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· Incarceration of a subject in a protocol not approved to enroll prisoners.

· An event that requires prompt reporting to the sponsor.

· Sponsor imposed suspension for risk.

· Complaint of a subject when the complaint indicates unexpected risks or cannot be resolved by the research team.

· A change to a protocol or procedure that is not pre-approved by the IRB.

· Protocol violation (an accidental or unintentional change to the IRB-approved protocol) that may harm subjects or others or that indicates that subjects or others may be at increased risk of harm.

· Other unanticipated information that indicates participants or others might be at increased risk of harm.

Some events do not qualify as AEs, SAEs or Unanticipated Problems posing risks to subjects or others. Most of these are events or circumstances encountered in the usual course of receiving medical attention. Examples of these are pain or minimal bleeding at the time of venipuncture, drowsiness after sedation, boredom while waiting for the scheduled visit or procedure, or other similar scenarios. It is clear that medical judgment may be involved in making decisions regarding whether an event represents an Unanticipated Problem.  You should call Kyle Conner at 215-503-8966 or Bruce Smith at 215-503-0203 with any questions.

Continuing Review of approved research: As part of continuing review, the IRB is obligated to ensure that the consent process is performed in accordance with the ethical principles of the Belmont Report and that it follows OHRP and DHSP guidelines. Observation of the consent process by the IRB Quality Improvement team is one way to accomplish this. The QI team, the Director/Associate Director or the IRB may request observation of the consent process.  Situations where observation may be in order include but are not limited to the following situations where:
· There is potential for coercion, 

· Vulnerable populations are being enrolled,

· Studies are  being carried out by a physician enrolling his/her own patients, 

· There have been complaints about a study from participants or their care-givers/family members,

· Participation is the only available medical option.

In the near future we hope to implement a consent observation program that will work in tandem with our QI site visits.

Modifications to protocols before IRB approval:  Federal regulations require that all modifications in approved research, during the period for which approval has already been given, may not be initiated without prior IRB review and approval except where necessary to eliminate apparent immediate hazards to human subjects. If applicable, the situation that required immediate modification of the protocol should be reported in detail using the OHR-20 form along with an OHR-12 to request the appropriate amendment to the protocol/consent form. The IRB will determine whether the change was appropriate to implement prior to IRB approval to eliminate hazards to subjects. 

Mentoring:  Mentoring is an important faculty obligation.  Mentoring junior faculty, residents, fellows and students should not be limited to teaching diagnosis and treatment or how a 
laboratory experiment is executed, interpreted and disseminated to other scientists and the public. Mentoring should include discussions regarding the ethics of these processes and the regulations with which practitioners and researchers must comply. And, yes, mentoring should extend to teaching how to prepare IRB submissions. You will find that your mentoring efforts will pay off with your mentees making better IRB submissions (i.e., less likely to receive a review that is “conditional” with a requirement for re-review by an IRB or a disapproval.).

IRB review designations: “Expedited” review does not mean faster, although it often takes less time between submission and approval; rather, expedited refers to the scope of review. “Exempt” means that the IRB has determined that the study does not meet requirements for full or expedited review. Once categorized as exempt, a study does not require annual review unless it changes in such a way that it now meets expedited or full board review criteria (see DHSP policy GA 102). Changes to studies meeting exempt qualifications should be submitted to the IRB using an OHR-12 form. 

DHSP News:  Please welcome back Danielle Papeika. Danielle is working 3 days a week as Quality Improvement Specialist, so some of you may be seeing her more often than before (or more often than you wish)! Also, please welcome our newest employee, Courtney Tirri. Courtney is a recent graduate of the University of Miami, Coral Gables, Florida, where she was not only a dean’s list student but also active in volunteer activities.  She expects to receive her Masters in Public Health from TJU in September of this year.  Courtney is coordinator for Continuing Reviews and assists Danielle with the QI program. We are very happy to have Courtney as a member of our team.

