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FDA Approves First Oral Fluid Based Rapid HIV Test Kit

FDA News, P04-36, March 26, 2004

http://www.fda.gov/bbs/topics/news/2004/NEW01042.html
FDA today approved the use of oral fluid samples with a rapid HIV diagnostic test kit that provides screening results with over 99 percent accuracy in as little as 20 minutes. Until now, all rapid HIV tests required the use of blood in order to get such rapid results. 

The original version of this rapid test -- the OraQuick Rapid HIV-1/2 Antibody Test, manufactured by OraSure Technologies, Inc., Bethlehem , Pa. -- was approved November 7, 2002 for detection of antibody to HIV-1 in blood. On March 19, 2004 , FDA approved the test for detection of HIV-2 (a variant of HIV that is prevalent in parts of Africa but rarely found in the United States ) in blood. Today's approval represents another significant new use for the test. As when used on blood, this test can quickly and reliably detect antibodies to HIV-1 and can be stored at room temperature and requires no specialized equipment. 

"Before the approval of this rapid test in November, 2002, many people being tested for HIV in public clinics did not return for the results of standard tests," said HHS Secretary Tommy G. Thompson. "Where the rapid test is available, those tested get their results within minutes. This oral test provides another important option for people who might be afraid of a blood test. It will improve care for these people and improve the public health as well."

To perform the test, the person being tested for HIV-1 takes the device, which has an exposed absorbent pad at one end, and places the pad above the teeth and against the outer gum. The person then gently swabs completely around the outer gums, both upper and lower, one time around. The tester then takes the device and inserts it into a vial containing a solution. In as little as 20 minutes, the test device will indicate if HIV-1 antibodies are present in the solution by displaying two reddish-purple lines in a small window on the device. 

Although the results of rapid screenings will be reported in point-of-care settings, as with all screening tests for HIV, if the OraQuick test gives a reactive test result, that result must be confirmed with an additional more specific test. The OraQuick test has not been approved to screen blood donors. Although the test is approved to detect antibodies to HIV-1 and -2 when used on blood, today's approval of the test for use on oral fluid is limited to detection of antibodies to HIV-1. 

The OraQuick Rapid HIV-1/2 Antibody test for use on blood was categorized as a waived test under CLIA (Clinical Laboratory Improvements Amendments of 1988) in January, 2003. A waived test system can be given in facilities with any CLIA certificate, rather than only in facilities certified for higher complexity tests. As such, a test categorized as a waived test can be used in many more health care settings by many different health providers. 

All new test systems are categorized as high complexity systems until they are submitted for categorization under CLIA. 

"I strongly urge the OraSure company to apply for a CLIA waiver for this test using oral fluid samples as well," said Acting FDA Commissioner Lester M. Crawford, D.V.M., Ph.D. "If the FDA finds that the company's data proves that the OraQuick test used with oral fluids is both easy and safe to use in the waived lab setting - as it is with used with blood - then more people will likely be tested for HIV infection. In addition, any risk to healthcare workers of performing the test will be greatly reduced since they will not be exposed to blood." 

The Centers for Disease Control and Prevention (CDC) has estimated that one fourth of the approximately 900,000 HIV-infected people in the U.S. are not aware that they are infected. Because of the potential public health benefits of rapid HIV testing, the CDC and the Centers for Medicare and Medicaid Services (CMS) have worked with state and other health officials to make the test widely available and to offer technical assistance and training for its use. 

Three Issues Related to Rapid Testing for HIV

FDA List Serv, Richard Klein, HIV/AIDS Program Director, Office of Special Health Issues, Food and Drug Administration, March 26, 2004

1. FDA APPROVES FIRST ORAL FLUID BASED RAPID HIV TEST KIT - OraQuick Rapid HIV-1 Antibody Test

FDA today (March 26, 2004) approved the use of oral fluid samples with a rapid HIV diagnostic test kit that correctly identified 99.3 of specimens from infected people (sensitivity) and 99.8% of specimens from uninfected people (specificity) in limited studies provided by the manufacturer in support of this approval.  The test provides the result in approximately 20 minutes. 

In addition to simplifying the testing process, precluding the need for a blood sample, use of the oral collection component reduces risk to healthcare workers performing the test by reducing exposure to blood and sharps.

  

The original version of this rapid test – the OraQuick Rapid HIV-1 Antibody Test, manufactured by OraSure Technologies, Inc., Bethlehem, PA - was approved November 7, 2002 for detection of antibody to HIV-1 in blood. 

The test can quickly and reliably detect antibodies to HIV-1, can be stored at room temperature and requires no specialized equipment. 

The device has an exposed absorbent pad at one end which is gently swabbed around the mouth between the teeth and the outer gums. It is then inserted into a vial containing a solution. In as little as 20 minutes, the test device will indicate whether HIV-1 antibodies are present in the solution by displaying either one bar (the control indicator, showing a negative HIV response) or two bars (the control plus reactive test indicator) in a small window on the device.  Two bars indicate a presumptive positive result, requiring a Western Blot test to confirm HIV infection.

