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Treating HIV and Opiate Dependence in Methadone Maintenance Treatment Programs
Current HIV Topic written by Kenneth A. Harris, Jr., MD, Clinic Director, Division of Substance Abuse, Albert Einstein College of Medicine; Clinic Medical Director, Division of Substance Abuse, Albert Einstein College of Medicine; Clinical Instructor, Albert Einstein College of Medicine. Article located on HIVinfosource at the Center for AIDS Research, NYU School of Medicine

Michael Rigsby, Director, HIV and Hepatitis C Program Office, VA, provided these comments about the article:

“Many veterans living with chronic HIV or hepatitis infection also struggle with problems related to substance abuse.  For many of these, methadone maintenace therapy allows them to live stable and productive lives and to deal more effectively with other health issues.  This excellent article by Dr. Keneth Harris reviews many important aspects of treating opiate addicted patients who have HIV and other chronic medical conditions. Highly recommended reading!”

Treatment for Adult HIV Infection 
2004 Recommendations of the International AIDS Society-USA Panel (VA Authors)

Patrick G. Yeni; Scott M. Hammer; Martin S. Hirsch; Michael S. Saag; Mauro Schechter; Charles C. J. Carpenter; Margaret A. Fischl; Jose M. Gatell; Brian G. Gazzard, MA; Donna M. Jacobsen; David A. Katzenstein; Julio S. G. Montaner; Douglas D. Richman; Robert T. Schooley; Melanie A. Thompson; Stefano Vella; Paul A. Volberding. JAMA. 2004;292:251-265

Context  Substantial changes in the field of human immunodeficiency virus (HIV) treatment have occurred in the last 2 years, prompting revision of the guidelines for antiretroviral management of adults with established HIV infection. 

Objective  To update recommendations for physicians who provide HIV care regarding when to start antiretroviral therapy, what drugs to start with, when to change drug regimens, and what drug regimens to switch to after therapy fails. 

Data Sources  Evidence was identified and reviewed by a 16-member noncompensated panel of physicians with expertise in HIV-related basic science and clinical research, antiretroviral therapy, and HIV patient care. The panel was designed to have broad US and international representation for areas with adequate access to antiretroviral management. 

Study Selection  Evidence considered included published basic science, clinical research, and epidemiological data (identified by experts in the field or extracted through MEDLINE searches using terms relevant to antiretroviral therapy) and abstracts from HIV-oriented scientific conferences between July 2002 and May 2004. 

Data Extraction  Data were reviewed to identify any information that might change previous guidelines. Based on panel discussion, guidelines were drafted by a writing committee and discussed by the panel until consensus was reached. 

Data Synthesis  Four antiretroviral drugs recently have been made available and have broadened the options for initial and subsequent regimens. New data allow more definitive recommendations for specific drugs or regimens to include or avoid, particularly with regard to initial therapy. 

Recommendations are rated according to 7 evidence categories, ranging from I (data from prospective randomized clinical trials) to VII (expert opinion of the panel). 

Conclusion  Further insights into the roles of drug toxic effects, drug resistance, and pharmacological interactions have resulted in additional guidance for strategic approaches to antiretroviral management. 

Incidence of  and Risk Factors for Adverse Drug Reactions in  a  Prospective Cohort of HIV-Infected Adults Initiating Protease Inhibitor[image: image1.png]


Containing Therapy 
Xavier Duval, Valérie Journot, Catherine Leport,  at. al. and the Antiprotease Cohort (APROCO) Study Group.  Clinical Infectious Diseases. 2004;39:248-255

Risk factors associated with the occurrence of protease inhibitor (PI)[image: image2.png]


related severe and serious adverse drug reactions (SADRs) were analyzed in a prospective cohort of 1155 patients who initiated PI-containing therapy. During a total follow-up of 2037 patient-years, 169 SADRs were reported, yielding a rate of 8 incidents per 100 patient-years (95% confidence interval [CI], 6.8[image: image3.png]


