
4/25/2012

1

QUALITY MANAGEMENT
Looking for the horse of a different color….

Amy C. Hoeper, RN, CCRC

Quality Manager

Michelle Dickey, MS, CNP, CCRC

Clinical Research Manager

The Gamble Program for Clinical Studies
Division of Infectious Diseases

1) Introduction to Infectious Diseases Clinical 
Research 

2) Review of the Quality Management Plan 
(QMP)

3) Discuss the components of a QMP

4) Describe the Implementation and Evaluation 
of a QMP

Objectives

The Division of Infectious Diseases

• Vision: 
– To Be the Leader in Harnessing 

Research Innovations to Benefit the 
World’s Children

• Mission:
– To conduct clinical and basic research 

resulting in the prevention and 
treatment of infectious diseases
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ID Clinical Research

The Gamble Program for 
Clinical Studies

Outpatient

Inpatient

Community

Multicenter studies

Funding:

NIH  / Governmental

VTEU

Industry

Epidemiology and 
Surveillance Research 

Program
ED / Outpatient

Inpatient

Community

Multicenter

Funding Sources:

Centers for Disease Control 
(NVSN)

Industry

The Gamble Program 
for Clinical Studies

NIH-Sponsored 
Vaccine Treatment & Evaluation Unit
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Areas of Research Interest

• Respiratory Diseases

– influenza

– RSV

– Paraflu

– the common cold

– Pneumococcal pneumoniae

– enterovirus

– pertussis

Areas of Research Interest

• Diarrheal Diseases
– Rotavirus

– Cholera

– Typhoid

– E. coli

– Salmonella

– Shigella

– Norovirus

Areas of Research Interest

• Sexually Transmitted Infections
– CMV

– Herpes Simplex Virus

– Human Papilloma Vaccine

– Gonorrhea

– Chlamydia
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Areas of Research Interest

• Bacterial Infections

– Meningococcus

– Streptococcus

– Staphylococcus

Areas of Research Interest

• Agents of Bioterrorism
– Smallpox

– Anthrax

– Plague

– Botulism

– SARS

– West Nile Virus

– Influenza
• Avian Flu

The Development of a Comprehensive 
Quality Management Plan (QMP)

• Informal systems were in place to ensure quality

• First developed formalized systems in 2005

• QM became a requirement of our NIH contract in 
2007

• Have since developed the QMP to encompass all 
studies, including the epi and surveillance 
projects
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• Quality Management (QM) is an overall system for oversight of the 
conduct of clinical research. 

• QM ensures the rights and safety of participants in clinical research are 
protected and that data collected are accurate and complete.  

• QM activities: 
• facilitate planning for protocol implementation 

• assure compliance with regulations and requirements 

• identify areas in need of corrective action 

• verify the accuracy of data

• assure readiness for external monitoring and auditing

• QM encompasses both Quality Control (QC) and Quality Assurance 
(QA) activities and provides staff with a system to identify and resolve 
problems with protocol implementation and regulatory compliance.

What is Quality Management?

» Isn’t that why we have monitors?

» Isn’t that why the data center generates 
queries?

» Isn’t that why CCHMC has ORCRA 
review our studies?

Why Have a QM Program?



4/25/2012

6

• Answer:  Proactive method to identify and 
address issues before they become critical.

“Understanding the causes for the rapid sinking of the Titanic is 
necessary to prevent similar accidents in the future.”  Vicki Bassett

Why Have a QM Program?

Mistakes Happen

• Formal written document detailing QMP Process
– Scope and Frequency of Activities:

• Quality Control Activities 

– Chart Review

– Data Entry review

• Quality Assurance Activities

– Review of Regulatory Documents

– Web / Data and Monitor / Sponsor Reports

– Oversight of sub-contractor sites

– Responsibility of staff and involvement
• PI’s, Research Nurses and Coordinators

• Research Laboratory and Investigational Pharmacy

– Documentation of Education and Training

– Process for Review and Trend Analysis
• Reporting Mechanisms

• Corrective Actions

– Ongoing QM Plan Maintenance

Components of a Quality Management Plan
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Quality Control

