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	Street Address:

Committee on Human Research  (CHR) 
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University of California
San Francisco, CA 94118 
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PART 1: ADMINISTRATIVE REQUIREMENTS

· Eligibility requirements for Principal Investigator, Co-Principal Investigator and Contact Person
· Training requirements
	A. Principal Investigator:

	Name and degree

Jennifer M. Puck    MD                        
	University Title

UCSF
	Department

Pediatrics 

	Campus Mailing Address (Box No.)

513 Parnassus Ave, HSE 301A, Box 0519
San Francisco, CA 94143-0519
	Phone Number

(415) 476-3181
	E-mail Address

puckj@peds.ucsf.edu

	Co-Principal Investigator:

	Name and degree

Mort Cowan    MD
	University Title

Professor
	Department

Pediatrics

	Campus Mailing Address (Box No.)

1278
	Phone Number

6-4083
	E-mail Address

cowanm@peds.ucsf.edu

	Additional Contact Person (if any):

	Name

Diane Wara    MD
	University Title

Professor
	Department

Pediatrics

	Campus Mailing Address (Box No.)

0105
	Phone Number

6-2171
	E-mail Address

warad@peds.ucsf.edu

	Name

Laurence E. Cheng   MD/PhD
	Title

Immunology Fellow
	Department

Pediatrics

	Campus Mailing Address (Box No.)

0105
	Phone Number

6-2171
	E-mail Address

chengl@peds.ucsf.edu

	Send correspondence to (check one):

	[ ]PI only

[ ]PI and Co-PI

[x ]PI and Additional Contact Persons

	Study Title: 
	Application Type:

	Registry of Patients with Primary Immunodeficiency Diseases
	[x]New Expedited Committee Application

[ ]Response to “Contingent” or “Return” letter

[ ]Modification

[ ]Renewal    Current CHR #: __    Expiration date: __

	UCSF Sites (Check all that apply):

	[x]UCSF

[ ]Cancer Center

[ ] Mt. Zion
[ ]SFGH

[ ]ITN

[ ]Fresno

	CTSI CRC Sites (Check all that apply):

	[ ]Moffitt Inpatient Unit

[ ]SFGH Inpatient Unit

[x]Moffitt Pediatric Inpatient Unit

[ ]Kaiser Oakland DOR

[ ]Moffitt Outpatient Unit

[ ]SFGH Outpatient Unit

[x]Moffitt Pediatric Outpatient Unit 

[ ]CHORI Pediatric

[ ]Mt. Zion Outpatient unit

[ ]VAMC Outpatient Unit

[ ]Pediatric Clinical Care Units


[ ]CHORI Adult

[ ]Tenderloin Medical Center

	UCSF Affiliated Sites (Check all that apply):

	[ ]VAMC

[ ]Gladstone

[ ]Gallo

[ ]SFDPH


[ ]IOA

[ ]BSRI

[ ]BCP

	UC Campus – Read the guidance to rely on another UC Campus IRB and submit the correct Notice of Intent to Rely form. 

	[ ]UC Berkeley
                                                 [ ]UC Irvine                  [ ]UC Riverside                 [ ]UC Santa Cruz

[ ]UC Davis
                                                 [ ]UC Los Angeles        [ ]UC San Diego               

[ ]Lawrence Berkeley National Laboratory       [ ]UC Merced                [ ]UC Santa Barbara 

	Non-UCSF Affiliated Sites - Attach IRB Approval Certification Supplement for all sites checked below:

	[ ]Foreign Country

[ ]Other Institution: __________

[ ]Other Community-Based Site: _______

	B. Funding:  If this study is eligible for “Just in Time” NIH review, do not submit your application to the CHR until you have received notification from the federal granting agency that your study appears to be in a fundable range. If this study is federally funded please complete section B.6. 

Check all that apply:

	1.  Type of funding:
	2.  Source of funding:
	3. Funds will be awarded to/through:

	[ ]Contract/Grant

[ ]Subcontract

[ ]Drug/device donation

[ ]Departmental

[ ]Gift

[ ]Student project

[x]Other: Unfunded national registry

Have funds been awarded?

[ ]Yes
[ ]Pending     [x]No

Award No.: 

Proposal Express number: NA
	[x]Federal Government

[ ]Other Gov. (e.g., State, local)

[ ]Industry**

[ ]Other Private

[ ]Campus/UC-Wide program

[ ]Departmental Funds

[x]Other: No funds coming to UCSF; the national registry is funded by USIDNET

Specify name of source designated above: NIH, NIAID contract to USIDNET AI-30070 
	Dept./ORU: 

Institution
Federal Wide Assurance (FWA) No.

[x]UCSF
00000068

[ ]Blood Centers of the Pacific
00002111

[ ]Blood Systems Research Institute
00006454
[ ]Gallo Institute
00000304

[ ]Gladstone Institute
00000087

[ ]Institute on Aging
00002525

[ ]NCIRE
00000256

[ ]S.F. Dept. of Public Health
00000162

[ ] SFVAMC Research Office
00000280

	4. UCSF (or affiliate) financial contact person for IRB     review recharge:
	NA

	5. Grant Title and PI (if different from above):
	U. S. Immunodeficiency Network (USIDNET)

	6. CHR Protocol/Federal Grant or Contract Comparison  (New CHR Studies Only).   If this study is federally funded, please submit one copy of one of the following documents (unless there is more than one grant or contract involved; in that case, submit one copy for each associated grant or contract). Please indicate which document you have attached: 

	[ ] The Research Plan, including the Human Subjects, Section E of your NIH grant

[ ] For other federal proposals (contracts or grants), the section of the proposal describing human subjects work, or

[ ] The section of your progress report if it provides the most current information about your human subjects work.

