
DECISION TREE #4: INVESTIGATING THE NEED TO SET
ACCEPTANCE CRITERIA FOR POLYMORPHISM
IN DRUG SUBSTANCES AND DRUG PRODUCTS

Drug Substance

1.

2.

2.

3.

NO

YES

Conduct polymorphism
screen on drug substance. No further action

Can
different polymorphs

be formed?

GO TO

NO

NO

YES

Do the
forms have

different properties?
(solubility, stability,

melting point)

Is drug
product safety,
performance or 

efficacy affected?

GO TO 

Characterize the forms:
e.g., - X-ray Powder Diffraction

- DSC / Thermoanalysis
- Microscopy
- Spectroscopy

No further test or
acceptance criterion
for drug substance

YES

Set acceptance criterion
for polymorph content

in drug substance



3.

DECISION TREE #4: INVESTIGATING THE NEED TO SET 
ACCEPTANCE CRITERIA FOR POLYMORPHISM
IN DRUG SUBSTANCES AND DRUG PRODUCTS

Drug Product - Solid Dosage Form or Liquid Containing Undissolved Drug Substance

N.B.: Undertake the following processes only if technically possible
to measure polymorph content in the drug product.

YES

NO

NO

YES

Does
drug product

performance testing
provide adequate control if 
polymorph ratio changes

(e.g., dissolution)? 

Establish acceptance criteria
for the relevant performance 
test(s).

Monitor polymorph form during
stability of drug product.

No need to set acceptance criteria
for polymorph change in drug 
product.

Does a
change occur

which could affect 
safety or efficacy?

Establish acceptance criteria
which are consistent with 

safety and/or efficacy.


