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II.  RESEARCH PURPOSE

The objective of this protocol is to create and maintain a Research Data Repository (RDR) that will collect and provide access to data required for use in any City of Hope clinical research study, in a secure and confidential manner.  This blanket protocol covers the procedures for collecting, making electronic, storing, accessing, reporting, and distributing data for individual research studies that have been approved by the COH Institutional Review Board (IRB).  

The RDR covered under this protocol is for the collection, computerization, and management of data required for City of Hope research studies, including clinical trials, outcomes research, retrospective or prospective observational studies, case series, or any other form of research.  The RDR will be created, maintained, and housed by the faculty and staff of the Division of Information Sciences at City of Hope.  

The creation of the database will be approved by the IRB at City of Hope, and each usage of the data for a research study will be approved separately by the IRB at City of Hope under the investigator serving as the Principal Investigator (PI) for the study.  Access to and distribution of data from the RDR will follow the procedures set forth in this protocol. 

The data collection/computerization processes of the RDR will ensure the confidentiality and security of all data collected, while making the data available under approved protocols, to provide further insights into treatment effects, prognostic and risk factors that may influence development of future protocols and treatment options.  All data will be collected, stored, and utilized in a manner that is compliant with the Health Insurance Portability and Accountability Act (HIPAA) with respect to uses and disclosures of Protected Health Information (PHI) for research, in accordance with the privacy regulations promulgated under HIPAA (the Privacy Rule) and the security regulations promulgated under HIPAA (the Security Rule).  PHI consists of individually identifiable health information transmitted by electronic media, maintained in electronic media, or transmitted or maintained in any other form or medium.  PHI excludes education records covered by the Family Educational Rights and Privacy Act and employment records held by a covered entity in its role as an employer. 

Data collected within the RDR repository also will be utilized for quality assurance (QA) and administrative reporting of clinical data required by City of Hope, also following the guidelines of HIPAA. IRB approval is not required for such uses of RDR data.
III.  OBJECTIVES

The Specific Aims of this protocol are:

       1.  To collect, computerize, and manage within the RDR, consistent with legal requirements, demographic, co-morbidity, performance status, treatment, and outcomes data on subjects presenting to the City of Hope National Medical Center, City of Hope programs such as Good Samaritan Transplant Unit in Phoenix, AZ, the Pasadena City of Hope oncology office, and other affiliated centers who are participating in multi-centered research studies coordinated by the City of Hope.   

      2.  To access and analyze these data for IRB-approved investigations, and to distribute the data and analytic results to the research team under the guidelines specified within this protocol.  

IV.  BACKGROUND AND RATIONALE

A.  Background
City of Hope is conducting about 600 research studies at any given time, with approximately 120-150 of these open for new subject accrual.  Approximately 30-40% of all City of Hope patients go onto one or more experimental protocols, and many more are being studied under observational or behavioral research projects that do not involve any experimental interventions.  In 2002 just over 1100 subjects were entered onto prospective intervention or cancer control trials, and over 5,000 subjects were in follow-up either through a clinical trial or observational/behavioral study.  

In 1989, the City of Hope Department of Biostatistics developed an in-house database system for computerized management of all cancer clinical trials, and later this was extended to all clinical trials for which the Department provides Clinical Research Associate (CRA) and/or biostatistical support.  The Biostatistics Information Tracking System (BITS) was programmed using the Advanced Revelation (AREV) database development software and implemented on the network.(11)  In operation since 1989, BITS supports data collection for specified protocol and subject related information.   Data on over 130,000 patients/subjects currently are stored in the BITS Research Data Repository (RDR).  The database recently has been migrated to a Microsoft (MS) SQL Server platform, and front-end user interfaces are being built to take advantage of broad access to Web browsers by the user community, which includes satellite centers located away from the main COH campus.  The new MS SQL platform also will allow an Open Data Base Connection (ODBC) directly to the SAS statistical programming software, rather than the previous DBF interface utilized for porting data files to the biostatisticians to carry out statistical analyses.

Data in the Oacis electronic clinical data repository system are interfaced with BITS via a mirrored copy of the Oacis repository created nightly by the Information Technology Services (ITS) Department for research use by the Division of Information Sciences.  This avoids the need for redundant data entry for a large number of data fields available through Oacis.  Protocol information, including IRB actions, are entered into the system, along with weekly accession and follow-up logs on all subjects being followed for research purposes.  This allows institution-wide reporting on total accruals and survival statistics, and the generation of numerous administrative and research reports, such as those required by the National Cancer Institute (NCI).  

