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Lack of Persistent Drug-Resistant Mutations Evaluated within and between Treatment Interruptions in Chronically HIV-1-infected Patients 

Emmanouil Papasavvas ; Robert M. Grant ; Junwei Sun ; et. al. AIDS 2003; 17(16):2337-2343 

Objective: 

To determine the effect of treatment interruptions (TI) on the evolution and persistence of drug-resistant viruses in chronically HIV-1-infected suppressed patients.

Methods: 

The emergence of viral resistance to combination antiretroviral therapy was monitored in 11 suppressed chronically HIV-1-infected patients undergoing from one up to four sequential TI (a total of 25 TI), by genotyping of the virus for known mutations in the genes for protease and reverse transcriptase. Resistance assays were performed at the first viral rebound > 100 copies/ml.

Results: 

All subjects achieved resuppression of HIV-1 under the same antiretroviral therapy, regardless of the number of TI. Five of eleven patients showed no development of resistance. In the remaining six patients, the following patterns of mutations associated with viral resistance were found: one mutation (K70R), which was observed in one patient during the 1st TI and persisted during follow-up; two mutations (L90M, M184V), which were observed in four patients during the 1st TI and were intermittently present or lost following extended TI, treatment reinitiation and/or during subsequent TI; and evolution of two mutations (M184V, K219E) observed in two patients. These two mutations were not present during the 1st TI and were subsequently lost following therapy reinitiation or during the next TI.

Conclusions: 

Detection of drug resistance during TI by virus genotyping assays does not predict failure to resuppress after antiretroviral therapy reinitiation nor persistence of a resistant viral population during extended interruptions or subsequent TI. 

Immunogenicity of an Inactivated Mycobacterial Vaccine for the Prevention of HIV-Associated Tuberculosis: A Randomized, Controlled Trial 

Jenni M. Vuola ; Matti A. Ristola ; Bernard Cole ; et. al. AIDS 2003; 17(16):2351-2355 
Objective: 

Prior to the widespread use of Mycobacterium bovis, Bacille Calmette-Guerin (BCG), inactivated whole cell mycobacterial vaccines had been shown effective in the prevention of tuberculosis. The present study was conducted to determine the safety and immunogenicity of an inactivated whole cell mycobacterial vaccine in persons with HIV infection.

Design: 

Randomized, controlled trial.

Methods: 

A total of 39 HIV-positive patients with prior BCG immunization and CD4 cell counts ≥ 200 × 106 cells/l were randomized to five doses of inactivated Mycobacterium vaccae (MV) vaccine or control vaccine (CV). Lymphocyte proliferation (LPA) and interferon gamma (IFN-γ) responses to mycobacterial antigens were assayed at baseline, after three and five doses of vaccine and > 1 year later. Parallel studies were conducted in 10 HIV-negative subjects with prior BCG immunization.

Results: 

Among HIV-positive patients, 19 MV recipients had higher LPA and IFN-γ responses to MV sonicate than 20 CV recipients after three and five doses of vaccine and > 1 year later. LPA responses to Mycobacterium tuberculosis whole cell lysate increased over time in both groups consistent with prior BCG immunization and current antiretroviral therapy; after three doses, responses were boosted to higher levels in MV subjects than CV subjects. LPA responses to WCL were also boosted in HIV-negative MV recipients. Immunization was safe and had no adverse effects on HIV viral load or CD4 cell count.

Conclusions: 

In BCG-primed, HIV-positive and HIV-negative subjects, MV induces durable cellular immune responses to a new mycobacterial antigen and boosts pre-existing responses to WCL. MV is a candidate for clinical trials for the prevention of HIV-associated tuberculosis.

The Effect of HAART and HCV Infection on the Development of Hyperglycemia Among HIV-Infected Persons

Journal of Acquired Immune Deficiency Syndromes (08.15.03) Vol. 33: P.577-584::Shruti H. Mehta; Richard D. Moore; David L. Thomas; Richard E. Chaisson; Mark S. Sulkowski

Several reports have documented an increase in the occurrence of metabolic abnormalities including hyperlipidemia, hyperglycemia, insulin resistance, and overt diabetes mellitus among HIV patients taking HAART, particularly HIV-protease inhibitors. Some studies have suggested removal of the PI or replacing it with a nonnucleoside reverse transcriptase inhibitor such as nevirapine can normalize glucose levels and sometimes reverse diabetes mellitus. 

Hepatitis C infection has been independently associated with diabetes mellitus in nearly 30 studies. Due to shared routes of transmission, HCV coinfection occurs in 15-30 percent of HIV patients. The objective of this study was to examine the prevalence and incidence of hyperglycemia according to HCV infection and the type of HAART taken.

The researchers studied 1,230 persons receiving their first HAART regimen from January 1996 through May 2002, and followed them up at six-month intervals. Of the sample, 579 (47 percent) were HCV-negative and 651 (53 percent) were HCV-positive. Persons with HCV coinfection were older, more often African-American, and more likely to use or to have used injection drugs. At baseline, the investigators found no significant differences between HCV-

coinfected and uninfected patients in the prevalence of chronic hepatitis B virus infection, baseline CD4 cell counts, HIV RNA levels, or random glucose levels. Subjects with HCV coinfection had significantly higher alanine aminotransferase (ALT) levels and aspartate aminotransferase (AST) levels compared to those without HCV coinfection.

Twenty-two percent (269) were taking a HAART regimen containing an NNRTI, 845 (69 percent) were taking a regimen containing a PI, and 116 participants were taking a regimen 

containing both a PI and an NNRTI. Persons prescribed PIs were more often male and less frequently African American than participants on other regimens. At baseline, subjects prescribed 

PIs had lower glucose levels than those on other regimens.

