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Background of Reason for Research:

The primary immunodeficiency disorders are thought to be very rare, although their true prevalence has been difficult to estimate for several reasons.  Although untrue, it is still taught in some medical schools that the primary immunodeficiency disorders are so rare that it is not worth the effort to learn about them since it is unlikely that the average physician will ever see such a case.  It is true that real advances in the understanding of these disorders have been made by a limited number of institutions around the world that were able to accumulate sufficient patients to begin making sense of the range of symptoms that these patients exhibited.  

In 1992 the NIAID/NIH contracted with the Immune Deficiency Foundation (IDF) to develop a registry of patients with Chronic Granulomatous Disease (CGD).  With the success of that initial registry NIAID expanded the contract in 1998 to include eight different immunodeficiency disorders including in addition to CGD:  X-linked Agammaglobulinemia (XLA), Common variable immunodeficiency (CVID), X-linked hyper IgM (X-HIGM), Leukocyte adhesion deficiency (LAD), Severe Combined Immunodeficiency (SCID), DiGeorge Syndrome (DGS) and the Wiskott-Aldrich Syndrome (WAS).   

The Director of the Registry during the first 10 years of its operation was Dr. Jerry Winkelstein of the Department of Pediatrics at the Johns Hopkins University Medical Center in Baltimore.  The Registry at that time was designed to be primarily a physician registry with all contact between the registry and the patient being carried out through the submitting physician.  The Registry was de-identified with the patients assigned a unique code number.  However the patient’s initials and full date of birth were maintained in the record to help identify and eliminate duplicate registrations of the same patient by different physicians.  

The IRB at Johns Hopkins served as the IRB for the Registry and issued a waiver of consent citing the design of the Registry that lacked specific name, address, social security numbers or other specific identifiers and that mandated any contact with the patient could be made only through the submitting physician - who presumably would still know the patient’s identity.  In practice this design somewhat limited the usefulness of the Registry for longitudinal data collection since it meant that if a physician left practice there was no way to update their data or reach the patient because their identity was known only to that physician.  In addition, the amount of data collected in the original registry was quite limited and useful primarily to reassure the Registry that the patient’s diagnosis was likely to be correct.   Studies done with the Registry information were usually collaborative in nature with the Registry serving as a mechanism to identify physicians caring for patients with a particular disease – and the investigator then contacting those physicians to establish a research collaboration. 

The original eight Registries contain data on 1424 patients distributed as shown below: 
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The contract for continuing operation of these registries was included when NIAID and NICHD decided to change their mechanism for funding research in the primary immunodeficiency diseases and developed a consortium approach with a group of investigators banded together into an immunodeficiency disease network.  IDF assembled a group of prominent investigators in this field under the name United States Immunodeficiency Network (USIDNET) whose proposal was selected by NIAID for operation of the new research consortium beginning in October 2003.  Dr. Hans Ochs of the University of Washington is the PI and Dr. Charlotte Cunningham-Rundles of Mt Sinai in New York is Co-PI.

The Steering Committee of the USIDNET decided that the future success of the Registry would be greatly enhanced if USIDNET joined forces with the European Society for Immunodeficiency (ESID) that has also established a Registry that similarly contains about 1500 patients. ESID has developed an electronic web-based data entry system that permits easy registration of patient data and the capacity to enter follow-up data on the patients over the course of time to assist determination of natural disease history and the outcome of various treatment procedures. USIDNET is in the process of implementing a modified version of the ESID data entry system for the original eight disorders in the IDF Registry and that on-line system will be available in demo form by June and for patient data entry by mid-summer 2006.  Together these databases should provide the research community with a very powerful new tool to facilitate study of these individually rare disorders.


