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Common Terms

Investigational New Drug (IND) application
Good Clinical Practices (GCP)
Sponsor
I ti t
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Investigator
Study staff (co-investigators, nurses, 
fellows, coordinators)
Institutional (Independent) Review Board 
(IRB)
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Fraud in Clinical Trials is Rare
Almost all violations:

Are driven by ignorance or negligence 
instead of deliberate falsification
Can be avoided by adequate supervision
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Can be avoided by adequate supervision
Happen very few times in a career
Involve multi-party errors
Are implicated on the most responsible 
party, e.g., investigators and/or IRB 
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Every Aspect of Clinical Trials is 
Subject to Oversight

Science and Ethics
Subject safety
Public Safety
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Public Safety
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Multiple Parties Oversee 
Clinical Trails

Division of Scientific Investigations, FDA
OHRP, DHHS
Office of Inspector General (OIG), DHHS
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Government Accountability Office (GAO)
US Congress
Non-Profit bodies: Institute of Medicine
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There are Penalties to Not 
Following the Law

Loose credibility of data generated
Cannot be used to get market approval

Punitive actions
Debarment
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Debarment
Fine and prison term

Injury to end-users
Criminal litigation
Tort law

Imposed by FDA, DJ, FTC and others
7
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Several Regulations Govern 
Clinical Trials
CFR Title 21: 

Part 312 - Investigational New Drug Application
Part 50  - Protection of Human Subjects
Part 54  - Financial Disclosure by Clinical Investigators
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Part 56  - Institutional Review Boards
Part 11 - Electronic Records; Electronic Signatures

ICH E6: Good Clinical Practices
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What is an IND?

A formal application to the FDA asking 
permission to conduct a clinical trial
Most clinical trials for new products or 
new indication or population for an
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new indication or population for an 
approved product need FDA permission
Follow 21CFR 312 for the application 
format and general responsibilities

Several other regulations apply
FDA has the right to audit all clinical trials
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What is in an IND?
Clinical protocol: scientific rationale, 
procedures, statistical methods
Informed consent documents
Background non-clinical and clinical information

I ti t ’ b h

www.amarexcro.com ©Amarex, LLC

Investigator’s brochure
Review of completed studies & literature

Drug information
Chemical & physical properties
Manufacturing information
Storage and labeling information
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How does FDA review an IND?
Within 30 days of receiving the initial 
application, FDA allows the study to 
proceed or put a hold on it
During the life of the IND, FDA expects to 
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be in the loop
Periodic reports
Incidental reports
Comments and discussion

FDA delegates day-to-day oversight to IRB

14

An IND is a Living Document
Protocol/ICD Amendments
Background info updates
Investigator information updates

FDA 1572, Investigator CV(s), IRB approval letter(s)
IND Safety Reports (Serious Adverse Events)

www.amarexcro.com ©Amarex, LLC

IND Safety Reports (Serious Adverse Events)
IND Annual Reports (Progress report and all 
adverse events, cumulative)
FDA communications (comments and feedback)
Any other updates (papers, posters, seminars, 
audits, etc)
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An IRB acts as an FDA Surrogate
Almost all FDA submissions are also sent to the 
IRB
IRB approval before implementing protocol/ICD 
amendment is a must
IRBs also initiate several changes
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IRBs also initiate several changes
Protocol/ICD amendments
Follow-up to safety incidences

IRBs are held-responsible when investigators 
are poorly supervised
IRBs are also audited by the FDA
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What if the study is not subject 
to an IND (non-IND study)?

GCP still applies
IRB approval and constant supervision is 
still needed
S i Ad E t ti t FDA
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Serious Adverse Event reporting to FDA 
still applies (MedWatch)
FDA still reserves the right to audit
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What Does FDA Expect?
Complete transparency and 
documentation proof in all IND decisions

Rationale for protocol/ICD changes
Pre-approval for major changes
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pp j g
Information about all changes

Trained and qualified personnel
Auditable steps to ensure data quality and 
integrity
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e.g.: Protocol/ICD Amendment
Reason for change: Comments from the 
PI, IRBs, SRCs, Site personnel, Sponsor 
or FDA
Scope of change: major or minor 
(clarification)
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( )
IRB review and approval before 
implementation
Informing subjects: re-consent
Re-training personnel
Implementation of change
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e.g.: IND Safety Reports
Only for non-expected, related events or 
expected, more frequent events
Within a short time of occurrence

7 calendar days for life-threatening or death 
15 calendar days for all others
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15 calendar days for all others
Chronology of events

Initial information
Steps taken to address event
Any supporting lab reports/autopsy report
IRB information and comments
Follow-up
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Data Quality and Data Integrity
Data Quality: Basic Elements (ALCOA)

Attributable
Legible
Contemporaneous
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Original
Accurate

Data integrity: The systems and 
processes for data capture, correction, 
maintenance, transmission, and retention
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Ensuring Data Quality and Integrity
Good Documentation Practices

Differentiate between source and reported data
Appropriate coding: Subject ID, access control
Well-defined processes: CRFs, database
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Data organization and storage: binders, tabs, etc
Monitoring and auditing

Independent process checks
Correction and prevention of errors

Iterative process: Plan, Do, Check and Act
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Responsibility is Split Over 
Defined Parties

Principal Investigator
Study Staff
Sponsor
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Sponsor
IRB
Monitors and Auditors
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Investigator Responsibilities
Compliance with Protocol

