VA MARYLAND HEALTHCARE SYSTEM
RESEARCH AND DEVELOPMENT SERVICE
QUALITY MANAGEMENT PLAN
I.    POLICY

The VAMHCS Research and Development  (R&D) Service will establish and maintain a comprehensive and integrated quality management (QM) program outlined in a written plan. This plan is subject to annual review. Modifications to the written plan may be made as service and/or program needs warrant.

II.    PURPOSE

A. To establish a defined guidance in the conduct and operation of a comprehensive and integrated quality management (QM) program.

B. To support the mission and philosophy of the R&D Service [M-3 Part 1 1.02 a]

C. To support the functions of the R&D Committee and its subcommittees [M-3 Part 1 2.02 b]

D. To comply with the requirements of external accrediting agencies as applicable

E. To provide evidence of a structured and effective quality management program

III.   STRUCTURE

This plan will outline the following: 

A. Program direction and oversight

B. Reporting structures

C. Review Processes

D. Staff orientation and education

E. Clinical, Administrative and Technical quality controls and measures

F. QM Program and plan review 

IV.   QUALITY MANAGEMENT PROGRAM
A. Program Direction and Oversight
1 Associate Chief of Staff (ACOS) for R&D has the overall responsibility for the planning, development, staff orientation/education, conduct, validation and reporting of the outcomes of the quality management program for the R&D Service. Is responsible to the VAMHCS Executive Chief of Staff for the R&D QM Program.

2 Administrative Officer (AO) for R&D will collaborate with the R&D Director of Research Quality Management and the R&D Committee in the overall conduct and reporting of the QM Program activities through the ACOS for R&D unless otherwise delegated

3 Director of Research Quality Management (DRQM) for R&D will coordinate the day-to-day operations of the QM Program for R&D in collaboration with the AO for R&D with oversight by the ACOS for R&D. The DRQM is responsible for the development and review of all internal staff orientation and education for investigators and key personnel related to research service within VAMHCS.  QM Operations reports will be generated quarterly [unless otherwise directed] and shared quarterly with the VAMHCS Executive Performance Improvement Council  [EPIC] through the ACOS for R&D. They will also be incorporated into the quarterly report of the R&D Service to the VAMHCS Executive Committee of the Medical Staff [ECMS].  Pertinent findings from the R&D QM Program will be incorporated into reports to the Institutional Review Board (IRB) as appropriate.

        B.     Reporting Structures for R&D QM Program
1. Quarterly reports to R&D Committee, IRB, EPIC, ECMS

2. Annual review by the R&D Committee required

        C.    Review Processes
                         1.  All research projects involving human use should have quality controls and measures 

to assure compliance to the research protocol and the conduct of the approved research. These controls and measures may include those listed below in the section entitled “Clinical, Administrative and Technical Quality Controls and Measures.”

2. All research proposals and protocols will be approved in accordance with rules, 

regulations, policies/procedures and applicable guidance in the conduct of research within a VA facility and contained within joint agreements with external participating

agencies or institutions such as the University of Maryland Medical Systems [UMMS]

3. All QM Program outcomes will be reviewed by the R&D Committee and reported as previously outlined.

4. Interface with other review bodies and processes within VAMHCS will be established  

and maintained, such as, but not limited to, Safety, Infection Control, Performance Improvement, Risk Management, Customer Service, Credentialing and Privileging Office, Competency Review, Radiation Safety, Pharmacy and Therapeutics, Medical Records, Blood Use/Transfusion and Invasive Procedures Review. This will be accomplished through on-going dialog and information sharing between the R&D Service through its DRQM and the VAMHCS staff assigned to the functions and/or committees noted.

5. All positions functioning with the R&D Service will be subject to competency and

performance evaluation processes. As applicable, some staff may be subject to the VAMHCS credentialing and privileging processes based on their functions and practice within research and/or its conduct as an investigator.

