AURORA

RESEARCH

STANDARD

OPERATING

PROCEDURES

Issue Date:

June 7, 1999

Revised:
November 4, 1999

Revised:
February 16, 2000

Revised:
May 23, 2000

Revised:
March 5, 2001

Revised:
October 1, 2001

Revised:
March 31, 2003

Revised:
March 31, 2004

Revised:
May 31, 2005

Revised:
November 30, 2006

Signature:____________________________    Date:____________

Patrick Falvey, Ph.D.

Vice President, Care Management and Research

STANDARD OPERATING PROCEDURES

     SOP                                      SOP                                DATE ISSUED      DATE         

NUMBER                               TITLE                                                              REVISED

000

Standard Operating Procedures

June 7, 1999
May 31, 2005

001

Good Clinical (GCP) Standards

June 7, 1999
May 31, 2005

002

IRB Submission, Local


June 7, 1999
November 30, 2006 

003
Central File Maintenance


June 7, 1999
November 30, 2006

004

Study-related Communications

June 7, 1999
May 31, 2005

005

Study Confidentiality



June 7, 1999
November 30, 2006
006

Investigator Responsibilities


June 7, 1999
November 30, 2006

007

Co-Investigator Relationships 

June 7, 1999
November 30, 2006

008

Regulatory Document File Requirements  
June 7, 1999
May 31, 2005

009

Sponsor Qualification and/or Pre-Study 
June 7, 1999
November 30, 2006

Initiation Visit Preparation

010  
Budget and Contract Negotiations

June 7, 1999
May 31, 2005

011

Informed Consent Development

June 7, 1999
November 30, 2006 

and Administration

012

Source Documentation


June 7, 1999
November 30, 2006

013

Research Subject Follow-up Procedure
June 7, 1999
November 30, 2006 

014

Sponsor Monitoring Visit Preparation
June 7, 1999
May 31, 2005

015

Investigational Test Article Acquisition, 
June 7, 1999
November 30, 2006 

Storage, Charging, Dispensing, 

Accountability and Disposition

016

Recruitment Materials 


June 7, 1999
May 31, 2005

017

Case Report Forms



June 7, 1999
May 31, 2005

018

IND/IDE Safety/SAE Report Filing

June 7, 1999
May 31, 2005

019

Adverse Event Reporting


June 7, 1999
November 30, 2006

020

Subject Registration

 

May 31, 2005
November 30, 2006

021

FDA Audits




June 7, 1999
November 30, 2006

022

Study Closure



 
June 7, 1999
November 30, 2006

023

Study Document Retention


June 7, 1999
November 30, 2006

024

Standard Business Correspondence

June 7, 1999
May 31, 2005

025

Sponsor Covered Services


April 30, 2001 November 30, 2006

026

Subject Stipends



Feb 5, 2003
November 30, 2006

027

Privacy Protection



Mar 26, 2003 
May 31, 2005

028

Educational Requirements


Mar 31, 2004 
November 30, 2006

029

Urine Testing




August 5, 2004

Note:  The term “sponsor” can refer to:

· a pharmaceutical company

· a device manufacturer

· a cooperative group

· a government agency

· any other group or individual responsible for the initiation and follow through of a research study

Members of the research division of Aurora include the following:

· Vice President of Care Management and Research Administration

· Director – Clinical Research 

· Managers – Clinical Research  

· Principal Investigators

· Sub-Investigators

· Research Coordinators

· Mentors






The ICH Regions include: 

· Research Pharmacists 




-  United States

· Research Educator




-  The European Union

· Research Scientist





-  Japan

· Research Compliance & Quality Specialist

· Research Assistant

· Medical Auditing

· Research Billing
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TITLE:
STANDARD OPERATING PROCEDURE

PRINCIPLE:
To assure consistent, reliable, and safe performance of a variety of functions, a set of guidelines are needed.  These guidelines have become known as Standard Operating Procedures.  The intent and scope is such that persons with generally accepted training and experience in a discipline can readily adapt their skills to the methods and customs dictated by the Standard Operating Procedure (SOP).  An SOP is not intended to be an intensive, detailed instruction manual.  However, an SOP may be an actualization of a Corporate Policy.

SCOPE:
This SOP covers all SOPs of Aurora and applies to members of the research division of Aurora Health Care.

MATERIALS:
Standard Operating Procedure template

METHOD:
1.
A Standard Operating Procedure must be focused on a discrete function, scope, materials needed, and the sequence of events necessary to accomplish the procedure.  Personnel responsibilities should be addressed when appropriate.

2. Any member of Aurora may draft and suggest a new SOP.  The SOP must be general in concept to apply equally across all research sites.

3. The Vice-President, Care Management and Research or designee will review the SOP for application with all other established SOPs.  After review, the Vice-President, Care Management and Research will determine whether to approve the SOP and if so will then assign a number that is sequential based on its date of original issuance.

4. The Vice-President, Care Management and Research, or designee will maintain a master log of all approved SOPs past and present versions, and distribute current SOPs to the appropriate research sites.

5. The Vice-President, Care Management and Research or designee will review approved SOPs yearly and make revisions as needed to make the SOPs current with applicable regulations and business practices.

6. As new Research Coordinators join the staff of Aurora, the Vice-President, Care Management and Research or designee will ensure that each employee receives a copy of the SOP Manual and training during an orientation period.
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7. The most recent version of the SOPs will be available on the Aurora Health Care Website.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
GOOD CLINICAL PRACTICE (GCP)

PRINCIPLE:
The term “Good Clinical Practice” (GCP) embraces the principles and operating procedures necessary to ensure that clinical studies are conducted in an ethical and accurate manner.  The main objectives are to ensure ethical conduct in clinical trials and protection of the safety, rights and welfare of research subjects.  GCPs which derive from ethical concerns are separate and distinct from “Standard of Care” based on good medical care of patients, or “Good Trial Design” based on scientific concerns.  In practice, all three principles are closely interrelated.  It is recognized that it is unethical and unscientific to expose human research subjects to the possible risks inherent to clinical research unless the study is designed so that valid data can be obtained.  Regulatory authorities reject clinical data derived from studies where GCP’s were not observed, even when the trial design is scientifically sound.  The U.S. FDA regulations governing GCP’S are defined for the conduct of clinical research.

SCOPE:
Members of the research division of Aurora Health Care.

MATERIALS:
Title 21 and Title 45, Code of Federal Regulations:

-
21 CFR 11:  Electronic Records; Electronic Signatures

-
21 CFR 50:  Protection of Human Subjects

-
21 CFR 54:  Financial Disclosure 

-
21 CFR 56:  Institutional Review Boards

-
45 CFR 46:  HHS Protection of Human Subjects

-
21 CFR 312:  Investigational New Drug Application, Sub-

part D-Responsibilities of Sponsors and Investigators

-
21 CFR 812:  Investigational Device Exemptions

-
Guideline for the Monitoring of Clinical Investigations,

FDA, October, 1995

-
International Conference on Harmonization (ICH) Guide-

line for Good Clinical Practice (E6)

-
FDA Information Sheets, September 1998

METHOD:
1.
Members of the research division of Aurora will be familiar with the elements of GCP and ICH Guidelines and abide by these principles. 

2. The Vice-President, Care Management and Research or designee will ensure that members of the research division are knowledgeable with the GCP regulations.
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3. The Principal Investigator for each study will ensure that 

team members participating in the study are

knowledgeable and compliant with protocol requirements

and sponsor directives.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
LOCAL INSTITUTIONAL REVIEW BOARD (IRB) SUBMISSION

PRINCIPLE:
RB approval through the Aurora IRB is required for any study

that involves contracted Aurora Medical Group physicians, hospitalization of the subject or a hospital based outpatient procedure during the course of the study.  Approved Oncology Cooperative group studies can be submitted to a central IRB for review, and approval with collaboration with the Aurora Health Care IRB. This SOP provides a uniform procedure for obtaining timely IRB approval for clinical research requiring local IRB submission and to ensure compliance with the US Food and Drug Administration (FDA) regulations, 21 CFR Part 50.  Obtaining approval from the Aurora IRB as defined by FDA regulations, 21 CFR Part 56 and 45 CFR 46, is the responsibility of the Investigator.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
-
Form FDA 1572 or investigator’s agreement, IRB application, protocol, informed consent form/authorization, Investigational Drug Brochure, recruitment material and any subject materials (if applicable).

