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Risks of a Range of Alcohol Intake on Hepatitis C-related Fibrosis (VA Author)
Monto A, Patel K, Bostrom A, Pianko S, Pockros P, McHutchison JG, Wright TL.  Hepatology. 2004 Mar;39(3):826-34.

Department of Gastroenterology, University of California at San Francisco, 4150 Clement Street #111B, San Francisco, CA 94121, USA. Alexander.Monto@med.va.gov
Heavy alcohol use contributes to liver disease in the setting of chronic hepatitis C virus (HCV) infection. Whether this is true for light or moderate alcohol use has not been demonstrated. Light alcohol use has survival benefits at a population level and is practiced by most patients with chronic HCV infection. In this study, 800 patients with HCV undergoing liver biopsy at three sites had detailed alcohol histories recorded and the relationship between alcohol and hepatic fibrosis was assessed. On univariate analysis, heavy alcohol use (>50 g/day) was associated with an increase in mean fibrosis (P =.01). Such an association could not be demonstrated for light and moderate alcohol use. For each category of alcohol intake (none, light, moderate, and heavy), a spectrum of fibrosis was observed. On multivariate analysis, age, serum alanine aminotransferase (ALT), and histological inflammation were the independent predictors of fibrosis (P = <.0001,.0003, <.0001, respectively). In conclusion, heavy alcohol use exerts a greater effect on fibrosis than light or moderate use. There is a range of fibrosis at each level of alcohol use. Age, serum ALT, and inflammation are independently associated with fibrosis in multivariate analysis, highlighting the fact that variables other than alcohol intake predominate in the production of hepatic fibrosis.

Neither Hepatitis C Virus Genotype nor Virus Load Affects Survival of Patients with Hepatocellular Carcinoma
Akamatsu M, Yoshida H, Shiina S, Teratani T, Tateishi R, Obi S, Sato S, Koike Y, Fujishima T, Ishikawa T, Shiratori Y, Omata M.  Eur J Gastroenterol Hepatol. 2004 May;16(5):459-66.

Department of Gastroenterology, University of Tokyo Graduate School of Medicine, Tokyo, Japan.

OBJECTIVE: Hepatitis C virus (HCV) genotype and virus load, the strongest determinants of the efficacy of interferon therapy, have been presumed to be associated with risk for hepatocellular carcinoma (HCC). This study was conducted to elucidate whether these two factors are capable of predicting the prognosis of patients with HCC. METHODS: A total of 371 patients with HCV infection (258 men and 113 women; median age, 66 years; range, 37-88 years) who developed HCC between January 1993 and December 1999 were enrolled. Overall survival and recurrence-free survival were analysed with the Cox proportional hazard regression according to HCV genotype (type 1 versus type 2) and virus load (above versus below 100 kIU/ml). RESULTS: Of the 371 patients, 346 received locoregional treatments (ethanol injection, microwave, radiofrequency, or surgery), and 307 achieved complete response as determined by subsequent imaging studies. The remaining 25 patients underwent arterial embolization or chemotherapy. Cox proportional hazard regression showed that neither genotype (P = 0.814) nor virus load (P = 0.958) were significant predictors for survival (P = 0.814 and 0.958, respectively) and recurrence (P = 0.505 and 0.736, respectively). CONCLUSIONS: Neither genotype nor virus load of HCV affected prognosis of HCC patients.


Diagnostic Challenges of Hepatitis C Virus Infections
Huber K, Sebesta C, Worofka B, Kittl E, Hofmann J, Klar S, Hinterberger W, Bauer K.  Drugs Today (Barc). 1998 Jan;34(1):11-5.

Ludwig-Boltzmann Institut fur molekulargenetische, Laboratoriumsdiagnostik; Institut fur Laboratoriumsmedizin, Donauspital, SMZ-Ost, Wien, Austria.

In less than 10 years, tremendous progress has been made in our understanding of the biology of hepatitis C virus. Since it was defined as the causal agent of most hepatitis non-A, non-B infections in 1989, clinical laboratories now have access to powerful new techniques for the diagnosis of infection and control of therapy. Identification of the specific virus strain in the patients as well as measurement of the individual viral load and the prediction of a possible therapeutic success have become routine procedures. This effort is warranted because the treatment options are still limited, with alpha-interferon being the only approved drug. No new treatment regimens have emerged yet from the wealth of data from subtyping and quantitating. 

Hepatitis C Virus in Long-Term Bone Marrow Transplant Survivors

Ivantes CA, Amarante H, Ioshii SO, Pasquini R.  Bone Marrow Transplant. 2004 Apr 19 [Epub ahead of print]


Internal Medicine Department, Gastroenterology Unit, Hospital de Clinicas, Federal University of Parana, Curitiba, Parana, Brazil.

