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[Revised April 1, 2026]

Executive Summary
Study/site close-out in clinical trials is a critical phase that marks the formal end of a site’s involvement in a trial. It

encompasses a structured set of tasks to reconcile data, investigational products (IP), documentation, regulatory

obligations, and logistics. Ensuring a thorough close-out protects participant rights, data integrity, and regulatory

compliance. Regulatory guidelines (e.g. ICH-GCP, FDA, EMA) and institutional policies define many of these

requirements. For example, U.S. regulations (21 CFR §312.62) require investigators to document and return unused

investigational drugs upon study completion ([1] www.law.cornell.edu) and to retain case histories and consent forms in

organized records ([2] www.law.cornell.edu). ICH-GCP similarly mandates retention of essential documents for at least 2

years after marketing approval or longer if local laws demand it ([3] ichgcp.net).

A comprehensive site close-out checklist typically covers multiple domains:

Study Completion and Data Verification: Sponsors declare the study complete when the Last Subject Last Visit (LSLV) is recorded. All

case report forms (CRFs) must be finalized, queries resolved, and source data verified ([4] www.clinskill.com) ([5]

www.clinicalleader.com). Data must be cleaned and locked (no further edits), forming the basis for the final clinical study report (CSR).

Investigational Product (IP) Accountability: All study drug or device supplies must be reconciled. Investigators must return or destroy

unused IP per sponsor instructions ([1] www.law.cornell.edu). Detailed logs (dates, quantities, patient use) must be completed for final

reconciliation reports ([1] www.law.cornell.edu) ([5] www.clinicalleader.com).

Regulatory & Safety Reporting: Final safety reports are submitted to ethics committees/IRBs and regulatory authorities. Any

outstanding adverse events or deviations are documented and reported according to protocol and regulations ([6] blog.cloudbyz.com)

([7] www.clinicalleader.com). Institutions often require a formal IRB closure report summarizing study conduct, outcomes, and data

disposition ([8] www.etsu.edu).

Document and Data Archiving: All trial documents – electronic and paper – must be assembled and archived. This includes the

regulatory binder, signed consent forms, source documents, essential correspondence, and monitoring reports ([4] www.clinskill.com)

([5] www.clinicalleader.com). Long-term retention rules vary: the FDA’s 2-year requirement ([9] www.law.cornell.edu) is now largely

superseded by stricter norms (e.g. 25-year retention under the EU Clinical Trials Regulation ([10] arkivum.com)) and ICH E6(R3)’s

emphasis on long-term accessibility ([11] arkivum.com) ([10] arkivum.com).

Site Deactivation and Clean-Up: The physical site is “de-identified” by removing study signage and materials ([12] www.clinskill.com).

Electronic access (e.g. to eCRFs, randomization systems) is withdrawn ([13] www.clinicalleader.com). Any remaining study supplies or

lab kits are inventoried and either returned, donated, or destroyed according to SOPs ([14] blog.cloudbyz.com) ([15]

www.clinicalleader.com).

Personnel and Administrative Tasks: Staff who leave the study are documented, delegation logs updated, and final

training/certifications completed. Final invoices and budget reconciliations are settled with the sponsor.

A structured close-out process keeps the team on track through the tedious final phase ([16] healthcareguys.com).

According to expert commentaries, poorly managed closures can jeopardize data quality: incomplete query resolution or

missing documents at close-out often become inspection findings later ([17] www.clinicalleader.com) ([18]

globalforum.diaglobal.org). In contrast, strong site close-outs (“visits”) ensure all obligations are met, enabling clean audits

and protecting participant confidentiality ([19] www.clinicalleader.com) ([20] www.clinicalleader.com). This report provides a

comprehensive, evidence-based discussion of all aspects of site study close-out: regulatory requirements, best practices,

case examples, and future trends (digital transformation, decentralization) impacting this crucial phase.

Introduction and Background
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Closing out a clinical trial at a site marks the final chapter in that site’s participation. It is more than an administrative

formality: close-out ensures that all study data are captured and reliable, that trial supplies and equipment are accounted

for, and that ethical and regulatory responsibilities are fulfilled long after the last patient visit. It is a “handoff” point from

active conduct to archival and reporting phases. A well-executed close-out protects participant welfare (e.g. ensures data

privacy) and the validity of study findings, and it provides documented proof of compliance for future inspections.

