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Immune Reconstitution Hepatitis in HIV and Hepatitis B Coinfection, Despite Lamivudine Therapy as Part  of  HAART 
Anne Drake, Anne Mijch, and Joe Sasadeusz. Clinical Infectious Diseases. 2004;39:129-132
(See the editorial commentary by McGovern on pages 133--5) 


Hepatitis B virus (HBV) and human immunodeficiency virus (HIV) coinfection occurs commonly. The introduction of antiretroviral therapy can result in immune reconstitution hepatitis. We describe 2 coinfected patients who developed clinical flares of HBV disease, despite the inclusion of lamivudine, a drug with anti-HBV activity, in their HAART regimens. Potential strategies to manage individuals with HBV/HIV coinfection are discussed.
The Epidemiology of Antiretroviral Drug Resistance Among Drug-Naïve HIV-1-Infected Persons in 10 US Cities

Journal of Infectious Diseases (06.15.04) Vol. 189; No. 12: P. 2174-2180::

Hillard S. Weinstock; Irum Zaidi; Walid Heneine; Diane Bennett; J. Gerardo Garcia-Lerma; John M. Douglas, Jr.; Marlene LaLota; Gordon Dickinson; Sandra Schwarcz; Lucia Torian; Deborah Wendell; Sindy Paul; Garald A. Goza; Juan Ruiz; Brian Boyett; Jonathan E. Kaplan

     In 1997-2001, the authors sequentially enrolled drug-naïve persons diagnosed with HIV during the previous 12 months who did not have AIDS. The patients came from 39 clinics and testing sites in 10 US cities. Eligibility criteria included being 18 years of age or older, antiretroviral-drug naïve, and having no history of AIDS-defining conditions. The researchers documented demographic, risk-behavior and clinical information and took blood samples.

     The researchers conducted genotyping from HIV-amplification products by automated sequencing. The scientists conducted phenotypic testing on specimens identified as having mutations previously associated with reduced antiretroviral-drug susceptibility.

     Of the 1,082 HIV-1-infected study participants, most were male.

Forty-six percent were African-American, and 22 percent were Hispanic. Sixty percent of male participants were men who have sex with men (MSM). Nineteen percent were recently infected.

     "Although the proportion of HIV-infected persons with mutations associated with reduced antiretroviral drug susceptibility did not vary significantly by age group, city, site of enrollment, CD4+ cell count, or recency of infection," the authors found, "persons with these mutations were more likely to be white, to be MSM, and/or to have a partner taking antiretroviral medications." 

     The study found the overall prevalence of mutations associated with reduced antiretroviral-drug susceptibility to be 8.3 percent, but 6.1 percent in women, 4.7 percent in heterosexual men, and 12 percent in MSM. The prevalence was 5.4 percent in African Americans, 7.9 percent in Hispanics, and 13 percent in whites. For both sexual orientations and for both sexes, the researchers found, "whites had the highest prevalence of these mutations; white MSM had the highest overall prevalence (14 percent), and Hispanic and African American heterosexual men and African American women had the lowest prevalences (4.3 percent, 4.6 percent, and 4.9 percent, respectively)."

     "We did find that the prevalence of mutations associated with reduced antiretroviral-drug susceptibility in persons whose infections were recent is higher than that in persons whose infections were not," the authors noted. "Although this difference is not statistically significant when all mutations are considered, some mutations, particularly those that could be confirmed phenotypically, are more likely to be found in recently infected persons."

     The authors also found that, "the prevalence of these mutations was higher in persons reporting partners who took antiretroviral medications, suggesting that these viruses may have been transmitted directly from treated persons. The higher prevalence in whites and MSM may reflect better access to health care and treatment in these populations. Our results help to explain the prevalence of mutations found by others, whose study populations consisted mostly of recently or acutely infected white MSM."

     "In summary," the scientists concluded, "HIV genotypic testing prior to the initiation of therapy in patients with newly diagnosed HIV infections and without AIDS would identify a substantial number of persons with virus with mutations associated with reduced antiretroviral-drug susceptibility. The prevalence of these mutations varies depending on the characteristics of the patients tested and the duration of their infections. Continued surveillance for antiretroviral-drug resistance in sufficiently large, representative samples of persons with newly diagnosed HIV will be necessary to monitor changes, over time, in the prevalence and the populations affected."

