Quality Risk Management Application to Identify Deviations vs. Events

Regulatory Basis:
FDA Quality Systems Regulations

Reference: FDA CFR - Code of Federal Regulations Title 21

General Discussion

Often times, deviations that occur during the handling, manufacturing, testing or distribution
of materials/products have little or no impact on product quality or to its registration filing.
The purpose of this guidance is to provide a process for assessing if a deviation does or does
not impact the product quality or its filing through the use of a Quality Risk management
(QRM) tool.

A deviation with no impact to product quality or to regulatory filings is classified as an event
and thus does not require to be investigated while those that impact product quality or
regulatory filings are classified as deviations.

Accordingly, the following definitions for Events and Deviations apply:

Deviation - A departure from approved procedures, formulas, specifications, or parameters
that has an impact or potential impact to product quality, GMP regulated systems, or
regulatory filings. These are typically documented in a Quality Assurance Report (QAR).

Event - A departure from approved procedures, formulas, standards, or parameters that has
been determined to have no potential impact to product quality, GMP regulated systems, or
regulatory filings. These are typically documented in a Notice of Events (NOE).

This document provides guidance on two approaches to assess the risks associated with
identifying deviations vs. events.

The first approach is the generic systems assessment approach where the site completes a
risk assessment of the most common types of issues and determines in advance which are
deviations and which are events. The second approach is the individual assessment approach
where the site completes a questionnaire for each issue to determine if it is a deviation or an
event.

Through application of a simple tool coupled with requisite background knowledge, it is
expected that this assessment will serve as a model to a GMP site to standardize the
evaluation of deviations vs. events. With either approach, a few basic questions will need to
be answered to gather enough information to determine whether the issue is an event or a
deviation.

Approaches to assessing risk
Approach 1
System assessment approach
The following factors should be evaluated through a series of risk questions:
1 Regulatory requirements and cGMPs
"] Direct impact system
] Direct product quality impact
] Risk to patient
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Risk Level Probability Severity
Moderate | Regulatory — Some requirement exists to Regulatory/GMP — May result in a comment/mmor
(3) investigate non critical events. Not included | observation during a regulatory inspection.

in regulatory filing. Direct impact system - May have a GMP impact as
GMIP - It maybe considered an industry it 15 an indirect impact system (1f impact 1s mitigated
standard fo conduct investigations on this with secondary svstem then severity moves to low).
type of events. Direct product quality impact — May indirectly
Direct impact system — It 1s an indirect impact product quality (if impact 1s mitigated with
1mpact system. secondary system then severity moves to low).
Direct product quality impact — there Risk to patient - May result 1n an mndirect risk to
may be an indirect product quality impact. | patient (if impact 15 nutigated with secondary
Risk to patient — It may present a moderate | system then severity moves to low).
nsk to the patient. e g, Blister pack not
formed cormrectly.

High (5) | Regulatory - A formal requirement exists | Regulatory/GMP — May result in a FDA-483/major

for mvestigating this type of events.
Included in regulatory filing.

GMP - It 1s an industry standard to conduct
investigations on this type of events.

Direct impact system — It 15 a direct impact
systen.

Direct product quality impact It has a
direct impact to product quality.

Risk to patient — It has a direct nisk to
patient.

or critical observation during a regulatory
inspection.

Direct impact system — Results in impact as it 1s a
direct impact system (1f impact 1s mutigated with
secondary system then severity moves to moderate).
Direct product quality impact — Impacts product
quality.

Risk to patient — May result in a direct nisk to
patient.

* QAR: Quality Assurance Report or Deviation Report

Once the individual risk factors have been ranked, the Total Risk Score is calculated using
the values assigned for probability and severity. The Total Risk Score is calculated as shown

below.

Probability x Severity = Risk Score

Risk Acceptance
After the Total Risk Score has been calculated for each individual potential risk it must be
assessed against an evaluation matrix to determine the acceptability of the existing risk or,
conversely, identify the need for reduction of the risk through implementation of controls,
where possible. The evaluation matrix is to be devised based on a site’s willingness to accept
different levels of risk.

Table II and the related Interpretation section represent an example evaluation matrix.

Table II: Risk Score Evaluation Matrix

Increasing
Probability
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Event Probability/mitigation | Severity/mitigation Risk Classification
sCore
data available, doctmmentation ermors
trended and reaviswed
Deviations from S0P 3-Potental to affect all svstems 1- o umpact to product quality. Mo | 3 - Low Event
with no mpact to product rizk to patient.
In-process Control missed | 3- Direct impact system. GILEFP 1- In-process data available for other | 3-Low Event
standard to document and evaluate in- | Itervals which comply with
procass contral rasults. accaptance crteria. Product fested to
fmal release specifications.
Excurnons fromprocess | 5- Process parameters are filed 1 — Mo impact to patiant 5- Deviation from
manufachring Moderate regulatory fling
descrptions
Equpment Chat of 3- ndirect imepact system. Mavhave | 3- May result in a comment or mmer | 9- Moderate | Dewiation
Caltbration an mdirect mpact on product qualtty. | observations durmg a regulatory
GMP standard fo mvestizate. mspection. Mitgated when
calibrated equpment 15 OK and
product quality 15 sustamed.
Labeling Iszuas 5- Spectfications ave Alad. 3- May rezult i indivect nzk to 15- High Deniation
patient. Canbe detected/minzated
at several pomts within the company
and distribution channs].
005 5- Specifications are filed 3- 005 may mpact patient and 15 - Hgh Deniation
008 product not released to markat
Stabalrty fathores 5- Stabultty specificanons filad 5 = Product 1= m datmg and in the 25 -High Deniation
market
Foreign Matter/ 5-Dhrect mpact, GMP standard to 5- Impacts product qualbity. May 25 - High Dewviation
Contanunztion Imvestigate, potential for mioducmg result in a direct nisk to patient. If
forelen matter from varous souweas: product 15 relaased. may rezult m
raw materials, environment, peopla customer complamts and majar
and equipment. ochservation durmg a regulatory
mspecton, and'or recall.
Approach 2

Individual risk assessment approach
Depending on the individual site preference, the system could be designed in a manner that

assesses each issue to determine the criticality.

Risk Assessment
This can be achieved by creating a list of questions to be answered for each issue. The
questions should be formulated using the same areas that the System Assessment described

above used, i.e. regulatory expectations, cGMP expectations, system impact, product quality
impact, risk to patient
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/ Example of a risk assessment workflow \

Depareture
Occurs

L
Assess event using
Approach 1 or 2

Deviation

Is it an Event
or a Deviation?

Continue with Raise Quality
Notice of Assurance
Event (NOE) Report (2AR)

Any informatiol
revealed during
event that requires
investigation?

Raise QAR
{attach NOE)

¥

Close out QAR

L

Close out NOE

* QAR: Quality Assurance Report or Deviation Report
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