8.6). The most frequent SADRs were elevated transaminase levels (in 49 events); renal colic (27); abnormal hematological findings (23); and metabolic (18), neuromuscular (7), pancreatic (6), cutaneous (6), cardiovascular (5), and psychiatric disorders (5). Among baseline characteristics, plasma human immunodeficiency virus RNA levels of [image: image4.png]


5 log10 copies/mL (hazard ratio [HR], 1.5; 95% CI, 1.1[image: image5.png]


2.2), elevated aspartate aminotransferase levels (HR, 1.1 for each 20 IU of elevation; 95% CI, 1.1[image: image6.png]


1.2), creatinine clearance levels of <70 mL/min (HR, 2.1; 95% CI, 1.2[image: image7.png]


3.7), test results positive for hepatitis C virus antibodies or hepatitis B surface antigenemia (HR, 2.6; 95% CI, 1.8[image: image8.png]


3.7), and receipt of indinavir (HR, 1.7; 95% CI, 1.2[image: image9.png]


2.4) were independently predictive of a SADR. SADRs were frequent in the first 4 months after initiation of highly active antiretroviral therapy but continued to occur after that time period.


Clinical Outcomes and Disease Progression among Patients Coinfected with HIV and Human T Lymphotropic Virus Types 1 and 2 
Mark A. Beilke, Katherine P. Theall, Megan O'Brien, et.al.  Clinical Infectious Diseases. 2004;39:256-263

The goal of this study was to investigate clinical outcomes and survival probabilities among persons coinfected with human immunodeficiency virus (HIV) and human T lymphotropic viruses types 1 and 2 (HTLV-I/II). A nonconcurrent cohort study of 1033 HIV-infected individuals was also conducted. Sixty-two patients were coinfected with HTLV-I, and 141 patients were coinfected with HTLV-II. HTLV-I/II coinfection was highly associated with African-American race/ethnicity, age of >36 years, higher CD4+ T cell count at baseline and over time, and history of injection drug use. Coinfected patients were more likely to have neurologic complications, thrombocytopenia, respiratory and urinary tract infections, and hepatitis C. Despite having higher CD4+ T cell counts over time, there was no difference in the incidence of opportunistic infections. Progression to both acquired immunodeficiency syndrome (AIDS; adjusted hazard ratio [aHR], 0.50; 95% confidence interval [CI], 0.25[image: image10.png]


0.98) and death (aHR, 0.57, 95% CI, 0.37[image: image11.png]


0.89) were slower among HTLV-II[image: image12.png]


coinfected patients, compared with time-entry[image: image13.png]


 and CD4+ T cell count[image: image14.png]


matched control subjects. In conclusion, HIV[image: image15.png]


HTLV-I/II coinfection may result in improved survival and delayed progression to AIDS, but this happens at the expense of an increased frequency of other of clinical complications.

Efficacy and Safety of Emtricitabine vs Stavudine in Combination Therapy in Antiretroviral-Naive Patients: A Randomized Trial
Michael S. Saag, MD; Pedro Cahn, MD; François Raffi, MD; et. al. for the FTC-301A Study Team. JAMA. 2004;292:180-189. 

Context  Emtricitabine is a new, once-daily nucleoside reverse transcriptase inhibitor (NRTI) with potent activity against human immunodeficiency virus (HIV). 
Objective  To assess the efficacy and safety of emtricitabine as compared with stavudine when used with a background regimen of didanosine and efavirenz. 
Design, Setting, and Patients  Randomized, double-blind, double-dummy study conducted at 101 research clinics in North America, Latin America, and Europe. The first patient was enrolled on August 21, 2000; no investigator or patient was unblinded until the last patient randomized completed the week 48 visit on October 24, 2002. Analyses were based on data collected in a double-blind setting with a median follow-up of 60 weeks. Patients were 571 antiretroviral-naive, HIV-1–infected adults aged 18 years or older with viral load levels greater than or equal to 5000 copies/mL. 
Interventions  Receipt of either 200 mg of emtricitabine once daily (plus stavudine placebo twice daily) (n = 286) or stavudine at standard doses twice daily (plus emtricitabine placebo once daily) (n = 285) plus open-label didanosine and efavirenz, once daily. 
Main Outcome Measure  Persistent virological response, defined as achieving and maintaining viral load at or below the limit of assay quantification ([image: image16.png]


