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Accessibility and Acceptability of the Department of Veteran Affairs Health Care:  Diverse Veterans’ Perspectives (VA Author)

JoAnn Damron-Rodriguez, Whitney White-Kazemipor, Donna Washington, Valentine M. Villa, Shawkat Dhanani, Nancy D. Harada. Military Medicine,  Vol. 169, March 2004, pp. 243-250

Objectives:  Diverse veteran’s perspectives on the accessibility and acceptability of the Department of Veterans Affairs (VA) health services are presented.  Methods:  The qualitative methodology uses 16 focus groups (N = 178) stratified by war cohort (World War II and Korean Conflict versus Vietnam War and Persian Gulf War) and four ethnic/racial categories (African American, Asian American, European American, Hispanic American).  Results:  Five themes emerged regarding veterans’ health care expectations:  (1) better information regarding available services, (2) sense of deserved benefits, (3) concern about welfare stigma, (4) importance of physician attentiveness, and (5) staff respect for patients as veterans.  Although veterans’ ethnic/racial backgrounds differentiated their military experiences, it was the informants’ veteran identity that framed what they expected of VA health services.  Conclusions:  Accessibility and acceptability of VA health care is related to veterans’ perspectives of thee nature of their entitlement to service.  Provider education and customer services strategies should consider the identified factors to increase access to VA as well as improve veterans’ acceptance of the care.

The Veterans Aging Cohort Study: Observational Studies of Alcohol Use, Abuse, and Outcomes among Human Immunodeficiency Virus-Infected Veterans
Conigliaro J, Madenwald T, Bryant K, Braithwaite S, Gordon A, Fultz SL, Maisto S, Samet J, Kraemer K, Cook R, Day N, Roach D, Richey S, Justice A.  Alcohol Clin Exp Res. 2004 Feb;28(2):313-21.

Center for Health Equity Research and Promotion (CHERP), Pittsburgh, PA, USA. joseph.conigliaro@med.va.gov
This article represents the proceedings of a symposium at the 2003 annual meeting of the Research Society on Alcoholism in Fort Lauderdale, FL. The organizers/chairs were Joseph Conigliaro and Amy Justice. The presentations were (1) Introduction, by Joseph Conigliaro and Tamra Madenwald; (2) Alcohol and HIV/AIDS: the importance of integrative and translational research, by Kendall Bryant; (3) Alcohol use and abuse among patients with HIV infection, by Joseph Conigliaro and Stephan Maisto; (4) Severity of comorbid alcohol use/abuse in HIV infection, by Amy Justice and Jeffrey Samet; (5) Estimating the impact of alcohol use on long-term HIV outcomes, by Scott Braithwaite and Amy Justice; (6) Homelessness, drug & alcohol use among HIV+ veterans, by Adam Gordon and Robert Cook; and (7) Hepatitis C & alcohol in the VACS 3 study, by Shawn Fultz and Kevin Kraemer. The symposium concluded with a discussion led and facilitated by Diedra Roach.


Recreational Use of Sildenafil by HIV-Positive and -Negative Homosexual/Bisexual Males Romanelli F, Smith KM. Ann Pharmacother. 2004 Apr 27. [Epub ahead of print]

Clinical Specialist in HIV/AIDS, College of Pharmacy, University of Kentucky, Lexington, KY.

OBJECTIVE: To conduct an epidemiologic review of sildenafil in homosexual and bisexual males focusing on concurrent use with club drugs and/or antiretroviral medications. DATA SOURCES: A search of MEDLINE was conducted (1966-September 2003), and an extensive manual review of journals was performed using the key search terms club drugs, sildenafil, antiretrovirals, and HIV. STUDY SELECTION AND DATA EXTRACTION: All articles identified from the data sources were evaluated and information deemed relevant was included. DATA SYNTHESIS: Several epidemiologic studies have reported that sildenafil is abused in a recreational fashion, typically with agents commonly known to be "club drugs." In this setting, sildenafil may reverse the impotence-inducing effects of the club drugs and restore sexual capabilities. Many implications of both recreational and nonrecreational use of sildenafil exist in relation to HIV disease. Concern has been raised regarding the potential effects on high-risk sexual practices. Also, several researchers have documented interactions between sildenafil and various club drugs, as well as with antiretrovirals intended for HIV disease. CONCLUSIONS: Serious concerns exist regarding the concurrent use of sildenafil with antiretrovirals and/or club drugs. Clinicians prescribing sildenafil to patients receiving protease inhibitor-containing antiretroviral regimens should be aware of the potential for reduced sildenafil metabolism with resultant adverse effects. Additionally, untoward effects may also occur when sildenafil is used concurrently with various club drugs including amyl and butyl nitrites ("poppers"). ((CE)) This article is approved for continuing education credit ACPE UNIVERSAL PROGRAM NUMBER: 407-000-04-xxx-H02