Triple-Nucleoside Regimens Versus Efavirenz-Containing Regimens for the Initial Treatment of HIV-1 Infection

New England Journal of Medicine (04.29.04) Vol. 350; No. 18: P. 

1850-1861::Roy M. Gulick, MD, MPH; Heather J. Ribaudo, PhD; Cecilia M. Shikuma, MD; Stephanie Lustgarten, MS; Kathleen E. Squires, MD; William A. Meyer, III, PhD; Edward P. Acosta, PharmD; Bruce R. Schackman, PhD; Christopher D. Pilcher, MD; Robert L. Murphy, MD; William E. Maher, MD; Mallory D. Witt, MD; Richard C. Reichman, MD; Sally Snyder, BS; Karin L. Klingman, MD; Daniel R. Kuritzkes, MD, for the AIDS Clinical Trials Group Study

A5095 Team

     Current HIV-1 treatment guidelines recommend initial therapy with one or more protease inhibitors or a nonnucleoside reverse- transcriptase inhibitor with two nucleoside reverse-transcriptase inhibitors. Protease inhibitor-based regimens, while effective, are complex and have been linked to side effects such as hyperlipidemia and insulin resistance. Regimens that contain nonnucleoside reverse-transcriptase inhibitors are often preferred because of their demonstrated efficacy and convenience. 

     Triple-nucleoside regimens are an alternative to regimens that contain nonnucleoside reverse-transcriptase inhibitors or protease inhibitors. Triple-nucleoside regimens are widely used: 

They are among the easiest for patients to take, and they have potent antiretroviral activity with efficacy similar to that of regimens containing indinavir or nelfinavir. 

     The researchers conducted a randomized, double-blind study of three antiretroviral regimens for initial HIV-1 treatment: zidovudine-lamivudine-abacavir; zidovudine-lamivudine plus efavirenz; and zidovudine-lamivudine-abacavir plus efavirenz.

     A total of 1,147 subjects were enrolled: The mean baseline HIV-1 RNA level was 4.85 log10 (71,434) copies per milliliter and a mean CD4 cell count of 238 per cubic millimeter. 

     A scheduled review by the data and safety monitoring board, using prespecified stopping boundaries, led to a recommendation to stop the triple-nucleoside group and to present the results in the triple-nucleoside group in comparison with pooled data from the efavirenz groups.

     After median follow-up of 32 weeks, 82 of 382 subjects (21 percent) in the triple-nucleoside group and 85 of 765 (11 percent) of those in the combined efavirenz groups had virologic failure. Time to virologic failure was significantly shorter in the triple-nucleoside group. The difference was observed regardless of the pretreatment HIV-1 RNA stratum (at least 100,000 copies per milliliter or below this level). Changes in the CD4 cell count and the incidence of grade 3 or 4 adverse events did not significantly differ between the groups. 

     "Our results demonstrate the importance of assessing the relative efficacy of regimens through randomized, controlled clinical trials," the authors concluded. "In a diverse group of previously untreated HIV-1-infected patients, the triple- nucleoside combination of abacavir, zidovudine, and lamivudine was virologically inferior to an efavirenz-containing regimen as initial antiretroviral therapy. Clinicians should factor in the results of appropriately designed, comparative studies such as ours in selecting the optimal initial antiretroviral regimen for an individual patient."

Latent Drug-Resistant HIV Harbored for Years

Reuters Health (05.14.04)::David Douglas

     Among patients who had previously shown drug resistance, drug-resistant strains of HIV still existed in blood cells even though the patients were responding successfully to highly active antiretroviral therapy (HAART), Belgian researchers recently observed. 

     Dr. Chris Verhofstede and Ghent University Hospital colleagues studied

11 patients who were successfully treated with HAART for a mean of 59 months. All patients had a history of suboptimal therapy and had developed drug resistance. Of the patients, 10 still had previously evolved drug-resistant HIV detectable in peripheral blood mononuclear cells.

     "We were able to show that all drug-resistant HIV-1 variants that arise during therapy failure remain archived in the cells of the infected person for a very long period of time - at least seven years and most probably much longer," said Verhofstede. The resistance was detectable "even if drug pressure was removed or if a patient subsequently responded well to a new drug combination."

