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ObjectivesObjectives

ProceduresProcedures
Recurrent ProblemsRecurrent Problems
Lessons LearnedLessons Learned



OHRP OHRP 
Authority/ResponsibilityAuthority/Responsibility

AssurancesAssurances
EducationEducation
Oversight (Audit)Oversight (Audit)



OHRP OHRP 

Human Subjects Human Subjects 
Compliance Oversight ProceduresCompliance Oversight Procedures



Compliance Oversight Compliance Oversight 
JurisdictionJurisdiction

45 CFR 4645 CFR 46
OHRP Approved AssuranceOHRP Approved Assurance



How An Investigation Gets StartedHow An Investigation Gets Started

Complaint(s)Complaint(s)
PI, IRB Member, Subject, Private Citizen, etc.PI, IRB Member, Subject, Private Citizen, etc.

Self ReportingSelf Reporting
Institution, PIInstitution, PI

MediaMedia
Other Incident Report Other Incident Report **

FDA InspectionFDA Inspection
NIH Project Specific Violation (PSV) ReportNIH Project Specific Violation (PSV) Report
Cooperative Group AuditCooperative Group Audit

*  *  Most Incident Reports Do Not Become A Compliance CaseMost Incident Reports Do Not Become A Compliance Case



Compliance ProceduresCompliance Procedures

Written Compliant(s)Written Compliant(s)
OHRP Initiates InquiriesOHRP Initiates Inquiries
OHRP EvaluationOHRP Evaluation



Compliance Site VisitCompliance Site Visit

Site Visiting Site Visiting 
OHRP StaffOHRP Staff
Consultants Consultants 
Specific ComplaintSpecific Complaint
Systemic ProtectionsSystemic Protections



ActionAction

Ensure subjects are Ensure subjects are 
protectedprotected
Require corrective actionsRequire corrective actions
Recommend institution Recommend institution --
Wide education effortWide education effort



Recommend Additional IRB Recommend Additional IRB 
ResourcesResources
Restrict Assurance (Multiple Restrict Assurance (Multiple 
Project AssuranceProject Assurance--MPA) MPA) 
Postpone MPA Renewal Postpone MPA Renewal 
Recommend Additional Action Recommend Additional Action 
by Other HHS Officesby Other HHS Offices

ActionAction



Annual StatisticsAnnual Statistics

100 Cases100 Cases
6 6 -- 8 Project Specific Violations 8 Project Specific Violations 
(PSV)(PSV)
2 2 -- 3 Multiple Project Assurance 3 Multiple Project Assurance 
(MPA) Restrictions or (MPA) Restrictions or 
SuspensionsSuspensions



OHRP Compliance Oversight DataOHRP Compliance Oversight Data

25%

15%

5%

3%
2% 2%1%

45%

1%
Deficiency in IRB review

Deficiency in informed consent

Deficiency in IRB records and
written procedures

Deficiency in IRB membership,
training, support, and
workload
Deficiency in reporting per 45
CFR 46.103(b)(5)

Research without IRB approval

Other miscekkaneous
deficiencies

Deficiency in application of
exemptions

Failure of investigator to
minimize risk

n = 125



Recurrent Compliance ProblemsRecurrent Compliance Problems
(1)(1)

IRB lacks sufficient information to IRB lacks sufficient information to 
make determinations make determinations 
Inadequate continuing review, or longer Inadequate continuing review, or longer 
than 1 yearthan 1 year
Inadequate IRB review at convened Inadequate IRB review at convened 
meetingsmeetings



Recurrent Compliance ProblemsRecurrent Compliance Problems
(2)(2)

Contingent approval without subsequent Contingent approval without subsequent 
rere--reviewreview
IRB meetings without a quorumIRB meetings without a quorum
IRB members with conflicts of interestIRB members with conflicts of interest
Inadequate records, minutes, files, Inadequate records, minutes, files, 
documentation, policies and proceduresdocumentation, policies and procedures



Inappropriate use of expedited review 
for new, continuing, and changes
Failure to report unanticipated problems 
to IRB, IO, OHRP
Failure or inadequate review of protocol 
changes
Inappropriate use of exempt categories

Inappropriate use of expedited review Inappropriate use of expedited review 
for new, continuing, and changesfor new, continuing, and changes
Failure to report unanticipated problems Failure to report unanticipated problems 
to IRB, IO, OHRPto IRB, IO, OHRP
Failure or inadequate review of protocol Failure or inadequate review of protocol 
changeschanges
Inappropriate use of exempt categoriesInappropriate use of exempt categories

Recurrent Compliance Problems
(3)



Recurrent Compliance ProblemsRecurrent Compliance Problems
(4)(4)

Deficient or inadequate informed Deficient or inadequate informed 
consent documentsconsent documents
Lack of diversity, expertise of IRB Lack of diversity, expertise of IRB 
membershipmembership
Overburdened IRBOverburdened IRB
Inadequate IRB resourcesInadequate IRB resources



JHUJHU
Research SuspensionResearch Suspension



Healthy volunteer in a 
asthma study
Died on July 2, 2001  
inhalation of a non-approved
drug
Lungs were destroyed
Employed at Johns Hopkins 
University

