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Being able to easily manage the site archive process and the TMF protects your company from significant content and regulatory risk. However, there
are often significant hurdles to overcome in order to achieve 100% compliance and be completely prepared for an audit.
In this pocket guide, we’ll dissect the critical regulations that impact your compliance and identify the most common challenges to achieving it. We’ll
also provide tips for driving efficiencies during your study closeout process.

Important Regulations Dissected
Guidance for Industry – Scope and Application, August 2003
Copies of Records: The agency intends to exercise enforcement discretion with regard to specific part 11 requirements for generating copies of
records.
You should be prepared to provide an investigator with reasonable and useful access to records during an inspection. You will want to have
the capability to do so in a timely manner in order to avoid wasted time in searching for records.
We recommend that you supply copies of electronic records by producing copies of records held in common portable formats and by using
established automated conversion methods, where available, to make copies in a more common format. In each case, we recommend that
the copying process used produce copies that preserve the content and meaning of the record. If you have the ability to search, sort, or trend
part 11 records, copies given to the Agency should provide the same capability if it is reasonable and technically feasible. You should allow
inspection, review, and copying of records in a human readable form at your site using your hardware.

Guidance for Industry – Computerized Systems Used in Clinical Trials, 1999
FDA may inspect all records that are intended to support submissions to the Agency, regardless of how they were created or maintained.
Therefore, systems should be able to generate accurate and complete copies of records in both human readable and electronic form suitable
for inspection, review, and copying by the Agency. Persons should contact the Agency if there is any doubt about what file formats and media
the Agency can ready and copy.

Interpretation of Regulatory Requirements by Technology Providers – The Case for Electronic Source Data, 2002
Taken together, the regulations and guidance bearing on electronic records and e-sources in clinical trials concern data integrity. Both the
Rule on Electronic Records and Signatures and Guidance for Industry: Computer Systems Used in Clinical Trials emphasize the agency’s intent
to set forth the steps needed for computer systems to ensure that the pedigree of the data with electronic records would be as trustworthy
as with paper records. The predicate rules spell out that data and record integrity are important and that case history data, including source
data and CRFs, are to be “prepared,” “maintained,” and “retained” by the investigator.
A system compliant with 21 CFR Part 11 that is designed to provide the sites with ready access and the capability to enter, edit, review,
authenticate, and maintain all of their electronic records for a clinical trial might well meet the regulatory requirements and guidance
currently issued. To fulfill the criteria for data quality mentioned in the Guidance, such a system should ensure that electronic records are
attributable, legible, contemporaneous, original, and accurate (ALCOA) and that they are protected in such a way as to “enable their accurate
and ready retrieval throughout the record retention period.”
In addition to what the regulations do say, consider what they don’t say. Many of the terms used in Dr. Bleicher’s column, including the
phrases “controlled certified copy,” “investigator controlled data,” “physical ownership and control,” “local control,” “local copy,” “local
archival control,” and “archival control of data” do not appear anywhere in the regulations. Only the terms “prepare,” “maintain,” and
“retain” appear in the regulations. Precedents with paper records that fulfill the records retention requirement include the storage of the
records in a central facility (on- or off-site) and the use of contractors, such as Iron Mountain, to store records in secure warehouses.
Laboratory data is often held offsite in computerized systems that are under contract to the sponsor.

Regulations indicate that the site should have ready access to such data and, specifically, that FDA inspectors should have access to such
data for purposes of review at the site. But nowhere does it appear that the only satisfactory solution to meeting such requirements is for
the site to physically possess local hardware on which its electronic records are stored.

Journal of Clinical Research Best Practices – Study Closeout at Research Sites, 2009
Complete the following activities to close out a study:



Follow-up on serious adverse events (SAEs) and clinically significant, abnormal lab values and clinical observations for at least
thirty days after the subject completes the study. If not resolved at the end of the period, document in the source documents
and notify the sponsor.



Lineout, initial and date any empty comment fields in source documents.



Complete all case report forms (CRFs) and transmit them to the sponsor.



Respond to all open requests for data corrections or verifications on CRFs. Document unresolvable queries. After all data queries
have been resolved, check study files for completeness.



