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Researchers Identify Better Hepatitis C Treatment for People with HIV 

National Institutes of Health, National Institute of Allergy and Infectious Diseases (NIAID), NIH News, July 28, 2004

The preferred treatment for hepatitis C, peg-interferon and ribavirin, is safe for people who are also infected with HIV, according to a new study in the July 29 issue of The New England Journal of Medicine. Moreover, this treatment proved superior for the treatment of hepatitis C virus (HCV) in HIV-coinfected persons when compared with the previously accepted treatment, standard interferon and ribavirin.

The study compared the effectiveness of two forms of interferon: a once-weekly dose of peg-interferon and standard interferon taken three times weekly. Peg-interferon with ribavirin is currently the approved treatment for hepatitis C in persons without HIV. Prior to this study, limited data were available on the benefit and safety of peg-interferon and ribavirin in HIV-infected people. 

The study was funded by the National Institute of Allergy and Infectious Diseases (NIAID) and the National Center for Research Resources (NCRR), both parts of the National Institutes of Health (NIH). NIAID's Adult AIDS Clinical Trials Group conducted the study at 21 research centers in the United States. 

"We are pleased to see such a clear and definitive result from this study," says NIAID Director Anthony S. Fauci, M.D. "Just a decade ago treatment of HCV in persons infected with HIV was not a priority because they died from AIDS before developing serious complications of hepatitis C infection. As new anti-HIV drug treatments extend the lives of HIV-positive individuals, studies like this one provide essential guidance on treating other serious health problems affecting people living with HIV."

HCV is primarily spread through infected blood. Most people with the virus have no signs of illness, but in some the infection progresses to chronic liver disease, liver failure or liver cancer. The disease progresses more rapidly in people who have HIV. 

The Centers for Disease Control and Prevention (CDC) estimate that HCV infects about 25,000 Americans annually and is responsible for about 8,000 to 10,000 deaths per year. About 3.9 million Americans have been infected with HCV, 2.7 million of whom are chronically infected, according to the CDC. It is also estimated that of the 1 million HIV-infected Americans, about 300,000 are also infected with HCV.

"We carefully monitored the study volunteers for side effects. Most tolerated the treatments well, and relatively few discontinued therapy prematurely. We were also encouraged that HIV infection remained under control during the study," says Raymond T. Chung, M.D., lead investigator and director of the Center for Liver Disorders in the Gastrointestinal Unit at Massachusetts General Hospital.

The 133 HIV-positive study volunteers were randomly assigned to take peg-interferon or interferon for 48 weeks. All study volunteers also took ribavirin, an antiviral drug that is also part of standard therapy for hepatitis C. Study volunteers who completed the treatments — 16 withdrew early for various reasons — were followed for 24 more weeks to evaluate long term treatment success.

In the group that took peg-interferon, 27 percent of patients had no detectable HCV in their blood 24 weeks after completing treatment (sustained response). In contrast, of those who took interferon, only 12 percent had a sustained response. Importantly, more than one third of those volunteers who failed to clear HCV appeared to experience improvement in their liver biopsies, suggesting the treatment was beneficial in this group as well. Researchers also found that the volunteers whose HCV levels failed to fall substantially within the first 12 weeks never experienced a sustained response.

Roche Laboratories provided study medications and participated in the protocol team.

NCRR supported this research through its General Clinical Research Center Program with grants to University of Rochester, NY; University of North Carolina, Chapel Hill; and New York University. NCRR provides NIH-supported investigators with access to specialized basic and clinical research facilities, technologies, instrumentation, biomaterials, animal models, genetic stocks and more.

NIAID is a component of the National Institutes of Health, an agency of the U.S. Department of Health and Human Services. NIAID supports basic and applied research to prevent, diagnose and treat infectious diseases such as HIV/AIDS and other sexually transmitted infections, influenza, tuberculosis, malaria and illness from potential agents of bioterrorism. NIAID also supports research on transplantation and immune-related illnesses, including autoimmune disorders, asthma and allergies. Press releases, fact sheets and other NIAID-related materials are available on the NIAID Web site at http://www.niaid.nih.gov.



Reference: R.T. Chung et al. A randomized controlled trial of PEG-interferon alfa-2a plus ribavirin vs. interferon alfa-2a plus ribavirin for chronic hepatitis C virus infection in HIV-co-infected persons: the U.S. AIDS Clinical Trials Group A5071 study team. The New England Journal of Medicine 351(5):451-459 (2004).

