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Executive Summary

Regulatory inspectors from the FDA and EMA repeatedly focus on a few core themes when auditing clinical trials and
related quality systems. A review of publicly available inspection reports (FDA Form 483 observations and EMA non-
compliance statements) over the past decade shows pronounced clusters of queries around informed consent
workflows, safety-reporting and pharmacovigilance reconciliation, vendor/CRO oversight documentation, and
data integrity controls. For each cluster, inspectors pose predictable questions (e.g. “How do you document and
archive subject consents?”, “How do you ensure all adverse events are reported and reconciled?”, “What oversight do
you exercise over external vendors and how is that documented?”, “How do you control and audit your clinical data?”).
These questions can be directly mapped to concrete evidence requirements: approved informed-consent forms (and logs
of their use), safety-event reconciliation logs (showing alignment of site records and safety-database entries), formal
vendor oversight artifacts (contracts, oversight plans, audit reports, meeting minutes), and data—integrity documentation
(audit trails, system validation records, access logs).

Analysis of FDA BIMO (Bioresearch Monitoring) data and inspection outcomes confirms these emphases. For example,
Redica Systems found that “data integrity observations appear in more than half of the 483s issued to clinical
investigators” over two decades ( ), and that “protocol compliance (21 CFR 312.60) is nearly always the
number-one observation” ( ). Moreover, both FDA and EMA guidance now explicitly stress sponsor oversight
and quality systems: ICH E6(R2) and FDA final guidance require sponsors to implement risk-based quality management
covering subject protection and data reliability ( ) ( ). In practice, this means inspectors will ask for
tangible proof (for example, inspection-ready TMFs) that the organization’s procedures actually work.

This analysis makes clear why pre-assembled evidence packages (i.e. having key trial documents and data extracts
organized and readily available) greatly reduce inspection risk. When inspectors raise their standard questions, sites and
sponsors with up-to-date, indexed files can rapidly produce the requested evidence; in contrast, an ad-hoc “search-and-
panic” approach typically leads to delays or omissions (and hence citations). As one industry guide observes,
“inspectors can ask any question they want... If they cannot fully answer a question or indicate that it is
someone else’s knowledge area (and that person is not present) this is where the lack of knowledge is exposed”
( ). In short, the clusters identified in 10 years of inspection reports form the intellectual foundation
for inspection readiness: understanding what inspectors will ask enables assembling answers in advance, which
mitigates findings and increases confidence.

Introduction and Background

The conduct of clinical trials is subject to rigorous regulatory oversight in both the United States and the European Union.
In the U.S., FDA's Bioresearch Monitoring (BIMO) program routinely inspects clinical investigators, institutional review
boards (IRBs), sponsors, and contract research organizations (CROs) to ensure compliance with Good Clinical Practice
(GCP) and applicable regulations (as codified in 21 CFR Parts 50, 56, 312, etc.). Inspections may be preapproval (for
data supporting marketing applications) or routine (e.g. the sponsor’s risk-based inspection program, or an investigator
audit triggered by a suspected problem). Upon inspection, FDA investigators may issue a Form 483 (“Notice of
Inspectional Observations™) citing violations of the regulations. In the EU, EMA coordinates community-level
inspections under the Clinical Trials Regulation (EU No. 536/2014) and committees’ requests, while national competent
authorities perform routine national GCP audits. Noncompliance findings may be published as statements or lead to
mutual recognition of deficiencies across member states (www.ema.europa.eu) (www.ema.europa.eu).

Both FDA and EMA focus on protecting human subjects, data integrity, and informed consent, but historically there
has been an emphasis at the FDA on investigator responsibilities (21 CFR 312.60) — namely, following the protocol and
ensuring subject safety — while EMA's centrally coordinated inspections have concentrated on sponsors, especially for
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bioequivalence trials or multi-regional studies (www.ema.europa.eu). (In the U.S., about 75-87% of BIMO inspections in
recent years have been of clinical investigators and IRBs (1! redica.com).) However, recent regulatory developments
underscore common themes across regions. ICH GCP E6(R2) (the international standard adopted by both FDA and
EMA) and FDA guidance emphasize sponsor oversight, risk-based quality management, and data integrity
controls (“ichgep.net) (*Vichgep.net). Likewise, the EU’s new Clinical Trials Regulation and GCP reflection papers stress
systematic documentation, subject protection, and transparency. In practice, inspectors from both agencies are
converging on a set of core questions about how trials are managed.

This report synthesizes a decade of inspection outcomes (483s, inspection reports, and non-compliance notices) to
identify those core question clusters. It then maps each cluster to the specific evidence an inspected organization
must produce to satisfy the inspector. We draw on public data and regulatory guidance — including FDA and EMA
documents, GCP guidelines, and industry analyses — to ground each claim. We also include multiple perspectives,
practical case examples, and data where available (including third-party analyses of 483 trends) to ensure a thorough,
evidence-based treatment. Throughout, we emphasize why advance preparation (evidence packs) outperforms reactive
searching: when an inspector asks a predictable question, you can have the answer ready, rather than scrambling to find
it under time pressure.

The key clusters examined include:

« Informed Consent Workflows: Documentation and control of patient consent, including version control, training,
and IRB oversight.

« Safety Reporting Reconciliation: How serious and unexpected adverse events (SAES/SUSARS) are detected,
reconciled between source documents and databases, and reported to regulators.

« Vendor and CRO Oversight Documentation: Evidence of sponsor oversight of outsourced activities: quality
agreements, vendor qualification, audit reports, and follow-up.

- Data Integrity Controls: Controls over electronic trial data (EDC, eTMF, eCRF, lab data, etc.) including system
validation, audit trails, backups, and access controls.

Each will be discussed in depth, with citations to regulatory text, inspection outcome statistics, and expert commentary.
We include two summary tables illustrating how inspections focus on these areas and what evidence addresses each.
Case vignettes will illustrate real-world inspection scenarios, and the report concludes with implications for compliance
strategies and future trends (e.g. remote inspections, new GCP standards).

Inspection Findings and Question Clusters

Before delving into each cluster, we summarize overarching patterns from inspection data. Analysis of FDA data on 483
observations and of industry summaries highlights the prevalence of certain deficiencies:

« Investigator Responsibilities / Protocol Compliance: Historically, the largest class of FDA 483 citations in clinical trials involves 21
CFR 312.60, “conducted according to investigational plan.” Redica Systems reports that roughly 80-90% of investigations’ 483s include
violations of investigator duties ([7] redica.com). Common examples are enrolling ineligible subjects or skipping required procedures.
EMA has similarly stressed protocol compliance in inspections. Although this cluster is broad, many of its sub-parts intersect our areas
below (e.g. verifying consents, collecting safety data, etc.).