Ellen Roche
24 years old
Ellen Roche
24 years old



OHRP Site Visit PlanOHRP Site Visit PlanOHRP Site Visit Plan

July 16 & 17, 2001July 16 & 17, 2001July 16 & 17, 2001



OHRP Site VisitOHRP Site VisitOHRP Site Visit

July 16 – 18, 2001July 16 July 16 –– 18, 200118, 2001



Site Visit TeamSite Visit Team

5 OHRP Staff5 OHRP Staff
3 Consultants3 Consultants
1 FDA Representative1 FDA Representative



Suspension of AssuranceSuspension of AssuranceSuspension of Assurance

July 19, 2001July 19, 2001July 19, 2001



OHRP FindingsOHRP Findings

IRB notIRB not given published toxicitygiven published toxicity
information on information on the productthe product
The drug wasThe drug was notnot approvedapproved for for humanhuman
use, no INDuse, no IND
QualityQuality ofof the drug uncertainthe drug uncertain
IRB IRB inappropriately used expedited inappropriately used expedited 
reviewreview



OHRP FindingsOHRP Findings

IRB IRB diddid notnot approve protocolapprove protocol
changes changes 
InformedInformed consent:consent:

procedures inadequately describedprocedures inadequately described
failedfailed to to disclose drug statusdisclose drug status
inadequately disclose risks inadequately disclose risks 



OHRP FindingsOHRP Findings

InadequateInadequate IRB information for IRB information for 
continuing reviewcontinuing review
InappropriateInappropriate IRB minutes IRB minutes and and 
backlogbacklog
SomeSome IRB IRB members had conflictsmembers had conflicts
ofof interest interest 



OHRP FindingsOHRP Findings

IRB IRB overloadedoverloaded, , lackinglacking staffstaff
IRB IRB membersmembers in in needneed ofof
educationeducation



Actions Actions TakenTaken OHRPOHRP

SuspendedSuspended assurance, assurance, suspendingsuspending allall
federallyfederally--sponsored researchsponsored research
RequiredRequired rere--evaluationevaluation ofof protocols protocols 
RequestedRequested a plan to restructure a plan to restructure thethe
system for system for protecting human subjectsprotecting human subjects
RequiredRequired plan to plan to educateeducate IRB IRB membersmembers, , 
staff staff and researchersand researchers



Univ. of MichiganUniv. of Michigan

Research SuspensionResearch Suspension



Univ. of MichiganUniv. of Michigan

News ReleaseNews Release

August 30, 2001August 30, 2001



Internal InvestigationInternal Investigation

Suspend Research PrivilegesSuspend Research Privileges
leading cancer surgeonleading cancer surgeon

Extensive InvestigationExtensive Investigation
numerous regulatory infractionsnumerous regulatory infractions
five human clinical trialsfive human clinical trials



ResearcherResearcher

Not allow to conduct human Not allow to conduct human 
researchresearch

three yearsthree years
retroactive to October 20, 2000retroactive to October 20, 2000
all human research suspended by all human research suspended by 
IRBIRB



FindingsFindings

Breaches of IRB RuleBreaches of IRB Rule
5 trials5 trials
94 research volunteers94 research volunteers
frequent and pervasivefrequent and pervasive
not adhere to federal and not adhere to federal and 
university rulesuniversity rules



IRB BreachesIRB Breaches

Informed consent Informed consent 
obtain after study beginobtain after study begin
inadequate documentationinadequate documentation

Deviation from the IRB approved protocolDeviation from the IRB approved protocol
Patients enrolled after the study was Patients enrolled after the study was 
closedclosed
Adverse eventsAdverse events

not reportednot reported
not reported in a timely mannernot reported in a timely manner



Lessons LearnedLessons Learned

Strengthen Continuing ReviewStrengthen Continuing Review
SAE ReportingSAE Reporting
DSMBDSMB



Internal InvestigationsInternal Investigations

vs.vs.

OHRP/FDA InvestigationsOHRP/FDA Investigations



Lessons LearnedLessons Learned

Roles & ResponsibilitiesRoles & Responsibilities
Polices & ProceduresPolices & Procedures
Staff Training & EducationStaff Training & Education
System AdequacySystem Adequacy



Lessons LearnedLessons Learned

LeadershipLeadership
Institutional CommitmentInstitutional Commitment



Proactive PreventionProactive Prevention

vs.vs.

Reactive EnforcementReactive Enforcement



Effective MonitoringEffective Monitoring

Quality ImprovementQuality Improvement
Continuing EducationContinuing Education
CommitmentCommitment



QualityQuality ComplianceCompliance

Quality Programs Quality Programs 
Enhance ComplianceEnhance Compliance
Compliance Programs Compliance Programs 
Enhance QualityEnhance Quality



Compliance

Quality



Shared Goals Shared Goals Shared Goals 

Protecting Human Subjects

Promoting Ethical Research

Protecting Human SubjectsProtecting Human Subjects

Promoting Ethical ResearchPromoting Ethical Research



Shared ResponsibilitiesShared Responsibilities

InvestigatorsInvestigators
IRB (chair, members, IRB (chair, members, 
administrator)administrator)
Institutional CEOInstitutional CEO


