VA HIV/Hepatitis C News Service

Michael Howe, MSLS, Editor

Director, Public Health Information

Public Health Strategic Health Care Group

j.michael.howe@hq.med.va.gov
September 3, 2004

Table of Contents

· New HIVMA/IDSA Guidelines Emphasize Important Changes in HIV Care

· HIV/AIDS HRSA Draft Policy for Ryan White CARE Services

· Reported Risk Factors Are Useless in Detecting HCV-Positive Subjects in the General Population

· Peginterferon alfa-2a: A Review of Approved and Investigational Uses

· Peginterferon alfa-2b Plus Ribavirin for Naive Patients with Genotype 1 Chronic Hepatitis C: A Randomized Controlled Trial

· Hepatitis C Treatment Update

· Donor Age Influences 10-year Liver Graft Histology Independently of Hepatitis C Virus Infection

· Evaluation of Amantadine in Chronic Hepatitis C: A Meta-Analysis



PRESS RELEASE
For Immediate Release 
August 31, 2004

Contact: Jeff Minerd
jminerd@idsociety.org
(301) 675-1467


New Guidelines Emphasize Important Changes in HIV Care
New comprehensive guidelines on managing HIV have been published today in Clinical Infectious Diseases (CID) and are available free online to all HIV care providers via the journal’s electronic edition. The guidelines, developed by the HIV Medicine Association (HIVMA) and the Infectious Diseases Society of America (IDSA), summarize important changes in the way HIV/AIDS should be managed.

The success of highly active antiretroviral therapy (HAART) has extended the life of those infected with HIV and changed HIV/AIDS into a chronic disease that requires long-term management in the context of a person’s overall life and health, the guideline authors say.

“It is about more than just the HIV now,” says Judith A. Aberg, MD, an HIV/AIDS care specialist at New York University and lead author of the new guidelines. “Many HIV experts have moved away from primary care, but we need to go back to thinking about the person as a whole and be sure that we are managing all aspects of a person’s health.”

“It is time to put together all the different pieces of the HIV care puzzle,” says Valerie.E. Stone, MD, guidelines co-author and HIV/AIDS specialist at Massachusetts General Hospital in Boston. “In these new guidelines, providers can find all the different medical care interventions that are needed to provide comprehensive, evidence-based primary care to people living with HIV.”

For example, the guidelines cover prevention and early diagnosis of chronic conditions that some patients with HIV may be at high risk for, such as diabetes and heart disease. The new HIV primary care guidelines also cover HIV transmission, diagnosis, risk screening, management, and adherence to therapy. There are special sections on caring for women and children with HIV.

The guidelines will be useful to a wide variety of HIV/AIDS care providers, Dr. Aberg notes. Residents should find them a valuable educational tool, while HIV experts can use them to update their primary care skills. “Some specialists may have become so expert in HIV that they are not current on what is needed in primary care,” she says.

Because of the importance of these guidelines to those who provide HIV/AIDS care, the editors of CID have made them available free online.  Primary Care Guidelines for the Management of Persons Infected with Human Immunodeficiency Virus: Recommendations of the HIV Medicine Association of the Infectious Diseases Society of America  is available from the electronic version of CID at www.journals.uchicago.edu/CID/journal/contents/v39n5.html.

###
Based in Alexandria, Va., the Infectious Diseases Society of America (IDSA) is a professional society representing more than 7,500 physicians and scientists who specialize in infectious diseases. Nested within the IDSA, the HIV Medicine Association (HIVMA) is the professional home for more than 2,600 physicians, scientists and other health care professionals dedicated to the field of HIV/AIDS. More information is available at www.idsociety.org and www.hivma.org.


HIV/AIDS HRSA Draft Policy for Ryan White CARE Services
MEMO
September 3, 2004

To:
VHA HIV Health Care Clinicians and ICR Coordinators

Fr:
Jane Burgess, ACRN, MS


National HIV/Hepatitis C Clinical Coordinator

Public Health Strategic Health Care Group

cc.
Lawrence Deyton, MD, MPH


Chief Consultant, Public Health Strategic Health Care Group


Donna Wells, BS, RRT


National Prevention Coordinator, Public Health Strategic Health Care Group

Re:
Draft policy for Ryan White CARE services

Attached please find a draft of the of the policy statement developed by the HIV/AIDS Bureau of the Health Resources and Services Administration (HRSA) -- a division of the federal Department of Health and Human Services.  This policy clarifies the provision of Ryan White Comprehensive AIDS Resources Emergency (CARE) Act services to veterans living with HIV who are also eligible for Department of Veterans Affairs (VA) health care benefits.  The Department of Health and Human Services has distributed this draft policy for comment to Ryan White grantees across the country.  Our office, the Public Health Strategic Health Care Group, and HRSA worked together on this draft policy.  

Essentially, the draft policy states that CARE Act grantees may not deny services, including prescription drugs, to a veteran who is otherwise eligible for CARE Act services.

I encourage you to read and familiarize yourself with this policy and forward comments to me at jane.burgess@med.va.gov or via telephone at 203-932-5711, ext. 5758, no later than September 30, 2004.