Collect all study drug and equipment from study subjects.



Inventory all used and unused study drug. Reconcile or explain discrepancies, if any.



Inventory any stored lab specimens and determine their disposition.



Inventory all sponsor-provided equipment and determine its disposition.



Return drugs, empty containers, supplies, devices and equipment to the sponsor per its instructions, unless instructed to retain
or destroy them by the sponsor. Include packing slips with shipments. Retain copies of shipping documentation.



File copies of drug logs, final inventory, and shipping documents in the regulatory binder. File a copy of the sponsor’s drug
disposal authorization, if any, in the regulatory binder.



If the randomization code on any study drug was broken for any reason, ensure that complete documentation is in the
regulatory binder.



Obtain updated financial disclosure forms from the investigator and any sub-investigators.



Complete all other sponsor-required reports in a timely manner. File copies in the regulatory binder



Review the regulatory binder. Ensure that all documents are in their correct places. Complete incomplete documents and
recover any missing documents, or place an explanatory note-to-file in the regulatory binder.



On the subject completion form and in medical charts, document subject completion of the subjects’ participation in the study.
Remove from the subjects’ medical charts any medication restrictions or study warnings, if applicable.



Complete the IRB annual renewal form indicating “final” or “closure” and submit the report. Include a short narrative summary
of the conclusion of the study at the site. Include comments on any adverse events (AEs) that occurred and the significance they
may have had on study findings. Provide a copy of the report to the sponsor and file it in the regulatory binder.



For each subject, the principal investigator signs an investigator statement confirming that all data for that subject are complete
and accurate. Take down any subject recruiting posters and website postings.



Notify sub-investigators, pharmacy, clinical lab, accounting office, and other departments that the study has been completed,
with appropriate closeout instructions. Conduct study closeout visit.



Package all study documentation for storage. Include an inventory statement.



Archive all study documentation in a secure location, ensuring that it will be stored for the period of time specified in the clinical
trial agreement.

Common Challenges of Compliance
Even with a complete understanding of the pertinent regulations, compliance is no walk in the park. Here are some
common challenges to achieving compliance and preparing your site for an audit.

Administrative Requirements
Certain administrative and project management tasks can put a significant strain on a team. Site personnel often find themselves devoting a
lot of time to fulfilling these duties when they should be focusing on the more critical elements to the study.

Timeframes
It takes an average of 12 years for a drug to travel from the laboratory to your medicine cabinet. Sites are being forced to do more with less
time. Delays on the front end of trials often put pressure on sites to move quickly through study closeout and archiving processes. As is true
with any project, moving quickly often leads to costly mistakes and oversights.

Budgets
As studies become more complex and expensive, budgets are increasingly allocated elsewhere, leaving the study closeout processes to make
do. Shortcuts can be made in order to work within a given budget, but that can derail your study close and archiving results, putting you at
significant risk in the case of an audit.

5 Ways to Drive Efficiencies
Despite the challenges facing study closeout teams, there are certain tactics that your site can implement to help overcome hurdles and get your study closed out on
time, within budget, and with as little strain on your team as possible. Here are a few tips to get you started:
Simplify the Process
The first step to driving efficiencies in any process is to take a good look and understand it from the ground up. Take a proactive approach to
understand where the redundancies and loopholes exist, and resolve them. Make every piece of the process as simple and seamless as
possible.

Validated System
Work with a vendor who can offer you a proven and validated system. Rest easy knowing that the vendor has gone through the hurdles
required to deliver a trusted and effective solution to your team.

Cloud-Based/Global Access
Providing cloud-based, 24/7 access to team members around the globe allows you to minimize the impact of time zone and location
differences, as well as communication barriers. Allow your team members around the world to access the information they need in a timely
manner.

Secure/Long-Term Data
Invest in secure systems that encrypt or password-protect your files, and maintain your archives for 100+ years. Breathe easy knowing your
files are safe and accessible.

Outsource Project Management
Hand off certain administrative tasks to the experts and free up your personnel for more study-critical activities, allowing them to close sites
quicker. Partner with an organization who can provide electronic documentation and systematic communication with sites to expedite your
administrative processes.
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