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Telephone Questionnaire Administration to Control Subjects Recruited into FDA Lyme Vaccine Safety Study, “A Case-Control Study of HLA Type and T-Cell Reactivity to Recombinant Outer Surface Protein A and Human Leukocyte Function-Associated Antigen-1”

JUSTIFICATION
1.  Circumstances Making the Collection of Information Necessary

This information collection approval request is for the use of a questionnaire in the conduct of the Food and Drug Administration (FDA) vaccine safety study, “A Case-Control Study of HLA Type and T-Cell Reactivity to Recombinant Outer Surface Protein A and Human Leukocyte Function-Associated Antigen-1”.  The questionnaire (Appendix A) is to be administered by telephone interview to control subjects recruited into and participating in this vaccine safety study conducted by the FDA to investigate reports of arthritis following administration of the Lyme disease vaccine.  

Section 505 of the Federal Food, Drug, and Cosmetic Act (the act) (21 U.S.C. 355), requires that important safety information relating to all human prescription drug products be made available to FDA so that it can take appropriate action to protect the public health when necessary.  Section 702 of the act (21 U.S.C. 372) authorizes investigational powers to the FDA for enforcement of the act. 


Section 903(d)(2) of the act (21 U.S.C. 393(d)(2)) authorizes the Commissioner of Food and Drugs (the Commissioner) to implement general powers (including conducting research) to carry out effectively the mission of FDA.  Under section 519 of the act (U.S.C. 360i), FDA is authorized to require manufacturers to report medical device-related deaths, serious injuries, and malfunctions to FDA and to require user facilities to report device-related deaths directly to FDA and to manufacturers, and to report serious injuries to the manufacturer.  Section 522 of the act (21 U.S.C. 360l) authorizes FDA to require manufacturers to conduct postmarket surveillance of medical devices.  Section 705(b) of the act (21 U.S.C. 375(b)) authorizes FDA to collect and disseminate information regarding medical products or cosmetics in situations involving imminent danger to health or gross deception of the consumer.  These sections of the act enable FDA to enhance consumer protection from risks associated with medical products usage that are not foreseen or apparent during the premarket evaluation and review process.  FDA’s regulations governing application for agency approval to market a new drug (21 CFR part 314) and regulations governing biological products (21 CFR part 600) implement these statutory provisions.


Currently FDA monitors medical product related postmarket adverse events via both the mandatory and voluntary MedWatch reporting systems using FDA Forms 3500 and 3500A (OMB Control No. 0910-0291) and the Vaccine Adverse Event Reporting System (VAERS) using Form VAERS-1.  Health care providers and manufacturers are required by law (42 U.S.C. 300aa-25) to report adverse events following vaccination listed in the Vaccine Injury Table.  Reports for reactions to other vaccines are voluntary, and are received from vaccine recipients, their healthcare providers, manufacturers and other reporters.  

FDA is seeking OMB clearance to collect vital information through the use of the proposed questionnaire for control subjects participating in this vaccine safety study.  The intended respondents are control subjects previously recruited to participate in this study, and are matched with case subjects reported to VAERS who developed arthritis after receiving Lyme vaccine.  Informed consent for administration of this questionnaire will have been received prior to the interview, and the interview is to be conducted at a time specified by the control subject at the time of initial recruitment into this study.   Case and control subjects should have similar age, gender and ethnic backgrounds.  Specific genetic and immune factors will be tested and compared between case and control subjects.  This is a common, accepted type of epidemiological study called a case-control study.  Information collected includes demographic information, arthritis and Lyme vaccination history, other medical and vaccination history, family history, and possible exposures such as in the workplace that may play a part in the development of arthritis in some patients. 

2.  Purpose and Use of the Information
FDA will use the information gathered from the use of this questionnaire to ensure appropriate matching of cases and controls in the study and to assess possible factors which may factor in the development of this adverse event.  The use of the vital information gathered using this questionnaire will aid FDA in assessing risks that may be associated with vaccine product usage that are not foreseen or apparent during the premarket notification and review process, so the agency may take appropriate public health or regulatory action including dissemination of this information as necessary and appropriate. 

