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NIH Oversight of Human GeneNIH Oversight of Human Gene 
Transfer ResearchTransfer ResearchTransfer ResearchTransfer Research 

U i  i ht  t� Unique oversight system 
� Rationale 
� Ethical, safety and scientific concerns 

associated with 
� modification of human genome� modification of human genome 
� biosafety and risk containment 

� Agents� Agents 
� Institutes and Centers 
� Office of Biotechnology Activities 
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Clinical ResearchClinical Research 
Levels of OversightLevels of OversightLevels of OversightLevels of Oversight 

FEDERAL LOCAL &FEDERAL LOCAL & 
NONFEDERAL 

NIH I ti  iNIH Institutions 
IC Program Staff IBCs 
NIH OBA IRBNIH OBA IRBs 

OHRP Investigators 

FDA Sponsors 



    

      

  

NIH Recombinant DNANIH Recombinant DNA 
Advisory Committee (RAC)Advisory Committee (RAC)

� Federal advisory committee providing advice and 

recommendations to the NIH Director regarding 

recombinant DNA research
 

AdvisoryAdvisory CommitteeCommittee (RAC)(RAC) 

� Unique public forum for the discussion of science, 

safety, and ethics of recombinant DNA research
 

� R iReviews andd analyzes clilinical gene ttransfferl  i l 
  
protocols and safety information
 

�� Observations and findings of general importanceObservations and findings of general importance
 
to the field
 

Not an appro al process� Not an approval process 



 

NIH RAC ExpertiseNIH RAC Expertise 

� Virology � Pediatricsgy 
� AdV 
� RV 

HSV 

� Infectious Disease 
� Cardiology 

� HSV 
� AAV 

� Biosafety 

� Pulmonology 
� Metabolism 
� Hematology Biosafety 

� Immunology 
� Genetics 

� Hematology 
� Oncology 
� Neurology 

� Bioethics 
� Public representative 
� Internal Medicine 

Neurology 
� Clinical Trial Design 
� Clinical Data Monitoring Internal Medicine g 
� Law 



      

      

NIH GuidelinesNIH Guidelines Appendix MAppendix M 

� Requirements for Information
S b  i  i  t  NIHSubmission to NIH 
� Protocol 

Responses to Questions about the Scientific� Responses to Questions about the Scientific 
and Safety-related Dimensions of the Gene 
Transfer Intervention 

� Issues Pertinent to the Informed Consent� Issues Pertinent to the Informed Consent 
Process 

� Recombinant DNA Advisory Committee
R i  PReview Process 
� Safety and Annual Reporting

RequirementsRequirements 



      

      

GoalGoal 

� To assure research participants that, prior 
to their enrollment* in a trial that is either 
novel or raises ethical and/or safetynovel or raises ethical and/or safety 
concerns, their local IRBs, IBCs, and 
investigators are apprised of the outcomeinvestigators are apprised of the outcome 
of public RAC review and discussion 

*In the NIH Guidelines, “enrollment” 
means obtaining informed consentg



     

     

 

days of submission) whether protocol 
warrants in depth review and public 

RAC Protocol Review ProcessRAC Protocol Review Process 

� All protocols registered with NIH OBAp g 
and undergo initial RAC review 

� RAC recommends (within 15 working� RAC recommends (within 15 working 

warrants in-depth review and public 
discussion 

N l h d/� Novel approach and/or 
� Significant scientific, safety, and/or 

ethical issuesethical issues 



 

  

RAC Review of Selected ProtocolsRAC Review of Selected Protocols 

� 20-30% of protocols are selected 

� In-depth review by RAC members 
and, as needed, ad hoc experts, , p 

� Discussed by entire RAC at 
quarterly public meetingquarterly public meeting 



Gene Therapy Trials by YearGene Therapy Trials by Yeary yy y 
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Gene Therapy Trials byGene Therapy Trials by 
Clinical IndicationClinical IndicationClinical IndicationClinical Indication 

Single Gene 
Di dDisorders 

10% 

Cardiovascular 
9%9% 

Other 
6% 

Infectious 
Diseases 

8% 

Cancers 
69% 

8% 



Gene Therapy Trials by PhaseGene Therapy Trials by Phase 

Phase I 
85% 

Phase II 
14% 

Ph III 

85% 

Phase III 
0.9% 



Dissemination of RACDissemination of RAC 
RecommendationsRecommendationsRecommendationsRecommendations 

RACRAC PI 

IRB 

IBC 

NIH IC 

IBC 

Sponsor 

FDA 

OHRP Sponsor OHRP 
OBA Web site 
(minutes, video) 



    

     

     

Timing of Federal and LocalTiming of Federal and Local 
Protocol Review ProcessesProtocol Review ProcessesProtocolProtocol ReviewReview ProcessesProcesses 

�� Final IBC approval cannot occurFinal IBC approval cannot occur
 
until RAC review is completed 


� IRB review and approval can occur 

before or after RAC review
 

� FDA review and authorization of IND 

application can occur at any time
application can occur at any time 



  

   

     

PostPost--Enrollment ReportingEnrollment Reporting
(Appendix M(Appendix M--I)I)(Appendix(Appendix MM I)I) 

� Within 20 days of enrollment of the first 

participant, the PI must submit the 

following to NIH OBA:
following to NIH OBA: 

� Response to RAC recommendations (if 

applicable)
applicable) 

� Copy of final protocol 
�� Copy of final IRB-approved informed consentCopy of final IRB approved informed consent 
� Copy of IRB approval 
� Copy of IBC approvalpy pp 