	7. If there are any significant discrepancies between this CHR application and the grant or contract or if this is a training grant please explain here: NA

	8. Secondary sponsors: If there are multiple sources of funding for this study, please describe the additional funding: NA

	C. Scientific or Scholarly Review:

	Is this an investigator-initiated study?   [ ]Yes
[x]No

	This study has received scientific or scholarly review from (check all that apply): 

The results of this review must be communicated to the CHR as part of the CHR review process.

	[x]NIH*
[ ]Cancer Center**
[ ]CTSI CRC
[ ]SFVAMC
[ ]CHORI
 [ ]Kaiser Oakland DOR

[ ]GESCR

[ ]Departmental Review***
[ ]Other: ___

	* Specific to this study. ** Required prior to final CHR approval for oncology studies. *** Submit a copy of the signed Departmental Scientific Review form. 

	D. Key Personnel:  All key personnel including the PI and Co-PI must be listed below along with a brief statement of their qualifications and study role(s).  If the SF VAMC is a study site, please identify the principal VAMC investigator, unless already listed as PI or Co-PI above. For questions regarding the VAMC application process, please contact the VA Clinical Research Office at 221-4810 ext.4655.  Please note:  All Key Personnel at UCSF or affiliated sites must complete the UCSF Collaborative Institutional Training Initiative (CITI) online module.

	Investigators and other personnel [and institution(s)]:
	Qualifications:
	Study role(s):

	Jennifer Puck, MD

Mort Cowan, MD

Diane Wara, MD

Laurence E. Cheng, MD PhD
	All are Physicians in UCSF Dept. of Pediatrics; all are trained in Immunology and Clinical Research 
	Principal Investigator

Co-investigator

Co-investigator

Co-investigator

	E. Statement of Financial Interest:  Does the PI or any investigator have any financial interests related to this clinical study?

If Yes, Attach Disclosure Of Investigators’ Financial Interests Supplement
	[x]Yes
[ ]No

 

	Dr. Puck has received support for her research program from USIDNET.

	F. Other Approvals/Regulated Materials:  Does this study require approval or authorization from any of the following regulatory committees, or involve the use of the regulated materials listed below? Follow the hyperlinks for more information. If “Yes,” complete the applicable section(s) below.
	[ ]Yes
[x]No

	[ ]
	Biological Safety Committee
	BUA #: 

	[ ]
	Human Stem Cells
	Attach - Human Stem Cell Supplement

	G. Principal Investigator's Certification:
· I certify that the information provided in this application is complete and correct.

· I accept ultimate responsibility for the conduct of this study, the ethical performance of the project, and the protection of the rights and welfare of the human subjects who are directly or indirectly involved in this project.

· I will comply with all policies and guidelines of UCSF and affiliated institutions where this study will be conducted, as well as with all applicable federal, state and local laws regarding the protection of human subjects in research.

· I will ensure that personnel performing this study are qualified, appropriately trained and will adhere to the provisions of the CHR-approved protocol.

· I will not modify this CHR-certified protocol or any attached materials without first obtaining CHR approval for an amendment to the previously approved protocol.

· I assure that the protected health information requested, if any, is the minimum necessary to meet the research objectives.

· I assure that the protected health information I obtain, if any, as part of this research will not be reused or disclosed to any parties other than those described in the CHR-approved protocol, except as required by law.

· I assure that adequate resources to protect participants (i.e., personnel, funding, time, equipment and space) are in place before implementing the research project, and that the research will stop if adequate resources become unavailable.

	

	
	Principal Investigator's Signature
	
	Date
	


PART 2: STUDY DESIGN

	Complete items A-E using clear, concise, non-technical, lay language (i.e., the type of language used in a newspaper article for the general public) wherever possible. Define all acronyms. Use caution when cutting and pasting from another application or protocol to ensure that information is complete, supplemented where necessary, is pasted in a logical order, and is relevant to the specific section. Space limits are recommendations and should be adjusted as needed, but the total length for sections A-E should not exceed 5 pages.

For modifications and renewals, please highlight in italics all changes from previously approved version.

	A. Synopsis  (Briefly summarize the study.)
Space limit: quarter page

	This study is to enlarge a North American Registry of patients known or suspected to have a Primary Immunodeficiency Disease (PID), inherited disorders of immunity that can affect infants, children and adults of any age. The purpose is to accumulate data from subjects with selected rare PIDs. The registry will include demographic information, clinical information such as infections, immunologic data, relationship between immune function and outcomes, cause of death if known, and health assessments. Enrollment of a large group of patients will permit discovery the frequency each PID and of certain complications (autoimmunity, cancer, hepatitis, etc.). Individual PIDs are rare (1/20,000 to less than 1/100,000), so a centralized data collection is essential to make possible meaningful studies of the natural history of these disorders and how best to diagnose and treat them.