     "These findings indicate that once resistance arises against an antiretroviral, the activity of this drug will remain reduced for several years and possibly life-long, even after a withdrawal period of years," said Verhofstede. "Recycling drugs is therefore not an advisable option if other alternatives are available." He further noted that the results "argue against a possible benefit of therapy interruptions as a way to improve the effect of a subsequently introduced salvage regimen containing recycled drugs."

     The full study, "Drug-Resistant Variants That Evolve During Nonsuppressive Therapy Persist in HIV-1-Infected Peripheral Blood Mononuclear Cells After Long-Term Highly Active Antiretroviral Therapy," is published in the Journal of Acquired Immune Deficiency Syndromes

(2004;35(5):473-483).

Peginterferon Alfa-2b and Ribavirin for the Treatment of Chronic Hepatitis C in Blacks and Non-Hispanic Whites

New England Journal of Medicine (05.27.04) Vol. 350; No. 22: P. 2265-2271::Andrew J. Muir, MD, MHS; Jeffrey D. Bornstein, MD; Paul G. Killenberg, MD, for the Atlantic Coast Hepatitis Treatment Group

     Improved rates of response have resulted from recent advances in the treatment of hepatitis C virus (HCV), but several small studies have reported lower response rates among blacks than other racial or ethnic groups. Black patients are more likely to be infected with HCV genotype 1, which has a lower response rate than other genotypes. One study, however, reported no difference in response rates between black and white patients with HCV genotype 1. Low enrollment of blacks and retrospective designs limited previous studies. The authors of the present study prospectively compared response rates to treatment with peginterferon alfa-2b and ribavirin among blacks and non-Hispanic whites with chronic hepatitis C.

     For 48 weeks, the researchers treated 200 chronic hepatitis C patients - 100 blacks and 100 non-Hispanic whites - with peginterferon alfa-2b and ribavirin. The primary end point for the study was a sustained virologic response, defined as a negative test for serum HCV RNA six months after completing therapy.

     Ninety-eight percent of patients in both cohorts had genotype 1 infection. The rate of sustained virologic response was higher among non-Hispanic white patients (52 percent) than among black patients (19 percent). In addition, the black patients had significantly lower rates of virologic response at 12 weeks and at the end of treatment. In multivariable analyses examining sociodemographic and clinical characteristics, black race was the only variable significantly associated with the difference in response rate. 

     "The reason for the differences in response between black patients and non-Hispanic white patients with chronic hepatitis C remains unclear," the researchers reported. "Our findings demonstrate a limitation of current HCV therapy. Many novel therapies are under investigation, and our study highlights the importance of adequate enrollment of all racial and ethnic groups. Further research is also necessary to understand the poor response to therapy for chronic hepatitis C with interferon alfa among black patients, since such an understanding might lead to new therapies for all patients," the researchers concluded.

Depression High Among HIV-Positive Patients: Rates Are More than Five Times Greater

AIDS Alert (03.01.04) Vol. 19; No. 3: P. 34

     Researchers at the University of North Carolina-Chapel Hill, found a 57.3 percent prevalence of depression among HIV-infected patients and a 69.8 percent prevalence of depression among patients coinfected with HIV and hepatitis C (HCV). Psychiatric disorders examined in the study included depression, general anxiety disorder, panic disorder and substance abuse, said Dina Hooshyar, MD, infectious disease fellow at the university.

     In a general adult population of primary care patients, the prevalence of depression is estimated at 5-10 percent, Hooshyar noted. The current study looked at patients receiving HIV primary care from the university's clinic, which serves a rural population. 

     In the study, researchers included 726 HIV patients and 215 coinfected patients, all adults. Hooshyar pointed out that coinfected HIV-HCV patients were 1.99 times more likely to have psychiatric disorders than patients with HIV only.

     Substance abuse, which affects an estimated 8.3 percent of the US population ages 12 and up, affected 28.8 percent of HIV-infected patients in the study, Hooshyar said. She noted that 47.9 percent of HIV/HCV-infected patients indicated substance abuse.