-
Title 21, Code of Federal Regulations, Part 812, Part 312, Investigational and New Drug Application, Sub-part D, Responsibilities of Sponsors and Investigators

-
Health Insurance Portability and Accountability Act (HIPAA) of  1996, 45 CFR 46 and 164

-
IRB SOP: FO 301 Research Submission Requirements

-
IRB SOP: FO 302 Research Exempt From IRB Review

-
IRB SOP: RR 401 Expedited Review

-
IRB SOP: RR 402 Initial Review – Criteria for IRB Approval

-
IRB SOP: RR 403 Ongoing Oversight of Approved Research

-
IRB SOP:  GA 104 Conflict of Interest

-
IRB SOP: SC 502 Request to Access Existing Medical Records, 

Charts or Databases for Research
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-
IRB SOP: SC 504 Significant Risk-Non Significant Risk Determination

-
IRB SOP: HI 1201 Uses & Disclosures of Protected Health Information (PHI) for Research

METHOD:
1.
When a study is contracted between Aurora and a sponsor, the sponsor will send to the Principal Investigator a copy of the Investigational Drug Brochure to review and a protocol to review and sign.  For Investigational New Drug (IND) drug studies, the Principal Investigator (or designee) will complete the Form FDA 1572 (with signature) and will draft an Informed Consent Form following the Aurora IRB specific requirements (including HIPAA authorization). For device with the study sponsor.

2. If the site or sponsor creates subject materials and/or recruitment material, the materials along with the IRB application, protocol summary, protocol, informed consent form, investigator agreement and Investigational Drug Brochure will be sent to the IRB office in advance of the next scheduled IRB meeting (to meet the submission deadline set by the IRB office).  A waiver of authorization or review prepatory to research may need to be included for subject recruitment or for retrospective research.

3.
Upon IRB approval, the Investigator will forward all regulatory documents to the study sponsor (letter of IRB approval, IRB roster, signed Form FDA 1572 or investigator’s agreement, approved Informed Consent Form/Authorization, Curriculum Vitae of all investigators, medical licenses, laboratory normal ranges and certification and subject materials and recruitment materials prepared by the site).  A copy of all such documents will be kept in the project files.  The sponsor may request some of these regulatory documents prior to or during the IRB approval process.

4.
The IRB will follow their SOP’s to determine if a device study is a significant risk or a non-significant risk study. 

5.
All regulatory documents and clinical trial records must be

retained by the Investigator throughout the study and for at least two years after the last approval of a marketing application in an International Committee on Harmonization (ICH) region and until there are no pending or contemplated marketing applications in an ICH region or at least two years have elapsed since the formal discontinuation of clinical development of the IND product.  It is the responsibility of the sponsor to inform the investigator when documents no longer need to be retained.
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6.
It is the responsibility of the Principal Investigator to maintain the regulatory documents.  Any revisions of the regulatory documents must be submitted to the study sponsor and the Aurora IRB.

7. Under HIPAA, all signed Informed Consent Forms and Authorizations must be kept for at least six years after signature. 

RELATED SOP:
011 Informed Consent, 023 Study Document Retention, 027

Privacy Protection

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
CENTRAL FILE MAINTENANCE

PRINCIPLE:
Maintaining central files on Investigators will allow each specialty area to submit information to sponsors and/or the IRB in a timely manner.  A uniform system for maintaining these files on Investigators is essential to ensure that all information is current and accurately reflects the Investigator’s research capabilities.  Documents that should be maintained include records of all GCP audits, site demographics, Curriculum Vitae (CV), medical licenses, NIH or equivalent certificates, clinical laboratory certificates, normal lab values and any applicable IRB application forms.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Investigator(s) documents.

METHOD:
1.
The following records should be maintained and kept up-to-date for easy reference:  Site patient demographics for the immediate past year.  CVs for the Principal Investigator, all Sub-Investigators, and all research study team members.  A copy of medical licenses, Drug Enforcement Administration (DEA) numbers, certification of required training (NIH or equivalent), and credentials for the Principal  Investigator and all Sub-Investigators.  Credentials of all non-physician research study team members.  Laboratory certifications and normal values for all laboratories used by the investigational site and CVs for the laboratory directors.  IRB applications, annual review documents, IRB documentation, and protocol violations. 

2. It is the responsibility of the designated Study Coordinator to update these documents as needed.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
STUDY-RELATED COMMUNICATIONS

PRINCIPLE:
Effective communication will provide better service.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
None.

METHOD:
1.
Prior to getting IRB approval for a new study, the specific research site should develop a working relationship with the study sponsor.  This relationship usually begins at the time of scheduling a pre-study qualification or an initiation site visit with the study monitor and continues to develop during the Investigator meeting and subsequent monitoring

visits.  Cooperative group sponsors as well as other types of sponsors may communicate through websites, queries, e-mail, newsletters and meetings.

2. It is imperative that the specific study site be prepared for all site visits by the sponsor.  Requested documents or case report forms must be easily accessed in a comfortable setting for ease of the study monitor.  Any questions or concerns of what information is needed for any site visit should be communicated to the study sponsor by the designated study coordinator and/or Investigator prior to the visit.  This includes but is not limited to contractual matters, financial issues, study design queries and the IRB approval process.

3. As the study progresses and clinical questions arise, sites will direct communication to the assigned study monitor, the main institution coordinator or the cooperative group contact.  If the assigned monitor is not available for a call and the subject requires immediate attention, an alternate monitor’s name and phone number should be contacted.  This is usually a monitoring team leader.

4. In the event of a FDA reportable serious and/or unexpected adverse experience, the Investigator or designee must notify the sponsor within 24 hours, with copies to the IRB.  Information about the name and phone number to contact will be found in the study protocol.

5. If the site has reason to believe an error was made in the conduct of the study, the study monitor should be called to explore possible options for resolution.
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Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
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TITLE:
STUDY CONFIDENTIALITY

PRINCIPLE:
The relationship of the sponsor to the research team and subjects should be one of trust, mutual goals and respect.  To foster such a relationship with sponsors, confidentiality of all research activities must be maintained.  No publications or presentations of research activities will be made without the written and express permission of the sponsor or as dictated in the Clinical Research Department.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
45 CFR Part 46:  Protection of Human Subjects & Part 164:  HIPAA Privacy: Selected Sections on Research International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6) 

METHOD:
1.
A breach of confidentiality of the research may impact sponsors, intellectual property rights, research plans, and publication strategy.  A confidentiality agreement may be in place and must be adhered to by all parties.

2.
Discussion of a sponsor’s study will be limited to representatives of the sponsor, the Food and Drug Administration (FDA), the Office for Human Research Protection (DHHS), JCAHO, the Institutional Review Board (IRB), Department of Clinical Research, authorized clinical personnel (identified at the clinical site), research billing, medical audit, internal research audit and potential research subjects.

3. Only representatives of the sponsor, the IRB, DHHS, JCAHO, the FDA or internal quality improvement representatives may review case report forms.

4. Site personnel should direct all persons requesting information regarding case report forms, source documents, or informed consent forms, to authorized clinical personnel (see #1 above).

5. Site personnel should report any request for information regarding a study solicited by someone other than authorized clinical personnel to the sponsor.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
INVESTIGATOR RESPONSIBILITIES

PRINCIPLE:
The Food and Drug Administration (FDA) or the Department of Human Health Services (DHHS) regulates the participation of Investigators in research studies.  In regard to a clinical research study, the act of signing and dating a 
completed, study-specific, Form FDA 1572 constitutes a fully executed legal and binding contract with the FDA.  By signing the contract (Form FDA 1572), the Investigator agrees to abide by all FDA regulations and guidelines.  The HHS-596 form is signed by an Institutional Official in some cooperative groups and government sponsored research.  

SCOPE:
Research investigators of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations:

-
Part 11: Electronic Records and Electronic Signatures

-
Part 50:  Protection of Human Subjects

-
Part 54:  Financial Disclosure

-
Part 56:  Institutional Review Boards

-
Part 312:  Investigational New Drug Application, Sub-

part D- Responsibilities of Sponsors and Investigators

-
Part 812:  Investigational Device Exemptions, Subpart E

-
Guideline for the Monitoring of Clinical Investigations,

FDA, October 1995

-
ICH Guideline for Good Clinical Practice (E6), May 1996

-
Investigator Training

METHOD:
1.
Prior to conducting a clinical research trial, the Principal Investigator must complete, review, sign and date a Form FDA 1572, as applicable.  The signature represents the obligation to abide by the commitments/responsibilities defined on page 2 of the Form FDA 1572.  For device studies, the Principal Investigator will review, sign and date the Investigator’s Agreement.

2.
The Principal Investigator must be approved by an IRB prior to conducting research through credentials and mandatory training. The IRB functions independently but in coordination with other committees for Principal Investigator qualifications.

3.
In addition to the DHHS and FDA regulations and

guidelines, the Investigator must abide by all conditions of the IRB approval as specified in the IRB approval letter and IRB guidelines. SOP
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4.
Prior to starting any investigational study, the Investigator will

adhere to the above requirements, provide credentials to the

RB, including a CV and verification of investigator training.

5.
The Principal Investigator is responsible for ensuring 

adequate training and supervising the performance of all

members of the research team.