Helpful Hints: If you are simultaneously submitting more than one application from the same investigator PLEASE label each submission clearly in order to avoid getting these submissions mixed up. Each submission should be in its own box or package with clear labeling such as :”Submission #1 for Dr. Jones.”
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IRB Accreditation:  We are hopeful that Jefferson’s accreditation process with the Association for the Accreditation of Human Research Protection Programs (AAHRPP) will finally be concluded with full accreditation. We have just submitted our response to AAHRPP addressing about 30 requested clarifications and/or changes to forms and policies. They will review it in June and we are certainly looking forward to being able to take a break from this process and celebrate! We are grateful to the staff of the DHSP for their support and understanding during this time-consuming procedure, to Coy Purcell and Doreen Kornrumpf of the Office of University Counsel for their diligence in helping us prepare our response, to Theresa Wilson for her input and for constructing the application in its final form, and to Steve McKenzie for his continuing support of our efforts. Many of the changes that have been made over the past one and one-half years affect PIs and research coordinators as well as the DHSP staff and IRB members.  Some of these changes are discussed in the following paragraphs.





Always check the DHSP website for the most current forms: There are a number of new forms including the OHR-1, -2, and -8.  Starting June 1, 2008, submissions using forms that are more than 4 weeks outdated will not be accepted (for example, for a continuing review, if the OHR-9 on our website is dated 4/2008 and you submit an OHR-9 after June 1 that is dated 11/2007, it will not be accepted). 





Noncompliance: TJU policy #110.15, IRB Investigation of Noncompliance Issues, has been revised to include definitions of noncompliance issues. These are:


 


“Noncompliance” is defined as a violation of any federal, state, or local regulation, or university policy that governs human subjects research, any deviation from the IRB-approved protocol or from stipulations imposed by the IRB as a condition for approval.


“Serious noncompliance” means noncompliance which may affect subject safety, increase risks to subjects, affect the integrity of trial data, violate the rights and welfare of research subjects, or affect a subjects willingness to participate in the research.


“Continuing noncompliance” means a pattern of noncompliance that indicates a lack of understanding of the regulatory or ethical requirements affecting the rights and welfare of research subjects. The pattern of noncompliance is assessed by the number of incidents occurring during the course of a protocol, and whether the same noncompliant action repeatedly occurred or many different noncompliant events occurred.


“Allegation of noncompliance” means a verbal or written report of noncompliance that is an unproven assertion.






































“Finding of noncompliance” means an allegation of noncompliance that is determined to be true.























“Finding of noncompliance” means an allegation of noncompliance that is determined to be true.





Noncompliance issues include but are not limited to:





Reports that the researcher is not following the protocol as approved by the IRB, including failure to obtain a subject’s informed consent. 


Repeated failure of the researcher to submit required or requested information to the IRB. 


Conducting human subject research without prior IRB approval. 


Verbal or written complaints from subjects in research or their family members. 


Research publication written by a researcher(s) for which there is not an approved IRB protocol. 


An FDA or other audit report indicating noncompliance regarding a researcher or a study.





Suspected IRB-related noncompliance should be reported promptly to the DHSP and the above information should be helpful to investigators, department heads or others who may find themselves obligated to make such a report. The entire policy can be found on the TJU Policy and Procedure Website easily accessed through the Pulse homepage. There is also a link to the TJU Policy and Procedure Manual on the OHR/DHSP homepage.





Reporting Unanticipated Problems Posing Risk to Subjects or Others (UAPs): Use the OHR-20 to report these events. The following information should be useful in making decisions about reporting UAPs. 





Unanticipated Problems posing risks to subjects or others are unforeseen and indicate that subjects or others may be at increased risk of harm. UAPs should be reported promptly with not more than 10 working days elapsing between the event or knowledge of the event and submission of the OHR-20.  Examples include but are not limited to the following: 





An interim analysis of the data suggesting or indicating additional risk associated with a study procedure or test article. 


A report (journal article or abstract, etc.) that shows that the risks or potential benefits of the research might now be different from those initially presented to the IRB.


A breach of confidentiality.


Change in FDA labeling or withdrawal from marketing of a drug, device, or biological used in a research protocol.


Change made to the research without prior IRB review to eliminate an apparent immediate hazard to a subject.






















































































































































































Charles Intenzo, MD, Nuclear Medicine, IRB member


Greg Russo, MD, Radiation Oncology Fellow, IRB member


Gene Viscusi, MD, Anesthesiology, IRB member


Bruce Smith, MD, CIP, Director, DHSP, IRB member


Susan Stearsman, Director, Office of Research Administration


David Brock, MD, Neurology, IRB Chair























improve our ability to track trial activity and internal vs. external funding sources, please be sure to include the source of any support, whether full or partial, received for an IRB protocol on the OHR-1.  














most important factor in getting a rapid turn-around time.  








