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Infected Adults: A EuroSIDA Study 
Ulrik Bak Dragsted,  Amanda Mocroft,  Stefano Vella, et. al. for the EuroSIDA Study Group. The Journal of Infectious Diseases. 2004;190:148-155.


Background. Factors that determine the immunological response to highly active antiretroviral therapy (HAART) are poorly defined. 

Objective. Our aim was to investigate predictors of immunological failure after initial CD4+ response. 

Methods. Data were from EuroSIDA, a prospective, international, observational human immunodeficiency virus (HIV) type 1 cohort. 

Results. Of 2347 patients with an increase in CD4+ cell count [image: image6.png]
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12 months of the initiation of HAART, 550 (23%) subsequently experienced immunological failure (CD4+ count less than or equal to the pre-HAART value). The incidence of failure was 11.6 incidences/100 person-years of follow-up (95% confidence interval [CI], 10.2[image: image9.png]


13.4) during the first 12 months and decreased significantly over time (P < .0001). Independent predictors of immunological failure were pre-HAART CD4+ cell count (per 50% higher; relative hazard [RH], 2.05; 95% CI, 1.83[image: image10.png]


2.31; P < .0001), time-updated virus load (per 1 log10 higher; RH, 1.77; 95% CI, 1.64[image: image11.png]


1.92; P < .0001), and HIV-1 risk behavior (P = .047 for a global comparison of risk groups). 

Conclusion. The risk of immunological failure in patients with an immunological response to HAART diminishes with a longer time receiving treatment and is associated with pretreatment CD4+ cell count, ongoing viral replication, and intravenous drug use.

Higher Concentration of HIV RNA in Rectal Mucosa Secretions than in Blood and Seminal Plasma, among Men Who Have Sex with Men, Independent of Antiretroviral Therapy 
Richard A. Zuckerman,  William L. H. Whittington,  Connie L. Celum,  et.al. The Journal of Infectious Diseases. 2004;190:156-161.

High levels of human immunodeficiency virus (HIV) in rectal secretions and semen likely increase the risk of HIV transmission. HIV-infected men who have sex with men made 2[image: image12.png]


3 study visits, over 4 weeks, to assess rectal, seminal, and plasma levels of HIV RNA. Mixed-effects models estimated the effect of factors on HIV shedding. Twenty-seven (42%) of 64 men were receiving antiretroviral therapy (ART); regardless of ART use, median HIV RNA levels were higher in rectal secretions (4.96 log10 copies/mL) than in blood plasma (4.24 log10 copies/mL) or seminal plasma (3.55 log10 copies/mL; P < .05, each comparison). ART was associated with a 1.3-log10 reduction in rectal HIV RNA in a model without plasma HIV RNA; with and without plasma RNA in models, ART accounted for a >1-log10 decrease in seminal HIV RNA levels. Thus, controlling for plasma HIV RNA, ART had an independent effect on seminal, but not rectal, HIV levels.


Modeling the HIV Protease Inhibitor Adherence[image: image13.png]


Resistance Curve by Use of Empirically Derived Estimates 
David R. Bangsberg, Travis C. Porco,  C. Kagay,  Et.al. The Journal of Infectious Diseases. 2004;190:162-165

The standard view postulates a bell-shaped relationship between adherence to therapy and development of drug-resistant human immunodeficiency virus (HIV), with a resistance peak at a moderate level of adherence. This relationship has not been confirmed empirically. We statistically modeled the relationship between adherence and development of drug resistance, using empirically defined relationships of the rate of viral suppression and drug-resistance[image: image14.png]


mutation accumulation derived from patients receiving protease-inhibitor[image: image15.png]


based therapy. We found that the maximal rate of drug resistance occurs at 87% adherence and declines modestly at 100% adherence. Higher levels of viral suppression at 100% adherence (a marker of greater regimen potency) progressively reduce the overall population rate of drug resistance and shift the peak resistance rate to lower levels of adherence.


Hepatitis C and HIV Co-infection

C L S Leen. International Journal of STD & AIDS. Volume 15, Number 5, Page 289-295.

Abstract: HIV accelerates progression of hepatitis C virus (HCV)-related liver disease. There are conflicting data on the effect of HCV on the risk of HIV progression and CD4 response to highly active antiretroviral therapy (HAART). Long-term prospective cohort studies are clearly required to resolve these issues. The optimal management of the co-infected patient is also unclear. For the co-infected patient, the optimal HAART regimen for best immune CD4 recovery and least adverse reactions remains unclear. Unfortunately, current HCV treatment is associated with significant side effects and a considerable proportion of HIV co-infected patients are poor candidates for HCV treatment. Better and more effective treatment for HCV (preferably not based on interferon) is urgently required for this group of patients. Patients with good CD4 cell count and with HCV genotypes 2 and 3 are likely to have a reasonable response to treatment.

