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excessive cost
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and complexity of development

@ Red: ttis very likely to increase cost
and complexity of development

@ Blue Knowledge gap

Please see our suggested mitigation strategies

Particle morphology

Particles will have poorer bulk physical
properties if they have an extreme habit or
the native particle is of small size. This may
impact formulation performance and the
isolation of the APL

Aspect ratio and particle size can both be

@ Bulk density

Very low bulk density powders are likely
to exhibit poor flow, be more difficult to
formulate and present problems in
transportation due to the larger number
of containers required.

However, higher bulk density powders
will exhibit good flow and can be packed
and transported efficiently. Aspect

ratio and particle size can both be
manipulated by having better control,

® Number of salts
Suggested mitigation depends on your

appetite for risk.

If only a few salts have been identified,

@ Informatics assessment

Informatics may confirm that the most
stable form is being developed with
limited ability to hydrate or form solvates.

Informatics may also confirm any unusual

Melting point

Low melting point solids may undergo
process induced melting during formulation.
This may affect development time.

Melting point could be manipulated by

® Powder flow
Poor API flow may cause problems during
formulation manufacture.

Aspect ratio and particle size can both

® pKa
APIs having basic sites with pKa of less than 5

are significantly more prone to dissociation

Dissociation risks may be addressed by using

Solid state complexity

If the API exhibits a complex solid state
landscape then control of desired solid state
form may be more difficult.

Development work may be required sooner to
address the risk. Investigate if the desired

® Hygroscopicity
If the API picks up significant water,
it may form hydrates.

This may impact biopharmaceutics, stability
and manufacturability.

® Amorphisation post size reduction

High level amorphous content can be linked
to poorer chemical and physical stability.

Particle conditioning in solvent vapour or



