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Psychiatric and Neurocognitive Disorders among HIV-Positive and Negative Veterans in Care: Veterans Aging Cohort Five-Site Study (VA Author)

Justice AC, McGinnis KA, Atkinson JH, Heaton RK, Young C, Sadek J, Madenwald T, Becker JT, Conigliaro J, Brown ST, Rimland D, Crystal S, Simberkoff M; Veterans Aging Cohort 5-Site Study Project Team. AIDS. 2004 Jan 1;18 Suppl 1:S49-59


Veterans Aging Cohort Study Center, VA Pittsburgh Healthcare System, and University of Pittsburgh Center for Research on Health Care, School of Medicine, Division of General Internal Medicine, Pennsylvania, USA.

BACKGROUND: The risk for psychiatric and neurocognitive disorders among middle-aged and older individuals with HIV infection has not been well characterized. METHODS: The Veterans Aging Cohort 5-Site Study enrolled 1803 patients (1047 HIV-positive) from VA infectious disease and general medicine clinics from September 2001 to June 2002. A convenience subset of 10 patients from each site (n = 50) was consented for formal neurocognitive and psychiatric (NCP) testing. Data from this subset were linked to the larger sample. RESULTS: Kappa scores for agreement beyond chance were fair for available measures when compared with formal NCP testing. Using available measures, depressive symptoms (PHQ-9 and provider reported), alcohol abuse or dependence (ICD-9 codes), and drug abuse or dependence (DAST-10) decreased with age in HIV-negative subjects (P trend <0.05) but did not among HIV-positive subjects (P > 0.05). HIV-positive subjects demonstrated higher prevalence of these conditions with increasing age when compared to HIV-negative subjects. Patient report of memory problems increased with age among both groups after excluding those reporting symptoms of depression (PHQ-9e > or = 10). CONCLUSION: Available measures were no substitute for formal NCP testing. Older HIV-positive veterans demonstrate greater prevalence of depressive symptoms, alcohol abuse or dependence, and drug abuse or dependence than age-matched, HIV-negative veterans. Both groups reported increased memory problems with advancing age. This preliminary work suggests a substantial prevalence of psychiatric and neurocognitive problems among middle-aged and older HIV-infected individuals.



The Epidemiology of Antiretroviral Drug Resistance among Drug-Naive HIV-1[image: image1.png]


Infected Persons in 10 US Cities  (VA Author)

Hillard S. Weinstock, Irum Zaidi, Walid Heneine, Diane Bennett, J. Gerardo Garcia-Lerma, John M. Douglas, Jr., Marlene LaLota, Gordon Dickinson, (Univeristy of Miami School of Medicine and the Miami Veterans Administration Medical Center, Miami, Florida), Sandra Schwarcz, Lucia Torian, Deborah Wendell,  Sindy Paul, Garald A. Goza, Juan Ruiz, Brian Boyett, and Jonathan E. Kaplan. The Journal of Infectious Diseases. 2004;189:000


Background. The prevalence and characteristics of persons with newly diagnosed human immunodeficiency virus (HIV) infections with or without evidence of mutations associated with drug resistance have not been well described. 

Methods. Drug-naive persons in whom HIV had been diagnosed during the previous 12 months and who did not have acquired immune deficiency syndrome were sequentially enrolled from 39 clinics and testing sites in 10 US cities during 1997[image: image2.png]


2001. Genotyping was conducted from HIV-amplification products, by automated sequencing. For specimens identified as having mutations previously associated with reduced antiretroviral-drug susceptibility, phenotypic testing was performed. 

Results. Of 1311 eligible participants, 1082 (83%) were enrolled and successfully tested; 8.3% had reverse transcriptase or major protease mutations associated with reduced antiretroviral-drug susceptibility. The prevalence of these mutations was 11.6% among men who had sex with men but was only 6.1% and 4.7% among women and heterosexual men, respectively. The prevalence was 5.4% and 7.9% among African American and Hispanic participants, respectively, and was 13.0% among whites. Among persons whose sexual partners reportedly took antiretroviral medications, the prevalence was 15.2%. 

Conclusions. Depending on the characteristics of the patients tested, HIV-genotype testing prior to the initiation of therapy would identify a substantial number of infected persons with mutations associated with reduced antiretroviral-drug susceptibility.