Summary:The hepatitis C virus (HCV) infection may change the outcome of patients undergoing stem cell transplantation. This study aimed at determining the prevalence of the HCV antibody in patients who were alive 10 or more years after BMT, defining the annual progression rate of hepatic fibrosis in those patients, and identifying cases of cirrhosis among those who were positive for HCV antibody. Between 1979 and 1990, 259 patients had a bone marrow transplant, and 91 were alive in March 2000. Of those, 80 were included in the study after having been scanned for serum HCV antibodies. A total of 39 were positive (48.8%), one was indeterminate and 40 were negative (50%). The patients who were HCV positive or undetermined were called for a medical appointment and 22 (55%) attended. A total of 16 patients (72.7%) were male, the mean age was 37.8+/-9.2 years and all of them had had an allogeneic transplant. Of the 22 patients studied, 12 (54.5%) agreed to have a liver biopsy. Hepatic fibrosis was diagnosed in 10 patients. The hepatic fibrosis annual progression rate was 0.156 UF/year. Among the anti-HCV-positive patients assessed, three (13.6%) already had cirrhosis.Bone Marrow Transplantation advance online publication, 19 April 2004; doi:10.1038/sj.bmt.1704519


Risk Factors for Liver Fibrosis Progression in Patients with Chronic Hepatitis C
de Torres M, Poynard T.  Ann Hepatol. 2003 Jan-Mar;2(1):5-11.

Service d'Hepato-Gastroenterologie Groupe, Hospitalier Pitie-Salpetriere, 47-83 Boulevard de l'Hopital, 75651 Paris Cedex 13, France.

The major hepatological consequence of HCV infection is the progression to cirrhosis and its potential complications. Several factors have been clearly shown to be associated with fibrosis progression rate: duration of infection, age, male sex, consumption of alcohol, HIV coinfection and low CD4 count. As age and duration of infection increases, the risk of fibrosis increases and the impact of treatment (IFN) decreases. In conclusion, fibrosis progression has a progressive acceleration, sex, age and consumption of alcohol are strongly involved in this progression; the possibility to assess with non-aggressive biochemical markers the fibrosis stage will probably allow in the future to identify other factors related to fibrosis progression.

Factors Associated with Liver Steatosis and Fibrosis in Chronic Hepatitis C Patients
Cholet F, Nousbaum JB, Richecoeur M, Oger E, Cauvin JM, Lagarde N, Robaszkiewicz M, Gouerou H.  Gastroenterol Clin Biol. 2004 Mar;28(3):272-8.

Service d'Hepato-Gastroenterologie, CHU La Cavale Blanche 29609 Brest Cedex.

Liver steatosis is a common finding in patients infected with hepatitis C virus (HCV). Host and viral factors have been associated with steatosis, but their relative contributions have not been clearly addressed. It has been suggested that steatosis plays a role in the progression of liver fibrosis.AIMS: To assess: a) factors associated with steatosis in patients infected with hepatitis C virus; b) their impact on liver fibrosis.PATIENTS AND METHODS: Three hundred and fourteen untreated patients were included. Lifetime alcohol consumption was estimated. Liver fibrosis, inflammation and necrosis were assessed using the METAVIR score. Body mass index (BMI) was determined. The scoring system for steatosis was as follows: 0, no steatosis; 1, less than 10%; 2, 10% to 30%; 3, 30% to 70%; 4, more than 70% of hepatocytes affected.RESULTS: In univariate analysis, steatosis was associated with elevated BMI (P=0.001), excessive alcohol intake (P=0.005), genotype 3 (P<0.001) and moderate to severe histological activity (P=0.01). Multivariate analysis showed that steatosis correlated with two independent factors: genotype 3a (OR=60.7; 95% CI: 7.6-483.4) (P<0.001) and BMI (OR=4.86; 95% CI: 1.8-13.15) (P=0.002). In univariate analysis, severe fibrosis (F2-F3-F4) was associated with older age (P<10-5), male gender (P=0.001), disease duration (P<0.006), BMI (P<10-4), alcohol intake (P<10-6), severity of histological activity (P<10-5) and steatosis (P<10-6). In multivariate analysis, three independent factors were associated with severe fibrosis: disease duration > 10 years (OR=3.17; 95% CI: 0.65-15.4) (P=0.015), presence of steatosis (OR=3.17; 95% CI: 1-9.99) (P<0.049) and genotype 3a (OR=5.56; 95% CI: 1.4-22.1) (P=0.015).CONCLUSION: In patients with chronic hepatitis C, steatosis is significantly associated with genotype 3 infection and high BMI. Steatosis is an independent risk factor associated with severe fibrosis. These results have major implications for the management of patients with chronic hepatitis C.

