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ABSTRACT Objective: To prepare A novel folate-decorated maleilated pullulan-doxorubicin conjugate (abbreviated as
FA-MP-DOX) for targeted releasing. Methods: The structure of this conjugate was confirmed by 1H-NMR. Furthermore, the conjugation
efficiency, drug release property and stability of the conjugate were determined. The cellular uptake and cytotoxicity were assessed by
using human oral epidermoid carcinoma KB cells as in vitro cell model. Results: (D The conjugates were preparated successfully. @ In
vitro DOX release from FA-MP-DOX conjugate occurred at a faster rate at acidic pH compared with neutral pH (7.4). the released free
DOX after 16 h of incubation at pH 2.5, 5.0 and 7.4 was 49.1%, 30.3% and 15.3%, respectively. @ The FA-MP-DOX conjugates were
much more toxic against KB cells, compared with either free DOX or MP-DOX conjugate(P<0.05). Conclusion: FA-MP-DOX conjugate
could be used as a promising doxorubicin carrier for its targeted and intracellular delivery.
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Fig.1 The model of polymer-drug
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Table 1 The effect of reaction time on DS
n(-OH)/mol n(MA)/mol DS
0.03 0.03 8 12
0.03 0.03 16 23
0.03 0.03 20 27
0.03 0.03 24 28
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Table 2 The effect of reaction temperature on DS

n(-OH)/mol n(MA)/mol DS
0.03 0.03 40 27
0.03 0.03 50 31
0.03 0.03 60 33
0.03 0.03 70 30
3
Table 3 The effect of amount of catalyst on DS
n(-OH)/mol n(MA)/mol TEA/mol DS
0.03 0.03 0.0003 33
0.03 0.03 0.0006 38
0.03 0.03 0.0009 42
0.03 0.03 0.0012 42
4
Table 4 The effect of molar ratio of maleic anhydride to hydroxyl group of pullulan on DS
n(-OH)/mol n(MA)/mol TEA/mol DS
0.03 0.03 0.0009 42
0.03 0.06 0.0018 47
0.03 0.09 0.0027 51
0.03 0.12 0.0036 51
DS MP 2.2
EDC/NHS (MP) THNMR 3b
6-7ppm MP 4.5-6.0ppm
FA-MP-DOX - - 3¢ 13.0lppm  14.00ppm
8.9%. 1.7%, 3d  6.7-8.5ppm
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Fig. 2 Synthetic route of FA-MP-DOX
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