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New Dosing Regimens for INVIRASE and FORTOVASE (saquinavir)

FDA List Serve;  Richard Klein, Office of Special Health Issues Products, Food and Drug Administration; Kimberly Struble, Division  of Antiviral Drug Products, Food and Drug Administration; December 29, 2003

The FDA approved, on December 24, 2003, new dosing regimens for the two available formulations of saquinavir, INVIRASE and FORTOVASE. The newly approved dosing regimen for saquinavir (both INVIRASE and FORTOVASE) is 1000 mg  BID (two times a day) co-administered with ritonavir 100 mg bid.

For INVIRASE, the new, ritonavir boosted regimen replaces the previously approved regimen. As stated in the revised label, INVIRASE should never be used without ritonavir.

For FORTOVASE, the ritonavir boosted regimen allows a reduced pill burden and ease of administration compared to the previously approved regimen. Unboosted FORTOVASE, however remains a dosage option for patients who are unable to tolerate ritonavir.

The approval of the new dosing regimens were based on pharmacokinetic and safety data. Both boosted regimens of saquinavir provide plasma concentrations exceeding that of unboosted FORTOVASE.

Important changes in the INVIRASE and FORTOVASE labels include drug interaction information relevant to the co-administration of ritonavir.

The revised labeling will be available in the coming weeks through the index at http://www.fda.gov/cder/approval/index.htm
Hoffmann-LaRoche of Nutley, NJ  is the manufacturer of INVIRASE and FORTOVASE .

FDA Approval of New, 10 Minute Rapid HIV Test

FDA List Serve;  Richard Klein, Office of Special Health Issues Products, Food and Drug Administration; January 2, 2003

FDA approved, on December 23, 2003, the Uni-Gold Recombigen(TM) HIV rapid HIV test, a single use rapid test for the detection of antibodies to HIV-1 in plasma, serum and whole blood (venipuncture).  It is the first device to be FDA approved for use with all three sample types. Uni-Gold Recombigen HIV is intended for use in point of care settings as an aid in diagnosis of infection with HIV-1.

Use of Uni-Gold Recombigen HIV is restricted to clinical laboratory professionals in facilities having an adequate quality assurance program. The test is not approved to screen donors of blood, plasma, cells or tissues, or for home use. 

Uni-Gold Recombigen HIV provides results in 10 minutes.  It was approved by the FDA on the basis of clinical trial results demonstrating test sensitivity of 100% and specificity of over 99.7%.

Test subjects must receive the "Subject Information Leaflet" prior to specimen collection, and appropriate counseling when test results are provided. 

Positive test results require confirmation.  The test is suitable for use in appropriate multi-test algorithms designed for the statistical validation of rapid HIV test results. 

Product labeling will be available in the coming weeks at http://www.fda.gov/cber/products/testkits.htm
The Uni-Gold Recombigen HIV test is made by Trinity Biotech plc of Bray, Ireland, and distributed in the U.S. by Trinity Biotech USA, Jamestown, NY.

Using Point-of-Care Testing to Make Rapid HIV-1 Tests in Labor Really Rapid

AIDS (09.26.03) Vol. 17; No. 14: P.2121-2124::Mardge H. Cohen; Yolanda Olszewski; Bernard Branson; Michele Robey; Faridah Love; Denise J. Jamieson; Marc Bulterys; for the Mother Infant Rapid Intervention At Delivery Study

In November 2002, the Food and Drug Administration approved the OraQuick Rapid HIV-1 Antibody Test. Four Chicago hospitals (with the city's highest HIV-1 prevalence among childbearing women) rapidly tested 380 women at labor and delivery between January 2002 and July 2002. Three hospitals had obstetric staff perform rapid testing on whole-blood specimens at point of care, while the fourth hospital performed tests in the hospital laboratory.

All four hospitals are participants in the Mother Infant Rapid Intervention At Delivery Study. MIRIAD is a multisite study funded by CDC to: determine the feasibility of rapid HIV testing in obstetric units among women with undocumented HIV status; to provide timely therapy to reduce perinatal transmission; and to facilitate follow-up care for HIV-infected mothers and infants.