Peginterferon Alfa-2a plus Ribavirin for Chronic Hepatitis C Virus Infection in HIV-Infected Patients

Francesca J. Torriani, Maribel Rodriguez-Torres, Jürgen K. Rockstroh, et. al. for the APRICOT Study Group. New England Journal of Medicine. July 2004, 351(5):438-450

ABSTRACT

Background Hepatitis C virus (HCV) infection is highly prevalent and is associated with substantial morbidity and mortality among persons infected with the human immunodeficiency virus (HIV). We compared the efficacy and safety of pegylated interferon alfa-2a (peginterferon alfa-2a) plus either ribavirin or placebo with those of interferon alfa-2a plus ribavirin for the treatment of chronic HCV infection in patients who were also infected with HIV. 

Methods A total of 868 persons who were infected with both HIV and HCV and who had not previously been treated with interferon or ribavirin were randomly assigned to receive one of three regimens: peginterferon alfa-2a (180 µg per week) plus ribavirin (800 mg per day), peginterferon alfa-2a plus placebo, or interferon alfa-2a (3 million IU three times a week) plus ribavirin. Patients were treated for 48 weeks and followed for an additional 24 weeks. The primary end point was a sustained virologic response (defined as a serum HCV RNA level below 50 IU per milliliter at the end of follow-up, at week 72). 

Results The overall rate of sustained virologic response was significantly higher among the recipients of peginterferon alfa-2a plus ribavirin than among those assigned to interferon alfa-2a plus ribavirin (40 percent vs. 12 percent, P<0.001), or peginterferon alfa-2a plus placebo (40 percent vs. 20 percent, P<0.001). Among patients infected with HCV genotype 1, the rates of sustained virologic response were 29 percent with peginterferon alfa-2a plus ribavirin, 14 percent with peginterferon alfa-2a plus placebo, and 7 percent with interferon alfa-2a plus ribavirin. The corresponding rates among patients infected with HCV genotype 2 or 3 were 62 percent, 36 percent, and 20 percent. Neutropenia and thrombocytopenia were more common among patients treated with regimens that contained peginterferon alfa-2a, and anemia was more common among patients treated with regimens containing ribavirin. 

Conclusions Among patients infected with both HIV and HCV, the combination of peginterferon alfa-2a plus ribavirin was significantly more effective than either interferon alfa-2a plus ribavirin or peginterferon alfa-2a monotherapy.

 

Peginterferon Alfa-2a plus Ribavirin versus Interferon Alfa-2a plus Ribavirin for Chronic Hepatitis C in HIV-Coinfected Persons

Raymond T. Chung, M.D., Janet Andersen, Sc.D., Paul Volberding, M.D., et. al. for the AIDS Clinical Trials Group A5071 Study Team

New England Journal of Medicine. July 2004. 351(5):451-459

ABSTRACT

Background Chronic hepatitis C virus (HCV) infection is a cause of major complications in persons who are also infected with the human immunodeficiency virus (HIV). However, the treatment of HCV infection in such persons has been associated with a high rate of intolerance and a low rate of response. We conducted a multicenter, randomized trial comparing peginterferon plus ribavirin with interferon plus ribavirin for the treatment of chronic hepatitis C in persons coinfected with HIV. 

Methods A total of 66 subjects were randomly assigned to receive 180 µg of peginterferon alfa-2a weekly for 48 weeks, and 67 subjects were assigned to receive 6 million IU of interferon alfa-2a three times weekly for 12 weeks followed by 3 million IU three times weekly for 36 weeks. Both groups received ribavirin according to a dose-escalation schedule. At week 24, subjects who did not have a virologic response (those who had an HCV RNA level greater than or equal to 60 IU per milliliter) underwent liver biopsy, and medications were continued in subjects with either a virologic response or histologic improvement. 

Results Treatment with peginterferon and ribavirin was associated with a significantly higher rate of sustained virologic response (an HCV RNA level of less than 60 IU per milliliter 24 weeks after completion of therapy) than was treatment with interferon and ribavirin (27 percent vs. 12 percent, P=0.03). In the group given peginterferon and ribavirin, only 14 percent of subjects with HCV genotype 1 infection had a sustained virologic response (7 of 51), as compared with 73 percent of subjects with an HCV genotype other than 1 (11 of 15, P<0.001). Histologic responses were observed in 35 percent of subjects with no virologic response who underwent liver biopsy.