• Ongoing, daily process of checking 
records for completion and logic
– Concurrent

– Involves 100% review of records

– Includes documentation and observation of 
work processes

Quality Assurance

• Retrospective sampling of “key quality 
indicators” to identify trends
– Systematic, comprehensive review of all 

components of total work effort
• Assess accuracy of data

• Adherence to GCP

– Includes clinical, sample / specimen collection and 
investigational product

Director

Clinical Research Manager

Quality Manager

Ensures Training of 
Qualified Staff

Oversight of 
QC Activities

Assign to
Designated QC
study personnel

Oversight of
QA Activities

Assign to
Designated QA
study personnel

Review of 
Regulatory Files

Assign to 
Designated 

Regulatory Review 
study personnel

Review of Data / 
Web Reports

Monitor Reports

Quality Manger 
and designated 
study personnel

Oversight of QC / QA of
Research  Specimen and 
Investigational Product

Designated 
lab and 

pharmacy
personnel
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 Performed by qualified designated personnel
 Ongoing at each clinic visit
 100% review of informed consent and eligibility criteria 
 Complete QC Audit tool for each subject record
 Data entry with ongoing QC
 Return completed tools to coordinator for corrections
 Results entered onto spreadsheet 
 Quality Manager reviews findings and meets with study 

staff to discuss trends, issues, and resolutions
 Quality Manager reports findings in monthly report to 

Director and Clinical Manager

Quality Control (QC) Activities

Sample QC Tool
QC Chart Audit Worksheet 

 
CCHMC Gamble Program For 
Clinical Studies 
Cincinnati Children’s Hospital  

Quality Control Notes 

 
Protocol #: ______________   PID #: _____    Reviewer Name: _______  Date Reviewed: ___________ 
 
Documents requiring action (check all that apply): 
 

 Inc/Exc criteria    Informed consent form    HIV consent form (if indicated)   
 Visit 1  Visit 2    Visit 3    Visit 4    Visit 5    Visit 6    Visit 7    Supplemental visit 
 Lab tests    Concomitant Medications    Adverse Events    Serious Adverse Event    
 Memory Aid/Diary Card 1    Memory Aid/Diary Card 2 
 Pregnancy Test log 
 Other 

 
 

 
 

Page 

 
 

Corrective Actions Required 

Correction 
completed 

initials: 

Correction 
completed  

date: 

Verified 
correction 
completed 

initials: 
     

     

     

     

     

     

     

     

     

     

     

 

 Performed by qualified designated personnel
 First 10 charts and minimum of 10% of total enrolled for 

each study
 Complete QA audit tool
 Return to study coordinators for review and corrections
 Results entered into spreadsheet
 QM meets with coordinator/pharmacy for review and to 

confirm resolution
 QM meets with staff to discuss trends, issues, and 

resolutions
 QM reports findings in monthly report to Director and 

Clinic Manager

Quality Assurance (QA) Activities
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•

Sample QA Tool Page 1

Informed Consent / Assent Form(s) and Process (See Code of Federal Regulations:  45 CFR 46, Sections 46.116 and 46.117)
Action Required/’

Date Resolved

1.
Enrollment:  Was the IRB approved version used to consent/assent the subject, valid at the time of signature?  Version 
#:_____ Date: ________________         
Note:  Review the regulatory file for IRB subsequent revisions/amendments to the consent forms. 

Yes
No

2.
Was the Informed Consent/Assent Form signed and dated in ink by the subject, parent/guardian and/or legally authorized 
representative prior to implementation of screening/protocol-specific procedures? 

Yes
No

3.
Amendments to consent: If applicable, are amended versions of the ICF signed and dated in ink by the subject, 
parent/guardian and/or legally authorized representative on file?   Version #:_____Date:__________  

N/A Yes
No

4. Are all applicable Informed Consent/Assent Forms present in their entirety? Yes
No

5. If applicable, are Informed Consent deviations documented? N/A Yes
No

6a.
Was the DMID Protocol Deviation Form completed, submitted to DMID and the IRB per reporting guidelines, 
and filed in the regulatory file?  

