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What We Will Cover: 

ÅHistorical perspective on research ethics 
ïFocus on consent 

ÅFederal regulations 

ÅBrief Discussion on Waiver and Exception 
from Informed Consent  

ÅUniversity of Maryland Baltimore 
ïBrief introduction to the Human Research Protection 

Program 

ïExperiences with Exception From Informed Consent (EFIC) 
studies: RAMPART Case Study 



Balancing Two Goals  

 

 

Advancement 

of Science 
Protection of  

Subjectôs Rights 

& Welfare  





 
Nuremberg Code (1947) 

First Codification of Research Guidelines 

 ÅPrior animal data 

ÅScientific value; 
Anticipated results justify 
the risks 

ÅFavorable risk/benefit ratio 

ÅSuffering by subjects 
should be avoided 

ÅNo expectation of 
death/disability 

 
 

 

 

ñThe voluntary 

consent of the human 

subject is absolutely 

essential.ò 

ÅNo coercion in 
informed consent 

ÅSubjects must be free 
to stop at any time. 



ÅMedical Practice 

ïEthics: guided by Hippocratic Oath 

ïPatient is silent; dutifully obedient to the beneficent 
physician 

ï5ƻŎǘƻǊΩǎ ǇǊƛƳŀǊȅ ƻōƭƛƎŀǘƛƻƴ ƛǎ ǘƘŜ ǇŀǘƛŜƴǘ ŀƴŘ ŀŎǘǎ ƛƴ ǘƘŜ 
ǇŀǘƛŜƴǘǎΩ ōŜǎǘ ƛƴǘŜǊŜǎǘ 

ÅResearch 

ïLies outside of the context of the physician-patient 
relationship 

ïPrimary goal is to test a hypothesis, secondary obligation 
is to subject 

ïConflict of roles? 

Lessons Learned from Nuremberg Trials 



Declaration of Helsinki 
World Medical Association 

ÅAdopted by the 18th WMA General Assembly, 
Helsinki, Finland, June 1964 

ïSubsequent multiple amendments 

 
ÅUpdated informed consent 

ïConsent individuals 

ÅCapable of giving informed consent 

ÅRecognizes that consent may not 
always be possible 

 



Tuskegee Syphilis Study (1932 - 1972) 

Ethical Issues 

Å Inadequate disclosure of 
information 

Å Subjects believed they were 
getting free treatment 

Å Told that spinal taps were therapy 

Å US Govôt actively prevented men 
from receiving penicillin 

Å 1972 press reports caused the  
U.S. Govôt to stop the study 

 



The Belmont Report 
April 18, 1979 

ÅBasic ethical principles 
ςRespect for Persons  
ςAutonomy 

ςBeneficence 
ςMaximizing benefits while 

minimizing risks 

ςJustice 
ςFair distribution of costs and 

benefits 

ÅThe Common Rule (1981) 

ïNo exceptions for emergencies 



(J. Am. Med. Assoc. 273, 1283ς1287; 

JAMA April 1995 



FEDERAL REGULATIONS 



DEFINITIONS 

ÅάaŜŘƛŎŀƭ tǊŀŎǘƛŎŜέ  (IRB is not involved) 

ïInterventions designed solely to enhance the well-being of 
the patient. 

ïProvides diagnosis, prevention or therapy with the 
expectation of a successful outcome. 

 

Å"Experimental"  
ïDefined as new, untested or different.  

ïAn experimental procedure is not automatically categorized 
as research. 

ïA new "experimental" procedure should be formally 
researched (investigated) to determine if is safe and effective. 

 
 



DEFINITIONS 

ÅάwŜǎŜŀǊŎƘέ  (IRB is involved) 
ïActivities designed to contribute to generalizable knowledge. 

ïTests a hypothesis and draws conclusions.  

ïResearch is described in a formal protocol and a set of 
procedures designed to reach an objective.  

ïThe line between practice and research is often blurred. 

ïResearch and practice can occur simultaneously  

 



What is a Human Subject? 