Hospital staff who performed the test in labor and delivery clipped timers to their clothing so they could continue other work during the 20 minutes it took for test results to develop. In the hospital where testing was done in the laboratory, nurses brought specimens to the laboratory and reported results to patients once they came back from the laboratory. 

The researchers found that the median turnaround time between testing and results at point-of-care hospitals was 45 minutes compared to more than 3.5 hours at the hospital where rapid tests were taken to the lab. "Point-of-care testing was feasible and accurate, permitting undiagnosed HIV-infected pregnant women to learn their HIV status quickly, and access intrapartum antiretroviral therapy to reduce vertical transmission," the authors concluded.

Stress Weakens the Body's Resistance; Study Finds Shy Men with AIDS Fare Badly

Newsday (12.30.03)::Washington Post

A recent study showed that shy men have much less resistance to HIV/AIDS than extroverted men and benefit far less from antiretroviral therapy. Researchers said the study is the first to demonstrate, through lab tests, a connection between introversion and the course of HIV/AIDS in patients.

The connection between emotional state and disease has been suspected from as early as the second century AD, but now researchers are discovering networks of biological systems that 

connect temperament with illness progression. Complex chemical signals flow from the brain to the body and back, often triggering short-term responses that can speed up heart rate, burn muscle and bone, and decrease long-term resistance to illness. Some changes make cells more vulnerable to viruses.

The new study found that HIV-infected men who were introverted, reserved and kept to themselves had nearly eight times more viral particles in their blood than outgoing men. 

After as many as 18 months on antiretroviral therapy, extroverted men's viral load fell 162-fold. Among shy men, the drop was only 20-fold, according to lead author Steve Cole at the AIDS 

Institute of the University of California-Los Angeles.  

"There is a link between psychological profile and poorer response to HIV, and maybe even a number of other viral diseases," said Dr. Anthony Fauci, director of the National 

Institute of Allergy and Infectious Diseases, who also cautioned that such links between the neurological and immune systems are extremely complex, and no single mechanism is likely to provide the whole answer.

Cole said a neurotransmitter, norepinephrine, that is involved in stress reactions, could be the link between social inhibition and worse prognosis with HIV/AIDS. "It's squirted out 

of one neuron and is received by another neuron," he said. "This happens with such intensity that norepinephrine spills into the blood. That changes how your heart works. If we infect a cell 

with this, the virus grows 10-fold faster." The next step, Cole said, would be to look at whether blocking norepinephrine affects the HIV/AIDS outcome. Common beta-blockers can stop the body's response to the neurotransmitter.

Another researcher, Stephen Douglas, at Children's Hospital of Philadelphia, has studied another neurotransmitter, Substance P, that seems to play a similar role linking depression to HIV 

infection. Although science is far from deciphering all the links between chemicals that establish feedback loops between the body and the brain, researchers at the intersection of neurology, 

immunology and endocrinology are working to chart all the pathways and signals.

Philip Gold, chief of clinical neuroendocrinology at the National Institute of Mental Health, said treating mental disorders could be a definite step toward slowing or even 

preventing physical disease.

The study, "Psychological Risk Factors for HIV Pathogenesis: Mediation by the Autonomic Nervous System," appeared in Biological Psychiatry (2003;54(12):1444-1456).

Increased Human Immunodeficiency Virus Loads in Active Methamphetamine Users Are Explained by Reduced Effectiveness of Antiretroviral Therapy

Journal of Infectious Diseases (12.15.03) Vol. 188: P.1820-1824::Ronald J. Ellis; Meredith E. Childers; Mariana Cherner; Deborah Lazzaretto; Scott Letendre; Igor Grant; and the HIV 

Neurobehavioral Research Center Group

Methamphetamine (METH) use and HIV infection frequently co-exist, perhaps because METH use is associated with high-risk behaviors. The current study evaluated potential interactions between METH use and HIV infection among current METH users, abstinent former users, and subjects with no history of METH use. The researchers measured viral load in cerebrospinal fluid as well as blood plasma to address the possibility that the effects of METH use on viral load are amplified in the central nervous system. The investigators grouped subjects according to current HAART use and analyzed their self-reported adherence to assess the potential effect of METH use on HAART efficacy.