Coy Purcell, JD, Office of University Counsel, IRB member


David Brock, MD, Neurology, IRB Chair





Stephen Weinstein, PhD, Psychiatry and Human Behavior, IRB Chair


Danielle Papeika, DHSP Staff


Elaine Braddock, DHSP Staff


Maureen Morgan, KCC, Director, Clinical Research Management Office


Roseann Talarico, Office of Human Research, Clinical Trials Support


Patricia Mitchell Oden, DHSP Staff


Gerald Grunwald, PhD, Path. Anatomy & Cell Biology, Chair, COI Committee


Latesh Boyd, DHSP Staff


Jeff Benovic, PhD, Biochemistry & Mol. Biology, COI Committee


Cindy Wordell, Pharm D., TJUH Pharmacy, IRB member


Kyle Conner, MA, CIP, Associate Director, DHSP, IRB member


Richard Fruncillo, MD, PhD, Wyeth Pharm., PI, phase I unit, Methodist Hosp.


Diane Pirollo, VP for Marketing, Methodist Hosp., IRB member


Sharon Molotsky, RN, Vascular Surgery, Res. Coordinator


Greg Mokrynski, MD, CIP, Chair, Methodist Hospital IRB


Michelle Eisenhower, MD, Associate Chief Medical Officer, Methodist Hosp.


Christopher Chambers, MD, Family and Community Medicine, IRB Chair


Thomas J. Lewis, President and CEO, TJUH 


Steven E. McKenzie, MD, PhD, Associate VP for Research, TJU


Robert L. Barchi, MD, PhD, President, TJU





They all did a terrific job and were excellent ambassadors for Jefferson. A special thanks goes to the DHSP staff who pulled, reviewed and indexed more than 50 study files for the site visitors to review, and for those who took on added work to allow Kyle and Bruce to focus on preparing the responses, to Dr. Steve McKenzie for his insight and help with the application and our response to the site visit findings, and to Theresa Wilson who put the response package together. Also, thanks to Dr. Stephen Weinstein, Coy Purcell and Doreen Kornrumpf (Office of University Counsel) for their hard work on our policies, procedures and forms.





New IRB Policy and Procedures Manual and New IRB Forms: The new policy and procedure manual along with new consent form templates are now posted on the OHR website, � HYPERLINK "http://www.jefferson.edu/ohr/irb/index.cfm" ��http://www.jefferson.edu/ohr/irb/index.cfm�. The P&P manual has been extensively revised to meet federal regulatory requirements and was prepared using explicit AAHRPP guidelines. The manual is in a PDF format that is “bookmarked” and we believe you will find it easy to navigate.  





Please use the new IRB form templates from the OHR website for 


all submissions from now on. The OHR8R and OHR8D informed consent form (ICF) templates have been collapsed into the OHR8 
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The Division of Biostatistics provides statistical assistance with study design and data analysis to the entire TJU community. Members of the Division collaborate with TJU researchers on study/experimental design, grant proposal submissions, and data analyses. They are also involved in formal and informal educational and training activities throughout the University (GC630, lectures/talks, seminars, thesis committees, and mentoring). The Division of Biostatistics also serves as the �Biostatistics Shared Resource for TJU's Kimmel Cancer Center (KCC). Biostatistics faculty participate in KCC's research review committee, oversight committees for other shared resources, and various research and educational activities. The Biostatistics website is � HYPERLINK "http://www.jefferson.edu/clinpharm/biostatistics/" �http://www.jefferson.edu/clinpharm/biostatistics/�.  





For  individual faculty specifics and contact information contact Gloria Elnitsky at 955-9079 or go to: � HYPERLINK "http://www.jefferson.edu/clinpharm/biostatistics/pers.cfm" �http://www.jefferson.edu/clinpharm/biostatistics/pers.cfm�. 





