Appendix D. Information Sheet for Research Subjects

· Briefly describes the background, aims, methods, procedures, and risks of the study

· To be given to a participant/client

Information Sheet for Research Subjects

The UFO Study: Screening for HIV & Hepatitis Infection In Young Injectors

1.
Study Aims
1) To characterize young injection drug users under thirty with respect to behavioral risk for Hepatitis B & C and HIV.

2) To measure the sero-prevalence of Hepatitis B virus (HBV), Hepatitis C virus (HCV) and human immunodeficiency virus (HIV) in young IDUs.

3) To test whether there is an association with the prevalence and length of time to HBV, HCV, and HIV sero-conversion with needle exchange venue and certain risk and harm reduction behaviors.
4) To examine the effect of outreach services by the Haight-Ashbury Youth Outreach Team (HAYOT) on needle exchange venue, risk/harm reduction behaviors and seroprevalence of HBV, HCV, and HIV.

5) To examine the use of a respondent-driven sampling process to improve the study’s access to hidden or difficult-to-find population groups, including housed, minority and newly initiated injectors.

2 & 3.
Background/Significance:

It is estimated that there are over 15,000 injection drug users (IDUs) in San Francisco. Of these, 22% are under 26 years of age, and 8% are between 27 age and 30. AIDS cases among IDUs have more than doubled since 1990 when 5% of the reported AIDS were among IDUs, to 13.7% in 1996. A comparable rate of increase is not seen in any other risk groups. Including gay/bisexual IDUs, 23% of the 1996 AIDS caseload includes injectors. While only 456 cumulative AIDS cases in San Francisco are among youth aged 13 to 24 (2%), an additional 2357 cases (10%) are among 25-29 year olds.

Hepatitis B virus (HBV) and hepatitis C virus (HCV) are also highly prevalent in IDUs. Both HBV and HCV may result in persistent infection, hepatocellular carcinoma, or cirrhosis. HIV, HBV, and HCV have similar transmission routes and epidemiology. Since the incidence and prevalence of HBV and HCV are higher than that of HIV, these forms of hepatitis can serve as useful sero-markers for evaluating HIV risk behaviors. Younger age is significantly associated with more risky behaviors in IDUs including borrowing and sharing needles. Also, young IDUs, although more likely to have relatively short histories of being injectors have higher incidence rates of HIV, HBV, and HCV than older injectors. HIV, HBV, and HCV sero-conversion among drug users is associated not only with injection, but also sexual behavior. In San Francisco, young IDUs are engaging in extremely high-risk behaviors for HIV, HBV and HCV, and they represent one of the least accessible groups to reach for prevention services, evaluation, and health care.

Recently, our group from the Departments of Medicine and Epidemiology and Biostatistics at SFGH completed a study assessing young IDUs for hepatitis and HIV risk behaviors and acceptability of receiving HBV vaccine. Of the 188 eligible young IDUs, 135 (72%) consented to be interviewed. The median age of IDUs was 22 with a range of 14-29 years. Three-fourths initiated injection drug use before the age of 20 and 27% reported sharing needles within the past month. Participants injected a median of 2 years before accessing a needle exchange and 69% had never been in drug treatment. Young IDUs also engaged in high-risk sexual behavior. There were 3 or more sex partners reported by 65% of participants within the last 6 months, with only half reporting condom use in the last sexual encounter.

During this phase of the UFO Study, we propose to recruit and interview 1,200 young IDU's and measure sero-prevalence of HIV, HBV and HCV. We hope that data from this study will serve as a guide for outreach and public health departments in protecting young IDUs from these targeted infectious diseases.

4.
Methods

Study Design: A Two-year observational, cross-sectional study.

Methods of Data Analysis: Statistical analysis will be performed using SAS version 6.11 on a Sun Sparc II workstation. We will document the prevalence of HIV, HBV, and HCV among young injectors under thirty. We will recruit a sufficient sample size to make precise estimates of HIV, HBV and HCV sero-prevalence. At a significance level equal to 0.05, our estimates will be within 6% of true prevalence. Frequency and prevalence of socio-demographic variables, type of needle exchange venue and risk behaviors will be described using standard univariate analysis. We will analyze injection drug use, type of needle access and contact with outreach services in relationship to sero-prevalence of HIV, HBV and HCV.

The predictors, including univariate and scored variables will be analyzed with HBV, HCV and HIV sero-prevalence data using the chi square test of association, Fischer's exact test, and the Wilcoxen test. The same scored variables will be used in multi-regression analysis to demonstrate associations with HBV, HCV, and HIV sero-prevalence. We will also investigate independent effects of each of the predictors on the study outcomes.