The registry has been set up under the auspices of the Immune Deficiency Foundation (IDF), a non-profit patient organization. All patients associated with the IDF have received announcements and will get a pamphlet (draft attached) describing the Registry and telling them how to enroll. They will need their immunologists to enter their medical data. All persons affected by a PID are eligible to be included, regardless of age, gender, pregnancy or child bearing potential or racial/ethnic origin. Patients who are interested in being a part of the registry must sign a consent form. A Western IRB consent form is approved, but has been modified here for patients enrolling through UCSF. The data needed is from the existing history that is in the patient’s chart. Any additional data that is requested on the questionnaires for the registry may be obtained during routine office visits with the enrolling physician. Available data of deceased individuals may also be registered.

Currently, the Registry contains data on several hundred subjects with PIDs, and several publications have already resulted (refs 1-7). Included are cases of Chronic Granulomatous Disease (CGD), Leukocyte Adhesion Defect (LAD), DiGeorge Syndrome (DGS), Common Variable Immunodeficiency (CVID), X-linked Agammaglobulinemia (XLA), Hyper IgM Syndrome (HIGM), Wiskott-Aldrich syndrome (WAS), complement deficiencies and Severe Combined Immune Deficiency (SCID). 

Under the Registry, patients have 2 options regarding their identifiable information. Under Option 1, the patient has no identifiers associated with the information put in the Registry. Due to this, the information that is placed in the registry cannot be removed at the patient’s request, and no updates or corrections are possible. Under the Option 2, the patient’s name, date of birth and mailing or email address will be kept in a file separate from the database and assigned a unique code number. The patient’s specific medical information will then be linked to the identifiers by the code number. Under this option the Registry may be updated with new information such as changes in the patient’s condition or treatments. It may also be updated with any changes in their name or contact information. Importantly, subjects entered under Option 2 and their physicians will have the opportunity to be told about any research that uses Registry information. Any patient who chooses this active form of participation may be contacted by Registry workers to request periodic updates or corrections of their information, may receive bulletins concerning research projects and publications, and may be informed of clinical studies they may be eligible to join. Registry enrollees under the Option 2 can control the amount of contact they wish to receive, change the amount of contact if they wish, and they can withdraw completely at any time.

Some PIDs are treated by bone marrow transplantation. A new law in 2008 mandates tracking of bone marrow and stem cell transplantation therapy in the US. The official database to record this information is maintained by the Center for International Blood and Marrow Transplant Research (CIBMTR), which is, like the USIDNET Registry, a password-protected database with assigned code numbers rather than patient names. Anonymous CIBMTR data summaries are used for approved research projects to determine best practices for transplants. USIDNET has worked with CIBMTR to harmonize data forms so that PID patient data does not have to be completely re-entered if a transplant is performed. Enrollees in the USIDNET Registry may choose to have their USIDNET data linked with CIBMTR data through an exchange of assigned code numbers.

	B. Hypothesis(es):  Briefly explain the hypothesis(es) to be tested.  If the study is not designed to test a hypothesis, simply state “None.”


	None

	C. Specific Aims:  List the specific aims.

	The Registry was designed to obtain longitudinal data on a large number of patients with rare PIDs in order to meet the following objectives:

· Increase knowledge of the phenotypic variations seen in individuals with the same diagnosis

· Determine the natural history of PIDs and establish genotype-phenotype correlations

· Learn effects of various treatment protocols used in PID over the course of time including unexpected side effects that may be unique to a particular diagnostic group

· Evaluate measures of quality of life in patients with these disorders and correlate these with genotype and treatment history

· Promote collaborative research among interested investigators by identifying a larger pool of potential research subjects than would be available to the investigator at his/her institution

· Identify patients with a specific diagnosis for potential participation in multi-institutional clinical trials designed for diagnosis or therapy of their specific disease

· Provide a minimum estimate of the prevalence of each disorder.

	D. Background and Significance:  Briefly sketch the scientific background leading to the present proposal, critically evaluate existing knowledge (with references), and specifically identify the gaps the project is intended to fill.  State concisely the importance and health relevance of the research described in this application by relating the specific aims to the broad, long-term objectives.

	In 1992, the NIAID/NIH contracted with the Immune Deficiency Foundation (IDF) to develop a Registry of patients with Chronic Granulomatous Disease (GCD). With the success of that initial Registry, NIAID expanded the contract to include additional PIDs, including XLA, CVID, DGS, WAS and SCID. The initial Registry was de-identified by having patients assigned a code number and the contact information of their referring immunologist. However, the patient’s initials and full date of birth were maintained in a central list to help identify and eliminate duplicate entries of the same patient by different physicians. The data collected was limited and mainly useful to confirm a potential diagnosis and to locate a physician caring for patients with a particular disorder. More recently NIAID and NICHD changed the Registry structure to a consortium approach. The IDF assembled a group of prominent investigators in PID under the name United States Immunodeficiency Network (USIDNET), funded initially by a contract. The Steering Committee of the USIDNET (of which UCSF PI Dr. Puck is a member) consulted with the European Society for Immunodeficiency (ESID), which had established a Registry that allows easy entry of patient data and the ability to enter longitudinal follow-up data. The USIDNET database has now been constructed as a modified version of the ESID database with a sub-registry for each disease, supervised by a committee of experts with the following duties:

· Act as an advisory body to review and approve requests to access the data contained in the database for that sub-registry

· Design and periodically re-evaluate the data collection forms being used for their specific sub-registry to keep the data collection up-to-date, reflecting advances in science and clinical practice

· Encourage colleagues to offer their patients enrollment in the Registry and to help young investigators study PIDs

· Act as a publication committee to prepare periodic reports or to recruit authors to prepare reports on the data collected 

While the original IDF disease Registries were essentially a physician Registry, with all interactions between Registry and patient being carried out solely through the submitting physician, the overwhelming interest from the PID patient community made clear that patients would like the ability to initiate the registration process. Thus, patient integrated registration has begun using a WIRB (Western Institutional Review Board) approved protocol and consent obtained via the IDF. However, physicians must become involved to partner with all enrollees to submit medical information and to be available locally to link patients to any prospective study enrollment. 