Historically, site close-out processes became formalized with the advent of Good Clinical Practice (GCP) guidelines in the

20th century. The World Health Organization’s GCP (2008) and ICH-GCP (E6, 1996/2016) set global standards for trial

conduct, including record-keeping and post-trial obligations. For example, ICH-GCP Section 8 (“Essential Documents”)

and Section 4.9 (“Records and Reports”) explicitly delineate which documents must be created and when the study is

officially considered complete. In the 1980s, the FDA codified investigator responsibilities (21 CFR §312.62, §812.150) for

record-retention and drug accountability ([1] www.law.cornell.edu) ([9] www.law.cornell.edu). In recent years, as trials have

become global and digital, regulatory emphasis has shifted toward risk-based oversight and long-term data integrity. The

now-adopted ICH E6(R3) (Principles and Annex 1 adopted January 2025; effective in the EU from July 2025, published

by FDA in September 2025) and EU Clinical Trials Regulation (fully effective since January 2023) exemplify this

evolution, calling for interoperable information systems and extended archiving (e.g. 25-year retention) ([10] arkivum.com)

([11] arkivum.com).

At the site level, investigators and their teams have been burdened with increasingly detailed close-out checklists and

procedures. Many institutions and sponsors supply formal checklists to ensure nothing is overlooked. As one industry

overview notes, a site close-out checklist “helps the investigator and research team plan orderly closure of study

documents, data, and publication” ([21] www.nidcr.nih.gov). Even with such aids, study close-out can be challenging: toward

the end of a trial, staff may feel “tedious” or lose focus, since “they feel they have provided all the data needed” ([16]

healthcareguys.com). In practice, up to 60% of new trial sites in the U.S. close within their first year ([22] www.ajmc.com) —

often not due to failure, but because studies conclude or pivots occur. Each site once closed must enter a formal “closed”

state in the protocol, requiring completion of any outstanding tasks and documentation.

This report examines study close-out in depth. We first outline the regulatory landscape and stakeholders’

responsibilities. We detail the tasks involved in closing a site, including data finalization, IP handling, reporting, and

archiving. We discuss special cases (e.g. early termination or multi-regional trials) and quality considerations. Where

available, empirical data and expert insights are cited. Case studies illustrate practical scenarios. Finally, we consider

emerging trends (digital systems, decentralized trials, newer regulations) that will shape how site close-out is managed in

the future.

Regulatory and Ethical Framework
Site close-out obligations are rooted in laws and guidelines aimed at protecting subjects and data. Key references

include:

ICH-GCP (E6 R2/R3): The international standard for trial conduct. Section 8 defines Essential Documents, and section 4.9 (ICH-E6R2

addendum) requires investigators to maintain all source documents and records, ensuring accuracy and completeness ([23] ichgcp.net)

([24] ichgcp.net). It mandates retaining essential documents for at least 2 years after marketing approval (or discontinuation) ([3]

ichgcp.net), or longer if local regulations dictate. Crucially, ICH E6(R3) (Principles and Annex 1 adopted January 2025; effective in the

EU July 2025, Annex 2 expected 2026) reinforces that sponsors and investigators must store records so they “remain complete, readable

and readily available” and accessible to regulators ([11] arkivum.com). Although E6(R3) itself defers to local requirements, it effectively

raises expectations globally (e.g. in practice deferring to the EU’s 25-year rule ([10] arkivum.com)).
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FDA (U.S.): For drugs, 21 CFR §312.62 directs investigator record-keeping: maintaining drug disposition logs and comprehensive case

histories (including signed consent forms, hospital charts, etc.) ([2] www.law.cornell.edu). It obliges investigators to return or dispose of

unused drug if the study ends ([1] www.law.cornell.edu). Record retention is minimal: 2 years after NDA approval or 2 years after study

discontinuation if no application「 ([9] www.law.cornell.edu). (FDA’s 2-year rule is widely regarded as outdated; most global sponsors

retain records for 25 years to satisfy EU/ICH expectations ([10] arkivum.com) ([3] ichgcp.net).) FDA also requires closure of any open

IRB approvals when the study ends (21 CFR 56.115) and expects an IRB final report from investigators. Notably, in December 2025 the

FDA issued two final guidance documents—Investigator Responsibilities – Safety Reporting for Investigational Drugs and Devices and

Sponsor Responsibilities – Safety Reporting Requirements and Safety Assessment for IND and Bioavailability/Bioequivalence Studies—

clarifying that investigators must report any serious adverse event to sponsors “immediately” (generally within one calendar day) and

review all sponsor safety reports ([25] fda.gov). These guidances replace earlier 2009/2012 versions and directly impact close-out safety

reporting obligations.

EMA (EU): The EU Clinical Trials Regulation empowers its EU Portal/CTIS system and requires sponsors to submit a final report upon

trial completion. It also sets a 25-year archiving period for trial master files (TMFs) under Article 82 ([10] arkivum.com). EU law demands

notification to competent authorities and ethics committees when trials conclude.

ICH-E3 (Clinical Study Report): While not specific to site procedures, ICH-E3 (structure of the CSR) implies how data from sites feeds

into summaries. Final CSRs synthesize site data, so sites must ensure accurate data for this purpose.

