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Study on Interactions between Anticancer Drug Cispatin
and Human Serum Albumin

HU Wen-bing, LIU Jian-an, XIONG Shao-xiang, WANG-#u
(Beijing National Laboratory for Molecular Sciencésstitute of Chemistry,
Chinese Academy of Science, Beijing 100190, ¢China

Abstract: Cisplatin is a widely used anticancer agent ta selid tumours such as ovarian, testicular candérs
interaction of platinum drugs with human albuminais important issue that contributes to understantie
transport process of platinum drugs, cell uptale their side-effects. Here, we applied a bottonprgieomic
approach to study the interaction of cisplatin wittombinant human albumin(rHA). The cisplatin-rHA
complexes were prepared under physiological camditin vitro at different cisplatin/rHA molar rasicfor
different incubation times. LC/MS analysis enabiesidentify four platinated peptides and further MS
analysis characterizes the platinum binding sifee results show that cisplatin binds to His67 1B& His247
and Met298 residues in albumin involving an intréeaolar crosslinking of His67 to His247 by platinugesides,
cisplatin is shown to induce the cleavage of tisalfide bond Cys124-Cys169 of albumin and binchothiol in
the reduced Cys124 residue.
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Waters CapLC: Symmetry,:@: (5 mmXx 1.0 mmx3.5um); #sht: A /K (5 0.19%F 1),
B AL (4 0.1%T1%); ik 30 uL-min®. ESIE 7, WiZ i)k 3.3 kV, Coreffi/is 35 kV, Ui
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Fig.1 The molecular modelof HSA with cisplatin birling to His67 and His247(left)
and mass spectrum for the peptides of SLHTLFGDK ad VHTECCHGDLLECADDR
with the fragment cisplatin binding to His67 and Hs247(right)
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