6. On at least an annual basis, the R&D QM Program and this plan will be reviewed and modifications made as deemed necessary to assure continued relevance of the program to the needs of the service. Revisions to the program and plan are subject to the approval of the VAMHCS R&D Committee and ECMS and shared with the EPIC.  Collaboration with the UMB IRB and the UMB Quality Improvement Specialist from the Office of Research Subjects shall be maintained to ensure quality management activities coincide for human research being conducted at the VAMHCS and UMMS.

     D.       Staff Orientation and Education
1. The DRQM for R&D, in collaboration with the ACOS for R&D, R&D Committee, and Office of Research Subjects (ORS) will establish a policy, process and curriculum for staff orientation and education for investigators and key research personnel. Oversight will be delegated to the R&D Committee and coordinated through the Office of the ACOS for R&D.

2. Orientation outline and related education-directed processes are subject to the approval of the R&D Committee and ACOS for R&D.

3. It is recognized that QM Program outcomes can serve to identify opportunities for staff

education and knowledge/skills enhancements.  Interface with the functions and committees previously listed are also recognized as an additional source of opportunity for performance improvement and education.

E. Clinical, Administrative and Technical Quality Controls and Measures

1.      All high-risk research protocols will have quality controls and performance measures

         assessed and discussed with the DRQM. 

2. The ACOS for R&D will establish a quality control/performance measurement review

process that will incorporate the above, but not be limited to the establishment of:      

· A tracking system with the capacity to identify the site and investigator for each research project and allied members of the research team

· Staff performance measures in the form of competencies in conjunction with defined job descriptions and scope of practice. As applicable, some clinical staff will be subject to the credentialing and privileging processes within VAMHCS. Collaboration with the Human Resource Management Service [HRMS] is advised

· A review process to evaluate investigator compliance to the research protocol and, as applicable, privileges/scope of practice and/or defined limitations for each investigator and/or allied research staff related to protocol implementation. 

· A quality control and review process for the use, storage, handling and administration of study agents, or agents used in research, following VAMHCS policies and procedures. Collaboration with the VAMHCS Pharmacy Service is advised when applicable.

· A quality control/review process related to compliance to VAMHCS infection control policies/procedures. Collaboration with the VAMHCS Hospital epidemiologist/Infection Control Nurse Supervisor is advised

· A monitoring process directed to assessing the quality of protocol implementation by the investigators and other allied research staff.

F) Quality Management Program

1) Training and Education

A) Training and education of research staff are critical aspects for the proper implementation, subject and staff safety, and understanding of the research process.  Training and education will be provided by R&D to VAMHCS study staff in three formats: (1) General Training & Education  (2) Individual Training & Education  (3) Assistance as needed.  

1) General investigator and staff training and education

a) The purpose of general training and education of investigators and study staff is to ensure that there is an understanding by the investigators and study staff concerning regulations and obligations in conducting research using human subjects, and to provide a continuity in organization and implementation for research conducted at the VAMHCS.

b) General training and education for all investigators and research staff will be presented, at least, biannually beginning Autumn 2000.  Documentation of attendance, or documentation of reviewing the material presented, will be required from each investigator prior to R&D Committee approval of submitted protocols after January 20, 2001.

1)    Review of the basic material presented in Autumn 2000 is required for all new investigators and study coordinators conducting human research protocols within the Baltimore VAMHCS system.  

c) A proposed outline of topics to be presented at the general training and education meetings on a continuance basis is located in (see appendix I: General Training and Education Proposed Outline).
d) A quarterly newsletter will be distributed to all research units presenting relevant topics in the area of human use research beginning April 2001.

e) VAMHCS clinical staff conducting research will be oriented to changes in CPRS (see appendix II: CPRS Database)
1)    VAMHCS clinical staff conducting research will receive instruction on the proposed changes within the CPRS database that is essential for the proper implementation of additional research subject protections within the VAMHCS.

2) Documentation of training will be required for all clinical staff conducting research who utilize the patient electronic database.

f) Hospital wide medical care staff will be educated to identify research subjects, when necessary, via the CPRS electronic database and understand the need to notify study staff when appropriate (e.g., deaths, VAMHCS hospital admissions, ER visits, and clinic visits of significance)

1) A qualified member of the Research Service Office will conduct training with each hospital unit independently to ensure understanding by the medical care staff of their responsibilities regarding VAMHCS research subjects.