FDA study investigators, or contractor staff hired and trained for the purpose of recruiting control subjects for the study, will carry out this information collection.  FDA will use contractor services for the identification and recruitment of control subjects for the study, collection of peripheral blood samples from those control subjects for laboratory analysis, and administration of the questionnaire to control subjects.  FDA projects that there will be up to 75 case subjects recruited into this study, with three control subjects recruited for each case subject, with a total maximum of 225 questionnaire respondents. FDA projects a response time no greater than 0.5 hours for each questionnaire.  FDA investigators will provide the contractor with a listing of cases recruited into the study, providing the age, gender, and ethnic group of each case, the latter variable being of necessity to control by matching due to demonstrated variation of distribution of (Human Leukocyte Antigen) HLA alleles and susceptibility to autoimmune diseases such as rheumatoid arthritis among different racial groups.
Contractor staff physicians will identify potential control subjects from their patient populations through randomized blinded records review, in accordance with 45 CFR Part 46.102.f and guidelines provided in the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP) Institutional Review Board (IRB) Guidebook, Chapter III.  Control subjects will be randomly selected, and matched at a 1:1 ratio with case subjects, representing three groups of controls:  (1) normal subjects who have not received the Lyme disease vaccine; (2) Lyme vaccine recipients who have not developed any joint problems following vaccination; and (3) patients with recent onset arthritis who have not received the Lyme disease vaccine.  Control subjects are matched to cases by gender, age (+/- 5 years) and ethnic group.  The questionnaire will be administered by telephone to reproduce the methodology used for case follow-up interviews and prevent potential introduction of bias from the use of different questionnaire administration methods. 

3.  Use of Information Technology and Burden Reduction

The information collection will be conducted using printed questionnaire forms provided by FDA.  This is due to the use of several open-ended response questions on the questionnaire that may make electronic recording of responses difficult to perform.  FDA investigators will secure and maintain all information collection records and other study records and enter information into a computerized data entry program to record and store information for evaluation and analysis.  Double data entry review and data entry correction procedures are utilized to ensure data accuracy. FDA is not aware of any other improved technology to reduce the burden.

4.  Efforts to Identify Duplication and Use of Similar Information
FDA is the only agency that requires this information.  There is no similar kind of information available from any other source.
5.  Impact on Small Businesses or Other Small Entities
FDA is not aware of any burden on small business or other small entities that will be affected by this information collection.
6.  Consequences of Collecting the Information Less Frequently

This information collection will be a one-time collection from each subject.  Should this information not be obtained, subject vital information required for verification of control category status and eligibility will not be obtained.  Additionally, vital information required for confirmation of matching of controls to cases will not be obtained.  Failure to obtain this information may result in determination of a control as ineligible for inclusion in the study and removal from the study.  This will have a detrimental impact on the study power to detect significant odds ratios or significant differences between cases and controls for the biological factors and risk factors being evaluated.  FDA would be unable to complete this vaccine safety study with less frequent information collection.

There are no technical or legal obstacles to reducing the burden.

7.  Special Circumstances Relating to the Guidelines of 5 CFR 1320.5
There is no special circumstance for the collection of information requirements.

8.  Comments in Response to the Federal Register Notice and Efforts to Consult Outside 

     Agency
In accordance with 5 CFR Part 1320.8(d), a 60-day notice for public comment on the information collection provisions was published in the Federal Register of June 27, 2002 (67 FR 43323).  No comments were received.  

9.  Explanation of Any Payment or Gift to Respondents
Participating study subjects will be compensated $50 for their time for participating in the study.  Compensatory checks will be provided and sent by the Office of Biostatistics and Epidemiology, CBER/FDA. Subject compensation is in accordance with 45 CFR Part 46.116,                           45 CFR Part 46.111, 45 CFR Part 46.109(e),  and 21 CFR Part 50.25.  

10.  Assurance of Confidentiality Provided to Respondents
Protection of subjects in this study against disclosure of confidential and personal information will be in accordance with the Privacy Act of 1974, (5 U.S.C. 552A(b)), the Freedom of Information Act (5 U.S.C. 552(b)(6)), and the Public Health Service Act (42 U.S.C., 301(d)).  Every effort will be made to keep a patient’s personal information confidential.  We cannot guarantee absolute confidentiality. A patient’s personal information may be disclosed if required by law under the Freedom of Information Act, or the Privacy Act.  Regulatory agencies that may inspect a patient’s research records include the Food and Drug Administration (FDA).  Also, the law authorizes FDA to disclose records upon request to the chair of a Congressional committee or subcommittee to conduct business to the extent of a matter within committee jurisdiction.  Required informed consent elements are provided in writing and verbally prior to subject participation in this study, and meet the requirements of 21 CFR Part 50.25 and 45 CFR Part 46.116.  A copy of the informed consent form is attached as Appendix B.