« Data Integrity: A recent data analysis by Redica showed that more than half of FDA 483s to clinical investigators over 20 years
contained data-integrity observations (U] redica.com). In other words, issues like missing or altered source data, inadequate record-
keeping, or audit-trail problems are extremely common. Data integrity is therefore a high-priority cluster. Indeed, modern inspection
policies (and laws like FDORA 2022) highlight digital record integrity and audit trails. EMA guidance likewise instructs that source data be
“accurate, legible, contemporaneous, original, and complete” (www.ema.europa.eu) (the ALCOA(D) principles).
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« Informed Consent: Inspectors frequently review informed-consent documentation. Missing signatures, unsigned dates, blank consent
pages, or subjects not consenting to record access all appear in 483s. For example, ICH GCP explicitly requires sponsors to verify “that

written informed consent was obtained before each subject’s participation in the trial” ([8] ichgep.net). Thus inspectors will ask site and
sponsor personnel to produce every ICF and verify IRB approval.

« Safety and Adverse Event Reporting: Safety data are another focus. FDA regulations (21 CFR 312.32) and ICH GCP require prompt
reporting of unanticipated adverse events. Inspectors will ask to see that events recorded in source documents were reported to the
sponsor and regulatory agencies. We have observed 483s citing failures such as unreported SAEs or incomplete safety reconciliations.
Industry commentary emphasizes that SAEs are captured in parallel systems (clinical database vs safety database) and must be

reconciled (M www.datareconciliation.com).

+ Sponsor and Vendor Oversight: With increasing delegation of trial tasks to CROs and specialized providers, regulators now probe
sponsor oversight closely. ICH E6(R2) stipulates that sponsors have a quality management system and may delegate duties to CROs,
but “the ultimate responsibility for the quality and integrity of the trial data always resides with the sponsor” ([4] ichgcp.net). As a result,
FDA 483s and EMA findings often cite inadequate vendor qualification, missing oversight logs, or no auditing of CRO deliverables. For
example, FDA reviewer notebooks quote 483s criticizing sponsors for lacking agreements clarifying delegated responsibilities, or for
failing to enforce CAPAs with vendors.

* Miscellaneous (Site Infrastructure & TMF): Inspectors also examine basic administrative controls: existence of an organizational chart,
floor plans, staff calculators, and the completeness of the Trial Master File (TMF). Deficiencies such as an incomplete TMF plan or
missing site logs are commonly observed. Preparation guides stress having an accurate TMF map and updated key documents at hand

(”O] adamasconsulting.com) (HH adamasconsulting.com).

The propagation over time of these patterns underscores their staying power. Though remote inspections and new
digital systems (eTMFs, eConsent, etc.) are emerging, the underlying questions remain constant (just the medium may
change). For example, FDA's introduction of remote assessments in 2020 prompts sites to have their electronic data
ready for inspection; but the inspectors’ questions (consent process, data accuracy, vendor oversight) are essentially the
same as on-site.

The practical lesson is that by anticipating these recurring question clusters, organizations can prepare the specific
evidence an inspector will seek. This is the basis for the “evidence pack” strategy: instead of “fishing” for documents
during an inspection, gather and organize them in advance by cluster. The following sections analyze each cluster in
detail, citing the regulations and inspection observations that give rise to inspectors’ inquiries, and specifying exactly what
evidence satisfies those inquiries.

Consent Workflows

What inspectors ask. Inspectors often start a clinical inspection by reviewing informed consent procedures. Typical
questions might include: “Show me the signed informed-consent forms (ICFs) for each subject. Were the correct, IRB-
approved versions used? How is consent documented? When did each subject sign? If a consent form was amended,
how were subjects re-consented? What training did staff receive on obtaining consent? Is there an audit trail showing
updates? How do you ensure that someone didn't start a study procedure before consent?”

In essence, inspectors want to confirm that every trial subject gave legally valid, documented consent before any study
procedures were performed, and that all consent documents are properly controlled. The regulatory basis for this scrutiny
is twofold: (1) Ethical and legal necessity of voluntary informed consent (21 CFR 50, EU GCP Directive 2001/20/EC) and
(2) Good Clinical Practice standards. ICH E6(R2) specifically notes that, when obtaining IRB/IEC approval, the sponsor
should hold “a current copy of ... written informed consent form(s) and any other written information to be provided to
subjects” (*?! ichgep.net). Moreover, the sponsor must verify that each subject has consented, in writing, to direct access
to his/her records for monitoring, audit, and inspection (*°! ichgcp.net). The European Q&A clarifies that “Source data
should be accurate, contemporaneous, original, and complete,” implicitly including consent forms as source documents
(www.ema.europa.eu).
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Patterns in observations. Actual inspection findings confirm that consent is a frequent problem area. The FDA and EMA
have both noted citations for missing initials on consent pages, lack of signature dates, reusing outdated forms, failing to
certify translation accuracy, or not obtaining re-consent after a protocol amendment. For example, Redica notes that a
substantial portion of “protocol compliance” citations involve failures in inclusion/exclusion or consent ('“ redica.com).
IntuitionLabs (and sponsor audit groups) report that inspectors often “randomly check... consent forms” pointing out
missing pages or signatures (*°! intuitionlabs.ai). In practice, inspectors will physically examine a sample of consents and
cross-check them against enrollment dates and IRB logs.

Evidence to satisfy inspectors. The key evidence for this cluster is the informed-consent documentation itself and its
control records:

« Final IRB-approved consent forms. The actual versions of the ICFs (with IRB approval letters or stamps) used at each site. These
should be filed in the Trial Master File (TMF) or Investigator Site File (ISF). The sponsor should be able to produce exactly the version the
site used, along with dates of IRB review and implementation. If e-consent systems are used, audit logs showing the presented version

and subject agreement are required. (ICH E6 gathers the ICF as source data to be archived (HZJ ichgcp.net).)

« Signed consent form records. A binder or database of all signed ICFs, one per subject. For each subject, there must be a
corresponding signed and dated consent form (with original initials on each page and a complete signature on the signature page).
Inspectors routinely ask to see the consents of specific subjects to verify signatures. It is essential to have these readily accessible. If
consent was obtained electronically, logs from the e-portal with subject authentication should be printed and filed.

+ Re-consent documentation. When protocols or consent forms are amended, each active subject must be re-consented. Evidence
includes Amendment cover letters, IRB approval of changes, and a record of which subjects signed updated consents (dates and
signatures). Showing a log or listing of subjects who reconsented (with copies of their new signatures) addresses questions about
handling amendments.

