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TG analysis is well used in pharmaceutical development for the study of pseudo-polymorphism, for the
determination of the volatile impurities in release and stability studies of drug substance as well as for the
compositional analysis of drug products. The on line detection and identification of all volatiles by MS add an
high value for the speed of analysis and the quality of the delivered information which are needed in early

development.
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Depending of the solvent or the temperature of crystallization, solvates, form A or form B
nhydro ay be obtained. Form C is obtained from solvates and transforms into B by cooling

4 N

Substance 1
hydrate or anhydrous in ethanol/water
acetone solvate in acetone

Methanol solvate

Veting A Acetone solvate Tetrahydrofurane
6 with pieced cover solvate
75wt s cover o
= Melting A
osc
— .
‘ ‘ ! Iy l e Melting A
| | S i |
i
\ " S " " w—se et | e
| e - o J— E + | I
~ B, i D S ) =
L \ s e e e S - — TR e T i
et R —s - Solvate > C C>A“
| ¢ v

Corresponding TG-MS

\\ H
\ —
I TN 2
i —\
Ethanol solvate | J NI
1T . N

MSsignd at58
4 (Acetone)

wm"(z/“ L

L WWWMMMMMWNM

Balchl

Polymorphism and formation of lactam

Decomposition of the antioxydant BHT DSC scan of a malonate salt: Polymorphism?
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