2)    Individual Training and Education

a) The purpose of individual training and education is to assist in meeting the specific needs of study staff for appropriate protocol implementation within a unit conducting research and to ensure continuity in adhering to Federal regulations, GCP standards, IRB and VAMHCS policies and procedures.  

b) Individual training and education sessions will be based on R&D staff support availability and scheduled according to high-risk studies first, followed by identified units needing additional assistance.

c) Emphasis will be placed on adherence to subject safety, regulatory and IRB requirements, informed consent process, AE/SAE reporting, and study organization and implementation.

d) Investigators receiving an external monitoring report should forward a copy to the Research Service Office to aid in identifying protocol issues to be addressed during individual training and education meetings.

e) The Director of Research Quality Management should be notified of external monitoring visits.  Assistance from the DRQM will be offered, if needed, to prepare for the audit.  The DRQM should be invited to summary meetings conducted at the conclusion of the external audit in order to assist study staff with implementation issues.

f) A qualified member of Research Services will plan with a unit conducting research the observance of the informed consent process conducted by the unit to enroll a subject into a human use research protocol.

g) Prior to individual meetings with study staff, a qualified member of Research Services will audit a minimum of 5 random study charts/CRFs, or 100% if less than 5 subjects enrolled, in order to help assess the needs of the study staff.  If subject safety issues are determined to be present, additional records may be audited, and the IRB and ACOS for the R&D Service will be immediately notified.  

h) Audit findings, protocol specific issues, training and education, and suggestions will be made available to the investigator and study coordinator during a summary meeting.  The summary meeting will include comments on overall study implementation and organization, specific problem areas noted, informed consent verification, regulatory documentation compliance, Sponsor, IRB, and healthcare provider communications, AE/SAE reporting, and disposition, administration, and documentation of study agents, if utilized.

i) A standardized written report (attachment #1 Protocol Specific Quality Management Report) of the individual training and education session, including audit findings, will be made available to the investigator and ACOS for the R&D within two weeks of the summary meeting.

j) Summaries of individual training and education sessions will be provided in the quarterly reports to the R&D Committee.

g) Research Service assistance as needed

a) Qualified Research Service personnel are available on an as needed basis to VAMHCS study staff to address issues regarding regulations, VAMHCS policies/procedures, and protocol organization and implementation.

b) Contacts and requests from VAMHCS study staff will be documented and filed in the Research Office. 

2) Unit Specific Quality Management 

A) Standard SOPs have been developed by the VAMHCS CRU that may be utilized throughout the VAMHCS units conducting research on human subjects (attachment #2: sample SOPs)
1) SOPs include, but not limited to:

a) Medical Coverage in the Inpatient Unit

b) Regulatory Documents Checklist

c) Obtaining Informed Consent

d) Reporting Adverse Experiences

e) Auditing Source Document Charts

f) Documentation of Staff Skills & Credentials

g) Source Documents

h) Writing Standard Operating Procedures

i) Use of  “As needed employees”

B) Unit specific SOPs may be developed in place of, or in addition to, CRU developed SOPs. Unit specific SOPs will be reviewed and approved by a qualified member of the Research Service Office prior to implementation by the unit study staff. 

C) The implementation of Sponsor generated SOPs may be required in certain protocols.  Sponsor generated SOPs are to be reviewed and approved by a qualified member of the Research Service Office prior to their implementation to ensure there is no outstanding conflict with internal SOPs.

D) SOPs, whether standardized, approved unit specific, or Sponsor generated will be verified as read and understood by a study staff sign-off sheet for each SOP. The sign-off sheets will be maintained in the unit’s research binder. (attachment #3 SOP Review ).
E) Each protocol designated as more than minimal risk must have a Quality Assurance Plan that can be referred to and implemented by study staff.  