To enhance our ability to expand our clinical knowledge and summarize our experience in treating our complete patient population, it is desirable to collect prospective data not only on those subjects enrolled on prospective interventional clinical trials, but also on patients receiving standard of care treatment.  This will make it possible to perform required administrative and quality assurance analyses, to conduct prognostic exploratory analyses across all patients, to better understand the associations between treatment and response within the general patient population, and to conduct outcomes research to evaluate the quality of care and outcomes achieved for City of Hope patients.  However, particularly since the enactment of the HIPAA legislation, it is critical that all clinical research data are collected, computerized, and analyzed in compliance with the Privacy Rule and the Security Rule (once the Security Rule becomes effective), and in accordance with applicable IRB regulations.  

This blanket protocol describes the processes and procedures for creating, maintaining, and utilizing the City of Hope RDR in accordance with these mandates. 

B. Rationale

The primary objective under this protocol is to collect and computerize subjects data required for clinical research at City of Hope in a secure and confidential manner, and to utilize these data for research, QA, and administrative purposes in a manner that conforms with IRB and HIPAA requirements.

C. Hypothesis

There is no specific research hypothesis for this protocol.  Data will be entered into the RDR for subsequent use in research studies initiated by City of Hope investigators, under IRB approved protocols for either prospective or retrospective research.  The data in the RDR also will be utilized for QA and administrative reporting purposes.

V.  ELIGIBILITY CRITERIA

A.  Inclusion Criteria

All males and females of any age or ethnic origin seen at City of Hope, or at any of our affiliated locations are eligible to be included in the data repository described within this protocol.  Table 1 displays the gender and racial/ethnic characteristics for patients treated at City of Hope in the year 2000.  Table 2 shows the race/ethnicity distribution for subjects treated on therapeutic and non-therapeutic trials in the year 2000.  Table 3 shows City of Hope clinical trial accrual data by gender, with a higher percentage of women enrolled on treatment trials than men (47% versus 53%), and a much higher percentage on non-therapeutic trials (78%).  This, in part, reflects our concentrated efforts on outcomes research and pain management in breast cancer patients.

Table 1:  Race/Ethnicity Data for New City of Hope Cancer Patients in 2000

	American Indian
	Asian/Pac

Islander
	Black
	Hispanic Origin
	White
	Other/ Unknown
	Total

	1

0.1%
	160

11.2%
	63

4.4%
	316

22.1%
	889

62.1%
	2

0.1%
	1,431

100%


 Table 2:  City of Hope Accruals in 2000 by Race/Ethnicity 

	Type of Trial
	American Indian
	Asian/Pac Islander
	Black
	Hispanic Origin
	White
	Other/ Unknown

	Therapeutic   

Trials  (n=457)
	2

0.4%
	44

  9.6%
	20

4.4%
	119

26.0%
	272

59.5%
	0



	Non-therapeutic   

Trials   (n=286)        
	0


	26

  9.1%
	11

3.8%
	57

 19.9%
	189

  66.1%
	3

1.0%


Table 3:  City of Hope Accruals in 2000 by Gender

	Type of Trial
	Male
	Female
	Unknown

	Therapeutic            N
Trials                     %
	217

47%
	240

53%
	0

	Non-therapeutic     N
Trials                     %
	63

22%
	223

78%
	3

1%


B.  Exclusion Criteria

No City of Hope patient will be excluded from the RDR, as all patients’ demographics are imported to BITS from the OACIS electronic medical record system, in anticipation of possibly enrolling them as a research subject.  This is necessary to ensure that all longitudinal information is available for patients who may agree to participate in a specific research study and sign a protocol-specific research consent in the future, and to conduct QA monitoring and administrative reporting for the institution. 

When an investigator makes a request for data from the RDR, subject information will be excluded from the research results (even if an IRB waiver of the HIPAA authorization requirement is in place or the IRB has otherwise granted permission for use) under the following circumstances:

· Data from subjects who dissented on the general research consent form in place at City of Hope prior to April 14, 2003 will be excluded from all research studies (including reviews preparatory to research as discussed in Section VI.B below) where there is no protocol specific consent form in place; and

· Data from subjects who declined to consent to a specific prospective protocol, whether interventional or observational in nature, will be excluded from any analyses of that particular study.
VI. STUDY METHODS


  A.  Procedures for Data Collection 

This section describes the procedures to be followed in the process of identifying subjects whose data will be included in the RDR, the types of data to be computerized, and the procedures for collecting and storing the data.  For subjects enrolled on prospective protocols, these procedures may be modified as stated in the relevant protocol.  