ATTACHMENTS: Investigator Responsibilities

APPROVAL: ___________________________________________________________
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INVESTIGATOR RESPONSIBILITIES

· Conduct the study(ies) in accordance with the relevant and current protocol(s).

· Make changes in the protocol only after notifying the sponsor and getting approval from the IRB, except when necessary to protect the safety, rights or welfare of subjects.

· Personally conduct or supervise the described investigation(s).

· Inform any subjects, or any persons used as controls, that the study drugs being used are for investigational purposes.

· Ensure that the requirements relating to obtaining informed consent in 21 CFR Part 50 are met.

· Ensure that the requirements relating to obtaining Institutional Review Board (IRB) review and approval in 21 CFR Part 56 are met.

· Report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with 21 CFR part 312.64.

· Read and understand the information in the Investigational Drug Brochure, including the potential risks and side effects of the drug.

· Ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their obligations in meeting the above commitments.

· Maintain adequate and accurate records in accordance with 21 CFR 312.64.

· Make all study records available for inspection in accordance with 21 CFR 312.68.

· Works with the IRB to comply with the requirements of 21 CFR Part 56 and/or DHHS 45 CFR 46.
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· Ensure that the IRB will be responsible for the initial and continuing review and approval of the clinical investigation.

· Promptly report to the IRB all changes in the research activity.

· Promptly report to the IRB all unanticipated problems involving significant risks to human subjects or others.

· Make no change in the research without IRB approval, except when necessary to eliminate apparent immediate hazards to human subjects.

· Comply with all other requirements regarding the obligations of clinical investigators and all other pertinent requirements in 21 CFR Part 11, Part 50, Part 54, Part 56, Part 312, Part 600, Part 601, and Part 812; 45 CFR Part 46 and Part 164:  HIPAA Privacy:  Selected Sections on Research.
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TITLE:
Sub-INVESTIGATOR RESPONSIBILITIES

PRINCIPLE:
The Food and Drug Administration (FDA) or the Department of Human Health Services (DHHS)  regulates the participation of investigators in research studies.  In regard to a clinical research study, the act of signing and dating a completed, study-specific, Form FDA 1572 constitutes a fully executed legal and binding contract with the FDA.  By signing the contract (Form FDA 1572), the Principal Investigator agrees to abide by all FDA regulations and guidelines.  (Some cooperative groups and government sponsored research have the HHS-596 form signed by an Institutional Official.)  One of those responsibilities includes supervising the activities of all members participating in research.
SCOPE:
Research Investigators of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations:

-
Part 11:  Electronic Records & Electronic Signatures

-
Part 50:  Protection of Human Subjects

-
Part 54:  Financial Disclosure

-
Part 56:  Institutional Review Boards

-
Part 312:  Investigational New Drug Application, Sub-part D-Responsibilities of Sponsors and Investigators

-
Part 812:  Investigational Device Exemptions, Subpart E

-
Guideline for the Monitoring of Clinical Investigations, FDA, October 1995

· ICH Guideline for Good Clinical Practice (E6), May, 1996

· Investigator Training

METHOD:
1.
Prior to conducting a clinical research trial, the Principal Investigator must complete, review, sign and date the Form FDA 1572, as applicable.  The signature represents the obligation to abide by the commitments/responsibilities defined on page 2 of the Form FDA 1572.  For device studies, the Principal Investigator will review, date and sign the Investigator’s Agreement.

2.
The Principal Investigator must list all associates

participating on the clinical trial on the Form FDA 1572.  Only members listed on the Form FDA1572 can perform research procedures or administer the IND test article.  For the purposes of this SOP, “associates participating” is defined as medical practitioners able to render medical decisions about a subject’s medical condition and have prescriptive 
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powers by virtue of a valid license in the state of practice.  This includes licensed physicians, physician assistants and licensed nurses.  When appropriate and required by the sponsor, other para-medical specialists (i.e., licensed pharmacists, psychologists, social workers) may be listed on the Form FDA 1572.

3. In addition to the DHHS and FDA regulations and guidelines, the Co-Investigator must abide by all conditions of the IRB approval as specified in the IRB Approval Letter and IRB guidelines.

4. Before participating in any research studies,, the Co-Investigator must adhere to the above requirements, provide credentials to the IRB, including CV, a statement of research experience and verification of investigator training.

ATTACHMENTS:
Sub-Investigator responsibilities.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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Sub-INVESTIGATOR RESPONSIBILITIES

· Conduct the study(ies) in accordance with the relevant and current protocol(s).

· Make changes in the protocol only after notifying the sponsor and obtaining approval from the IRB, except when necessary to protect the safety, rights or welfare of subjects.

· Inform any subjects or any persons used as controls, that the study drugs being used are for investigational purposes.

· Ensure that the requirements relating to obtaining informed consent in 21 CFR Part 50 are met.

· Ensure that the requirements relating to obtaining Institutional Review Board (IRB) review and approval in 21 CFR Part 56 are met.

· Report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with 21 CFR Part 312.64.

· Read and understand the information in the Investigational Drug Brochure, including the potential risks and side effects of the drug.

· Ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their obligations in meeting the above commitments.

· Maintain adequate and accurate records in accordance with 21 CFR 312.64.

· Make all study records available for inspection in accordance with 21 CFR 312.68.

· Works with the IRB to comply with the requirements of 21 CFR part 56 and/or DHHS 45 CFR Part 46.

· Ensure that the IRB will be responsible for the initial and continuing review and approval of the clinical investigation.
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· Promptly report to the IRB all changes in the research activity.

· Promptly report to the IRB all unanticipated problems involving significant risks to human subjects or others.

· Make no change in the research without IRB approval, except when necessary to eliminate apparent immediate hazards to human subjects.

· Comply with all other requirements regarding the obligations of clinical investigators

and all other pertinent requirements in 21 CFR Part 11, Part 50, Part 54, Part 56, Part 312, 

Part 600, Part 601, and Part 812; 45 CFR Part 46 and Part 164: HIPAA Privacy:  Selected 

Sections on Research.

SOP Number:  008

Version Number:  1

Issued:  6-7-99

Revised: 05-31-05

Page 1 of 1

TITLE:
REGULATORY DOCUMENT FILE REQUIREMENTS

PRINCIPLE:
It is necessary to maintain records of all study-related regulatory documents available for review by the governing regulatory bodies.  Business documents such as a letter of agreement (contractual or budgetary) are not regulatory documents and should be separate from the required regulatory documents.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Three-ring binder, standard file folders, or sponsor-provided container.

METHOD:
1.
The Principal Investigator will forward all completed regulatory documents to the study sponsor after IRB approval has been granted for the study (unless otherwise requested by the sponsor).

2. The site Study Coordinator will establish a binder with labeled tab separators or labeled standard file folders prior to the initiation of a study. (This binder may be provided by the sponsor).

3. When the site prepares certain regulatory documents (e.g. IRB renewals, interim or final IRB report, SAE reports and all local IRB submissions), site personnel will maintain the original of each study document in the study file and send the copy to the study sponsor unless otherwise instructed by the sponsor and/or the IRB.

4. The Study Coordinator will maintain the regulatory documents in compliance with all applicable regulations throughout the study.  At the conclusion of the study, site personnel will review the regulatory binder for completeness, make it complete if there are any missing documents, and archive it with the study records.

RELATED SOP:  
023:  Study Document Retention

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
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TITLE:
SPONSOR QUALIFICATION AND/OR PRE-STUDY

INITIATION VISIT PREPARATION

PRINCIPLE:
It is an FDA requirement that a sponsor must interview a Principal Investigator and Study Coordinator prior to placement of a research study.  During the interview, the sponsor must determine that the investigator and staff members have sufficient time, facilities and access to an adequate number of subjects to conduct the study as well as to determine the magnitude of other studies being conducted to assure that the Investigator will be able to devote an appropriate portion of time to the study.  

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations, Part 312:  Investigational New Drug Application, Subpart D-Responsibilities of Sponsors and Investigator

METHOD:
1.
All sponsor visits will be scheduled.  The site personnel and the sponsor representative will mutually agree on dates and times for the visits.

2.
At the sponsor’s request, the following items may be 

reviewed or discussed:

-
Study Coordinator name and credentials

-
Investigator name, credentials, and training

-
Hospital privileges

-
Research experience

-
Patient source

-
Site research team personnel

-
Site facilities/equipment

-
Study Coordinator’s responsibilities

-
Research work area

-
IRB affiliations

-
Regulatory documentation storage area (no other sponsor’s study or case report forms may be reviewed)

-
Laboratory facilities

-
Prior FDA audit results 

-
Review SOPs

3.
During the initial interview, the sponsor monitor will expect a tour of the appropriate departments to ensure the facility is adequate to conduct the study.  In addition to equipment, the monitor will look for overall cleanliness, orderliness of patient records and supplies, and adequate space to ensure the subjects’ safety and comfort.
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4.
The monitor will assess the research staff members’ level of familiarity and understanding of the study plan and/or Investigational Drug Brochure.  Prior to the visit, members of the research team must thoroughly read the materials and have a prepared list of questions needing clarification.