During the comment period and after the policy is implemented, Ryan White CARE Act grantees may seek contact with VA HIV care providers, in order to maximize services for veterans.  Donna Wells, BS, RRT, will serve as the contact from our office for questions from Ryan White grantees and from VA HIV providers at VA health care facilities.  She will provide names of designated HIV clinicians and providers at VA health care facilities to Ryan White grantees.  Whenever possible, she will speak to VA HIV providers first to determine an appropriate contact when responding to an inquiry from a CARE Act grantee.

Thank you for your time and assistance in implementing this new procedure.  Should you have any questions about the content of the policy, please feel free to contact me or Ms. Wells at 202-273-8205 or donna.wells@hq.med.va.gov  regarding the logistical procedures. 
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Reported Risk Factors Are Useless in Detecting HCV-Positive Subjects in the General Population
Stroffolini T, Mariano A, Iantosca G. Dig Liver Dis. 2004 Aug;36(8):547-50

BACKGROUND: Chronic hepatitis C virus infection is mostly asymptomatic, so it will not be identified if specific diagnostic tests are not performed.

AIMS: To evaluate the positive predictive value of some risk factors in detecting anti-hepatitis C virus-positive subjects in the general population.

SUBJECTS: Two-thousand five hundred and sixty-one subjects randomly selected from the list of the census in three population-based surveys performed in hepatitis C virus endemic areas in Southern Italy.

METHODS: The sensitivity, specificity and positive predictive value of blood transfusion, past use of glass syringes and surgical intervention in detecting hepatitis C virus positivity were assessed. Data were collected using a precoded questionnaire administered by an interviewer.

RESULTS: All risk factors showed a poor positive predictive value (ranging from 21.0% for surgical intervention to 29.0% for blood transfusion). The positive predictive value was extremely low (ranging from 2.9 to 4.3%) in subjects younger than 46 years of age, who mostly could benefit from antiviral treatment. The combination of the simultaneous presence of more than one risk factor does not improve the detection of hepatitis C virus infection.

CONCLUSIONS: Reported risk factors are useless in detecting hepatitis C virus-positive subjects in the general population.

Peginterferon alfa-2a: A Review of Approved and Investigational Uses
Matthews SJ, McCoy C. Clin Ther. 2004 Jul;26(7):991-1025

Background: In October 2002, the US Food and Drug Administration approved peginterferon alfa-2a for the management of chronic hepatitis C virus (HCV) infection. The addition of polyethylene glycol (PEG) moiety to the interferon (IFN) molecule results in a product with altered pharmacokinetic properties.

Objective: The aim of this article is to review the pharmacology, medications interactions, adverse events (AEs), and approved or investigational uses of PEG-IFN alfa-2a for viral hepatitis and oncologic conditions.

Methods: Relevant articles were identified through searches of MEDLINE (1980-July 2003) and EMBASE (1980-July 2003). Search terms included, but were not limited to, peginterferon alfa-2a, pharmacokinetics, pharmacology, pharmacodynamics, and therapeutic use, as well as terms for specific dsease states and AEs. Further publications were identified from citations of resulting papers.

Results: Pegylation of IFN alfa-2a results in major changes in the pharmacokinetics of the product. Absorption is prolonged and serum concentrations are sustained over the dosing regimen. PEG-IFN alfa-2a has been shown to be more effective with or without ribavirin (RBV), in the management of treatment-naive patients with chronic HCV infection, than unmodified IFN alfa-2a with or without RBV. Results in other disease states are still preliminary. AEs are similar, in incidence and severity, to those occurring with unmodified IFN. They include earlier hematologic symptoms and fewer influenza-like symptoms. Drug-drug interactions are the same as those occurring with the unmodified IFN product.

Conclusions: The pharmacokinetic profile of IFN alfa-2a is improved by pegylation, which enables less frequent administration and results in improved efficacy with a similar side-effect profile. Combination of PEG-IFN alfa-2a with RBV is associated with a greater chance of achieving a sustained virologic response in treatment-naive patients with chronic HCV, compared with unmodified IFN alfa-2a/RBV combinations. Documentation of efficacy in other conditions awaits results of controlled clinical trials.

Peginterferon alfa-2b Plus Ribavirin for Naive Patients with Genotype 1 Chronic Hepatitis C: A Randomized Controlled Trial
Bruno S, Camma C, Di Marco V, Rumi M, Vinci M, Camozzi M, Rebucci C, Di Bona D, Colombo M, Craxi A, Mondelli MU, Pinzello G. J Hepatol. 2004 Sep;41(3):474-81

BACKGROUND/AIMS: We assessed the effectiveness and safety of an induction dose of peginterferon alfa-2b (PEG-IFN) plus ribavirin for initial treatment of patients with genotype 1 chronic HCV infection in a randomized, controlled, multicenter trial.

METHODS: Three hundred and eleven naive patients infected with genotype 1 and chronic hepatitis were randomly assigned to 48-week treatment with PEG-IFN once weekly (80-100microg depending on body weight for 8 weeks, followed by 50microg for the next 40 weeks), or standard interferon alfa-2b (IFN) 6 million units on alternate days, both in combination with ribavirin (1000-1200mg/day).

