
Essential Documents Inventory
Begin your audit by verifying that all ICH-GCP 
essential documents are present, properly 
filed, and readily accessible. This includes 
regulatory submissions (IND/CTA, protocol 
approvals, ethics committee documentation), 
site-level documents (1572s, CVs, licenses, 
delegation logs, training records), informed 
consent documentation (templates, signed 
forms, versions), safety documentation 
(SAE reports, safety correspondence), and 
monitoring records (visit reports, source data 
verification, CAPA logs).

Create a master essential documents 
checklist mapped to ICH E6(R2) requirements. 
Verify completeness for each study phase 
(pre-study, during study, post-study). Ensure 
all documents are indexed according to TMF 
Reference Model zones and artifacts. Flag 
any missing or incomplete documents for 
immediate remediation.

Version Control Assessment
Effective version control prevents confusion, 
protocol deviations, and regulatory findings. 
Audit your version control system by verifying 
that all key documents have clear version 
numbers and dates, superseded versions are 
retained but marked obsolete, version histories 
are documented with reason for change, and 
distribution logs show who received which 
version and when.

Evaluate your process for protocol 
amendments, informed consent revisions, 
investigator brochure updates, and clinical 
monitoring plans. Ensure that superseded 
versions cannot be accidentally used and 
that sites are notified promptly of document 
updates. Document your version control SOP 
and verify staff training on proper version 
management procedures.

Ensuring inspection readiness requires rigorous attention to document management practices across the clinical trial 
lifecycle. This audit checklist provides a comprehensive framework for evaluating your organization’s document management 
systems, processes, and compliance posture. By systematically assessing version control, audit trails, delegation logs, 
regulatory filing practices, and quality control measures, you can identify gaps before regulatory inspectors do. This proactive 
self-assessment enables organizations to maintain continuous compliance, streamline audit preparedness, and 
minimize inspection findings that could delay approvals or compromise trial integrity.
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Audit Trail Integrity
Robust audit trails demonstrate who did what, 
when, and why—critical for regulatory inspection 
and data integrity. Assess whether your systems 
capture complete audit trails for all document 
creation, modification, and deletion activities. 
Verify that audit trails include user identification, 
timestamps, action performed, and reason for 
change (where applicable).

Review audit trail reports for completeness and 
readability. Ensure audit trails are computer-
generated, timestamped, secure from 
alteration, and regularly reviewed for unusual 
patterns. Confirm that your eTMF, CTMS, EDC, 
and other clinical systems maintain CFR Part 
11 and ALCOA+ compliant audit trails. Test 
that audit trails can be easily retrieved and 
presented during inspections.

Delegation Log Accuracy
Delegation logs document who is authorized to 
perform protocol-specific activities at each site. 
Audit these critical documents by verifying that 
all delegation logs are current and signed by the 
principal investigator, all staff performing trial-
related activities are listed with clearly defined 
responsibilities, staff training and qualifications 
are documented before delegation, and 
changes in staff assignments are promptly 
documented with dates.

Cross-reference delegation logs with site 
monitoring reports, source documentation 
signatures, and training records to identify 
discrepancies. Ensure delegation logs reflect 
actual practice. Investigators must not delegate 
inappropriate duties and only qualified, trained 
personnel should perform protocol procedures. 
Review for completeness at each monitoring 
visit and before regulatory submissions.

Regulatory Filing Completeness
Regulatory submissions must be complete, 
accurate, and timely to maintain compliance. 
Evaluate your regulatory filing practices by 
confirming that all required submissions were 
made (initial applications, amendments, safety 
reports, annual reports), submissions were 
made within regulatory timelines, submission 
records include acknowledgment receipts 
from authorities, and filing documentation is 
organized and easily retrievable.

Review your submission tracking system for 
protocol amendments, IND/CTA safety reports, 
annual progress reports, and ethics committee 
submissions. Verify that correspondence 
with regulatory authorities is properly filed 
and that responses to agency questions are 
documented. Ensure your filing practices meet 
regional requirements (FDA, EMA, PMDA, etc.) and 
maintain a submission history log for each study.

Document Naming  
and Filing Standards
Consistent naming conventions and logical 
filing structures enable efficient document 
retrieval and demonstrate organizational 
control. Assess whether your organization 
follows standardized document naming 
conventions across all studies, utilizes TMF 
Reference Model zone/section/artifact structure 
(or equivalent), applies consistent metadata 
tagging for searchability, and maintains clear 
filing SOPs that staff actually follow.

Test document retrieval by requesting 
specific documents from various studies and 
timepoints: can staff locate them quickly? 
Review recent inspection preparation efforts 
to identify filing challenges. Ensure document 
naming includes key identifiers (study number, 
version, date, document type) and that file 
structures are intuitive for inspectors unfamiliar 
with your organization.
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Quality Control  
and Review Processes
Systematic quality control catches errors 
before they become inspection findings. Audit 
your QC processes by verifying that documents 
undergo appropriate review before finalization 
(medical, regulatory, QA), quality review plans 
define expectations and timelines, document 
QC checklists are consistently applied, and QC 
findings are tracked and resolved promptly.

Evaluate TMF quality review schedules: are 
periodic reviews conducted at appropriate 
milestones? Review QC metrics such as error 
rates, review turnaround times, and repeat 
findings. Ensure QC reviewers are trained 
and that review documentation (comments, 
approvals, sign-offs) is retained. Assess whether 
QC processes have improved document quality 
over time and reduced inspection findings.

System Validation and 
Compliance
Electronic systems must be validated to ensure 
data integrity and regulatory compliance. 
Confirm that your eTMF, CTMS, EDC, and 
document management systems have 
current validation documentation (IQ/OQ/PQ), 
validation protocols and reports are available 
for inspection, change control processes 
govern system modifications, and systems 
are periodically revalidated or assessed for 
continued compliance.

Review user access controls, system security 
measures, backup and disaster recovery 
procedures, and system performance 
monitoring. Ensure systems comply with 21 
CFR Part 11, EU Annex 11, and ALCOA+ principles. 
Verify that vendor qualification documentation 
is current and that service level agreements 
address compliance requirements.

Staff Training and Competency
Well-trained staff are essential for maintaining 
document quality and compliance. Assess 
training practices by confirming that all staff 
receive initial and ongoing training on document 
management SOPs, training records document 
course completion with dates and signatures, 
competency assessments verify understanding 
of critical processes, and refresher training occurs 
when SOPs change or deficiencies are identified.

Evaluate training content for 
comprehensiveness: does it cover version 
control, filing standards, quality expectations, 
and system use? Review training effectiveness 
by correlating training completion with QC 
findings and inspection observations. Ensure 
training records are current, properly filed, and 
demonstrate that staff are qualified to perform 
their assigned document management duties.

Inspection Readiness  
and Mock Audits
The ultimate test of document management 
quality is inspection readiness. Conduct mock 
audits that simulate regulatory inspections 
by requesting random documents within 15 
minutes (inspector expectation), reviewing 
document completeness and accuracy against 
checklists, testing system functionality and 
audit trail presentation, and identifying gaps in 
organization, accessibility, or content quality.

Maintain an inspection readiness dashboard 
tracking TMF completeness, outstanding QC 
findings, overdue reviews, and critical document 
gaps. Establish rapid-response procedures 
for inspection preparation. Document lessons 
learned from mock audits and implement 
corrective actions. Ensure senior leadership 
receives regular inspection readiness reports 
and that continuous improvement is embedded 
in your quality culture.
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