Each study subject will be assigned a unique random Study Identification Number to identify all questionnaire results, medical data, and blood specimens analyzed by collaborating laboratories, and which will not reflect the status of the samples as coming from a case or control.  Samples submitted to participating laboratories will not contain any personal identifier information, and will be identified by Study Identification Number only.  Personal identifying data will be removed from all paper copies of the questionnaire or other study records and this data will be secured and stored separate from any records or databases for analysis.  Linkage between samples and study data and any personal identifiers is required for compensation and to ensure that study data collection is complete, however this will be stricken prior to analysis.  It will be necessary for records with personal identifiers to be maintained to record consent for, and verification of compensation for, inclusion in the study.  Any computer or consent form files containing personal identifier information for archiving consent will secured in locked cabinets, and not utilized in data analysis.  These records will be maintained separate from all records, data, or databases used in study analysis.  Consent forms, interview and study records, and data forms will be stored in locked file cabinets in the investigator’s office, and all computer records and files will be password-secured, and stored on removable media which will be secured in locked file cabinets in the investigator’s office.  Any links between archived consent forms and study identifiers numbers will be purged.  A letter describing the general results of the study will be provided for all study participants, after the study report has been finalized.


The contractor recruiting and sampling control subjects, and conducting information collection using the questionnaire, will perform all tasks in keeping with ICH and GCP guidelines, 21 CFR Part 50.25, and 45 CFR Part 46.  The contractor IRB will monitor study conduct and review the study at determined intervals but no less than once a year.  The contractor will maintain Assurance of Compliance numbers on file with the DHHS Office of Human Research Protections.

11.  Justification for Sensitive Questions

Information collected includes demographic information, arthritis and Lyme vaccination history, other medical and vaccination history, family history, and possible exposures such as in the workplace that may play a part in the development of arthritis in some patients.  FDA will use the information gathered from the use of this questionnaire to ensure appropriate matching of cases and controls in the study and to assess possible factors which may factor in the development of this adverse event.  The use of the vital information gathered using this questionnaire will aid FDA in assessing risks that may be associated with vaccine product usage that are not foreseen or apparent during the premarket notification and review process.  An explanation as to the use of this information is provided during the interview introduction (Section B.1), see Appendix A.  These include a statement as to what types of questions will be asked and the significance regarding any possible role of these factors in arthritis development.

Information collection is by telephone interview, with interview staff calling the subject at a time and place of their choosing.  Interview staff will conduct interviews from secure facilities.  Each study subject will be assigned a unique random Study Identification Number to identify all questionnaire results.  Personal identifying data will be removed from all records of the questionnaire or other study records and this data will be secured and stored separate from any records or databases for analysis.  Linkage between samples and study data and any personal identifiers is required for compensation and to ensure that study data collection is complete, however this will be stricken prior to analysis.  It will be necessary for records with personal identifiers to be maintained to record consent for, and verification of compensation for, inclusion in the study.  Any computer or consent form files containing personal identifier information for archiving consent will secured in locked cabinets, and not utilized in data analysis.  These records will be maintained separate from all records, data, or databases used in study analysis.  Consent forms, interview and study records, and data forms will be stored in locked file cabinets in the investigator’s office, and all computer records and files will be password-secured, and stored on removable media which will be secured in locked file cabinets in the investigator’s office.  Any links between archived consent forms and study identifiers numbers will be purged.  A letter describing the general results of the study will be provided for all study participants, after the study report has been finalized.

The contractor recruiting and sampling control subjects, and conducting information collection using the questionnaire, will perform all tasks in keeping with ICH and GCP guidelines, 21 CFR Part 50.25, and 45 CFR Part 46 and in accordance with the requirements described above.  The contractor IRB will monitor study conduct and review the study at determined intervals but no less than once a year.  The contractor will maintain Assurance of Compliance numbers on file with the DHHS Office of Human Research Protections

12.  Estimates of Hour Burden Including Annualized Hourly Costs
The estimated annual burden for this information collection is 112.5 hours.

Table 1. Estimated Annual Reporting Burden1

21 CFR Section
No. of Respondents
Annual Frequency per Response
Total Annual Responses
Hours per Response
Total Hours

§600.80
225

(maximum)
Once
225
0.5
112.5

1  There are no capital costs or operating and maintenance costs associated with this collection of information.

13.  Estimate of Other Total Annual Cost Burden to Respondents or Record-keepers
There are no capital and start-up, or operation, maintenance and purchase costs associated with the collection of information requirements.
14.  Annualized Costs to the Federal Government

The total estimated annualized cost to the Federal Government is $45,788.  This cost is itemized below.

