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From Pre-Clinical to Phase I – What Do I Need for the IND from Analytical
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30 Day Stability on released DP

• Requires GMP released DP 
• Requires GMP released DS to make DP

Release DP batch

• Requires manufacture from released DS batch
• Requires DP specification
• Requires all DP methods in spec are GMP qualified

Specification for DP batch

• Tox package to determine qualified impurities
• In-Silico tox assessment for PGIs
• Data from previous batches to set spec on 

degradants

30 Day Stability on released DS

• Requires GMP released DS 
• RS characterization with proof of structure

Release DS batch

• Requires manufacture under GMP
• Requires specs on API, GMP intermediates and 

GMP starting materials
• Requires release of all RMs, SMs, intermediates 

and API against specs for each of these

Specification for DS batch

• Requires GMP qualified methods for all tests listed 
in specs of RMs, SMs, intermediates and API

• Spec requires 3 development data from 3 
development lots

• Tox package to determine qualified impurities
• Aliquam lorem dapibus 



cGMP vs GLP

Current Good Manufacturing Practice is a 
special set of rules in ICH and regulatory 
agencies for manufacture and testing of 
pharmaceutical batches for human use by 
the Quality Unit

• Only last few steps are GMP

• All GMP materials have to be released 
against specifications

• All GMP test methods must be 
qualified/validated or verified before 
use for release

Good Laboratory Practice is a special set 
of rules for the conduct of animal trials.

• GLP testing begins with the test article 
which is delivered into the animal, 
includes testing of test article during 
and before animal trial to support 
stability, also includes testing of 
biological samples obtained from the 
subjects

• GLP test articles are made up of non-
GLP (and typically non-GMP) 
components

• The purpose of GLP is to qualify 
impurities.

GLP studies are also used to identify 
Potential Genotoxic Impurities (PGIs)

• For non-oncology applications

• In-silico assessment of DP components 
and API synthesis scheme including 
structures of SMs, Intermediates, and 
API to identify any structural alerts.

• GLP Ames tests can be used to 
definitively test a compound to 
determine if it is genotoxic.

• Specifications must include special 
analytical testing for any PGIs deemed 
necessary to control down to 1.5 ug/day 
for lifetime exposure.  This often 
means analytical methods down to low 
or sub-ppm levels in the API. ICHM7
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Sample API CoA for Phase I
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Sample API CoA for Phase I cont’
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Sample API CoA for Phase I cont’
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Related Substance (U)HPLC Method

This is in many ways the most important 
method, requiring the most development 
and qualification/validation 

• Typically used for assay and purity 
(with external standard of known 
potency)

• Needs to be stability indicating (forced 
degradation recommended)

• Since impurity profile and qualified 
minors come from GLP Tox, we 
recommend same method be used for 
testing API used to make GLP Tox test 
article and later GMP batches

Related substance method should be 
qualified for sensitivity, selectivity, 
linearity, precision, accuracy, solution 
stability for early phase, add intermediate 
precision and robustness for late phase 

• Screen mobile phases and stationary 
phases for best separation with no on-
column degradation

• Screen diluents for maximum solution 
stability

• For early phase, typically long column, 
long run, shorten later in development 
if necessary

GLP tox study will prove that impurities in 
the GLP tox batch are not toxic to 
animals, this is the basis of specifications 
for levels of qualified impurities.

• API for GLP tox test article should be 
dirty

• No new impurities in GMP not in tox lot
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Sample DP CoA for Phase I
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Sample DP CoA for Phase I
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GMP Analytical Method Qualification/Validation

©2021 Curia10



GMP Analytical Method Qualification/Validation cont’
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