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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. NEJM. 2004 Jul, 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,Janet Andersen, Paul Volberding, et. al. for the AIDS Clinical Trials Group A5071 Study Team 

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. 
Two Drugs or Three? Balancing Efficacy, Toxicity, and Resistance in Postexposure Prophylaxis for Occupational Exposure to HIV 
Ingrid V. Bassett, Kenneth A. Freedberg, and Rochelle P. Walensky. Clinical Infectious Diseases. 2004;39:395-401

Thousands of health care workers are potentially exposed to human immunodeficiency virus (HIV) each year via occupationally acquired needlesticks. The Centers for Disease Control and Prevention (Atlanta, GA) advise health care workers who experience a high-risk occupational exposure from an HIV-infected patient to begin receiving multidrug antiretroviral postexposure prophylaxis (PEP) as soon as possible, preferably within 36 h after exposure. Although the need to prescribe antiretroviral postexposure prophylaxis in a timely fashion is common, few data exist regarding the efficacy and optimal regimen for prophylaxis to prevent transmission. Our objectives were to examine the limited human and animal data on postexposure prophylaxis, to elucidate the factors that affect the choice of 2 versus 3 drugs as the optimal prophylactic drug regimen, and to place these findings within a mathematical framework to help guide the prescription of PEP.

Longitudinal Effect of Antiretroviral Therapy on Markers of Hepatic Toxicity: Impact of Hepatitis C Coinfection 
Audrey L. French, Lorie Benning, Kathryn Anastos, Michael, et.al. Clinical Infectious Diseases. 2004;39:402-410

To characterize longitudinal hepatic toxicity of antiretroviral therapy in HIV-infected women with and without hepatitis C virus (HCV) infection, we measured alanine and aspartate aminotransferase values among women initiating highly active antiretroviral therapy (HAART). For 312 HIV/HCV coinfected women who received HAART for a mean of 1.8 years, the prevalence of elevated aminotransferase levels >3 times and >5 times the upper limit of normal (ULN) was low (<12% and <4%, respectively), and the prevalence of elevated aminotransferase levels declined over time. When we analyzed trends in aminotransferase levels according to type of HAART received among HCV-infected and uninfected women, we found that mean aminotransferase levels declined among 539 women receiving therapy with protease inhibitors (decreases of 5.34%
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4.23% of the ULN per year; P values for trend of .007.06), but mean values among 128 women receiving therapy with nonnucleoside reverse-transcriptase inhibitors remained stable (from decreases of 1.65% to increases of 7.57% of the ULN per year; P values of .19[image: image2.png]


.71). Our findings lend support to assertions that antiretroviral therapy is safe for women with HCV infection.


Once-Daily versus Twice-Daily Lamivudine, in Combination with Zidovudine and Efavirenz, for the Treatment of Antiretroviral-Naive Adults with HIV Infection: A Randomized Equivalence Trial 
Edwin DeJesus,  Debra McCarty,  Charles F. Farthing, and the EPV20001 International Study Team.  Clinical Infectious Diseases. 2004;39:411-418

A randomized, double-blind, double-dummy controlled, multicenter trial was conducted that involved 554 antiretroviral-naive human immunodeficiency virus[image: image3.png]


infected adults (plasma HIV type 1 [HIV-1] RNA level, [image: image4.png]


400 copies/mL; CD4+ cell count, >100 cells/mm3) and compared a 300-mg once-daily (q.d.) regimen of lamivudine (3TC) versus a 150-mg twice-daily (b.i.d.) regimen of 3TC, combined with zidovudine (300 mg b.i.d.) and efavirenz (600 mg q.d.), during a 48-week period. Treatments were considered equivalent if the 95% confidence interval (CI) for the difference in proportions of patients achieving an HIV-1 RNA level of <400 copies/mL was within the bound of -12% to 12%. At week 48 of the study, an intent-to-treat analysis in which patients with missing data were considered to have experienced treatment failure showed that the 3TC q.d. and 3TC b.i.d. regimens were equivalent (HIV-1 RNA level <400 copies/mL, 178 [64%] of 278 vs. 174 [63%] of 276; treatment difference, 1% [95% CI, -7.1% to 8.9%]; HIV-1 RNA level <50 copies/mL, 165 [59%] of 278 vs. 168 [61%] of 276; treatment difference, 1.7% [95% CI, -9.7% to 6.6%]). Median increase above baseline in CD4+ cell count was similar (q.d. group, +144 cells/mm3; b.i.d. group, +146 cells/mm3), and the incidences of adverse events, disease progression, and HIV-associated conditions were comparable.

Niacin in HIV-Infected Individuals with Hyperlipidemia Receiving Potent Antiretroviral Therapy 
Marisa T. Gerber, Kristin E. Mondy, Kevin E. Yarasheski et. al. Clinical Infectious Diseases. 2004;39:419-425


Background. Extended release (ER)[image: image5.png]


niacin therapy, which has been associated with reduced glucose tolerance in human immunodeficiency virus (HIV)[image: image6.png]


seronegative individuals, has not been evaluated in the HIV-infected population.