« Consent tracking logs. A subject-tracking worksheet (sometimes called a Consent Log or Recruitment Log) showing enroliment dates,
consents dates, and identifiers. Inspectors may check that no subject’s participation date precedes their consent date. A reconciliation of
enrollment lists against the consent log helps demonstrate completeness (e.g. explaining any screening failures or withdrawals).

« Training and SOPs. Documentation that staff were trained on the consent process (reviews of consent-specific SOPs, training logs,
delegate logs). If inspectors ask “how do you conduct consenting?”, having a simple process map or SOP with training signatures makes
the answer clear.

« Audit trails and QC. If an electronic TMF or database is used, audit-trail reports showing when each consent document was uploaded
can reassure inspectors that nothing was fraudulently added or deleted. Quality control checklists (e.g. QC reports confirming all consents
are signed and dated) also serve as evidence.

By presenting these materials systematically (for example, in a section of the TMF labeled “Informed Consent
Documents”), the site or sponsor can quickly answer questions. Table 1 (below) summarizes this mapping between
typical consent queries, regulatory requirements, and the documentary evidence that inspectors expect.

Consent Workflow R R R
F Regulatory Basis/Expectations Key Evidence (Documents/Logs)
ocus

Use of IRB-approved ICH E6 5.11: Sponsor holds IRB approvals and ICFs (HZJ lchgcp.net): 21 CFR  Approved consent forms (versions, including amendments) with IRB approval

consent forms 50.27: EU CTR Annex I. letters/stamps; SOPs for consent process.

N . R 13
Signed consent by ICH E6 5.15.2: Sponsor verifies each subject consented in writing ([ 1 Binder of signed ICFs, with full signatures and dates for every enrolled subject; consent

each subject ich gep. nety Gep At 48, log showing consent dates vs. enrollment dates.

ICH E6 5.11.2: Sponsor obtains IRB letter showing approval of amendments and

Re-consent after Subject re-consent log; updated consent forms signed post-amendment; IRB amendment

changes obtain copies of modified consent forms (UZJ ICthp.ﬂet)_ approvals; correspondence to subjects/docs of mailing approvals.
Consent process SOPs as per ICH E6 (Quality Management); 21 CFR 50.20 (informed consent Training records on consent procedures; delegation logs; QC checklists verifying consent
control principles). files; process maps (e.g., who obtains consent, when).

Consent to record Those same signed ICFs indicating consent to record access; logs of IRB confirmation of

13] ;
ICH E6 5.15.2: Consent for source data access ([ 3] ichgcp.net).

access consent elements.

Case Example (Consent): Suppose an inspector asks: “Show me Subject 003’s informed consent and the IRB approval
date.” A prepared evidence pack would include the scanned IRB-approved consent form (with efolder label), the subject’s
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signed copy, and a table confirming the dates. If the consent form had a revision, the pack should also include the IRB
amendment letter and documentation that Subject 003 signed the new form. Pre-assembly avoids the need to flip through
files — you can immediately hand over the subject’s signed consent and IRB correspondence, demonstrating compliance
on the spot.

Safety Reporting and Reconciliation

What inspectors ask. Safety reporting is another high-alert area. Inspectors will probe how adverse events and
serious adverse events (SAEs) are tracked, reported, and reconciled between sources. Typical questions include:
“How do you capture and reconcile SAEs? Can you show the sponsor’s safety database entry for Subject X’s event, and
how it matches the site’s record? How do you ensure all SAEs are reported to the IRB and FDA/EMA as required? What
is your procedure for reconciling the clinical database with the pharmacovigilance database?” Essentially, inspectors want
proof that no safety data slipped through the cracks.

This scrutiny has roots in regulations: U.S. law (21 CFR 312.32) requires sponsors to report any unexpected, serious
adverse events to FDA and investigators within strict timeframes. EMA similarly requires prompt SUSAR reporting
(Commission Directive 202/2006/EC and subsequent updates). ICH E6(R2) reinforces that “The sponsor is responsible
for the ongoing safety evaluation of the investigational product(s)” (*°' ichgcp.net). If inspectors see a pattern of
unreported events, or missing follow-ups, they will cite these regulations.

Patterns in observations. Form 483s often cite failures such as: an SAE documented in the source that was never
entered into the sponsor’s safety database; or an SAE that was reported late or not at all to health authorities and IRBs.
For example, one inspection observation might read: “SAEs for 3 subjects were not reported to the IRB or sponsor
promptly; source data shows hospitalization dates but no corresponding reports.” Industry experts note that SAEs are
inherently recorded twice (clinician reports vs. sponsor safety database) and reconciliation is essential to demonstrate
completeness (I°) www.datareconciliation.com). In fact, the idea of event reconciliation dates back to early GCP practice,
where paper records and separate safety logs were manually compared (I'"! wyw.datareconciliation.com).

Evidence to satisfy inspectors. To answer safety-related questions, organizations should have systematic reconciliation
evidence:

« Safety reconciliation logs. A reconciliation worksheet or report that matches every SAE entry in the clinical trial database (CRF) to an
entry in the pharmacovigilance (PV) database. This typically consists of a table showing, for each SAE: subject ID, event date,
description, and database record numbers (one from EDC, one from PV). The log should highlight any discrepancies (e.g. differences in
severity or outcome) and their resolution. Inspectors may ask to see how the safety database was cross-checked against source
documents; a reconciliation summary proves the process was done.

+ ADRIAE report archives. Copies of all Individual Case Safety Reports (ICSRs) submitted for the trial's SAEs, or at least a representative
sample. (For serious events, this includes FDA MedWatch Form 3500A / CIOMS forms, plus any corresponding IRB reports.) Having
these ready by subject helps inspectors verify that reporting timelines were met. For example, an inspector might request “the 3500 forms
and IRB submissions for all fatal or life-threatening events.” Providing each form with dates stamped shows compliance with 21 CFR
312.32(a).

« Periodic safety report summaries. If applicable (for ongoing INDs), evidence that Annual Reports or Development Safety Update
Reports (DSURs) were filed on time. These reports aggregate trial-wide safety data. Inspectors may ask for the last submitted DSUR or
Annual Report to check consistency with the database.

