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Fig. 1. Proposed scheme for release of PEGylated
proteins from CyDs molecular necklaces.
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Fig. 2. Macroscopic photographs of precipitates of
PEGylated insulin/a-CyD and y-CyD molecu-
lar necklaces and their interaction modes.
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Fig. 3. Powder X-ray diffraction patterns (upper)

and schematic representation of crystal pack-
ing structures (lower) of PEGylated insulin/
CyD molecular necklaces.
a) o-CyD, b) PEGylated insulin/a-CyD physi-
cal mixture, ¢) PEGylated insulin/o-CyD mo-
lecular necklace, d) PEG/0-CyD molecular
necklace, e) y-CyD, f) PEGylated insulin/
v-CyD physical mixture, g) PEGylated insu-
lin/y-CyD molecular necklace, h) PEG/y-CyD
molecular necklace.
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Fig. 4. Macroscopic photographs of precipitates of PEG derivative/CyD molecular
necklaces and their interaction modes.
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Fig. 5. In vitro release profiles of PEGylated insulin
from CyD molecular necklaces in phosphate
buffer (pH 7.4,1.0 mL) at 37°C.

O: a-CyD molecular necklace, @: y-CyD mo-
lecular necklace, &: PEGylated insulin alone.
Each point represents the mean+S.E. of 3

experiments.
1) The amount of PEGylated insulin was 0.1
pwmol.
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Fig. 6. Plasma levels of insulin (A) and glucose (B) after subcutaneous admin-
istrations of insulin 2 U/kg (), PEGylated insulin 3.7 U/kg (2) and its
v-CyD molecular necklace 3.7 U/kg (@) to rats.

Each point represents the mean = S.E. of 4-10 experiments. *, p<0.05
versus insulin. T, p<0.05 versus PEGylated insulin. 1) y-CyD molecular
necklace was diluted with 232 mg/mLy-CyD solution.
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