Natural History of Decompensated Hepatitis C Virus-Related Cirrhosis. A Study of 200 Patients
Planas R, Balleste B, Antonio Alvarez M, Rivera M, Montoliu S, Anton Galeras J, Santos J, Coll S, Maria Morillas R, Sola R.  J Hepatol. 2004 May;40(5):823-30.

Department of Gastroenterology, Hospital Universitari Germans Trias i Pujol, Universitat Autonoma de Barcelona, Badalona, Spain.

BACKGROUND/AIMS: Since few data are available concerning the clinical course of decompensated hepatitis C virus (HCV)-related cirrhosis, the aim of the present study was to define the natural long-term course after the first hepatic decompensation. METHODS: Cohort of 200 consecutive patients with HCV-related cirrhosis, and without known hepatocellular carcinoma (HCC), hospitalized for the first hepatic decompensation. RESULTS: Ascites was the most frequent first decompensation (48%), followed by portal hypertensive gastrointestinal bleeding (PHGB) (32.5%), severe bacterial infection (BI) (14.5%) and hepatic encephalopathy (HE) (5%). During follow-up (34+/-2 months) there were 519 readmissions, HCC developed in 33 (16.5%) patients, and death occurred in 85 patients (42.5%). The probability of survival after diagnosis of decompensated cirrhosis was 81.8 and 50.8% at 1 and 5 years, respectively. HE and/or ascites as the first hepatic decompensation, baseline Child-Pugh score, age, and presence of more than one decompensation during follow-up were independently correlated with survival. CONCLUSIONS: Once decompensated HCV-related cirrhosis was established, patients showed not only a very high frequency of readmissions, but also developed decompensations different from the initial one. These results contribute to defining the natural course and prognosis of decompensated HCV-related cirrhosis.

Pegylated Interferon alpha 2b and Ribavirin in HIV/Hepatitis C Virus-co-infected Non-responders and Relapsers to IFN-based Therapy

Myers RP, Benhamou Y, Bochet M, Thibault V, Mehri D, Poynard T.  AIDS. 2004 Jan 2;18(1):75-9.

Service d'Hepato-Gastroenterologie, Groupe Hospitalier Pitie-Salpetriere, Paris, France. rpmyers@ucalgary.ca
BACKGROUND: Pegylated interferon alpha (PEG-IFN-alpha) and ribavirin is the most effective available treatment for chronic hepatitis C virus (HCV) infection. Its role in HIV/HCV-co-infected patients who have failed IFN-based therapy is unclear. OBJECTIVE: The aim of this study was to determine the safety and efficacy of this therapy in HIV/HCV-co-infected non-responders and relapsers. DESIGN: An open-label cohort study of 32 non-responders and relapsers to IFN (with or without ribavirin). Patients were treated for 48 weeks with PEG-IFN-alpha 2b and ribavirin. MAIN OUTCOME MEASURE: A sustained virological response (SVR) defined as a negative HCV-RNA level 24 weeks after the end of treatment. RESULTS: The mean age of the patients was 40 years; 78% were men, 67% had genotype 1, and 36% had bridging fibrosis or cirrhosis. The majority had a CD4 cell count greater than 200 cells/microl (97%) and an undetectable HIV-RNA level (81%). Fifteen patients (47%) withdrew because of adverse events, predominantly neuropsychiatric. In an intention-to-treat analysis, a SVR was observed in five patients (16%); 9% with genotype 1 versus 29% with genotype 3 and 33% with genotype 4 (P = NS). Additional, but statistically non-significant, univariate predictors of response were lower serum HCV-RNA (P = 0.07) and higher alanine aminotransferase levels (P = 0.055) at baseline. No patient with bridging fibrosis or cirrhosis responded. Treatment had a minimal impact on HIV parameters. CONCLUSION: PEG-IFN-alpha 2b and ribavirin is a potentially useful therapy in HIV/HCV-co-infected patients who have failed standard IFN-based regimens. Strategies to improve adherence are vital so as to maximize long-term response rates.

HCV Diversity May Increase With HAART in Coinfected Patients

By Megan Rauscher

NEW YORK (Reuters Health) Apr 20 - In patients coinfected with HIV and hepatitis C virus (HCV), suppression of HIV infection with highly active antiretroviral therapy (HAART) appears to result in increased immunologic selection pressure against HCV leading to increased diversity of HCV quasi species, according to a report in the April 15th issue of The Journal of Infectious Diseases.

In the AIDS Clinical Trials Group (ACTG) 383, a prospective study evaluating virologic trends among HIV-HCV-coinfected subjects initiating HAART, successful suppression of HIV and improvement in CD4 counts led to an increase in HCV replication (see Reuters Health report October 22, 2002).