N/A Yes
No

Eligibility Criteria – Inclusion/Exclusion Criteria
Action Required/’

Date Resolved

1.
Is documentation of eligibility criteria (inclusion/exclusion) in the source documents?  

Yes
No

2.
Are the Concomitant Medications documented accurately?
Note:  Check spelling, coding, and consistency between medical history and adverse events. 

Yes
No

3. Was the eligibility documentation signed, credentialed, and dated by the clinician responsible for enrolling the subject? Yes
No

3a. Is this individual listed on the Study Personnel Signature/Responsibility List?  Yes
No

4. If applicable, were enrollment deviation documented?  N/A Yes
No

4a.
Was the DMID Protocol Deviation Form completed, submitted to DMID and the IRB per reporting guidelines, 
and filed in the regulatory file?  

Yes
No

INDUSTRY STUDIES QA CHART AUDIT TOOL
CCHMC Gamble Program for Clinical Studies, Division of Infectious Diseases
Cincinnati Children’s Hospital Medical Center
Reviewer: _____________________________________________ Review Date:  _______________________
Subject Number: ____________ Protocol #: ______________________________________     Reviewed Period:  From Date: ___________ Through 
Date:_____________________

Sample QA Tool Page 2 
Study Product – Administration and Documentation 

Note: unblinded personnel must not perform chart reviews 
Action Required/’ 

Date Resolved 

Was the study product dispensed upon written order of the investigator (or designee) as listed on the FDA Form 1572?  
Yes 

 
No  

Is this study product administrator listed on the Study Personnel Signature/Responsibility List?  
 

Yes 
 

No  

Is documentation present describing the study product administration (according to the current version of the protocol and 
MOP)?  Version #_____ Date:__________ 

 
Yes 

 
No 

 

Are dosing, vaccination, administration or blinding deviations identified?   
Note: This includes a review of labeling, cold and custody chain, licensed personnel, and blinded/unblinding handling 
and administration.  

 N/A  
Yes 

 
No 

 

Are deviations documented in the source documents and the DMID Protocol Deviation Form completed and 
submitted to DMID and the IRB per reporting guidelines?  N/A  

Yes 
 

No  

Is the final verification box on the physician order form signed by a second pharmacist or un-blinded vaccinator who observed 
that the following items were double-checked: final product was labeled with the correct subject and randomization numbers; the 
dose and product were prepared correctly, and the product appearance was according to protocol specifications? 
*Performed by unblinded personnel.  Unblinded personnel Signature : ______________________________________________ 

 
Yes 

 
No  

Adverse Event (AE) and Serious Adverse Event (SAE) Identification and Reporting Action Required/ 
Date Resolved 

Are all adverse events and/or laboratory abnormalities found in the subject chart identified?     N/A 
 

Yes 
 

No  

Are all adverse events assessed for clinical significance and/or severity, and relationship to the study product and 
documented in the source documents?  N/A 

 
Yes 

 
No  

Were all adverse events identified in the protocol as critical to safety evaluations reported according to the protocol 
and/or MOP within the specific time periods?        N/A 

 
Yes 

 
No  

Were all solicited adverse events (i.e. reactogenicity) recorded at protocol-specified timeframes with appropriate 
follow-up?   

 N/A  
Yes 

 
No 

 

Were all adverse events meeting the serious adverse event criteria (see DMID SAE Recording and Reporting 
Guidelines) reported within the DMID specified timelines of site awareness or as specified by the protocol?    