     Study results showed that coinfected patients are 2.55 times more likely to be affected by substance abuse than patients with HIV only. "The other interesting thing we found was concurrent psychiatric and substance abuse problems in 36 percent of the coinfected patients vs. 20 percent of those mono-HIV-infected," Hooshyar noted. "These are very striking results and have great and important ramifications. One obvious one is that half of our patients with HIV or HIV/HCV coinfection have a life confounded by psychiatric disorders, while 30 percent to 50 percent have trouble with substance abuse disorders," Hooshyar said. The findings show the importance of more funding for substance abuse therapy and mental illness treatment, she added.

    Another issue is that interferon use in treating hepatitis C is associated with new depression in patients, so clinicians may need to consider identifying and treating, when appropriate, HCV patients prior to initiating interferon therapy, Hooshyar suggested, adding that clinicians and their staff should screen HIV patients for mental disorders and substance abuse and refer patients to counseling and care when needed. Clinicians should ask patients about these issues, she said, because patients often will not volunteer such information.

     Hooshyar said that one reason depression is common among HIV patients is the stigma attached to the disease. In addition, patients could react badly to knowing they will need to take medicine for the rest of their lives, she said.

Hepatitis B Vaccine Decreases Hepatitis B Incidence in Cohort of Drug Users

Hepatitis Weekly (05.03.04)

     Recent research from Italy showed that the incidence of hepatitis B infection decreased, due to anti-HBV vaccination, in a cohort of drug users followed over 15 years. "In the Western 

world," the scientists wrote, "the population at the highest risk of HBV infection is probably that of illicit drug users (DUs). Since 1985, the Public Health Center for Drug Users (PHCDU), in 

northeastern Italy, has been asking all heroin DUs, whether in treatment or not, to undergo screening for HIV, HBV and, since 1989, for HCV infection. Since 1988 the Center has proposed HBV vaccination to all patients who were negative for all HBV markers.

     "From 1985 to 2001, 895 heroin DUs were screened, 726 males and 169 females," reported Fabio Lugoboni and colleagues at the University of Verona. "Four hundred and forty-two (49.4 percent) were negative to HBV markers at the first control and 72.4 percent received at least one dose of the vaccine. Three hundred and twenty DUs were vaccinated and a total of 995 doses of 

recombinant vaccine were administered. The anti-HBc antibody appeared in 2 vaccinated patients out of 258 DUs undergoing controls, while 13 seroconversions for anti-HBc occurred in 45 

DUs who had refused to be vaccinated.

     "On the basis of these results," the study continued, "HBV vaccination of DUs can be strongly recommended. Vaccination showed a good adherence in a population difficult to treat and 

can have a leading role in reducing HBV infection in DUs and their contacts."

     The report, "Progressive Decrease of Hepatitis B in a Cohort of Drug Users Followed over a Period of 15 Years: The Impact of Anti-HBV Vaccination," appeared in the Scandinavian Journal of Infectious Diseases (2004;36(2);131-133).

AIDS/HIV Therapy: Crack Cocaine Use Reduces Antiviral Therapy Use in Women with HIV

Women's Health Weekly (05.13.04)

     US researchers reported that crack cocaine use decreases adherence to antiretroviral treatment among HIV-positive black women. 

     "Since the appearance of crack cocaine in the 1980s, unprecedented numbers of women have become addicted," wrote Tanya Telfair Sharpe and colleagues at CDC. "A disproportionate number of female crack users are Black and poor. We analyzed interview data of HIV-infected women greater than or equal to 18 years of age reported to 12 health departments between July 1997 and December 2000 to ascertain if Black women reported crack use more than other HIV-infected women and to examine the relationship between crack use and antiretroviral treatment (ART) adherence among Black women," the investigators reported.

     "Of 1,655 HIV-infected women, 585 (35%) were nonusers of drugs, 694

(42%) were users of other drugs, and 376 (23%) were crack users," the study said. "Of the 1,196 (72%) Black women, 306 (26%) were crack users. We used logistic regression to examine the effect of crack use on adherence to ART, controlling for age and education among Black women."

     "In multivariate analysis, crack users and users of other drugs were less likely than non-users to take their ART medicines exactly as prescribed (odds ratio OR=0.37; 95% confidence interval CI=0.24-0.56),(OR=0.47; 95% CI-0.36-0.68), respectively," the authors wrote.

     The investigators concluded, "HIV-infected Black women substance users, especially crack cocaine users, may require sustained treatment and counseling to help them reduce substance use and adhere to ART."