WHO GCP: Section 15.3.1 of WHO GCP (2008) similarly instructs retention of documents (at least 5 years after completion, but deferring
to local regs) and submission of final results.

Institutional Policies (IRBs): Local IRBs or ethics committees typically require investigators to formally close studies. For instance, an

IRB may mandate a Closure Report updating the board on study outcomes, any adverse events, and final data disposition ([8]

www.etsu.edu). Studies are considered complete when all interventions, follow-up, and data analysis are done ([26] www.etsu.edu). If a

study is discontinued early (e.g. funding ends), a closure report is still required ([27] www.etsu.edu).

Across jurisdictions, common themes emerge: record retention, notification of authorities, final safety reporting, and

document archiving. Table 1 summarizes some key regulatory retention requirements:

Region/Regulation Document Retention Source/Example

FDA (21 CFR 312.62) 2 years after marketing approval or discontinuation (
[9] www.law.cornell.edu) U.S. code of Federal Regulations

FDA (IRB) 3 years after study completion (IRB records) 21 CFR 56.115 (IRB records)

ICH-GCP (R2) ≥2 years after marketing/submission; longer if required (
[3] ichgcp.net) International Conference guideline

EU (CTR Article 82) 25 years (from trial end) ([10] arkivum.com) EU Clinical Trials Regulation

UK (MHRA) 25 years (from trial end) (
[28] arkivum.com) UK Clinical Trials (Amendment) Regulations 2025 (effective 28 April 2026)

WHO GCP (2008) ≥5 years (or as per local regs) WHO Good Clinical Practice (2008)

Table 1. Example retention requirements. (Note: Sites and sponsors usually follow the strictest requirement in their
scope.)

These regulations translate into concrete site responsibilities during close-out. Investigators must hand off or archive all

trial documents, while sponsors must coordinate final submissions and oversee archiving. Importantly, harmonization of

global trials means sponsors often choose the longest retention (typically 25 years) to avoid non-compliance ([10]

arkivum.com) ([3] ichgcp.net).

Site Close-Out Process: Key Steps and
Checklists
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Site close-out is often formally triggered by the sponsor when no more participants remain in follow-up (LSLV) or when

the trial is terminated. A Close-Out Visit (COV) is usually planned by a Clinical Research Associate (CRA) once the site

has completed enrollment and all data collected. Below we outline the major categories of activities and common

checklist items, referencing regulatory and industry sources for best practices.

Study Completion Confirmation

Declare Study End and LSLV Documentation: The site must record the Last Subject’s Last Visit in the trial databases. Completion is

often defined as “LSLV” or the last date of follow-up for the final participant. Some institutions or CRFs mark this milestone explicitly. This

aligns with ICH and IRB definitions of “study complete” ([26] www.etsu.edu). The CRA usually confirms the LSLV date during the COV.

Participant Follow-up Notification: Any remaining participants (e.g. those on long-term follow-up) must be informed of study closure

processes or extension options. If an extension study exists, consenting participants may need to be approached for continuation.

Closure Letters: The sponsor typically prepares formal site closure letters (sometimes on sponsor letterhead) to be distributed to: the

Investigator, IRB/IEC, regulatory authorities, and sometimes the study pharmacist. These letters announce that the site is considered

closed (active enrollment ended) and list any required follow-up actions. The CRA may gather site signature on such letters during COV,
as a record that site understands obligations.

CASPER (Communications, Approvals, Supplies, Pharmacy, Equipment, Records) Checklist: Some institutions use mnemonics (like

CASPER) to ensure all areas are addressed at close-out (see e.g. NIH tutorials). The NIDCR (NIH) specifically provides a Site Close-

Out Visit Readiness Checklist for supported studies ([21] www.nidcr.nih.gov).

Data Reconciliation and Query Resolution

Finalize Case Report Forms (CRFs): All CRFs (paper or electronic) must be fully completed. Every data field required by the protocol
should be filled, dated, and signed by the investigator or delegate. Any missing or ambiguous entries must be resolved through source

documents review ([4] www.clinskill.com) ([5] www.clinicalleader.com).

Query Closure: ClinOps or data management teams will have generated queries (data discrepancies or requests for clarification)

throughout the trial. The pre-closeout period is devoted to resolving any open queries. If site data remain unverified, monitors will raise
them at COV. The CHA (“Clinical Coordinating Center”) or site must ensure all critical queries are closed to give a clean database lock. As

one guide notes, incomplete query resolution at COV risks inspection findings ([17] www.clinicalleader.com).

Source Document Verification (SDV): The CRA/monitor reviews a sample of source documents vs CRFs during site visits. By close-

out, 100% SDV of critical data should have been completed; any outstanding SDV is finished. The monitor may also verify that source

records (charts, lab reports) are filed properly in the site binder ([4] www.clinskill.com) ([5] www.clinicalleader.com).