400 or 50 copies/mL). 
Results  At the interim analysis on June 14, 2002, when the last patient randomized completed 24 weeks of double-blind treatment (median follow-up time of 42 weeks), patients in the emtricitabine group had a higher probability of a persistent virological response [image: image17.png]


50 copies/mL vs the stavudine group (85% vs 76%, P = .005). This was associated with a higher mean CD4 cell count change from baseline for the emtricitabine group (156 cells/µL vs 119 cells/µL, P = .01 [of note, there was no statistical difference at 48 weeks {P = .15}, although a sensitivity analysis, using an intent-to-treat population with the last CD4 cell count observation carried forward to week 48 showed a difference {P = .02}]). The independent data and safety monitoring board recommended offering open-label emtricitabine based on the interim analysis. The probability of persistent virological response [image: image18.png]


50 copies/mL through week 60 was 76% for the emtricitabine group vs 54% for the stavudine group (P<.001). The probability of virological failure through week 60 was 4% in the emtricitabine group and 12% in the stavudine group (P<.001). Patients in the stavudine group had a greater probability of an adverse event that led to study drug discontinuation through week 60 than did those in the emtricitabine group (15% vs 7%, P = .005). 
Conclusion  Once-daily emtricitabine appeared to demonstrate greater virological efficacy, durability of response, and tolerability compared with twice-daily stavudine when used with once-daily didanosine and efavirenz.

Highly Active Antiretroviral Therapy and Sexual Risk Behavior: A Meta-analytic Review 
Nicole Crepaz; Trevor A. Hart; Gary Marks. JAMA. 2004;292:224-236. 

Context  Evidence suggests that since highly active antiretroviral therapy (HAART) became available, the prevalence of unprotected sex and the incidence of sexually transmitted infections (STIs) have increased. 
Objective  To conduct 3 meta-analyses to determine whether (1) being treated with HAART, (2) having an undetectable viral load, or (3) holding specific beliefs about HAART and viral load are associated with increased likelihood of engaging in unprotected sex. 
Data Sources  A comprehensive search included electronic bibliographic databases, including AIDSLINE, MEDLINE, PubMed, CINHAL, PsycInfo, ERIC, EMBASE, and Sociofile, from January 1996 to August 2003, conference proceedings, hand searches of journals, reference lists of articles, and contacts with researchers. 
Study Selection  Twenty-five English-language studies (some contributing >1 finding) met the selection criteria and examined the association of unprotected sexual intercourse or STIs with receiving HAART (21 findings), having an undetectable viral load (13 findings), or beliefs about HAART and viral load (18 findings). 
Data Extraction  Reports were screened and information from eligible studies was abstracted independently by pairs of reviewers using a standardized spreadsheet. 
Data Synthesis  Random-effects models were used to aggregate data. The prevalence of unprotected sex was not higher among persons with the human immunodeficiency virus (HIV) receiving HAART (prevalence range, 9%-56%; median, 33%) vs those not receiving HAART (range, 11%-77%; median, 44%; odds ratio [OR], 0.92; 95% confidence interval [CI], 0.65-1.31) or among HIV-positive persons with an undetectable viral load (range, 10%-68%; median, 39%) vs those with a detectable viral load (range, 14%-70%; median, 42%; OR, 0.99; 95% CI, 0.82-1.21). The prevalence of unprotected sex was elevated (OR, 1.82; 95% CI, 1.52-2.17) in HIV-positive, HIV-negative, and unknown serostatus persons who believed that receiving HAART or having an undetectable viral load protects against transmitting HIV or who had reduced concerns about engaging in unsafe sex given the availability of HAART (range, 17%-81% [median, 49%] vs 9%-68% [median, 38%] for counterparts). 
Conclusions  In the studies reviewed, HIV-positive patients receiving HAART did not exhibit increased sexual risk behavior, even when therapy achieved an undetectable viral load. However, people's beliefs about HAART and viral load may promote unprotected sex and may be amenable to change through prevention messages. 


