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INTRODUCTION

Patient Advocacy Council, Inc. (PAC), an independent Institutional Review Board, was founded by individuals with extensive experience in different fields of the clinical research industry.  The IRB is composed of members with a diversity of backgrounds in order to promote complete and adequate assessment of clinical investigations.  Our mission is to ensure that the rights and welfare of research participants are protected while providing quality service in the enhancement of the conduct of clinical investigations.

PAC reviews research in accordance with three primary standards, as well as other regulatory standards, when appropriate:

· the Food and Drug Administration (FDA) Regulations on research with human beings (21 CFR 50 and 56), 
· the Health and Human Services (DHHS) Regulations on research with human beings (45 CFR 46 Subparts A, B, C, and D), and
· the International Conference on Harmonization (ICH) "Guidance for Industry-E6 Good Clinical Practice: Consolidated Guideline."
PURPOSE

This handbook is intended for new and experienced investigators, as well as the sponsor and Clinical Research Organization (CRO)/ Site Management Organization (SMO).  The purpose of this tool is to inform the investigator/sponsor/CRO/SMO of PAC’s requirements for clinical investigation submissions.  It also outlines PAC’s requirements for investigators conducting human research in which PAC is the reviewing IRB.

MEETING INFORMATION

The Board regularly conducts business on a weekly basis.  Meetings will normally be held on Tuesday mornings.  However, due to holiday schedules and other unforeseen conflicts, the Board may not meet as scheduled during those times.  You may call the office to verify meeting dates.

Materials should be complete and accurate per the submission guidelines to allow for timely review and response.  The Board must receive all submission material no later than 6 days prior to the meeting date in which you would like the material presented.  The Board will not review a study or schedule a meeting date to review your study before receiving all appropriate documentation.

BOARD DECISION RESPONSE

Following Board review, the investigator/sponsor will be notified (within 72 hours) of the Board’s decision concerning the study.  Each study will be given one of the following responses:

· Approved

· Approved with Modifications

· Denied

· Tabled

If your new study is approved, the approval expiration date will be specified in the certificate of approval.  The Board may revise the informed consent form that was submitted.  These revisions will be sent in a strike though format along with the PAC IRB approved consent form and certificate of approval.  

If your study is denied, you will receive a written statement of the reason for the Board’s decision.  You will be given an opportunity to respond in writing within 30 days of the Board’s decision.  If you submit a study to a second IRB after disapproval by PAC, you must notify the subsequent IRB of the disapproval.

COMMUNICATION

Unless otherwise requested in writing, the Board shall send all correspondence, including original documents, to the investigator.  All documentation submitted to PAC for review will remain confidential.  It will be the investigator’s responsibility to copy and submit documents requested by other parties.  If it is necessary for the IRB to send correspondence and documents to someone other than the investigator, you must provide the name, address, email, telephone and fax numbers within your submission.

TURNAROUND TIME

PAC’s standard turnaround time for review of any submission is less than two weeks.  This allows one week of administrative processing, circulation of the material to the Board members for pre-meeting review, and 72 hours following the meeting for preparation and submission of the Board’s decision to all sites.  This turnaround time is contingent upon complete and accurate submission of required study documents and may also be extended if the Board requires further information after review.

IRB REVIEW FOR FACILITES OTHER THAN A PRIVATE MEDICAL OFFICE

FDA regulations permit the Board to review clinical investigations that will be conducted in a facility other than a private medical office (i.e., hospital, nursing home, etc.).  However, the Board requires a written agreement from the facility, confirming the authority of the Board to be the reviewing IRB.  The facility’s IRB Chairman, the CEO, or other responsible individual must submit a letter authorizing the Board to oversee the study. It is the sole responsibility of the investigator to ensure permission is obtained and submitted to the IRB before initiating IRB approval.
CENTRAL IRB

PAC IRB is available to conduct individual and multi-site reviews or act as the “Central IRB” on national studies.

HEALTH CARE

In order to ensure the safety of research participants, all study-related healthcare decisions must be made by a qualified clinician who is an investigator or sub-investigator for the study.  In addition, the investigator must ensure that appropriate referrals are provided as needed for health care services during the research or for follow-up after the research.

SUBJECTS ELIGIBLE FOR MULTIPLE STUDIES

Patients who are eligible for more than one study being conducted at that site should be given the opportunity to consider participating in all relevant studies.  This practice ensures that the subject’s right to make an informed decision is respected.