Data Cleaning and Database Lock: Data management teams generate final data cleaning reports. The sponsor then locks the

database, meaning no further changes can be made. The site must certify that all data are final as of this lock point. The lock

documentation (e.g. data management sign-off) might be part of the TMF.

Investigational Product (IP) and Supply Management

Drug/Device Accountability: The pharmacist/investigator must count all investigational product (drug or device) dispensed to and

returned from patients. Actual usage vs expected usage is reconciled. This accountability log (often on CRF and pharmacy records) is

audited at COV ([5] www.clinicalleader.com). For example, 21 CFR §312.62 requires that investigators record disposition of the drug

(dates, quantities, patient use) and return unused supplies if the trial ends ([1] www.law.cornell.edu).

Return or Destruction of IP: Per protocol and sponsor instructions, unused drugs may be returned to the sponsor or destroyed at the

site (with documentation) ([1] www.law.cornell.edu) ([14] blog.cloudbyz.com). For devices, a similar inventory and disposition is done.

The site must document how leftover IPs were handled. If product is destroyed on site, witnessed destruction certificates are kept. Some

sponsors require photo evidence of opened materials being voided.
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Supplies and Equipment: Any study supplies (e.g. lab kits, ECG machines, lab chemicals) or rented equipment must be inventoried and

returned or returned as agreed. Some supplies (unopened kits) may be returned, while others (used lab kits) might be archived or

disposed. Sponsors often specify disposal procedures for hazardous items. For example, certain items like prescription labels must be

destroyed, while benign items (gel packs, shipping boxes) can be donated ([14] blog.cloudbyz.com).

Accountability Log Sign-Off: At close-out, the pharmacist (or designee) certifies that the reconciliation of investigational product is

complete. The CRA will typically review and sign off on the IP accountability log.

CRF and Regulatory Documentation

Regulatory Binder Completion: The site’s regulatory binder (or equivalent) must be finalized. This includes:

All protocol versions and amendments

Approved informed consent forms

IRB/IEC approvals and correspondence

CVs and licenses of investigators

Training certificates (GCP, protocol-specific)

Monitoring visit reports

SAE and ADE reports to IRB/Authority

Lab certification (e.g. CAP) and equipment calibration logs

Miscellaneous regulatory documents (shipping logs, delegation logs, physician certifications, etc.)

The monitor checks that the binder is up to date and that all sections/pages are present. Any missing documentation is

requested prior to site closure.

Toxicity/Safety Reporting: All adverse events (AE) and serious adverse events (SAE) that occurred must be fully reported and filed. If

new events came in since last visit, they are resolved and documented. The investigator confirms that the reported safety data matches

source. The Monitor may confirm that FDA MedWatch or equivalent forms were sent as needed.

Protocol Deviations: Any deviations from the protocol that occurred during the trial must have been documented and reported per the

protocol and IRB requirements. The site ensures no unreported deviation remains. If any deviation reporting was pending, it is completed

at close-out.

Personnel and Administrative Closure

Staff Changes: Investigators must update the sponsor or IRB about final staffing. If any staff left before close-out, the final delegation log

is updated. Some sponsors require an updated staff list or final financial disclosure for any new personnel.

Final Payments/Invoicing: The site closes out financial accounts: final patient visit reimbursements, budget reconciliations, and
submission of outstanding invoices. The sponsor/finance team assures all disputed claims are resolved. This ensures subjects’ bills were

covered as planned and investigators are paid for all completed work. (This is often not a formal checklist item, but it is practically

essential to conclude contracts.)

Ending Contracts: Any site-specific agreements (e.g. lab service contracts, data-sharing agreements) are closed or formally terminated.

Archiving and Records Retention
Archiving Site Documentation: All trial documents must be archived in a secure, retrievable manner. At the site, this often means

packaging the Regulatory Binder, patient files, pharmacy logs, and source documents for transfer to a long-term archive (site storage or

sponsor archive). The archive must be locked and access-controlled.
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Electronic Data: For electronic records (eCRFs, eHealth records), the sponsor confirms that electronic systems will remain accessible or

that data are exported and backed up. The investigator should not delete anything needed for audits.

Retention Period: The site should note the retention period (e.g. “retain for 25 years” or “sponsor will notify when to destroy”). 21 CFR

formally says 2 years ([9] www.law.cornell.edu), but in practice sponsors instruct sites to follow the sponsor’s directive (often 15-25

years) to meet international requirements ([10] arkivum.com) ([11] arkivum.com). The sponsor will inform investigators when documents

can be destroyed ([3] ichgcp.net).

Transfer of Responsibilities: The Close-Out visit report (written by the CRA) is often included in the Trial Master File (TMF). The site

may receive a copy for their records. Any lingering responsibilities (e.g. long-term follow-up, extension studies) are clearly assigned.