 N/A  
Yes 

 
No 

 

Was the Serious Adverse Event(s) Report completed accurately? 
Note: See DMID SAE Recording and Reporting Guidelines.    N/A 

 
Yes 

 
No  

Were all serious adverse events been reported to the local IRB, as required?  N/A 
 

Yes 
 

No  

Deviations from Protocol – Missed Tests/procedures and Missed Visits 
Action Required/ 
Date Resolved 

Were all protocol-specific tests and/or procedures completed?   
Yes 

 
No 

 

If no, was the DMID Protocol Deviation Form completed and submitted appropriately?  N/A  
Yes 

 
No 

 

Was the deviation(s) documented in the source documents?    N/A 
 

Yes 
 

No  

Were all missed visits and/or out of window visits identified?    
Yes 

 
No 

 

 

Sample QA Tool Page 3
2a. If yes or no, was the DMID Protocol Deviation Form completed and submitted appropriately?    N/A 

 
Yes 

 
No 

 

2b. Was the deviation documented in the source documents?      N/A  
Yes 

 
No 

 

 Endpoints 
Action Required/ 

Date Resolved 

1. 
Were applicable study-defined clinical and/or laboratory assessments/endpoints documented in the subject’s source documents 
and/or an endpoint-specific CRF/eCRF as required by the protocol?   

 
Yes 

 
No 

 

 Intervention/Study Discontinuation 
Action Required/ 

Date Resolved 

1. If the subject discontinued study intervention; were protocol-required steps followed?   
 

Yes 
 

No 
 

2. If the subject discontinued from the study; were protocol-required steps followed? 
 

Yes 
 

No 
 

 Documentation Standards 
Action Required/ 

Date Resolved 

1. Were source documents complete and accurate? 
 

Yes 
 

No 
 

2. Does the CRF/eCRF data and source documentation data match? 
 

Yes 
 

No 
 

1. 
Addenda:  Are all addenda signed or initialed and dated in present time by the person making the entry i.e.  ?   
Note:  Do not alter past-dated addenda. chart notes, progress notes, etc. 

 
Yes 

 
No 

 

2. Chart Note(s): Are all handwritten notes legible and signed and dated by the responsible credentialed clinician? 
 

Yes 
 

No 
 

3. 
Case Report Forms (CRF/eCRF):  Prior to commencement of the study, were CRFs/eCRFs used as source 
documents as identified in the protocol, MOP, or source document agreement/statement?   

 N/A 
 

Yes 
 

No 
 

3a. Are the CRFs/eCRFs used as source documents signed and dated?  N/A 
 

Yes 
 

No 
 

4. 
Error Correction(s):  Are all error corrections clear with a single line drawn through the incorrect information, initialed, dated, and 
a reason for change (if necessary)?   
Note: Never obliterate entries or destroy original documents that require correction.  Never use whiteout or pencils. 

 
Yes 

 
No  

5. Patient Identification Numbers:  Are all source documents labeled with appropriate patient identification numbers (PID)? 
 

Yes 
 

No 
 

6. 

Death:  If a subject death was identified; has the incident been documented in the source documents by one of the 
following:  

1. Obituary 
2. Autopsy Report 
3. Death Certificate 
4. Verbal Communication Contact Report   

Note:  See DMID SAE Recording and Reporting Guidelines. 

 N/A 
 

Yes 
 

No 
 

7. 

Certified Copies and Verification:  Are all documents received from outside facilities to be used as original source 
documents verified, as indicated by signature and date, as an exact copy having all the same attributes and 
information as the original?   
Note:  Documents received via fax are not considered to be original, and must be certified.    

 N/A 
 

Yes 
 

No 
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Sample QA Tool Page 4
8. 

Flow-sheets used as Source Documents:  Are all entries onto flow-sheets initialed and dated by the responsible 
clinician?   N/A 

 
Yes 

 
No  

9. Chronology of Source Documents:  Are source documents maintained chronologically?  
Yes 

 
No 

 

 Case Report Form and electronic Case Report Form Submission Action Required/ 
Date Resolved 

1. Are all scheduled CRFs present?   
 

Yes 
 

No  

2. Were the CRFs submitted within the required timeframe? 
 

Yes 
 

No  

3. If data was identified as out of range or missing from the CRFs; were corrections made and the CRF resubmitted 
within the required timeframe?   

 N/A  
Yes 

 
No 

 

 Laboratory Review – Specimen Collection and Results         NOT APPLICABLE Action Required/ 
Date Resolved 

1. 

Were all specimens collected and documented in the source documents?    
Note:  Maintaining documentation that protocol-required specimens were drawn and shipped appropriately is consistent with ICH 
GCP; however, if only a hard-copy lab report is available for review; this is adequate, as long as the report contain appropriate 
subject identifiers and the date of specimen collection.  