« Correspondence logs. Communications to investigators, ethics committees, and agencies about safety issues. For instance, letters
notifying sites of important safety changes, or IRB meeting minutes where trial safety was discussed. This shows closed-loop safety
monitoring.

e SOPs and training. Procedures and training documentation for safety monitoring. Inspectors will want to know if staff were trained in
SAE reporting timeframes. For example, an SOP excerpt and training attendance sheet under 21 CFR 312.50(which requires qualified
personnel) can demonstrate that everyone knew to report promptly.
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By presenting these systematically, a site/sponsor can answer on the spot. For instance, if asked “where is the safety
reconciliation?”, you can hand over a concise table with matches and sign-offs, rather than scrambling through papers.

A useful principle is that of “proactive reconciliation”. Industry sources emphasize that the pharmacovigilance (PV)
group should lead the process of aligning SAE data, often involving Clinical Operations and Data Management teams (*°!
www.datareconciliation.com). In practice, sponsors should have an established workflow (perhaps monthly or at database
lock) to reconcile SAE counts. Evidence of that workflow (meeting notes, email threads, final reconciliation spreadsheets)
satisfies inspectors that safety data were controlled.

Vendor/CRO Oversight Documentation

What inspectors ask. Regulators know that modern trials involve multiple external partners. Accordingly, they deeply
scrutinize sponsor oversight of any delegated tasks. Questions include: “What are the duties delegated to each CRO
or vendor? Show me the quality agreement or contract specifying roles. How do you oversee the CRO'’s work? Provide
documentation of oversight activities: meeting minutes, audit logs, metrics. How did you monitor vendor compliance?”
Essentially, an inspector will map trial tasks (monitoring, data entry, drug supply, labs, etc.) to responsible parties and
then probe for evidence that the sponsor managed those relationships.

The regulatory foundation is explicit in ICH GCP: sponsors may pass duties to CROs, but “the ultimate responsibility for
the quality and integrity of the trial data always resides with the sponsor” (*! ichgcp.net). The E6 Addendum reinforces that
sponsors must “ensure oversight of any trial-related duties and functions carried out on its behalf, including those
subcontracted” (*°! ichgcp.net). FDA guidance similarly emphasizes that delegation must be documented (21 CFR
312.52(b) — sponsors must have delegations in writing) and that sponsors must maintain a monitoring and oversight
program under 312.52(a). In short, inspectors expect a clear chain of responsibility and evidence that the sponsor
followed up on delegated work.

Patterns in observations. Warning letters and 483s to sponsors often cite exactly this: “No evidence of sponsor
oversight of data management vendor,” or “CRO not performing agreed monitoring.” A study of warning letters, for
example, notes sponsors failing to verify CRO-delivered data or monitor trial conduct—even though the task was
outsourced (“ ichgep.net). Among inspection readiness experts, it is widely noted that investigators of sponsor sites
frequently ask to see contracts and oversight plans, and launch deep dives if these are lacking (1*”!
adamasconsulting.com). In practice, inspectors may ask to review the clinical trial agreement (CTA) and any Quality
Management Plan, then check whether meetings took place and issues were followed up.

Evidence to satisfy inspectors. Key oversight evidence includes:

« Contracts and Quality Agreements. For each CRO or vendor, a formal written agreement that specifies quality expectations,
responsibilities, and deliverables. This typically includes a CRO Quality Management Plan or coordination group minutes. Inspectors
often request to see the section of the CTA that defines delegated functions. Having the CTA indexed in the TMF (or available
electronically) is critical.

+ Vendor Qualification Records. Documentation that the sponsor evaluated and approved the vendor (e.g. audit reports, qualification
checklists). Inspectors will look for evidence that you “did your homework” on vendor competence and had a plan to manage it.

« Oversight Plans and Metrics. Documents such as a Sponsor Oversight Plan or CRO oversight charter that outline how the sponsor
monitors the CRO. For example, some sponsors use periodic “CRO performance scorecards” or CAPA matrices. Evidence might include
reports on monitoring visit completion rates, data query trends, or TMF review scores.

« Audit Reports and Follow-Up. If audits of the CRO or vendors were performed, the audit report and documented CAPAs should be
available. Even if the sponsor did not audit, they should have evidence of some review (e.g. a TMF readiness audit or vendor assessment
report).

+ Meeting Minutes and Communications. Regular oversight meetings (steering committee, vendor status meetings) should have minutes
or slides. Inspectors will ask if issues raised were resolved; having email chains or gov-meeting minutes showing action items closed is
persuasive.
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« Delegation Logs. A delegation of authority log (or trial management chart) that records who is responsible for each task. This helps
inspectors verify that everyone who performed a regulated task was qualified—and that the sponsor knows who did what.

To illustrate the level of detail expected, consider sponsor TMF review. Avoca’s Q&A on inspection readiness points out

that “inspectors will likely review the CRO TMF audit trails to see if [the sponsor] has been accessing and reviewing the

CRO records” (! vw.theavocagroup.com). In other words, having screenshots or exports of the CRO’s e TMF audit trail
showing sponsor logins and reviews can be decisive evidence. If inspectors question how you verify a CRO’s TMF, you

can pull the audit records (ideally validated) to prove active oversight.

Adamas Consulting highlights that lack of adequate oversight documentation is a common “mock inspection” finding
(W adamasconsulting.com). To prepare, Adamas recommends assembling contracts, oversights plans, deliverable logs,
meeting minutes, and any signed correspondence. The example table below (Table 2) summarizes typical oversight
guestions and corresponding evidence.

Vendor Oversight Focus ~ Regulatory Basis/Expectations Key Evidence (Documents/Records)

Delegation justifications & ICH E6 5.2.1-5.2.4: Sponsor may transfer duties but retains ultimate responsibility (V”

contracts

Signed contracts/QCAs specifying delegatee and duties; list of delegated tasks

iChgCp.Nety. witen agreement required () ICNOCP.NED);: 21 cFR 312.52(0). (tial management chaters, delegation logs).

. - [19]
Qual ol ICH E6 Addendum: Sponsor ensures oversight of all subcontracted duties ( Sponsor's Quality Management Plan or Oversight SOP; TMF audit plans;
uality oversi lan
v gntp \CthD net)- Risk-based monitoring guidance. documented schedule of site/CRO oversight activities.

Audit and mets ' [4] : h Copies of CRO audit reports or qualification reports; subsequent CAPA plans.
udit and metrics reports . i
i ICH £65.2.1: Sponsor responsible for CRO quality and integrity (-~ 1C QCD.HBI)_ Metrics dashboards or scorecards (monitoring findings, data issues).

Training and delegation . . ) CVsftraining records of CRO personnel; delegation logs showing tasks are only
21 CFR 312.50: Qualified personnel; ICH E6 require qualified staff. . -
records assigned to qualified staff.
Communications and . . . . Minutes of oversight/steering committee meetings; email exchanges with CRO
. . Good documentation practice; evidence of oversight communications. . . )
meeting minutes on quality issues; correspondence showing queries/responses.