5.
The monitor will assess the security of investigational test articles and research records by testing storage facility organization and locks.  All investigational materials must be in a substantially constructed and organized storage facility with “secured and controlled access.”  Keys should be distributed only to the Principal Investigator (or designee) and Study Coordinator.

6.
The monitor will appraise the work areas of the Study Coordinator and the area where the monitor will be expected to work during monitoring visits.  There must be adequate space with an appropriate work environment to prepare or review case report forms and source documents.

APPROVAL: ___________________________________________________________
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TITLE:
BUDGET AND CONTRACT NEGOTIATIONS

PRINCIPLE:
To ensure a consistent and cohesive negotiation position, this SOP is to establish a uniform method of negotiating budgets and contracts with sponsors/clients.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
AHC Clinical Trials Budgeting Process.

METHOD:
1.
Prior to the signing of any Clinical Trial Agreement (CTA), the CTA should be reviewed by the Investigator and the Contracts Manager. 

2. Once the CTA has been negotiated and finalized, the CTA must be signed by the Principal Investigator as well as by the Department of Clinical Research and/or the Aurora Health Care representative, the Contract Signatory Authority.  It can then be forwarded to the study sponsor.

3. The Aurora Health Care Charge Master can be used for assistance in determining “Standard and Customary” fees for procedures to be included in budget preparation.  All budgets will be prepared by using the AHC Clinical Trials Budget Template found in the AHC Clinical Trials Budgeting Process Policy.

4. All budgets along with a copy of the study protocol will be reviewed by the Medical Auditing Department to determine Standard of Care (SOC) services vs. those that can be billable under Medicare.  A copy of the coverage analysis provided by the Medical Auditors after protocol review will be sent to the Study Coordinator, the appropriate Billing Representative and the Contracts Manager.

5. Any discounts for any procedures to be done throughout the Aurora Health Care system must be approved by the Vice-President, Care Management and Research or designee.  A copy of the signed discount approval form, along with a copy of the study schedule and approved study budget must be sent to the appropriate Research Special Projects Representative in the Billing Office prior to any billing transactions.  

6. A review of the study design and case report forms should be done by the Study Coordinator and the Principal Investigator prior to submitting the budget to the sponsor to ensure appropriate reimbursement for the Study Coordinator and the Principal Investigator.
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7.
All contracts need to be fully executed prior to enrollment of any subjects.

APPROVAL: ___________________________________________________________
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TITLE:
INFORMED CONSENT DEVELOPMENT AND 

ADMINISTRATION

PRINCIPLE:
Informed consent is primarily a process that occurs between the Investigator and his/her research subject.  It must be assured that the consent be timely, approved by an IRB, presented to the subject by a qualified member of the research team and in compliance with the appropriate regulatory bodies.  This SOP provides a uniform procedure for obtaining proper consent from all research subjects for all clinical studies at any Aurora facility.  The procedures described in this document may be superseded by contractual arrangements made with a sponsor provided that the procedures comply with the appropriate regulations of the institution and/or regulatory agencies that have jurisdiction over the clinical trial and the investigative site(s).  Written informed consent containing all elements of informed consent is required by the U.S. FDA (CFR 21, Part 50- Protection of Human Subjects, CFR 45, Part 46:  Protection of Human Subjects and the Declaration of Helsinki.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
IRB-Approved Consent Form,

FDA Code of Federal Regulations:

21 CFR, Part 50.25- Protection of Human Subjects

-
International Conference on Harmonization (ICH Guidelines) Guideline for Good Clinical Practice (E6).

-
Health Insurance Portability and Accountability Act (HIPAA) of 1996: 45 CFR Part 164:  HIPAA Privacy:  Selected Sections on Research

· IRB SOP: IC 701 Informed Consent: General Requirements, Documentation and Exceptions.

· IRB SOP: IC 702 Legally Authorized Representative (LAR)

-
IRB SOP: HI 1201 Uses & Disclosures of Protected Health Information (PHI) for Research

METHOD:
1.
Prior to initiation of any study at any Aurora facility, IRB approval must be obtained for the protocol and the written Informed Consent Form.  When more than one language is involved, each form must have IRB 
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approval documented. The project documentation must include an English version and any translations from the original language.

2. All studies contracted through the Department of Clinical Research must obtain IRB approval through the Aurora Health Care IRB regardless whether it is an inpatient or outpatient study.  Approved Oncology Cooperative group studies can be submitted to a central IRB for review, and approval with collaboration with the Aurora Health Care IRB. Only the approved Informed Consent Form will be used in the study.

3. When the study sponsor issues a sample Informed Consent 

Form with the study, it is the responsibility of the Investigator to ensure that requirements of both the FDA Regulations and those of Aurora are incorporated into the consent form prior to submission to the IRB.  After April 14, 2003 the consent must include HIPAA privacy information and authorization related to the use and disclosure of the subject’s protected health information.  

4. If an amendment to the protocol should create a situation where the Informed Consent Form no longer covers the change caused by the amendment and needs to be revised, the Principal Investigator will be responsible for ensuring that the IRB reviews the new Informed Consent Form and grants ( if required by regulations) approval prior to its use. 

5. The Investigator is responsible for ensuring that an “Approved” consent form is signed by each research subject prior to entry into the study.  The site will maintain the original signed Informed Consent Form in the study regulatory document files.  A copy will be given to the patient and a copy will be sent to clinical information services to be placed in the subject’s medical record, if appropriate.  A copy of the signed informed consent form will be kept in the medical chart of all subjects enrolled in studies involving private practice offices. 

APPROVAL: ___________________________________________________________
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TITLE:
SOURCE DOCUMENTATION

PRINCIPLE:
Investigators and/or staff responsible for the study are required to prepare and maintain adequate and accurate case histories that record all observations and other data pertinent to the study about each subject treated with an investigational test article or enrolled as a control subject.  Investigators must maintain these records even though the research sponsor may also have such records.  The source document is the first document on which all subject information is recorded.  Source documents may include case history records, all diagnostic test results, patient recorded diaries, and questionnaires.

SCOPE:
Members of the research team of Aurora.

MATERIALS:
Source documents.

FDA Code of Federal Regulations:

· 21 CFR, Part 312-Investigational New Drug Application

· 21 CFR, Part 812-Investigational Device Exemptions

· International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6)

METHOD:
1.
Source documentation will include: a) basic subject identification information; b) information showing that each subject meets the selection criteria or justification for otherwise enrolling the subject; c) information on each subject’s exposure to the test or control article, including the date (and time, if relevant) of each administration and the quantity administered; d) information of each subject’s consent to participate in the research study including the person obtaining consent, date, (and time if relevant) and that a copy of the signed Informed Consent Form/Authorization is given to the subject or legal authorized representative; e) sufficient information to support data in the case report form; and any HIPAA related issues.

2. Case history records also include information obtained from tests and examinations, such as physical examinations; lab results; x-ray procedures; progress notes; consultations, correspondence; information and data on the subject’s condition before, during, and after the clinical investigation; all diagnostic test results; diagnoses made; concomitant or concurrent therapy; and factors that might alter the test article’s effects (e.g. development of an intercurrent illness).

3. Diaries, medication cards, questionnaires, and quality of life assessments are documents usually completed by the subject and are considered source 
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documentation.  Subjects must be given adequate instructions to accurately complete the documents.  The documents must be returned to the investigator for inclusion into the subject’s case history record.  Upon return of these documents, a study team member will review the documents for completeness and accuracy in the presence of the subject.  If the document is incomplete, the subject will be asked to make a notation explaining the missing data, sign, and date the notation.  Training of the subject on completion of these documents is continuous and should be done at all visits and documented when applicable.

4. All corrections made to the source documents must be dated and initialed by the person making the correction.  This is considered an official data entry, and only the person, or a designated research personnel, making the entry can correct the entry.  Only one line should be made through the incorrect data and the use of white-out is strictly forbidden.  If the correction is key safety or efficacy data, an explanation for the change must be recorded.

5. The report forms may not be used as the source document, unless the protocol specifies that certain forms are also the original source document, although a work sheet that is used as the source document may be similar in form and content.

6. Copies of source documents will not appear in any case report form file unless the subject’s name is concealed or removed, and the document is properly identified with the subject’s sponsor-assigned identification code for that study.

7. Source documents must be retained by the Investigator for 

at least two years after the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region or at least two years have elapsed since the formal discontinuation of clinical development of the IND product.  However, the sponsor may request a longer record retention period.  It is the responsibility of the sponsor to inform the investigator as to when documents are no longer needed to be retained.