 
Yes 

 
No 

 

2. Were specimens prepared, labeled, and transported properly per the International Air Transport Association (IATA) regulations? 
 

Yes 
 

No  

3. Are temperature logs for stored specimens current and accurate?  
Yes 

 
No 

 

Summary of Findings:  < Provide a summary of any accumulated issues from above and provide the details of the corrective actions, preventive actions, and applicable follow-up > 
ISSUES AND RESOLUTIONS 

Issues Date Resolved Resolved By 
   
   
   
   
   
   
   
   
   
   
   
   
 

Reviewer Signature: __________________________________________________ Date: _____________________________________ 
Reviewer Signature (Test Article): __________________________________________________ Date: ____________________________ 
 
Note:  Source documentation will be compared to CRF and protocol for agreement.  For electronic data capture (EDC), source documentation will be compared to database for agreement.  Be sure to include lab reports, 
diagnostic reports, etc., in review. Complete this tool for each participant record being reviewed.  Problems/errors noted should be resolved, with corrections/date/ responsible person noted.  When follow up is completed, this 
tool should be filed in the QM binder at the site. *Staff unblinded to test article will be assigned to QA/QC reviews of test article storage, handling, accountability and administration. To ensure integrity of the study blind, 
staff blinded to the test article will not be assigned to these tasks.  

• Performed by Quality Manager (or designee) at study 
start-up, annually, and as needed

– Complete regulatory review tool
• Return to Quality Manager for review

– Review Tool returned to coordinator for corrections
• Follow-up review with Quality Manager after corrections

– Quality Manager meets with staff to discuss trends, 
issues, and resolutions

– Quality manager reports findings & actions in 
monthly report to Director and Clinic Manager

Review of Regulatory Files (Binder)

Example: H1N1(swine flu) vaccine studies

– Concerns regarding possible pandemic 
necessitated rapid study start-up and 
enrollment of 4 H1N1 studies over a 2 
month period.  

– There were 3,992 study visits during this 
time frame.

– Data was entered in “real time” (< 24hrs)

– More frequent sponsor monitoring 

– This type of study requires

• Increased QA/QC monitoring

• Increased regulatory review and 
oversight

High Priority / Fast Track Studies



4/25/2012

11

Cincinnati VTEU H1N1 Study Activities: 
August 7, 2009 – December 4, 2009

DMID Study #
Target 

Enrollmen
t

Approximat
e

# telephone 
Screens

Total # 
Screened

Number 
Enrolled

Visits 
Complete

d

Vaccines
Randomized 

&
Administered

Specimens 
Processed 

and Shipped

DMID 
0039

200 400 260 220 1600 1041 10854 / 4658

Adult 102
Elderly 118

DMID 
0047

100 250 113 108 966 322 3078 / 1539

6-36 mo 44 41 365
3-9 yrs 35 33 297
10-17 yrs 34 34 304

DMID 
0058

60 95 79 60 169 115 2340 / 0

Adult 49 40
Elderly 30 20

DMID 
0073

Adults 20 10 3 3 3 3 3 / 0

Protocols and consents were created and IRB applications were submitted in record time for DMID protocols: 0032, 0043, 0053, 0039, 
0047, 0054, 0060, 0073

Recruitment and study coordinators responded to approximately 10,500 calls generated by media coverage and general interest from
July-November 2009, with calls continuing in response to mass publicity regarding H1N1.