The rapid test is not approved or intended for home use and has not been approved to screen blood donors. 

All new test systems are categorized under CLIA (Clinical Laboratory Improvements Amendments of 1988) as high complexity systems until they are submitted for categorization under CLIA. The product sponsor may apply for a waiver for this test.  Without a CLIA waiver, tests can only be administered in CLIA-approved labs by CLIA-certified laboratory technicians or medical staff.  CLIA waiver allows the test to be used in many more health care settings.

The OraQuick Rapid HIV-1 antibody test was granted a CLIA waiver in January, 2003 for use with whole blood specimens only.  

 

2. HIV-1/2 IN PLASMA

Also on March 26, 2004, the OraQuick Rapid HIV-1 Antibody Test was approved for testing plasma for HIV-1 and HIV-2 (a variant of HIV that is prevalent in parts of Africa but rarely found in the United States). 

 

3. HIV-2 IN WHOLE BLOOD

On March 19, 2004, FDA approved the OraSure rapid test for detection of HIV-2 when used with a whole blood sample.  The rapid test kit is identical to the earlier approved version.  However, subsequent data submitted to the agency has demonstrated its ability to detect HIV-2.

When used with oral fluid the test is approved only to detect antibodies only to HIV-1.

Hepatitis C Incidence--A Comparison Between Injection and Noninjection Drug Users in New York City

Fuller CM, Ompad DC, Galea S, Wu Y, Koblin B, Vlahov D.  J Urban Health. 2004 Mar;81(1):20-24.

Drs. Fuller, Ompad, Galea, and Vlahov and Mr. Wu are with the Center for Urban Epidemiologic Studies, New York Academy of Medicine, New York, New York. Dr. Fuller is also with the Center for Infectious Disease Epidemiologic Research, Department of Epidemiology, Mailman School of Public Health, Columbia University, New York, New York. Dr. Koblin is with the New York Blood Center, New York, New York.

Hepatitis C virus (HCV) burdens injection drug users (IDUs) with prevalence estimated from 60-100% compared to around 5% among noninjection drug users (non-IDUs). We present preliminary data comparing the risk for HCV among IDUs and non-IDUs to inform new avenues of HCV prevention and intervention planning. Two cohorts, new IDUs (injecting </=3 years) and non-IDUs (smoke/sniff heroine, crack or cocaine </=10 years), ages 15-40, were street-recruited in New York City. Participants underwent risk surveys and HCV serology at baseline and 6-month follow-up visits. Person-time analysis was used to estimate annual HCV incidence. Of 683 non-IDUs, 653 were HCV seronegative, 422 returned for at least 1 follow-up visit, and 1 became HCV seropositive. Non-IDUs contributed 246.3 person-years (PY) yielding an annual incident rate of 0.4/100 PY (95% Confidence Interval [CI]=0.0-1.2). Of 260 IDUs, 114 were HCV seronegative, 62 returned for at least 1 follow-up visit, and 13 became HCV seropositive. IDUs contributed 36.3 PY yielding an annual incidence rate of 35.9/100 PY (95%CI=19.1-61.2). Among IDUs, HCV seroconverters tended to be younger (median age 25 vs. 28, respectively), and inject more frequently (61.5% vs. 34.7%, respectively) than nonsero-converters. These interim data suggest that IDUs may have engaged in high-risk practices prior to being identified for prevention services. Preventing or at least delaying transition into injection could increase opportunity to intervene. Identifying risk factors for transition into injection could inform early prevention to reduce onset of injection and risk of HCV.

Updating the Infection Risk Reduction Hierarchy: Preventing Transition into Injection
Vlahov D, Fuller CM, Ompad DC, Galea S, Des Jarlais DC.  J Urban Health. 2004 Mar;81(1):14-19

Drs. Vlahov, Fuller, Ompad, and Galea are with the Center for Urban Epidemiologic Studies, New York Academy of Medicine, New York, New York. Dr. Fuller is also with the Department of Epidemiology, Mailman School of Public Health, Columbia University, New York, New York. Dr. Des Jarlais is with the Baron Edmond de Rothschild Chemical Dependency Institute, Beth Israel Medical Center, New York, New York.