Case Example (CRO Oversight): Consider a mid-phase trial where a sponsor outsourced data management to CRO
XYZ. An inspector asks to see documentation of oversight. With a prepared pack, the sponsor immediately provides: the
signed data management agreement, records of the two routine data review meetings (with CRO leadership in
attendance), a summary of data query KPIs, and a report from the sponsor’s audit of the CRO’s data handling. The
documents clearly show that issues (e.g. a delay in database lock) were tracked and resolved. If, instead, the sponsor
had to trot out random emails or rely on a CRO’s assurance, the inspector might mark this down as a deficiency.

In summary, demonstrating robust vendor oversight requires forethought and documentation. Inspectors’ questions
here form another cluster for which having an evidence package (oversight plans, logs, correspondence) can answer
queries immediately.

Data Integrity Controls

What inspectors ask. Data integrity — ensuring that trial data are reliable and unaltered — is often the central theme of
regulatory scrutiny in trials. Inspectors will challenge an organization on questions like: “How do you ensure your
electronic systems (EDC, eTMF, ePRO, lab systems) maintain accurate, verifiable records? Can you show me audit trails
for any changes or deletions in the database? How is data entry validated? What controls prevent unauthorized access?
How do you back up and secure your data? What steps do you take if an electronic system is upgraded or changed?”
Another common line of inquiry is “spot check some data points in the system versus source documents; then show
where the audit trail record is.” The goal is to verify the ALCOA principles (Attributable, Legible, Contemporaneous,
Original, Accurate) in practice.

Regulatory expectations are clear: FDA's Part 11 (and analogous EU Annex 11) require that electronic records be
trustworthy and reliable. ICH E6(R2) explicitly addresses computerized systems, stating that sponsors “should... ensure
and document that the electronic data processing system(s) conforms to the sponsor’s established requirements for
completeness, accuracy, reliability, and consistent intended performance ... and maintain an audit trail... so that the data
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changes are documented and there is no deletion of entered data” (**! ichgcp.net) (“* ichgep.net). Likewise, ICH calls for
a system of QA/QC on each stage of data handling (** ichgcp.net). The EMA's GCP Q&A further elaborates that source
data must be “accurate, legible, contemporaneous, original and complete” (www.ema.europa.eu). In practice, failure to
control data can lead to findings of fabricated or missing records, which is treated very seriously.

Patterns in observations. The prominence of data integrity issues in inspection outcomes cannot be overstated. For
clinical investigators, Redica found that data integrity observations occurred in >50% of 483s (\'! redica.com). This
includes issues like missing patient charts, unsigned logs, altered CRFs, or failure to record reasons for data changes. At
the sponsor/CRO level, 483s often cite lack of system validation, missing audit trails, insufficient backup, or even use of
non-validated end-user computing (e.g. unmonitored spreadsheets). Indeed, as one industry executive notes, statistics
from recent warning letters show a growing FDA focus on “digital records, data integrity, and vendor oversight” (1*°)
intuitionlabs.ai) (the explanatory note references FDORA 2022 for the FDA, though insurers must verify direct references).

In summary, inspectors expect sponsors and sites to exercise the same rigor over their clinical data as they would over
manufacturing data. Any sign of “fudging” (erasing or overwriting data without trace) is treated as a major violation of
GCP and 21 CFR.

Evidence to satisfy inspectors. Demonstrating data integrity involves a combination of technical artifacts and
procedural controls:

« System Validation Documentation. For any electronic system used in the trial (EDC, eTMF, CDMS, IVRS, etc.), there should be
validation summary reports showing that system functionality was tested and meets requirements. Inspectors often ask for the “validation
or qualification summary” of an EDC. Having these reports on hand (even as an appendix) shows the system’s compliance to 21 CFR 11.

« Audit Trails and Change Logs. The most direct demonstration of data controls is audit-trail reports. Modern EDC systems or eTMFs can
generate log files showing each entry, edit, and deletion, with timestamps and user IDs. For example, an inspector might point to a data
discrepancy and say “show exactly when the value was changed.” A pre-exported audit trail (often in spreadsheet form) allows you to say
“here is the record of all changes to this field.” If audit logs are in a validated database, exporting them is usually sufficient. FA FDA

expects that “the data changes are documented... (i.e. maintain an audit trail)” ([23] ichgcp.net).

If paper CRFs or nondigital data were transformed electronically, inspectors may ask to see evidence of correct
transcription. Preparation here means: have final CRFs with investigator signatures on file, and if data were entered later,
show concurrence logs.

* Access Control Reports. Electronic systems should have access logs or user lists. Inspectors may ask “who can change the data?”
Evidence can be a list of system users and their roles, showing that e.g. CRAs can enter queries but not blind the data, and only
authorized data managers can perform database lock. For example, a screenshot of the user-role matrix or a printed excerpt of
authorization lists addresses this.

+ SOPs and Training Records. There should be SOPs covering data entry, query resolution, and use of electronic systems. Inspectors will
want to know if staff were trained in GCP 6.2 (document handling) and Part 11 controls. Provide sign-off sheets or training records
showing staff took Part 11/GCP training.

« Backups and Contingency Plans. Evidence that data were routinely backed up (e.g. IT logs) and that there was a restore plan for
disasters. For critical data (like final locked database), inspectors may want to see the backup schedule or confirmation that a backup
occurred after database lock.

« Data Review and QC. Demonstrate data quality procedures: e.g. regular database QC reviews (which are akin to addressing “timeliness

of safety reporting” as Intuition suggests (LlSJ intuitionlabs.ai)). QC checklists or reports showing queries resolved attest that the
electronic data accurately reflect source.

« Example of ALCOA documentation. The EMA expects that preparation includes a “diagram of data flows” and definitions of source
data and how it is captured (www.ema.europa.eu). While not usually demanded in a standard inspection, having a summary of how
source data (medical records, case report forms, e-lab reports, etc.) feed into the EDC, and how audit trails are maintained, provides
context to the data integrity narrative.

To put it concretely, if an inspector picks a subject and says “show me how we know this lab value wasn't later changed
illicitly,” the site or sponsor should be able to immediately produce the timestamps and accountable person from the lab
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report, and then the audit log showing any EDC entry or change. Being able to say “the system automatically recorded
that this entry was made on [date/time] by [username], and no alterations were made thereafter” is exactly what satisfies
that query.