RELATED SOP:
023:  Study Document Retention

027:  Privacy Protection
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APPROVAL: ___________________________________________________________
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TITLE:
RESEARCH SUBJECT FOLLOW-UP PROCEDURE

PRINCIPLE:
Usually research subjects are very cooperative and compliant while participating in a study.  However, there are those who do not keep appointments for a variety of reasons.  It is important that all subject files contain documentation on efforts to complete a follow-up on subjects.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Word processing capabilities.

METHOD:
1.
Whenever possible the secretarial staff or designee should contact every study subject who is on treatment and is scheduled for an appointment by telephone or via e-mail prior to the appointment as a reminder.  Record all efforts in the source document.

2.
If a subject does not keep an appointment, the site personnel should make an effort to contact the subject by telephone or via e-mail to arrange another appointment.

8. If the subject is still on treatment and can not be contacted by telephone or e-mail, or if the subject has not responded to 3 attempts made by the site by phone or email, the site should send a registered or certified letter to the subject requesting an appointment.  Document all attempts (dates, methods) and if necessary, maintain a copy of the letter in the source records.

APPROVAL: ___________________________________________________________
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TITLE:
SPONSOR MONITORING VISIT PREPARATION

PRINCIPLE:
Preparedness for a sponsor monitoring visit allows for efficient review of case report forms (CRFs), source documents, and regulatory documents; therefore, it demonstrates commitment to the principles of Good Clinical Practice.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Current CRFs, source documents, clinical trial materials, 

designated work area and Title 21, Code of Federal Regulations, Part 11.:  21 CFR, Part 50.25- Protection of Human Subjects

METHOD:
SPONSOR MONITORING VISIT:

1. All monitoring visits are scheduled.  The site personnel and the sponsor representative mutually agree on dates and times for the visits.

2. Site personnel will complete and sign or initial CRFs and source documents prior to the visit.  CRFs should be organized and readily available during the sponsor visit.

3. The site will provide a designated work area for the sponsor. This work area should be located close to the clinical data records.

4. Upon the sponsor’s request, the Study Coordinator and Investigator should be available for consultation with the sponsor monitor.

APPROVAL: ___________________________________________________________
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TITLE:
INVESTIGATIONAL TEST ARTICLE ACQUISITION, STORAGE, DISPENSING, ACCOUNTABILITY AND DISPOSITION

PRINCIPLE:
The Food and Drug Administration (FDA) and Environmental Protection Agency (EPA) regulate the storage, dispensing, accountability and disposition of investigational test articles.  This SOP ensures compliance with FDA and EPA regulations.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Controlled and secured test article storage unit(s).  Title 21, Code of Federal Regulations, Part 312:  Investigational New Drug Application, Sub-part D-Responsibilities of Sponsors and Investigators and Part 812:  Investigational Device Exemptions, Subpart E. 

METHOD:
ACQUISITION:

1. Category B Devices may be provided by the sponsor or may be purchased by the institution at the contracted rate.

2. Prior to issuing a purchase order, Purchasing or Capitol Equipment Services will verify that the medical device is a category B device.

3. The purchase order will indicate that the device is a “new Investigational Device.”

4. The Business Manager of the department where the device is implanted, or a designee, will be responsible for the purchase order of the category B device.

STORAGE:

1.
An investigational test article will be stored in a substantially constructed area with “controlled and secured access” as regulated by the FDA (i.e., locked area with keys or combination limited to Study Coordinator, Principal Investigator, Study Pharmacist or designee).

2. The study specific regulatory binder will identify where the test article is being stored and who has access to it.

3. If the test article must be refrigerated, the refrigerator must  have “controlled and secured access”.  This may be achieved by securing a substantially constructed locking storage box inside a refrigerator or placing the refrigerator in a locked room.  
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4. The Study Coordinator will be responsible for monitoring to ensure compliance and that adequate storage conditions were met, per protocol.

5. All 510K use devices and devices approved with an HDE will be stored in the area of use and monitored by the inventory specialist. 

CHARGING:

1. If the sponsor provides the device free of charge, the study coordinator notifies the inventory specialist/clerk who then enters the device into the mainframe database with a $0 charge code for documentation purposes. If the device is a category B device, the device information is given to the inventory specialist, who enters the device into the mainframe database with a “no mark up” code attached to ensure that the device will not be marked up.

2. For devices implanted in surgery, the study coordinator notifies the surgery billing specialist or materials management coordinator of the investigational device and the appropriate billing. (i.e. “$0 charge” or “no mark up”

DISPENSING AND ACCOUNTABILITY:

1.
Upon arrival of an investigational test article, the Study Coordinator or the Study Pharmacist will immediately conduct an inventory count and verify the count against the shipping documents.  The Study Coordinator or the Study Pharmacist must record the inventory balance on sponsor-provided accounting sheets and sign and date the sheets.  If there is a discrepancy in the amount received and the shipping documents, the Study Coordinator or the Study Pharmacist will notify the sponsor immediately, notified by telephone followed by facsimile transmission.  The Study Coordinator or the Study Pharmacist will retain a copy of the notification as part of the accountability records.

2.
When site personnel dispense the test article to qualifying, consenting subjects, the person performing the dispensing must record, sign, and date the subject’s identification number, lot number, and amount dispensed.  A notation of the amount of test article dispensed and/or returned will be recorded in the subject’s medical record.

3.
The expiration date will be checked prior to the dispensing of any test article.  In addition, all drug dispensed will be labeled with instructions for 
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subject use if they are to dose themselves on an out-patient basis and will be labeled “For investigational Use Only”.

4.
Site personnel will instruct the subject to return all unused test article(s) to the Study Coordinator.  The returned test article(s) will be recorded on the accounting sheets, and the sheets will be signed and dated by the Study Coordinator or Principal Investigator receiving the drug.  Site personnel will inventory, seal and affix a label to the container of the returned supply (as applicable) indicating the date and amount in the container, or as directed by the sponsor.  The returned drugs will be held for return to the sponsor.

5.
It will be the responsibility of the Study Coordinator or the Study Pharmacist to notify the sponsor of any need to reorder another supply of test article or the expiration of any test article.

6.
All records must be kept current and stored in compliance with FDA regulations.

INVESTIGATIONAL TEST ARTICLE DISPOSITION:

1.
At the completion of the study, all unused test article(s) will be collected from patients, inventoried, sealed, and a label affixed to the container indicating the date and amount in the container or as directed by the sponsor.  All unused supplies will be accounted for, signed, and dated on the sponsor-provided accountability sheets by the Study Coordinator and sponsor monitor.  The test article will be inventoried by the sponsor’s study monitor to verify the site records.  The inventory log will be photocopied and placed in the return shipment package.

2.
Due to Environmental Protection Agency (EPA) regulations, no drug will be destroyed by the Study Coordinator. Site personnel will return all unused drug supplies to the sponsor, or sponsor-designated facility or to the investigational site pharmacy for disposition.

3.
The unused test article(s) supply(ies) will be packaged in accordance with the sponsor’s instructions with a copy or the original, as directed by the sponsor, of the inventory log indicating the amount enclosed, if the test article is to be returned to the sponsor or sponsor-designated facility.  This will be returned to the sponsor in accordance with FDA and EPA 
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regulations.  The site will retain a copy of the shipping documents as part of the study documents in the regulatory binder.

4.
The test article will be returned to the sponsor in a timely fashion at the conclusion of the trial.

5.
The site will retain all copies of all shipment receipts, accountability sheets and returns as part of the study documents in accordance with FDA regulations.

RELATED SOP:
023:  Study Document Retention

APPROVAL: ___________________________________________________________
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TITLE:
RECRUITMENT MATERIALS

PRINCIPLE:
The Food and Drug Administration (FDA) regulations require that all recruitment materials used with research be approved by an Institutional Review Board (IRB).

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations, Part 312:  Investigational New Drug Application, Sub-part D-Responsibilities of Sponsors and Investigators, and Part 812:  Investigational Device Exemptions, Subpart E. 

FDA Information Sheets, September 1998 

IRB SOP: FO 301 Research Submission Requirements 

IRB SOP: RR 406 Recruiting and Advertising for Subjects 

International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6)

METHOD:
1.
A clinical site or sponsor may create recruitment materials (e.g., print ads, “Dear Patient” letters, Physician to Physician letters, clinic fliers, Internet advertising etc.) for a study.  These recruitment materials, must be forwarded to the IRB for approval prior to use.  If at all possible, the recruitment materials should be submitted to the IRB along with the original study submission.

2. With receipt of IRB approval, the recruitment materials may be utilized.

Related SOP:
002:  Good Clinical Practice (GCP)

APPROVAL: ___________________________________________________________
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TITLE:
CASE REPORT FORMS

PRINCIPLE:
The case report form is the document on which all research information is reported to the sponsor.  Space is limited on this form, and therefore it is imperative to record concise, accurate data.  Completing case report forms correctly and in a timely manner not only facilitates the clinical management of the research study, it allows for expedient monitoring during the study conduct, and for database entry, accurate data analyses and regulatory audits.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Case report forms and source documents.  Title 21, Federal Code of Regulations, Part 11:  Electronic Records & Electronic Signatures.  

