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FDA Inspection Best Practices 
with an eRegulatory System
How to prepare for and survive FDA Inspections of Clinical Trial 
Sites when using an eRegulatory system.



“The benefit of eRegulatory 
on a site’s inspection 

readiness is immense. 
However, sites must prepare 

from the very beginning.”

Shifting to electronic document workflows within 
clinical trials has been proven to deliver significant 
benefits to clinical research. 

However, moving to electronic workflows also 
introduces new inspection preparation requirements 
in adherence to FDA guidelines. 

After working with regulatory bodies, sponsors, and 
more than 3,000 clinical trial sites we have compiled 
this guide of best practices to remain inspection ready 
with electronic document workflows. 

• Understanding an FDA inspection 
• Knowing what the FDA is looking for 
• Best practices for being inspection ready 
• Preparing your electronic systems for inspection 
• Tips for the day of the inspection 
• Moving to electronic workflows 

This guide is recommendations based on Florence’s 
experience and is non-binding, nor endorsed, by the 
FDA.

Why This Guide?

Angela Nelms
COO, Florence
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The FDA conducts inspections of clinical investigators to determine 
if they are conducting clinical studies in compliance with applicable 
statutory and regulatory requirements. 

Clinical investigators who conduct FDA-regulated clinical 
investigations are required to permit FDA investigators to access, 
copy, and verify any records or reports made by the clinical 
investigator with regard to, among other records, the disposition of 
the investigational product and subjects’ case histories. 

The FDA investigator typically performs this oversight function 
through on-site inspections designed to document how the study 
was actually conducted at the clinical investigator’s site.

What is an FDA Inspection?

When does the FDA Conduct an Inspection?
The FDA conducts both announced and unannounced inspections 
of clinical investigator sites, typically under the following 
circumstances:

• To verify the accuracy and reliability of data that has been 
submitted to the agency;

• As a result of a complaint to the agency about the conduct of 
the study at a particular investigational site;

• In response to sponsor concerns;
• Upon termination of the clinical site;
• During ongoing clinical trials to provide real-time assessment 

of the investigator’s conduct of the trial and protection of 
human subjects;

• At the request of an FDA review division; and
• Related to certain classes of investigational products that 

FDA has identified as products of special interest in its current 
work plan (i.e., targeted inspections based on current public 
health concerns)
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• FDA Warning Letters 

• FDA Form 483s 

• Additional Inspections 

• Increased Scrutiny of Regulatory Submissions 

• Delays in Regulatory Submissions 

• Civil and Criminal Penalties 

• Being flagged as a high-risk site by sponsors

Why Maintaining Inspection Readiness Matters
Maintaining regulatory compliance and being “inspection ready” is 
vital for every clinical trial site. In addition to the legal ramifications of 
improper trial conduct, sites also risk being flagged as a high-risk site 
by sponsors, potentially losing out on future studies.

The primary ramifications sites want to avoid are: 

Common FDA Inspection Findings

“Avoiding FDA Inspection 
findings is vital for a site’s 

long-term growth and 
viability - especially to 

their attractiveness with 
sponsors”

Failure to follow investigational 
plan (21 CFR 312.60)

Inadequate and inaccurate 
Records (21 CFR 312.62)

Inadequate drug accountability 
(21 CFR 312.62)

Failure to obtain and/or 
document subject consent 
(21 CFR 312.62)

Inadequate informed consent 
forms (21 CFR 50.25)

Jordan Tapley
SME, Florence
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During an inspection at the site of a clinical investigator, the FDA investigator typically verifies compliance with the 
regulations governing the use of investigational products and human subject protections by inspecting records and 
talking to individuals involved in the conduct of the study to ascertain: 

What the FDA is Looking For

Who performed various aspects of the protocol for the study (e.g., who verified inclusion and exclusion criteria, who 
obtained informed consent, who collected adverse event data);

Whether the IRB approved the protocol, informed consent form, and any amendments to the protocol prior to 
implementation;

Whether the clinical investigator and study staff adhered to the sponsor’s protocol and investigational plan and 
whether protocol deviations were documented and reported appropriately;

Whether informed consent documents were signed by the subject or the subjects’ legally authorized representative 
prior to entry in the study (i.e., performance of any study related procedures);

Whether authority to conduct aspects of the study was delegated, and if so, how the conduct of the study was 
supervised by the clinical investigator;

Where specific aspects of the investigation were performed;

How the study data were obtained and where the study data were recorded;

Accountability for the investigational product, including shipping records and disposition of unused investigational 
product;

Whether the clinical investigator disclosed information regarding his financial interests to the sponsor and/or 
interests of any sub-investigator(s), spouse(s) and dependent children

The monitor’s communications with the clinical investigator;

The monitor’s evaluations of the progress of the investigation;

Corrective actions in response to previous FDA inspections, if any, and regulatory correspondence or sponsor and/
or monitor correspondence.
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“An eRegulatory system like Florence eBinders 
can eliminate many of the common compliance 
risks in clinical trials; however, being inspection 
ready requires investment from all of the 
stakeholders on the research team.”