Current approaches to prevention of blood-borne infections in injection drug users include referral to drug abuse treatment, access to sterile syringes, bleach disinfection of injection equipment, and education about not sharing equipment. However, rates of some blood-borne infections (e.g., hepatitis C virus) remain elevated among injection drug users, especially early after initiation into injection drug use. With lower infection rates in noninjectors and transition into injection drug use occurring most commonly among these noninjectors, prevention of transition into injection drug use as an additional step to reduce risk for acquisition and transmission of blood-borne infections merits closer attention.
Reduction of Relapse Rates by 18-Month Treatment in Chronic Hepatitis C. A Benelux Randomized Trial In 300 Patients
Brouwer JT, Nevens F, Bekkering FC, Bourgeois N, Van Vlierberghe H, Weegink CJ, Lefebvre V, Van Hattum J, Henrion J, Delwaide J, Hansen BE, Schalm SW, For The Benelux Study Group On Treatment Of Chronic Hepatitis C. J Hepatol. 2004 Apr;40(4):689-695.

Department of Hepatogastroenterology, Erasmus Medical Center, Rotterdam, The Netherlands.

BACKGROUND/AIMS: Treatment of chronic hepatitis C with interferon can be ineffective due to relapse. We aimed to reduce the 40% relapse rate of 6 months interferon-ribavirin combination therapy by prolonging treatment to 18 months. METHODS: Three hundred patients with treatment-naive hepatitis C, were randomized to 18 months combination therapy with interferon (3MU tiw) and ribavirin (1000-1200 mg/day), 18 months interferon combined with placebo, or 6 months combination therapy with interferon and ribavirin, in a double blinded manner. All 295 patients who received at least one dose of treatment were included in the intention to treat analysis. RESULTS: At the end of treatment, HCV RNA was undetectable in 55 and 49% of those on 6 and 18 months combination therapy, respectively, versus 26% of those on monotherapy (P<0.001). The relapse rate was 38% for 6 months combination therapy, 38% for 18 months monotherapy, and only 13% for 18 months combination treatment (P=0.002). The sustained response rates were 34% for 6 months combination therapy, 16% for 18 months monotherapy and 43% for 18 months combination therapy (P<0.05). CONCLUSIONS: Reduction of relapse rates to 15% or less is feasible by prolongation of interferon-ribavirin treatment to 18 months.
Daily Versus Thrice-Weekly Interferon Alfa-2b Plus Ribavirin for the Treatment of Chronic Hepatitis C in HIV-Infected Persons: A Multicenter Randomized Controlled Trial
For the Hepatitis Resource Network Clinical Trials Group.  J Acquir Immune Defic Syndr. 2004 Mar 15;35(5):464-472.


Among HIV-infected persons, chronic hepatitis C virus (HCV) infection causes substantial morbidity and mortality. However, few studies have evaluated the safety and efficacy of interferon alfa (IFN) and ribavirin (RBV) therapy in co-infected persons. Accordingly, a randomized, controlled, open-label, multicenter trial was conducted to establish the safety, tolerability, and efficacy of IFN alfa-2b 3 mIU daily plus RBV 800 mg/d compared with IFN alfa-2b 3 mIU thrice weekly (TIW) plus RBV 800 mg/d in HCV treatment-naive, HIV-infected subjects with compensated liver disease and stable HIV disease. The primary endpoint was sustained virologic response (SVR), defined as an undetectable HCV RNA level 24 weeks after discontinuation of HCV therapy. At study entry, subjects in both groups were similar with respect to age, gender, HCV genotype, and HIV disease status. Of 180 randomized subjects, 162 received at least 1 dose of study medication, constituting the modified intention-to-treat population. After 12 weeks of therapy, 122 (75%) had serum HCV RNA levels assessed; of these subjects, early virologic response (undetectable HCV RNA or >2 log10 decrease from baseline) was observed in 33 (42%) and 13 (16%) of subjects taking daily and TIW IFN, respectively (P < 0.001). SVR was observed in 15 (19.0%) and 7 (8.4%) of subjects taking daily and TIW IFN, respectively (P = 0.05). Adverse events were similar in both groups. However, while no deaths or opportunistic infections were observed, nearly 30% of subjects stopped treatment due to adverse events and 7 subjects experienced a serious adverse event. In conclusion, SVR was achieved in 19% of HIV/HCV coinfected subjects treated with daily IFN plus RBV, but the effectiveness of therapy was substantially diminished by relatively high rates of treatment-related toxicity.
Primary Care Physicians' Approach to Diagnosis and Treatment of Hepatitis B and Hepatitis C Patients
Peksen Y, Canbaz S, Leblebicioglu H, Sunbul M, Esen S, Sunter AT. BMC Gastroenterol. 2004 Feb 6;4(1):3

Department of Infectious Diseases and Clinical Microbiology, Ondokuz Mayis University School of Medicine, Samsun, Turkey. hakanomu@omu.edu.tr