Response of HIV-infected Patients with Asymptomatic Syphilis to Intensive Intramuscular Therapy with Ceftriaxone or Procaine Penicillin

NH Smith; DM Musher; DB Huang; et. al. International Journal of STD & AIDS. Volume 15, Number 5, Page 328-332

Abstract: The objective of this prospective pilot study was to evaluate the response of HIV-infected patients with asymptomatic syphilis to one of two intensive antibiotic treatment regimens. Thirty-one HIV-infected patients with serum rapid plasma reagin titre ≥1:4 and no clinical findings of syphilis were randomized to receive daily intramuscular injections of ceftriaxone or procaine penicillin (plus oral probenecid) for 15 days; 24 returned for follow-up study. Seven of 10 (70%) procaine penicillin-treated patients and 10 of 14 (71%) ceftriaxone-treated patients had a ≥4-fold decline in RPR (P=0.94); two penicillin-treated and one ceftriaxone-treated patient relapsed. Two patients failed ceftriaxone therapy. Three penicillin-treated, and two ceftriaxone-treated patients were serofast. Serological responses were similar in those patients with and without asymptomatic neurosyphilis. There was no difference in the serologic response to daily treatment with ceftriaxone vs that with procaine penicillin plus probenecid; both treatments were associated with comparatively high rates of serological non-response and relapse.

Developing a Directly Administered Antiretroviral Therapy Intervention for HIV[image: image16.png]


Infected Drug Users: Implications for Program Replication 
Frederick L. Altice, Jo Anne Mezger, John Hodges, et. al.  Clinical Infectious Diseases. 2004;38:S376-S387

Directly administered antiretroviral therapy (DAART) is one approach to improving adherence to among human immunodeficiency virus (HIV)[image: image17.png]


infected drug users. We evaluated the essential features of a community-based DAART intervention in a randomized, controlled trial of DAART versus self-administered therapy. Of the initial 72 subjects, 78% were racial minorities, and 32% were women. Social and medical comorbidities among subjects included homelessness (35% of subjects), lack of interpersonal support (86%), major depression (57%), and alcoholism (36%). At baseline, the median CD4+ cell count was 403 cells/mL and the median HIV-1 RNA load was 146,333 copies/mL (log10 5.31 copies/mL). During the prior 6 months, 33% of subjects had missed a medical appointment, and 47% had visited an emergency department. Although most subjects (67%) preferred to take their own medications, 76% would accept DAART if it were made compulsory. A methadone clinic was the DAART venue acceptable to the fewest subjects (36%), and a mobile syringe-exchange program was acceptable to the most subjects (83%). Adherence was higher for supervised than for unsupervised medication administration (P < .0001), a finding that supports use of daily supervision of once-daily regimens. Moreover, DAART should incorporate enhanced elements such as convenience, flexibility, confidentiality, cues and reminders, responsive pharmacy and medical services, and specialized training for staff.


Modified Directly Observed Therapy for the Treatment of HIV[image: image18.png]


Seropositive Substance Users: Lessons Learned from a Pilot Study 
Grace E. Macalino, Jennifer A. Mitty, Lauri B. Bazerman,  et. Clinical Infectious Diseases. 2004;38:S393-S397

Highly active antiretroviral therapy (HAART) can dramatically decrease human immunodeficiency virus (HIV) load in plasma, increase CD4+ cell counts, and prolong life for HIV-seropositive persons. However, the need for optimal adherence has been recognized. We implemented a pilot community-based program of directly observed therapy (DOT) with HAART among persons with substance use disorders and a history of failure of HAART. A near-peer outreach worker initially delivered and observed once-daily HAART doses on up to 7 days per week. Many participants tapered the frequency of visits. Participants were assessed by a brief questionnaire and determination of their CD4+ cell count and plasma HIV load. Twenty-five HIV-seropositive persons were enrolled and followed-up for a mean of 6.6 months (standard deviation, 3.9 months). We found that once-daily dosing of HAART by DOT is feasible in this population; in addition to observation of the majority of doses, most participants achieved virus suppression and felt favorably about the intervention. Tapering the intensity of visits with maximum flexibility was necessary to enhance the acceptability of the program to participants.