The estimated contractor costs for conducting the information collection portion of the contract to identify, recruit, collect information from, and obtain blood samples from control subjects is $27,938.  It is estimated that approximately 450 hours will be required for interviewer staff to conduct 225 subject interviews using the questionnaire, (estimated hourly rate of $12.50).  and it is estimated that approximately 250 hours of dedicated project manager time will be required for administration of the information collection (estimated hourly rate of $45.00/hr).  Assuming additional fringe benefits costs at 30%, salary and fringe costs are estimated at $21,938.  Additional phone and indirect costs are estimated at $6,000.  This cost estimate is based on a recent similar contract to conduct follow-up interviews with patients reported to VAERS as developing joint problems following Lyme vaccine administration.

Direct FDA salary costs are estimated at $6,600. It is estimated that the FDA study investigator will be required to focus 20% time for the conduct of this information collection and this study for a period of 6 months (208 hours), at a grade of GS-13/1 ($31.73 /hr).

Control subject compensation costs are estimated at $11,250.  This estimate is based on a compensation cost of $50.00 for each participating subject, with a maximum of 225 control subjects participating.

15.  Explanation of Program Changes or Adjustments
This is a new information collection.  There are no program changes or adjustments requiring explanation.

16.  Plans for Tabulation and Publication and Project Time Schedule

This information collection is part of an ongoing FDA vaccine safety study, “A Case-Control Study of HLA Type and T-Cell Reactivity to Recombinant Outer Surface Protein A and Human Leukocyte Function-Associated Antigen-1”, approved by the FDA Research Involving Human Subjects Committee on February 15, 2002 (RIHSC 01-028B).  The identification, recruitment, sampling and information collection from control subjects is anticipated to take one year, from October 2002 to September 2003.  Laboratory analysis, data analysis, and preparation of any reports and publication resulting from this vaccine safety study are anticipated to take an additional six to nine months, with publication or presentation anticipated in June 2004.

FDA intends to present and publish any findings from this vaccine safety study in medical journals and at scientific meetings to disseminate this information to parties in the scientific and medical communities as determined to be necessary and appropriate.

Information collected regarding Lyme disease and arthritis history, and Lyme disease vaccination and other relevant medical history, will be maintained in computerized datasets used to ensure appropriate matching of cases and controls in the study, and to assess possible risk factors which may play a role in the development of this adverse event.  Significant information will be presented in tables or graphs as appropriate.  When the results of a FDA study are reported in medical journals, scientific meetings, or elsewhere, the persons who take part in the study are not named or identified.

Comparison of the prevalence of the biological factors of interest and tested in this vaccine safety study, and of risk factors and other information collected during this study, will be compared between cases and matching controls using the McNemar test for correlated proportions – Exact Test statistic for matched-pair analysis (two-sided test). Multiple regression analysis evaluating first- and second-order terms will be used to explore for any possible combined effect of these biological factors, as well as any other possible combinations of risk factors and other information collected during this study.  
17.  Reason(s) Display of OMB Expiration Date is Inappropriate  

FDA is not seeking approval to exempt display of the expiration date for OMB approval.

18.  Exception to Certification for Paperwork Reduction Act Submissions
There are no exceptions to Item 19 of OMB Form 83-I.

COLLECTIONS OF INFORMATION USING STATISTICAL METHODS

1.  Respondent Universe and Sampling.

FDA projects that there will be up to 225 control subjects covered by this information collection.  This estimate is based on an expected case population of up to 75 subjects recruited into this study, with three control subjects, one form each control group, recruited for each case subject, for a total maximum of 225 control subjects in the study.  FDA investigators will provide the contractor with a listing of cases recruited into the study, providing the matching requirements for each case.  Contractor staff physicians will identify potential control subjects from their patient populations through records review, in accordance with 45 CFR Part 46.102.f and guidelines provided in the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP) Institutional Review Board (IRB) Guidebook, Chapter III.  Control subjects will be randomly selected for recruitment into the study.

Subject recruitment, agreement to participate, administration of informed consent and sampling will occur prior to administration of the information collection, and the information collection is to be conducted at a time specified by the control subject at the time of initial recruitment into this study.  Therefore FDA projects that the expected successful response rate to this information collection will be greater than 90%.