Management of Hepatitis B in Patients Coinfected with the Human Immunodeficiency Virus
Lessells R, Leen C. Eur J Clin Microbiol Infect Dis. 2004 Apr 27 [Epub ahead of print]

Regional Infectious Diseases Unit, Western General Hospital, Crewe Road South, EH4 2XU, Edinburgh, UK.

The human immunodeficiency virus (HIV) and the hepatitis B virus share common routes of transmission, and hence, coinfection with these two viruses is common. Chronic hepatitis B does not influence the progression of HIV disease or the response to highly active antiretroviral therapy. It is clear, however, that HIV infection does impact the course of hepatitis B, as higher rates of chronic carriage, lower seroconversion rates, and accelerated progression towards cirrhosis have been observed. Vaccination against hepatitis B is less effective in HIV-infected individuals. Coinfected subjects have a poor response to interferon therapy. Lamivudine is more effective in coinfected subjects but must not be used as monotherapy because of the risk of resistance developing. Combination therapy with lamivudine and tenofovir has shown promise and is currently being investigated in clinical trials, while new drugs and other combinations are in development.


Hepatocellular Carcinoma in a Patient with Human Immunodeficiency Virus and Hepatitis B Virus Coinfection: An Emerging Problem?
Hyun CB, Coyle WJ.  South Med J. 2004 Apr;97(4):401-6.

Gastroenterology Division, Department of Internal Medicine, Naval Medical Center, San Diego, CA 92134-1005, USA. cbhyun@nmcsd.med.navy.mil
Infections with hepatitis B virus (HBV) and human immunodeficiency virus (HIV) have similar risk factors and routes of transmission. It is estimated that 64 to 84% of HIV-infected individuals have positive markers for anti-HBc antibodies, with the chronic HBV infection rate approaching 16%. There is, however, a paucity of information on HBV/HIV coinfection, and its clinical implications remain unclear. We review the literature and report our recent experience with a 44-year-old man with HBV/HIV coinfection who developed metastatic hepatocellular carcinoma despite quiescent HBV and HIV disease courses. Highly active antiretroviral therapy has revolutionized HIV disease. As a result, morbidity and mortality from other underlying chronic, non-HIV-related diseases, such as the HBV infection and hepatocellular carcinoma reported here, will likely continue to increase in the HIV-infected patient population.


HIV Transmission is Heightened During Acute Infection
Press Release, IDSA, April 29, 2004

Contact: Jeff Minerd, jminerd@idsociety.org
Phone: (703) 299-0200

Heterosexual intercourse during periods of acute HIV infection may account for a substantial amount of transmission of the virus, according to a study published in the May 15 issue of The Journal of Infectious Diseases, now available online. The study found that HIV levels in semen rise and fall with HIV levels in blood, indicating an increased risk of transmission during acute infection, when HIV levels in the blood are known to be higher than those in chronic infection. These finding suggest one important mechanism by which the HIV pandemic is sustained.

The study, led by Dr. Christopher Pilcher, from the University of North Carolina at Chapel Hill, hypothesized on the basis of past studies that viral burden in semen rises in accordance with HIV levels in blood. Previous studies examining data on sexual behaviors calculated that probable infection rates were too low to sustain an epidemic alone, suggesting that other avenues of transmission were involved. However, Pilcher noted that the existing studies did not take into account biological factors that could increase or decrease viral levels in the blood. Pilcher and his colleagues then postulated that if viral levels rose in the bloodstream, as they do during acute HIV infection, viral levels in the genital tract would rise as well, thereby increasing the rate of HIV transmission during sex.

To assess the relationship between virus concentrations in semen and blood, a large group of investigators (including scientists from the University of North Carolina, Duke University, and the multinational Quest study group) collaborated to examine samples donated by HIV-infected men with acute and chronic infections. The researchers observed that the viral load in the semen of the acutely infected men was significantly higher than that of the chronically infected men. Furthermore, statistical analysis found that there was a direct correlation between the viral levels of blood and semen: as the viral level in the blood rises and falls, so does the level in semen.

