro-
gram (http://www.hsrd.research.va. 
gov); and the HIV/Hepatitis Quality  

Continued on page 24



24  •  FEDERAL PRACTITIONER  •  MAY 2009

CASE IN POINT

23, 2009.
3.   Kauffman CA. Histoplasmosis: A clinical and labo-

ratory update. Clin Micrbiol Rev. 2007;20(1):115–
132. 

4.   Folstein MF, Folstein SE, McHugh PR. “Mini-men-
tal state.” A practical method for grading the cogni-
tive state of patients for the clinician. J Psychiatr Res. 
1975;12(3):189–198. 

5.   Histoplasmosis. National Eye Institute web site. 
http://www.nei.nih.gov/health/histoplasmosis 
/index.asp#4. Modified November 2008. Accessed 
April 23, 2009.

6.   Wheat J, Kauffman CA. Pathogenesis and clini-
cal manifestations of disseminated histoplasmo-
sis. http://www.utdol.com/patients/content/topic.
do?topicKey=~z_t_v8fM9Af08h. Last reviewed 
January 2009. Accessed April 30, 2009. 

7.   Arai T, Fujigasaki J, Arakawa H, et al. An autopsy 
case with cerebral histoplasmosis: Case report [ab-
stract]. No To Shinkei. 2004;56(9):795–800. 

8.   Schestatsky P, Chedid MF, Amaral OB, Unis 
G, Oliveira FM, Severo LC. Isolated central ner-
vous system histoplasmosis in immunocompe-
tent hosts: A series of 11 cases. Scand J Infect Dis. 
2006;38(1):43–48. 

9.   Smith DK, Neal JJ, Holmberg SD; Centers for Dis-
ease Control Idiopathic CD4+ T-lymphocytopenia 
Task Force. Unexplained opportunistic infections 
and CD4+ T-lymphocytopenia without HIV infec-
tion. An investigation of cases in the United States. 
N Engl J Med. 1993;328(6):373–379.

10.   Kortsik C, Elmer A, Tamm I. Pleural effusion due 
to Histoplasma capsulatum and idiopathic CD4 lym-
phocytopenia. Respiration. 2003;70(1):118–122.

11.   Rhew DC, Goetz MB, Louie MH. Reversible CD4+ 
T lymphocyte depletion in a patient who had dis-
seminated histoplasmosis and who was not infected 
with human immunodeficiency virus. Clin Infect 
Dis. 1995;21(3):702–703.

12.   Barnholtz-Sloan JS, Sloan AE, Davis FG, Vigneau 
FD, Lai P, Sawaya RE. Incidence proportions of 
brain metastasis in patients diagnosed (1973 to 
2001) in the Metropolitan Detroit Cancer Surveil-
lance System. J Clin Oncol. 2004;22(14):2865–2872.

13.   Kauffman CA. Diagnosis of histoplasmosis in im-
munosuppressed patients. Curr Opin Infect Dis. 
2008;21(4):421–425.

14.   Wheat LJ. Improvements in diagnosis of histoplas-
mosis. Expert Opin Biol Ther. 2006;6(11):1207–
1221.

15.   Rubin H, Furcolow ML, Yates JL, Brasher CA. The 
course and prognosis of histoplasmosis. Am J Med. 
1959;27:278–288.

16.   Sarosi GA, Voth DW, Dahl BA, Doto IL, Tosh FE. 
Disseminated histoplasmosis: Results of long-term 
follow up. A center for disease control cooperative 
mycoses study. Ann Intern Med. 1971;75(4):511–
516.

17.   Nicolas X, Granier H, Laborde JP, et al. Dissemi-
nated and central nervous system Histoplasma cap-
sulatum infection mimicking neoplasm: Difficulties 
in diagnosis, failure in management [abstract]. Rev 
Med Interne. 2003;24(6);389–393. 

18.   Knapp S, Turnherr M, Dekan G, Willinger B, Stingl 
G, Rieger A. A case of HIV-associated cerebral histo-
plasmosis successfully treated with fluconazole. Eur 
J Clin Microbiol Infect Dis. 1999;18(9):658–661. 

19.   Haynes RR, Connolly PA, Durkin MM, et al. Anti-

fungal therapy for central nervous system histoplas-
mosis, using a newly developed intracranial model 
of infection. J Infect Dis. 2002;185(12):1830–1832. 

20.   Furcolow ML. Comparison of treated and untreated 
severe histoplasmosis. JAMA. 1963;183:121–127.

21.   Wheat LJ, Connolly-Stringfield PA, Baker RL, et 
al. Disseminated histoplasmosis in the acquired 
immune deficiency syndrome: Clinical findings, di-
agnosis and treatment, and review of the literature. 
Medicine (Baltimore). 1990;69(6):361–374.

22.   Sathapatayavongs B, Batteiger BE, Wheat J, Slama 
TG, Wass JL. Clinical and laboratory features of dis-
seminated histoplasmosis during two large urban 
outbreaks. Medicine (Baltimore). 1983;62(5):263–
270.

23.   Wheat J, Hafner R, Korzun AH, et al; AIDS Clinical 
Trial Group. Itraconazole treatment of disseminated 
histoplasmosis in patients with the acquired immu-
nodeficiency syndrome. Am J Med. 1995;98(4):336–
342.

24.   Paya CV, Hermans PE, Van Scoy R, Ritts RE Jr, 
Homburger HA. Repeatedly relapsing disseminated 
histoplasmosis: Clinical observations during long-
term follow-up. J Infect Dis. 1987;156(2):308–312.

25.   Wheat LJ, Wass J, Norton J, Kohler RB, French ML. 
Cavitary histoplasmosis occurring during two large 
urban outbreaks. Analysis of clinical, epidemio-
logic, roentegenographic, and laboratory features. 
Medicine (Baltimore). 1984;63(4):201–209.

26.   Wheat J. Histoplasmosis: Experience during out-
breaks in Indianapolis and review of the literature. 
Medicine (Baltimore). 1997;76(5):339–354.

Continued from page 14

EDITORIAL

Enhancement Research Initiative 
(QUERI) program (http://www.queri.
research.va.gov/hiv/default.cfm), 
which supports research and quality 
improvement efforts related to these 
issues of growing concern.  ●
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