Directly Observed Therapy for the Management of HIV[image: image19.png]


Infected Patients in a Methadone Program 
Brian Conway, Jennie Prasad, Robert Reynolds,  et. al. Clinical Infectious Diseases. 2004;38:S402-S408

The objective of this prospective, observational clinical study was to evaluate the safety and efficacy of once-daily and twice-daily directly observed therapy (DOT) in human immunodeficiency virus (HIV)[image: image20.png]


infected patients undergoing methadone treatment. Methadone and highly active antiretroviral therapy (HAART) were dispensed daily as DOT, with patients in the twice-daily HAART group self-administering the second dose. Clinical and laboratory end points were monitored, along with the impact of ongoing cocaine use. We studied 54 patients coinfected with HIV and hepatitis C virus. At baseline, the median virus load was 111,000 copies/mL, and the median CD4+ cell count was 165 cells/mm3. After a median of 24 months, 17 of 29 patients in the once-daily HAART group and 18 of 25 in the twice-daily HAART group had virus loads of <400 copies/mL, regardless of ongoing cocaine use. Thirty-two patients required methadone dose adjustment, which was managed without modification of HAART. Treatment-limiting hepatic toxicity was rare. A DOT program of coadministered methadone and HAART can be implemented with good results, even for patients who continue to use cocaine.

Directly Administered Antiretroviral Therapy in an Urban Methadone Maintenance Clinic: A Nonrandomized Comparative Study 
Gregory M. Lucas, Paul J. Weidle, Shannon Hader, and Richard D. Moore. Clinical Infectious Diseases. 2004;38:S409-S413


Methadone-maintenance treatment clinics are strategically appealing sites for provision of directly administered antiretroviral therapy (DAART) to human immunodeficiency virus type 1 (HIV-1)[image: image21.png]


infected injection drug users (IDUs). We initiated an ongoing DAART protocol at a university-associated methadone clinic in April 2001, which continues to enroll participants. Participants ingested antiretroviral medications under direct supervision on days they attended the clinic; evening doses and doses on "methadone take-home days" were self-administered. Comparison IDUs receiving either standard care or treatment-adherence support were randomly selected from the population of the HIV-1 clinic where DAART participants received their primary care for HIV-1 infection, with frequency matching by sex, prior antiretroviral exposure, and receipt of methadone therapy. In an intention-to-treat analysis, 79% of DAART participants achieved HIV-1 RNA levels of <400 copies/mL by month 6 of therapy, compared with 54% in the standard care group (P = .035) and 48% in the adherence support group (P = .008). The preliminary results of this study both suggest that DAART can be feasible and acceptable to patients in a methadone clinic setting and provide impetus for further study of this treatment strategy in randomized controlled trials.


Modeling the Impact of Modified Directly Observed Antiretroviral Therapy on HIV Suppression and Resistance, Disease Progression, and Death 
C. R. Kagay, T. C. Porco, C. A. Liechty, E. et. al. Clinical Infectious Diseases. 2004;38:S414-S420

A simulation model that used Markov assumptions with Monte Carlo uncertainty analysis was evaluated 1500 times at 10,000 iterations. Modified directly observed therapy (MDOT) for human immunodeficiency virus was assumed to improve adherence to therapy to 90% of prescribed doses. The impact of MDOT interventions on modeled biological and clinical outcomes was compared for populations with mean rates of adherence (i.e., the mean percentage of prescribed doses taken by each member of the population who had not discontinued therapy) of 40%, 50%, 60%, and 70%. MDOT reduced the risk of virological failure, development of opportunistic infections, and death, yet increased the risk of drug resistance, for each adherence distribution among persons with detectable plasma virus loads. Over 1500 trials, for a population with 50% adherence to therapy and a 12-month period, MDOT increased the median rate of virological suppression from 13.2% to 37.0% of patients, decreased the rate of opportunistic infection from 5.7% to 4.3% of patients, and decreased the death rate from 2.9% to 2.2% of patients. In the same population, however, MDOT increased the rate of new drug resistance mutations from 1.00 to 1.41 per person during the 12-month period. The impact of MDOT was smaller in populations with higher levels of adherence. MDOT interventions will likely improve clinical outcomes in populations with low levels of adherence but may not be effective at preventing drug resistance in treatment-experienced populations. MDOT may be more effective in preventing drug resistance with potent regimens in treatment-naive patients.


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.  