	E. Preliminary Studies:  Preliminary data often aid reviewers in assessing how valuable the project is likely to be.  If graphs or tables are used to convey information, please maintain a consistent style and make sure that fonts are no less than 11-point in size.  If no preliminary data are available, it may be helpful to briefly indicate why this proposed study is a reasonable starting point.


	No preliminary data is available. All data will be entered into the Registry. When sufficient patients are enrolled, it is anticipated that important conclusions from the data can be drawn about PIDs.

	F. Design 

1. (Check all that apply):

	[ ]Randomized

[ ]Blinded
[x]Investigational intervention without random assignment [ ]Behavioral

	If this study has any of the formal designations below, please indicate:

[ ]Phase I
[ ]Phase II
[ ]Phase III
[ ]Phase IV

[ ]Open Label Extension: If so, specify CHR Approval Number for original study: __

	[x] Multicenter: If so, is the UCSF PI the lead investigator, coordinating center or the prime grant holder?

If yes, please address how the following information will be recorded and shared among sites:  
	[ ]Yes
[x]No

	a. How will safety updates, interim results, or other information that may impact risks to the subject or others be communicated among sites? 

	The USIDNET subcommittees will provide updates to the central USIDNET Registry manager, who will in turn disseminate information to all physicians who have entered patients and to subjects who have asked to receive updates.

	b. How will any modification(s) to the protocol or consent document(s) be shared among sites? 

	Any modifications put forward by disease specific subcommittees will need to be approved by the USIDNET Steering Committee; once approved they will be disseminated by the Registry manager by posting on the Registry website and by email to relevant physicians and patients.

	Note: It is also the responsibility of the coordinating center and/or prime grant holder to maintain the IRB Approvals for all study sites.

	2. Community Engagement – The following questions are designed to gather information about the extent to which UCSF researchers are seeking to create or have created ongoing clinical and translational research partnerships with community members.  A community-based clinical and translational research partnership is defined as a research partnership that actively engages community participants in aspects of the research that extend beyond volunteering to be a subject in a clinical trial.

	a. Community-Based Research: Does this project involve the development or continuation of community-based research partnerships between UCSF and local members of community-based advocacy groups; religious, ethnic, or neighborhood organizations; schools; local government agencies; local businesses; or other local organizations? 
	[x]Yes
[ ]No

	The international community of patients and their families affected by PID is very involved with the Registry through the IDF. The opening of enrollment and design of the registry to allow direct communication back to participants was a direct result of input from family organizations and the IDF membership. 

	b. Practice-Based Research:  Does this project involve the development or continuation of research partnerships between UCSF and local community-based clinicians (such as dentists, nurses, pharmacists, physicians, or other health professionals), organizations that provide healthcare (such as local clinics, medical groups, pharmacies, or insurance providers), or other health-care organizations (such as professional membership societies)?  
	[ ]Yes
[x]No

	Note: if other sites are engaged in the research they must be listed in Part 1 under Non-UCSF Affiliated Sites 

	3. Additional description of general study design. Attach flow diagram if appropriate.
Space limit: half page

	Patients with known or suspected PID who are patients of Dr. Puck, Dr. Wara, Dr. Cheng and Dr. Cowan and their clinical associates will be offered the chance to participate in the Registry. Many of these patients have asked these doctors to help them enroll because they have received IDF pamphlets or heard about the Registry from the IDF or familly online groups. Those who wish to enroll through UCSF will sign the UCSF consent form. Registry data forms consist of a comprehensive Core Form and for each PID a Disease Specific Form, with additional fields related to each particular condition. The Registry forms, either hard copy or web-based online versions, will be populated with information from the patient’s medical chart. Under Option 1, the patient’s identity will not be revealed; therefore, there is no identifiable risk, but also no chance for further communication in either direction between patient and Registry.  Under Option 2, identifiable information and contact information will be kept in a separate file, linked with a code number to the Registry clinical and laboratory data. If the patient is enrolled under Option 2, he or she can choose at a later time to have their information removed from the registry or de-identified and kept in the same manner as Option 1 enrollees. Otherwise, the information will remain in the registry and will be accessible by the Registry manager. Each enrolling immunologist will also be able to update and to retrieve from the Registry the data he/she has submitted on behalf of his/her own patients. Investigators with approval from a USIDNET disease-specific subcommittee can submit queries to the database manager; aggregate, de-identified data will be produced for analysis. Investigators with prospective spin-off studies that are approved by a USIDNET scientific review panel will never be allowed to contact enrollees directly. Instead, the Registry manager will send invitations with a brief study description to potentially eligible enrollees who have indicated they wish to be contacted. The Registry manager will copy all invitations to the referring immunologist. Thus interested patients will be able to discuss the study with their immunologist and may on their own initiative volunteer for consideration to be in a spin-off study. Each spin-off study will have its own CHR/IRB approval that is beyond the scope of the Registry. If a patient chooses not to be a participant the Registry initially or at any time, the treatment they receive from Dr. Puck, Dr. Cowan, Dr. Cheng and Dr. Wara will not be affected. 

