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Frequent Hepatitis C Virus Superinfection in Injection Drug Users 

Belinda L. Herring, Kimberly Page-Shafer, Leslie H. Tobler, and Eric L. Delwart. The Journal of Infectious Diseases. 2004;190:1396-1403

The frequency of hepatitis C virus (HCV) superinfection with a divergent viral strain was determined in a cohort of recently infected young injection drug users (IDUs) with an HCV incidence rate of 25%. HCV was amplified, by use of polymerase chain reaction (PCR), from plasma samples collected from 25 HCV-infected individuals over an average period of 12 months, and their viral sequences were compared. Phylogenetic analysis identified 5 IDUs with superinfection (20%) occurring after seroconversion: 2 IDUs were superinfected with different HCV genotypes, and 3 were superinfected with divergent strains of the same genotype. The superinfecting strains were not detected as minority variants (<0.5%) in the initial plasma HCV quasi species. Extensive measures were taken to exclude PCR contamination and mix-up of samples, and superinfection results were concordant at 2 HCV genetic loci. HCV superinfection in IDUs, both intra- and intergenotype, is therefore a frequent event, with an incidence rate similar to that of de novo infections. These results suggest that no cross-protecting immunity develops during the first year of chronic infection with HCV.

Clearance of Hepatitis C Virus after Newly Acquired Infection in Injection Drug Users 

Marianne Jauncey, Joanne M. Micallef, Stuart Gilmour. The Journal of Infectious Diseases. 2004;190:1270-1274

A retrospective cohort of injection drug users with newly acquired hepatitis C virus (HCV) infection was established to examine viral clearance. Newly acquired HCV infection was defined by anti-HCV antibody seroconversion within a 2-year interval. Stored serum samples were tested for HCV RNA, with viral clearance defined as [image: image2.png]


2 consecutive negative HCV RNA test results after infection. Ninety-nine cases of HCV infection were identified; 57 had [image: image3.png]


2 HCV RNA test results after infection. Viral clearance occurred in 24 (42%) cases, with Kaplan-Meier estimated probabilities of 23%, 38%, and 40% at 6, 12, and 24 months, respectively.
Trichomoniasis in Men and HIV Infection: Data from 2 Outpatient Clinics at Lilongwe Central Hospital, Malawi 
Matthew A. Price, William C. Miller, S. Cornelia Kaydos-Daniels. The Journal of Infectious Diseases. 2004;190:1448-1455
Background. Little is known about the epidemiologic profile of trichomoniasis in men and its relationship to human immunodeficiency virus (HIV) infection. Among men presenting for care for symptomatic sexually transmitted infections (STIs) in Malawi, trichomoniasis is not considered for first-line treatment. 
Methods. We conducted a cross-sectional survey of 1187 men attending either a dermatology or STI outpatient clinic in the capital of Malawi. Men were interviewed, and the etiologies of the STIs were determined. 
Results. At the STI clinic (n = 756 men), we identified 150 men (20%) with Trichomonas vaginalis infection, 358 men (47%) with HIV infection, and 335 men (44%) with Neisseria gonorrhoeae infection. At the dermatology clinic (n = 431 men), we identified 54 (13%), 118 (27%), and 2 (0.5%) men, respectively. At both clinics, a lower education level and reporting never having used a condom were predictive of T. vaginalis infection. Only at the dermatology clinic was older age associated with infection, and only at the STI clinic were marital, genital ulcer disease, and HIV-infection status associated with T. vaginalis infection. At the STI clinic, urethral symptoms attributable to trichomoniasis were more severe among HIV-positive men than among HIV-negative men. 
Conclusions. Given its high prevalence and the increased risk for HIV transmission, T. vaginalis infection should be reconsidered for inclusion in the Malawi STI-treatment regimen for men.