2.  Procedures for Collecting the Information

Contractor staff physicians will identify potential control subjects from their patient populations through randomized blinded records review, in accordance with 45 CFR Part 46.102.f and guidelines provided in the Department of Health and Human Services (DHHS) Office for Human Research Protections (OHRP) Institutional Review Board (IRB) Guidebook, Chapter III.  Control subjects will be randomly selected, and matched at a 1:1 ratio with case subjects, representing three groups of controls:  (1) normal subjects who have not received the Lyme disease vaccine; (2) Lyme vaccine recipients who have not developed any joint problems following vaccination; and (3) patients with recent onset arthritis who have not received the Lyme disease vaccine.  Control subjects are matched to cases by gender, age and ethnic group.  The FDA Research Involving Human Subjects Committee approved the study on February 15, 2002 (RIHSC 01-028B).

The questionnaire will be administered by telephone to reproduce the methodology used for case follow-up interviews and eliminate potential bias due to the use of differing administration methods.  The timing of the information collection is predetermined by the control subject, as recorded on the informed consent form signed on recruitment into the study.  See Appendix B.  Repeat contact attempts will be made to contact subjects who are not reached for information collection at the appointed time, until failure to complete the information collection is resolved.  FDA investigators maintain information collection data in computerized databases.  Double data entry review and data entry correction procedures are utilized to ensure data accuracy.

The study has sufficient power with a minimum sample size of 50 cases with matched controls to detect odds ratios of at least 4.0 or greater, and differences in prevalence 25% to 30%, or greater, on comparison of each of the biological factors of interest (presence of TRLA associated HLA alleles, presence of T-cell reactivity to OspA165-173 and to hLFA1αL332-340, and presence of serological evidence of B. burgdorferi infection).  Odds ratios associated with similar biological comparisons in analysis of naturally occurring cases of treatment resistant arthritis associated with Lyme disease are at least 8.0, therefore we expect this study to have sufficient power to detect associations with these biological factors if they are indeed present.  FDA anticipates a minimum case population size of 50 cases and up to 75 cases based on analysis of cases reported to VAERS following the Lyme vaccine.

3.  Methods to Increase or Maximize the Response Rate.

The questionnaire will be administered by telephone to reproduce the methodology used for case follow-up interviews and eliminate potential bias due to the use of differing administration methods.  The timing of the information collection is predetermined by the control subject, as recorded on the informed consent form signed on recruitment into the study.  See Appendix B.  Repeat contact attempts will be made to contact subjects who are not reached for information collection at the appointed time, until failure to complete the information collection is resolved.  Participating study subjects are compensated $50 for their time for participating in the study.  Compensation is in accordance with 45 CFR Part 46.116, 45 CFR Part 46.111, 45 CFR Part 46.109(e), and 21 CFR Part 50.25.  
4.  Tests, Procedures or Methods Used.
Comparison of the prevalence of the biological factors of interest and tested in this vaccine safety study, and of risk factors and other information obtained through information collection, will be compared between cases and matching controls using the McNemar test for correlated proportions – Exact Test statistic for matched-pair analysis (two-sided test). Multiple regression analysis evaluating first- and second-order terms will be used to explore for any possible combined effect of these biological factors, and of other possible combinations of potential risk factors and other information collected during this study.  
FDA does not intend to conduct a pretest of this information collection.

5.  Identification of Consultants.
FDA did not utilize consultation on the statistical design of this study and information collection.  The FDA study investigators are:  Robert Ball, M.D., M.P.H., Sc.M., Sean V. Shadomy, D.V.M., M.P.H., and M. Miles Braun, M.D., M.P.H (FDA/CBER/OBE/DE).  FDA study investigators will conduct information collection and data analysis.  Collaborating investigators participating in this vaccine safety study are:  Fred Miller, M.D., Ph.D., (NIH/NIEHS); Mary S. Leffell, Ph.D., and Andrea A. Zachary, Ph.D., (Immunogenetics Laboratory, Johns Hopkins School of Medicine); Brigitte Huber, Ph.D., and Abbie Meyer, Ph.D. (Department of Pathology, Tufts University School of Medicine).  Collaborating investigators will provide laboratory analysis of biological factors of interest and will not participate in information collection.  Information collection conducted under contract will be performed by Biomedical Research Alliance of New York (Great Neck, NY).
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