With this established, the group then used a probabilistic model to evaluate the effect that semen from acutely affected individuals would have on transmission rates during heterosexual sex. They suggest that individuals are hyper-infectious before symptoms of infection occur, and that this state continues for approximately six weeks. In this period, transmission rates during heterosexual sex are likely to be far higher than previously thought, as the older studies examining transmission rates took into account only viral levels during chronic infection.

Pilcher and his colleagues warn that their estimates of the likelihood of transmission during these times are necessarily conservative, due to the nature of their statistical model. Moreover, factors such as infection with other STDs, absence of antibodies in the body fluids of acutely infected individuals, and heightened partner susceptibility or riskier sexual behaviors would all increase the rate, sometimes drastically. Overall, increased infectiousness during acute HIV infection may account for substantially more HIV transmission than previously thought, and refocusing prevention and treatment efforts toward acutely infected individuals may help slow the spread of the virus in the future.

Founded in 1904, The Journal of Infectious Diseases is the premier publication in the Western Hemisphere for original research on the pathogenesis, diagnosis, and treatment of infectious diseases; on the microbes that cause them; and on disorders of host immune mechanisms. Articles in JID include research results from microbiology, immunology, epidemiology, and related disciplines. It is published under the auspices of the Infectious Diseases Society of America (IDSA), based in Alexandria, Va., a professional society representing more than 7,500 physicians and scientists who specialize in infectious diseases. The Society’s affiliate organization, the HIV Medicine Association (HIVMA), is the professional home for more than 2,500 physicians, scientists, and other health professionals dedicated to HIV/AIDS. For more information, visit www.idsociety.org.

HIV Patients Get Long-Term Boost with Short, Intermittent Drug Regimen

NIH NEWS, National Institute of Allergy and Infectious Diseases, National Institutes of Health, April 26, 2004

National Institutes of Health (NIH) scientists report that brief, widely-spaced courses of the experimental immune-boosting drug interleukin-2 (IL-2) allow people with HIV to maintain near normal levels of a key immune system cell for long periods. The researchers, from NIH’s National Institute of Allergy and Infectious Diseases (NIAID) and the Warren G. Magnuson Clinical Center, describe their findings in the May 1 issue of the journal Blood. 

“These data provide strong evidence that IL-2 therapy, which can be self-administered by patients, could be an important adjunct to highly active antiretroviral therapy (HAART),” says NIAID Deputy Director John R. La Montagne, Ph.D. 

The new report summarizes the experience of 77 HIV-positive individuals who enrolled in extension phases of three long-running AIDS clinical trials. Participants were taught to inject themselves subcutaneously with IL-2 twice daily in 5-day-long cycles. Cycles were initiated as often as necessary to maintain levels of immune cells called CD4+ T cells at predetermined, individually tailored amounts. HIV infection causes progressive loss of CD4+ T cells. Without enough of these “helper” immune cells, people with HIV disease have a hard time fending off infections. IL-2 can boost CD4+ T cell levels, with the goal of improving overall immune health.

Because HIV infection causes progressive immune destruction, it stands to reason that immune-stimulation therapy, such as IL-2, might play a substantial role in treating patients with this condition, notes Richard Davey, Jr., M.D., an NIAID AIDS clinician who headed the studies reported in Blood. Indeed, during the early 1980s NIH physicians pioneered the use of long courses of IL-2 to treat individuals whose immune systems had mysteriously failed. Scientists now know those people were suffering from AIDS, but at the time the virus causing AIDS had yet to be identified. 

Although NIH physicians have accumulated more than 20 years of experience with IL-2 therapy, the most impressive results began to appear in the early 1990s when the doctors started treating patients with short, intermittent cycles of the drug, Dr. Davey says. Today, HIV patients receiving IL-2 therapy typically begin with 5-day-long cycles every other month while taking drugs, such as HAART, on a sustained basis. According to Dr. Davey, this regimen often raises an HIV patient’s CD4+ T cell levels well into the normal range after only a few cycles. The new research suggests IL-2 therapy can then be administered much less frequently without loss of benefit.

Most studies to date have looked at IL-2 therapy only over relatively short periods, says Dr. Davey. In contrast, the average length of patient follow-up described in the current paper is about six years. Patients in these trials have received an average of 10 IL-2 cycles during the course of their involvement, with most of the cycles occurring in the initial years of participation. Of the original 77 volunteers, 61 achieved and maintained normal or nearly normal levels of CD4+ T cells for periods ranging from two to 91 months between IL-2 cycles. During the most recent period of study, the average time between cycles was more than 3 years. (Of the 16 people no longer participating, one died, one developed non-Hodgkin’s lymphoma, eight elected to follow other treatment plans and six experienced CD4+ T cell count declines that did not respond to IL-2 therapy.) 