FDA List Serve - DESYREL (trazodone hydrochloride) and CYP3A4 Inhibitors -  Ketoconazole, Ritonavir, and Indinavir

Richard Klein, Office of Special Health Issues, Food and Drug Administration; Kimberly Struble, Division of Antiviral Drug Products, Food and Drug Administration

FDA and Bristol-Myers Squibb recently notified healthcare professionals of revisions to the CLINICAL PHARMACOLOGY and PRECAUTIONS sections of the product labeling for DESYREL (trazodone hydrochloride) Tablets, indicated for the treatment of depression. 

 

In vitro drug metabolism studies suggest that there is a potential for drug interactions when trazodone is given with the CYP3A4 inhibitors ketoconazole, ritonavir, and indinavir. 

 

It is likely that CYP3A4 inhibitors may lead to substantial increases in trazodone plasma concentrations with the potential for adverse effects. If trazodone is used with a potent CYP3A4 inhibitor, a lower dose of trazodone should be considered.  

 

The following label changes include modifications to the CLINICAL PHARMACOLOGY section:

 

Metabolism
In vitro studies in human liver microsomes show that trazodone is metabolized to an active metabolite, m-chlorophenylpiperazine (mCPP) by cytochrome P450 3A4 (CYP3A4). Other metabolic pathways that may be involved in metabolism of trazodone have not been well characterized.

 

Elimination
In some patients DESYREL may accumulate in the plasma.

 

Drug-Drug Interactions
See also PRECAUTIONS: Drug Interactions. In vitro drug metabolism studies reveal that trazodone is a substrate of the cytochrome P450 3A4 (CYP3A4) enzyme and trazodone metabolism can be inhibited by the CYP3A4 inhibitors ketoconazole, ritonavir, and indinavir. The effect of short-term administration of ritonavir (200 mg twice daily, 4 doses) on the pharmacokinetics of a single dose of trazodone (50 mg) has been studied in 10 healthy subjects. The Cmax of trazodone increased by 34%, the AUC increased 2.4-fold, the half-life increased by 2.2-fold, and the clearance decreased by 52%. Adverse effects including nausea, hypotension, and

syncope were observed when ritonavir and trazodone were coadministered.

 

Additionally, the Drug Interactions sub-section within the  PRECAUTIONS section has been updated with the following information:

 

In vitro drug metabolism studies suggest that there is a potential for drug interactions when trazodone is given with CYP3A4 inhibitors. Ritonavir, a potent CYP3A4 inhibitor, increased the Cmax, AUC, and elimination half-life, and decreased clearance of trazodone after administration of ritonavir twice daily for 2 days. Adverse effects including nausea, hypotension, and syncope were observed when ritonavir and trazodone were coadministered. It is likely that ketoconazole, indinavir, and other CYP3A4 inhibitors such as itraconazole or nefazodone may lead to substantial increases in trazodone plasma concentrations with the potential for adverse effects. If trazodone is used with a potent CYP3A4 inhibitor, a lower dose of trazodone should be considered.

 

You can access the entire Dear Healthcare Provider Letter at

http://www.fda.gov/medwatch/SAFETY/2004/Desyrel_DHCP.pdf
 

The complete product label is available at

http://www.fda.gov/medwatch/SAFETY/2004/Desyrel_PI.pdf
 

FDA List Serve - New Rule and Draft Guidance Issued for Human Cel l and Tissue Donor Screening

Richard Klein, HIV/AIDS Program Director, Office of Special Health Issues, Food and Drug Administration, May 20, 2004

FDA published on May 20, 2004 a new Final Rule on donor eligibility for human tissues and cells (Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products), and  draft guidance (Guidance for Industry Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products) related to donor screening and eligibility.  These documents include HIV, among a variety of conditions for which cell and  tissue donor screening would be required.  

The final rule establishes donor eligibility criteria for donors of human cells, tissues, and cellular and tissue-based products (HCT/Ps) to help prevent the transmission of communicable disease when these products are transplanted. This new rule is part of the Agency's plan to regulate tissues and related products with a comprehensive, risk-based approach. The requirements are comprehensive, yet adequately flexible, and they provide needed protections for patients without imposing unnecessary regulation. 