OBTAINING INFORMED CONSENT 

A trained individual associated with the investigator’s site should provide prospective participants with a complete and understandable explanation of the study and an opportunity to have questions answered.  The participant should also have ample opportunity to freely decide whether or not to take part in the clinical trial.  Informed consent must be obtained in writing from a fully informed participant or the participant’s legally authorized representative (as defined by your state’s law). All signature lines and initial lines must be complete unless “if applicable” is specified. 
ONLY THE CONSENT FORM BEARING THE “PAC IRB APPROVED” STAMP MAY BE USED.
The specified PAC required format is located at www.pacirb.com web site. Submissions containing consent forms not submitted in the specified outline of the sample ICF will be returned. 

In addition, the investigator has the responsibility to ensure the following:  assessment of the potential participant’s capacity to consent to a research protocol; identification of who is eligible to conduct the informed consent process; obtaining consent prior to entering a participant into a study and/or conducting any procedures required by the protocol; information that is given to a subject or the legally authorized representative (as defined by your state’s law) is in a language that is understandable; and that prospective participants or the legally authorized representative is given sufficient opportunity to consider whether or not to participate, without coercion or undue influence.

Investigators should be reminded that the IRB has the authority to observe the consent process and that consent is an ongoing process throughout the trial. 
If any significant changes or new findings develop during the course of the research, and such changes/new findings may relate to the subject's willingness to continue participation, affect the long term health of the subject or other information that would be important to an active subject, the investigator must provide already-enrolled participants in the research with this information. The investigator should use one of the following methods to accomplish this: 

· If previously-enrolled subjects are actively participating in the study, then at their next scheduled meeting such subjects should be asked to sign either the revised consent form or an addendum to the original consent that presents the changes/new findings, as documentation of their willingness to continue in the research. The addendum will generally be identical to the approved changed consent form pages as presented to the IRB, with deletions shown by strikethrough and additions marked, e.g., by bolding, underlining, and/or highlighting. A clean copy of the entire revised form should also be provided to the subject. Whichever option is selected will be indicated on the amendment request form submitted for IRB approval. 

· If the study is closed to accrual, but subjects are being followed, the subjects must sign either the revised consent form or an addendum to the original consent that presents the changes/new findings. A clean copy of the entire revised form should also be offered to the subject. Whichever option is selected will be indicated on the amendment request form submitted for IRB approval. 

· If the study is closed to accrual, and subjects are being followed only through phone contact, the investigators may send the subjects an addendum to the original consent that presents the changes/new findings through the mail. Documentation of their receipt of this addendum may be noted in the written research record at the time of their next phone contact. 

If the study is closed to follow-up and the significant changes/new findings may affect the long term health of the subject, the investigator shall attempt to send all prior subjects an addendum at their last known address using certified mail if possible to document receipt. This addendum should contain a name and phone number for the subject to contact should they require additional information.

NON-ENGLISH SPEAKING PARTICIPANTS

When considering a non-English speaking participant for enrollment, the approved informed consent form and revisions to the consent form must be translated into the participant’s language.  The translation must be completed by an ISO certified professional translation service that will certify that the translation is a true and accurate translation of the PAC IRB approved English version.  You should then submit the translated version to the Board for approval. The same steps must be taken with all written materials intended for subject whose primary language is not English. 

The Board requires the investigator have an individual fluent in the participant’s language, and capable of explaining the study, present during the consenting process.  The investigator’s site should also have an individual fluent in the participant’s language available during the study to answer the participant’s questions.  

ADVERTISEMENT AND RECRUITMENT MATERIALS

All advertisement and recruitment material (including telephone screeners) must be submitted to the Board for review.  You must wait for Board approval prior to using any of the material.  The Board will review the advertisement or recruitment material in accordance with FDA guidelines.  Occasionally, the Board may require the materials be revised and resubmitted before an approval is issued.  If you are using an audio/videotape, you must receive approval for the script and final audio/videotape before using it.  If you are using a telephone script, you must also submit the applicable pages of the protocol (i.e., inclusion/exclusion criteria).  Failure to provide this information may delay the review of your telephone script.

CHANGES TO THE RESEARCH

All changes to the research must be submitted to the Board for review.  You should not implement the proposed changes to research prior to Board approval.  Rarely, safety concerns may necessitate the implementation of changes prior to Board approval.

Process for submitting changes to research:

Changes to the protocol and/or the investigator’s brochure:  For revisions to the protocol or the investigator’s brochure, a summary of changes must be attached to the submission letter, as well as a fully incorporated copy (if applicable).  Failure to provide the summary may delay the review of your submission.  
Changes to the informed consent form:  If changes to the informed consent form are needed, you must make changes in strikethrough format to the currently approved consent form. You can request a copy of the approved ICF, locked for tracked changes, by contacting the PAC office.  All revisions to a consent form must be submitted to PAC for review. 