     The study, "Crack Cocaine Use and Adherence to Antiretroviral Treatment Among HIV-Infected Black Women," appeared in the Journal of Community Health (2004;29(2):117-127).

HIV/AIDS Epidemiology: Education, Age and Drinking Associated with Smoking Status in HIV/AIDS

AIDS Weekly (05.31.04)

     Scientists at M.D. Anderson Cancer Center in Houston conducted a study "to describe smoking prevalence and smoking behavior in a multiethnic low-income HIV/AIDS population. A cross-sectional design was used. The study site was Thomas Street Clinic, an HIV/AIDS care facility serving a medically indigent and ethnically diverse population," the investigators wrote.

     "Demographic, disease status, behavioral, and psychosocial variables were assessed by participant self-report. Surveys were collected from 348 study participants. Demographic composition of the sample was 78% male, 25% white, 44% Black, and 29% Hispanic. Study participants had a mean age of 0.2 years (SD=7.8)," the report stated.

     "The HIV exposure profile of the sample was diverse: 46% men who have sex with men, 35% heterosexual contact, and 11% injection drug use. Prevalence of current cigarette smoking in the sample was 46.9%. Among participants with a lifetime history of smoking 100 or more cigarettes (62.8%), only 26.6% were currently abstinent, lower than the 48.8% rate seen in the general population," reported E.R. Gritz and colleagues.

     In multiple logistic regression analysis, race/ethnicity, education level, age and heavy drinking were "significantly associated" with smoking status. The likelihood of smoking decreased, and the likelihood of quitting increased, as education level increased. "Hispanics were less likely than Whites were to smoke, younger participants were less likely than older participants were to be current smokers, and heavy drinkers were more likely to be current smokers than were those who were not heavy drinkers," according to the report.

     "The high smoking prevalence in this HIV/AIDS population demonstrates the need for smoking cessation interventions targeted to the special needs of this patient group," the investigators concluded.

     The report, "Smoking Behavior in a Low-Income Multiethnic HIV/AIDS Population," appeared in Nicotine & Tobacco Research (2004;6(1):71-77).

CME/CEU Audio Conference on Informed Consent for HIV Testing

What:  Audio Conference - Informed Consent for HIV Testing:  Ethical Issues

When:  Tuesday, June 29th, 12 noon - 1 pm EST

Description:  This is a panel discussion on issues on informed consent for HIV testing, followed by a moderated question and answer session.  Topics will include 

Occupational exposures 

Identification of an authorized surrogate 

Confidentiality and disclosure of HIV status

VHA policies and procedures 

Panel members:

Lawrence Deyton, MSPH, MD, Chief Consultant, Public Health Strategic Health Care Group

Troy Knighton, EdS, LPC, Director, Training/Education, Public Health Strategic Health Care Group 

Kenneth Berkowitz, MD, FCCP, Chief, Ethics Consultation Service, National Center for Ethics in Health Care  

Audience: All VHA Health Care staff involved in clinical care, including occupational health, primary care, nurses, and infectious diseases, including clinicians in HIV and hepatitis C.

To attend this conference call, dial 1-800-767-1750, access code:  28410.  For more information and background reading and to receive CME/CEUs, visit 

http://vaww.sites.lrn.va.gov/vacatalog/cu_detail.asp?id=18589
VA Supports National HIV Testing Day


In 1995, the National Association of People with AIDS (NAPWA) launched National HIV Testing Day on June 27th as a way to reach millions of those at risk with a simple message:  “Take the Test, Take Control.”  The Public Health Strategic Health Care Group (PHSHG) is pleased to support this effort and encourages participation throughout all levels of the Veterans Health Administration.  Events to support National HIV Testing Day can range from lobby displays and educational programs to offering special HIV testing clinics.  Activities may be offered on the 27th or days preceding or after National HIV Testing Day.


On the PHSHG web site (http://www.publichealth.va.gov/testday/toc.htm), you can access ideas for facility activities, marketing, and funding and support.  A VA HIV/AIDS Programs Fact Sheet is also available that provides background information about HIV/AIDS within VA.  Additional links lead to NAPWA’s National HIV Testing Day web site; NAPWA’s home page, HIV testing in the United States from the Kaiser Family Foundation; and other HIV information.  