Along with the potential for great benefit, products derived from the human body such as HCT/Ps may pose risks of transmitting communicable diseases, especially if donors are not properly screened and tested. For this reason, this final rule requires that, before the use of most HCT/Ps, the cell or tissue donor must be found eligible, based on the results of screening for risk factors and testing for relevant communicable diseases. In most cases, a donor who tests positive for a particular disease or who possesses clinical signs or risk factors for such a disease would be considered ineligible, and cells and tissues from that donor would not ordinarily be used.

The new rule on donor eligibility expands the types of human-derived products that come under FDA regulation in an effort to prevent the transmission of diseases through transplantation.  Some 350,000 transplants were performed in 1990. Approximately one million are expected to be performed in 2004.  The rule pertains to donors of traditional tissues such as musculoskeletal, skin and eye tissues that have been required since 1993 to be screened and tested for HIV, Hepatitis B virus (HBV) and Hepatitis C virus (HCV). Under this new rule, however, reproductive tissue (semen, ova, and embryos), hematopoietic stem cells derived from cord blood and peripheral blood sources (circulating blood sources as opposed to bone marrow), cellular therapies and other innovative products are also regulated. 

In addition to including a broader range of tissues and cells, the new rule extends the scope of protection against additional communicable diseases that can be transmitted through transplanted tissues and cells. The new regulation adds requirements to screen for human transmissible spongiform encephalopathies, including Creutzfeldt-Jakob disease (CJD), and to screen and test for syphilis. Screening and testing for still other relevant communicable disease agents (human T-lymphotropic virus (HTLV) would be required for viable cells and tissue rich in leukocytes such as semen and hematopoietic stem cells. For reproductive tissues, Chlamydia trachomatis and Neisseria gonorrhoeae also pose potential risks and are included.

The new rule also provides a framework for identifying emerging diseases that may pose risks to recipients of transplanted HCT/Ps and for which appropriate screening measures or testing are available. Thus, this new regulation gives FDA the flexibility to rapidly address new disease threats as they appear, providing substantial new protections for patients receiving tissue transplants. Examples of such diseases include West Nile virus, Severe Acute Respiratory Syndrome (SARS) and sepsis. 

The behavioral risk factors that are used to screen donors are consistent with 1994 Centers for Disease Control and Prevention (CDC) guidelines for preventing transmission of HIV through organ and tissue transplantation and with the scientific literature as reviewed by CDC in 2000. Professional groups, such as the American Association of Tissue Banks, have adopted the recommendations contained in the CDC guidelines. 

The rule also contains requirements related to record-keeping, quarantine, storage and labeling of the HCT/Ps, all important to the prevention of disease transmission. 

Certain exceptions from the requirements for donor eligibility testing and screening exist. These tissues and cells include:

· autologous HCT/Ps (Cells or tissue removed from and transplanted back into the same person) and 

· reproductive cells or tissues from a sexually intimate partner. 

Other cells and tissues are subject to donor testing and screening, but may be used with appropriate communication, labeling and documentation of the relevant results even if the donor is determined to be ineligible. These are:

· reproductive cells or tissues from a directed donor, 

· those for use in first or second-degree blood relatives, and 

· those that meet a documented urgent medical need. 

The new framework does not include whole organs or minimally-manipulated bone marrow, which are regulated by the Health Resources and Services Administration (HRSA), another agency of the Department of Health and Human Services. It also does not cover blood products for transfusion or products derived from animals, which FDA regulates under the biologics license requirements and other applicable regulations.

The final rule becomes effective on May 25, 2005. 

The new Final Rule is accompanied by draft guidance that provides recommendations for complying with the requirements in the donor eligibility rule. Comments on the draft guidance will be accepted until August 23, 2004 (90 days from the publication date) for consideration in the final guidance. 

The Notice of Final Rule, and the draft guidance document are available on FDA's website:

Federal Register Notice       http://www.fda.gov/OHRMS/DOCKETS/98fr/97N-484S-nfr0001.pdf
Draft Guidance Document    http://www.fda.gov/cber/gdlns/tissdonor.pdf
In addition, a "Questions and Answers" document has been prepared to address basic points about the Donor Eligibility Final Rule and the Draft Guidance.