Types of Data Computerized within the RDR: At a minimum, data consisting of patient/subject demographics will be stored on every patient treated at City of Hope, or one of our satellite affiliates.  The demographic data entered into the RDR for all City of Hope subjects will include:  Medical Record Number (MRN), name, contact address, date of birth, gender, race, and ethnicity.  Demographic data on all patients treated at City of Hope will be automatically downloaded from Oacis into the RDR on a nightly basis.  

All subjects enrolled on a clinical research study through City of Hope or one or our affiliates will have additional data stored in the RDR reflecting their enrollment process, the protocol to which they were accessioned, their diagnosis applicable to the protocol, and their off-study, relapse and survival data.  For the subset of patients/subjects enrolled on a City of Hope intramural study, full protocol data will be collected and entered into the RDR for subsequent analysis by the biostatisticians.  For subjects entered onto prospective clinical trials the additional forms of data computerized in the RDR will include past history of disease and treatment, current diagnosis and disease severity, co-morbidity, treatment interventions received, complications and toxicities, and disease outcomes.  In certain studies quality of life and other survey data may be obtained as well per protocol specifications.  

In addition to specific research data, a core set of data will be collected on all patients undergoing bone marrow or peripheral stem cell transplantation, as these data are required both for retrospective observational studies and QA/administrative reporting of transplants.  

Process for Inclusion of Patients in the RDR:  For prospective research studies, potential subjects will be identified by the treating physician, and the assigned Protocol Nurse, Nurse Coordinator, or Clinical Research Associate (CRA) will screen the subject for study eligibility.  Those subjects determined to be fully eligible will be asked to consider enrollment onto the study and to sign the protocol-specific informed consent document, including a HIPAA authorization. Full study data will be collected and computerized on the eligible subjects who provide their consent and authorization for the collection of PHI.  A limited amount of data on the screening process, including the date screened and the outcome of the screening/consenting process, may be recorded on any potential research subject who goes through this process.  

If the data required for eligibility screening stem solely from patient care that is considered to be routine, the process of eligibility screening will be considered a recruitment activity, and no individual consent or PHI Authorization will be required to screen the patient for possible protocol enrollment.  However if research tests outside of routine care are involved in the eligibility screening, informed consent with PHI authorization will need to be obtained prior to screening the patient for eligibility for the study. 

Data Collection Procedures:  For every subject entered into the RDR, the system automatically generates a unique Research Participant Number (RPN) and a set of initials based on the first, middle, and last name of the subject.  Whenever practical, the RPN and initials will be utilized in place of the MRN and subject name, on case report forms (CRFs) and reports.  However the MRN and full subject name also must be maintained within the RDR and available to the CRAs for the purpose of collecting data from the medical record and other source documents in order to accurately link longitudinal follow-up data to the appropriate subject records.  BITS has a built in mechanism to allow the CRA to look up the RPN-MRN unique pair linkage at any time.   

Data Collection for Prospective Therapeutic and Non-Therapeutic Research Studies: For research involving prospective therapeutic or non-therapeutic studies, the PI is responsible for obtaining approval of the protocol from the Cancer Protocol Review Monitoring Committee (CPRMC) or the Protocol Review and Monitoring Committee (PRMC) for non-cancer studies, followed by IRB approval of the protocol, and for obtaining executed informed consent documents, which must include a HIPAA authorization section.  In unusual circumstances, the PI can, instead, obtain a waiver of informed consent and a waiver of HIPAA authorization as judged appropriate by the IRB.  Once these approvals have been obtained, the CRA assigned to the protocol will begin data collection for appropriately eligible subjects, using CRFs that do not obviously identify the subject by MRN and Name, except for the initial Accession Log.  These data will then be processed into the RDR following one of the four mechanisms described below.  

