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Chapter 3 - Document Control and Preparation of Documented
Procedures to Comply with the FDA Regulations

Visionary Pharma Consulting LLC Anastasia G. Lolas

Introduction

The creation, revision, approval and handling of records is generally referred to as
document control. Document control is an element of the quality system in FDA's systems
inspection model. Since the quality system is evaluated on each facility inspection by FDA,
document control and the facility's documentation system and procedures are assessed on
every inspection. Documentation is such a critical element that inspectors will frequently
say that “if it is not written, then it does not exist”. Documents provide instructions and
evidence. Instructions are provided in procedures, sampling plans and methods so that
they can be followed consistently. Evidence is provided in reports, manufacturing batch
records, laboratory notebooks in the form of data, summaries and conclusions. Reports
also demonstrate that manufacturers have considered, investigated, and evaluated the

manufacturing process and product quality.

It is important to remember that FDA inspectors evaluate records when they inspect
facilities. Their evaluation of the firm's compliance is based on observation of operations,
interviewing personnel and reviewing records during a day or several days but in most
cases not more than one week. When they find deficiencies and leave a Form 483 at the
facility, they take copies of the records with them to substantiate their findings and provide
written evidence in their report. When the firm responds to the FDA regarding the 483
observations, they also have to provide written evidence that the observations have been or

will be addressed within specific timeframes.

The 21 CFR part 210 and 211" GMP regulations include several citations on records. The
phrases “written procedures’ and “procedures shall be in writing and shall be followed”
are mentioned multiple times in part 211 regulations. Citations specific to biological products

can be found in 21 CFR parts 600-680". Aspects of electronic documents and signatures are
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addressed in 21 CFR part 11". Document control applies to both manual or paper records

and electronic records.

I. Records in GMP Regulations

There is no specific definition in 21 CFR part 210 for records. However, there is a subpart,
Subpart ], in part 211 devoted to records and reports. There are 9 citations (§§ 211.180 -
211.198). There are additional citations that refer to records and reports within other
subparts of the 211 regulations as written procedures and records are essential for assessing

compliance with cGMP.

I.I.  Specific Regulations Regarding Records

The General requirements section (§ 211.180) provides regulations regarding the retention,
availability and periodic review of records. Production, control and distribution records as
well as records of all components, drug product containers, closures and labeling must be
retained for the minimum period provided in the regulation. Records may be retained as
original records or as true copies or other accurate reproduction of the original record. All
records must be readily available for authorized inspections during the retention period and
shall be subject to photocopying during inspection. Written records must be maintained to
allow for periodic review (minimum is annual) of the quality standards of each drug product.
Number of batches manufactured, complaints, recalls, returned or salvaged drug products

and investigations related to failures and discrepancies are included in this periodic review.

Furthermore, the regulation specifies that procedures must be established for notifying in
writing the firm's higher management about investigations, recalls, reports of inspectional

observations or any other regulatory actions issued by the FDA.

Part §§ 211.182 is devoted to equipment use and cleaning logs. There must be written records
of major equipment cleaning, maintenance (except routine maintenance such as lubrication
and adjustments), and use. Individual equipment logs are not required for dedicated
equipment provided that product batches are manufactured in numerical sequence.

Records of cleaning, maintenance and use must be part of the batch record for dedicated
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