Changes to the FDA 1572 Form -- if revisions to the FDA 1572 are necessary, these revisions should be identified in the submission letter with the revised, signed and dated form attached.  If an additional sub-investigator(s) is being added you must provide a copy of that individual’s current curriculum vitae and licensure. Addition/deletion of any study personnel requires a revised study team log or delegation of duty log.

Changes to recruitment material – if revisions to the recruitment materials are necessary, these changes should be identified in a submission letter and/or you may attach a copy of the most recently approved material with legible hand-written changes.  

Any other changes should be submitted to PAC with a cover letter explaining the proposed changes.

PARTICIPANT CONTACT WITH PAC IRB

It is the responsibility of the investigator to explain to the prospective participants the role of the IRB.  As part of this explanation process, the investigator should inform the participants that they can contact PAC about questions they may have concerning their rights as a research participant or regarding any complaints they may have about the study.  PAC will list the appropriate IRB contact information in each Board approved informed consent.

SERIOUS AND/OR UNANTICIPATED ADVERSE EVENTS

Investigators must promptly report any serious adverse events (SAEs) or unanticipated problems that occur locally to PAC IRB promptly.  Death is to be reported immediately.  
Serious Adverse Event
Serious Adverse Event (SAE) refers to any experience that suggests a significant hazard, contraindication, side effect or precaution.  The current FDA definitions are included in 21 CFR 312.32  – any adverse experience occurring at any dose that results in any of the following outcomes:
• Death
• Life threatening 
• Inpatient hospitalization or prolongation of existing hospitalization
• A persistent or significant disability or incapacity
• Congenital anomaly/birth defect 
Unexpected Adverse Event  

An unanticipated problem is defined as any incident, experience, or outcome that meets all of the following criteria: 

· Unexpected (in terms of nature, severity, or frequency) given (a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document, or the Investigator Brochure; and (b) the characteristics of the subject population being studied;

· Related or possibly related to participation in the research (possibly related means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the drugs, devices or procedures involved in the research); and

· Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.

Adverse events are any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the subject’s participation in the research, whether or not considered related to the subject’s participation in the research.

Investigators are required to report adverse events that fit the following criteria within 15 working days of the time the investigator becomes aware of them: 

· Event is Unexpected (in terms of nature, severity, or frequency) given (a) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document, or the Investigator Brochure; and (b) the characteristics of the subject population being studied,

· Related or possibly related to participation in the research (possibly related means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); and

· Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized. 

If the adverse event is clearly not related to the study drug, device, procedures, or washout process, it would not represent a risk to other subjects in the research or a “problem” for the study and, therefore, does not have to be reported to PAC. 

PAC recognizes that for multicenter studies, the sponsor is in a better position to process and analyze adverse event information for the entire study, and to assess whether an occurrence is both "unanticipated” and a "problem" for the study. Accordingly, you may rely on the sponsor's assessment and provide to PAC a report of the unanticipated problem prepared by the sponsor.

The Board may request additional information from the sponsor or investigator.  If the Board determines that additional information should be provided to the participants, the Board will request an addendum to the consent form or a revision to the approved consent form and will notify the investigator of the revisions.  The sponsor or investigator may also recommend that new safety information be provided to the study participants.

SIGNIFICANT PROTOCOL DEVIATIONS/VIOLATION(s)
An investigator must not deviate from, or initiate any changes to the protocol, without prior written approval from the Institutional Review Board for an appropriate amendment, except when necessary to eliminate immediate hazards to the participants or when changes involve only logistical or administrative aspects of the trial (e.g., change of monitor telephone number).
The Board requires that all significant protocol deviations/violation(s) be submitted in sufficient detail and be promptly reported to the Board.  Significant protocol deviations include any deviation that considerably affects the safety of the participants or the scientific quality of the study and any deviation that was implemented to eliminate immediate hazards to the subject. 
An action plan to prevent future deviations should be included in the report sent for IRB. The Board will make its own determination if the Protocol Deviations/Violation(s) is or is not significant with regards to the safety of the subject and/or the validity of the data.
SUBJECT PRIVACY AND CONFIDENTIALITY

The investigator is responsible for ensuring that subject privacy and confidentiality of data collected for the study are maintained.  This includes protecting the privacy and confidentiality of potential subjects during the recruitment process as well as enrolled subjects.  Methods that the investigator may use to ensure these protections include coding of data, removing identifying data, and limiting confidential data access to authorized study personnel.  The investigator is also responsible for ensuring compliance with HIPAA Privacy Rule regulations regarding the use of Protected Health Information for research purposes.

