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Active pharmaceutical ingredients (APIs) can have different physical properties (e.g., solubility [1] and bioavail-
ability) depending on polymorph form. Many APIs have low solubility in water. Crystallization of metastable
form can enhance solubility and bioavailability [2]. Unfortunately, their crystallization can be complicated
due to concomitant crystallization with a stable form [3].
In this study, 2,6-dimethoxybenzoic acid (2,6-MeOBA) was used as a model substance to investigate the addi-
tive crystallization control approach. 2,6-MeOBA exists as three polymorphs. Form I form has a carboxylic
group in anti-conformation, whereas forms II and III are syn-conformation [4, 5] (see Fig. 1).

Fig. 1. Relationships with 2,6-MeOBA conformations and polymorphs. The connection between forms I and
III is proven in this study.

In the study, two of 2,6-MeOBA polymorphs were characterized by thermal analysis and thermodynamical
stability was determined. 2,6-MeOBA was crystallized under different conditions. Water was selected for ad-
ditive screening. Different molecular compounds with divergent intermolecular interaction possibilities were
used as additives. The solid forms obtained in crystallization were characterized with powder X-ray diffrac-
tion.
Forms I and III are enantiotropic related. Hydroxypropyl cellulose and polyethylene glycol showed the poten-
tial to favor the formation of form III by crystallizing from water.
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