BACKGROUND: Infections caused by hepatitis B virus (HBV) and hepatitis C virus (HCV) are considered to be important health problems worldwide. The purpose of this study was to measure the general practitioners (GPs)' basic knowledge on HBV and HCV risk factors in determining their practice about this subject. METHODS: A cross-sectional type questionnaire survey was carried out at all of 32 primary healthcare centers (PHCCs) in Samsun, Turkey, between March 1 and April 31, 2002. The questionnaires were sent to 160 GPs and 129 (80.6%) of them answered the questionnaires. Knowledge, role responsibility, self-efficacy and attitudes and beliefs regarding to viral hepatitis B and hepatitis C were asked. RESULTS: Most of the GPs had adequate knowledge about transmission of HBV and HCV and also about risk factors for transmission of viruses. Most of the GPs (83.7%) were aware of recommendations for approach to a baby, born from HBsAg positive mother. They have limited facilities in diagnosis of viral hepatitis. Of the participants, 108 (83.7%) expressed that they could not diagnose HBV infections and 126 (97.7%) of them stated that they could not make the diagnoses of HCV infection in their local healthcare centers. The knowledge about treatment of chronic viral hepatitis B (21.8%) and C patients (17.8%) with elevated ALT is not sufficient. CONCLUSION: GPs' knowledge about risks of viral hepatitis was adequate in this study. They were not able to diagnose and follow up of these infections at PHCCs because of limited knowledge about chronic viral hepatitis and diagnostic facilities. GPs should be informed about current advice in diagnosis and treatment of chronic of HBV and HCV infections.
HIV Transmission: Rate in US Is Approximately 4 Percent Per Year

AIDS Weekly (03.01.04)

More than 95 percent of HIV-infected people in the United States do not transmit the virus to another individual in a year's time, according to a report by David Holtgrave, PhD, of 

Emory University's Rollins School of Public Health. In his analysis of the period 1978-2000, Holtgrave found that transmission rates dropped during the 1980s from essentially 100 percent to about 5.49 percent. The rate fell again slightly at the beginning of the 1990s, then remained relatively stable at 4.0-4.34 percent.

This rate is "rather surprisingly low," said Holtgrave. The drop "indicates a real success of HIV prevention programs and may help to explain why the number of new HIV infections has been rather stable at 40,000 infections per year for over a decade." But in what he called a "potentially important insight," Holtgrave noted that "the closer the transmission rate gets to 0 

percent, the harder it will be to keep making continual reductions." 

To calculate the annual HIV transmission rate, Holtgrave used the annual US AIDS death statistics in 1978-2000 from CDC surveillance reports. Information on annual HIV incidence was 

obtained through a back calculation method; post-1990 HIV incidence data were drawn from CDC publications. To determine the number of people living with HIV/AIDS in any particular year, cumulative AIDS deaths for each year were subtracted from cumulative HIV incidence for that year. The annual HIV transmission rate was calculated by dividing adjusted HIV incidence for a given year by the estimated number of people living with HIV/AIDS in that year. 

"At least 95 percent of persons living with HIV didn't transmit the disease to another person during any given year in the 90s," Holtgrave said. "Still, the transmission rates calculated in this paper also suggest we urgently need research to understand the societal, situations, behavioral and biologic reasons why the remaining infections still occur. What are the behavioral dynamics of partner relationships? How have HIV treatments reduced transmissibility? How do transmission rates vary by gender, age, race, ethnicity and other sociodemographic variables, and why? These are all critical questions that need to be answered so we can disrupt the remaining instances of transmission."

While the rates "likely will be approximately the same" in the next couple of years, "CDC has noted that the number of HIV diagnoses in the US may be starting to rise again; if this trend 

continues, eventually we could see the transmission rate start to increase again," Holtgrave said. "But, we must keep in mind, the public health goal is not to keep the transmission rate the same 

or let it increase. We must find ways to decrease the transmission rate to even lower levels. Past HIV prevention work has been successful but we have much work to do." 

The full report, "Estimation of Annual HIV Transmission Rates in the United States, 1978-2000," was published in the Journal of Acquired Immune Deficiency Syndromes (2004;35(1):89-92).

Public Health Grants Available, Application Deadline May 4, 2004

The Public Health Strategic Health Care Group (PHSHG), Department of Veterans Affairs (VA), announces the availability of 40 grant awards for $1,000 each. 

The grant program encourages the development of education and prevention initiatives related to public health concerns such as HIV/AIDS, hepatitis, smoking cessation, hospital-acquired infections, SARS and other emerging pathogens. Grants will be awarded toVA health care providers and employees in VA Medical Centers, VA Community-Based Outpatient Clinics, VA domiciliaries and Vet Centers. A program description and an application are attached.  Key deadlines are:

April 6th............................……..Announcement of public health grant 

April 15th and April 21st ….......Optional teleconference Q & A session 

April 23rd..............................…. Deadline for e-mailed questions

May 4th...............................…... Application Deadline 

Award recipients will be notified in early June

Contact person:
Donna Wells

National Prevention Coordinator

Public Health Strategic Health Care Group (13b)

VA Central Office

donna.wells@hq.med.va.gov
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