CONTINUING REVIEW

Federal regulations prohibit the Board from approving studies for any period of time greater than one year.  If you want your study to continue beyond the approval expiration date, you must complete a Continuing Review Report Form in its entirety and submit it at least 14 days prior to your expiration date, and you must receive IRB approval to continue the study. PAC sends a continuing review reminder two months prior to the study expiration date. You should note that this is a courtesy reminder and does not release the PI from the responsibility of fulfilling requirements associated with submitting the continuing review report in time for the IRB to carry out review prior to the expiration date of the current IRB approval.
Before sending a completed the continuing review report, verify that the reported data (specifically, enrollment numbers and drop out information) do not conflict with any previous reports. PAC will not accept data inconsistent with prior reports. If reported data conflicts with the previous report, PAC will contact the site to obtain corrected information. This may delay or hinder study renewal. 
Please note that federal regulations require IRBs to conduct continuing review of approved research and prohibit investigators from conducting research without IRB approval.  Therefore, failure to submit the continuing review materials on time will result in the board suspending or terminating approval of the study.  Expiration, suspension, or termination of IRB approval means that all study activity must stop, including screening and enrollment, data collection, data submission to the sponsor, and all other study procedures except those necessary to protect patient rights, safety, and welfare.  IRBs are also required by regulation to notify the sponsor, institutional officials, and the FDA (for FDA-regulated trials) of any suspension or termination of approval.

INVESTIGATOR NON-COMPLIANCE

If an investigator is non-compliant with IRB requirements, PAC may request a letter of explanation from that investigator.  This letter should explain the reason for the non-compliance, and identify what procedures are in place to ensure that the issues surrounding the non-compliance are resolved.  Approval of a new study for that investigator may be delayed if there are unresolved compliance issues at the time the investigator requests approval to conduct a new study.  If the non-compliance is serious and/or continuing, the Board will notify the sponsor, institutional officials (if applicable), CRO/SMO, and the FDA (for FDA-regulated studies) and will consider withdrawing the Board’s approval to conduct the clinical investigation.  If approval is withdrawn, PAC will notify the sponsor, institutional officials (if applicable), CRO/SMO, OHRP (if applicable) and FDA (for FDA-regulated studies) of its decision.

FINAL REVIEW – CLOSE OUT

All sites should submit a Final Report to the IRB to ensure proper close-out.  Please submit this form when all patients have completed the study at your site.  (Completion meaning that all patients have completed all follow-up as required by the protocol).  This should be done even in the event of a cancellation or termination of a study.  The Board will review the study file and issue a termination letter.

PAC SITE VISITS: 

· For-Cause - PAC staff initiate "for-cause" site visits in response to concerns raised about the site, investigator, etc. These visits are usually carried out by the Operations manager, Board members or a Quality Coordinator.

· Board-Directed - The Board directs site visits in response to concerns raised about the site, investigator, etc. These visits are usually carried out by the Operations manager, Board members or a Quality Coordinator.

Sites receive a site visit confirmation notice soon after the site visit has been scheduled. The notice provides the time of the visit, the basis for the visit, the name of the visitor and the agenda for the visit.

The Board reviews all site visit reports. If any follow-up is required, the investigator will be informed about the Board’s decision. PAC does not release copies of site visit reports to sites or sponsors. 

PRIVACY BOARD

Patient Advocacy Council, Inc. is available to act as a “Privacy Board” to conduct privacy rule reviews for alteration or waiver of individual authorization to use or disclose protected health information for research purposes.  For additional information, please contact our staff at (251) 479-5472.

IRB CONTACTS/QUESTIONS

If you have questions about this Handbook or your responsibility in conducting a study, please contact our administrative staff at (251) 479-5472.  

An IRB number is assigned to your study when it is received.  This IRB number will remain the same for the duration of the study.  Please reference the IRB number and investigator’s name on all correspondence or calls.  By using this number, our staff is enabled to quickly reference your study for follow-up.

HOLIDAYS OBSERVED BY THE IRB

The following holidays are observed by the Board:

(
New Years Day

(
Thanksgiving Day

(
Memorial Day

(
Day after Thanksgiving

(
 4th of July

(
Christmas Eve 

(
Labor Day

(
Christmas Day



The offices of Patient Advocacy Council, Inc. will be closed on these holidays.  If you have studies to be submitted on or around these dates, please contact us to confirm meeting dates.

WE LOOK FORWARD TO WORKING WITH YOU!
1
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