Final Close-Out Visit (COV)

The close-out monitoring visit itself typically includes:

1. Preparation: Before arriving, the monitor reviews the site’s status: open queries, missing documents, enrollment numbers versus drug

dispensed. They prepare a checklist from sponsor SOPs.

2. Onsite Activities: During the COV, the monitor systematically goes through CRFs, IP logs, the regulatory binder, and the pharmacy.

They verify that data are final, IP reconciled, and documents in order. A walkthrough of the investigational product storage area and site

binder may be done.

3. Debrief Meeting: Investigators and staff meet with the CRA to review any pending issues. The CRA confirms that all data queries are
closed or has an action plan. They discuss post-trial obligations (who to contact for audits, where archives are maintained, etc.).

4. Action Items: If anything is incomplete, the CRA documents action items with deadlines (e.g. “send signed pharmacy log within 1 week”).

Some COVs are followed by a final letter verifying site closure.

5. Documentation: The monitor writes a Close-Out Visit Report. This report, signed by the CRA and the Investigator, summarizes what was

done, what was outstanding, and certifies that the site is ready for deactivation. A copy is usually filed with the site records and the

sponsor’s TMF.

Adherence to a detailed checklist during the COV is emphasized in good practice ([5] www.clinicalleader.com) ([29]

www.clinicalleader.com). For instance, best-practice guides recommend confirming closure notifications to IRBs and

ensuring long-term record storage ([7] www.clinicalleader.com) ([29] www.clinicalleader.com). Sites should document each task

(often via checklist signatures) to create an audit trail.

Case Example: An Oncology Trial Site

Case Study: A midwestern oncology clinic participated as a site in a Phase II cancer drug trial. Enrollment ended on June

1, 2023 (LSLV). The CRA scheduled a close-out visit for June 20. The site’s coordinator prepared: all patient charts were

updated with final labs, the pharmacy reconciled remaining vials of study drug (showing 2 vials unused), CRFs were 95%

complete, and IRB was notified of study end.

At the COV, the CRA found two incomplete CRFs (missing lab criteria). The investigator promptly provided lab reports to

finalize entries. The unused drug vials were documented and arranged for return to the sponsor’s depot. The CRA

reviewed the Regulatory Binder: all signed consents, manuals, and delegation logs were present. The Final IRB report

was still pending; the CRA noted this as an open item. After resolving the CRFs and an expedited IRB report, the

Investigator signed off that the site tasks were complete. The site’s electronic randomization portal access was disabled.

Six weeks later, the sponsor confirmed database lock. Audit later found the site close-out handled correctly, with no major

observations.

This example illustrates typical site close-out tasks: finalizing clinical data, returning IP, completing regulatory filings, and

coordinating site deactivation.
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Data Integrity and Quality Considerations
Site close-out is ultimately about ensuring the quality and integrity of the trial data. All data collected through patient

visits represent the scientific evidence. Without meticulous close-out, gaps or discrepancies might arise. Common data-

related issues at close-out include:

Unresolved Queries: Data points flagged during entry (e.g. inconsistent lab values) must be explained. Case: In a multi-center diabetes

trial, one site had 12 unresolved glucose entries mislabeled “0 mg/dL.” At close-out, time and effort were wasted retroactively locating
source records to correct these, delaying the final report.

Incomplete CRFs: Sometimes coordinators may forget to sign CRFs, or inadvertently create blank entries. Auditors frequently cite

“missing investigator signatures” as deficiencies. A thorough check (by sponsor and site) at close-out visits prevents such oversights.

Data Discrepancies: If the electronic database shows data inconsistent with source docs (e.g. dates not matching), monitors query and

the site must draft a formal clarification. Left unchecked, such discrepancies can invalidate a subject’s data.

Timeliness of Data: Sponsors often require that all entries be made within a certain window after visit (for patient safety etc.). If late data

entry persists up to close-out, it raises questions about monitoring oversight.

Ensuring data quality before locking is non-negotiable. As one industry source notes, effective close-out visits protect

data integrity “long after the last visit is completed” ([30] www.clinicalleader.com). Good data also protects patients:

investigators must ensure that no adverse event or relevant medical information is omitted at the end.

Compliance, Audits, and Inspections
After close-out, sites may still face audits or inspections, hence documentation from close-out becomes evidence of

compliance. Key points:

Site Audits: Sponsors or CROs sometimes perform independent site audits (quality assurance checks) post-COV to verify completeness.
This is less common than routine monitoring, but ensures no stone is left unturned.

Regulatory Inspections: FDA or EMA inspectors can inspect a site years later. They will want to see the TMF (which includes close-out

docs) in order. If a site destroyed records too early (contravening rules) or failed to archive properly, that violation can be cited.