“Patients described in this study are still being followed,” says Dr. Davey. “There are also trials planned or underway to learn if IL-2 therapy could delay or obviate the need for continuous HAART, thereby sparing persons with HIV disease from the serious side-effects that HAART can cause. The early experience from some small preliminary studies in this area suggests that this may indeed be a possibility, although larger trials are clearly needed to explore this fully.”     

NIAID is a component of the National Institutes of Health (NIH), 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.

###

Reference: CE Farel et al. Induction and maintenance therapy with intermittent interleukin-2 in HIV-1 infection. Blood 103:3282-86. Published online January 15, 2004.DOI: 10.1182/blood-2003-09-3283. 

HCV Superinfection Hazardous in Hepatitis B Patients

By David Douglas

NEW YORK (Reuters Health) Apr 14 - Acute hepatitis C virus (HCV) superinfection may have serious consequences in patients with chronic hepatitis B virus (HBV) infection, Taiwanese researchers report in the April issue of Gastroenterology. The outcome is ultimately worse than that following hepatitis delta virus (HDV) superinfection.

In fact, as lead investigator Dr. Yun-Fan Liaw told Reuters Health, "in view of the grave prognosis, especially of HCV superinfection, it is very important to prevent the transmission of these viruses to patients with underlying liver disease."

Dr. Liaw, and colleagues at Chang Gung University in Taipei, came to this conclusion following a study of various groups of HBV patients. These included 93 HBV patients with HCV superinfection and 190 HBV patients with HDV superinfection.

The acute HCV superinfection typically occurred as acute icteric hepatitis. Hepatic decompensation developed in 34% of these patients, hepatic failure was seen in 11% and 10% died. The corresponding proportions in HDV superinfection were 31%, 9% and 7%.

However, follow-up showed that in the HCV group, the 48% cumulative incidence of cirrhosis at 10 years was significantly higher than that in the HDV superinfection group or in those with chronic HBV infection alone. This was also true of hepatocellular carcinoma in the HCV group--the incidence at 10 years was 14% and reached 32% at 20 years.

Thus, the researchers conclude that the long-term prognosis of HCV superinfection in such patients is "much worse than that following acute HDV superinfection or active chronic hepatitis B."

Gastroenterology 2004;126:1024-1029.

HCV Diversity May Increase with HAART in Coinfected Patients

By Megan Rauscher

NEW YORK (Reuters Health) Apr 20 - In patients coinfected with HIV and hepatitis C virus (HCV), suppression of HIV infection with highly active antiretroviral therapy (HAART) appears to result in increased immunologic selection pressure against HCV leading to increased diversity of HCV quasi species, according to a report in the April 15th issue of The Journal of Infectious Diseases.

In the AIDS Clinical Trials Group (ACTG) 383, a prospective study evaluating virologic trends among HIV-HCV-coinfected subjects initiating HAART, successful suppression of HIV and improvement in CD4 counts led to an increase in HCV replication (see Reuters Health report October 22, 2002).

"This was surprising and counterintuitive," Dr. Raymond T. Chung told Reuters Health, "and led us to ask the question: 'What happens to the nature of the HCV sequences with implementation of HAART?'"

"We need to be mindful that HCV RNA can actually increase in some patients who are treated with HAART," Dr. Chung from Massachusetts General Hospital in Boston said. "While we may be improving HIV disease with HAART, we may unwittingly be [contributing to] HCV-related liver disease."

In the team's current study, Dr. Chung and colleagues characterized over a 48-week period the diversity of HCV quasi species at several key genomic regions in 11 patients in ACTG 383 who were successfully treated with HAART.

"We saw evolution of variability in one of the key contact regions between the immune system and HCV called the hypervariable region," he said. "This region evolved on HAART far more than any neighboring genomic regions studied," he continued.

"Our observations demonstrate that reconstituted immune selection pressures are being applied on HCV with HAART, but clearly it is not enough to corral HCV and clear it or, in many cases, to even reduce it," Dr. Chung continued. "So there must be some compensatory means by which HCV expands its repertoire and its diversity may actually increase during HAART," he theorized.

Studies are planned to look at HCV responses in the setting of HAART. The results of these studies will be of "great interest," Dr. Chung said.

J Infect Dis 2004;189:1472-1481.