CD4+ T Cell Depletion during all Stages of HIV Disease Occurs Predominantly in the Gastrointestinal Tract 

Jason M. Brenchley, Timothy W. Schacker, Laura E. Ruff, et. al. JEM Online (Journal of Experimental Medicine); published online 13 September 2004, Rockefeller University Press, Volume 200, Number 6, 749-759

The mechanisms underlying CD4+ T cell depletion in human immunodeficiency virus (HIV) infection are not well understood. Comparative studies of lymphoid tissues, where the vast majority of T cells reside, and peripheral blood can potentially illuminate the pathogenesis of HIV-associated disease. Here, we studied the effect of HIV infection on the activation and depletion of defined subsets of CD4+ and CD8+ T cells in the blood, gastrointestinal (GI) tract, and lymph node (LN). We also measured HIV-specific T cell frequencies in LNs and blood, and LN collagen deposition to define architectural changes associated with chronic inflammation. The major findings to emerge are the following: the GI tract has the most substantial CD4+ T cell depletion at all stages of HIV disease; this depletion occurs preferentially within CCR5+ CD4+ T cells; HIV-associated immune activation results in abnormal accumulation of effector-type T cells within LNs; HIV-specific T cells in LNs do not account for all effector T cells; and T cell activation in LNs is associated with abnormal collagen deposition. Taken together, these findings define the nature and extent of CD4+ T cell depletion in lymphoid tissue and point to mechanisms of profound depletion of specific T cell subsets related to elimination of CCR5+ CD4+ T cell targets and disruption of T cell homeostasis that accompanies chronic immune activation. 

Primary HIV-1 Infection Is Associated with Preferential Depletion of CD4+ T Lymphocytes from Effector Sites in the Gastrointestinal Tract 

Saurabh Mehandru, Michael A. Poles, Klara Tenner-Racz, et. al. JEM Online (Journal of Experimental Medicine); published online 13 September 2004, Rockefeller University Press, Volume 200, Number 6, 761-770

Given its population of CCR5-expressing, immunologically activated CD4+ T cells, the gastrointestinal (GI) mucosa is uniquely susceptible to human immunodeficiency virus (HIV)-1 infection. We undertook this study to assess whether a preferential depletion of mucosal CD4+ T cells would be observed in HIV-1–infected subjects during the primary infection period, to examine the anatomic subcompartment from which these cells are depleted, and to examine whether suppressive highly active antiretroviral therapy could result in complete immune reconstitution in the mucosal compartment. Our results demonstrate that a significant and preferential depletion of mucosal CD4+ T cells compared with peripheral blood CD4+ T cells is seen during primary HIV-1 infection. CD4+ T cell loss predominated in the effector subcompartment of the GI mucosa, in distinction to the inductive compartment, where HIV-1 RNA was present. Cross-sectional analysis of a cohort of primary HIV-1 infection subjects showed that although chronic suppression of HIV-1 permits near-complete immune recovery of the peripheral blood CD4+ T cell population, a significantly greater CD4+ T cell loss remains in the GI mucosa, despite up to 5 yr of fully suppressive therapy. Given the importance of the mucosal compartment in HIV-1 pathogenesis, further study to elucidate the significance of the changes observed here is critical. 
Genotypic Resistance in HIV-1[image: image4.png]


Infected Patients with Persistently Detectable Low-Level Viremia while Receiving Highly Active Antiretroviral Therapy 

Richard E. Nettles, Tara L. Kieffer, Rachel P. Simmons. Clinical Infectious Diseases. 2004;39:1030-1037
Background.  Technical limitations in the sensitivity of commercial genotyping methods may prevent clinicians from determining whether drug-resistant human immunodeficiency virus type 1 (HIV-1) is present in patients with low-level viremia. We performed ultrasensitive HIV-1 genotyping for patients with persistent plasma virus loads of 50[image: image5.png]


400 copies/mL to better define the prevalence of drug resistance and the most common resistance mutations during persistently detectable low-level viremia. 
Methods.  Genotyping of HIV-1 was performed with an ultrasensitive clonal genotyping method. 
Results.  We studied 21 patients who had persistent, detectable, low-level viremia for a median of 11 months. Nine (43%) of 21 patients had HIV-1 isolates with significant resistance mutations. The most common mutations were M184V, K65R, and M41L/T215Y. 
Conclusions.  The finding that clinically significant resistance mutations were present in some but not all patients with persistent viremia (range, 50[image: image6.png]


400 copies/mL) highlights the need to improve the sensitivity of current clinical assays for detection of drug resistance.