Data Collection for Research Involving Medical Records Review of Existing RDR Data:  For any research involving the review and computerization of additional medical records data, and/or analysis of previously computerized RDR data, the PI is responsible for obtaining CPRMC/PRMC and IRB approval for a prospective or retrospective observational study as appropriate.  In this instance the PI may request an IRB waiver of informed consent and an IRB waiver of HIPAA authorization, and if granted by the IRB, the data collection may proceed.  If waiver of consent and HIPAA authorization are not granted, then individual protocol-specific consent and HIPAA authorization must be obtained from each subject prior to data collection, use or distribution of the data for a given subject.
Data Processing Mechanisms:  Data will be processed into the RDR through one of four possible mechanisms: 1) Transfer of data from existing electronic data sources, when the data definitions, collection rules, and validation processes meet the requirements of the desired data; 2) Entry of data through Web-based screens; 3) Transcription of data onto scannable CRFs that are faxed in for automatic loading into the RDR; or 4) Transcription of data onto standard CRFs that are entered into BITS screens by Data Entry Clerks.   The only CRF that will display both the RPN/Initials and the MRN/Patient Name will be the Patient Accession Log, to document the unique link between these pairs of identifiers for future reference by the CRAs.  Where practical, other CRFs will be identified only by the RPN and subject initials, to help ensure the confidentiality of the research participants.  (When the CRFs are passed to the treating physician for their review of the data collected, a temporary label with the patient name and MRN may be affixed to the forms, and removed again after sign-off by the physician).


 B.  Policies and Procedures for Data Usage and Disclosure

This section describes the policies and procedures for use and disclosure of data by the Department of Biostatistics, and usage of these data by City of Hope investigators or investigators outside the City of Hope.   

Data Usage for Activities Preparatory to Research:  To determine whether a future prospective or retrospective study is feasible, an investigator may request summaries of existing cases and data from a member of the Department of Biostatistics, either from a biostatistician if the data reside in the BITS RDR, or from a Cancer Registrar if the data needed reside within the CNext system of the Cancer Registry.  The requestor should first complete the form found on the IRB website for a request to review data preparatory to research, and obtain IRB approval prior to forwarding the request to the Cancer Registry or Biostatistics Department.  As an activity preparatory to research, the biostatistician or Cancer Registrar may disclose a subject’s PHI for use by the requesting investigator and members of his/her research team without the individual’s HIPAA authorization, a waiver or an alteration of HIPAA authorization, or a Data Use Agreement.  However the use or disclosure of PHI preparatory to research must follow these guidelines: 1) IRB approval of a protocol preparatory to research must be obtained; 2) The data must be requested solely to review PHI as necessary to prepare a research protocol, or for similar purposes preparatory to research; 3) The PHI cannot be removed from City of Hope in the course of the review; and 4) The PHI for which use or access is requested must be necessary for the research.  Additionally, the Biostatistics Department should follow the “minimum necessary” rule, thus, whenever practical, the Biostatistics Department should disclose aggregated summary statistics to the investigator rather than line listings of individual subjects’ data.  If it is necessary to distribute a line listing to the investigator to be able to prepare for the research (but it is not otherwise necessary for the investigator to link to the subject’s Medical Record to obtain further information), the RPN should be the only identifier on the listing.  If it is necessary to link to the subject’s Medical Record, the MRN and name may be included on the list; however in this instance, permission from the Director of the Clinical Department that provides the primary care for the patient is required.

Data Usage for Prospective Therapeutic or Non-Therapeutic Studies Involving Informed Consent:  Data for research subjects who have provided informed consents and HIPAA authorizations on prospective therapeutic or non-therapeutic studies will be extracted from the RDR and analyzed by one of the members of the biostatistical research team.  The scope of the HIPAA authorizations obtained should be broad enough to allow the researcher to use and disclose such data for the purposes of the research.  A biostatistician, CRA or database programmer may release such data to those members of the research team as needed for the purposes of data QA, interim reporting, or analyses, as permitted by the specific scope of the informed consent and HIPAA authorization.  The data may take the form of either line listings of individual subjects or aggregated results of statistical analyses.  However, in the first situation, whenever practical, the RPN and subject initials will be substituted for the MRN and full subject name.

Data Usage for Observational Studies:  Data for subjects on observational studies will be extracted from the RDR and analyzed by one of the members of the biostatistical research team.  Data sets from the RDR may be released to the investigator for a study using the following four methods:  (1) creating a fully de-identified (anonymous) data; (2) creating a Limited Data Set and having the data recipient sign a Data Use Agreement; (3) obtaining an IRB waiver of informed consent and an IRB waiver of HIPAA authorization for use and disclosure of data; or (4) obtaining a HIPAA authorization to permit the use and disclosure of such data.  The permissions and procedures required for each of these situations are described in the following sections.  Regardless of the above, in the case where a subject previously dissented to the use of his/her medical records data for research based on the General Research Consent in place prior to HIPAA enactment on April 14, 2003, that subject’s data will be excluded from the analysis. 

