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Methanol — Butyl Alcohol 17.8 2 128 onset temperature of 231°C and 232°C. The melting points for all and amorphous, are present in analyzed samples. Figure 4 shows
Methanol — Methyl Isobutyl Ketone 12.4 2 268 11 crystal samples ranged from 228°C to 235°C. For comparison, the PXRD pattern for 100% amorphous and 100% crystalline 8 %
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Me:hanol _ . atter — — ; NO Crystals the control sample profile. Figure 5. A plot of average vs. actual Wt% of crystalline DHEMM
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Test samples were prepared by mixing the amorphous and
crystalline forms of DHEMM in seven ratios to produce mixtures with
crystallinity between 66 and 97 Wt%. The method was evaluated for
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DHEMM is not formed and, therefore, the probability of introducing
a new polymorph into the suspension formulation for the migraine
pMDI product is very low, particularly with a highly controlled
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Table 1. List of Solvent Systems used for DHEMM Polymorph Screen
Figure 2. DSC profile for crystals obtained from polar and non-polar solvent system

RESULTS accuracy, precision and linearity. solvent system and crystallization process currently used for
' | particle formation.

PXRD: Figure 1 shows representative examples of PXRD spectra o] e i B R e Alieiploeis (gl | SrsEllies () Ao L) |- iy () CRYSTALINITY: The PXRD method showed capability to predict
for the control sample and for crystal samples isolated from ~ | o o (lot SUC-B-198) | (1ot 07950017) | (lot SUL-B-198) (1ot 07950917) the sample crystallinity on the average to within 2.5% of the actual
methanol-ethyl ether, methanol/ethanol, methanol/ethanol- o \[ oo | \ e o8 139 >4 o0 crystalline content with linear fit showing R2 of 0.9164 Two
hexane solvent systems. Although microscopic images showed g N % L*T > 151 29 5 samples out of the seven, the 89.7 and 82.9 Wt% appeared as
different shapes and sizes for the crystal samples, all 11 crystal 3 \\ 3 = \;:;f:*m 34 166 L 83 outliers, with absolute errors of 4.9 and 7.3%, respectively. An
samples yielded comparable PXRD patterns with characteristic \ \\ f; fgg 250 22 investigation will be necessary to understand the outlier cause and
peaks at 9, 10, 11.5, 13.5, 15.5, 17, 20, and 25 degree 2-Theta, \ \ potentially further improve method accuracy.
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Table 3. Sample set prepared for method evaluation
Figure 3. TGA profile for crystals obtained from polar and non-polar solvent system
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