	G. Statistical Analysis:  Briefly describe what statistical analysis (es) of which outcome will be applied in order to address each primary aim.  Examples of statistical analyses include:

Calculation of descriptive statistics such as mean, median, SD, range, tallies. Examination of graphs such as outcome vs. time, scatterplots of two variables, Kaplan-Meier curves. Estimation of differences between two groups with comparison by t-test or Mann-Whitney test. Estimation and testing of within-person changes by matched t-test or Wilcoxon signed-rank test. Multiple linear regression, logistic regression, or Cox proportional hazards regression. Repeated measures models (usually requires the help of a statistician). For qualitative research, briefly describe how qualitative data will be analyzed.

	NA. Registry queries and future studies are subject to scientific review and approval including statistical analysis.

	H. Sample Size: Indicate how many subjects will be studied and why this number was chosen.

	The investigators at UCSF hope to enroll 150 PID patients currently followed at UCSF as well as future patients seen in our hospital and clinics. 


PART 3: PROCEDURES

	A. Check all that apply.

	[ ] Human Biological Specimen Banking  Attach -  Banking Supplement
[ ] Genetic Testing

	B. Please list, in sequence, all study procedures, tests, and treatments required for the study. Indicate which would be done even if a subject does not enroll in the study. Include a detailed explanation of any experimental procedures. Attach table if available.

	This Registry is enrolling existing and future patients with PID diseases. No treatment other than medically indicated treatment by the patient’s existing physician will be received. The study design allows for patients with a PID to be offered the opportunity to have their data entered into the USIDNET Registry. Patients will be informed of the registry through the IDF; the UCSF investigators will also offer the option of participating to their patients. The study will be discussed with the subject and opportunity for questions will be provided. Patients will be given the options for the Registry to be entered on a one-time anonymous basis or with coded patient identifiers separate from the data in a secure file so that data can be amended and re-contacting is possible. After consent is obtained, questionnaires will be completed using existing data in the patient’s record. If the patient opts for coded enrollment with identifiers, longitudinal data will be collected until the participant withdraws consent, the study closes, or the participant is deceased.

	C. Time Commitment: Indicate how much time will be required of the subjects, per visit and in total for the study.

	About ½ hour will be needed to review and sign the consent form. Data from regular, scheduled visits will be extracted from clinic and hospital charts.

	D. Facilities:  List the clinics and/or other specific locations where study procedures will be performed.  Please provide a description of the facility if appropriate.  For example, if study procedures involving more than minimal risk take place in a research facility, a description of the equipment on hand needed to protect participants would be appropriate.  Attach letters of support indicating knowledge and endorsement of this study from any involved units or name investigators from those units under Key Personnel.

	Patients will be seen in the Immunology Clinic, Pediatric Clinical Research Center if already enrolled in other studies for which they are seen there, hospital wards and Bone Marrow Transplant Unit. No procedures or tests will be done for the study that are outside of routine medical care.

	E. Will any interviews, questionnaires, surveys or focus groups be conducted for the study? If “Yes,” please name any standard instruments used for this study and attach any non-standard instruments.
	[ ]Yes    [x]No

	F. Will any procedures or tests be done off-site by non-UCSF personnel? If “Yes,” please explain.
	[ ]Yes     [x]No


PART 4: ALTERNATIVES

	A. Describe the alternatives to study participation that are available to prospective subjects.

	The alternative is not to participate in the Registry.

	B. Is study drug or treatment available off-study? If “Yes,” discuss this in the consent form.
	[ ]Yes   [ ]No    [x]N/A


PART 5: RISKS AND BENEFITS

	Risks and Discomforts:  1. Describe the risks and discomforts of any study procedures.

	There are no study procedures performed as part of the Registry.  There is very minimal risk associated with participating. The only risk relates to potential release of identifiable information from the database. Due to the safeguards in place, the chance of this happening is low.  

	2. Describe the steps you have taken to minimize the risks/discomforts to subjects: Examples include: designing the study to make use of procedures involving less risk when appropriate; minimizing study procedures by taking advantage of clinical procedures conducted on the study participants; mitigating risks by planning special monitoring or conducting supportive interventions for the study.  If appropriate, provide a rationale for risky procedures.

	NA


	B. Confidentiality and Privacy: Privacy concerns people, whereas confidentiality concerns data. Specifically, confidentiality refers to the researcher’s agreement with the participant about how the participant’s identifiable private information will be handled, managed and disseminated.  While privacy refers to a person’s desire to control the access of others to themselves. Address each of the following privacy issues in questions 1-3 below:



	1. How will the investigator access information from or about participants?

	The patients will be given 2 options as to how their data will be submitted, described above. Under Option 1, the patient’s identity will not be recorded and therefore can never be revealed. Therefore, there is no identifiable risk. Under Option 2, patient contact information will be kept in a secure file separate from the data file. Upon request of the patient using Option 2, the medical data can be de-identified or deleted from the database. The main Registry data will be stored on a secure computer at the USIDNET-contracted commercial firewall-protected site. Access is password protected. The data is stored with no personal identifiers, but is linked to a code number. The computer itself is in a locked facility to prevent intrusion into the program or theft of the hardware. Data forms that are being filled in as hard copy or electronically by the entering physician will be maintained in the patient charts and secured as per institutional policy or in locked drawers in the investigators’ offices. Data that is entered onto the online registry will be entered by individuals assigned unique and traceable identification codes and passwords. Physicians with access to the Registry can see only the data from their own institutions. 