Participants were 230 volunteers enrolled in various longitudinal studies at the HIV Neurobehavioral Center, University of California-San Diego between 1996 and 2002. The researchers classified subjects into three groups: METH+Tox-, 66 subjects who had previous METH dependence but had been free of METH dependence for at least 30 days at the time of evaluation, and who had negative urine toxicology results for METH; METH-Tox-, 76 study participants who were never METH dependent and who had negative urine toxicology results at the time of evaluation; and Tox+, active METH users with positive urine toxicology results at 

the time of evaluation.

"Tox+ subjects' plasma virus loads were significantly higher than Meth+Tox- and METH-Tox- subjects'; cerebrospinal fluid virus loads showed a similar but nonsignificant trend," the authors found. "Stratification by use of highly active antiretroviral therapy (HAART) revealed that virus loads were higher only in those Tox+ subjects who reported receiving HAART. In contrast, abstinent former METH abusers (METH+Tox-) receiving HAART effectively suppressed viral replication," the researchers wrote.

"Despite concerns that the complexities of HAART therapy make it impractical for persons with a history of drug abuse, our findings demonstrate that former METH users who maintain abstinence can effectively suppress HIV replication with potent ART. These data suggest that providers involved in the clinical care of HIV-infected persons who are METH users will need to make efforts to get their patients into substance abuse treatment programs to assist them in achieving stable abstinence. Once abstinence is achieved, the responses to ART by former METH-dependent persons are similar to those of non-substance abusing control subjects," the researchers concluded.     

Events Often Not AIDS-Related in Treated Patients

Reuters Health (12.19.03)::David Douglas

A recent study in the Journal of Acquired Immunodeficiency Syndromes states that severe and life-threatening events not related to HIV/AIDS are as important as AIDS as an underlying cause of illness and death in patients on highly active antiretroviral therapy. Dr. Ronald B. Reisler, lead investigator, said classic opportunistic infections associated with HIV/AIDS do not account for most of the causes of illness and death in patients on HAART.

Reisler, of the University of Maryland Medical Center, and colleagues examined data for close to 3,000 patients on HAART enrolled in five clinical trials over a five-year period. During 

follow-up, 675 patients experienced a severe life-threatening event, 336 had an AIDS-defining event, and 272 died.

The most common serious events were problems associated with the liver, which occurred in 148 patients. Cardiovascular events carried the highest risk of death.

The researchers found that overall, the risk of death from a first serious event was similar to the risk of death from an AIDS-defining event. A total of 117 patients had an AIDS event 

before death, and 153 had another type of serious event before death.

"Because we have achieved a high level of treatment success in our short-term antiviral... studies," Reisler said, "we need to begin addressing how best to assess what the long-term impact of these medications is in our patients. It is critical for both the medical community and the lay community to begin viewing HIV infection as a chronic illness much like diabetes, hypertension, 

or coronary artery disease."

The study, "Grade 4 Events Are as Important as AIDS Events in the Era of HAART" appeared in the Journal of Acquired Immune Deficiency Syndromes (2003;34(4):379-386).

Cardiopulmonary Hospitalizations During Influenza Season in Adults and Adolescents with Advanced HIV Infection

Journal of Acquired Immune Deficiency Syndromes (11.01.03) Vol. 34: P. 304-307::Kathleen M. Neuzil, MD, MPH; Christopher S. Coffey, PhD; Ed F. Mitchel, Jr., MS; Marie R. Griffin, MD, MPH

The authors conducted a retrospective cohort study of all persons ages 15-50 with AIDS or advanced HIV enrolled in the Tennessee Medicaid program from 1995 through 1999, representing 7,368 person-years of follow-up. The purpose of the study was to determine "the etiologic role of influenza in hospitalizations and deaths among persons infected with HIV since the introduction of highly active antiretroviral therapy (HAART)," according to the report.

The researchers defined the influenza season based on local virus surveillance, and they measured hospitalizations for acute cardiopulmonary causes and deaths from any cause throughout the year. Over the four-year period, cardiopulmonary hospitalization rates in HIV/AIDS patients declined by 53 percent and death rates declined by 77 percent.