  

 

PostPost--Enrollment ReportingEnrollment Reporting
(Appendix M(Appendix M--I)I)(Appendix M(Appendix M I)I) 

S b tl th PI t� Subsequently, the PI must 
submit: 
� Protocol amendments 

� Serious adverse event reports 
�Possibly associated, unexpected 

within 15 days, or within 7 days if 
fatal or life threatening 



  
PostPost--Enrollment ReportingEnrollment Reporting

(Appendix M(Appendix M--I)I)(Appendix(Appendix MM I)I) 

� PI must also submit: 
� Annual reports 
� Due within 60 days after the one-year 

anniversary date of IND authorization and 
yearly until trial is completed 

� Reports must include: 
� Summary of status of each trial in 

progress
� Summary of all SAEs 

progress 

� Additional information ppertinent to 
understanding gene transfer product 



  

  

         

  

PostPost--Enrollment ReportingEnrollment Reporting
(Appendix M(Appendix M--I)I)(Appendix(Appendix MM I)I) 

�� Roles and ResponsibilitiesRoles and Responsibilities 
� PI is responsible for reporting safety information 
� PI may delegate to another party, such as a� PI may delegate to another party, such as a 

corporate sponsor, the role, but not the 
responsibility, of reporting safety information to 
NIH 

� Reports must be sent to: 
� I titInstitutitional Rl Reviiew BBoardd 
� Institutional Biosafety Committee 
� NIH/OBA 
� FDA 



        

 

New Resources from theNew Resources from the 
NIH Office of Biotechnology ActivitiesNIH Office of Biotechnology ActivitiesNIH Office of Biotechnology ActivitiesNIH Office of Biotechnology Activities 

Genetic Modification Clinical 
R h I f ti S tResearch Information System 
(GeMCRIS) 

A public database of human gene transfer 
trials registered with the National Institutes of 
Health 





  

    

    

GeMCRIS:GeMCRIS: 
Underlying PhilosophyUnderlying PhilosophyUnderlyingUnderlying PhilosophyPhilosophy 

� Creating a system that would: 

understanding about gene transfer research 

� Creating a system that would: 
� Promote public access to information and 

understanding about gene transfer research

� Facilitate investigator compliance with 
adverse event repportingg 

� Harmonize NIH and FDA approaches to data 
collection 

� Assist NIH and FDA in conducting 
oversight of human gene transfer trials 



GeMCRIS: Key Protocol InformationGeMCRIS: Key Protocol Information 

� Protocol title 
� Study phase 

� Investigational 
strategy 
V t  � Clinical 

indication(s) 
� Vector 
� Transgene 

� Investigator(s) 
� Clinical trial site(s) 

� Route of 
administration 

� Scientific abstract 
� Non-technical 

abstract 



    

    

 

Key Features of GeMCRIS:Key Features of GeMCRIS: 
OnOn--line AE Reportingline AE ReportingOnOn line AE Reportingline AE Reporting 

� Tools for streamlined and effective 
communication and analysis of safety
data 

One AE reporting format� One AE reporting format 
� Copies can be sent to FDA, IRB, IBC 

� Uniform “Core” data elements 
� Controlled medical vocabularies 
� On-line adverse event reporting 

� Objective: To facilitate 
� Investigator compliance 

Agency oversight� Agency oversight 
� Data sharing 



    

 

 

Adverse Event Reports:Adverse Event Reports: 
Core Data ElementsCore Data ElementsCore Data ElementsCore Data Elements 

� Date and description of eventp
� Seriousness and severity 
� Suspected cause(s)Suspected cause(s) 
� Attribution (gene transfer product, 

underlying disease)underlying disease) 
� Relevant clinical observations and history 
� D i ti f t f d t� Description of gene transfer product 
� Route and site of administration 
� Dosing information 



Accessing GeMCRIS:Accessing GeMCRIS: 

Connect to: 

http://www.gemcris.od.nih.gov/http://www.gemcris.od.nih.gov/ 
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New Resources from theNew Resources from the 
NIH Office of Biotechnology ActivitiesNIH Office of Biotechnology ActivitiesNIH Office of Biotechnology ActivitiesNIH Office of Biotechnology Activities 

NIH G id f I f dNIH Guidance for Informed 
Consent for Gene Transfer 
Research 

A new resource for investigators, IRBs, IBCs,g , , , 
potential research participants, and others
concerned with informed consent in gene 
transfer trials 



    

 

Informed Consent Guidance forInformed Consent Guidance for 
Gene Transfer ResearchGene Transfer ResearchGeneGene TransferTransfer ResearchResearch 

ImpetusImpetus 
� RAC review of informed consent documents 


revealed that investiggators were havingg
 
difficulty conveying important concepts

pertinent to gene transfer research and to 

human subjjects research more ggenerallyy
 

� inappropriately positive description of
benefits 

� therapeutic misconception 
� presumptive use of the first person pronoun

(“I understand that...”))( 







       

Morning Session: The FundamentalsMorning Session: The Fundamentals 

� Introduction to the National Institutes of HealthIntroduction to the National Institutes of Health 
Office of Biotechnology Activities 

� Overview of the Current NIH Guidelines for 
Research Involving Recombinant DNA Molecules 

� Requirements for IBCs in the NIH Guidelines 

� Open Forum 

� Break 

� Role of the Recombinant DNA Advisory
Committee and the Protocol Review Process 

� Case Studies 


