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INTRODUCTION

Good laboratory practices (GLPs) require the quality assurance unit (QAU) to monitor
applicable nonclinical studies to ensure regulatory compliance. Thus, members of the QAU
must be well versed in their role and be equipped to detect regulatory issues before acting
iIndependently. Without robust training, new auditors may overlook non-compliance, placing
the testing facility at risk. A training program should include the establishment of a regulatory
framework, an overview of auditing skills, thorough oversight from trained quality assurance
personnel, and continuing education opportunities.
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KNOWLEDGE (REGULATORY FRAMEWORK)

New auditors should be introduced to regulations, procedures, and guidance documents
applicable to the site. This framework should be of sufficient depth to make the trainee aware
of resources available for reference during audits. Implementing a syllabus for trainees is
recommended and should include the following:

Applicable Regulations

« Auditors should understand their regulatory role and responsibilities

 Include historical contextualization, demonstrations on how to find preambles, questions,
and answer sessions, etc.

* Provide guidance on how to determine the intent of regulations using historical context
(e.g., preambles)

Site Procedures and Context

« The auditor should understand all procedures specific to QAU conduct, in addition to
any other procedures applicable to them

* Include a site overview

* May incorporate compliance case studies and CAPAs

» A site tour should be provided to a newly hired employee

Guidance Documents

« Review guidance documents applicable to and followed by the site
* A high-level review is recommended—to include key takeaways

Additional Resources

« SQA overview, which would include forums, webinars, meetings, trainings, documents,
and more
+ eCFR (for FDA GLPs), regulatory authority inspection observations, and warning letters

SKILLS

Auditing skills should be discussed directly throughout the training process and can be
modeled by a trainer (see example: modeling a data audit).

Audit Scope Selection

- Define the scope/objective of each audit
« Sample selection based on risk, value, and scope
— Don’t limit scope arbitrarily (sampling should be empirical, quality level, and
criticality)
— Determination of where a mistake is most likely (process review, metric analysis, and
“one of” procedures)
— Are there new/infrequent procedures that should get extra attention?
— What mistake(s) could compromise the integrity of the study?
« Select audit points that appear anomalous or aberrant
» Select audit points that cover the critical steps of a process
— For example, follow the same specimen from collection to disposition

Determine Depth

- How many audit points are needed to ensure the process is accurate/internal controls
are functioning (review of process metrics)?
- May be defined by site-specific procedures
» Basic vs. comprehensive auditing examples
— Training records: confirming analyst is trained (basic) vs. checking that their trainer
was competent to train at the time they trained the analyst (comprehensive)
— Data audit: spot check (basic) vs. review of every data point (comprehensive)
* At what point should an auditor continue down the same path as opposed to moving on
(when to go “down the rabbit hole™)
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Review Conduct Against Driving Documents

* Prior to an audit, ensure familiarity with what is being audited
- Regulatory commitments, protocols, SOPs
- Understand the process and the requirements
 Identify and review applicable internal procedures, protocols, as well as regulatory
guidance that the site claims to comply with

Confirm Requirements

* Anticipate what information is or will be needed to reconstruct study activities (e.g., data
integrity)
* For study phase inspections, the auditor should confirm that the documentation matches
what was observed
* Determine the validity of potential observations
— When issuing observations, auditors need to be able to reference a regulatory
requirement
— Auditors can provide recommendations for improving performance/enhancing
efficiency/or identifying strategic risks that are often outside the scope of an audit

Soft Skills—Etiquette and Mindset

* When and how to escalate issues observed
« The presence of the auditor should not interfere with procedures
— Need to be a “fly on the wall.”
— The auditor should observe processes as they naturally occur, rather than staff
scheduling procedures around the auditor’s availability
» Auditor must not conduct the study
— Auditors can ask questions or advise from a regulatory perspective when issues
arise, but should not provide directives
 Auditors should not issue findings based on a preference
— Need to be able to cite the non-conformance objectively, using facts
* It is not the auditor’s responsibility to assess scientific validity. Audit based on the
regulatory requirements and procedures as written
 Auditors should beware of complacency
— A procedure often observed without issues may still have issues the next time it is
observed
— Tenured staff are still susceptible to possible issues
— Auditors should always verify requirements documented evidence over verbal
confirmation: “trust but verify."
* Auditors should be respectful and constructive
 Auditors should ask responsible staff before assuming documentation is missing, or that
a procedure did not occur as required

Example: Modeling a Data Audit
A toxicology study’s dosing records are selected. A trainer demonstrates their auditing
process live to a trainee, explaining their rationale for:

. Risk assessment, audit scope, and depth selection

. How to locate the relevant data and how to assess the compliance of the data

. How to reconstruct study activities

. How to verify calculations

. How to identify, investigate, and recommend actions to address non-compliances
. How to write observations