Hospitalization attributed to influenza was 48 per 1,000 persons in 1995 and 5 per 1,000 persons per year from 1996-1999, after the introduction of HAART. "We could detect no effect of influenza on mortality;" the researchers wrote, "the estimated influenza-attributable rate was 0.5 deaths per 1,000 enrollees." The scientists noted that as the overall health of HIV patients improved, so did their study outcomes. Nevertheless, they noted, patients tended to experience 

higher hospitalization rates during influenza season.

The authors pointed out that a growing body of evidence supports the benefit of influenza vaccine for HIV patients. "Despite early reports of transient increases in viral load after influenza 

immunization, sustained adverse effects on HIV viral load or disease progression have not been demonstrated," they noted.

"In summary," the investigators concluded, "as compared with studies in the pre-HAART era, our current study demonstrates a more modest effect of influenza season on hospitalizations in a population of patients with HIV infection in the HAART era. Studies that better define the risk of influenza morbidity based on immunologic and virologic status of HIV-infected patients are needed to direct preventive efforts and vaccination policy."

Hepatitis B Rates on the Decline in the United States

Associated Press (12.31.03)::Daniel Yee

On Wednesday, federal officials said hepatitis B has declined in the United States during the last decade, reflecting the effects of vaccinating children. CDC said cases have dropped 67 percent overall from 1990 to 2002. The greatest decrease - 89 percent - was among newborns to 19-year-olds.

However, cases are still rising among adults, CDC said. Since 1999, hepatitis B has risen by 5 percent among males ages 20-39 and by 20 percent and 31 percent, respectively, for men and women age 40 or older.

"There have been overall declines - that is good," said Dr. Beth Bell, chief of the epidemiology branch of CDC's viral hepatitis division. "But the recent rise among adults is 

concerning and highlights the need to improve our ability to vaccinate adults at high risk."

High-risk adults include those with multiple sex partners, men who have sex with men and injection drug users. Hepatitis B is bloodborne or sexually transmitted. CDC noted that high-risk persons could be vaccinated during health-care visits.

Hepatitis B can - along with hepatitis C - cause both acute and chronic infection, which can lead to chronic liver disease, liver scarring and liver cancer. The report, "Incidence of Acute 

Hepatitis B - United States, 1990-2002," appears in Morbidity and Mortality Weekly Report (2004;52(51):1252-1254).

Attitudes Toward HIV Treatments Influence Unsafe Sexual and Injection Practices Among Injecting Drug Users

AIDS (09.05.03) Vol. 17: P.1953-1962::Waimar Tun; David D. Celentano; David Vlahov; Steffanie A. Strathdee

The current study assesses attitudes of injection drug users toward HIV infection, HIV treatments and HIV-related risk behaviors and their association with risky sexual and injection practices, and whether HAART has altered HIV risk perceptions.

The researchers administered a questionnaire to IDUs participating in a cohort study (AIDS Link to Intravenous Experiences - ALIVE) between December 2000 and July 2001 in Baltimore. The questionnaire accessed attitudes toward HIV treatment and risk behaviors including perceived HIV transmissibility through unprotected sex and needle sharing, safer sex and injection fatigue. Participants whose data were analyzed comprised 593 HIV-negative subjects and 338 HIV-positive subjects. The authors used logistic regression to examine the role of attitudinal factors on needle sharing and unsafe sex.

The investigators found that almost two-thirds of sexually active study participants had unprotected sex, and almost half of those injecting drugs shared needles. In HIV-positive IDUs, perception of reduced HIV transmissibility through unprotected sex was significantly associated with unprotected sex.

"One of the most striking findings of this study was the differential finding among HIV-seropositive and -seronegative participants in the association between beliefs about HIV 

transmissibility and unprotected sex," the authors noted. "The belief in reduced HIV transmissibility through unprotected sex was strongly associated with unprotected sex among HIV-seropositive individuals, but no association was observed among HIV-seronegative IDU[s]. This suggests that HAART may have critically influenced sexual behaviors among those living with HIV."