Access to the data contained in the Registry (beyond data on one’s own patients) involves several steps. An interested investigator must submit a written request outlining the experimental question and the specific data required. This request will be reviewed by the Registry manager and by the relevant disease sub-registry oversight committee(s). Upon approval, if all the requested data is contained in the Registry database a report will be generated by the database technical manager to answer the query. If the request involves data that is not found in the database in sufficient detail, the requesting investigator will be provided a list of physicians who have submitted patients matching the search criteria of the request and the investigator will have the opportunity to contact those physicians and establish a research collaboration to gather more data under a separate protocol not covered by the Registry.  

Browsing through the database will not be permitted.  

The Registry manager may periodically generate requests to have information updated; these requests will be sent only to enrollees who have asked to be contacted for this purpose and their physicians.

Prospective studies approved through the USIDNET Steering Committee will generate invitations through the Registry manager, but only to potentially eligible enrollees who have asked to be contacted for this purpose.

	2. How will the investigator maintain privacy in the research setting(s)?

	See above.

	What are the consequences to participants of a loss of privacy (e.g., risks to reputation, insurability, other social risks):

	If links between the identifiers and the coded information were broken, medical information associated with individuals might be revealed. Keeping the identifiers in a separate file on a separate computer minimizes this likelihood. It is possible that such a small number of patients would be enrolled that their medical data could be identifiable even without their name. Having a large North American Registry minimizes this likelihood. 

	The following questions address confidentiality issues:

4. Identifiers: Please indicate all identifiers that may be included in the research records for the study. Check all that apply.

	[x] Names
[x] Social Security Numbers*
[ ] Device identifiers/Serial numbers

[x] Dates
[ ] Medical record numbers
[ ] Web URLs

[x] Postal address
[x] Health plan numbers
[ ] IP address numbers

[x] Phone numbers
[ ] Account numbers
[ ] Biometric identifiers
[ ] Fax numbers
[ ] License/Certificate numbers
[ ] Photos and comparable images

[x] Email address
[ ] Vehicle id numbers
[x] Other unique identifier**
[ ] None of the 18 identifiers listed above                                                     *Required for studies conducted at the VA

**Patients who receive a bone marrow transplant are required by a new 2008 law to be entered in a national BMT registry, CIBMTR. Patients joining the USIDNET Registry who are treated by bone marrow transplant will have their CIBMTR unique code number linked to their USIDNET Registry code number. The data collection forms of the 2 registries have been harmonized to include the same fields of immunologic data. The cross-registration will capture data without requiring double entry.

	5. Determining Whether HIPAA Regulations Apply to This Study: Please answer the questions below for the items identified in the above section. Check all that apply:

	Is any of the study data: 

  [x] Derived from a medical record?  Please identify source: existing pt. record

  [ ] Added to the hospital or clinical medical record?

  [x] Created or collected as part of health care? 

  [ ] Used to make health care decisions?
	HIPAA regulations apply.

The information identified in section B.4. above is PHI.

	  [ ] Obtained from the subject, including interviews, questionnaires?

  [ ] Obtained from a foreign country or countries only?

  [ ] Obtained from records open to the public?

  [ ] Obtained from existing research records?

  [ ] None of the above.
	HIPAA regulations do not apply.
The information identified in section B.4. above is not PHI.

	6. Use and Disclosure of Personal Health Information: Please indicate to whom or where you may disclose any of the identifiers listed above as part of the study process. Check all that apply:

	[ ] We do not plan to share any of the personally identifying information listed above outside the research team.

[ ] The subject’s medical record

[x] The study sponsor: please indicate: USIDNET (Funding derives from NIH)

[ ] The US Food & Drug Administration (FDA)

[ ] Others: please indicate: 

[ ] A Foreign Country or Countries

	7. Data Security: Identifiable data should not be stored on laptops, PDA’s or other portable devices.  Please indicate how study data are kept secure. Check all that apply:

	[ ] Data are coded; data key is destroyed at end of study or provide date: 

[x] Data are coded; data key is kept separately and securely

[x] Data are kept in locked file cabinet




[x] Electronic data are protected with a password

[x] Data are kept in locked office or suite



[x] Data are stored on a secure network

	8. Describe any additional steps taken to assure that the identities of subjects and any of their health information which is protected under the law is kept confidential. If video or audio tapes will be made as part of the study, disposition of these tapes should be addressed. NA

	9. Reportable Information: Is it reasonably foreseeable that the study will collect information that State or Federal law requires to be reported to other officials (e.g., child or elder abuse) or ethically requires action (e.g., suicidal ideation)? If “Yes,” please explain below and include a discussion of the reporting requirements in the consent form.
	[ ]Yes      [x]No

	Benefits:  1. Are there potential direct benefits to study subjects?  If “Yes,” please describe below.  
	[ ]Yes     [x]No

	 There are no direct benefits for participating in this study.

	2. What are the potential benefits to society?

	The information obtained for the Registry will help investigators learn how to better diagnose and treat the PIDs.  Information in the Registry may also advance medical knowledge in general so that others may benefit. The Registry empowers the PID community to participate in collecting data they believe will lead to better future care.