. When possible, how to discuss non-compliances with audit recipients

TRAINER’S ROLE

A trainer should help trainees integrate regulatory knowledge and auditing skills while they
are performing their first audits. It is crucial that a trainer provide thorough oversight over a
trainee’s audits, as it can be difficult to detect what a new auditor may be overlooking without
directly assessing their processes. Steps for oversight and assessment of a trainee’s
readiness to act independently include:

Phases of Oversight
« Shadowing: trainee observation of trainer
— May include in-process inspections and data, tables, or report audits
« Co-audit: partnered auditing
— Direct comparison between the trained auditor and the auditee allows for the most
thorough oversight
* Independent with oversight
— Trainee leads audit preparation, conduct, and issuance of audit report while the
trainer provides guidance and review
Trainer Responsibilities
* Model and explain preparation steps/notes before performing the audit
— Define audit expectations in advance via SOP, guidelines, checklists
— Allows a trainee to understand what is expected and meet expectations
« Re-enforce skills and provide feedback during the audit
— Provide feedback as soon as feasible during or after live inspections
* Perform a post-audit review, prior to audit issuance
— Develop checks appropriate to assess the sufficient depth and completeness of the
trainee’s audit
— Verify that the trainee included required items in the scope of their audit
— Ask trainees to demonstrate or describe their approach to the audit, i.e., “how did
you review this data set?”
— A "trainer's checklist" may be helpful
« Determine and document trainee proficiency
— Verify that the trainee understands the requirements for the skill and can execute
them independently before “sign-off”
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Soft Skills for Trainers
* Feedback
— Ask trainees how they would like to receive feedback
— Recognize the positives—how are they meeting/exceeding expectations, what is going
well
— Do not withhold improvement feedback—this will be a disservice to the trainee and the
team in the long run
* Modeling
- Independent problem-solving sKkills are key for any auditor. Thus, modeling problem-
solving skKills is a critical part of the training process
— When the answer is unknown, take the opportunity to model the problem-solving

process

— When you do know the answer, pause and start by guiding the trainee to the answer
through questioning (see example: “Is this okay?”)

- When responding to questions, reference the regulatory framework or requirements
used to make that decision, as applicable

Listening  Guiding Questions Modeling Constructive Feedback

Figure 1. Trainer’s Toolbelt

CONTINUED EDUCATION

A testing facility should provide opportunities for continued education and refresher
opportunities on core skills for members of the QAU to counteract gaps in initial training,
prevent procedural drift, and to ensure members of QAU remain aware of regulatory changes.

Periodic Evaluations and Refresher Training
« Perform periodic scope and depth checks from supervisory staff, training team, or a
third-party group
 Periodic refresher training can help ensure auditors remain up to date on current audit
processes
Opportunities through External
subchapters)
» Webinars
 Participation in sub-groups: meetings, forums
* Trainings
« RQAP-GLP certification and maintenance
* Mentorship or networking opportunities
Collaborative Auditing
» Partnered auditing allows for a new perspective and exposure to a variety of approaches
* Foster spaces for QAU members to discuss challenging or unclear audit scenarios as
they arise
Case Studies
 Members of QAU can share audit examples with peers, including unusual events,
impactful misses, or complex audits
* Department discussion of recently issued 483s and warning letters to define possible
root causes, corrective actions, or how similar issues could manifest at the testing facility
+ Audit observation workshops where vague or preference-based observation statements
are presented to a group. Trainees review and may even rewrite them to ensure they cite
regulatory/SOP requirements, are objective, and are clearly written.
* Incorporate case studies and revise and update core training
Internal Seminars from Other Departments
* Enlist subject matter experts (SMEs) from departments to present to QAU staff
« Keep recordings of these and allot time for new employees to review these recordings

Associations (for instance, SQA, or regional

Example: Modeling Problem-Solving

A trainee approaches their trainer during a data audit; although the use of a vortex-mixer is
documented in the study data, they cannot find the associated equipment number recorded.
The trainee asks, “Is this okay?”

Rather than directly describing the site’s SOP requirements to the trainee (this piece of
equipment was classified as not needing an assigned number because it does not require
tracking of routine maintenance/calibration), this is an opportunity to model problem-solving.
Here is a framework on how to tackle this question. Through questioning or modeling, a
trainer proceeds through the problem-solving process:

What are the relevant regulations?
What drives which data needs to be recorded for a study?
Why do we need to record equipment numbers in study records?
In this case, data required to reconstruct the study should be recorded (21 CFR Part
58.3, 58.130). In the case where the site has more than one of the same type of
equipment, the number is required to determine whether it was appropriately
maintained at the time of recording of the data.

Are there any other relevant driving documents?

« How can we determine whether this equipment requires maintenance/calibration for

use, and therefore needs to be recorded?
In this case, the site’'s SOPs define that vortex-mixers do not require maintenance/
calibration and therefore do not have equipment numbers assigned.
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