Ninety-Six[image: image7.png]


Week Efficacy of Combination Therapy with Lamivudine and Tenofovir in Patients Coinfected with HIV-1 and Wild-Type Hepatitis B Virus 

F. Bani-Sadr, P. Palmer, C. Scieux, and J. M. Molina. Clinical Infectious Diseases. 2004;39:1062-1064
We describe 6 patients who were coinfected with human immunodeficiency virus (HIV) type 1 and wild-type hepatitis B virus (HBV), in whom complete and sustained antiviral activity against wild-type HBV strains was attained during 96 weeks of combination therapy with lamivudine and tenofovir. The use of combination therapy with lamivudine and tenofovir for the treatment of HBV infection is very promising in the treatment of HIV/HBV coinfection.

Importance of Sex Partner HIV Status in HIV Risk Assessment Among Men Who Have Sex with Men

Journal of Acquired Immune Deficiency Syndromes (06.01.04) Vol. 36; No. 2: P. 734-742::Matthew R. Golden, Devon D. Brewer, Ann Kurth, et. al.

     Developing a system to identify persons most in need of HIV prevention services is a key step in implementing the sort of prevention approach - such as the Serostatus Approach to Fighting the HIV Epidemic (SAFE) - that CDC promotes, the authors wrote. While STD clinics are an important setting to identify persons in need of prevention interventions, clinical HIV risk assessments have not typically integrated questions about sex partners’ HIV status with questions about condom use and type of sex. 

     Researchers integrated more comprehensive questions about partner HIV status into routine sexual history taking at the Public Health-Seattle and King County STD Clinic to determine the extent to which men who have sex with men (MSM) seeking care might be placing themselves or others at risk for acquiring HIV. 

     Between Oct. 1, 2001 and March 31, 2003, clinicians evaluated 2,032 MSM at a total of 2,826 new problem visits. Of the 96 percent (1,953 men) self-reporting HIV status, 12 percent (234) stated they were HIV-positive; of those who denied knowing they were already HIV-positive, 91 percent (1,570) said they were HIV-negative; and 9 percent (149) had never been tested.

     Of the 217 HIV-positive MSM for whom data were complete, 43 percent (93) were classified as potential transmitters: 47 percent (42) reported unprotected anal intercourse (UAI) with partners of unknown serostatus but not HIV-negative partners; 22 percent (20) reported UAI with an HIV-negative person but not with persons of unknown serostatus; and 30 percent (27) who reported UAI with both HIV-negative and partners of unknown serostatus. 

     In bivariate analysis, being a potential HIV transmitter was associated with history of more than five sex partners in the preceding year, anonymous sex in the preceding year, amyl nitrate use, methamphetamine use, and ecstasy use. Potential transmitters and nontransmitters did not differ significantly by age, race, reason for clinic visit, anal sexual repertoire, or use of antiretroviral medications. In multivariate analysis, having more than five sex partners in the preceding year and history of methamphetamine use were independently associated with being a potential transmitter.

     Of the 1,580 men who denied knowing they were HIV-positive and for whom data were sufficient, 27 percent (433) were classified as potentially HIV-exposed and 73 percent (1,147) as unexposed in the preceding year. Multivariate analysis showed potential exposure was independently associated with having more than five sex partners in the preceding year, anonymous sex, bacterial STD diagnosis at time of clinic visit, and history of injection drug use (IDU).

     Among MSM for whom anal sexual practices and partner serostatus data were available, 58 percent (96) of the 167 HIV-positive MSM and 6 percent (85) of 1,365 HIV-negative MSM reported having UAI with an HIV-positive partner. Nineteen percent (31) of HIV-positive MSM and 42 percent (580) of HIV-negative MSM reported UAI with an HIV-negative partner. Thirty-two percent of HIV-positive MSM and 25 percent of HIV-negative MSM reported UAI with partners of unknown serostatus. 

     Confidential HIV testing was performed in 881 MSM not previously known to be HIV-positive; 4 percent (35) tested positive. Respectively, 9.6 percent and 1.7 percent of MSM potentially exposed or unexposed during the previous year tested HIV-positive. Bivariate analysis found testing HIV-positive was significantly associated with bacterial STD diagnosis at clinic visit, IDU, African-American race, and methamphetamine use. In multivariate analysis, testing HIV-positive was only associated with potential HIV-exposure. MSM who reported UAI with only HIV-negative partners and MSM denying any UAI had comparable risk of testing positive.