RESULTS: PEG-IFN plus ribavirin significantly increased sustained virological response (SVR) compared with IFN plus ribavirin (41.1 vs. 29.3% respectively, P=0.030). Less patients discontinued PEG-IFN than IFN (19 vs. 31%, P=0.010). By logistic regression, SVR in the PEG-IFN group was independently associated with age <50 years, and mild fibrosis at liver biopsy.

CONCLUSIONS: Combination therapy with an induction dose of PEG-IFN was a more effective and better tolerated treatment for naive patients with genotype 1 than combination therapy with high dose standard IFN. In patients aged less than 50 years with mild fibrosis this schedule achieves a very high rate of SVR.

Hepatitis C Treatment Update
Pearlman BL. Am J Med. 2004 Sep 1;117(5):344-52
Center For Hepatitis C, Atlanta Medical Center, Atlanta, Georgia; and Medical College of Georgia, Augusta, Georgia


Hepatitis C is a leading cause of chronic liver disease in the United States, and the prevalence of hepatitis C-associated complications is increasing. Therapy with pegylated interferon and ribavirin has become the standard of care for chronic hepatitis C; the sustained response rate for treatment-naive patients is about 55%. If certain patients fail to achieve a 12-week treatment milestone, an early virologic response, they may be taken off treatment early, potentially sparing them from unnecessary medication. Adherence is critical for treatment success. Although side effects continue to be a hindrance to the success of therapy, agents such as growth factors and antidepressants may help patients to maintain medication dosing and complete treatment. Therapy is generally recommended for those in whom the infection is most likely to progress to cirrhosis; however, there is continued debate about the suitability of certain patients for treatment, including those with persistently normal aminotransferase levels or acute hepatitis C and nonresponders to conventional treatment. Four broad groups of investigational therapeutic agents appear promising for future therapy: modified interferons and ribavirins, immunomodulators, viral life-cycle targets, and antifibrotic agents.

Donor Age Influences 10-year Liver Graft Histology Independently of Hepatitis C Virus Infection
Rifai K, Sebagh M, Karam V, Saliba F, Azoulay D, Adam R, Castaing D, Bismuth H, Reynes M, Samuel D, Feray C. J Hepatol. 2004 Sep;41(3):446-53


BACKGROUND/AIMS: Factors influencing the long-term histological outcome of liver graft are not known. We conducted a prospective study based on a 10-year liver biopsy in order to identify the main factors influencing long-term graft histology.

METHODS: 270 of 423 patients who still had their first functional graft 10 years after liver transplantation accepted to undergo routine liver biopsy. All slides were blindly reviewed by two pathologists.

RESULTS: Main histological findings were fibrosis in 143 patients (54%) and ductopenia in 76 patients (29%). Ductopenia was independently related to higher donor age (32+/-12 vs 28+/-13 years; P<0.02). Severity of fibrosis was influenced by hepatitis C virus (HCV) infection (P<0.001), hepatitis B virus (HBV) recurrence (P=0.001) and higher donor age (P=0.03). Eighty biopsies (30%) showed minimal-change lesions which were associated with the absence of HCV infection (24/80 vs 99/185; P<0.001) or of HBV infection (1/80 vs 15/185; P=0.03) and lower donor age (25+/-11 vs 31+/-13 years; P<0.001). 

CONCLUSIONS: Post-transplant infection by HCV or HBV are main factors influencing the histological course of liver graft. Donor age was also a strong factor in HCV infected patients as well as in HCV-negative patients. This variable should be taken into account, particularly for candidate recipients with long life expectancy.

Evaluation of Amantadine in Chronic Hepatitis C: A Meta-Analysis
Deltenre P, Henrion J, Canva V, Dharancy S, Texier F, Louvet A, De Maeght S, Paris JC, Mathurin P. J Hepatol. 2004 Sep;41(3):462-73

BACKGROUND/AIMS: The benefit of amantadine combination therapy, either with interferon (IFN) alone (double therapy) or with ribavirin and IFN (triple therapy) is unknown.

METHODS: We analyzed the effect of amantadine on the end-of-treatment virological response and the sustained response using meta-analysis of 31 randomized controlled trials.

RESULTS: Overall analysis revealed a significant effect of amantadine. Triple therapy was the best regimen for improving the sustained response (mean difference: 8.4%, 95% CI: 2.4-13.8%, P=0.002). In subgroup analysis, amantadine did not have a significant effect upon naive patients or relapsers. In non-responders, combination therapy with amantadine was associated with a significant effect on the sustained response (mean difference: 8.3%, 95% CI: 1.9-14.6%, P=0.01). In sensitivity analysis, double therapy did not improve virological responses. Conversely, triple therapy tended to improve the end-of-treatment virological response and was associated with a significant effect upon the sustained response (mean difference: 12.7%, 95% CI: 3.8-21.6%, P=0.005).

CONCLUSIONS: Combination therapy with amantadine is of no effect upon naive patients or relapsers. In non-responders, triple therapy with amantadine improved the sustained response. New randomized controlled trials are required to confirm this meta-analysis.
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