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Good Laboratory Practice Amendments and Deviations
Frequently Asked Questions and Answers

by Celeste Rose, RQAP-GLP

Excursions from GLP procedures, such as protocols, standard operating procedures, and test methods, can be
problematic and impact the integrity of the GLP study. Simple strategies can be easily implemented to avoid
procedure pitfalls by preventing or minimizing the potential for excursions to occur in the first place. Because
of the nature of GLP studies, procedural excursions inevitably do and will occur. When they do occur, proper
documentation of amendments, deviations, unforeseen circumstances and unusual events is crucial to the
reconstructibility of a GLP study and the quality and compliance of the study report. Below are responses to
ten frequently-asked questions related to excursions which occur in the real world of GLP.

FAQ EXCERPT BEGINS
“...What is the difference between a protocol amendment and a deviation?

An amendment is a permanent change to a GLP protocol. A deviation is an excursion from a procedure (e.g.,
protocol, SOP, test method) or from a regulatory requirement or guideline. A deviation is usually a onetime
occurrence or special case change that is not representative of the entire study. In some cases, an excursion
from a procedure will initially be a deviation and should be documented as such, and then a protocol amend-
ment will be written to permanently modify the protocol to include the change.

Can you give an example of the difference between an amendment and a deviation?

Example of a deviation: The protocol states that the bioanalysis of the concentration of the test article in the
plasma is to be conducted using a 0.5 mL aliquot of plasma. One vial of plasma from one test system contains
less than 0.5 mL of plasma. The analyst makes a decision to run the sample using a 0.3 mL aliquot for that
one sample only. This is a deviation to the protocol and is documented in the study file, as such. The test re-
sults will be calculated based on an aliquot of 0.3 mL for this one sample. All other study samples are ana-
lyzed using an aliquot size of 0.5 mL, so no protocol amendment should be written. The Principal Investigator
(P1) and study director must be notified and the impact on the integrity of the study must be assessed and
documented.

Example of a protocol amendment: The protocol states that the bioanalytical method is to be conducted us-
ing a 0.5 mL aliquot of urine for the analysis. During the study, it is determined that the study sample concen-
trations are below the range of the calibration standard curve, so a larger aliquot must be used for the assay
to gain the sensitivity to allow quantification of the study samples. The volume used in the bioassay is there-
fore changed from 0.5 mL to 1 mL and a partial revalidation is conducted to assure the method is appropriate
using the larger aliquot volume. The study samples are assayed based on an aliquot volume of 1 mL. The
study director must generate an official written amendment to modify the protocol.
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Why is documentation of deviations and unforeseen circumstances so important?

As with all GLP study recordkeeping, documentation of deviations and unforeseen circumstances is import-
ant. Documentation describing deviations and events is a useful tool which may be critical in explaining
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This FAQ excerpt is compliments of the FDA Compliance Learning Community of
enKap (http://www.enkap.com). The complete FAQ is published in the November
2009 Premier issue of the FDA Compliance Digest.
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