Metrics and Findings: Published analyses of inspection findings have noted recurring issues about missing documentation or poor

record retention (though not specific to close-out). For example, FDA Bioresearch Monitoring (BIMO) reports often flag insufficient

documentation of IRB approvals or consent forms. In many cases, the last monitoring report and close-out report become focal points in

inspections.

De-identification: Best practices call for “site de-identification” after close-out — removing any subject PHI from offices or storing it

securely ([12] www.clinskill.com). This protects confidentiality if office space is repurposed.

Performance Metrics: Sponsors may track how smoothly sites close out. Delays in close-out can hold up the overall study timeline (e.g.

delaying database lock). As one blog notes, “Checklists will ensure you do not miss vital points of study close-out” ([31]

blog.cloudbyz.com).

Case Studies and Real-World Examples
1. Decentralized Trial Close-Out (COVID-19 Era): During the COVID-19 pandemic, many trials shifted to remote

operations. For instance, one COVID-19 therapeutic study declared site “LSLV” after telemedicine follow-ups. The

sponsor conducted remote close-out visits via video calls: the CRA reviewed scanned documents (CRFs, IP

accountability records) and held virtual debriefs. While data verification still took place, the site did not physically return to

the hospital. The sponsor’s approach demonstrated flexibility: the close-out checklist was adapted for electronic

IntuitionLabs - AI Software for Pharma & Biotech Study Close-Out for Clinical Trials: A GCP Checklist

© 2026 IntuitionLabs.ai - North America's Leading AI Software Development Firm for Pharmaceutical & Biotech. All rights

reserved.

Page 8 of

14

https://www.clinicalleader.com/doc/site-visits-visits-before-without-and-after-trial-participants-0001#:~:text=Site%20Close,the%20last%20visit%20is%20completed
https://www.clinskill.com/docs/site-close-out/#:~:text=6.%20Site%20De,is%20in%20a%20compliant%20state
https://blog.cloudbyz.com/resources/what-to-include-in-the-clinical-trial-study-close-out-checklist#:~:text=Wrapping%20Up%3A
https://blog.cloudbyz.com/resources/what-to-include-in-the-clinical-trial-study-close-out-checklist#:~:text=Wrapping%20Up%3A
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=study-close-out-for-clinical-trials-a-gcp-checklist.pdf
https://intuitionlabs.ai/articles/clinical-trial-site-close-out-checklist?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=study-close-out-for-clinical-trials-a-gcp-checklist.pdf
https://intuitionlabs.ai/?utm_source=pdf&utm_medium=document&utm_campaign=article&utm_content=study-close-out-for-clinical-trials-a-gcp-checklist.pdf


signatures and confirmations. This reflects the future trend toward remote and digital trials ([32] globalforum.diaglobal.org)

([33] globalforum.diaglobal.org).

2. Global Phase III Oncology Trial: A large oncology trial had 50 sites across 10 countries. Each regional site needed to

follow local regulations plus global plans. Some European sites had to retain TMF for 25 years ([10] arkivum.com), while a

few U.S. sites initially planned on 2-year retention (per 21 CFR). The sponsor’s quality team issued a harmonized

directive to all: retain at least 25 years. At one U.S. site, this meant re-printing consent forms on archival cotton paper, as

required by sponsor’s archiving SOP. Differences in labelling IP (metric vs imperial units) also had to be reconciled at

each site per country rules. This case highlights the complexity of multi-regional close-out: global harmonization of

policies, and coordination of multiple IRB notifications.

3. Device Trial (Cardiac Monitor): A trial testing an implantable cardiac device concluded its last patient visit. Condition-

specific: unlike drug, the device had implants. The site close-out had extra steps: retrieving any unused devices in

inventory and certifying none remained in patients. The site also had to counsel patients on who would monitor the device

post-study (often continued by manufacturer’s program). The sponsor required destruction certificates for any explanted

devices. ISO 14155 (medical device GCP) parallels drug trials but emphasizes device traceability. In this study, a lapse

occurred: one CRF page for device implantation was never finalized. The CRA had to obtain retrospective data from

patient hospital records even after ICS (implanting cardiologist) left. The lesson: for devices, communicate with clinical

staff early to ensure records can be completed.

Current Issues and Challenges
Staffing and Turnover: Many studies run several years. Key personnel (PI, coordinator, pharmacist) may change before close-out.

Protocols require that the investigator notify and train successors. Updated delegation logs must reflect who signed final docs. Missing a

responsible person (e.g., leaving without proper transfer) can delay closure.

Budget and Funding Gaps: If a study lacks funds, sometimes CRAs delay COVs or sites procrastinate on furnishing documents.

Regulations still hold the site accountable; a site cannot neglect close-out just because funding ran out. This challenge has grown acute
in 2025–2026: NIH grant terminations disrupted approximately 1 in 30 active clinical trials, affecting over 74,000 participants and resulting

in $1.81 billion in lost funding ([22] www.ajmc.com). Sites left without funding mid-study still bear close-out obligations—completing

CRFs, returning IP, and archiving documents—even as financial support disappears.