Title 45, Federal Code of Regulations, Part 46:  Protection of Human Subjects 

IRB SOP: FO 301 Research Submission Requirements

METHOD:
1.
Only research study team members identified at the site are allowed to make entries on research case report forms.

2. Research study team members will complete case report forms promptly after a subject visit, or when the data is available (e.g., laboratory data, ECG report) to reflect accurate information found in the source documents.  All data entries will be electronically entered, typed, or printed using black ink.

3. No abbreviations will be used in the case report forms.  The only exception is the use of an authorized listing of allowable abbreviations provided by the sponsor.  Then only those contained on the list may be used.  Site personnel will maintain a copy of the abbreviation list in the study documentation consistent with the FDA regulations.

4. Any changes or corrections made to the case report forms must be dated, initialed and explained (if necessary) by the person making the correction.  A single line will cross out any error and the correction should not obscure the original data entry to maintain an audit trail.  This is considered an official data entry and only those who are authorized to make entries are allowed to make corrections.  The use of white-out is strictly forbidden.

5. Case report forms may not be used as the source document, unless specified by the sponsor, although the form used as the source document may be similar in form and content.
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6. A subject’s name will not appear on the case report form.   The subject will be identified using a sponsor-specified identification number or initials.  This identifier, and all others required by the sponsor, must appear on each page of the case report form.

7. All case report forms will be kept in a specified area to facilitate prompt reporting and reviewing by those designated.  Some sponsors, such as cooperative groups, may request that all the original case report forms be submitted directly to the cooperative group headquarters or to the main institution.  A copy of the submitted case report form will be kept in the subject specific folder or binder.

8. Only designated personnel may view case report forms.

9. Each subject’s case report forms are to be stored in a subject specific folder or binder.

10. Copies of source documents will not appear in any case report form file unless the subject’s name is concealed or removed, and the document is properly identified with the subject’s sponsor-assigned identification code for that study.

11. All regulatory documents and clinical trial records must be

retained by the Investigator throughout the study and for at least two years after the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region or at least two years have elapsed since the formal discontinuation of clinical development of the IND or IDE product.

12. All regulatory documents may be archived during this 

period but they should remain in their original form.  If electronic archiving is utilized, there must be a documented record of the technology upgrade path to allow for immediate record access and retrieval.

13. t is the responsibility of the sponsor to inform the

investigator as to when documents are no longer needed to be retained.

RELATED SOP:
023:  Study Document Retention

APPROVAL: ___________________________________________________________
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TITLE:
IND or IDE SAFETY/SAE REPORT FILING

PRINCIPLE:
To assist efforts in expediting IND or IDE Safety Report filing, a uniform procedure for notifying the IRB and investigators will facilitate timely communications and enhance Good Clinical Practice (GCP) compliance.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
IND or IDE Safety Report or Serious Adverse Event (SAE) Report from Sponsor Title 21, Federal Code of Regulations, Part 56:  Institutional Review Boards, Part 312:  Investigational New Drub Application, Sub-part D-Responsibilities of Sponsors and Investigators, Part 600, Part 812:  Investigational Device Exemptions, Subpart E Title 45, Federal Code of Regulations, Part 46:  Protection of Human Subjects International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6) FDA Information Sheets, September 1998 IRB SOP:  RR 403 and AE reporting spreadsheet template

METHOD:
1.
When an IND or IDE Safety report or SAE report is received by the sponsor, it is the sponsor’s responsibility to forward a copy to each investigator participating in the study.

2. The IND or IDE Safety Report or SAE report will be filed within 10 working days of notification of the event with the IRB when it is it has occurred with study for which the Aurora IRB has oversight, is unexpected, related or possibly related and serious.  All other IND or IDE Safety Reports will be filled with the IRB at the time of the next continuing review.

3.
If the IND or IDE Safety Report or SAE report requires revisions to the consent form, IRB approval is required prior to implementing the new consent form.

4.
Investigators should read the information carefully, disseminate the information to the research team members, and file the information in the appropriate study Regulatory Document Binder.

5. A copy of the IRB confirmation of receipt of the Safety Report should be filed in the regulatory binder.

APPROVAL: ___________________________________________________________
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TITLE:
LOCAL ADVERSE EVENT and SERIOUS ADVERSE REPORTING

PRINCIPLE:
To ensure that all local adverse events, and serious adverse events are properly recorded and communicated to the sponsor and the IRB.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations, Part 312:  Investigational New Drub Application, Part 56:  Institutional Review Boards, Part 812:  Investigational Device Exemptions, Subpart E and sponsor specific case report forms IRB SOP:  RR403 and AE reporting spreadsheet template FDA Information Sheets, September 1998

Definitions

Any undesirable experience occurring to a research subject, during a clinical trial that is not considered a “serious adverse event”, whether or not considered related to the investigational product(s) is defined as an “adverse event” (AE). 

Any clinical experience that occurs during, or associated with, use of an IND drug or an IDE device is defined as a “serious adverse event” if one or more of the following criteria apply (21 CFR 312.32a):

a) Death

b) Life-threatening

c) Persistent or significant disability/incapacity

d) Inpatient or prolonged hospitalization

e) Congenital anomaly/birth defect

f) Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when based upon appropriate medical judgment, they may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed above.

METHOD:
ADVERSE EVENTS

1.
Investigators will communicate all information regarding non-serious adverse experiences to the sponsor, in a timely manner as dictated by FDA regulations, according to severity, relationship to test article, previously reported and listed in Investigator’s Brochure.

2. The Investigator or designee should record all adverse events on the case report form.
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3. Investigators will determine the causality of the adverse event and follow the sponsor’s criteria found in the study protocol to grade severity of an adverse event if such information is requested by the sponsor.  

4. The research study team should retain all necessary documentation associated with the treatment and follow-up of an adverse event in the source records and supply copies of this information to the sponsor as requested.

5. The research study team will report all non-serious AEs to the IRB in the annual review/renewal application, if required, unless they are related or possibly related to the investigational article and are unexpected or unanticipated.  Those that are related or possibly related to the investigational article and are unexpected or unanticipated need to be reported to the IRB within 10 working days of notification of the event.

SERIOUS ADVERSE EVENTS


1. All serious or unexpected adverse events will be reported by the Investigator or designee, to the study sponsor immediately upon learning of the event, by telephone.

2. The Investigator, or designee, will file a written report to the sponsor within 24 hours of the telephone notification using either the sponsor specific serious adverse event form or else the FDA Form 3500A.

3. Communication will continue between the sponsor and the investigator, or designee, until all pertinent information is relayed to the sponsor and the SAE is resolved.  It will be the responsibility of the Investigator to obtain further data, as needed.

4. The Investigator, or designee, will make notation of any telephone conversations (including date, time, contact person, description of the adverse experience and any suggestions made by the sponsor) and record it as part of the source documents.

5. The Investigator will make the determination of causality or severity of the SAE.

6. The research study team should retain all necessary documentation associated with the treatment and follow-up of a SAE in the source records.
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7. All SAEs that are unexpected or unanticipated, related or possibly related and serious or non-serious will be reported to the IRB as soon as possible, but no later than 10 working days from receiving notification of the event.

8. All deaths of research subjects that occur locally, regardless of whether the death was related to the investigational article or intervention, must be reported to the Aurora IRB as soon as possible, but no later than 10 working days from receiving notification of the death.

9. A copy of the IRB confirmation of receipt of the SAE report should be filed in the regulatory binder.

10. All other SAEs should be reported at the time of continuing review.

11. The Investigator will update the patient informed consent to include any new information following any SAE.  The revised consent form will be sent to the IRB for approval prior to initiation.

12. The Investigator will communicate with subjects regarding newly observed adverse events in previous patients that might have an impact on their desire to continue study participation.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
RESEARCH SUBJECT REGISTRATION

PRINCIPLE:
To assure that all research subjects who receive a health care Service (assessment or intervention) under a research protocol at any Aurora Health Care facility are properly registered and that appropriate documentation is submitted to the Medical Records Department.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Related documentation.

METHOD:
1.
Research subjects presenting for research related services, including assessment and/or intervention, at any Aurora Health Care facility, must be registered in the Aurora system in a similar manner to standard care visits.

2. Proper documentation of the assessment/intervention must be provided to the Medical Records Department of the facility where the service took place for filing in the facilities official medical record.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
FDA AUDITS

PRINCIPLE:
The Food and Drug Administration (FDA) has a mission to protect the health and safety of consumers by ensuring that drug, biological, and medical device products are safe and effective.  To obtain quality assurance, the FDA may conduct audits of a clinical site participating in clinical research trials during or after their completion.

