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Development of radiolabeled multivalent RGD peptides which display high and
persistent uptake in cancerous tissues
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In this study, we synthesized several radiolabeled multivalent RGD peptides
targeting integrin a vp 3 and evaluated how the difference in their molecular structures affects
their interactions with integrin a vp 3. As a result, we found that the difference in their scaffold

structures connecting each RGD peptide substantially affected their dissociation kinetics from
integrin a vp 3 positive cells. Furthermore, our results also suggested that multivalent RGD
peptides whose scaffold structure is an octahedral metal complex could simultaneously bind with more
than one integrin o vf3 3 receptors.
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(a) terephthalic acid, DIPEA, DMF (b) H-Lys(Boc)-OMe-HCI, DIC, HOBt, DMF (c) AcOH, trifluoroethanol,
dichloromethane (d) 1N NaOH, MeOH (e) H-(pG)s-c[R(pbf)GD(tBu)fK]-HCl, WSCD-HCI, DIPEA, DMF (f) TFA,
triisopropylsilane, water (g) [12°1]-SIB, 0.1 M B.B. (pH 9.0).
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(a) 2,3,5,6-tetrafluorophenol, WSCD-HCI, DMF (b) H-(pG)es-c[R(pbf)GD(tBu)fK]-
HCI (c) TFA, triisopropylsilane, water (d) [12°I]-SIB, 0.1 M B.B. (pH 9.0).
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(@) Water (b) 0.1M A.B. (pH 5.0) (c) N-Boc-1,2-diaminoethane,
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WSCD-Hdl,

HOBt, DMF (d) H-(pG)e-

c[R(pbf)GD(tBu)fK]-HCI, WSCD-HCI, HOBt, DMF (e) TFA, triisopropylsilane, water (f) [1251]-SIB, 0.1 M B.B. (pH 9.0).
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