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Abstract: The effects of polymers on the cocrystallization of adefovir dipivoxil (AD) and suberic acid (SUB) were inves-
tigated. The polymeric additives in the present study were poly(ethylene glycol) (PEG) and poly(acrylic acid) (PAA).
When the polymers were added to the solution of AD and SUB, their effects were limited to the morphology and crys-
tallinity of the AD/SUB cocrystal, which could be also achieved without polymeric additives by the excess amount of
SUB in the solution or through the solvent-assisted grinding. When the polymers were mixed with AD before adding
SUB in the solution, PEG was dramatically more effective at the same amount with possible alteration of the cocrystal
structure. Also, PAA completely inhibited the formation of crystals. The present study demonstrated that the effects of
polymers on the cocrystallization could be tuned by simply modifying the mixing strategy.
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Figure 1. Chemical structures: (a) adefovir dipivoxil (AD); (b)
suberic acid (SUB); (c) poly(acrylic acid) (PAA); (d) poly(ethylene
glycol) (PEG).
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Figure 2. OM and SEM micrographs of AD/SUB cocrystals, pre-
pared by the precipitation from the AD/SUB=1:1 (a, b); 1:2 (c, d)
solutions, and by the solvent-assisted grinding (AD/SUB=1:1) (e, ).
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Figure 3. XRD patterns of AD/SUB cocrystals, prepared by the pre-
cipitation from the AD/SUB=1:1 (a); 1:2 (b) solutions, and by the
solvent-assisted grinding (AD/SUB = 1:1) (c).
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Figure 4. DSC thermograms showing the melting behaviors of AD/
SUB cocrystals, prepared by the precipitation from the AD/SUB =
1:1 (a); 1:2 (b) solutions, and by the solvent-assisted grinding (AD/
SUB = 1:1) (c).
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Figure 5. OM and SEM micrographs of AD/SUB cocrystals show-
ing the effects of polymeric additives: (a-d) when polymers were
added to the AD/SUB = 1:1 solution; (e, f) when SUB was added
to the AD/PEG solution. The relative amounts of polymers by
weight were (a) (AD+SUB)/PEG = 100:1; (b) (AD+SUB)/PEG =
10:1; (c) (AD+SUB)/PAA = 100:1; (d) (AD+SUB)/PAA= 10:1; (e,
f) (AD+SUB)/PEG = 10:1.
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Figure 6. XRD patterns of AD/SUB cocrystals obtained in the pres-
ence of polymeric additives.
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Figure 7. DSC thermograms showing the melting behaviors of AD/
SUB cocrystals obtained in the presence of polymeric additives.
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Figure 8. The structure of the AD/SUB cocrystal showing the
hydrogen bonding networks linking AD and SUB molecules.
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