SCOPE:
Members of the research division of Aurora. 

MATERIALS:
Study logs and correspondence, case report forms, source documents, regulatory documents.

IRB SOP: RR 403 Ongoing Oversight of Approved Research

METHOD:
1.
The clinical Investigator must inform the sponsor of an FDA audit notification.

2. The FDA has the authority to inspect the investigator’s study file (e.g., protocol, consent forms, regulatory documents, randomization schedule, correspondence, drug accountability records, final study report to the IRB, case report forms, source documents).  Site personnel must produce all requested study-related documents immediately for review by the auditor.  

3. The FDA auditor will conduct a general interview.  The Investigator and Study Coordinator will cooperate fully with the FDA auditor and answer all questions fully and in a cooperative manner.  

4. The FDA Investigator will submit an Establishment Inspection Report (EIR) to FDA Headquarters to provide a detailed account of the inspection (e.g., what was discussed, inspection findings, Investigator’s responses, corrective actions taken).

5. This report is not automatically sent to the Investigator.  However, through the Freedom of Information Act, the Investigator should obtain and maintain a copy of the report on file with the other regulatory documents.

6. In the event of GCP deficiencies, a report (FDA Form 483) will be issued by the FDA investigator.  Upon receipt of an FDA Form 483, the Investigator will immediately inform The Aurora Health Care IRB and the Vice President, Care Management and Research who will work with the Investigator to implement appropriate measures.
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7. In the event of serious GCP deficiencies, and a “warning letter” being issued by the FDA, the Investigator must file a written response to the FDA within 15 working days.  The response will explain the circumstances, deficiencies, and actions taken to resolve all issues.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
STUDY CLOSURE

PRINCIPLE:
Closing out studies in a uniform and timely manner is a component of Good Clinical Practice (GCP) and all research sites will close contracted studies in compliance with these GCP regulations.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Title 21, Code of Federal Regulations.

-
Part 50:  Protection of Human Subjects

-
Part 54:  Financial Disclosure

-
Part 56:  Institutional Review Boards

-
Part 312:  Investigational New Drug Application, Sub-

part D-Responsibilities of Sponsors and Investigators

· Part 812:  Investigational Device Exemptions

-
Title 45, Code of Federal Regulations:  

· Part 46:  Protection of Human Subjects

· Part 164:  HIPPA Privacy:  Selected Sections on Research 

-
Guideline for the Monitoring of Clinical Investigations, FDA, October 1995

· International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6)

-
IRB SOP: RR 405 Study Completion

METHOD:
1.
At the completion of a study, site personnel must return unused investigational drug/device supplies to the sponsor or to the site pharmacy for disposition.  This is in accordance with Food and Drug Administration (FDA) and Environmental Protection Agency (EPA) regulations.

2. Site research study team members must complete case report forms according to sponsor specifications and transfer them to the sponsor in a timely manner.  Site personnel will maintain copies of the case report forms with the study regulatory documents.

3. The Investigator or designee will make a final report and submit this report to the IRB overseeing the study.  A summary of the study events for the specific site should be included in the report.  The site must keep a copy on file with other regulatory documents and submit a copy to the sponsor.  

RELATED SOP:
023:  Study Document Retention


015:  Investigational Test Article Storage, Dispensing, 

Accountability and Disposition
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TITLE:
STUDY DOCUMENT RETENTION

PRINCIPLE:
To ensure that study document retention is handled in compliance with the FDA regulations.  This procedure provides a uniform mechanism for archiving study documents for clinical studies.

SCOPE:
Members of the research division of Aurora, 

MATERIALS:
Regulatory documents and clinical trial records.  Title 21, Federal Code of Regulations Part 312:  Investigational New Drug Application Part 812: Investigational Device Exemptions Title 45, Federal Code of Regulations Part 164:  HIPAA Privacy: Selected Sections on Research International Conference on Harmonization (ICH) Guideline for Good Clinical Practice (E6)

METHOD:
1.
All regulatory documents and clinical trial records must be retained by the Investigator for at least two years after the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region or at least two years have elapsed since the formal discontinuation of clinical development of the IND or IDE product.  It is the responsibility of the sponsor to inform the investigator when the documents no longer needed to be retained.  Investigators may be requested to retain data for a longer period to fulfill needs of internal research and analysis.

2.
HIPAA Authorization must be archived for 6 years from date of signature.

3.
The Investigator will consult the study sponsor regarding the sponsor’s regulations on study document retention.  If the sponsor requires extended archiving, the site should return all files to the sponsor at the expiration of the retention period or consult with the sponsor on a long-term storage plan.  In the event the site returns documents to the sponsor, the Investigator should send a letter of transfer to the sponsor with the documents.

4. If the Investigator retires or the clinical site discontinues operation during the retention period, the site must secure a responsible custodian for the study records or transfer them to the Department of Clinical Research and notify the sponsor in writing of such action.

5. If the Investigator moves, he or she will notify the sponsor in writing of the new address and where the study records will be archived.
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Attachments:  


· Study Document Retention Procedure

· Coordinator Archive Template

· Sample Adhesive Labels

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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Storage of research study documents and clinical trial records

Materials:

-
First page of research protocol including sponsor name (2 copies)

-
Completed Coordinator Archive Template (2 copies)

-
Plastic page protector (2)

-
Adhesive box labels
Procedure:

Research study coordinator responsibilities:

1. Complete Coordinator Archive Template, including itemized list of contents to be stored, with the exception of the archive #.  E-mail completed form to the Clinical Research Assistant (Michelle Scoggins).

· Archive number will be assigned by the Clinical Research Assistant. 

2. Place completed Coordinator Archive Template and first page of protocol in each plastic sleeve.

3. Attach one plastic sleeve securely with clear tape to the top outside of Box Number 1.  Place the other plastic sleeve inside Box Number 1.

4. Attach completed label to each box.

· Obtain completed box labels from the Clinical Research Assistant.

5. Store boxed studies in designated archive area.

6. Notify sponsor of location of the archived records

7. Notify PI of location of the archived records

Clinical research assistant responsibilities:

1. Assign archive number after receiving completed Coordinator Archive Template from coordinator.

2. Complete box labels.

3. Complete database spreadsheet (Clinical Research Department Archive File System).

4. Review database monthly.

5. Contact sponsor prior to record destruction.

6. Document date and method of destruction on spreadsheet.

7. Enter instructions/comments, as necessary, in Comments section of spreadsheet.
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Attachments:

· Sample Coordinator Archive Template

· Sample adhesive labels

· Coordinator Archive Template

	Assigned Archive #

(Assigned by Clinical Research Assistant)
	

	Number of Boxes
	

	Box Location
	

	Sponsor
	

	Sponsor Protocol #
	

	IRB #
	

	Study Title/Acronym
	

	Study Coordinator
	

	Principal Investigator
	

	Date Study Closed
	

	Number of years to keep 
	

	Proposed date of destruction
	

	Sponsor Contact
	

	Does Sponsor require notification prior to destruction? Y/N
	

	Comments
	

	Destruction Date
	

	Method of Destruction
	


Itemized list of contents being stored:
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	AURORA HEALTHCARE

DEPARTMENT OF CLINICAL RESEARCH
STUDY 

SPONSOR: _____________________________

Sponsor

PROTOCOL #:   __________________________

         REGULATORY & CRFs SOURCE DOCUMENTS

Investigator Name______________________________

Coordinator___________________________________

DATE STUDY CLOSED: _______________

Archive File # ______ 

Box _____ of _____
	
	AURORA HEALTHCARE

DEPARTMENT OF CLINICAL RESEARCH
STUDY 

SPONSOR: _____________________________

Sponsor

PROTOCOL #:   __________________________

         REGULATORY & CRFs SOURCE DOCUMENTS

Investigator Name______________________________

Coordinator___________________________________

DATE STUDY CLOSED: _______________

Archive File # ______ 

Box _____ of _____

	AURORA HEALTHCARE

DEPARTMENT OF CLINICAL RESEARCH
STUDY 

SPONSOR: _____________________________

Sponsor

PROTOCOL #:   __________________________

         REGULATORY & CRFs SOURCE DOCUMENTS

Investigator Name______________________________

Coordinator___________________________________

DATE STUDY CLOSED: _______________

Archive File # ______ 

Box _____ of _____
	
	AURORA HEALTHCARE

DEPARTMENT OF CLINICAL RESEARCH
STUDY 

SPONSOR: _____________________________

Sponsor

PROTOCOL #:   __________________________

         REGULATORY & CRFs SOURCE DOCUMENTS

Investigator Name______________________________

Coordinator___________________________________

DATE STUDY CLOSED: _______________

Archive File # ______ 

Box _____ of _____


SOP Number:  024

Version Number:  1

Issued:  6-7-99

Revised:  05-31-05

Page 1 of 1

TITLE:
STANDARD BUSINESS CORRESPONDENCE

PRINCIPLE:
To provide guidelines for a standard format to be used in all business letters.  This includes correspondence intended for the IRB, sponsors, and the FDA, as well as business associates.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Word processor, letterhead with site logo.  Aurora Health Care Identity Manager Guidelines (AIM) IRB SOP:  FO 301 Submission Requirements IRB SOP:  RR406  Recruiting and Advertising for Subjects

METHOD:
1.
All correspondence, including fax covers and memo templates, must be produced on a word processor or typewriter and letterhead.  The letterhead must reflect the name, address and telephone number of the author per AIM guidelines. 

