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Executive Inspection Landscape

Data integrity vulnerabilities in computerized systems remain the foremost trigger for FDA Form 483 observations, Untitled Letters, and
Warning Letters across pharmaceutical, biotherapeutic, and medical gas manufacturing operations. FDA investigators from CDER and ORA
now routinely deploy technical forensic specialists to audit backend databases, Windows event logs, audit trail tables, and multi-tenant cloud
ecosystems. This intelligence report details the 10 most common digital compliance citations identified across recent FDA enforcement
actions and provides engineering-level prevention blueprints under 21 CFR Part 11 and EU Annex 11.

Top 10 Citations & Engineering Prevention Blueprints

#
1

Citation Category & Regulation

Shared System Credentials
21 CFR § 11.200(a)

Disabled / Unreviewed Audit Trails

21 CFR § 211.68(b)

Unrestricted Database & OS
Access
21 CFR § 211.180(d)

Testing into Compliance /
Unofficial Testing
21 CFR § 211.165(e)

Unverified Backup & Recovery
21 CFR § 211.68(b)

Inadequate Cloud / SaaS
Qualification
21 CFR § 11.10(a)

Missing Electronic Signature
Controls
21 CFR §11.50/811.70

Uncontrolled Spreadsheets &
Calculators
21 CFR § 211.68

Typical FDA Inspection Finding

Operators and lab analysts utilizing generic
'‘Admin’ or shared Windows accounts to
process batch records or testing data.

System audit trails disabled to preserve
storage; or audit trails active but lacking
routine QA review prior to batch release.

Lab technicians possessing direct
administrative read/write privileges to
SQL/Oracle tables or local flat-file storage
folders.

Sample runs designated as 'trial' or
'pre-test’ injections in CDS software without
documented investigation or justification.

Automated backups configured but never
subjected to formal simulated bare-metal
restore drills or hash checksum verification.

Relying entirely on cloud SaaS vendor
documentation without executing a
tenant-specific URS, 1Q/OQ, or vendor
quality agreement.

Electronic signatures lacking clear
manifestation (printed name, date/time,
meaning) or detachment risk from signed
records.

Complex release calculations performed on
password-unprotected Excel spreadsheets
with unvalidated formulas.

DSC Engineering Prevention Blueprint

Enforce SSO/MFA integration, unique
role-based access control (RBAC), and
automatic credential expiration. Disable shared
accounts.

Lock audit trail toggles in software config;
implement automated exception-based
reporting flagging modifications/deletions for
QA sign-off.

Complete segregation of duties (IT administers
databases; business units only access
validated application Ul). Enforce database
encryption.

Enforce system-level sequence audit logging;
establish automated SOP triggers blocking trial
run creation without formal QA deviation
records.

Execute scheduled annual disaster recovery
(DR) restoration protocols with bit-level
validation and automated hash integrity
verification.

Establish CSA vendor assessment dossiers,
execute targeted configuration testing (IQ/0Q),
and formalize cloud vendor Quality
Agreements.

Validate cryptographic signature binding
(SHA-256) ensuring signatures cannot be
excised, copied, or modified post-execution.

Migrate critical calculations to enterprise
LIMS/eBR or apply validated Excel locking
solutions with cell protection, audit trails & cell
check hashes.



9 Incomplete Time Synchronization Client PCs operating on drifting local Lock all laboratory and process control

21 CFR § 11.10(e) clocks, resulting in non-contemporaneous hardware to an authoritative Network Time
audit trail timestamps across instruments. Protocol (NTP) time server with strict domain
policies.
10 Deficient Change Management / Applying OS security patches, firmware Implement an automated CSA regression
Patching upgrades, or database schema changes testing framework; classify changes via risk
21 CFR § 211.68(a) without formal change control or regression  matrices to execute calibrated verification
testing. before go-live.

DSC Proactive Defense Methodology

To insulate life sciences facilities from 483 observations, DSC deploys a Forensic Readiness Audit evaluating systems through the eyes of
an FDA investigator. We review database schema permissions, sample audit trail frequencies, inspect network time architectures, and
simulate front-room inspection requests to ensure documentation is rapid, defensible, and complete.

Concerned about potential digital system or Part 11 exposure during your next FDA inspection?
Digital Systems Compliance LLC (DSC) conducts mock FDA audits, data integrity remediation, and CSA qualification.
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