1)    A QA Plan may be generally applied to protocols conducted by the study staff provided it

        addresses the QA requirements of each study it covers, or it may be specific for a

        particular protocol.

a. Copies of the QA plan are to be filed in the protocol study binder and with the Research Service Office 

b. All study staff will be familiar with the QA plan for a study, indicated by signing the QA Plan signature list for the study (attachment #4: Documentation of QA Plan Review). A copy of the signature list will be placed in the specific study binder.
F) Utilizing Standardized QA forms is suggested to ensure consistency for study staff. 

1) Sample Templates for QA forms are available on floppy disk from the Research Service Office. Contents of the floppy disk include: 

a.     time/event sheets 

b.     QA checklists

1. Eligibility criteria 

2. Regulatory checklist

3. Source Documentation checklist

4. IRB submission checklist

5. R&D checklist

c. AE/SAE tracking form

d. QA audit log

e. QA randomization log

f. SOP signoff sheet

g. Problem resolution worksheet

G) Regulatory documentation

1) A Regulatory Binder for each protocol will be maintained.  Separate binders may be maintained for regulatory documents, study related material, and SAE/Protocol Deviation reports. 

a) Binder Contents:

1) Regulatory documents to include:

a)  IRB protocol approval letter, copy of the stamped approved informed consent(s), copy of the approved protocol and any approved revisions/amendments, RPN, IRB continuing review approvals, interim reports, safety reports, and appropriate IRB correspondence regarding AE/SAEs 

b) FDA 1572, if applicable, or Investigator Letter of Agreement

        for non-IND studies

c) Laboratory certificates, if applicable

d) Investigator CV’s

e) Pharmacist’s CV, if applicable

f) Annual/Biannual reports to the IRB

g) All protocol communications in correspondence section of binder

h) All external and internal monitoring reports and logs

i) Completed regulatory checklist

2) Documentation of submission of all SAEs to the IRB

3) Documentation of submission of targeted SAEs to Research Office

a) All deaths

b) SAE possibly, probably, definitely related to study agent

c) SAE prompts change in protocol or informed consent

4) Completed Research Methods Accountability Form (attachment #5)
5) Maintenance of an AE/SAE/Protocol Deviation binder for each study is recommended. Contents include:

a) SAE/Protocol Deviation & Unanticipated Problem Checklist, & AE Form
b) Copy of AE/SAE/Protocol Deviation report is filed in binder for each applicable subject to facilitate tracking

6) IRB requires a research chart be maintained for each subject

H) Contents of the Quality Assurance Plan

1) Daily activities

a) Study staff obtaining informed consent, performing screening evaluations, eligibility checks, and enrollment is responsible for daily quality control of 100% of subject records regarding this information.  Source documentation will reflect that all criteria were met per protocol.

b) Study staff qualified and responsible for administering any study agent/ device to the subject is responsible for ensuring appropriate handling of the study agent/device, documenting administration/dispensing of study agents/device, and any additional dispositions of the study agent/device (e.g., returns, refusals, reactions).

c) Qualified VAMHCS study staff performing invasive procedures will ensure proper technique and VAMHCS approved equipment are employed, and specimens are handled and stored according to protocol and good clinical practice.  Documentation of the procedure includes the signature, degree/credentials, and date of the staff member performing the procedure.

2) Periodic QA review by study staff: Note QA documents are not to be filed in a subject’s study chart or medical record

a) All active studies will be audited by study staff as specified in the QA Plan utilized for the study.  A qualified member of the study staff will perform the auditing. It is discouraged that members of the study staff audit their own work.  

b) One Internal Source Documents Audit form will be completed for each record reviewed.  Staff performing auditing activities will sign and date the Internal Source Documents Audit form (see sample attachment #2 Auditing source document charts)
c) A Problem Resolution Worksheet (see sample attachment #2 Auditing source document charts) will be completed for identified problems.  One Problem Resolution Worksheet is used per record and is attached to the Internal Source Document Audit form.

d) A Chart Audit Log (see sample attachment #2 Auditing source document charts) and QA Audit Randomization Log (see sample attachment #2 Auditing source document charts) are maintained to identify records reviewed.