Methods. This open, prospective trial evaluated the safety and efficacy of ER-niacin therapy for antiretroviral therapy[image: image7.png]


associated dyslipidemia. Fourteen individuals received ER-niacin at maximum doses of 2000 mg per day for 14 weeks.

Results. Significant reductions in serum levels of triglycerides (P = .02), total cholesterol (P = .005), and non-HDL cholesterol (P = .04) were seen after ER-niacin therapy. Seven of 11 subjects were glucose intolerant after ER-niacin therapy; for 3 of these subjects, this was a new finding. [image: image8.png]


-Cell sensitivity to basal glucose levels increased significantly without concomitant increase in overall glucose disposition indices. The values for the homeostasis model of insulin resistance index increased significantly (P = .005).

Conclusion. ER-niacin's role in the treatment of antiretroviral therapy-associated dyslipidemia requires further evaluation, but the results of this pilot study indicate that it is safe and tolerated and provides a valuable treatment option.
Impact of Indinavir on the Quality of Life in Patients with Advanced HIV Infection Treated with Zidovudine and Lamivudine 
Paul M. Coplan, John R. Cook, George W. Carides, et. al. for the AIDS Clinical Trials Group 320 Study Team . Clinical Infectious Diseases. 2004;39:426-433

Objective. In AIDS Clinical Trial Group (ACTG) study 320, triple-combination antiretroviral therapy including indinavir significantly slowed progression to acquired immunodeficiency syndrome or death, compared with treatment with dual nucleoside reverse-transcriptase inhibitors (NRTIs) alone, in zidovudine-experienced patients with advanced human immunodeficiency virus (HIV) infection. We examined the impact of indinavir on quality of life in participants from this study.

Methods. A total of 1156 protease inhibitor- and lamivudine-naive patients stratified by CD4 cell count ([image: image9.png]


50 and 51[image: image10.png]


200 cells/mm3) were randomized to receive zidovudine (or stavudine) and lamivudine, with or without indinavir. Health-related quality of life was measured using the ACTG QoL601[image: image11.png]


602 questionnaire, which assesses general health status measured on a visual analogue scale and 8 specific health-related domains. Quality-adjusted survival time was estimated using the visual analogue scale for general health. 

Results. Mean changes in general health scores after 24 weeks were +2.9 in the triple-therapy group versus -0.2 in the dual-therapy group (P = .018). By week 24, scores in all specific domains were higher with triple-drug therapy than dual-drug therapy, with statistically significant differences in role function, energy, and pain scores. Benefits of triple-drug therapy were largely confined to patients with CD4 cell counts of [image: image12.png]


50 cells/mm3. Quality-adjusted survival time did not differ significantly between the 2 treatment groups.
Conclusions. Triple-drug therapy with indinavir and 2 NRTIs resulted in a significant improvement in general health status after 24 weeks, especially in patients with low CD4 cell counts. Patients receiving triple-drug therapy also had significantly better role function, energy, and pain scores than did patients treated with dual-drug therapy.
HIV/AIDS Prevention: Computer Program Teaches Drug Users About HIV

AIDS Weekly (07.19.04)

      Injection drug users (IDUs) who received HIV/AIDS education and prevention information via a computer program retained more knowledge about the disease than those who attended traditional counseling, according to a new study. And three months after the study, participants in the computer program scored higher on HIV/AIDS knowledge tests. 

     Researchers Lisa Marsch, PhD, and Warren Bickel, PhD, designed the interactive computer intervention to boost IDUs' knowledge about HIV/AIDS.

The program featured both multiple-choice and fill-in-the-blank quizzes that adjusted speed depending on how quickly and accurately a person responded to each question. The computer-based intervention was tested against regular counseling with 30 IDUs who had entered a clinic for buprenorphine therapy - a treatment used to break heroin and other opioid addictions. 

     Both computer-based and counselor-based study participants reported less HIV risk behavior after participating in the study, but those in the computer program expressed more interest in their three to five training sessions than those who went to two counseling sessions and were shown an educational video. "The highly interactive learning process required by the computer-based intervention likely contributed to how interesting participants perceived it to be," said Marsch. 

     The computer users also expressed interest in wanting to continue their HIV education after completion of the study, with 80 percent asking for follow-up materials versus 40 percent of the counseling group. 

     The authors noted it was unclear whether the intervention, the buprenorphine, or a combination of the two helped lower risky behaviors among the study participants. But the results are consistent with other studies demonstrating that computers are effective tools for changing health behavior. 

     The full study, "Efficacy of Computer-Based HIV/AIDS Education for Injection Drug Users," was published in the American Journal of Health Behavior (2004;28(4):316-327).