ï! άƘǳƳŀƴ ǎǳōƧŜŎǘέ όǇŀǊǘƛŎƛǇŀƴǘΣ ǾƻƭǳƴǘŜŜǊύ ƛǎ ŀ 
living individual about whom an investigator 
conducting research obtains: 

 

Å Data through intervention or interaction with 
the individual  

    or 

ÅIdentifiable private information  

From: 45 Code of Federal Regulations (CFR) 46.102 



Responsibilities of the IRB and Human 
Research Protections Program  

ÅProtect the rights and welfare of human 
research subjects 

 

ÅDetermine if Benefit of the research (to the 
individual or society) exceeds the Risk to the 
participant (subject, volunteer, patient) 

 



What is Informed Consent? 

ÅIt is a process- not just a document! 

ï(1) disclosing to potential research subjects 
information needed to make an informed 
decision;  

ï(2) facilitating the understanding of what has been 
disclosed; and  

ï(3) promoting the voluntariness of the decision 
about whether or not to participate in the 
research 

See: http://answers.hhs.gov/ohrp/categories/1566 



WAIVER OR ALTERATION OF 
INFORMED CONSENT 

 
 

45 CFR 46.116(d)  



To Waive or Alter Informed 
Consent 

Å4 Conditions 

ïthe research involves no more than minimal risk to 
the subjects; 

ïthe waiver or alteration will not adversely affect the 
rights and welfare of the subjects; 

ïthe research could not practicably be carried out 
without the waiver or alteration; and 

ïwhenever appropriate, the subjects will be provided 
with additional pertinent information after 
participation. 

 



Minimal Risk Research 

ÅThe probability and magnitude of harm or 
discomfort anticipated in the research are not 
greater in and of themselves than those 
ordinarily encountered in daily life or during 
the performance of routine physical or 
psychological examinations or tests.*  

 

 
*[From: 45 CFR 46.102 i.]  



Examples of Minimal Risk 
Research 

ÅChart review 

ÅSurvey  

ÅPhysical exam 

ÅDrawing blood 

ÅReview of previously collected specimens 

ÅCollection of stool or sputum specimens 



Not adversely affect the rights and 
welfare of the subjects 

ÅWould the subject population consider their 
rights were violated? 

 

ÅOpen for interpretation 



Research could not practicably be 
carried out  

ÅImpracticable to conduct the research 

ïNOT just impracticable to obtain consent 

ÅScientific validity would be compromised if 
consent was required. 

ÅEthical concerns would be raised if consent 
were required 

 



Subjects will be provided with 
additional pertinent information 

ÅWhen appropriate 

ï! ŘŜōǊƛŜŦƛƴƎ ŀŦǘŜǊ ŀ άŘŜŎŜǇǘƛƻƴ ǊŜǎŜŀǊŎƘέ 

ïNew information is obtained that directly impacts 
the safety or welfare of he subjects 



EXCEPTION FROM INFORMED CONSENT 
(EFIC) REQUIREMENTS IN EMERGENCY 

RESEARCH 
 21 CFR 50.24 AND 45 CFR 46.101  



EFIC Requirements 
 21 CFR 50.24 and 45 CFR 46.101  

ÅIRB responsible for the review, approval, and 
continuing review 

ÅLife-threatening situation, available treatments 
are unproven or unsatisfactory 

ï/ƻƭƭŜŎǘƛƻƴ ƻŦ ǾŀƭƛŘ ǎŎƛŜƴǘƛŦƛŎ ŜǾƛŘŜƴŎŜΧ ƛǎ ƴŜŎŜǎǎŀǊȅ 
to determine the safety and effectiveness of 
particular interventions 



EFIC Requirements (cont.) 

ÅObtaining informed consent is not feasible 

ÅThe research holds out the prospect of direct 
benefit 

ïSubjects are facing a life-threatening situation that 
necessitates intervention; 

ïPrior animal and preclinical studies support the 
research 

ïRisk/benefit ratio is reasonable, considering the 
medical condition and potential class of subjects 



ÅThe clinical investigation could not practicably 
be carried out without the waiver 

ÅThe length of potential therapeutic window is 
defined (i.e.- short window) 

ïEfforts will be made to contact the a legally 
authorized representative within the window 

ÅThe IRB has reviewed and approved informed 
consent procedures and an informed consent 
document 

EFIC Requirements (cont.) 



ÅConsultation with the community 

ÅPublic disclosure to the community 

ÅEstablishment of an independent data 
monitoring committee 

ÅEfforts made to contact family members will 
be summarized and available to the IRB at 
time of continuing review 

EFIC Requirements: Additional 
Protections 



What is community consultation? 