Legacy Paper vs Electronic Systems: Older trials may have paper CRFs; newer ones use EDC. Site close-out checklists must adapt:
for paper, ensure physical filing; for EDC, ensure all eCRFs are locked and source images are archived. The transition to eTMF

(electronic Trial Master File) has been uneven. Some sites lack training on uploading docs to vendor systems, leading to incomplete

sponsor archives.

Regulatory Complexity: In multinational trials, close-out must satisfy multiple agencies. Korea, China, Japan, etc., may each need

separate prior approval before site close-out. Coordinating multi-language regulatory docs can pose challenges.

Participant Follow-up and Results Dissemination: Ethically, investigators should inform participants of key results. At close-out, many

sites prepare a lay summary or thank-you letters (though not always mandated). Failure to inform subjects can breach Helsinki/WMA
ethical guidelines.

Digital Burden on Sites: A recent survey found that 87% of trial sponsors use decentralized models and 95% plan growth ([34]

globalforum.diaglobal.org). However, many investigators report that digital tools can burden sites with multiple logins and disconnected

systems ([33] globalforum.diaglobal.org). For close-out, a non-integrated IT ecosystem means combining data from disparate sources,

which is cumbersome. Streamlining and integration (e.g. a unified eTMF platform) remain industry goals ([33]

globalforum.diaglobal.org).

Future Directions
Clinical trial operations are evolving rapidly. Several emerging trends will influence study close-out:
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Decentralized and Hybrid Trials: As participation moves partly off-site, “site” becomes an abstract concept. However, each participant

still has an “originating site” responsible for closure. In many decentralized studies, data flows electronically back to central databases,

but the final close-out at each physical center still demands attention (e.g., retrieving remote devices, ensuring data transfers are
complete). Future close-outs may rely more on digital signatures and e-consent portals than paper.

Electronic Trial Master Files (eTMF): With regulators pushing for fully electronic TMFs, site close-outs will increasingly involve digital

submissions. Ideally, at the final visit the monitor uploads all essential docs to the eTMF. Emerging technology (blockchain, smart

contracts) is being piloted to ensure immutable audit trails ([35] pmc.ncbi.nlm.nih.gov). A blockchain-based CTMS could automatically

lock records upon trial closure, verifying provenance.

Risk-Based Close-Out: ICH E6(R3), now adopted and being implemented across jurisdictions, emphasizes quality-by-design and

proportionate monitoring. This logic now extends to close-out: sites with no major findings during the trial may have a “light-touch” close-

out review, while high-risk sites (with many deviations) get more scrutiny. Advanced analytics and AI-driven risk scoring are being

deployed to identify sites needing thorough checks.

Extended Retention and e-Archives: The shift to 25-year archival is now the established global norm. The EU CTR mandates it under

Article 82, and the UK’s Clinical Trials (Amendment) Regulations 2025 (effective 28 April 2026) formally align the UK with the same 25-

year TMF retention standard ([28] arkivum.com). Sponsors and sites need robust long-term archiving strategies. Cloud-based long-term

repositories are now standard, and close-out checklists must include steps for transferring data to these systems (ensuring formats

remain readable decades later) ([10] arkivum.com).

Patient Engagement: Regulators and advocacy groups increasingly require patients have access to their data and trial outcomes. In

future close-outs, sites might need to facilitate patient data export (to personal health records) and distribute certified result summaries.

In sum, future close-out processes will be more digital, more global, and possibly automated. But the underlying goal

remains: leaving no doubt that the trial at that site was concluded in full compliance and with complete data.

Conclusion
Study close-out at a site is a complex, multi-faceted process that turns collected data and materials into definitive

answers and ensures regulatory closure. It requires meticulous attention to detail across clinical data, product

accountability, regulatory documentation, and archive preparation. While some tasks (like IRB reporting and final CRF

signing) are straightforward, the volume of items and the consequences of oversight are great.

This report has surveyed the landscape: from legal requirements (21 CFR, ICH GCP, EU CTR) demanding return of

investigational products and long-term record retention, to best-practice checklists used by sponsors and CROs. We

have seen that both historical context and modern trends converge on the same principles: participant safety, data

integrity, and compliance must guide close-out. According to Arkivum, modern GCP expects organizations to retain trial

records that remain “complete, readable and readily available” ([11] arkivum.com), reflecting a shift to digital readiness.

Multiple perspectives reinforce these points. Regulators emphasize that sites must update oversight bodies and finalize

all materials ([36] www.nidcr.nih.gov). ECRF specialists note that database lock should only occur after every query is

closed and essential docs collected ([37] blog.cloudbyz.com) ([3] ichgcp.net). Clinical staff see the value of structured

debriefing and planning around the final study stages ([5] www.clinicalleader.com) ([12] www.clinskill.com). Industry surveys

highlight that technical burdens on sites are a current pain point ([33] globalforum.diaglobal.org), suggesting future close-

outs must reduce complexity with better systems.