Ryan Jones
Florence CEO
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Inspection Ready Best Practices

Ensuring Documentation is Inspection Ready
• Review “Due and Expired Documents”
• Review Pending Tasks & Signatures
• Look for missing documents — unfilled placeholders
• Review SOPs for electronic access
• Review roles/permissions for appropriate access
• Review Managing Inspections SOPs: What will you allow the investigator to view, 

download, etc.?
• Reach out to electronic vendor for assistance

Start on Day 1 Ensure SOPs, Workflows, and 
Processes have inspection readiness in mind

Maintain adequate and accurate records

Ensure documents are complete and accurate

Limit the use of Notes to File
Notes to File are not a way to cover yourself for 
a lack of documentation. The FDA has issued 
warnings to sites because of excessive Notes to 
File.

Engage Key Stakeholders
Who need to be involved when it comes to 
clinical trial management, operations, and 
documentation.

Know and understand IHC GCP V2
FDA inspectors are now actively measuring 
sites against IHC GCP V2 Guidelines. For 
documentation this means following ALOCA+C 
Guidelines: 

Attributable
Legible
Contemporaneous
Original
Accurate
Complete
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Inspection Day Do’s

Inspection Day Dont’s

• Start preparations on Day 1
• Create a storyboard of key events 

and actions
• Know your SOPs 
• Understand risks 
• Involve the right stakeholders
• Understand the regulatory 

inspectors expectations
• Reach out to electronic vendor 

for assistance

• Volunteer information
• Comment on quality or admit 

noncompliance 
• Fabricate documents and/or 

forge signature(s)
• Make ANY assumptions
• Argue with the inspector 
• Make promises that you cannot 

fulfill

Ensuring Inspection Day Success

Flo’s Tip
Ensure your full team is on board 
with electronic workflows from 
the start by working with your 
vendor to train and on-board.

FDA Inspection with eRegulatory Florencehc.com



Inspection Day - Paper vs. Electronic Systems

Last minute site visits by 
sponsors

Sponsor Review/
Prep

Remote access for sponsors

Provide requested 
documents, return/refile 
after use

FDA Document 
Access

Provide electronic document 
access immediately upon 
request

Multiple sets of copies and 
refile

FDA Document 
Copies

Download access provided 
and tracked upon request

Notes collected by team of 
document review Audit Activity

Electronic audit trail of all 
auditor activity
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I am not a software 
person. Is this hard?

What is this validation 
step all about?

Will the FDA allow 
a fully paperless 
system?

How do I know if my 
system is compliant?

Do I have to keep paper 
and electronic? What 
about signatures?

Will my inspection time 
be longer?

Fears When Transitioning to Electronic Workflows
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Noncompliant systems

Lack of implementation planning

Review and maintenance missing

Common Compliance Mistakes when Moving to Electronic Systems

• 21 CFR Part 11 & HIPAA complaint criteria 
not met

• Selected system not purpose-built for 
research

• Improper or inadequate validation

• System workflows do not meet need
• SOP mismatch and lack of standards 

approach
• Scattered training and on-boarding
• Inconsistent use across organization
• Missing transition documentation

• Access & permission reviews not 
completed

• SOP reviews, updates, and training not 
conducted

• Documentation QA not conducted

Flo’s Tip
Select a software vendor 
that helps you create custom 
SOPs for your new electronic 
workflows and systems.
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Ask the FDA
Florence Q&A about eRegulatory with the FDA
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Florence asked the FDA how sites should 
best prepare for inspections with eRegulatory 
systems in place. Here are the areas they said to 
focus on: 

What the FDA is Looking for in 
eRegulatory Inspections

Proper Documentation

Roles and Responsibility of Key Staff

Data Change Controls

• Ensure proper documentation is in place 
and updated including: SOPs, Work 
Instructions, and Meeting Notes

• Who has access to each area of the 
system?

• How are access levels established and 
monitored?

• Who is changing data in the system?
• Who is signing off/approving changes to 

data?

Validation and Implementation

• How is the system validated?
• What is the implementation and training 

process? 

Flo’s Tip
Work with your software 
vendor to ensure your system 
complies with FDA inspection 
recommendations.
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Should I validate my vendor’s electronic 
system and product?

YES

“Sponsors and other regulated entities should base 
their decision to perform vendor audits on a risk-based 
approach. 

Vendor audits may be important when using customized 
electronic systems or when integrating COTS 
(commercial off-the-shelf) systems with other systems.

Validation may include, but is not limited to, 
demonstrating correct installation of the electronic 
system and testing of the system to ensure that it 
functions in the manner intended.”

–Use of Electronic Records and Electronic Signatures in 
Clinical Investigations Under 21 CFR Part 11 – Questions 

and Answers. Guidance for Industry - Draft

Can sites destroy original paper records 
after scanning them into electronic format?

YES – if system is 21 CFR Part 11 compliant

“If you intend [to] use an electronic scanned copy in lieu 
of the paper source data (i.e., destroy the paper source 
data), the electronic system and records must comply 
with 21 CFR Part 11. 

