
Conduct of the Trial Part II

Greg Riely
Marlon Lasa-Blandon

1



OBJECTIVES

• Discuss key meetings and training best practices

• Review PI responsibilities related to delegation & project 
management  

• Describe the amendment review & submission process

• How practical aspects of trial conduct are important in the big 
picture
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Protocol Training and Oversight

• Regular meetings with staff and sponsor(s) 
– Types of meetings:

• Initial Training 
–Site Initiation Visit(SIV)

• Ongoing Training & Oversight
–PI Meeting
–Sponsor calls-dose escalation meeting
–Service specific research meeting
–Amendment training
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Site Initiation Visit (SIV)

The SIV is required to prepare 
and set up a research site 

to conduct a study and must 
occur prior to patient 

recruitment.  
Mini-SIV may be scheduled prior to 

activation in the Regional and inpatient 
setting.

Who should attend?

The principal investigator (PI) must attend 
this visit together with as many members of 

the research team as possible

Primary CTN of the study

Representatives from any supporting 
departments should also attend where 

possible e.g. pharmacy, radiology, 
laboratories

Forms completed at SIV

Attendance

Delegation of Authority (DOA)

Form FDA 1572
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Typical SIV Agenda
Topic Intended Audience

Introductions All

Serious Adverse Event Review Coordinators, Clinical trial nurse(CTN)

Enrollment Procedures
• Subject Registration

Coordinators, CTN

Data Management and Monitoring
• EDC Process
• Monitoring Expectations
• Regulatory Binder Maintenance

Coordinators, CTN

Laboratory Procedures Lab Personnel, PK tech, Coordinators, CTN

Investigator Obligations Investigators, CTN, Coordinators

Scientific Background Investigators, CTN, Coordinators

Protocol Review
• Trial Design
• Study Timelines
• Objectives
• Inclusion and Exclusion Criteria
• Dose Advancement and Slot Allocation
• Dose Modifications
• Schedule of Assessments

Investigators, CTN, Coordinators

Investigational Product Handling
• Supply
• Storage
• Temperature Excursion
• Preparation
• Accountability
• Return/Destruction

Pharmacists, CTN, Coordinators
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Documents related to SIV

• Attendance documentation

• Delegation of Authority (DOA)

• Form FDA 1572
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Delegation of Authority (DOA)

• Investigators may delegate certain study-related 
tasks to members of the research team

• The investigator is responsible for providing 
supervision to whom tasks are delegated and the 
investigator is accountable for regulatory violations

• This delegation is documented on the Delegation of 
Authority (DOA) Form/Log
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DOA Form
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Form FDA 1572

• This form serves as an agreement between the PI and the sponsor to provide  
information and to assure that he/she will comply with FDA regulations 

• Includes:
– Name of investigator
– Education , training & experience of investigator(CV)
– Name & address of any Medical School, Hospital or Research Facility 

where the study will be conducted
– Name & address of any Clinical Laboratory to be used in the 

study
• All sites/locations at MSK must be listed separately

– Name & address of  the IRB that  is responsible for the review & approval  
of the study

– Name of the sub investigators
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http://crportal.mskcc.org/index.php/about-us/regulatory-oversight-and-product-development/
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Commitments on FDA Form 1572
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Project management/supervision

How do you supervise the staff to which you have delegated 
responsibilities?

Before the study
– Ensure adequate training 
– Identify potential areas of poor compliance (e.g. protocol-

related procedures that are non-standard) and address 
ahead of time

During the study
– Spot checking (in areas you know about)
– Carefully reviewing monitor feedback
– Relying on normal supervision structures (e.g. pharmacy)
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Principal Investigator (PI) Meetings

• Purpose: Address all clinical  & regulatory components/issues

• Attendees should include: PI,  primary Clinical Research Coordinator/Clinical 
Research Associate, Clinical Trials Nurse, Regulatory associate

• Reasonable to link regular/routine tasks to PI meeting (e.g. grading/attribution of 
laboratory toxicity, central lab review) assuming the meeting is weekly

• Review agenda
– Patient review: Clinical considerations, AEs, consents, eligibility, pill diaries
– Drug return forms/IP accountability 
– Data & queries
– Regulatory (DOA, upcoming CRRs, amendments)
– Monitoring (next visit, review prior visit/formulate CAPA)
– Additional updates/questions

13



Sample PI Meeting Minutes/Prep
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Sample PI Meeting Minutes/Prep
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Sample PI Meeting Minutes/Prep
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Sponsor Meetings

• Purpose: Manage quality throughout all stages of the trial process.
• Scheduled at regular intervals, i.e. monthly or quarterly.  Dose escalation 

studies may have more frequent meetings
• Attendees include:

– Investigators across sites
– Sponsor representative, including medical monitor
– Study team designees across sites including study coordinator and 

clinical trial nurse
• Discussion includes:

• Study updates including
– Safety Updates
– Dose escalation updates
– Site updates

» Patient updates: Clinical considerations, AE reviews
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Sponsor responsibilities: Monitor Visits 

PREPPING/SETTING 
UP A VISIT

CONDUCTING VISIT REVIEW FEEDBACK

FOLLOWING UP 
FEEDBACK WITH 

CAPA

18



Sponsor responsibilities: Monitor Visits

E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) https://www.fda.gov/media/93884/download
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Monitor Responsibilities (highlights)

E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) https://www.fda.gov/media/93884/download

• The monitor is the main line of 
communication between the sponsor 
and the investigator

• Verifying that the investigator has 
adequate qualifications and 
resources

• Verifying investigational product
• Verifying that investigator follows 

the protocol
• Verifying that written informed 

consent was obtained
• Ensuring/verifying all aspects of 

study conduct
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Monitoring Reports

E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1) 
https://www.fda.gov/media/93884/download
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Meeting with monitor

• Often can take 5 minutes
• They have to check a box that says they have met with you

But, you can do more with that meeting…
• Be nice to them, develop a relationship
• Take advantage of this external person (who may or may not know more 

about clinical research than your team), that has taken the time to review 
your site’s activities
– How do things look?
– Anything they are worried about?
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Following up on Monitoring Reports: CAPA

• A corrective and preventive action (CAPA) plan is an essential element of 
quality assurance and promotes a continuous process for improvement to 
ensure compliance.