"Among HIV-infected adults receiving medical care in an urban clinic, we observed an increased prevalence of hyperglycemia among persons with HCV coinfection compared with 

those without HCV infection prior to the initiation of HAART. Moreover, both HCV coinfection and PI use appeared to increase the risk of new-onset hyperglycemia during HAART. Both of these effects were independent of other risk factors of hyperglycemia including age, race, and body weight," the study reported. 

"In conclusion," the authors noted, "we observed an increased prevalence and incidence of hyperglycemia among HIV-infected adults with HCV coinfection compared with those without HCV infection. PI use also appeared to increase the risk of hyperglycemia compared with persons receiving NNRTI-containing HAART regimens. Additional prospective studies are needed to 

better understand the pathogenesis of hyperglycemia among HIV-infected patients receiving HAART, particularly those coinfected with hepatitis C without previously described risk factors such as obesity."

Prevalence and Correlates of Untreated Human Immunodeficiency Virus Type 1 Infection Among Persons Who Have Died in the Era of Modern Antiretroviral Therapy

Journal of Infectious Diseases (10.15.03) Vol. 188; No. 8: P.1164-1170::Evan Wood; Julio S.G. Montaner; Mark W. Tyndall; Martin T. Schechter; Michael V. O'Shaughnessy; Robert S. Hogg

The present study evaluated all HIV-related deaths from January 1, 1995 to December 31, 2001 in British Columbia, Canada, where HIV care and medications are free, provided by the British Columbia Centre for Excellence in HIV/AIDS Drug Treatment Program since 1992. British Columbia has a centralized death registry and keeps complete prospective records of the dispensation of antiretroviral medication. Pharmaceutical sales suggest that less than one percent of the province's residents purchase ART outside the program. Therefore, the investigators were able to precisely determine each individual's level of treatment before death. 

The researchers used a logistic model to compare people who had received antiretroviral therapy before death to those who had not received HIV treatment. Overall, 1,239 deaths among those 18 years and older recorded HIV as either the cause of death or underlying cause of death. Four hundred-six occurred among those who had never received HIV treatment. Using adjusted analyses, the authors found aboriginal ethnicity, female sex, and lower median income to be negatively associated with receiving HIV treatment before death. Among the 833 people who did get treatment before death, only 379 (45.5 percent) had received antiretroviral medication = 75 percent of the time during their first year of therapy.

"Even in a setting where all health care is provided free of charge by the state, high HIV/AIDS death rates persist because of the lack of, or only marginal access to, antiretrovirals," the authors wrote. "In the present study, one-third of HIV-related deaths occurred among untreated individuals, and those who died without ever receiving HIV treatment were more likely to be aboriginal, to be female, and to reside in a neighborhood with a lower median income. Among those who accessed treatment, fewer than half received consistent treatment before death, and similar sociodemographic characteristics were associated with elevated rates of treatment discontinuation before death."

Since aboriginal people in North America "(including American Indians and Alaska natives)," may be at elevated risk of HIV, the authors stress the need for culturally sensitive 

interventions aimed at improving access to antiretrovirals among HIV-infected aboriginals. They also recommend interventions to improve antiretroviral access, and to reduce therapy 

discontinuation, for women and lower income people.

The authors point out that addiction has been shown to be a barrier to accessing adequate HIV care. They suggest strategies that may improve access to and adherence to ART among HIV-

infected injection drug users: improved access to illicit drug treatment, directly observed therapy programs, access to medical services without appointment, and onsite pharmacists at medical 

clinics.

"Given that these data were derived in a universal health care setting in which all HIV/AIDS care and antiretrovirals are available free of charge, it is likely that similar problems 

exist in many other settings in the developed world. To prevent ongoing levels of HIV/AIDS mortality, novel health care interventions and the expansion of illicit drug treatment will be 

required to improve access to antiretrovirals and HIV/AIDS care among populations with poor access," the authors concluded.

HIV Infections Continue Rise, Study Says

New York Times (11.27.03)::Anahad O'Connor

The number of new HIV cases diagnosed in the United States continues to climb, and the most significant rise has been among gay and bisexual men and Hispanics, CDC reported in a new study.

The study looked at data from 29 states that included a confidential system that was initiated in 1999. Because states with the highest populations and possibly the highest HIV rates, 

like New York and California, were not included in the four-year study, the picture of HIV might even be worse than the data indicate.

From 1999 to 2002, new HIV cases soared by 26 percent among Hispanics and by 17 percent among men who have sex with men. Overall for that period, new HIV cases increased by 5.1 percent.

"Because more effective treatments are available, there seems to be a perception particularly in the gay community that HIV is a manageable disease," said Dr. Robert Janssen, director of CDC's division of HIV/AIDS prevention. 

The study found that African Americans still make up the largest portion on new cases diagnosed, at 55 percent, while whites accounted for 8 percent of the new cases. The numbers for 

men in general went up 7 percent. 

Whether CDC's findings reflect higher rates of HIV infection is unclear because some cases are not diagnosed immediately. But if that was a factor, said Janssen, the study would have detected more cases that had progressed to AIDS. Instead, rates of testing have stayed about level and many of the recently detected HIV infections were in earlier stages, Janssen said.

The new findings reinforce the idea that there is growing complacency among groups at the highest risk for contracting HIV/AIDS. "I think the disease just doesn't have the fear that it 

once carried," observed Janssen.

Dr. Jeffrey Laurence, program consultant for the American Foundation for AIDS Research in New York, agrees. "Even among populations targeted for outreach, it's as if people think they can become infected because there's a pill to take care of them."

The report, "Increases in HIV Diagnoses - 29 States, 1999-2002," appeared in Morbidity and Mortality Weekly Report (2003;52(47):1145-1148).
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