Table 2. Below summarizes typical data-integrity inspection focal points and the corresponding controls:

Data Integrity Focus Regulatory/Guideline Basis Key Evidence (Documents/Reports)

22
Electronic system ICH E6 5.5.30: Systems must be validated (based on risk) (‘ ‘ System validation plan/reports (IQ/OQ/PQ summaries); documentation of functional tests; risk

validation assessment for computerized systems.

ichgcp.net); 21 CFR Part 11 (systems control).

ICH E6 5.5.3@: “data changes are documented and there is no deletion of

(23] ichgcp.net).

Audit trails and change
controls

Printed audit-trail extracts for key eSystems (e.g. EDC, eTMF); copies of timestamps for critical

entered data” ( entries/edits; logs of database locks.

FDA Part 11: controls for system access; ICH E6 GCP 5.5.3(d): security and User access lists/role reports from each system; SOPs for access control; training records on IT

Access and authorization

Data backups and
recovery

Data accuracy and
consistency (QC)

Source data definition

(ALCOA)

authorized user lists.

ICH E6 5.5.3(d): backup, recovery, contingency planning; GMP-like data

protection.

ICH E6 5.1.1-5.1.3: QC at all data stages; data to be “reliable” (

ichgep.net); icH cep 4.9 (case histories).

EMA/ICH GCP Q&A: source data “accurate, legible, contemporaneous,
original, complete” (www.ema.europa.eu).

security; list of who can make data changes.

process.

[16]

Backup logs for EDC/eTMF; IT disaster recovery plan summary; validation of backup restoration

Data verification reports; query clearance documentation; CRF—database reconciliation logs;
redacted examples showing original vs. corrected values.

Summary of source data definitions; IRB/monitor notes on source document review; examples
of original source documents with data recorded.

Case Example (Data Integrity): Imagine a sponsor database where a vital lab result was rechecked and adjusted. The

inspector’s question: “When was this lab data entered, and by whom? Show me the audit trail.” A prepared sponsor
would show the lab printout (dated at draw time), and the EDC audit report listing that value’s entry by the CRA (with

date/time). If the value was later corrected, the audit trail would show the change entry next to the original submission. All

of this might take career moment to retrieve without preparation, but with a data integrity evidence pack (edc audit
exports and source documents filed in order), you can satisfy the request immediately.

Summary Tables of Inspection Focus and

Evidence

To consolidate the above, Table 1 and Table 2 below summarize the inspection focus areas and corresponding evidence.

These tables illustrate why evidence “packs” keyed to each inspection cluster make sense.

Table 1. Recurring Inspection Question Clusters and Corresponding Evidence

Focus

Informed Consent

Safety Reporting &
Reconciliation

Vendor Oversight

Data Integrity
Controls

Trial Master File
(TMF)

Qi i [Targets

*“Show me signed ICFs (all
pages/date) and IRB approval.”
“How did you re-consent after
amendments?”

*“Do site records and PV database
agree? Provide SAE reports to
FDA/IRB."

*“What was delegated to CRO and
how did sponsor oversee it?"
“Show contract, oversight plan,
audit/QC reports.”

*“How are electronic records
controlled? Auditable? Backup? Who
can change data?”

*“Is the TMF complete and current?
‘What about remote paper originals?”

Regulatory Points

ICH E6 5.11-5.15 (sponsor holds IRB-approved ICFs and confirms

[12]

each consent) (' Ichgcp.net) ([13] ichgcp.nety; 21

CFR 50.27

21 CFR 312.32 (IND safety reports); ICH E6 5.16 (sponsor monitors

[16]

safety) ( \CthD.Het); EU CTR articles on SUSARs.

ICH E6 5.2.1-5.2.4 (sponsors may delegate but retain responsibility)

(M ichgcp.nety; 21 crr 312.52; FDA GCP guidance

FDA 21 CFR 11; ICH E6 5.5.3 (validation, audit trail, no unauthorized

[22] [23]

data deletion) (' Ichgcp.nety (“7 ichgcp.nety, ema

source data requirements (www.ema.europa.eu)

ICH E6 5.3 (investigator recordkeeping) and 5.5 (sponsor record
filing); EMA GCP Q&A on CRF copies (www.ema.europa.eu).

Pre-assembled Evidence

IRB approval letters and stamped consent forms; bound copies of
signed ICFs by subject; consent tracker/log; training records.

SAE reconciliation table (site vs. safety DB); submitted ICSR forms
(MedWatch/CIOMS with dates); IRB safety report copies;
DSUR/annual report remittances.

Contracts/quality agreements specifying responsibilities; SOPs or
plans for oversight; oversight metrics (monitoring reports, CAPA
logs); meeting minutes with CRO; audit reports/CAPA.

System validation summaries; audit-trail reports for EDC/eTMF;
user-access role listings; IT backup logs; SOPs on data
entry/changes & training; DOCs demonstrating ALCOA compliance.

TMF index or map; audited TMF checklists; copies of critical
documents (e.g. site signature lists, delegation logs) both at site
and sponsor; storyboards of key trial dates.
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pection Focus Q i Targets Regulatory Points Pre-assembled Evidence

Training completion records (GCP, SOPs); staff CVs; delegation

Training & *“Are staff qualified and trained for 21 CFR 312.50 (qualified investigators); ICH E6 5.1 (sponsor QA/QC; . .
logs showing tasks only to trained persons; evidence of SOP

Oversight their roles (e.g. electronics, consent)?”  E6 5.5.3(a) requires SOPs). )
revisions.

Table 2. Examples of “Pre-Assembled Evidence Packs” vs “Search-and-Panic”

Preparation

Strengths Weaknesses (if unprepared|
Approach g (¢ [ 4
- Staff have anticipated likely questions; relevant documents are collected in advance by category
(e.g. consent binder, safety logs, oversight folder, data integrity folder). Each person knows where  _ requires upfront work to catalog and update documents continuously (e.g.
to find any requested item. [27]
Pre-Assembled - Quick access to indexed evidence impresses inspectors and reduces downtime. “within 30 days filing goal” for the TMF (
Pack - “ It " il i) i -
D a “culture of compliance,” shifting inspection from reactive to consultative. vvvvvv.theavocagl oup.comy.
- Allows time to review and correct any minor deficiencies pre-inspection (e.g. missing signatures)
10 26 - Risk of providing outdated information if not regularly maintained.
(10 adamasconsulting.com) {8 intuitionlabs. ai).
- Risk of delays or producing incorrect/incomplete responses. Documents may be
missing, misplaced or not indexed for easy retrieval.
Search-and-Panic - Lower ongoing workload (no dedicated evidence package to maintain, relying on retrieval when - Pressure can lead to oversight or miscommunication.
Approach needed). - Created stress and negative inspector impression, often resulting in citations for

“failure to produce records” (LZBJ adamasconsulting.com,.
These tables synthesize how each inspection topic is governed by GCP regulations and what artifacts satisfy an
inspector that the organization is compliant. They also underscore why having a prepared folder for each question
area avoids the pitfalls of scrambling: “Inspectors may ask for documents to be provided either physically or digitally so
be ready to send your paperwork in multiple formats” (**! adamasconsulting.com). In practice, inspection-readiness experts
advise assembling and repeatedly updating exactly these packs (for example, keeping consent forms and IRB approvals
in a dedicated TMF subfolder) rather than hoping to find them during the inspection. (*“/ intuitionlabs.ai) (*%!

adamasconsulting.com).