Case examples—from a real-world oncology center diligently closing its CRFs to experience from a decentralized COVID

trial—underscore that strong planning and clear roles prevent costly delays. Conversely, lapses (in data reconciliation,

regulatory reporting, or archiving) later manifest as audit findings or even legal issues for sponsors and sites. Notably,

Arkivum’s retention analysis warns that treating the FDA’s 2-year retention rule as adequate is “obsolete” given how trials

feed future science and liability; global sponsors now err on the side of 25 years ([10] arkivum.com) ([11] arkivum.com).

Looking forward, as trials grow more virtual and global, close-out checklists will evolve but concepts will endure. Sites will

increasingly rely on electronic systems—eConsent, eTMF, eCRF—requiring new SOPs. However, whether closing a rural
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hospital or a virtual site, the objective remains: ensure every piece of patient information and trial material is accounted

for. With rigorous checklists, comprehensive oversight, and learning from each study’s end, the clinical trials community

can wrap up studies cleanly and credibly, preserving trust in the trial results.
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IntuitionLabs - Industry Leadership & Services

North America's #1 AI Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market

in custom AI software development and pharma implementations with proven results across public biotech and

pharmaceutical companies.

Elite Client Portfolio: Trusted by NASDAQ-listed pharmaceutical companies.

Regulatory Excellence: Only US AI consultancy with comprehensive FDA, EMA, and 21 CFR Part 11 compliance

expertise for pharmaceutical drug development and commercialization.

Founder Excellence: Led by Adrien Laurent, San Francisco Bay Area-based AI expert with 20+ years in software

development, multiple successful exits, and patent holder. Recognized as one of the top AI experts in the USA.

Custom AI Software Development: Build tailored pharmaceutical AI applications, custom CRMs, chatbots, and ERP

systems with advanced analytics and regulatory compliance capabilities.

Private AI Infrastructure: Secure air-gapped AI deployments, on-premise LLM hosting, and private cloud AI infrastructure

for pharmaceutical companies requiring data isolation and compliance.

Document Processing Systems: Advanced PDF parsing, unstructured to structured data conversion, automated

document analysis, and intelligent data extraction from clinical and regulatory documents.

Custom CRM Development: Build tailored pharmaceutical CRM solutions, Veeva integrations, and custom field force

applications with advanced analytics and reporting capabilities.

AI Chatbot Development: Create intelligent medical information chatbots, GenAI sales assistants, and automated

customer service solutions for pharma companies.

Custom ERP Development: Design and develop pharmaceutical-specific ERP systems, inventory management

solutions, and regulatory compliance platforms.

Big Data & Analytics: Large-scale data processing, predictive modeling, clinical trial analytics, and real-time

pharmaceutical market intelligence systems.

Dashboard & Visualization: Interactive business intelligence dashboards, real-time KPI monitoring, and custom data

visualization solutions for pharmaceutical insights.

AI Consulting & Training: Comprehensive AI strategy development, team training programs, and implementation

guidance for pharmaceutical organizations adopting AI technologies.

Contact founder Adrien Laurent and team at https://intuitionlabs.ai/contact for a consultation.
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DISCLAIMER

The information contained in this document is provided for educational and informational purposes only. We make no representations

or warranties of any kind, express or implied, about the completeness, accuracy, reliability, suitability, or availability of the information

contained herein.

Any reliance you place on such information is strictly at your own risk. In no event will IntuitionLabs.ai or its representatives be liable

for any loss or damage including without limitation, indirect or consequential loss or damage, or any loss or damage whatsoever arising

from the use of information presented in this document.

This document may contain content generated with the assistance of artificial intelligence technologies. AI-generated content may

contain errors, omissions, or inaccuracies. Readers are advised to independently verify any critical information before acting upon it.

All product names, logos, brands, trademarks, and registered trademarks mentioned in this document are the property of their

respective owners. All company, product, and service names used in this document are for identification purposes only. Use of these

names, logos, trademarks, and brands does not imply endorsement by the respective trademark holders.

IntuitionLabs.ai is North America's leading AI software development firm specializing exclusively in pharmaceutical and biotech

companies. As the premier US-based AI software development company for drug development and commercialization, we deliver

cutting-edge custom AI applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and

regulatory compliance software. Founded in 2023 by Adrien Laurent, a top AI expert and multiple-exit founder with 20 years of software

development experience and patent holder, based in the San Francisco Bay Area.

This document does not constitute professional or legal advice. For specific guidance related to your business needs, please consult

with appropriate qualified professionals.

© 2025 IntuitionLabs.ai. All rights reserved.
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