 The current model calls for all of the investigator accessible data in the Registry to be de-identified, although the patients will be given the option for the Registry to retain patient identifiers separate from the data in a secure file linked by a unique assigned number. This Registry, as was the earlier IDF Registry is, at least initially, intended to be a physician Registry with primary interactions between the Registry and the patient being carried out through the Submitting Physician.  However the IDF has polled its patient membership and has received overwhelming interest from the patient community for developing the Registry including an option for the patients themselves to initiate the registration process. We will be working with the IDF on the details of implementing that option once the initial online Registry has been placed in operation.  The NIAID has mandated that all data in the eight existing IDF Registries be ported into the new electronic database so that none of the original patient data is lost.

Objectives of Research:

This patient registry is designed to obtain longitudinal data on a large number of patients with the rare primary immunodeficiency diseases in order to:

· Learn more about the phenotypic variations seen in a large number of individual patients with the same molecular diagnosis

· Determine the natural history of these genetic disorders of immunity and establish genotype-phenotype correlations

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

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

· To promote collaborative research amongst interested investigators by identifying a larger pool of potential research subjects than would be available to these investigators at their own institutions

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

Description of Research Design:

The design of this new Registry involves a “Core” set of data that will be collected on all patients being enrolled in the Registry irrespective of their diagnosis.  When the patient’s specific diagnosis is recorded a subsequent “disease specific data entry form” will be seamlessly joined to the “core” data form during the web data entry session.  Included in these forms are sections for diagnostic criteria and grade and a description of the clinical spectrum of the disease seen in patients with that diagnosis.  These disease specific data forms are designed to collect data that is more specific for the particular diagnosis of the patient and includes things such as laboratory diagnostic tests that are important for that disease, genetic mutation analysis for the gene or genes involved with that diagnosis and treatment related items that are more specific to that diagnosis. 

Privacy

The existing plan for access to the data contained in the Registry involves several steps.  An interested investigator must submit a detailed written request outlining the experimental question being asked and the specific data required.  This request will then be reviewed by the Registry Director and by the disease sub-registry oversight committees involved if necessary.  Upon approval, if all the requested data is contained in the Registry database - a formal report will be generated by the database technical manager to answer the query. 

Only this formal request process will allow access to the registry data and then only the data requested will be provided.   Browsing thru the database will not be permitted.  However a submitting physician will have access to all of the data that he/she submitted on a patient and will be able to provide periodic up-dates.  Such updates will become an important part of the Registry permitting longitudinal follow-up to evaluate the effectiveness of various treatments, etc.  

The USIDNET Steering Committee has decided that qualified investigators from academia and industry will be allowed general access to the Registry via this query mechanism.  In addition certain limited queries from the lay public may also be accepted.   The committee has further recommended that reports containing the results of all queries will be posted on the USIDNET website to allow broad distribution of the information generated.  However academic investigators will be permitted to embargo release of that data for up to 15 months to permit time for a scientific report to be prepared and published.  Investigators from industry will not be allowed such an embargo period so as to not give unfair commercial advantage to one company over another. 

Inclusion and Exclusion Criteria 

All individuals of all ages and genders with an immunodeficiency disorder will be accepted for registration providing that there is some evidence consistent with the diagnosis of a primary immunodeficiency disorder.    The initial Registry is being established with eight disease specific sub-registries, but the intention is to broaden the number and scope of sub-registries to include as many of the recognized primary immunodeficiency disorders as possible.  We are also developing a data entry format that will permit registration of individuals that meet the usual criteria for a defect in immunity but who do not fit into one of the previously described immunodeficiency diseases.  

Individuals with immunodeficiency associated with HIV infection, chemotherapy or other immunosuppressive therapies will not be accepted for registration unless there is clear evidence that these individuals also have a genetically determined immunodeficiency disease as well.

Consent Form

See attached consent form and request for waiver of consent for deceased individuals and individuals lost to follow-up/

Source of Funding

The USIDNET Consortium is supported by a five-year contract from the NIAID and NICHD.  The term of this contract is 10/1/03 thru 9/30/08.  These institutes have indicated that the contract will be re-competed in 2008 with continuation of the Registry a central and continuing element.
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