Performed by Quality Manager or Designee

 Web Reports
◦ Monthly review of the following web reports and complete web tool:

 Data Queries

 Manual Queries

 SAE report

 Missing forms

 GT Collection & Future Use Data Discrepancies

 Visit Schedule Compliance

 Protocol Deviations

 Monitor Reports
◦ Coordinators submit electronic copies of all reports to Quality 

Manager for review

Review of Data / Web Reports
Sponsor Monitoring Reports

• Performed by designated lab and 
investigational pharmacist and/or un-blinded 
study personnel

• QC:
• Complete QC checks using appropriate tools
• QA: Review first 10 records and a minimum of 

10% of subject charts for each study and 
record on QA forms

• Submit monthly reports to Quality Manager
• Monthly meetings with Quality Manager to 

review processes and trends

QMP of Research Laboratory and  
Investigational Pharmacy Activities
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Departmental education and training records are maintained by 
individuals and departmental Education Coordinator 

 Required Education and Training:
 Hospital Orientation
 CCHMC Clinical Research Professionals Training
 CITI / GCP Training
 NIH and Industry Training

 Continuing Education and Training
 NIH Training (per NIH requirements)
 Departmental competencies
 Legal Lunch and Learn
 Annual CCHMC research symposium
 Protocol-specific training

Education and Training

• Quality Manager provides oversight of sub-
contractor’s quality management activities

• Reviews and approves sites QMP prior to 
submission to sponsor

• Reviews sites monthly QM reports

• Participates in monitor de-briefing and QM reviews

• Resource for site quality management activities

QM Oversight of Multi-Center Studies

• Review Period – January, 2011 – July, 2011

• 10% of charts for 11 studies were reviewed

• Total 433 charts reviewed

• Assessed the following Key Quality Indicators:

• There were no significant trends noted in the following categories: Consent Process; Eligibility Criteria; AE/SAEs; Visit
Schedule Compliance; Product Administration; or Specimen Collection.

• The only trends noted were related to data collection/electronic data entry. 82% of all inaccuracies noted occurred in the
following categories and were resolved during the QA process.

Trend Analysis
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• Majority of corrective actions were related to data collection and entry
– Modified QC systems to identify errors prior to and during data entry

• Identified potential for study product administration error
– Modified Physician Order form to include additional QC check at point of 

vaccine administration

• Identified issue with process for emergency rescue of study product
– Modified SOP to clarify procedures for maintaining cold chain

• Based on initial QC results, identified visit window error
– Modified online visit scheduler and contacted subject to reschedule – able 

to prevent protocol deviation

• Identified issue with sponsor’s electronic data entry reports
– Communicated this information to Data Center, who corrected the reports

Corrective Actions

Sample QA/QC Trend Tracker

Study Number
Review Month
Total Number 

of Charts 
Reviewed

Date

# of 
Charts

Reviewed
Consent
Process

Eligibility
Criteria

AE/SAE
Issues

Missing
Data - SD

Incorrect
Data

Improper
Error 

Correction
Signature
Missing

Product
Admin

Visit
Schedule

Specimen
Collection

Other
(Specify)

Totals 0 0 0 0 0 0 0 0 0 0 0 0

0

QA Trends/Issues

• Quality Manager is responsible for:

– Reviewing NIH and sponsor websites for QM updates and 
making revisions to plan as needed

– Reviewing QM plan annually and updating as needed

– Reviewing sub-contractor plan annually or more frequently 
as needed

– Maintaining copies of all QM review records at our site (In 
process of converting to all electronic records)

– Submitting plan updates to sponsors for approval

– Communication and Oversight of all QMP Activities

Maintenance of the QM Plan
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BENEFITS OF QUALITY MANAGEMENT

 Involvement of all study personnel leads to increased compliance to protocols

 Creates an environment of teamwork

 Enhances identification and resolution of data errors prior to data entry

 Decreases number of electronic data queries

 Decreases number of monitor findings

Extra set of eyes 
What do you see?  

• Special thanks to the following people who perform ongoing QA and regulatory 
review:

– Heather Frommeyer, RN, BSN

– Sally McCartney, RN, BSN, CCRC

– Cara Kohlrieser, RN, BSN, CCRC

– Jesse LePage, BS, Senior Research Assistant

– Kristie Price, Investigational Pharmacist

– Tammy Lewis-McCauley, CRC, LPN

• Much appreciation to the following people for their dedication to conducting 
quality clinical research:

– David Bernstein, MD, Director of the Gamble Program

– Michelle Dickey, MS, CNP, Clinical Nurse Manager  

– Gamble Program physicians, nurses, and clinical research coordinators
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