     UAI in the previous year was 80 percent sensitive for identifying men with HIV but only 45 percent specific - most men (56 percent) reported having UAI in the prior year - and had a positive predictive value (PPV) of 5.6 percent. UAI with an HIV-positive partner or partner of unknown status was 69 percent sensitive and 73 percent specific for previously undiagnosed HIV infection and had a PPV of 9.5 percent. “Integrating questions about anal sex partner HIV status and condom use identifies MSM at greatest risk for HIV acquisition and transmission. These risk criteria might be effectively used to triage MSM into more intensive preventive interventions,” the authors concluded.
HIV Transmission Risk Behavior Among Men and Women Living with HIV in 4 Cities in the United States

Journal of Acquired Immune Deficiency Syndromes (08.15.04) Vol. 36; No. 5: 1057-1066::Lance S. Weinhardt, Jeffrey A. Kelly, Michael J. Brondino, et.al. and the National Institute of Mental Health Healthy Living Project Team

     The authors interviewed 3,723 HIV-positive people in clinics and community-based agencies in Los Angeles, Milwaukee, New York City and San Francisco from June 2000-January 2002 about sexual and drug-use behaviors that confer risk for transmitting HIV. Of the participants, 1,918 were men who have sex with men (MSM), 978 were women and 827 were heterosexual men. The study sample was ethnically and geographically diverse, and most participants were sexually active.

     The researchers found less than one quarter of women and heterosexual men had 2 or more sexual partners, while 59 percent of MSM reported multiple partners. More than half of MSM and approximately two-thirds of women and heterosexual men did not report unprotected vaginal or anal intercourse with any recent sexual partners. “Among those who did engage in unprotected behavior, more than two thirds of unprotected acts occurred with HIV-positive partners,” the study said. “These findings are heartening because they indicate that most persons aware of their own HIV infection refrain from sexual activities likely to transmit the virus to others who are not infected.”

     The investigators found that most HIV-positive participants revealed their status to all partners of any HIV serostatus. However, the authors noted “approximately 19 percent of women, 15.6 percent of MSM and 13.1 percent of heterosexual men engaged in unprotected vaginal or anal intercourse with partners who were HIV-negative or whose serostatus was unknown.”

     Eighteen percent of 304 participants who injected drugs during the previous three months reported lending used injection equipment to others.

     “An estimated 30.4 new infections (79.7 percent as a result of sexual interactions with MSM) would be expected among the sex partners of study participants during the 3-month reporting period,” the researchers wrote. “The findings of this study underscore the need to integrate ongoing effective HIV risk reduction counseling better within medical and other care programs serving persons living with HIV infection,” the authors noted.

     “By integrating prevention with medical and social care services, it will be possible for persons with HIV infection to live longer and healthier lives and to avoid behaviors that could result in virus transmission to others and their own exposure to additional sexually transmitted infections and treatment-resistant strains of HIV,” the scientists concluded.

Medication Compliance: Rural Drinkers More Likely to Miss Doses of HIV Meds

AIDS Weekly (09.06.04)

     HIV patients in rural areas are less likely to adhere to treatment regimens if they are problem drinkers, according to a report by Tulane University researchers. About one in three HIV patients surveyed reported missing at least one dose of medicine in the prior week.

     The complicated dosing schedule of highly active antiretroviral therapy, together with its significant side effects, can make it difficult for people to adhere to treatment regimens, said lead author Hamish Mohammed, a graduate student at Tulane’s School of Public Health and Tropical Medicine. The researchers analyzed data from 273 patient interviews at eight rural Louisiana clinics. Mohammed said rural HIV patients “may face different barriers to taking proper care of themselves” than patients in cities: “Our analysis suggests that they could benefit from programs to address chronic alcohol drinking.”

     Using the CAGE index, the researchers defined “problem drinkers” as people who answered “yes” to two or more of the following questions: “In the past month did you ever feel (1) that you should cut down on your drinking? (2) people annoyed you by criticizing your drinking? (3) bad or guilty about your drinking? (4) have a drink first thing in the morning to steady your nerves or rid yourself of a hangover?”

     The researchers identified 12.8 percent of respondents as problem drinkers; 12.8 percent as binge drinkers; and 16.8 percent as illicit drug users. Almost half of respondents (49.8 percent) reported signs of depression. Problem drinking was the strongest predictor of at least one missed dose of medication.

     The full report, “Adherence to HAART Among HIV-Infected Persons in Rural Louisiana,” was published in AIDS Patient Care and STDs (2004;18(5):289-296).