• This plan outlines the specific actions to be taken to correct an observation 
(i.e., an issue/deficiency) that has already occurred or been identified. It 
identifies the root cause(s) of the observation and the potential for it to 
occur in other areas and provides a solution for the cause(s). The 
observation should be explained, and a preventive solution should be 
described to prevent recurrence of the observation(21 CFR 820.100 and 21 
CFR 211.180 ). 
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Excerpt from MSK CAPA SOP

• CAPA should:
– Identify: Pinpoint the problem or potential problem. 
– Investigate: Research the problem. 
– Evaluate: Assess the magnitude and impact of the problem. 
– Analyze: Perform a root cause analysis of the problem. 
–  Act: Create a list of required actions and due dates to correct the 

problem and prevent recurrence. 
–  Implement: Execute the action plan and track action item, 

responsibilities and completion status. o
– Follow-up: Verify and assess the effectiveness of the plan. Make changes 

to the plan if needed
• The Responsible Personnel is responsible for ensuring the CAPA plan is 

implemented by the specified date(s).
• CAPA plan should be submitted by the established deadline.

CR 505 Corrective and Preventive Action (CAPA) Plan SOP
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https://one.mskcc.org/sites/pub/clinresearch/Policies/CR%20505.pdf


Research Group (Service/Division/Dept) Meetings

• Purpose: Review protocol activity across a disease specific service

• Attendees: MD Investigators, Clinical trial nurses, Research staff, fellows, 
service APPs

• Agenda can includes:
– Pipeline review

•  Protocol Concept review (before submission…do we want to do 
this?)

• Studies in review (Time to Activation)
• Studies about to open

– Active protocol review: Patient updates, safety discussions, regulatory 
updates
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Example Research Group (Service) Meeting Agenda
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Amendments

• Definition: Change in Protocol 
 A sponsor of an IND application is expected to submit 
a protocol amendment in cases when there are changes 
in the existing protocol that significantly affect safety of 
subjects, scope of the investigation, or scientific quality 
of the study (21CFR312.30).

27



Steps to Consider for an Amendments @ MSK

Review the amendment

Submit Amendment to IRB (in a timely fashion)
– Order set revisions?
– Eligibility checklist updates?
– Informed Consent revision?

Ensure Amendment Training
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Amendment Training

• Purpose: provide training on updated trial requirements.
– As with SIV, investigators are required to complete amendment training

• Training will include:
– Updates to protocol conduct
– Protocol document changes

• Training confirmation is required

Newer method of training confirmation: 
 Please acknowledge, by responding to this email, that you have 

reviewed and understand this information. This response documents 
that you have been adequately trained on this protocol. YOUR 
RESPONSE IS MANDATORY. 
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Old school method of training confirmation: 
 signed/dated paper sign-in sheet at a meeting 
 + 
 meeting minutes



Current Method of Amendment Training
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If you click this link…



Current Method of Amendment Training
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This shows up in the PIMS regulatory binder…



Importance of Rigorous Clinical Research

• “Two of the cornerstones of science advancement are rigor in designing and 
performing scientific research and the ability to reproduce biomedical 
research findings.” 

• “The application of rigor ensures robust and unbiased experimental design, 
methodology, analysis, interpretation, and reporting of results.” 

• “When a result can be reproduced by multiple scientists, it validates the 
original results and readiness to progress to the next phase of research.”

https://www.nih.gov/research-training/rigor-reproducibility
Accessed 11/14/2020 32

https://www.nih.gov/research-training/rigor-reproducibility


Rigorous data collection in clinical research

In the design process, set reasonable data collection 
goals
•  appropriate data intervals
•  collect data that is important
•  don’t collect data that will not affect the 

primary/secondary objectives
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Rigorous data collection in clinical research

Make sure the right people are doing all aspects of data collection 
with the right tools

• People doing data collection have the appropriate training

• They are given adequate time

• They are supervised appropriately

• They can ask people questions

• Appropriate tools implemented to streamline
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Exercise - Who can/should do this task?

Enter a heart rate into the research 
database
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Exercise - Who can/should do this task?

Determine the indication for an 
outpatient medicine
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Exercise - Who can/should do this task?

Grade a laboratory adverse event
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Exercise - Who can/should do this task?

Attribute causality for an 
adverse event
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Exercise - Who can/should do this task?

Obtain tumor measurements 
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Exercise - Who can/should do this task?

Determine RECIST response
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Conclusions

• Clinical research is heavily regulated and structure of most of our activities is 
due to published rules/regulations (GCP, CFR, etc.)

• Following standard procedures (meetings, forms, etc.) in clinical research 
will help you to conduct better research and help you to excel in clinical 
research

• Remember your highest priority is the patients, both current and future.
– Safe conduct of the trial helps current patients
– Rigorous, reproducible clinical research results help future patients
– Remembering this helps you as an investigator! 
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