"This was surprising and counterintuitive," Dr. Raymond T. Chung told Reuters Health, "and led us to ask the question: 'What happens to the nature of the HCV sequences with implementation of HAART?'"

"We need to be mindful that HCV RNA can actually increase in some patients who are treated with HAART," Dr. Chung from Massachusetts General Hospital in Boston said. "While we may be improving HIV disease with HAART, we may unwittingly be [contributing to] HCV-related liver disease."

In the team's current study, Dr. Chung and colleagues characterized over a 48-week period the diversity of HCV quasi species at several key genomic regions in 11 patients in ACTG 383 who were successfully treated with HAART.

"We saw evolution of variability in one of the key contact regions between the immune system and HCV called the hypervariable region," he said. "This region evolved on HAART far more than any neighboring genomic regions studied," he continued.

"Our observations demonstrate that reconstituted immune selection pressures are being applied on HCV with HAART, but clearly it is not enough to corral HCV and clear it or, in many cases, to even reduce it," Dr. Chung continued. "So there must be some compensatory means by which HCV expands its repertoire and its diversity may actually increase during HAART," he theorized.

Studies are planned to look at HCV responses in the setting of HAART. The results of these studies will be of "great interest," Dr. Chung said.

J Infect Dis 2004;189:1472-1481.

HIV/AIDS Women's Health: Oral Lesions in HIV-Positive Women Reduced in HAART  Therapy

Women's Health Weekly (03.25.04)

Recent research reveals that highly active antiretroviral therapy (HAART) helps prevent the development of Candida-induced oral lesions in female HIV patients. D. Greenspan and coauthors at the University of California-San Francisco "investigated such changes among 503 HIV+ women over 6 years in the Women's Interagency HIV Study," they wrote. "The incidence of erythematous candidiasis (EC), pseudomembranous candidiasis (PC), hairy leukoplakia (HL), and warts was computed over follow-up visits after HAART initiation compared with before HAART initiation."

"Analysis of our data demonstrates a strong decrease in candidiasis after HAART initiation," the study said. "The incidence of EC fell to 2.99 percent from 5.48 percent (RR 

0.545); PC fell to 2.85 percent from 6.70 percent (RR 0.425); and EC or PC fell to 3.43 percent from 7.35 percent (RR 0.466)."

"No changes were seen in HL or warts," Greenspan and colleagues wrote. "Higher HIV-RNA was associated with greater incidence of candidiasis and HL, but not warts."

"Analysis of these data indicates that recurrence and incidence of candidiasis are reduced by HAART, and that recurrence is reduced independently of CD4 and HIV-RNA," the 

scientists concluded. 

The study, "Incidence of Oral Lesions in HIV-1-Infected Women: Reduction with HAART," was published in the Journal of Dental Research (2004;832(2):145-150).

Gonorrhea Surveillance: Estimating Epidemiologic and Clinical Characteristics of Reported Cases Using a Sample Survey Methodology

Karen E. Mark; Robert A. Gunn.  Sexually Transmitted Diseases (04.04) Vol. 31; No. 4: P. 215- 220

Other than the basic demographics of reported cases, little is known about the epidemiology of gonorrhea in the United States. Knowledge of the proportion of reported gonorrhea cases that are identified through screening, the diagnostic test used, and patient behavioral risk factors might help to better explain changes in gonorrhea rates over time. The authors of the present study sought to implement and evaluate a gonorrhea sample survey surveillance methodology in San Diego.

The researchers conducted telephone interviews with health- care providers caring for a representative sample of all area gonorrhea patients reported between Aug. 16 and Oct. 18, 2001. The interviews assessed patients' demographics, risk factors and management.

The researchers contacted the health-care providers of 248 gonorrhea patients. Data were obtained for 224 patients (90 percent). The major reasons cited for undergoing testing were symptoms (68 percent), partner referral (14 percent) and screening (12 percent). Used to diagnose cases were gonococcal culture (40 percent of patients); DNA probe tests (34 percent); and nucleic acid amplification tests (21 percent). 

At minimum, 36 percent of male gonorrhea patients were men who have sex with men MSM). MSM with gonorrhea were rarely diagnosed with rectal or pharyngeal gonorrhea outside of STD clinics. The estimated local resources required to conduct the survey were $12 per completed interview. 

The researchers concluded that health-care provider telephone interviews regarding recently reported gonorrhea patients are feasible and can provide important additional information that STD programs can use to direct intervention strategies and monitor trends. Ultimately, a national sampling approach could be explored and made part of ongoing gonorrhea surveillance.