e) The Regulatory Documents Audit (see attachment #2 Regulatory Documents Checklist) is to be completed at study initiation, on a biannual basis (unless more frequent audits are warranted), and before the study is closed.

f) A Study Agent/Device Accountability Record (attachment #6 sample) is to be completed on an ongoing basis to verify proper receipt, storage, prescribing, dispensing, administration, and return of study agents if the Research Pharmacy is not used for storage and distribution of study agents.

g) Copies of the Problem Resolution Sheet and Regulatory Documents Audit Report are also to be filed with the Research Services Office.

h) Internally conducted specific protocol audit findings are to be shared with appropriate study staff in a timely manner.  Documentation of when and by whom findings were shared with study staff should be filed with the internal audit reports.

i) Prioritizing internal protocol review by study staff

1) Highest Priority – 

a) New protocol with active enrollment

b) High risk protocols with active enrollment

c) Protocols with frequent data collection

d) Complex protocols

2) High Priority-

a) Open protocols with high enrollment activity

b) Protocols due for external review (Sponsor, FDA, etc.)

3) Moderate Priority-

a) Protocols with minimal enrollment activity

b) Protocols in follow-up status

4) Lower Priority-

a) Protocols closed to enrollment and follow-up

b) Protocols where enrollment has not been initiated

I) Unit quality management meetings

1) Unit quality management meetings should be conducted with study staff on, at least, a biannual basis.  Communication of general audit findings is to be shared during the meeting and general quality assurance plans developed.  Documentation of attendees and minutes of the meeting are to be filed at the unit.  

2) A protocol specific quality management meeting, consisting of, at least, the PI and Study Coordinator for the study should meet prior to the study initiation.  QA measures should be discussed at the meeting.  Documentation of attendees, and minutes of the meeting, is to be filed in the study binder.  

3) Unresolved quality management issues are to be addressed to the Research Service Office Quality Management staff, who will assist with resolving the issues in a timely manner. 

3)  Quality Management Plan Review

A) The QM Plan is subject to review and approval by the R&D Committee

1) After review and discussion by the R&D Committee, revisions, if necessary, will be made to the QM Plan and resubmitted for final approval.

2) After initial QM Plan approval, the QM Plan will be reviewed annually by the R&D Committee, and updated as necessary.  

3) More frequent review may be necessary according to changes in research regulations or internal/external events.

Appendix I

General Training and Education Proposed Outline
I.    Responsibilities and resources in protecting subjects in human in use research

a) Federal regulations as applied to human research activities

1) Brief History

a) Nuremberg Code

b) Belmont Report

c) Declaration of Helsinki

2) 46CFR part 45

3) 21CFR

a) Part 50, 56, 312, 314, & 812

4) Good Clinical Practice guidelines

5) Resources

a) FDA website

b) OHRP website

c) Helpful websites

d) Organizations

b) UMAB IRB 

1) Role and responsibilities

2) Composition

3) RPN submission checklist (attachment #7 RPN Checklist)
4) Protocol approval process

5) Continuing Review Process for protocols/informed consents

6) Reporting requirements

a) List of all study staff authorized to administer informed consent 

b) AE/SAE reporting (attachment #8  IRB SAE Reporting Form)
c) Protocol Deviation reporting

d) Revisions/Amendments/Modifications to protocol

e) Annual report

f) Final study report/Study Closure (attachment #9  IRB Final Report)
c) VAMHCS 

1) Relationship and Responsibilities between investigators and VAMHCS

a) Obligation of investigators to follow established VAMHCS policies and procedures 

2) Credentialing, privileges, licensure issues

a) Responsibility of investigators to follow VAMHCS bylaws regarding procedures requiring credentialing, privileging, &/or licensure  