	D.  Risk/Benefit Analysis:  How do the benefits of the study outweigh the risks to subjects?

	The information obtained for the Registry is expected to help investigators learn how to better diagnose and treat the PIDs.  Information in the Registry may also advance medical knowledge in general so that others may benefit. There are no medical risks in this study. There is very minimal risk associated with participating in this study, namely the unintentional release of identifiable information from the database. Due to the safeguards in place, the chance of this happening is very low. 


PART 6: SUBJECT INFORMATION

	A. Number of Subjects: 

1. How many subjects will be enrolled at UCSF and affiliated institutions?
	~100

	2. How many subjects will be enrolled at all sites (i.e., if multicenter study)?
	≥10,000

	3. How many people do you estimate you will need to consent and screen here (but not necessarily enroll) to get the needed subjects?
	Not known

	B. Types of Subjects:  Check all that apply. Click on links for additional instructions.

	[x]
	Minors Attach - Inclusion of Minors Supplement

	[ ]
	Subjects unable to consent Attach -  Surrogate Consent or Emergency Waiver of Consent Supplement

	[ ]
	Subjects with Diminished Capacity to Consent

	[ ]
	Subjects Unable to Read, Speak, or Understand English – Complete Part 8.D of this application

	[x]
	Pregnant Women – Complete Part 6.G of this application

	[ ]
	Fetuses

	[x]
	Neonates

	[ ]
	Prisoners Attach -  Inclusion of Prisoners Supplement

	[x]
	Inpatients

	[x]
	Outpatients

	[x]
	Healthy Volunteers

	[x]
	Staff of UCSF/affiliated institution

	C. Eligibility Criteria:  

1. General description of subject population(s):

	The participants participating in this study have a diagnosis of primary immunodeficiency (PID).

	2. Inclusion Criteria:

	Participants must have a PID. All individuals with PID may be included regardless of age, gender, pregnancy, child bearing potential, or racial/ethnic origin.  

	3. Exclusion Criteria:

	HIV infection, chemotherapy, or other immunosuppressive therapies are not PIDs--primary immunodeficiencies. Patients with these types of immune disease will not be accepted for registration unless there is evidence that they also have a genetically determined immunodeficiency disease. 

Patients or their parents must be able to read or understand English well enough to comprehend the study and the consent form.

	D. How (chart review, additional tests/exams for study purposes), when and by whom will eligibility be determined?

	Eligibility will be determined by Dr. Puck and the co-investigators on the basis of review of clinical and lab data at the time of a regular medical visit. 

	E. Are there any inclusion or exclusion criteria based on gender, race or ethnicity? If “Yes,” please explain the nature and rationale for the restrictions below.
	[ ]Yes     [x]No

	F. Populations Likely to be Vulnerable to Coercion or Undue Influence:

	1. List subject groups who are likely to be vulnerable to coercion or undue influence, such as mentally disabled persons, economically or educationally disadvantaged persons, or investigators’ staff or students. Omit minors, those unable to consent for themselves, and prisoners (who are covered by separate Supplements); for pregnant women, fetuses, and neonates, see section G below):

	No vulnerable population groups are targeted for enrollment. It is possible that relatives of an enrolled family member may be urged by the family to join the Registry, or that fellow-IDF members may be so enthusiastic that an individual with PID may feel group pressure to join. The rarity of PID diseases makes this pressure a possibility that investigators are aware of. Individuals will be counseled in private that they are not obliged to join the Registry, and that they can withdraw later if they choose.

	2. Explain why it is appropriate to include the groups listed above in this particular study: 

	No one will be recruited or encouraged to join the registry who does not wish to do so.

	3. Describe additional safeguards that have been included in the study to protect the rights and welfare of these subjects and minimize coercion or undue influence. For example, you might provide competence evaluations (specify) for the mentally disabled, payment amounts calibrated to be noncoercive for the financially disadvantaged, extra-careful evaluations of subjects’ understanding of the study, advocates to be involved in the consent process, or use flyers to recruit subjects instead of directly approaching staff or students:

	Careful evaluation of each subject’s understanding and willingness to join ensure that enrollment is voluntary.


	G. Pregnant Women, Human Fetuses, and Neonates:

Identify all sections of 45 CFR 46 Subpart B (see Chart) under which you believe the research falls and provide study-specific information showing why the research falls within those sections:

	The Registry is governed by 45CFR46 Subparts B 46.205d (Viable neonates); viable neonates may be included. Neonates diagnosed with a PID are eligible to be participants of the Registry. They will be included only to the extent allowed and in agreement with the requirements of the Federal Policy for Protection of Human Subjects and Protection for Children Involved as Subjects.  This study is not a treatment study and has very minimal risk associated with it. 

The Registry also falls under 46.204 (Pregnant women). Pregnant women with PID are permitted to join the Registry. Data for the Registry is obtained through the participant’s already existent chart. There is no risk to the pregnancy. 


PART 7: RECRUITMENT

	A.  Please review CHR Recruitment Guidelines for more information about acceptable recruitment methods. Note that all advertisements, whether posted or broadcast, and all correspondence used for purposes of recruitment require CHR review and approval before they are used. Check all that apply:

	[x]
	Study investigators recruit their own patients directly and/or nurses or staff working with the researchers approach patients.  Please explain in Section B.

	[ ]
	Study investigators send a CHR-approved letter to colleagues asking for referrals of eligible patients interested in the study. The investigators may provide the referring physicians a CHR-approved Information Sheet about the study to give to the patients. If interested, the patient will contact the PI. Or, with documented permission from the patient, the PI may be allowed to talk directly with patients about enrollment.  Attach letter for review.

