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Ligand solubilization can prove problematic when

crystallizing protein-ligand complexes. We have MPD f§ MPD

investigated the use of mixed compounds both for N

soaking of ligands into crystals and in crystallization peG " [Diethylene glycol SML SM2 SM3 SMA_ SIS SMs
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complexes. The mixed solubilizing compounds achieves CRYOMIX COMPOSITION

complete solubilization of a large variety of hydrophobic 100%/ I o N o B o W

ligands resulting in the first crystal structure of a protein 0%
in complex with curcumin (Ciccone, Tepshi, Nencetti, & 80%
Stura, 2015).0 The set of mixed solubilizers, that include 0% |
DMSO, 1,4-dioxane, 2,3-butanediol, 1,2-propanediol, 60%
glycerol, ethylene glycol and diethylene glycol, are also 50%
effective as a cryoprotectant when formulated together aoe
with a precipitant and buffer in the same ratio as
previously reported (Vera & Stura, 2014)0. We have
compared the resolution to which crystals diffract using e s e e s s ms i mm mmm
these COHlpOuIldS With those previously formulated Wlth CM1 CM2 CM3 CM4 CM5 CM6 CM7 CM8 -CM9 CM10 CMI11CMI2 CM13 CM14CMI15CMI16 CM17 CMI8
equivalent results (Ciccone, Vera, Tepshi, & Stura, ervomixes

2015)0. The main differences in the new development is Figure 1.

the introduction of dioxane for ligand solubilization and

butanediol for cryoprotection. The latter may be Keywords: Ligand solubilization, cryoprotection, additives for
responsible for increased crystal stability in the soaking  protein crystallization

solutions.In the presentation we will report on ongoing

tests on new compound for ligand solubilization, for use

as an additive in crystallization and for cryoprotection.

The compound appear to be highly effective and has been

evidenced in the electron density of crystals grown or

soaked in solutions containing it. Initial tests with the

mixed and ligands for heavy atom derivatization are

ongoing as well as the development of new detergents for

protein crystallization. Preliminary results with the new

detergents suggests that they can be used to obtain

polymorphs (Vera et al., 2013)0 never obtained before.

Ciccone, L., Tepshi, L., Nencetti, S., & Stura, E. A.
(2015). Transthyretin complexes with curcumin and

bromo-estradiol: evaluation of solubilizing
multicomponent mixtures. New Biotechnology, 32,
54-64.

Ciccone, L., Vera, L., Tepshi, L., & Stura, E. A. (2015).
Multicomponent mixtures for cryoprotection and ligand
solubilization. Biotechnology Reports, accepted.

Vera, L., Antoni, C., Devel, L., Czarny, B.,
Cassar-Lajeunesse, E., Rossello, A., ... Stura, E. A.
(2013).  Screening Using Polymorphs for the
Crystallization of Protein—Ligand Complexes. Crystal
Growth & Design, 13: 1878—1888.

Vera, L., & Stura, E. A. (2014). Strategies for Protein
Cryocrystallography. Crystal Growth & Design, 14,
427-435.

s282 Acta Cryst. (2015). A71, s282