3) Dispensation of investigational agents (drugs, biologicals, devices)

a) receipt, storage, dispensing, administration, use, documentation, and errors 

4) Resources 

a) VA Intranet website

b) University of MD Office for Research Subjects

c) Risk Management Office

d) Infection Control  

e) Research Pharmacy

f) Research Service Office

d) R&D Committee 

1) Policies and procedures

2) Role and responsibility

3) Composition

4) Subcommittees 

a) Human Studies Subcommittee

1) Human Methods Subcommittee

5) Protocol submission timelines

6) R&D Protocol submission checklist (attachment #10  VA Required Forms) 
7) Quality management responsibilities and activities

e) Use of CPRS database (see appendix II)
1)    Purpose


a)    provide additional protections for subjects

b)   facilitate communications between medical care staff and study staff

a) Study implementation issues

1) Study specific QA program

a) timeframe for implementation

b) assistance in implementation from Research Service Office

c) conducting internal audits by study staff

d) establishing internal study staff meetings

1) documentation of items discussed and attendance

Appendix II

          VAMHCS Clinic setup & CPRS Database

1) Research Clinic setup

a) Each study designated as more than minimal risk by the IRB establishes a  “Clinic”

1) An Outpatient Clinic Profile (attachment #11) is completed and submitted by the investigator to the Human Studies Subcommittee at the time of protocol review.  Once reviewed, the Human Studies Subcommittee will forward the Outpatient Clinic Profile to MAS for entry into the electronic database.

2) The 1010EZ form (attachment #12) is to be completed for each subject if the subject has not been previously entered into the BVAMC system.  Not all parts of the 1010EZ form are relevant for research only subjects.  The investigator provides the completed 1010EZ form to the Patient Services Assistant for clinic set-up in CPRS in order to enable the scheduling of appointments in the electronic database system.  The study staff entering appointments for a subject must be listed under “Providers” on the Outpatient Clinic Profile form in order to be authorized to enter appointments in the electronic database. Staff entering appointments must follow the procedures in attachment #13.

2) Scanning of Informed Consents into CPRS

b) Copies of approved and completed (signed/dated by subject, investigator/study coordinator, and witness, if applicable) Informed Consent forms will be scanned into the CPRS database.

1) The body of the approved consent is provided to the Research Service Office

2) A copy of the signed and dated informed consent form for each subject is provided to the Research Services Office

a) study staff assures that subject’s social security # and typed name are on the signature page prior to submission

3) When warranted, updates to the consent form are provided to the Research Services Office  

a) study staff is to assure that the signature page accurately identifies the correct version of the consent form submitted

3) Informed consent changes related to CPRS changes

a) As directed by OHRP, informed consents must include a confidentiality statement indicating information will be available on an electronic database protected by the institution.

4) Additions to CPRS related to research 

a) CPRS changes will provide a broader means to ensure subject safety within the Baltimore VAMHCS

1) Field entries on cover sheet for individual subjects

a) medication list –  “Study Drug” indicator currently used with additions in comment area

1) identification of Investigator/Study Coordinator and means to contact

2) directs to postings for study staff contact information and study drug information that is limited by space in the medication list

3) entries to be made by pharmacist, or investigator depending on dispensing procedure for study agent

b) postings – addition of “Investigational Drug-Clinical Warning” indicator

1) standardized study drug profiles for detailed information regarding any study agents the patient may be on and means to contact study staff (attachment #17)
2) for non-drug studies information including the study name, contacts, and any investigational devices/procedures used are to be entered

3) entries to be made by study staff

c) active problems – addition of “Research Study” indicator

1) identifies patient as active research subject and means to contact study team

2) entries to be made by study staff

2) Team Alerts

a) means to automatically alert study team of a subjects death and/or hospital admission within the Baltimore VAMHCS

b) additional alerts may be requested by investigator 

1) request for additional alerts are entered on Outpatient Clinic Profile

c) entries to be made by Clinical Informatics team

d) verification of alert receipt will be periodically reviewed during unit specific protocol review

5) Implementation of CPRS changes

a) Hospital-wide education regarding changes and requirements will be conducted

1) Active demonstrations of system additions for both study and general healthcare staff 

b) Follow-up training and education meetings to ensure understanding of system and staff responsibilities
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