Fully De-Identified Data: In certain circumstances (e.g. when highly sensitive or experimental data will be involved), the investigator may design his/her protocol such that the final resulting data set is fully de-identified under HIPAA regulations.  If PHI is fully de-identified, such data is no longer regulated by HIPAA.  To qualify as fully de-identified all of the 18 data elements listed in Table 4 must be removed from the final data set created for the investigator by the biostatistician, such that neither the research participant or their relatives, employers, or household members could be identified in the future as per the Privacy Rule.  In addition, in writing the protocol for review and approval by the IRB, the investigator must ensure that none of the remaining information that is contained in the data set will be used, alone or in combination with other information, to identify the individual subject. 

Table 4:  Data Elements That Must Be Removed to Create a Fully De-identified Data Set

	1. Names
	10. Account numbers

	2. Geographic subdivisions less than statea
	11. Certificate/license numbers

	3. All element of dates (except year)b
	12. Vehicle ids and serial numbersc

	4. Telephone numbers
	13. Device identifiers and serial numbers

	5. Facsimile (Fax) numbers
	14. Web universal resource locators (URLs)

	6. Electronic mail addresses
	15. Internet protocol (IP) address numbers

	7. Social security numbers
	16. Biometric identifiersd

	8. Medical record numbers
	17. Full-face photographs 

	9. Health plan beneficiary numbers
	18. Other unique identifying data elementse


aIncluding street address, city, county, precinct, ZIP Code, and their equivalent geographical codes, except for the initial three digits of a ZIP Code if, according to the current publicly available data from the Bureau of the Census:  1) The geographic unit formed by combining all ZIP Codes with the same three initial digits contains more than 20,000 people; or 2) The initial three digits for a ZIP Code for all such geographic units containing 20,000 or fewer people are changed to 000.

bDates that must be removed include birth date, admission date, discharge data, death date, and dates indicative of age >89 years (unless aggregated into a single category of age >= 90 years).

CIncluding license plate numbers.

d Including fingerprints and voiceprints.

e Including numbers, characteristics, or codes, unless otherwise permitted by the Privacy Rule for re-identification.

Alternatively, the protocol could be written to utilize statistical methods that establish that de-identification of the data set can be achieved.  A biostatistician would be consulted in writing the protocol to calculate that given the proposed content of the final data set to be provided to the investigator, the probability that the information could be used to identify the individual subjects, alone or in combination with other reasonably available information, is “very small.”  The methods and probability calculations should be documented within the protocol so that the IRB may assess the appropriateness of the approach.  City of Hope would then be required to keep this information certifying the low risk of identification of subjects, in written or electronic format, within the IRB and the Department of Biostatistics for at least 6 years from the date of its creation or the date when it was last in effect, whichever is later. 

Limited Data Sets:  A Limited Data Set refers to a data set that excludes 16 of the 18 identifiers (see Table 5) defined by the HIPAA regulations as PHI, which may be used or disclosed, for purposes of research, public health, or health care operations.  A Limited Data Set is described as health information that excludes certain direct identifiers, while allowing other key fields often necessary for research, including city; state; ZIP Code; elements of dates; and other numbers, characteristics, or codes which are not listed as direct identifiers.  Because a Limited Data Set may contain identifiable information, it still is considered to be PHI.  The direct identifiers listed in the Privacy Rule’s Limited Data Set provisions apply both to information about the individual and to information about the individual’s relatives, employers, or household members.  

Table 5:  Identifiers Removed to Qualify Information as a Limited Data Set

	1. Names
	9. Account numbers

	2. Postal and address informationa
	10. Certificate/license numbers

	3. Telephone numbers
	11. Vehicle ids and serial numbers

	4. Fax numbers
	12. Device identifiers and serial numbers

	5. Electronic mail addresses
	13. Web universal resource locators (URLs)

	6. Social security numbers
	14. Internet protocol (IP) address numbers

	7. Medical record numbers
	15. Biometric identifiersb

	8. Health plan beneficiary numbers
	16. Full-face photographs 


aOther than town or city, state, and ZIP code

b Including fingerprints and voiceprints

A Limited Data Set can be provided to an investigator for research activities without obtaining either an individual’s HIPAA authorization, a waiver or an alteration of HIPAA authorization for its use and disclosure, provided that a Data Use Agreement has been signed by the intended recipient of the research data.  A Data Use Agreement is an agreement into which City of Hope enters with the intended recipient of a Limited Data Set to establish the ways in which the information in the limited data set may be used.  A Data Use Agreement is the means by which covered entities obtain satisfactory assurances that the recipient of the Limited Data Set will use or disclose the PHI in the Limited Data Set only for specified purposes.  Even if the person requesting a Limited Data Set from the City of Hope National Medical Center is an employee or otherwise a member of our workforce, a written Data Use Agreement meeting the Privacy Rule’s requirements must be in place between the covered entity and the limited data set recipient.