Inclusion/exclusion criteria
Getting informed consent
Study procedures

Appropriate handling of the Drug
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pp p g g
Communication with IRB

Approvals
Ensure compliance
(ICH 4.1-4.9)

Maintaining Records

In short, 
a PI is responsible for all that happens at his/her respective site
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PI is Supported by a Team of 
Qualified Individuals

Co-investigators, nurses, fellows, 
pharmacists, coordinators, data managers
Delegation log defines the role of every 
personnel
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p
Documented qualification and training of 
all personnel
Personnel changes are Ok 
PI cannot completely delegate supervision
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Detailed Records are Required
Overall Study information

Qualification and training records
Common documents 

Standard processes (study conduct, chronology of events, 
drug handling, etc)
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CRF guidelines, study logs (screening, enrollment, adverse 
event, etc)

Regulatory documents
IRB communications
FDA communications
Financial disclosure documents

Ancillary documents: Notes to file
26

Detailed Records are Required
Subject Specific Records

Case histories 
Case Report Forms (CRFs), 
ALL supporting data (medical records, progress notes, 
laboratory reports, ECGs, etc.) 
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y p , , )
Informed Consents 

Safety Reports (each incidence)
Chronology of events
Reports to responsible parties (IRB, sponsor, FDA)
Supporting information (lab reports, X-rays, etc)
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General Rules About Documents
Complete documentation
Adequately coded and pre-defined format
Good condition (e.g., torn pages 
unacceptable)
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p )
Chronologically arranged
Appropriately coded folders/binders
Adequate storage and protection from 
elements
Access controlled and readily accessible
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Staff Responsibilities
Compliance with protocol-specific instructions

Follow standard processes
Use standardized documentation methods
Avoid “customization”
Follow time-lines for tasks and documentation
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Adherence to delegated responsibilities
Follow chain of command for all activities
Multi-tasking is fine
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IRB Responsibilities (21 CFR 56,50)
Hands-on review of all clinical trials under 
supervision

Qualified reviewers
Proactive follow-up for protocol/ICD compliance
Monitoring of safety incidences
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Monitoring of safety incidences
Qualification and training of personnel

Expedited review process
Standard processes
Complete documentation and minutes of all 
meetings 
Appropriate action against non-compliance
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Sponsor Responsibilities
Clinical trial design
Study management: drug handling, data 
handling, record keeping, DSMBs
Select and train investigators and monitors
Review ongoing trial activities (monitoring)
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Review ongoing trial activities (monitoring)
Review proof of compliance via documents
Maintains an effective IND

Submit periodic updates and progress reports
Submit all changes to FDA

Financing 
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Sponsor-Investigator
Both investigator and sponsor 
responsibilities

Study design and management
FDA communications
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Monitoring and auditing activities
There is no special consideration for 
Investigator-initiated IND

Similar reporting requirements
No flexibility on compliance with laws
Reasonable compliance efforts
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Treatment- and Compassionate-
Use-IND

Need to be defined at the time of filing IND
Regulatory responsibilities similar to regular 
INDs

Informed consent requirements
IRB appro al and s per ision
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IRB approval and supervision
Justifiable rationale for IND

Lower data collection and analysis 
requirements, except safety data
Conducted both by for-profit and not-for-
profit organizations
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FDA Audits are Increasing  
Each year

About 700 investigator audits
About 50% audits lead to FDA 483
Most FDA 483s are satisfactorily closed
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Most FDA 483s are satisfactorily closed
About 20 Warning letters
About 5 investigator disqualifications 
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What triggers an FDA Audit?
When somebody cites your data

In an NDA, BLA or PMA
In a widely used publication

When there is an accident
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When there is an accident
High profile serious adverse event
Complaint by a subject
Whistle-blowers

Random surveillance audit
You ran out of luck!
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FDA Audits are Comprehensive
All documents
Every personnel
All locations within a site
Could take 2 10 days average ~5 days

www.amarexcro.com ©Amarex, LLC

Could take 2-10 days, average ~5 days
Findings available right away
Clarifications allowed
Follow-up audits are rare
Could take a long time to close-out (1+ yrs)
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Common Findings (Major)
Informed consent violations

Improper
Not current
Recording errors

Inclusion/exclusion violations
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Inclusion/exclusion violations
Safety Reporting errors

Late reports
Incomplete address and follow-up

Drug handling errors
Dose violations
Inadequate records
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Common Findings (Moderate)
Inadequate supervision by PI
FDA 1572 out-dated, incomplete and/or 
missing
Bad documentation practices
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p
Training and qualification deficiencies
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Protocol Violations and Deviations
Deviations are expected, violations are not

Both happen
Both need appropriate address

Poorly designed protocol leads to more issues
F il t f ll i ti ti l l f il t

www.amarexcro.com ©Amarex, LLC

Failure to follow  investigational plan, failure to 
conduct proper monitoring
Error in recording data

Random
Systematic

Error in data analysis
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Some tips….
Maintain good documentation

Written standard processes
Detailed and defined information collection
Appropriate forms and checklists
Check for completeness and logic
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Check for completeness and logic
Monitor closely for quality and compliance

Independent checks
Timely training of all personnel

Keep IRBs and FDA very informed about the 
conduct of the trial
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Questions and Comments
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Germantown, MD  20874

Tel:   (240) 454-6835
Fax:  (301) 528-2300
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