ÅConsultation (including, where appropriate, 
consultation carried out by the IRB) with 
representatives of the communities in which 
the clinical investigation will be conducted and 
from which the subjects will be drawn 



Who is the Community? 
ÅwǳƭŜ ŘƻŜǎƴΩǘ ŘƛŎǘŀǘŜ Ƙƻǿ ƻǊ ǿƘŀǘ ǘƻ Řƻ 
ïCommunities differ 
ÅSize  

ÅHomogeneity of population 

ÅCulture 

ÅLanguage 

ÅEffective consultation  
ïMultifaceted 

ïInformative to IRBs and communities 

ïContinuing 

ÅTwo way communication is key 
 



EXCEPTION FROM INFORMED CONSENT 
 

UNIVERSITY OF MARYLAND, 
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Human Research  
Protection Program  

Human Research  
Protection Office  

Institutional Review  
Board  

Human Research Protection:  

UMB Model 



Human Research Protection Office 
(HRPO) 

ÅThe HRPO is the coordinating office for the Human 
Research Protections Program (HRPP) 
ïThe HRPP is a comprehensive system designed to ensure 

the protection of the rights and welfare of subjects in 
Human Research. 

 

ÅHRPO provides support for the Institutional Review 
Board 
ïOversight of > 2,000 clinical research protocols.  

 



IwthΩǎ aƛǎǎƛƻƴ 

ÅThe mission of our Human Research 
protection program plan is to protect the 
rights and welfare of subjects involved in 
Human Research that is overseen by this 
organization. 

ïFoster a high caliber research culture through the 
support of investigators 



Functions of the Human Research 
Protections Office 

ÅReview Protocol Transactions 

ïNew, Amendments, Renewals, Reportable New 
Information 

ÅOrganize IRB meetings 

ÅMonitor and Audit investigators to ensure 
compliance with regulations 

ÅEducate the research community 



What is an Institutional Review 
Board (IRB)? 

ÅThe group or committee that is given the 
responsibility by an institution to review research 
projects involving human subjects. 
ÅIts  primary purposes are  
ïto assure the protection of the safety, rights and welfare of 

the human subjects.  
ïdetermine if Benefit of the research (to the individual or 

society) exceeds the Risk to the participant (healthy 
volunteer or patient) 

ÅBy federal law, the group contains both scientific and 
non-scientific (community) members 



IRB Leadership 

Robert Rosenthal, 

Chair 

Jon Mark Hirshon, 

Senior Vice Chair 
James Campbell, Vice 

Chair, CRTMP Director 

Seth Himelhoch, 

Vice Chair 

Steve Seliger, 

Vice Chair 

Carla Alexander, 

Vice Chair 
Tim Meiller, 

Vice Chair 

Chris DeFilippi, 

Vice Chair 



IRB Meetings 

ÅSmall Committees 

ÅFrequent (3x/week meetings) 

ÅAffiliated Scientists 

ÅNon-Scientists 

ÅUnaffiliated Community Members 

ÅRepresentative Advocates for Vulnerable 
Populations 

ÅVA Representatives as Appropriate 



What Aspects Are Important for 
an IRB Review? 

ÅSubjects adequately protected 

ÅPotential Benefits > Risk  

ÅStudy design/scientific integrity of research 

ÅEquitable Subject Selection (No Coercion) 

ÅAppropriate Informed Consent 

ÅPrivacy & Confidentiality Protection 

ÅData & Safety Monitoring 



The PI needs to: 

ÅAssure appropriate oversight of research 

ÅRespond to participant concerns 

ÅHave adequate Data & Safety Monitoring  

ÅGive appropriate care to  the participants 
 

The principal investigator is the critical 
component in the conduct of high quality 
research and in the assurance of human 

ǊŜǎŜŀǊŎƘ ǎǳōƧŜŎǘǎΩ ǎŀŦŜǘȅ 
 



Collaborative Institutional 
Comprehensive Evaluation 

of Research Online (CICERO) 



CICERO 

ÅElectronic System  
ïCreating, submitting, reviewing, 

documenting, communicating, storing  
ïWeb-enabled database 
ïBenefits: 
ÅReduces administrative burden 
ÅImproves consistency 
ÅImproves efficiency 
ÅImproves accountability 

ïModifiable 
 



HRPP Checklists & Worksheets 