Subject Selection: Study subjects will be IDUs ages thirty and under who self-report injection drug use of any type in the 30 days prior to entry into the study. Prior research indicates that injectors in this age group engage in the highest-risk injection and sexual behavior. HCV and HBV sero-conversion are reported to occur most commonly during the first year of injection drug use and the young are more likely than the older injectors to have injected less than one year. The present study focuses on young injectors as very little is known about their current risk behavior, patterns of obtaining injection equipment, and sero-epidemiology for HIV and hepatitis.

We plan to include minors, under 18 years. We are aware that minors represent a special and unique population and all effort will be taken to contact subjects in a particularly non-intrusive, and non-aggressive manner. Interviewing minors is critical to this study, as literature shows that young injectors are the group most likely to not yet be infected with HBV, HCV, and HIV, but are the most at- risk for contracting these infections. Based on descriptions of youth at needle exchange and other high-risk sites, we believe that most of the youth in our survey will be defined as "emancipated." Most young injectors are not residing with their parents and are financially independent.

Total Number/Number per Group

The total number of subjects over a two year period will be 1200; or 600 unduplicated participants each year.
Inclusion/Exclusion

Individuals will be included if:
1. 
They have injected drugs in the last thirty days,

2. 
They self-identify as under thirty and 

3. 
They speak English.

Individuals will be excluded if:

1.
They are too impaired to understand the information sheet describing the study as judged by the physician co-investigator on site.

Subject Recruitment: Study participants will be recruited by convenience sampling of young IDUs located throughout the City and County of San Francisco as well as needle exchange and youth venues along the California Central Coast. Some of these sites include casual living sites at Golden Gate Park, Buena Vista Park, in the Market Street near Sixth street corridor, around the Larkin Street Youth Center, near Mission Street at 15th Street and Civic Center Park.

Initial Contact Method: UCSF outreach workers will do all the direct contact with potential subjects at the YIDU sites. The outreach workers are knowledgeable in the areas of harm reduction concerning HIV, STDs, hepatitis, injection drug use, and violence. They are also trained to make referrals to service agencies or health clinics when these services are indicated. Part of an outreach worker's training involves learning the concept of confidentiality as their clients frequently disclose sensitive and personal information. The exact name, location, and activities occurring at any of these sites will remain confidential among outreach workers, peer-access interviewers and research staff. No names will be used to identify the youth who participate in the anonymous study. All self reported drug injectors at the recruitment sites will be invited to participate in the research study. The outreach worker will refer the person to one of the testing sites where the person can obtain further, more detailed information about the study. They will emphasize that the study is anonymous. The outreach worker will not be asked to assess the potential subjects for all of the inclusion and exclusion criteria as delineated above.

Consent Process and Documentation: Final decisions about eligibility will be made at the testing site when subjects appear for participation in the study. If a potential subject cannot give informed consent, they will be asked to return the next day to be re-evaluated. Questions about a subject's mental competency to participate in the study will be addressed to the study Medical Director prior to consent.

Review of the consent document and pretest counseling for HIV will be performed by peer-interviewers who are trained HIV test counselors prior to administration of the interview instrument or serological tests. The information form and Subject's Bill of Rights will be read or summarized for the participant before beginning the study. We will waive signed consent in lieu of verbal consent to preserve anonymity. In reimbursing subjects for participating in the study, we will also not require signed receipts. Unique identifiers will be obtained from each subject so that the HIV and hepatitis test results can be matched to a study participant with out compromising anonymity. These identifiers (study ID number, mother and father's first name, and day of date of birth) have been used in a number of studies involving anonymous testing of HIV in homeless adults directed by Dr. Moss.

Study Procedures:

Procedures - Potential study participants arriving at designated study sites will be greeted, offered a snack, and asked for Identifiers. For each eligible participant, a peer-interviewer will review all study procedures and obtain informed consent. A 45-minute interview will be completed that contains sections on demographic information, substance use, sexual and injection practices, health-related behaviors, and attitudes toward HIV and hepatitis B and C. Blood collection will be performed to test for HIV, hepatitis B, and C. At least 3 (but no more than 4) 10 ml tubes will be drawn and spun down. The tubes will be coded with a unique study ID number only. At the conclusion of the interview and antibody testing, participants will check out and receive a reimbursement of $10, a study packet containing information on community services, drug rehabilitation programs, and free medical care in San Francisco. Subjects will be given return appointments one week after the sample collection date to receive their test results for HIV, Hepatitis B Hepatitis C. Results will be available to them by ID number and by name if they have ID confirming their identity. Results notification will be performed by specially trained counselors. All study participants who receive a confirmed positive test for HIV, hepatitis B or C will be referred for medical care if they are not currently in care.