FDA accepts the electronic scanned copies of 
documents without the original paper records, provided 
that there is a process in place to certify that the 
electronic copy is an accurate representation of the 
original paper document…IRBs, sponsors and other 
regulated entities should have written procedures to 
ensure consistency in the certification process.” 

– FDA Response 21 APR 2016
§ 56.115, 312.57, 312.62, and 812.140

Ask the FDA
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Can certified copies be used in place of original 
paper records during an inspection?

“Yes. FDA permits the interchangeable use of electronic 
and paper records for the archiving and protection of 
records provided that record keeping and retention 
requirements are met.” 

– FDA Response 21 APR 2016
§ 56.115, 312.57, 312.62, and 812.140

Do I need to rewrite my SOPs when I 
transition to electronic?

YES

“There should be specific procedures and controls in 
place when using computerized systems to create, 
modify, maintain, or transmit electronic records... Such 
SOPs should be maintained… and...made available for use 
by personnel and for inspection by FDA.”

– FDA Guidance for Industry: Computerized Systems Used 
in Clinical Investigations (2007)

Ask the FDA

“If it is decided to have a certified copy substitute for 
the original, it would be desirable to have a “standard 
operating procedure” (SOP) describing how such copies 
would be made, verified, and documented.” 

– FDA Response 16 JAN 2015

What documents require wet ink 
signatures?

NONE

 “There is no FDA regulatory requirement that signatures 
for required records and reports be kept on paper or in 
a digital/electronic format, as long as they are accurate, 
complete, and current.”

“FDA does not have a preference for digital or electronic 
signatures.”

– FDA Response 13 JULY 2016
21 CFR 11.3f (b)(5), 21 CFR 11.3(b)(7), 21 CFR 11.70, 21 CFR 

11.200, 21 CFR 11.200
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Selecting an eRegulatory and eSource Solution
As you begin to evaluate and plan for eRegulatory and eSource it is important to have a 
strong understanding of the capabilities you require. Every platform is unique, however, there 
are essential assets you should look for that will enable you to fully realize the benefits of a 
centralized, purpose-built solution.

These are the core areas to focus on when evaluating a solution.

Flexible design that allows you to build 
custom binder structures, SOPs, file types, 
roles, permissions and naming conventions 
while enabling robust automation of project 
workflows.

Project Management

Document Management

Customized binder and folder structures 
that are able to be preserved upon study 
completion, reused as templates in future 
studies, accessible to remote monitors, and 
linked to a central source.

Alerts and Reports

Document Editing

Access

Implementation and Support

Study level reporting summarizes existing 
and missing documents, due and expiring 
documents, pending signatures and tasks, as 
well as assigned tags.

Document tools such as document redaction, 
text annotation, highlighting, and stamping 
are available from within the binder—not a 
separate process.

Single sign on authentication across platforms 
with permissions and access levels editable by 
administrators from entire studies down to a 
specific document for each team member.

Implementation support providing training, 
SOP development, support, integrations as 
needed, and professional services.
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How Florence eBinders, the leading eRegulatory and eSource solution, works.
A Look Inside Florence eBinders

Global Dashboards
Clear insights into what needs to be done

• Global view of all of your studies in one place
• Actionable tasks to keep you on track
• No more losing documents or forgetting deadlines
• Easy-to-use and flexible for your entire team

eSignatures
Fully compliant, easy-to-use, eSignatures

• Signing documents is a breeze with our eSignature tool
• Actionable workflows that eliminate repetitive tasks like 

requesting signatures, notifying users, and chasing down 
documents 

• Intuitive “Sign and go to next” feature enables easy step-
by-step process for signing documents

• Fully compliant and accepted by regulatory bodies and 
sponsors
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How Florence eBinders, the leading eRegulatory and eSource solution, works.
A Look Inside Florence eBinders

Project Management
Project management tools accelerate study startup and progress 

• Know where all your studies are and which ones are off track
• Easy visibility into multi-site studies
• Stay on track with study startup and anticipate potential delays
• Uncover bottlenecks and reduce barriers to startup

Remote Monitoring
Enable true remote monitoring with audit trails

• Full document and binder audit trails track views and 
changes

• Grant remote access to sponsors, IRBs and regulatory 
bodies

• Seamlessly manage how and when monitors can access 
particular binders and documents

• Easily and automatically redact parts of files and binders
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Next Steps

Discuss what eRegulatory and eSource will look like at your 
clinical trial site with the Florence team.

• Uncover workflows and bottlenecks that will be solved with a 
purpose built eRegulatory solution.

• Receive a custom ROI analysis.
• Plan a personalized roadmap to eRegulatory and eSource for 

your site.
• Review case studies of how eRegulatory and eSource have 

transformed similar organizations.
• Participate in an interactive demo of Florence eBinders.

Email us:
FlorenceTeam@Florencehc.com

Visit our Site:
florencehc.com/learnmore
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