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Chem Chrom

Laboratories and Services

Resources for the Real World



Testing Methodology,
Reliability and stability
test



Typical testing that happens in any
laboratory

Raw material testing
Intermediates testing
Finished products testing



s your finished product test
method reliable and comply with
|ICH guidelines?

False positive results

False negative results



Method suitability for Stability
sample testing

* Characteristic of the matrix do change when product is on stability.
*Hence test method must be able to detect component of interest accurately.

* Must able to detect degradation products, specified and unspecified impurities.



So what [aboratory need

1) Strong understanding of Chemistry of the molecule of the interest to develop
method.

2) Collect data from Merck index, Analytical Abstracts, Chemical Abstracts
3) Ensure method reliability by performing validation.
4) Method must be stability indicating.

5) Note : Pharmacopoeia methods are not stability indicating



Current stability requirement in
Australia as per ICH Guidelines

Australia is in Climatic zone |, II, [Il and IV a
Assigned zone as per ICH is Il

Zone 121°C £ 2°C, 45 % RH + 5% RH

Zone |1 25°C £ 2°C, 60 % RH + 5% RH

Zone Il1 25°C+2°C,35% RH £ 5% RH
Zone IVa 30°C+2°C,65%RH +£5% RH



New method development ?




Validation : Ideal flow to find the
right solution

Need to do

Analytical research and
method analyze
development ingredient

New product /

Process Impact

improvement

Various factors
must be analyzed
such as pH,
Solubility,
structure and
many more

Must comply
with TGA and
ICH guidelines

Write protocol, and
validate method .
New method must

be stability indicating




Typical manufacturing process impact on
analytical method development

* Known fact - On its own many raw materials may be stable.
e Granulation stage or blended.

e pH, structure, Aromatic/ Aliphatic nature.

* Mixing time, drying time, Compression force.

* Coating material, coating time , heat ( Classic example :Dissolution
test failure)

* Packing processes= heat, induction sealing and Blister sealing process.



New test method must need to comply for
following requirements

 Method must be able to detect and quantitatively determine main
active component/components

 Clear separation of active components from excipients.
e Recovery must be as per ICH guidelines.

* Method must be accurate and precise.

 Stability indicating



Typical Instruments that are used

e HPLC with various detectors
e HPLC — MS

e GC with various detectors
e GC-MS



Validation —

Validate or I'll smash you!

www.feedforall.com



Method Validation must include

* Precision

* Accuracy

* Limit of detection

* Limit of Quantitation
* Specificity

* Linearity

* Range

* Robustness



Case study -Generic medicine

* Found unspecified impurity in the stability sample ,which do not
comply with USP guidelines.

 So what was the reason for failure?



TGA guidelines and Data Integrity

* Back up data of all trials must be traceable, readable and retrievable.

* Validated method must be revalidated after few years to ensure its
reproducibility. ( Minimum Critical parameters)

* Change of supply source of actives will trigger revalidation.



Thank you