IRB and HIPAA Training





IT is in the process of revising the IRB training system and database. Within the next few weeks, we will have self-registration, an easy way to check the status of your training, and e-mail reminders about when your human subjects certification or annual training will expire.












































 appropriate agencies, and the distinctions between these two types of events. 


adequate. This applies as well to indemnification language. The indemnification paragraph has become verbose and complex in many cases with inclusion of legalistic terms that are meaningless to the average potential subject. Jefferson ORA has standard master agreements with a number of sponsors that can simplify and speed up the contract negotiation process. Ron Polizzi and his staff in ORA can provide you with information about that. So, please talk to the sponsor about using the TJU boilerplate for the pregnancy statement, HIPAA, and indemnification, before submitting to the IRB. 





Genetic research





There seems a tendency of late for sponsors to indicate that results of gene studies, including pharmacogenetic studies, be given to subjects if they request this information from the study doctor.  We would discourage this. Usually, the information is generally not clinically relevant and has no bearing on the future health of the subject.















































research subject with sufficient understandable information to fully understand study procedures, potential risks involved, and benefit or lack of it to allow an informed decision about participating in a research study. Consent forms the length of short novels are probably not the best way to do that.




























































































We are currently re-thinking the local definition of a “serious” adverse event as there are AEs that may not fit the federal definition of an SAE but that may be serious enough to require reporting to the IRB.  Stay tuned for a revised OSA-10 on-site and/or more guidance.  The FDA is also reviewing their policies on AE reporting.





Form Changes





Please always use forms that are current on the OSA website as they are periodically updated.





The OSA-2 is being up-dated and simplified, as is the OSA-9.  Kyle Conner recently sent a broadcast message indicating that, effective immediately, the most current version of OSA-2 in your file may be submitted with annual reviews. If you are submitting a new proposal, please use the OSA-2 that is currently available on the OSA website.  The revised forms will be available soon on our website.





The OSA-9 (annual review) form is being revised to collect all the necessary trial information required to fulfill the federal mandate to provide “substantive review of on-going studies” while simultaneously eliminating the need for you to constantly update OSA-2s to accompany the OSA-9s.





Reporting Protocol Deviations and Violations





Informing the IRB of protocol deviations/violations has been lax to say the least, due in part to lack of precise federal guidelines.  Minor protocol deviations, such as taking a study medication an hour late or early or drug doses that appear to be wrong because someone “rounded up” instead of “rounding down” need not be reported to the IRB as they have no impact on the integrity of the study or the safety of subjects enrolled. 



















































































View IRB Training Data





The Division of Human Subjects Protection, in conjunction with Dr. Jack London, Director of the KCC Laboratory for Applied Computing, has developed a computer program whereby personnel conducting research involving human subjects can access the training area of the IRB web site to determine the current status of their required IRB training. Access to the site is:


� HYPERLINK "http://osa.tju.edu/clinicaltrials/IRBtraining" �http://osa.tju.edu/clinicaltrials/IRBtraining�. The site is called View IRB Training Data. Your name is case sensitive and must begin with a capital letter. The Social Security Number must contain the dashes.


The site is also available to the departmental business managers who will be able to determine the status of training of their investigators prior to the submission of a study to the IRB for review by using the individuals name and Social Security Number.





Training Course for Clinical Research Coordinators





The Division of Human Subjects Protection has been teaching a “Clinical Research Coordinator Training Course: Learning the Basics” for the past seven months. Completion of the course is required of individuals staffing clinical trials in order to hold the titles of clinical research coordinator, nurse coordinator or research coordinator. 


















































 operated in conjunction with continuing review to conduct routine, random, quality improvement site visits and in response to inquiries or complaints received from regulatory agencies, sponsors or research subjects, and to provide independent observation and evaluation of the consent process. With Dr. Thomas Nasca, Dean of Jefferson Medical College as the PI, Dr. George Kalf, Director of DHSP, Dr Jack London of KCC and Mr. Steven Mervis of the Oncology Clinical trials Office, wrote and submitted an RFA for $150K that was subsequently awarded. TJU expects, through the implementation of the expanded programs described in this RFA award, to move to a more proactive, integrative human subjects protection program that will lead to enhanced education, communication and controls. A program that will 


focus on prevention of harm to subjects and to a culture within TJU that embraces a collegial, constructive partnership between investigators/study coordinators and the DHSP. To this end, the QI program has been expanded to a 




















 















































Individuals who have taken the certification examination during the period November 2000 through 2001 should take


























 the annual training effective immediately. Those who have taken the training between January and June of 2002 should take the annual training by December 31, 2002   





Adverse Event Reports- A Reminder Any serious expected or unexpected AE on-site adverse event must be submitted within 48 hours to the Division of Human Subjects Protection by filing an RO-10 on-site internal IRB adverse event report (AER) form. All unexpected fatal adverse events must be submitted within 24 hours. 

















































































































The first copy of the AER must be submitted on yellow paper for immediate identification as an on-site AER.