	[ ]
	Study investigators provide their colleagues with a “Dear Patient” letter describing the study. This letter can be signed by the treating physicians and would inform the patients how to contact the study investigators. The study investigators may not have access to patient names and addresses for mailing. Attach letter for review.

	[x]
	Advertisements, notices, and/or media used to recruit subjects. The CHR must first approve the text of these, and interested subjects will initiate contact with study investigators. Attach ads, notices, or media text for review.  In Section B, please explain where ads will be posted.

	[ ]
	Study investigators request a Waiver of Consent/Authorization for recruitment purposes. This waiver is an exception to the policy but may be requested in circumstances.

	[ ]
	Direct contact of potential subjects who have previously given consent to be contacted for participation in research. Clinic or program develops a CHR-approved recruitment protocol that asks patients if they agree to be contacted for research (a recruitment database) or consent for future contact was documented using the consent form for another CHR-approved study.  Please explain in Section B.

	[ ]
	Study investigators list the study on the UCSF Clinical Trials Seeking Volunteers web page or a similarly managed web site. Interested subjects initiate contact with investigators.

	[ ]
	Study investigators recruit potential subjects who are unknown to them. Examples include snowball sampling, use of social networks, direct approach in public situations, random digit dialing. Please explain in Section B.

	B. Provide detail in the space below (i.e., how, when, where and by whom are potential subjects approached?).

	The Immune Deficiency Foundation (IDF) has drafted a pamphlet about the Registry to send to its membership. The UCSF investigators will place copies of the pamphlet in the Immunology Clinic.


PART 8: INFORMED CONSENT PROCESS
	A. Check all that apply:

	[x]
	Signed consent will be obtained from subjects and/or parents (if subjects are minors),

	[ ]
	Verbal consent will be obtained from subjects, using an:

	
	[ ]

[ ]
	Information sheet (attach)

Script (attach)

	[ ]
	Signed consent will be obtained from surrogates
Attach - Surrogate Consent Supplement

	[ ]
	Informed consent will not be obtained.
Attach - either the Waiver of Consent/Authorization or the Emergency Waiver of Consent Supplement as appropriate.


	B. In the space below, describe how, where, when and by whom informed consent will be obtained. How much time will prospective subjects be given to consider study participation? If special subject populations will be included, be sure to describe any additional plans for obtaining consent from particular populations.  Justify any plans to use verbal consent instead of signed consent.

	Informed consent will be obtained by a signed consent form. Prospective subjects will be permitted to think about their participation in the Registry until they reach a decision. If they are unsure, they may get a copy of the consent form at one clinic visit and think about enrolling until the next visit or later.

	C. How will you make sure subjects understand the information provided to them?

	Subjects will be given unlimited time to ask any questions that they may have. 

	D. Subjects Who Do Not Read, Speak, or Understand English. 

	1. If you will enroll subjects who are unable to Read, Speak or Understand English, what method will you use to obtain consent? Preferred Method should be used if a substantial number of prospective subjects are expected to be non-English speakers. See Those Who Do Not Read, Speak or Understand English for details of methods.

	[ ]
	Preferred Method—Consent form and other study documents will be available in the subject’s primary language. Personnel able to discuss participation in the patient’s language will be present for the consent process.

	[ ]
	Short-Form—A qualified interpreter will translate the consent form verbally, and subjects will be given the Experimental Subject’s Bill of Rights in their primary language, following instructions in Those Who Do Not Read, Speak or Understand English for required witnessing and signatures.

	2. How will you maintain the ability to communicate with non-English speakers throughout their participation?


PART 9: FINANCIAL CONSIDERATIONS
	A. Payments to Subjects: 

1. Will subjects receive payments or gifts for study participation? If “Yes,” please review CHR Subject Payment Guidelines and complete the following:
	[ ]Yes
[x]No

	2. Payments will be (check all that apply):
	[ ] Cash

[ ] Check

[ ] Other (describe below)

	3. Please describe the schedule and amounts of payments, including the total subjects can receive for completing the study. If deviating from recommendations in Subject Payment Guidelines, include specific justification below.

	No payments will be made to participants for their involvement in the study.

	B. Costs to Subjects: Will subjects or their insurance be charged for any study procedures? If “Yes,” describe those costs below and explain why it is appropriate to charge those costs to the subjects.
	[ ]Yes
[x]No

	C. Treatment and Compensation for Injury:  The investigators are familiar with and will follow the University of California policy and (if applicable) Veteran’s Affairs policy regarding treatment and compensation for injury. If subjects are injured as a result of being in this study, treatment will be available. The costs of such treatment may be covered by the University of California, by the Department of Veteran’s Affairs (for subjects eligible for veteran’s benefits, if the SF VAMC is a study site), or by the study sponsor, if any, depending on a number of factors. The University does not normally provide any other form of compensation for injury.
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PART 11: ATTACHMENTS

	Please list Attachments, Supplements and Appendices
	Version number(s) or date(s)

	1. Inclusion of Minors

2. Puck Conflict of Interest Documents (J Puck is a member of the USIDNET Steering Committee and receives support of her laboratory program from USIDNET.)

       a. No Change Document

       b. Objectivity in Research letter

3. USIDNET and IDF Pamphlet informing families about the registry.

4. Consent form for adult or parent/guardian of minor child

5. Assent for minor child

6. USIDNET Registry Core Data Form

7. SCID-CID Data Form
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