Conclusions In persons infected with HIV, the combination of peginterferon and ribavirin is superior to the combination of interferon and ribavirin in the treatment of chronic hepatitis C. These regimens may provide clinical benefit even in the absence of virologic clearance. The marked discrepancy in the rates of sustained virologic response between HCV genotypes indicates that strategies are needed to improve the outcome in persons infected with HCV genotype 1.

 

Solid Organ Transplant in an HIV-infected Patient (An Inquiry from a VA HCW)
 

The Orlando VA Healthcare Center had the first co-infected patient receive a liver transplant on July 21, 2004 through a National Institutes of Health grant.  At the time of transplantation, CD4 count was 240 and HIV viral load was undetectable.  HIV regimen was EFV/3TC/d4T since 1 July. The patient had been treated for hepatitis C with Pegasys and ribavirin from October 2-April 4, 2003.  The patient failed to achieve early virologic response in part due to ribavirin dose reductions required with Hgb nadir of 7.9 despite EPO 60,000u weekly.  Post-transplant, the patient is doing extremely well.  The transplant workup was initiated by our Infectious Disease physician and follow up will be by the Clinic.  The private sector was not involved.  A second co-infected patient is on the transplant list with a pager awaiting a liver.

 

We are curious to know how many others in the VA system have been able to get HIV patients transplanted.  We are also interested in networking with others who have similar patients.  Please contact me at the email address below.  Thank you.

 
Karen Abernathy, Pharm.D.

Orlando VA Healthcare Center

Radu.clincea@med.va.gov
Karen.abernathy@med.va.gov
 
Initial Steroid-free Immunosuppression after Liver Transplantation in Recipients with Hepatitis C Virus Related Cirrhosis
Wietzke-Braun P, Braun F, Sattler B, Ramadori G, Ringe B. World J Gastroenterol. 2004 Aug 1;10(15):2213-7

AIM: Steroids can increase hepatitis C virus (HCV) replication. After liver transplantation (LTx), steroids are commonly used for immunosuppression and acute rejection is usually treated by high steroid dosages. Steroids can worsen the outcome of recurrent HCV infection. Therefore, we evaluated the outcome of HCV infected liver recipients receiving initial steroid-free immunosuppression.

METHODS: Thirty patients undergoing LTx received initial steroid-free immunosuppression. Indication for LTx included 7 patients with HCV related cirrhosis. Initial immunosuppression consisted of tacrolimus 2X0.05 mg/kg.d po and mycophenolate mofetil (MMF) 2X15 mg/kg.d po. The tacrolimus dosage was adjusted to trough levels in the target range of 10-15 microg/L during the first 3 mo and 5-10 microg/L thereafter. Manifestations of acute rejection were verified histologically.

RESULTS: Patient and graft survival of 30 patients receiving initial steroid-free immunosuppression was 86% and 83% at 1 and 2 years. Acute rejection occurred in 8/30 patients, including 1 HCV infected recipient. All HCV-infected patients had HCV genotype II (1b). HCV seropositivity occurred within the first 4 mo after LTx. The virus load was not remarkably increased during the first year after LTx. Histologically, grafts had no severe recurrent hepatitis.

CONCLUSION: From our experience, initial steroid-free immunosuppression does not increase the risk of acute rejection in HCV infected liver recipients. Furthermore, none of the HCV infected patients developed serious chronic liver diseases. It suggests that it may be beneficial to avoid steroids in this particular group of patients after LTx.


Natural History of Chronic Hepatitis C in Patients on Hemodialysis: Case Control Study with 4-23 Years of Follow-up
Okuda K, Yokosuka O. World J Gastroenterol. 2004 Aug 1;10(15):2209-12

AIM: Hepatitis C virus (HCV) infection is very common among end-stage kidney disease patients on hemodialysis, but its natural history is not known.

METHODS: In this study, 189 dialysis patients (case) positive for HCV antibodies who were followed up for more than 4 years were compared with twice as many sex/age matched controls with chronic hepatitis C who were diagnosed in the same month as the case and followed up for comparable periods. The longest follow-up was 23 years in dialysis cases. The disease activities were graded into "asymptomatic" if ALT was less than 40 (35 in cases) IU/L, "low activities" if ALT was 40 (35)-79 IU/L, and "high activities" if ALT was above 80 IU/L during the last or latest 4 year period.