Lab and Blood Storage Procedures - Assays will be performed as follows:

1. Antibody to HIV will be measured by enzyme-linked immunosorbent assay with Western blot confirmation.

2. Antibody to HCV will be detected using a third generation enzyme immunoassay (EIA-3) (Ortho Diagnostics Systems, Raritan, New Jersey). A specimen found to be reactive by initial EIA-3 will be repeated in duplicate with new controls.

3. HCV-RNA will be measured using nucleic acid amplification techniques to detect early HCV infection. Blood samples from six individuals will be pooled for quantitative HCV-RNA testing. If negative results are obtained from the pooled sample, all will be considered negative. When a pooled sample demonstrates 50 copies per ml, the individual samples will be tested. Transcription mediated amplification (TMA) will be used to detect viral RNA. The Gen-Probe (San Diego, California) one-tube amplification detection system will used.
4. Hepatitis B surface antigen (HbsAg), anti-HBc, and anti-HBs will be detected using standard commercial assays (Abbott Laboratories, North Chicago, Illinois).
The remaining serum samples will be stored at The Blood Centers of the Pacific. All stored samples will contain only the unique study ID number. Links to Identifiers will be kept In a locked file at SFGH, and will be destroyed at conclusion of the study.

Participants may be offered financial incentives to recruit their peers into the same process they have just completed. “Seed” participants will be given recruitment coupons (with serial numbers) to offer other young injection drug users. If the peer comes to one of the study’s community sites, presents the original coupon, qualifies and participates in the study, the “seed” participant will be paid $10 for each recruited peer.

Study Sites: The Department of Medicine/Epidemiology and Biostatistics occupies space totaling 2000 square ft. in Building 90 at San Francisco General Hospital. Office equipment includes photocopy machines, computer stations, fax, and telephone. This site Is the primary site for data entry, data analysis, and staff meetings.

Field sites take place in neighborhoods frequented by young injection drug users. These sites will be located at community organizations that offer space to the study and/or services to the participants.

Risk/Discomforts

Anticipated risks and discomforts involve the participants' disclosure of sensitive information, including illegal activities, HBV, HCV, and HIV status, submitting to a laboratory test, and receiving potentially disturbing news if any of the serological tests are positive. If a subject wishes to terminate their participation in the study at any time, they are free to do so. The interview and OMT collection procedure are not required to receive services offered by the medical providers involved in this study, by UCSF, or San Francisco General Hospital. No information gathered in this questionnaire will be traceable to individual participants as the questionnaire and laboratory samples and data will be unlinked to a name or other recognizable identifiers. All interviewers will be experienced in maintaining confidentiality. If study participants have concerns during or after the study they will be invited to page one of the research staff or speak to staff at the Department of Epidemiology at San Francisco General Hospital.

Treatment and Compensation for Injury: None.

Alternatives: It is possible to be tested for HIV and Hepatitis B and C at many free clinics in San Francisco.

Cost to subjects: None

Reimbursement of Subjects: All subjects will be paid a small cash stipend of $10 for their time answering the questionnaire.

Confidentiality of Records: Data will be entered into the computer by the research staff and all analysis will be performed by the same staff. Both the questionnaire and laboratory data will be referenced and matched by study ID number and unique identifier, and as such, unlinked to the study participant. Data will be stored on computers in the Department of Epidemiology and Biostatistics at San Francisco General Hospital and by the co-PI. OMT samples will be stored in the laboratory freezers at SFGH labeled only by unique identifier.

Qualifications of Investigators: Dr. Kimberly Page Shafer is a senior fellow and epidemiologist at the Center for AIDS Prevention Studies. Has published extensively in the area of injection drug use. Dr. Paula Lum is the medical director for the project. And has worked extensively with IDU in both clinical and research settings. She is currently an Assistant Adjunct Professor of Medicine in the UCSF Division of AIDS & Oncology at San Francisco General Hospital. 

Ms. Judith Hahn is the research director for the project. She has advanced to candidacy for the doctoral degree in epidemiology at the University of California, Berkeley. Dr. Andrew Moss, a co-investigator is a Professor in Residence at SFGH in Epidemiology and Biostatistics. He has done extensive work with community based populations who are at risk for HIV including intravenous drug users and gay men. He is principal investigator of a NHLBI/NIMH funded study of HIV and TB in the homeless of San Francisco.
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