2. The current date must be contained in the correspondence.  A signature or initials must be placed immediately above the writer’s typed name.

3. A copy of all correspondence must be retained as part of the official study records.

4. Certain correspondence to subjects may require IRB review and approval prior to use.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
SPONSOR COVERED SERVICES
PRINCIPLE:
To assure proper informed consent of financial responsibilities of clinical trial participation and appropriate billing of study related charges according  to contracts with study sponsors.

SCOPE:
Members of the research division at Aurora 

MATERIALS:
Clinical Trial Budget, Contract and Clinical Trials Billing Form

METHOD:
1.
The informed consent will be clear as to what expenses will be covered by the sponsor’s budget and which will be the responsibility of the subject and/or insurance carrier.

2. The Aurora Budget Template will be used for all study budgets and will incorporate the results of the Medical Auditing coverage analysis process to clearly separate out the services to be covered by the sponsor and those that can be billed to a third party payer.

3. Subjects will be referred to the Financial Counselor, if needed.

4.
Once the study is opened, the Research Business Office will send all billing departments involved with providing research related services a copy of the coverage analysis, the approved budget, the approved informed consent form and a study matrix.

5. The Clinical Trials Billing Form will be completed for each visit or service that every research subject is involved in and sent to all appropriate departments within 24 hours of the event.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
SUBJECT STIPENDS

PRINCIPLE:
The petty cash fund is to be utilized solely for the purpose of paying out research subject stipends for individuals on a research study for those studies that require cash payments.  These require prior approval from Management before the study is opened to enrollment.  This provides timely payment for the subject’s time and effort of participating in a research study.  The Senior Research Accountant in the Clinical Trials Office will be responsible for the disbursement of the petty cash.

SCOPE:
Members of the Clinical Research Department at Aurora.

MATERIALS:
Petty cash box, receipt book

METHOD:
1.
Coordinators will use the Stipend Request Form to request stipends for the Senior Research Accountant.  This should be done as soon as possible to ensure that adequate funds will be available.

2. The Senior Research Accountant will distribute the requested subject stipends to the coordinators.  

3. When recording a payment in the receipt book, keep the original copy in the book, give a copy to the research subject and a photocopy to the Senior Research Accountant.

4. The Senior Research Accountant will reconcile the petty cash on a weekly basis.

5. The Clinical Trials Manager or Director will approve all check requests.  All check requests should indicate Vender #347077 per Accounts Payable Manager, Aurora Health Care.

6. All other subject stipends will be paid by a check issued through the Senior Research Accountant and the Aurora Health Care Accounting Department.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
PRIVACY PROTECTION

PRINCIPLE:
Standards for privacy of individually identifiable health information are regulated by Federal law effective April 14, 2003 and by the laws of the State of Wisconsin.  The main objectives are to protect the confidentiality of all patient information.  Protected health information (PHI) may be used and disclosed only under specific circumstances and usually requires signed authorization or a waiver of authorization.

SCOPE:
Members of the research division of Aurora.

MATERIALS:
Health Insurance Portability and Accountability Act of 1996 (HIPAA)

· IRB SOP: SC 1201 Uses and Disclosures of Protected Health Information for Research

METHOD:
1.
Members of the research team of Aurora will be familiar with the elements of the HIPAA privacy regulations (the “Privacy Rules”) and abide by these rules.

2. All departments that conduct research at Aurora will maintain a copy of the HIPAA Privacy Rules where each member of the team can access the information.

3. The Vice-President, Care Management and Research will ensure that members of the research team are knowledgeable with the HIPAA Privacy Rules through mandatory training.

4. Exceptions to the HIPAA Privacy Rules must be approved through the Aurora Institutional Review Board prior to use or disclosure to third parties outside the covered health care provider, for purposes preparatory to research, and for research in which informed consent will not be obtained. (See IRB Policy.)

RELATED SOP:
002:
Local IRB Submission, 011 Informed Consent

APPROVAL: ___________________________________________________________
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TITLE:
EDUCATIONAL REQUIREMENTS

PRINCIPLE:
Orientation and continuing education is essential for the success of any clinical research program.

SCOPE:
Staff within the Clinical Research Department at Aurora Health Care.

MATERIALS:
Individualized Clinical Research Orientation Plan

METHOD:
1.
All New Employees Must Complete:

a. An individualized orientation program within 90 days of hire or as negotiated with the respective manager and education staff.

2.
All new Aurora employees who coordinate or conduct clinical research must complete, within 90 days of hire:

a. NIH tutorial, and submit a copy of the certificate of completion to: the IRB office, the Clinical Trial Manager (if appropriate to job responsibilities), and the Clinical Research Support Office.

b. Basic Coordinator Training Curriculum within 90 days of hire.

3.
All Aurora employees who coordinate or conduct clinical research and are responsible for shipping or receiving clinical research specimens must complete Shipping Clinical Research Specimens training within 90 days of hire.

4.
Continuing education requirements for employees who coordinate or conduct clinical research:

a. Annually, employees who coordinate or conduct clinical research must attend a minimum of one “Research/IRB/Grant Development Education Luncheon Series” sessions offered at least quarterly (or listen to an audiotape of the session, document their completion and send documentation to Manager).

b. Employees attending educational sessions must register via the Aurora Learning Connection at least 3 (three) days prior to the class. Should the class be full and the employee is added to the 
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“Waitlist,” he/she should contact the Research Support Office or the course instructor for further direction.

c. Aurora Contact Hours

Contact hours will be given to attendees of education classes.  Participants should register via the Learning Connection prior to the class.  In the event the attendee cannot register in advance and still attends the class, they can receive contact hours only if he/she registers via the Learning Connection by the end of the business day on which the class has been conducted.

d.
Continuing Education Units

Some courses may grant CEUs to attendees.  CEUs will only be granted to those who register in advance and attend the class and only if the participant is present within 15 minutes of start of the class and stays until at least 15 minutes prior to the class concluding.

5.
Continuing education requirements for employees who coordinate or conduct clinical research and/or are responsible for shipping clinical research specimens: 

a. Every two years (from the date of the certification/exam date) and prior to the expiration date, employees who coordinate or conduct clinical research and/or are responsible for shipping or receiving clinical research specimens must review:

·   SafTPak CD-Rom and complete the certification exam.  A passing score of > 85% must be obtained on the certification exam.

· HazMat training module and exam.

·   In the year between formal training, study coordinators must review IATA changes for that year and document knowledge of the annual changes on a log that is located at both SLMC (Department of Clinical Trials – Clinical Research Assistant) or ASMC (Department of Research Support - Clinical Research Assistant). 

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006
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TITLE:
URINE TESTING FOR PREGNANCY AND DRUGS OF ABUSE

PRINCIPLE: 
Urine pregnancy testing is generally performed for all female research subjects unless otherwise specified by the research protocol.  Urine drug screens are used to detect drugs of abuse, and are more likely to be used in behavioral health studies.  The Aurora Research Department has been granted a waiver for the above mentioned laboratory tests.

SCOPE:
Members of the research division of Aurora Health Care

MATERIALS:
CLIA Waiver 52D0996145

WI DHFS/DIVISION OF SUPPORTIVE LIVING

CLINICAL LABORATORY UNIT/BQA

P.O. BOX 2969

MADISON, WI  53701-2969

(608) 266-5753

METHOD:
1.
All study coordinators will follow manufacturer guidelines when performing urine pregnancy testing and urine drug screens.  This includes checking expiration dates to ensure outdated testing devices are not used.  Guidelines may differ from company to company, and must be strictly followed.  Specific information for test performance should be included with the testing device(s).

2. This policy only refers to kits and testing performed under our own CLIA Waiver.  The CLIA Waiver states that you must follow manufacturer’s guidelines for each test kit you are using.  Our Waiver does not cover any testing using ACL testing kits.  ACL test kits and ACL policies should not be used since we are now performing Testing under our own CLIA Waiver.

3. In order to comply with CLIA and in the event of an audit, all Coordinators must keep one copy of the manufacturer’s guidelines for each test device used.  For consistency please keep the copy(ies) in the back of the regulatory binder for each study.

APPROVAL: ___________________________________________________________



Patrick Falvey, Ph.D., Vice President, Care Management and Research

DATE:
November 30, 2006