Safer injection fatigue was independently associated with needle sharing among HIV-positive IDUs. Among HIV-negative IDUs, only safer sex fatigue and safer injection fatigue were independently associated with unprotected sex and needle sharing.

"Among HIV-seropositive IDU[s], perceiving that HIV treatments reduce HIV transmission was significantly associated with unprotected sex. Risk reduction fatigue was strongly associated with unsafe sexual and injection behaviors among HIV-seronegative individuals," the authors wrote. "Given that HIV-infected individuals are living healthier and longer lives due to HIV treatments, interventions need to focus on educating high-risk populations of the need for continued safer sexual and injection practices regardless of effective HIV treatments. Additionally, issues of risk-reduction fatigue need to be initiated by clinicians who provide care to HIV-infected individuals."

Changes in HIV-Related Preventive Behavior in the US Population: Data from National Surveys, 1987-2002

Journal of Acquired Immune Deficiency Syndromes (10.01.03) Vol. 34: P. 195-202::John E. Anderson, PhD; John Santelli, MD, MPH; Constance Mugalla, PhD

The current study estimates 1987-2002 trends in HIV preventive behaviors including condom use, condom use in conjunction with other contraceptives, and HIV testing. The 

researchers used data from the National Health Interview Survey, the National Survey of Family Growth, the Youth Risk Behavior Survey, the General Social Survey, and the Pregnancy Risk 

Assessment Monitoring System.

Analysis of survey data found that condom use increased for adolescents from 1991-2001. The data showed no evidence of increased condom use for adults after the mid-1990s.

"Our review of the most recent survey data suggests, then, that after a long period in which condom use was increasing, this increase may have slowed or stopped," the authors wrote. "At the same time there remains a residual group of at-risk persons who are not practicing safe sex behavior. A high percentage, perhaps the majority, of adults whose sexual or drug use behavior places them at increased risk for transmitting or acquiring HIV were not using condoms with their regular partners."

The report found a small but increasing percentage of adolescents and adults, mainly those at high risk for pregnancy and STDs, reporting using condoms in conjunction with other birth control. By 2001, the study said, a high percentage of US adults reported having been tested for HIV at least once, with reproductive-age women and pregnant women tested at a greater 

rate than others. However, 1 in 4 pregnant women had never been tested for HIV.

"This review indicates that even after considerable increase in preventive behaviors, it is still possible to identify a relatively large segment of the population that is at risk for transmitting or acquiring HIV," the investigators wrote. "Prevention programs serving high-risk populations need to work toward increasing safe sex practices with main partners and HIV testing among the never-tested, particularly reproductive-age women."

Steady Partners Keep HIV Patients Healthy

Reuters Health (01.05.04)::Alison McCook

New research reports that for people with HIV, a steady partner seems to slow the progression to AIDS and death. Among people taking HIV medication, those in a stable relationship were more than 20 percent less likely to develop AIDS, and more than 40 percent less likely to die over a multiyear period than those without a steady partner, researchers reported. Those with stable partners were also more likely to show an increase in CD4 cells. Dr. Heiner C. Bucher, one of the study's authors, noted that a steady partner might help HIV patients keep track of complicated treatment regimens and help them ward off depression, which has been shown to affect prognosis of patients with other conditions.

The study followed 3,736 HIV-positive Swiss patients on HAART regimens, half of them for more than 3.5 years. Bucher and colleagues interviewed the patients every six months and asked if they had been having sex with a steady partner. They noted when a participant developed AIDS or died. Half the study participants were at least 36 years old, and 29 percent were women. All had begun HIV treatment before 2002.

Roughly 80 percent of the participants reported having been in a steady relationship at least once during the study. People who were sicker at the beginning of the study seemed no more 

likely to end their relationships than others, suggesting that a more serious condition is not more likely to cause a split.

Bucher recommended that doctors caring for HIV-positive patients ask if they are in a steady relationship and if not, if they are depressed and can handle their complicated treatment 

regimen. He said single HIV patients could reap the benefits of having a steady partner if they surround themselves with people they can trust and inform about how they need to manage their 

disease.

The report, "A Stable Partner Slows Progression of HIV," appeared in the British Medical Journal (2004;328:15;doi,10.1136/bmj.328.7430.15).