Data Safety Monitoring Plans The NIH has recently required the inclusion of a data safety monitoring (DSM) plan for all studies requiring human subjects. The study section will critically review the DSM plan. TJU IRBs are required under our Federal-Wide Assurance with OHRP to review all human subjects research to the same standards. Consequently, effective immediately all submissions for IRB review must have a completed Section 11 in the RO-2 Abstract Form describing the investigator’s plan to insure the safety of the subjects and any provisions for necessary medical or professional intervention in the event of an adverse event to a subject.




















To conduct a clinical trial, a covered entity must obtain a consent (as provided for in the privacy regulation), an informed consent, an authorization for the use and disclosure of protected health information created for the research and an authorization for the use of any existing protected health information from the patient.


Administrative Procedures Required to Protect Health Information There are many administrative procedures and practices required to protect private health information and these procedures and practices will be provided to you by the Compliance Staff later in the year.


HIPPA Regulations and the “Common Rule” for the Protection of Human Subjects “The Common Rule” refers to Title 45 Code of Federal Regulations, Part 46 to which 17 federal agencies have subscribed for the protection of human subjects in research. It is the regulations embodied in 45 CFR 46 that IRBs and investigators must adhere to in human subjects research. Among the criteria for IRB approval of such research, as stated in 45 CFR 46, is that when appropriate, there must be adequate provisions to protect the privacy of subjects and to maintain the confidentiality of the data obtained in human subjects research. HIPPA provisions for protection of PHI parallel those of the “Common Rule”, For example, both 45 CFR 46 and HIPPA define research and human subject exactly the same. Research is defined as a systematic investigation, including research development, testing and evaluation designed to develop or contribute to generalizable knowledge (knowledge related to health that can be applied to populations outside of the population served by the covered entity). Human subject is defined as a living individual about whom an investigator (professional or student) conducting research obtains data through intervention, interaction with the individual, or obtains identifiable private information.


Under the “Common Rule”, private information is information about behavior that occurs in a context in which an individual can reasonably expect that no observation or recording is taking place, and information that has been provided for a specific purpose by an individual, and which the individual can reasonably expect will not be made public such as a medical record.


Privacy Regulations and Human Subjects Research HIPPA regulations allow the covered entity to use and disclose PHI for research purposes without authorization from the individual provided there is documentation that the research protocol was approved by an IRB and that the IRB found the protocol to meet specific criteria regarding the protection of PHI. Without appropriate documentation, PHI can only be disclosed with authorization from the individual. Furthermore, only when authorization to obtain PHI is requested in connection with a clinical trial may authorization for use or disclosure of PHI be in the same document as an authorization for informed consent or payment. 






































you desire. Effective 11/2001, internal IRB forms RO-2, RO-7 and RO-8 have been changed in some way. For example, in an effort to prevent redundancy and reduce the investigator workload, much of the information previously asked for in the questions on the RO-7 form has been integrated with the information requested on the RO-2 Summary Form. DHSP will only accept the updated forms.





Changes in the Review of Continuing Reviews and Amendments





Effective immediately, all continuing reviews (RO-9) and amendments (RO-12), requiring full Board review will be reviewed by a primary reviewer system similar to new studies. A single primary reviewer will be chosen for each study. The reviewer chosen will be based on 1) his/her having been one of the primary reviewers of the original submission; 2) the area of expertise required if the reviewers of the original submission are no longer members of the IRB.


For amendments, the primary reviewer will receive the RO-12 form containing a complete, but concise summary of the amendment, the revised protocol, and a copy of the current and revised consent forms. The other members of the IRB will receive all of information except the complete revised protocol. Because of the full Board review, 35 copies of a packet containing the collated required materials must be submitted. Two copies of the revised protocol are required.


For continuing reviews the primary reviewer will receive a summary of the protocol, an updated RO-2 summary form, a progress report, and the completed RO-9 continuing review form. A literature search must be conducted by the PI to ascertain whether there has been any information published since the last approval that would change the risk to the subjects or cause them to reconsider enrollment on the study. This information is requested on page 2 of the RO-9 form. Thirty-five packets of these collated materials must be submitted. 