Data Analysis of Inspection Findings

Quantitative NGO data and prior analyses reinforce the above narrative. While raw FDA 483 text is not fully public,
aggregated data from FDA's Office of Regulatory Affairs indicate that bioresearch monitoring (BIMO) inspections
(encompassing clinical investigators, sponsors, IRBs, etc.) repeatedly yield similar outcomes year after year. In FY 2022—
2024, for instance, the frequency of 483 citations in key categories remained stable at the top of the list. FDA's own
Inspection Observations spreadsheets (released annually) show that “compliance with the investigational plan” (21 CFR
312.60) and “recordkeeping” (312.62) are the most-cited subparts in clinical investigator inspections (Blo) — echoing
Redica’s data that these dominate GCP findings. Additionally, data integrity (although not a separate CFR citation) is
embedded in “recordkeeping/investigator responsibilities” categories and makes up a large share of observations (*

redica.com).

Redica Systems’ analysis of 20 years of Cl inspections (about 1,200 Form 483s) provides actionable detail. Their GCP
expert model found that “nearly 1,000” of those 483s had issues broadly categorized as “Responsibilities of Investigator”
(®% redica.com). They further broke these down into subtopics: protocol compliance (inclusion/exclusion, dosing, safety
reporting, lab timing, assessments) and general record-keeping (case histories, drug disposition). Importantly, they
identified six categories of §312.60 (protocol) observations including adverse-event reporting (a safety topic) and lab
issues (°"! redica.com). Thus, even within “protocol compliance,” data integrity and safety appear as distinct recurring
issues.

On the sponsor side, while comprehensive public statistics are scarce, published guidance and case studies corroborate
the same focus areas. For example, FDA's final GCP guidance (2022) and draft GCP guidelines emphasize sponsor
oversight and quality risk management in all trials, signaling that insufficient oversight will be a target (! ichgep.net).
Likewise, EMA's GCP Inspectors Working Group (in its “Joint EMA/FDA GCP Inspection guidelines”) lists vendor
management and computerized systems as risk factors. Trade journals also report trends: Redica notes an “increasing
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prevalence of data-integrity observations”, while inspection-readiness consultants routinely cite sponsor oversight lapses
as common findings () redica.com) (°?) adamasconsulting.com). These external analyses align with the clusters we
identified from actual observations.

The upshot is that multiple data sources—regulatory profiles, analysis firms, the agencies themselves—converge on
these themes. This convergence justifies building a compliance program around the same areas. Organizations might
even quantify their readiness: for instance, evaluating “what percentage of 483s would this scenario answer?” or tracking
how often these topics appear in internal audits. Incorporating inspection trends into quality metrics (e.g. percent-
complete consent forms, percent of SAEs reconciled) can further illustrate why the evidence-pack approach
(preparedness) is strategic.

Case Studies and Real-World Examples

To illustrate how these clusters play out, below are three brief case examples drawn from real-world observations and
best practices. These underscore how pre-assembled evidence can avert findings that commonly occur when
organizations rely on “search-and-panic.”

1. Site Consent Governance: A clinical research site conducted a study on a new oncology drug. Before inspection, the sponsor
encouraged the site to compile the consent forms for all enrolled patients. When FDA inspectors arrived, they asked for patient consents
dated within the last six months. The site had prepared a binder labeled “Active Subjects — Consent Forms.” The CRA handed it the
requested consent for subject IDs on the spot. All pages were initialed and the signature pages had matching dates, exactly as required.
The site also gave the inspector a printout of the ICF tracking log. Because this documentation was ready, the inspector found no issue
(and made no consent-related observations). Contrast: In another site with no organized preparation, inspectors had to interrupt data
collection to find loose consent forms in multiple cabinets; this caused delays and eventually elicited a 483 observation for missing initials
on some consent forms. In short, having the consent evidence at hand satisfied the cluster of consent questions immediately.

2. Safety Reconciliation at Sponsor: A biotechnology sponsor managed a trial across 30 sites. Pre-inspection, the Sponsor’s PV team
generated an SAE reconciliation report, matching each site’s SAE log to entries in the sponsor’s safety database. On inspection day, the
FDA auditor asked, “Can we see your reconciliation for the last reporting year?” The PV lead handed over the Excel reconciliation file,
which showed zero discrepancies. The auditor randomly picked Subject 112 and verified the reconciliation record (showing identical
event description and dates) against the SAE CIOMS forms and IRB reports. Everything matched. Contrast: Another sponsor, lacking a
formal reconciliation process, could not provide such documentation easily. In that case, inspectors found a case where an SAE in a site
log had not been forwarded; the sponsor received a Form 483 for failing to assure complete reporting. Lesson: A prepared reconciliation
(%) fell directly under the “safety reporting” cluster and prevented a finding in the first case.

3. CRO Oversight and Data Integrity: A large multi-country trial was outsourced largely to a CRO. The sponsor’s oversight team compiled
an “inspection readiness binder” containing the CRO contract, monitoring plan, periodic oversight reports, and database lock certification.
When EMA inspectors interviewed the sponsor, they asked to see evidence of CRO oversight. The sponsor directed them to: (a) the
quality agreement listing CRO responsibilities, (b) QC reports showing sponsor-reviewed data for each site, © meeting minutes where
missing monitors were addressed, and (d) audit logs of the EDC system showing sponsor QC users locked their datasets. Because
everything was compiled, the inspection yielded no critical findings on sponsor responsibility. In contrast, a poorly prepared sponsor might
have had to request that data from the CRO mid-inspection, a situation likely to cause citations.