HIV Infection, Hepatitis C Infection, and HAART: Hard Clinical Choices 
Shyam Kottilil, MD, PhD; Michael A. Polis, MD, MPH; Joseph A. Kovacs, MD. JAMA. 2004;292:243-250.

Abnormalities in hepatic function have become one of the most common complications occurring among human immunodeficiency virus (HIV)–infected individuals receiving highly active antiretroviral therapy (HAART), and liver disease has become an increasingly important cause of morbidity and mortality in HIV-infected patients. We present a case of a patient with HIV infection and hepatotoxicity that exemplifies the complications currently observed during the treatment of such patients. Hepatotoxicity can be a result of several factors, including a direct effect of HAART, substance abuse, and coinfection with either hepatitis C virus (HCV) or hepatitis B virus. Imaging studies may be helpful in determining the etiology; however, a liver biopsy is often necessary to be able to more accurately determine the relative contributions of different processes. Although coinfection with HCV and HIV has become a common clinical problem, optimal treatment of such patients remains to be defined and must be individualized to maximize benefit and tolerance. 

HIV/AIDS: HIV-Risk-Reduction Intervention Increases Safe-Sex Behavior

Women's Health Weekly (05.27.04)

     Scientists at Syracuse University investigated the "efficacy of a 10-session, HIV-risk-reduction intervention with 221 women and 187 men receiving outpatient psychiatric care for a mental illness." "Patients were randomly assigned to the HIV intervention, a structurally equivalent substance use reduction (SUR) intervention, or standard care; they were assessed pre- and post-intervention and at 3- and 6-month follow-ups," wrote M.P. Carey and colleagues.

     "Patients receiving the HIV-risk-reduction intervention reported less unprotected sex, fewer casual sex partners, fewer new sexually transmitted infections, more safer sex communications, improved HIV knowledge, more positive condom attitudes, stronger condom use intentions, and improved behavioral skills relative to patients in the SUR and control conditions,"

the investigators reported.

     "Patients receiving the SUR intervention reported fewer total and casual sex partners compared with control patients. Exploratory analyses suggested that female patients and patients diagnosed with a major depressive disorder were more likely to benefit from the HIV-risk-reduction intervention," the researchers concluded.

     The report, "Reducing HIV-Risk Behavior Among Adults Receiving Outpatient Psychiatric Treatment: Results from a Randomized Controlled Trial," appeared in the Journal of Consulting and Clinical Psychology (2004;72(2):252-268).

Antibiotic-Resistant Syphilis Spreading

Associated Press (07.07.04)::Linda A. Johnson

     At least 10 percent of syphilis samples from STD clinics in four cities in the United States and Ireland were resistant to azithromycin, according to a study published today. "That suggests that this mutation is pretty widely distributed geographically," said Sheila A. Lukehart, University of Washington-Seattle research professor of infectious diseases. 

     Among 114 samples from Seattle, San Francisco, Baltimore and Dublin, Ireland, 28 percent were azithromycin-resistant - but that figure includes resistant strains among 88 percent of Dublin samples. Drug-resistant San Francisco samples jumped from 4 percent in 1999-2002 to 37 percent in 2003, largely among gay or bisexual men with multiple partners. 

     CDC is formulating a plan to test for resistant syphilis strains in some areas, said Dr. John Douglas, director of the agency's division of STD prevention.

     Doctors have been giving azithromycin to treat some syphilis patients since the 1990s because the antibiotic was highly effective and easy to use.

Four pills taken at once were usually effective. Azithromycin was also an alternative to penicillin, which must be given in two painful injections in the buttocks.

     Patients treated with azithromycin must have follow-up tests to be sure they are cured, said experts who recommend switching to penicillin or other antibiotics for syphilis if azithromycin does not work. However, some of these antibiotics must be taken for two weeks and can cause nausea or other

side effects, which could cause treatment adherence problems or failure.   

     After declines through the 1990s, syphilis cases climbed 19 percent from 2000 to 2003, which CDC attributed to a 12-fold increase among gay and bisexual men, many of whom are coinfected with HIV.

     The full report, "Macrolide Resistance in Treponema pallidum in the United States and Ireland," is published in today's New England Journal of Medicine (2004;351(2):154-158).