Change in Access to the IRB Web Site





Information Technology has reworked the TJU homepage necessitating a different way of getting to the IRB web site. The IRB web site can now be accessed at: � HYPERLINK http://www.tju.edu/researchers/index-new.html ��http://www.tju.edu/researchers/index-new.html�  or � HYPERLINK http://jeffline.tju.edu/irb ��http://jeffline.tju.edu/irb�.









































































































































































































































































































































Feds Increase Monitoring of Investigators





A recent issue of the Clinical Trials Advisor, reports that the Federal Government is paying increased attention to the actions of investigators in conducting their clinical trials, and is more than ever prepared to hold the investigator responsible for any improper conduct. According to the FDA Office of Bioresearch Monitoring, investigator non-compliance is responsible for 70 percent of monitoring deficiencies found in clinical trials by the FDA this year. The FDA has more than doubled its inspections in the last year to ensure investigator compliance with federal regulations. The Biomonitoring Office has pledged to increase the number of inspections by one third and has asked for a $10 million increase in funding for FY 2002 to support these efforts. 





The most common problems found during these inspections are failure to report adverse events, non-adherence to the protocol, and failure to follow inclusion/exclusion criteria. Depending on how frequently the violation occurred,  the inspectors may rule that the data from the site is not reliable and in the final analysis the FDA can  conclude that the data cannot be included in the study results.





The most common areas of non-compliance cited by the FDA regulators are failure to:





Conduct physical exams as required by the protocol;


Remove the test article from the subjects upon withdrawal from the study;


Report the death of subjects to the IRB;


Submit safety reports to the sponsor; 


Maintain adequate records of the disposition of the test article;


Prepare and maintain source documents for the subjects in the trial;


Collect pharmacokinetic samples;


Administer chemotherapeutic drugs;


Maintain proper storage temperature for the test article;


Failure to stop a study when there was evidence of significantly increase drug toxicity





The bottom line is to expect increased monitoring by the Feds and remember , no site, no matter how well-known is immune from scrutiny 











Thanks





The staff of the Division of Human Subjects Protection and the IRB members wish to thank all of the investigators and coordinators for their patience and cooperation during our recent difficult time in re-reviewing 268 previously approved continuing reviews.





The staff of the Division of Human Subjects Protection wishes you a joyous holiday season and a safe and happy New Year.

















completed the exam and evaluation form, you most probably received a grade of 100.








TJU personnel serving as co-investigators on clinical trials at other institutions must successfully complete the training so that DHSP may certify that to the institution. Similarly, individuals from other institutions, serving as investigators or key personnel on clinical trials at TJU, are required to take either our or their institution's training. If the individual is at an academic institution operating under a current MPA, DHSP will accept written proof that the individual has passed their training program.  








For those individuals that can acquire continuing education credits from their professional organization, a certificate of completion and credits will be sent to you at a later date.








During the fall, DHSP provided a tutorial program as an introduction to investigators and key personnel, to the elements of the required training program. Bruce Smith, M.D. and Cynthia Miller, RN, conducted these tutorials as a voluntary program for investigators. All of the material in the Training Manual was not covered in the tutorial. Consequently, having taken the tutorial does not substitute for self-study of the Training Manual in preparation for the examination.








Although the NIH has a web-based training program available to all, TJU is required, under our Multiple Project Assurance with the Office of Human Research Protection of DHHS, to provide a training program. Consequently, the NIH program is not acceptable in lieu of the TJU program.




































































































































































IRB Administration


George F. Kalf, Ph.D.


Executive Secretary, IRBs	X-3-0203





Thomas Jefferson University IRBs


             Chairs:     David Brock, M.D.	          X-5-1767


              Stephen Weinstein, Ph.D.    X-5-7910


Administrative Staff


Katie Avender	X-3-9830


Peggy Borginis	X-3-9817


Kyle Connor	X-3-8966


Edie Rosalie	X-3-9816





Methodist Hospital IRB 


Chair: Gregory Mokrynski, M.D.


215-551-8660


Administrative Staff 


Judy Gennero


215-952-9003
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Privacy Issues in Research- HIPPA Regulations
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