If a Limited Data Set is to be released to an internal City of Hope investigator through an approved IRB protocol that included a description of the Limited Data Set, the Limited Data Set may be released to such investigator when such Limited Data Set is created by the biostatistician with approval of the Director of Biostatistics.  The biostatistician will first ensure that the City of Hope Data Use Agreement has been signed by the PI, and will remove any data associated with subjects who dissented on the General Research Consent form.  However, if a Limited Data Set is to be released to an external recipient outside of City of Hope, prior approval and verification of the appropriate Data Use Agreement must be obtained by a Vice President for Research Administration.  Copies of all Data Use Agreements signed by internal investigators will be maintained by the Department of Biostatistics and the IRB Office, and in the case of an external release of data a copy also will be maintained in the office of the Senior Vice President for Research Operations.

IRB Waivers of HIPAA Authorizations or HIPAA Authorizations:  If PHI has been collected from subjects pursuant to an IRB Waiver of HIPAA authorization or pursuant to an executed HIPAA authorization, the affected PHI may be disclosed to internal City of Hope investigators as well as outside investigators, provided that such disclosure is made strictly pursuant to the scope of the waiver or the authorization, as applicable.  

Procedures for Accountable Disclosures:  In some circumstances research will require compliance with the accounting requirements under the HIPAA Privacy Rule and COH policy.  More specifically, where PHI is disclosed by a member of the workforce of the COH National Medical Center to an individual who is not a member of the workforce of the COH National Medical Center, the accounting requirements will generally apply, unless such disclosure of PHI was made pursuant to a HIPAA authorization, as a part of a Limited Data Set, as De-identified Data, or prior to April 14, 2003.  As soon as PHI is disclosed pursuant to an IRB waiver (or another mechanism requiring an accounting under HIPAA), the specific PHI disclosed would need to be transmitted to the Health Information Management Services (HIMS) Department via an electronic spreadsheet.  These data then would be merged into the Disclosure Trac software system by the staff members of HIMS, so that if a subject involved in the research requested an accounting of all disclosures of their PHI in future this event would be included.

However in the majority of cases, either full informed consent with HIPAA authorization would be in place that allowed release of the research data to the external collaborator, or a Limited Data Set would be provided to the external researcher after signing a Data Use Agreement.  In these last two instances accounting for the disclosures would not be necessary.   


VII.  HUMAN SUBJECTS ISSUES




A.  Potential Risks to the Research Subject


The creation and maintenance of the RDR poses minimal risk to the subjects whose data is included, provided the policies and procedures set forth above are followed.  Information collected in paper form will be maintained in a secure locked location within the Department of Biostatistics, accessible only to authorized research staff.  Individual subjects will not be identified in the published research.  Access to the BITS data system is guarded by identification and password protection, and made available only to authorized research staff and investigators. 

B. Potential Benefits

The RDR does not provide any direct benefits to the subjects participating.  Data collected on the subjects through the RDR will be used to provide analytic data sets for clinical trial results, to allow exploratory analyses to generate new hypotheses, and to conduct future observational and correlative research summarizing risk factors and outcomes.  Benefit to the general patient population may be derived by our ability to design more effective treatment options based on the use and analysis of this data.



C.  Alternatives

Without this process for prospectively, collecting and computerizing subject data the timely analysis of clinical research could not be conducted, and future observational, cohort and case series studies would not be feasible.  In addition, this umbrella protocol will provide a mechanism for investigators to use and analyze the data in order to develop potential hypothesis and new protocols.



D.  Confidentiality

CRFs are kept in fireproof file cabinets in the Department of Biostatistics.  Subject data are securely stored in the RDR.  Only research staff or physicians from the City of Hope have access to this database, with a proper password and identification.  All discarded papers that contain subject data will be shredded.  No information that would identify a subject is used on any report circulated outside the institution.
E.  Financial Compensation and Obligations to be Incurred

Subjects are not offered any financial compensation nor incur any financial obligation for being included in the RDR.  


VIII.  STATISTICAL CONSIDERATIONS
The Principal Investigator of future analytic studies will specify his/her scientific objectives in future protocols.  Statistical considerations for the individual protocols for future observational, cohort and case series research studies and for clinical trials will be described in detail by the statistician collaborating on the protocol.  
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