RESULTS: All 25 dialysis cases who were followed up for more than 15 years were asymptomatic and 15 of them were negative for HCV RNA. Of the 50 controls followed up for more than 15 years, 34 had high activities, and none cleared HCV RNA. There were 60 controls who were asymptomatic, but they were all positive for HCV RNA, while 22.3% of asymptomatic dialysis cases were RNA negative. No dialysis patients with chronic hepatitis C progressed to cirrhosis, whereas the disease progressed to cirrhosis in more than one quarter of the controls. These differences were highly significant (P<0.0001).

CONCLUSION: Chronic hepatitic C among hemodialysis patients is mild in disease activity, and is not progressive, perhaps due to immunological abnormalities in these patients. Hepatic C virus is frequently cleared in asymptomatic dialysis patients during a long course. A possible mechanism for viral clearance is viral particle destruction on the surface of the dialyzer membrane.

Do People Really Know Their Sex Partners?: Concurrency, Knowledge of Partner Behavior, and Sexually Transmitted Infections Within Partnerships

Sexually Transmitted Diseases (07.04) Vol. 31; No.7: P. 437-442::Lydia N. Drumright, MPH; Pamina M. Gorbach, MHS, DrPH; King K. Holmes, MD, PhD

A person's risk of acquiring a sexually transmitted infection (STI) has been empirically associated with having concurrent sexual partners (individual's concurrency) and, in theory, with their partner having concurrent partners (partner's concurrency). In the current study, researchers assessed the relationship of STI to individual's concurrency, the partner's concurrency, and knowledge of the partner's concurrency. 

The authors recruited 192 individuals ages 18-30 from STD and family planning clinics in 96 partner dyads that reported initial sexual contact during the previous three months. Study participants underwent computer interviews and testing for Chlamydia trachomatis, Trichomonas vaginalis, and Neisseria gonorrhoeae. Individuals' self-reports of concurrency and their perception of their partner's concurrency were compared within dyads by kappa statistic. The researchers then examined STI associations with individual's concurrency, partner's concurrency, and knowledge of partner's concurrency using chi-squared analysis, t tests, and multivariate logistic regression. 

Just 26 percent of individuals whose partners had other partners knew of this concurrency (kappa=0.17 for agreement of perceptions vs. partners'

reports of concurrency). In multivariate models, STI in individuals was independently associated with partners' concurrency; not knowing of a partner's concurrency; incorrectly believing a partner to have concurrent partners when the partner did not; sexual contact within one week of acquaintance, but not with individuals' concurrency; and living in south San Diego. The study demonstrates that STI is associated with partner's concurrency and with lack of awareness of partner's behavior, Drumright and colleagues concluded.

Syphilis in the HIV Era. Emerg Infect Dis [serial on the Internet]. Kassutto S, Doweiko JP. 2004 Aug [date cited]. Available from: http://www.cdc.gov/ncidod/EID/vol10no8/03-1107.htm
The incidence of syphilis has consistently increased from 2000 to 2002. We report a case 
of acquired syphilis with symptoms of Tullio phenomenon in a patient concurrently diagnosed with HIV infection. The resurgence of syphilis in HIV-positive groups at high risk has public health implications for prevention of both diseases.

FDA List Serve - New HIV/AIDS Advisory Committee Records Web Page

The Food and Drug Administration has developed a web page to consolidate records of advisory committee meetings related to HIV/AIDS and associated conditions, making them easier to access. 

The new page, which lists HIV/AIDS-related advisory committee meetings held since 1996, indexed by topic and by year, can be found at http://www.fda.gov/oashi/aids/advisorycom.html
 

The page is linked from the main HIV/AIDS page at http://www.fda.gov/oashi/aids/hiv.html
 

The page contains records of meeting held by advisory committees related to drugs, biologics, and medical devices, and will be updated to reflect availability of records of future meetings.  Most records contain a variety of documents, such as the meeting announcement, committee rosters, briefing materials - which often contain background materials and slides, and transcripts of the meetings. 

 

Topics include consideration of new drug applications, regulatory policy issues, and trial design topics.

 

The page also contains a link to the main FDA Advisory Committee page for other resources and topics related to FDA advisory committee meetings.

 

We hope you this new page useful.

 

Richard Klein                                                   

Office of Special Health Issues                          

Food and Drug Administration                           

 

Kimberly Struble

Division of Antiviral Drug Products

Food and Drug Administration