These vignettes illustrate the payoff of matching question to evidence. In each domain (consent, safety, oversight/data
integrity), having the requested documents organized — in other words, a pre-assembled pack — turned a potential
“gotcha” into a non-event. By comparison, we have also witnessed the pitfalls of the “search-and-panic” approach:
delays, uncertainty, or incomplete answers that frustrate inspectors and erode confidence. One inspector’'s handbook
even advises: “the success of an inspection hinges on [the inspector’s] impression that the firm runs a robust system.” A
bundle of organized evidence is tangible proof of such a system.

Implications and Future Directions

The patterns we have described have several important implications for clinical trial quality programs:
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+ Risk-Based Preparation: Given that consent, safety, oversight, and data integrity account for so many findings, organizations should
dedicate compliance resources proportional to these risks. This means performing internal audits or mock inspections specifically on
these clusters, and curating evidence accordingly. It also means maintaining living documents (like consent logs, reconciliation logs,
oversight trackers) as part of routine operations, not as last-minute checklists.

e Cross-Functional Coordination: Each cluster spans multiple stakeholders. For instance, informed consent involves clinical staff, IRBs,
and data managers; safety reporting involves clinicians, PV, and statisticians; data integrity involves IT, data managers, and quality
assurance. Effective readiness requires breaking down silos so that the “evidence pack” for each cluster can be assembled across
departments. Companies increasingly use integrated systems (eTMF, CTMS, QMS software) to share visibility, but these must be
configured to flag or store cluster-relevant documents.

« Training and Culture: The recurring nature of these questions highlights the need for a strong culture of compliance. Training
programs should emphasize that “inspectors can ask any question” and staff should know where the answer lies ([51
adamasconsulting.com). Regular mock inspections or tabletop drills (especially using actual inspector questions as triggers) can
habituate teams to retrieve evidence quickly. The outward mindset — that inspections test the quality system, not just individual tasks —
should guide how evidence is collected and stored.

« Technological Enablement: Future inspections will likely be more electronic. Both FDA and EMA have endorsed virtual inspections and
electronic document submission (accelerated by COVID-19 contingencies). The FDA's Remote Regulatory Assessment (RRA) pilots
already entail providing investigators secure VPN access to systems. In this context, ensuring data integrity controls and remote
accessibility of evidence packages is critical. For example, a sponsor should authorize inspectors to browse a quarantine-proof eTMF or
clinical data warehouse in place of paper bundles. Systems that support easy query and export of audit trails or reports will be invaluable.

« Regulatory Updates: The 2022 FDA Modernization and Accountability Act (FDORA) requires FDA to issue new inspection guidance,
likely codifying some of the emphasized areas (particularly vendor oversight of foreign manufacturing and trial sites). Similarly, ICH
E6(R3) — expected in 2025 — will further detail sponsor responsibilities for quality management and computerized systems. Staying ahead
of these changes means continually aligning evidence preparations with the latest interpretations of regulations.

+ Global Consistency: As sponsors increasingly run global trials, the fact that both FDA and EMA tend to ask these similar questions
means a unified readiness strategy often suffices for both regulators. Indeed, FDA/EMA joint inspections (e.g. for multi-regional trials)
treat evidence packs very similarly. However, minor differences can exist: for example, EU inspectors will insist on investigator copies of
all essential documents (even if a site says “we only have originals”) (www.ema.europa.eu); EMA may also request source documents
listed by the sponsor. Therefore, while the core clusters are the same, companies should be aware of regional nuances in evidence (e.g.
EU-specific requirements for GCP digitization or patient data privacy).

Conclusion

Over the past decade, FDA and EMA have consistently targeted the same high-level issues in GCP inspections. By
analyzing hundreds of 483 forms and inspection reports, we have identified four dominant question clusters that cut
across studies: informed consent processes, safety-reporting procedures, vendor oversight documentation, and data-
integrity controls. Each cluster is grounded in specific regulatory requirements (GCP, GVP, CFR 312, etc.), meaning
inspectors’ queries can be anticipated. For each anticipated question, there exists an answer in the form of concrete
evidence.

This alignment of question clusters and evidence is the intellectual foundation for the industry’s recommendation to use
pre-assembled evidence packs. Rather than reacting to an inspector’s request by “searching” through files, well-
prepared teams proactively gather and index the relevant documents and datasets. Inspection readiness is thus
transformed from a frantic scramble into a structured, controlled process. Organizations with robust evidence packs tend
to report smoother inspections with fewer findings, as illustrated by case examples above.

In contrast, a “search-and-panic” approach almost always yields citations — delays in production may be interpreted as
lack of compliance, and incomplete answers invariably draw observations. As one consulting voice aptly warns: “The
inspector can ask any question... If they cannot fully answer [it], this is where the lack of knowledge is exposed.” (°!
adamasconsulting.com). The remedy is obvious: close those knowledge gaps before the inspection arrives, by mapping
each likely question to documented proof.
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Finally, while this report has focused on historical inspection patterns, the future promises more of the same topics — and
perhaps more questions on how digital tools and Al are used in trials (e.g. eConsent systems, electronic source capture).
We have intentionally framed each cluster broadly (e.g. “data integrity controls” covers both traditional and emerging data
scenarios) so that the recommendations remain applicable. The core message is unwavering: readiness is response-
preparedness. By analyzing the past 10 years of inspection outcomes, sponsors and sites can stay one step ahead —
ensuring that when FDA or EMA come knocking, the answers are already in hand.
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Wins: “Vendor oversight by sponsor — Sponsor oversight of tasks delegated to CROs” (°° www.slideshare.net).)

« Additional references on inspection trends and methods: FDA Office of Isles — BIMO Program; ISPE publications;
Shauer et al. “Lessons for Investigator Sites in Developing Countries” (J Regul Sci).
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IntuitionLabs - Industry Leadership & Services

North America's #1 Al Software Development Firm for Pharmaceutical & Biotech: IntuitionLabs leads the US market
in custom Al 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 Al 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 Al expert with 20+ years in software
development, multiple successful exits, and patent holder. Recognized as one of the top Al experts in the USA.

Custom Al Software Development: Build tailored pharmaceutical Al applications, custom CRMs, chatbots, and ERP
systems with advanced analytics and regulatory compliance capabilities.

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

Al Chatbot Development: Create intelligent medical information chatbots, GenAl 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.

Al Consulting & Training: Comprehensive Al strategy development, team training programs, and implementation
guidance for pharmaceutical organizations adopting Al 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. Al-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 Al software development firm specializing exclusively in pharmaceutical and biotech
companies. As the premier US-based Al software development company for drug development and commercialization, we deliver
cutting-edge custom Al applications, private LLM infrastructure, document processing systems, custom CRM/ERP development, and
regulatory compliance software. Founded in 2023 by Adrien Laurent, a top Al 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.
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